2022 % 3 ARET (5B 6hR)

| EHORIRS Y

H AR R 5 57

ik

873999

EELAARAELA—T+—L

BARREFIERE D IF 5LHEHE 2018 (2019 FEFHTHR) (THEHL L THERL

Y XAFF—E(JAK) BHEHI
Z4NVIAF=T2L 1 BEIE R

S jbflfﬂi7@M*;Z()(7nn
Il AiE 100mg

Jyseleca® Tablets

TR -EMEOLAFECIYFERTLHL

#l

N\

el (74 v ba—TF 4 v TEE)

'

A o B OH R | B SRR (EEEMFEONGEICLY TSI L)

U L A®EE 200mg : 1 EEH T 4 VAT =T~ LA ViRl 254.48mg
(74 dF=74L LT 200mg) &H

R = B Oow Ly 100me : 15 7 4 AV SF =T~ LA VR 127.24mg
(74T F=7L1LT100mg) &FH
_ i % g 74 VIF =T < LA VEEE (JAN)
8 V£4 : Filgotinib Maleate (JAN). filgotinib (INN)
HERTERIZFAH REREAGEFEA B £ 20204 9 A 25 H
Ol OE #F U FH - A FEHENGRAEH B 0 2020 4511 H 18 H
Bk 5t B 8 &£ A H I 52 BA 46 4 A H : 2020411 H 18 H
JYERG RS o . A2 . S N
HEEE (8 A %mﬁg@ : :ﬂiz;;*%ii;{//X*%KK*i
B#E - RESHAB e s

& ¥ EA 7 7 —~ &

ERXFHRELEOER L

Ly

& b

7 U —X 4 ¥/ 0120-506-295 FAX 03-5958-2959

IR BR[0T A — L X—3 « httpsi//www.jyseleca.jp

o
O

T—H AKX E . hhedAy FTA 0
7 U —HA Y/ 0120-419-497  FAX 03-3811-5033
IR BERE AT A — L X— © httpsi//www.jyseleca.jp

FUT R AV ABAS AT AP R— b Z—

B ATRERE] 0 9: 00~17:30 (£ - H - Sl B XOSHIRE Z5<)

ARIFIF2022F3AHETD RN XEDREHICEDEHET L 1=,
RMOERIE. MILTBUEA EEREREFRLERED EERFERERER—V]
https://www. pmda. go. jp/PmdaSearch/iyakuSearch/[Z T CHEFR L &Ly,



https://www.pmda.go.jp/PmdaSearch/iyakuSearch/

2.

EERA VI E1— T —LAADOFSIEDOHE

— H AR B S A Al —
(2020 & 4 H ki)

BEIRAS VA1 -4 —LERORE

ER A EEGLOEARNRERERE LT, BERAEERLRICE CUF, BM35E) »d s, BRI
CIERT - SEAIAREE O RIS B BB 72 R S O B I A 15 3 2 BRI, IRA G
(ZRCH ST AT D BICEEZ S ML RIS AN H 0 | RIEIEO EEER YL E (LIF,
MR) E~OIEROBIMNFERLERIC LV IEREMTEL TETWVD, T OB @2 HEREICA
FTHOOEHIV AN LTEELA L H E2—Txr—45 (LUF, IF &0&T) 233 4E LT,

1988 fEIZ A A dElfme (BLT, BRI 25 2 /N BB IF OfrESHT . IF fisdkal, IF i
FEEARE L, £ D% 1998 4FI1Z BRSNS 3/hEE SN, 2008 45, 2013 412 B e K IH R &
BENIF Rl EHO%T 217> CT& 1=,

IF FLdf2E6H 2008 LAKE, IF X PDF S 0E T —42 & LCRIET 22 EBNFEAI L o7z, Zhick
0. IMICEORERUETN O > 2 HEICSGETORIT — & 2B L7z IF ekt ans 2 &
Lipolo, BN IF X, FE3ELERESRAEME (LU, PMDA) o K @R RO~ —
Y (https://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (2 CTAB SN T3, HIFHETIX, 2009 4F
KV FHERGLD IF OFEREZRBI T/ E LT A X Ea—T 3 —LatE] Z2%EL, Hx o IF
DU CEZ e T D EAE GRS L CEEINER - fRETL TV 5,

2019 O SCEFLHEE DO Z FIZ Ao, IF GLaliZE6H 2018 AR I, Ak TEFHEIK S DR
FEAE IR EENC R T2 A R T A ) ICBET 2RO, ZOEHIMERE LT,

IF &1

IF 1% N SCEZEOFREMTE L, Ehf - RIS ORI L > THEEBICLE R, EIEM
DEEEBRD T DOIEW AL TTEFE O T2 D OIF W GRAID 7 OF R, S O EFEH O 729 D1,
IR BE T T O D OERENEN SNIR AN @R O ER BT E L LT, BIREN FLEE
FEARE L, FEAIAN S D 72 912 Y 341 FE 5 o0 B3 W 5 ST AR GBI #5402 A FE T VERR S O A (i L
TV DRERL LB T HiL D,

IF (ZFCHd 2 3 HELANIE RR3EARE L 72 IF SO YEIL L | — S D B8k % bR & KGR O #iFHN D 1
WA SN D, 72770, REMREOMESICHEDL 5 L OROFIHE B D 2SFHE < Il - 2~ &F
THSE IF OREFHEE TR OR0, S0z 2L, BERGEN ORI N IF 13, FHH A O SFF
fili - P - BRIREH T2 & L bic, RERMTET HHDE NI RMEFFOZ L &2RIEE LTV D,

IF ORMITE 77 — & AL L, BERAECTORAKITNEA T,

. IFOFRAIZH=-T

B EARD IF (3, PMDA O ERRREREE MR O — I # TSR E STV 2,

RIEYET TR A V2 B a—T 4 — MMEROFF| & ) 129> TIF Z1ERL - #2459 523, IF DJFA
FHSE 2 ERBIGICARE LTV E#RS IF MERURFICRRR RO E R 2 DD TR ZE O MR %
~DOA VA E2—IZ LV FAEAOBANRELESE, IF OFAEEZ SO 0LERDH D, £, Bk
UETEN DR EOFEEZCHET 2 HFEICE L TiE, IF AUETEND £ TOMIT, RESRA N R4
HMETNEEZH SN LTI CES . H A WIS OER L FERIREE — v 2810 L o HAIMEE 52
Bl 5L L bic, IF OERICHTZ - T, HFTOUT CEE PMDA O [ 35 SR 15 B 28 0~



— U CHRT B LEND B,

R, MIEERLAEORRO S LIRS TS V5, BEMRET < [XIL ZE%WE ), (XIIL
%) BT S A SRR E R TOARVERA G END 2 ENDH Y | 20ROV HRET
RETH S,

4. FAICERLTOZER
IF # HE¥EBICBOTRNT Z ENTERWVEIRESLERFEE LTHEH L TWeZ&7zuy, IF X HRIE
DHEZEZZ T T, YL EIR S OREIRTE TG D A ENERL « 12192 | ESRLEEF A o7
D OFHFE RN T D & ONESIT 7228, Foil  REBUCITIREEIE O LA BRSO B A B3R 5 0 iR 72 15 d
IRENCBAT DA RT A v B a— K47 - 7T 77 4 REOHIK 2 — EREZ T S5 24570
W, BB ARAREEN T A BT A o Cld, RAGRIEATRSN O FESIZ BT 2 M S gtic v T K
EENEFREFENDLORDISCTITI ZLIFELIZ RV EINTEY MRE~DA U FE2—
LHLOXEAE R LICLY, FIHEBEONIF ONAE2KRESEINELOTHLHZ L 2RBHMLTEH
DR IUER B2, BERNEIN S5 5N D IEROB AR AR L, TOREME AikE | ERE
BB D EEHZ MR T 5 2 LITEARTOARE CTH Y | IF ZIEH L CTH %354 BICMEdH 2 b
DIZL TV E 20,



I b 5 S = R
s B B D AR oo ————— et e et ———————teettta——————etttan—————eaeettea———_
) B T R B T oottt e e e e e e et e e e e et e e e e e e e e eaerraeeaaa
) B Bl T oottt ettt e e e e e e e e et e e e e e e e e et e e e eanaaeeeaaraaaeeaaas
bR )= bl O a3 S B = = TSROSO
B R TR * R L DI R TE ..o eeeeeeeeee e e et e e e e e e e e et eaaeeeeeeeaa e aaeeeeaeeaaaaaaens
RV P ) B oo e ettt e e e e e e e e e et e e e e e e e e e et eaaee e e e et e ——aaeeeeeeta————aaeeertean———_

@PW>@NH

BRTE A cvevereeeeeteet ettt a e h e a e a e h e b et a ettt
o et h e a et a et a ettt
BB T U R TRIE T oo e
o= W A %5 e = OO OO USRS U SRR P URUPSRO
BZER (BARIE) UEARE ot
B, BB, BB B . BB BB B ittt e

I BRI T BE T B IHE oot e e e eeeeeeeeeeseseenaeeeeeeeaeeesasnnnaaeeeeeeeeannannns
D EE L BN oo e e e e et et et et e e s e e e e e e e e et et e s esesee s e s s s e e eeeaeeeeeneseeeren
B B D B B T I 81T D R B oot eeeeee e e s s e e e e e e eeseseeeeesesesesees
’Ex)]ﬁk \o)ﬁﬁnu u_\:%ﬁ/f }Ei,f ........................................................................................................

SRS 2

W b=

<
i
-
n
¥z
<}
N
b
Im

W 30 Ot W h

>a

<

o

, e 2 P

op o5 AR FE

=3

S

St

N

g

%

&

©
o
EE
3

120 DL ettt ettt a e et b e sa e e bt e bt e st ebeenaeesaneen 10

AVAR 5l Y - = R 11
d Rﬁﬁ% .................................................................................................................................. 11

: Euu,;ﬁﬁznﬂ ......................................................................................................................................... 16

AR -3 E-5 Y bl 3 e 2 = = RN 123
1. EEIRE A TR DD A L B I T Al B B o oo e et e e e e e e e e e e e e e e e e e e e ———aaas 123
O BETEAE B oo e et et e e et et e s et oot e e e e e et et e e s s et et e e erer e, 123

AN 37 1 ] bl e 2% = = PR 133
LR B DD HE R oottt ettt et et et e st r e s 133
B R R B/ N T A m— oo e e e e e e e ————eeea————eeaer——eeeaar—reeaaaaaeeaaraaan 137

U i W DN =
H
w
[
>t
M &
]
C
\
w
S
pu:: ]
i
nl
—_
w
o



T BIE ettt ettt ettt eu et e et et e et e et et e et et e et e et et e et et e et eeeeeeeaaens 143
8. P T R AR A BT BB ER coveeeeeeeeeeeee ettt et ettt e e et e et et e et e e e e e aaeenans 143
0. BT T R B BRZEER oottt ettt e e et et et et et e et eaeeanans 144
10, BB DB B T D B oottt ettt ettt ens 144
TL. Dottt ettt ettt eat et et et et eae et e et e e et e et eaaeenennes 147
VIII. 22 (FALEDEES) ICBT BB oo 148
L B TR B D I oottt ettt ettt eae et ettt et et e et e et e eeenes 148
D B R TR & D I oot e e a e e e e e e e e e e e e nanes 149
3. NBE U R R E T DI & F DI oottt ettt ettt 150
4, R RVAEICEE T B R C IR o oo 150
B B R E B & B DI B et e e eanean 150
6. D B A AT D BB TG B oot e et et e et e e e e e e ere et e e 151
T BB E B oottt e e e et e e e e et e e e et e r et e aaeeeaaaees 156
B BB ettt ettt et e et et a et e et et et eete et e et et e e eaaen 156
0. B R AE R T T Z T B oottt ettt e ettt et ee e 182
10, BB S oottt e ettt ettt e et et et e et teenennes 182
1L, B E DD R oo e e e e e e e et a e s aans 182
12 T DD BT ettt ettt eae et ettt et e et et e et e et e aae e eanen 182
DO |30 o e o = = 185
L BT o B ittt ettt e e e e e e e et e e e e e e et ea e e e et e e et eeaareearteraaeeaaeeeaaeena 185
D BB B ettt ettt ettt e et et e et et e e e et et e et et eeae et e et eeneeeeaaes 185
DO 2L A b Sl = R 191
L BRI 0 oottt ettt ettt et ea et ettt et eae et e et et e et ee et e aaeenennes 191
D B oottt ettt ettt ettt e et et e et et e et eeae et e et et eeae et e et eeneeeeaaens 191
B L R B T D BT ettt ettt ettt ettt e e e et e et et et et e et et et e et et eaeeenans 191
A U L D I oo e et ————a e e e ettt ———————eettu——————aeettan———————aanee 191
B B A T A oo ettt e e et e et e e et e et e ne e e et e arnenenean 191
B, TRl A " 131 ettt ettt ettt ettt e et e et et et et et e et et eaeeanans 191
T I LA E B H oo ettt e et et e e et e et e e et e et e e e et e et ereneeeeearneneneen 191
8 HERFGADEABRUVADRES., EMELNEFEFEARD. BFEMBEAB 191
9. VEEXIFHREM. RAERVRAELEEEBMNEDEABRUZFDRE .o 191
10. BEEEE. B R AR E A B R U Z DT oottt ettt e e eee et e e et seeeeeeaes 191
Tl BB B R T e e oot et e e et e e et e et e et e e e e et e e et e e et e e e te e et e eaaaeeaateeaaeeeraaeeaaeesananena 192
12, B A R B I T R T D B R oo e et eeeeeeeee ettt e e ettt e e e e e e et eeeeeeeeeeaaaeaeeeeeeeaaaaaaeaaees 192
18, BB T R oottt ettt ettt ettt ea et e et e et e et aaeeeeanes 192
LA R BT L D B oottt ettt ettt ettt ettt e et ere e ens 192
XL, STRIK oeeeneeremeeeeeeeeeeeeeeenerenneeranneesennesannnesannnesannnssannssennnssnnnsseennesennnssennnssannnssennnssennns 193
L B B STRIR vttt ettt et et ettt ettt et et et eat e e et et e et eeae et e et e e et e et e eteenennes 193
D 0D B SRR <ottt ettt e ettt ettt e et e et et et eeae et e et et eaeeenens 195
XIL. BB A oot e e e ee e e eee s e eee s e aaeaanasaanasennesannasannasannsanaranans 196
L T T B D B T R Il ettt et ettt e et ettt et e et e et e et et e et et e et e e e enes 196
D BB T 1T D B R ST B R oo e eeeeeee oottt ettt e e e e et e e et et et e e e et e e et e et e e et et et eneenens 198
XITL B3 ..ooreoeeeereeeeeeie sttt 201
1. A% - REZIEICHEL CEBEREIBZTSICH=2 TODEEER. ..o 201

R Y T — 202



W 55 e H AGE

5-ASA 5-aminosalicylic acid 5-7 X /WU TR

6-MP 6-mercaptopurine ANATNTY

ACR American College of Rheumatology KEY U~ T

ACR20/50/70 American College of Rheumatology KEY ?Vﬁlﬁé\ 20%/50%/70%
20%/50%/70% improvement o AL e

ACR-N American College of Rheumatology N% K Y e FEEL N YL
improvement

ALT alanine aminotransferase TI7=2T ) NT AT 2T —F

APTT activated partial thromboplastin time IEHAGE S b v R T T AT

AST aspartate aminotransferase TANRTGXUET I ) KTV AT 27—

AUC area under the concentration-time curve | Ji & ¢ R i FE
area under the plgsma concentration- SRR L B 24 I 2 O 0D I 4

AUCo-24n time curve from time zero to 24 hour i — [ F T
after dosing

AUC,... the area under the concentration versus | 0 IR 7 & JERRR & CAHME L 72 IR R
time curve from time zero to infinity HiAR T

AUCu effective. area under the concentration I e A T TS
versus time curve

AUCint area under the concentration versus | g ppy o o4 7= e g TR
time curve extrapolated to infinite time

AUCtas zrea} under the cpncentration-time CUIVE | 4 4 1 g 2 ) oyl i 5

uring a dosing interval

BCOP bovine corneal opacity and permeability | ¥ > A% 2 REE K ONEiENME

BCRP breast cancer resistance protein —

bDMARD biological DMARD MR BB U~ F K

BMI body mass index USSR

BSEP bile salt export pump —

CCDS company core date sheet eEPET—%— b

CCP cyclic citrullinated peptide Rk hv ) AT TR

CD Crohn's disease 71—

CDAI Clinical Disease Activity Index —

CES carboxylesterase BNVRFVINVTERAT T—F

CETP cholesteryl ester transfer protein I VAT YNV AT VERER AE

CFSE 5'(6'?'(?ar]ooxyﬂuorescein diacetate 5-(67) /LR F v 7/V2]‘ 1/:[? AT TEY
succinimidyl ester —h =3I AT)L

CI confidence interval BRI

CIA collagen-induced arthritis a7 — 5 s BRI

CL/F apparent clearance W07 VTS5 A

CLex creatinine clearance IVTF= VT TR

Cmax maximum plasma concentration 5t e I AE A R

CMH Cochran-Mantel-Haenszel g T -T2

CRP C-reactive protein C RS MEE A

csDMARD | conventional synthetic disease: RERTUIEIBAERERT Y ¥~ T3
modifying antirheumatic drug

Cons observed drug concentration at the end H 5 R 0D KB AU 35 0T 2 L o
of the dosing interval

CYP Cytochrome P450 v h7 u— A P450

DAI disease activity index P BIREh AR S

DAS28-CRP Disease Activity Score for 28 joint count | C SUGHEE FIE % V72 28 BRI BIEE)

using C-reactive protein

=y




W 55 e H AGE
DMARD disease-modifying antirheumatic drug RIBERMERL ) U~ F 3K
DNA deoxyribonucleic acid T A X VU R
DSS dextran sodium sulfate TXARNT UREET R U A
EBS endoscopy/bleeding/stool frequency PNAREE AT 5L/ EL G /R (B 4%
ECG electrocardiogram R
eGFR estimated glomerular filtration rate HERFRERIR AR &
EPO erythropoietin Y AuRTTF
EULAR European League Against Rheumatism | B U ¥~ F 5
FAS full analysis set R K DFRHT AL ]
FaSSIF fas.ted'stat.e simulated small intestine o
fluid contains
FeSSIF fed-state simulated small intestine fluid | —
FLT FMS-like tyrosine kinase FMS kFmv %) —+F

FMS (CSF1R)

colony stimulating factor 1 receptor

ESRS AR OFrs X —F

FSH

follicle stimulating hormone

YRR A V£

GALT gut-associated lymphoid tissue e B U L SR
Lhe Crlobally Harmonized System of | o iy > syag25 1 gz B9 5 57

GHS Classification and Labelling of SR
Chemicals Fv 27

GM-CSF gr.anulocyte-macrophage colony- Wk ER-~ 7 07 7 — 3 2 1 = — K T
stimulating factor

HAQ-DI Hgalth .Assessment Questionnaire- R T T P22 2 I\ 7 RS 2
Disability Index

Hb hemoglobin ~ET e

HDL high density lipoproteins I E Y RNEAE

HEK human embryonic kidney v MMEIRE

hERG human ether-a-go-go related gene t b ether-a-go-go PBiHiE{s 1

Ht hematocrit ~v h7 Uk
inhibitory concentration that produces U

ICs0 at 50% gf maximal response b 50% HF IR

IFN interferon fHF =Tz

IL interleukin Ao —aAfF

ITT intention to treat —

JAK janus kinase XAXF—F

ka first-order absorption rate constant — IR IGH FE TEE

Kd dissociation constant PR E S

Ki inhibitory constant FH 5 e 4K

LDL low density lipoproteins KEEE Y REAE

LH luteinizing hormone SRR A L E

LOCF last observation carried forward —

LTE long-term extension Rk 5

LXR liver X receptor e X Sz 5k

MATE multidrug and toxin extrusion —

MATE2-K multidrug and toxin extrusion protein 2-K | MATE & 1 2-K

MCH mean corpuscular hemoglobin SEYRIMERA~NE e U &

MCV mean corpuscular volume SR I ER AR

MMRM mixed-effects model for repeated AR IR AR T L
measures

MPE mean photo effect EEPEAEH

MCS Mayo Clinic Score Mayo A =7

mTSS van der Heijde modified Total Sharp _

Score
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MTX methotrexate A MMUFH—|

NK natural killer TFa2TNFT—

NRI non responder imputation J VAR A58

NRU neutral red uptake —a— M7V REUAR

NSAID non-steroidal anti-inflammatory drugs FEAT A RPEHIIRAESE

NZW New Zealand white (rabbits) —a—U—F U FEHA (VYX)

OAT organic anion transporter AT =4 8T AR —H—

OATP organic-anion-transporting polypeptide —

OCT organic cation transporter I TA L NT AR —H—

OECD Organisation for Economic Co-operation G b1 ) B SR
and Development

PD pharmacodynamics N

P-gp P-glycoprotein PHEEH

PIF photo irritant factor St EARER

PK pharmacokinetics I EhRE T

pKa - AR E 2K

pSTAT phosphoSTAT U U Fgk STAT

PTP press through pack —

Q/F apparent intercompartmental clearance | WD S—K XA MNMAZ VT T A

| el oy Qe i
termination of the T wave F TSR

QTc corrected QT interval MiIE QT [HFR

RA rheumatoid arthritis iV o~

RF rheumatoid factor Vo~ b FE¥

RH relative humidity FEHE L

RMP risk management plan PR gL U R 7 E RG]

SD standard deviation TR 2

SD Sprague-Dawley AT G—T R—1) —

SDAI Simplified Disease Activity Index —

SGA subjective global assessment TR e FER M

SJC swollen joint count i R BE i 2

STAT signal t}rar}sducer and activator of Y e Y A N e
transcription

Syk spleen tyrosine kinase g a s x—8

Ty elimination half-life B ]

T apparent terminal half-life ([In 21z MOEHB SN KEMBIZE

Ve (calculated from [In 2]/Az) % RN DA

TJC tender joint count P& 9 BA B

T time of the. maximum observed U
concentration

TNF tumor necrosis factor JIEI S AR A 1

TPO thrombopoietin fa ARz TF

TR-FRET time-resolved fluorescence resonance BRI 5 e - S JEI L 2 — )
energy transfer

TYK tyrosine kinase Fu xS —F

uC ulcerative colitis BB E R 2%

UGT uridine diphosphate UDP 7 v/ o ek
glucuronosyltransferase

ULN upper limit of normal FEVE(E EBR

Ve/F apparent central volume of distribution LA O ST AT

of the drug
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apparent peripheral volume of N N e
Vp/F distribution of the drug ST ORI
WBA whole blood assays T VA
Az apparent terminal rate constant ST O REE E
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CELUVANE (74 vITF=T A V. DU, ARAFD 1. BfEiY v~F (RA) OIRFEIEE LT,
Galapagos NV fhic K v AIfl X, KEXY 7 K« Y/ =0 v X4 Y Galapagos NV #1:2 K 0 3[A]
B ST, BROEERE/R Y X A¥%F—T (Janus Kinase ; JAK) (59 AHEHTH 5,

JAK FHEANT., RIEHY A " A DO T FIRERK Z HET HIESFHE U T SN,

JAK [T ENFr v X7 —8 (TYK) T, BESBEENOOYA Moo 2 T FNE s 7T IVniE
SRR ETEME(LIA T (STAT) ~YtM{5ET D, JAK 77 2 U—L& LT, JAKL, JAK2, JAK3 & (X TYK2
D AFEENHN O TWAN, KANTZNOD JAK 7 7 2V — 2 BINAICHET 2 Z & T, IL-6 &5
YA N AA CFHEEORIEN. Y 7R EE IS 5,

<BAfFiV v~F>

RA OJFREATRIIZAR T, HAERKINLRE & 2 MR /L & o fMiszfihic X - CRIE O RIE & OlEE N
BlEEIIND L, WEOTER L RDRIEMETA A VRSB R OMERF 115 172, 13k, RA
DIEHE L U TRMERIEDSLFEC RN E N, FRRRAFHOMIANET SN, 70, EFELRN
¥ a (TNFa) KO & —a A Fx2-6 (IL-6) ZE0RIEKISOHFLAEEIZMH S A N A DA
TE R OB OERLIZ L U . RA OIRIFREITES LT,

KENDBIER VL EEEZA SN T 572012, 2011FELY, A KL% —F (MTX) THHEART
372 RA BEE WG L Uiz 5 DO/ E TWARRGARRBRAY, 2016 L0, FEEN S EEOFFEIME RA
BEEXRE LIz 4 >OE BRI S I ERRRBR N F 0 <7z (2022 45 3 ABI(E, F IO, FIAEE
LI Bk 5B & FEhEH) ,

B0 BARNZE G T E R F S MAHEERRER T, AKlO RA 1REICE T 28 2h%E & OV Z R MEN R
N ENDL, FUT R A2 VAR ESHT, 20194 10 HICAARIZBITF S U L AegEDR
WERFEAGRHGE 21T\, 2020 4F 9 A [BEFRE COHRA 0288 Y v~ (BfiofErE Lo
Bhlka&te) | 2BEXUTNE L L TRRBE NI,

<JBEME R >

UC 1%, KIF TR & 21BN ORRMEDRIEMIREBTH Y . A TIE, JEETEE OT D D46 EHK O
12LEINTWND 3, FIEIL 30 %05 40 i b2 < . MIERIEDO TR & BmF 2558 E L, WA ITE
GBI E Y | KERGEALE A~ HERT 5,

BRI > & HAE O B EME A2 A 95 A ICIL, @, gIHNERE LT5 7 X /U Fu (5-ASA)
RFINE - XD 9, WAOT, 5-ASA BAFIGHH FXUIIEIH FTORT v A KON IRRGRIRE &
DM, FIHTERENBERF50H L AIIRME Th - 7B E . UTHEEN S EEO K BITEIMEEZ A
HHEEICH LTI, K0 EWBIRE & 72 5784 & U TRl 923, $Rc AT oA NERFIE 2T
v A FEFEFNZRT Ui A IMERBR L 923, S DI TIT A AR EH S 5 67,

AR OB X PEE) D BIEORBIEEINE A AT 5 UC BB IR D IRk Kigz i b
L7 9, — RIS (BRI DFERO B ) 0 RIER) (—BERh RN 5T R IR RN 5
DYHR) ZRTREMN—TEHERESNTEY, IROORFICBIT DT Ay AT 4 IV =— XN {F
ELTWA,

BEAFTE I TR R4 A P E D S BIEDOIEENIE UC BE KT 5 V% U h OF 0 K 2% B
ST A7, 2016 4F 11 A X 0 EFESIL[ES 1 b/IFHRER (GS-US-418-3898 [SELECTION] #t5#)
K OE LR TR (GS-US-418-3899 [SELECTION LTE] 38) A% S417- (20224 3 A
HifE, GS-US-418-3899 [SELECTION LTE] #BRITFEHH),

A, 2 OORBREAEICHKESE, XU T R - YA =2 ARSI, 2021 4 4 HICAARICBV TR
ARG B AR AGRHFE ATV, 2022 4 3 AIZ THESEN G BEIE DRI KGR OIEE K Y
HERFRTE (BEMFIRIR COIRAT D725 A ICIR D) | OBhRE IR N AR ST,

. BRI 5 A 1
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<%hrekiE >

1

vELheE, JAK OERZRAEZ/ LT, MllaN S~ 7 /UARER R 2 T D,

YA M IA L ROBERTFRERmnT v e A 180T, JAKL 2% LT JAK2 @ 14.1 {FOLETE

M%7~ L7z (in vitro) .

cHINRT vt A Tk, JAKL 4 L7- STAT © VU v b2 L7~ (in vitro).

(IVI-2- (2) Rz R T 5B DESM)

HARZEIEH & LT, #REE (0.2%) . Mk (0.3%) FORGE (B EGEZ & Te) . Hik

BrrAl HEEAE) | g ERIBD (0.1%K0) . U > /BRI (0.1%A0)  ~F 7 v B8 (0.1%

ARiit) . ALT 5. (0.6%). AST 15 (0.5%) “FONTHEGERE, FIEMEMIR (BEEAN) . Sk

BFERIE (0.1%K0) A#E S TS,

TARIER A%LLE. 10%A50) 13, JRESEEG:, FROERG:, #EtED Ev, BLTHD,
(V-8 . BIfEM ] DIHZM)

<BHEY v~F>

1

MTX CT#IEAR T4, bDMARD TZIEA 40 XUFARMAE K O MTX TRIGERPEENS EED

IEENPEREET Y U~ FBE ISR D ARER 2 o LTz, (BRRAYTLAE)

* MTX TEIRA T 72 PEE D S EEOTEBMERE Y v~ FRE BV T, EEFHMEEE  (BEEAY

FHIEE) ThoHEE 12 HFO ACR20 diERIX, P& L ##E 200mg, 100mg # TV 7 & R i
EVFEICENW EDPFEEESNTZ, (WTILE p<0.001, 2P AT ¢ v 7 [BIRSHT*1)
(MTX CRIEAR+-43 722 B Y o~ F B 2B 5 EFES LR RS (FINCH1 #5%) )

* bDMARD THIRA+55 AT 722 55 FE D & HE OTEEIERIE ) 7~ FBEF TV T, T

MHE A (BREEFHEEE) Th 55 12 0 ACR20 #ER (T, P& L »§E 200mg. 100mg £
T I RHELVAZICEWZ EBBEES N (WFRh p<0.001, 2P AT ¢ v 7 [AF5HT*2)
(bDMARD TZIRA A7 XAXRMAR 2B U v~ FHBE BT 2 ERE L FE S IFEE (FINCH2
BR) )

* MTX TR 2 PEFE O HEDOIFEIMRE ) v~ FBEF W T, EHEFHIEE  (BREERH

HH) ThoHEE 24 HFEO ACR20 iiERIT, & L HHE 200mg. 100mg & MTX OHFHEET
MTX BEMEEL DV AEICE NI EBRRFES N (P& LA EE 200mg+MTX # : p<0.001, &L
7 8E 100mg+MTX #f : p=0.017. T AT ¢ v 7 [AF5H*3),

(MTX CTHRIEEZ2BEE ) ¥~ FHBE 2B ) 5 EEEILFESMHRE (FINCHS #A5)

s MTX TERAN 3 72T EE) O EEOTEEMERE Y 7~ FEE BT, BIKEHEER Th 5%

5. 24 D DAS28-CRP< 2.6 EH (X, V& L 200mg. 100mg #TT 7 REELV AEICH

WZ EMRENT (WY p<0.001, B AT v 7 [EIRSHT*L),

(MTX TR 1437228 Y v~ F B 1) 5 EES LR MRS (FINCH1 #5%) )
(TV-5-(4) -1) AOMRGERBR<BEESY v~F>] OHEBMW)

MTX TEhRA NG e P EEHE) & HE OFEBIPERART Y ¥~ F A2 81T % BEER OEIT (mTSS

DAL RIS K DEH) A8l L7z, (SRR

* MTX TEIRA T 72 PEE S EEOTEBMERE Y v~ FRE BV T, EEFHMEEE  (BEEAY

FHMEER) THhHEE 24 #EEDO mTSS OR—RA T A UnbDOEEIL, P LI 200mg.

100mg #ECTT 7B RAH LV AEIT/NENWZ L RGEES N (7 L §E 200mg #f : p<0.001, ¥

* L 77 8€ 100mg £f : p=0.001, MMRM*4),

(MTX CEIREAR+-53 72 B8 Y o~ FBE BT 2 EREIEFE B IR (FINCH1 #5) )
(TV-5-(4) -1) AOMRGERBR<BEESY v~F>] OHEBMW)

MTX ThRA+5r, bDMARD CTHURA I3 AT AL 22 T 5 FE A b HE OFEB R ) 7~ F

BB D HIHEE (HAQ-DI 22 7) Z L7z, (BEREAYTAE)

* MTX TR 72 S O EEOTEEMERE U 7~ FEE BT, BIKEHEEE Th 5%

512 K0 HAQ-DI A7 OX—RA 7 A b OE b EIX, ¥& L ZEE 200mg, 100mg # T
TEARBIVARICKREN LIRS (W d p<0.001, MMRM™4),

(MTX CRhAREA A3 22 FEEEE NS EEOBET U v~ FHBE 21 5 [EER I [R5 MAHER (FINCH1
R

I. B2 5HA 2



* bDMARD TRIEA A4 AT ARME 23 & HE 2> & B OFEEWERIEN U v~ F HBEF BT, BIKEE
fhEH T 25 120D HAQ-DI 2 27 DO_X— 2T A v b OB &L, ¥ L B8E 200mg.
100mg BECT 7B RBEL W ABEICREWVWZ a7 (Wt p<0.001, MMRM*5),
(bDMARD TZhEA+0 IIARMARZRBHE U v~ FHEEF BT 5 [EERILFEFE I AERE (FINCH2
R

(TV-5- (4) -1) AMHGEERR<EE U v~F>] OHEBMR)

4 G, AT 4TI F =7 LT 200mg 2 1 A 1 EROEEST 5, B, BEOREBIILL
T100mg # 1 A 1[AHEETX 5,

(T'v-3. HIEKOHE] OHEZSH)

k1 BEREROBRIA T (s, bDMARD IZ L 51R¥E, 27 UV —= 70 RF LU CCP HiikRHOF ) #E7
JZEDT=a P AT 4 v 7 [BUFHHT

*2 BHRER ORI [k, #iiA# O bDMARD 0% (3 ARG, 3AILLE), A7V —=2 2D RF kUt CCP #it
HRHOEFM] 2T VIEDTZa VAT 4 v 7 BRI

*3 BEREAROBHIANT Mk, 227V —= 2780 RF XOP CCPHAEMRHBOFR) 2ETNICEDTZR VAT 4 v
B

k4 N—RT A ME, EHIRT (M, bDMARD 2 L 2R E, A7 UV —=2 27 KD RF L OPL CCP Pkt o ) |
B HRE, RBER OB 57 & REBTORZBEAEAZHER, BF % 7 ¥ 25 L35 MMRM

k5 N—2F A ME, EHIIRT [HuUK, #iiaEO bDMARD 0% (3 AR, 3HILLE), 227V —= 70 RF kO
CCP Hik DOt DA ], $ 58, R L OG-8 LORBEOR EAEA 2 FEN R, &% 7 ¥ 250 R L35 MMRM

<JBIBMERIGR >
1 WPEEN D EIEOIFENE UC B O BEME N RRICK W T, BEEROSEN RO N, (B
10 #fE T EBS EAE)

- W RIBIRIEIEN & kG2 & LT EARE ANRBRICRB W T, TEEHMEE R (MEEnsmEe) Th o &
5. 10 BFFCO EBS BfR=RIEZ, L5 200mg BT 7RIV AREICEL, UL 200mg
FEO T 7 2RI A EEMESRRES L7 (p=0.0157, CMH &E),

- M RIRIBEIE G A 5t 4 & LI EAREARBRIC W T, FEIMEEE (MEEREHMEERE) Th ARG
10 I T EBS EffRIL, Y1 200mg & 7 7 B RBECHEZAEITRO VT, Bk Im
FEE 7o 72 [(p=0.0261, Japan specific analysis*2, CMH & E*3],

- ARBTG5t gk & L7- BB ARERICB W T, EEMAEE THh 55 10 HEF T EBS
TERIT. U L 200mg T 7 EARREL D AEICHEIETH -7z (p=0.0103, Global analysis*,
CMH e ],

(FREESED & FRE OTRENIME UC B 1281 2 [ERRILFEZ T b/IAHER (SELECTION #5#) )
(TV-5- (4) -1) ARERGEREBR <IBBEEREBR > OEHZBHR)

2 CEfRE N\GRER CHERAE MR/ UGEN A DT B x5 & U BiEHERRBR IS BV T L BERAER
DWENED bz, (&5 58 il To EBS % fif)
« AL BLFIAR TR XX AR A BETE B O TR AR BR 258 T L, #5- 10 JFF O FEMRF 5 T EBS
BT MCS WEDOWTNEER LT BE 55 & U BRI\ L FEFHIE B
(MRERIRHIEIEE ) CTo 55 58 #HIF T EBS B3R 1X, & L F 200mg # T L 7 200mg
MEDT T RYFEZHELIVAEICEL . YL 200mg # K& 100mg FED 7T & RO 2
(26T HEAE R EES U2 (200mg B : p<0.0001, 100mg #f : p=0.0420, CMH KiE*s),
(HREESED & FE OTRENIME UC B 1281 2 [ERRILE T b/IAHER (SELECTION #5#) )
(TV-5- (4) -1) AWERGERER <WEEMERGR > OTEBMHR)

3 BE., RAIIZZ 4T F =T L L T200mg & 1 H1EROREGT 5, ol HEERETIE, &
FOWREIS L T100mg 1 H 1[AEETE S,

(I'V-3. FEROHE] OEZH)

*1 HIE R G-REORE O 2RI E AT v A NI REMER OO AR &0 ik s vz CMH BOE

*2 BAH L LCo 2 FEL LAl (TNFa [LERI KON B X< 7)) TR &Il S 70y o 7oK E K O
E THAAN OGN BB X, A4l 100mg B XX 7 7 B ARFEHSEN D (T SNizfeo, KAl 200mg #E & 7 7 & REE
LDRBIET T ERFEND T b DEF I L TIT o 12,

*3 WEG-REORE O RHMERIE R E AT 1A FIUIREMNESA OMHAE, KORHaRO EmEF 0% (1 HLLT 30T 2
FILAE) (kv @ik &7z CMH i

I. WEC+5EA 3



*4 FiiER L Lo 2 ML L EYRE] (TNFa LERIR O R Y X~ 7) TIHREARR) & HIE S 7o - K E R O
ECHAAN SN BYERE L, AF 200mg B E 77 B REEE OEIZBWT, 778 RBICZINODBREEZED T
1To7,

*5 SRR — 2 5 A VORI RS VERIE AT 1A N U A O O A M OV AR 351 B
ZiMar— Mk v @ik s/ CMH #7E
BEZERORFEOBRRERE (KFEILE>2, <BEHY v~F>1) ik, RFIOEB I N=EX %
BIZHTIXELRWVWEEEZRER L L7z FINCH3 2RRBROBEPIEGEN S,

AFNONRESNTZNRNT, [REFBIR CORA T 2 BE Y v ~F (MEOEREREO L2 & Te) |, THEAEN S E
JE DIRIGFIER R D15 K OHERFRR L (AR TR ARG EIZIRD) | TH D,

AEIOBEE TN RICEET 2 EEIL. BV v~F  TRBEOHFIIBNT, AN M-S —r23 0 e+
R EL 1AIORY U~ FHEIC X DU RIEHEEIT-> T RBICERRT 20 507k RN E 2 A I 5T 5 2
ol EBERES  TBEORBEICEWT, Vi &b 1 FlIOBFIREE (AT7uA R, REIHFZ%) X2
B2 EIT> T, REICERT 005 03 R BEHRER SR D HAICERET 5 2 &y | TAANT DA CHRA T4
SRR G E R R BH x4 & Lo BB ARBRICB N T, FEFMEE Ch 25 10 WRFIEiE 4 26k
L7 RE DEIE T, 7T v RHL DAEBENRD LN TN RN E0vn . NT.HEERER OEONEE HoyfE L
72 bET, WIEEREERIRT AL, [17.1.45H]) TH5D,

AFNORELOCHAEICEEST 2 EEE, [HEEIEEOBEERED S 5 BHICIEL, 100mg 2 1 H 1[EEAEE
T5,] Thd,

3. HROWAKZMEYE
AFNIEBEDOIEAID 7 4V ha—TF 4V TEETH B,
(Mv-1. AP OEZRRK)

4. BEFERICEALTAMT RERFE
EIEEAIC T D EM ST
WIEME B 284,

e B
Sl A A R 5 1 (s B4 bv, BB
3 U A 7 B EEE (RMP) Ho (T'T-6. RMP O | OIES M)

C ERAEEE T EM EIEER AR

BN Y 27 /Mg & L CTHER 0 (IXM-2. ZOMoOBREEE OEEM)
SNTWLEH CBEITEM RV UEE R KT v s
(IXM-2. ZOMOREEEE OEZM)

ROHGEHEE A F5 1 > L -
\ \ FAERED SIS HE BRI T
s IR
RREA EOHERREN PY 1 IX-14. et ol ousm
(2022 4 3 A 28 HRF)

5. RBFHRUFRE - EALOKIRER

(1) RBEH
<ZhREHm >
1) EHEGV R EHFEZRED L, @MU T 52 L,

<PV v ~F >

2) BEHRTER ., —EROIEFN R D T — 2 DEMB SN D ETOMIT, BIEG]Z 6f G H A A
BHEMETDHZLICIY . ARFIOREMR OGECET 5T — 2 &2 BHICIUE L, AR o E
B EEZHE LD &,

<IBEMERIGR >
3) ENTOEBRIEFIRZHD TRERLNTWNASZ &G, BUERFEH. —EHOEMICIRLT —Z0NE
Bans £ oM. SIEGZSIHARBEREZ 52 Lok, AAIFEHBEOE R

I. BEICBET 5 HA 4



a2 EToOMI. BIEGZRIHARBEREZET 52 Lok, KA HEBEE OE R
HHREMET D &L blC, AFOLEMEROENEICET 27— 2 FH-ICE L, AF o iE
R E B LD T &,

(2) il - ERALOHREE
AFNE, EIEEAE RO & R kR (R0IRE) O MR T LIZERER., b L
<UL ZOEFREBN B IAT SN D MTTEDISTHEIEOTA 21T 2 FRITH LT Mdh S D K5

NEBZIT O,
6. RMP i
AR SR
[EERRFESNTY 2 7] [EEREERN Y 2 7] [E R ]

- EHE/RRYME (FERZ, Mgk, | - T RREELZ D B | 34750
—a—FVAF AL, B EFEREIR T
ME, HFREYYE 2 & de) | - EMEIEE

K SIS DB RS

- Bk e ZERRIE - BRBURARIE, I A/ NTF—
- HALE AL AR Y U IE

- Tk REREE

- [EVE MERTZ

< B ERED D U L oREREKR
W, ~F T a e fERED
« B BT 7 A )L A DOFEIEME

1k
BRI B3 2 MatEE
PV
| FRRiCES K MR O - O OTRE) | FRRICHEEAS KU RV /MDD 72 DiEE)
52 356 N 22 A M B AR 3 ] V27 s/ MY ETHE
%@Eimﬁiéﬁﬁ@% DU A7 /MR
< BIVEAL, SCHK « S iE W& M EHE ST SCEROREFEMEERL A FICLD
HEDIVE - 4?% « SHTICEESW TR A TEHIEit
KR &gt (OVELT)
BN EF 2 A ARG B BIMD Y A7 e/ MEIESE)
- TIRNEZHAE (EBERER) - HIREARE (GEBEERIER) (2K DR
CBEEN Y v~ TFAEE NG L LR ERH FEfik
A (GS-JP-417-5642) - ERBARE T EM EELHTA ) ©
IEBYERIGRBE E G L LR EMH YERR & #24t
A (GS-JP-418-6118) - BERTEMOER &R (UL D8
- BLEIRGE R EER R (GS-US-417-0304) RAGTA KT > 7)
- BLEIROE A EEAR R (GS-US-418-3899) - 3 E A A BE 9 2 0N RIT OO file 5E 7 1 A
AHECET 2907 - B it
PV

R OEHIL, WSATBUEN I RSO EED TEIEL MR B —
https://www.pmda.go.jp/PmdaSearch/ivakuSearch/ 2T ZHER L 7Z& 0,

I. WEC+5EA 5


https://www.pmda.go.jp/PmdaSearch/iyakuSearch/

I1.

AMICET HRE

1.
(1)

(2)

(3)

2.
(1)

(2)

(3)

AR5t 4

&
Uk L A®6E 200mg
U L ®6E 100mg

pe 21
Jyseleca® Tablets 200mg
Jyseleca® Tablets 100mg

AZFDHEFE
T4 NIF =T A UBEOERRY JAK BB E T v 7 7 A )VITHE
(JYSELECA : JAK & selective Di%EEE)

— 4

e (@meE)
T4 VIdF =T~ LA EetE (JAN)

4 (AR
Filgotinib Maleate (JAN). filgotinib (INN)

ATl (stem)
Fuo v —PHERK ; -tinib

- BEXRITTRER

R

CO,H

COzH

. HFRARUGFE

43 F 2 1 Ca1HasN503S » C4H4O4
4558 1 541.58

. ALRE (aRiR) RITFE

b4 (Fn4s) « NG-4-1Q,1-FF VA-F A ENLFRY -A-A )W) AF L] 7 2=} 1,24] F U 7
[1,5-dlE°) Pr-2-4 W) 7 a7 aRvHiRxs 7T I N —< LA Vg (JAN)

b4 (FE4) © N-(5-14-[(1,1-Dioxo-Aé-thiomorpholin-4-yl)methyl] phenyl}[1,2,4]triazolo[1,5-
alpyridin-2-ylcyclopropanecarboxamide monomaleate (JAN)

. ER%. Ala. KBS, BSE&S

B EC S+ GS-6034 (1A : GLPG0634)

. AICBT S HE 6



BRSBTS IEE

1. PELEENYE

(1) 51 - K
1~ PR oD [E iR
(2) BfEM%
BRI TR (25°C)

Tt WAEE  (mg/mL) H A3 J5 5 O ¥R Z 0
2-7rsX ) —)b 0.3 6D TR 1T <
T r=FJ )L 0.4 Fiz & TYRIFIZ < W
=% ) —) (95) 0.4 iR CTEITFIZ < W
TR 0.6 Fiz & TERIFIZ < W
A A =g 1.7 i<
AR )= 2.5 iz <
CAFIRNLLT IR 18.7 LRET I < W
CAFIANEKRF YR 42.6 RO T T
NAFLEBRY R 44.5 S A RSERA

£k & 72 pH O /KSR HIREE (25°C)

T WAEE  (mg/mL) H A3 5 5 O ¥R Z a0
U U FRMERRER pH2.0 1.4 W<y
FERs LR ER  pHb.0 0.07 FEAERT W
U U EREARER  pH6.5 0.05 F & AT 72N
U R ER pHT.0 0.06 F & AT 72N
FeSSIF*1  pH5.0 0.1 iz
FaSSIF*2  pH6.5 0.08 i 6D TR I <

%1 FeSSIF (Fed-state simulated small intestine fluid)

V) EETERRHHLENT T VIR

%2 FaSSIF (Fasted-state simulated small intestine fluid)

V) i REHHLENE T VIR

(3) RiEH

el il

(4) ﬁﬂﬁ“ ﬁjﬁg \ ~ l# s I;i@
mo K 237T°C (74 VT F=TIERERE R & L)

AR 9 23

(5) BAIEEMER

RN E T 5, FHRHEE 80% TR 1.7% W% 9~ 5 AlHE
K 1% D BEHINEZRO T,

pKa1=1.2, pKa2=3.7, pKa3=12.4

(6) DERH

logP =14 (1-47 % /7 —)VIpH7.4 ®V > FRIGIERETIR)

(7) ZDMDELTRIERE

LR L

- 15mM fEyHERE (¥ o a— L g, 3.75mM L o

:3mM JEH e (¥ ve a—/LfE, 0.75mM LT

M3 v . 25°C/I80%RH /7 TliX

. AZhplsric B9 A




2. ANRDDEBEHTICETIREM

B PRATSRAE PRI RIFERE i R
. THEHARVZFLUE, TAI=UL
= 0 0, X
E W5 30°C/75%RH 36 » A G ) T L RN
- . THARVZFLUR TIAI=TA
= i o)

T SR 40°C/75%RH 6 #»H GEES R T L HEA
H .- —20C 438 TERVEZFLUE TAI=T A Bk AN
B e 60°C/72 V) 1 X Jif 438 A, BEBERY LR Bk

KaPBREE 120 5 1x-hr PA 1

i e ot a0y ETffE vy —LEQLE (R /
HRTEPERIR AR SETALI =LA () R

200W-hr/m2 L |-

ARERTEH - PRIk, K4y, AR, HEahE
¥ ket (2022 4F 3 HEIAE)

sy DHEERRREL, EEBE

B Bk a~ TSI T 40—

A
ERBRBRIE « TRAMBIN A~ S VRHIEL, ik u< b7 T 74—
iE

. AZhpsric 4 %A




IV. Sy HEE

1. FIfg

(1) FlfRzDREH
Befl (74 v ba—T 4 TEE)

(2) HHEDOHERR VR

ongs V& L A% 200mg T L A% 100mg
PRI - FE BrtE DT 4 N a—T 4 T GE WBEDOT 4 N a—F 4 v T hE
0 () Caoo
& 17mm £ 12mm
ﬁ;i A - K98mm R - #9Tmm
- HE : £I824mg HE : 412mg
(3) #HAla—Fk
AR 5e4s T L A ®E 200mg T L %5 100mg
il — R GSI 200 GSI 100
R ET sEfl, PTP > — b sEl, PTP o — b
(4) HFDOHHE
BRI L
(5) £Dih
A LR
2. HHN DAL
(1) ApS CEMERS) OEERUVRME
e 4 D L H®E 200mg U L A®E 100mg
e Rllp %oy TANIATF =T LA VR 254.48mg T4 NTF=T v LA U 127.24mg
(1 8E9) (7435 =7L LT 200mg) (7 4 v2F=7¢ LT 100mg)

fem o — A HWEAKRY, TAT7 7 —bT T BRI A, T VB, AT T
I VR~ TR T A, RY =T va—)v GRa A L) | Bk E Y, v ad—
4000, Z V7, WA= "Ebek, = ek

(2) BEREFORE
AL LR

(3) @&
A LR

3. BABRADHERRUAE
L

4. Ait
A L7R

5. BAY SAREED & 5 5&M Y
BN DIRER TH Y . D oREW T H DM ENRET L TR H 5,

V. BHICRE9HIHA 9



6. HFNDFERHTICETIREN

FRER PRAFSME PRAFH PRAFIEHE At
EWR7FRE | 30°C/75%RH 36 4 A% PTP+ 7 L3 ¥ —AdE HEEA
I ABR 40°C/75%RH 64 H PTP+ 7 L3 ¥ —AldE HEEA
—20°C 2 8 HEEA
1R 60°C/ . PTP+ 7 /L3 ¥ —faldk
20 P X ILE 2 A
FaRREE 120 7 1x-hr DLk Ry W
g | k| wmmsmsregas— | P72 TVMOR D it
ik 200W - hr/m2 4 |- S S
?Iﬁ S PP —AidEa
B gﬁ 30°C/75%RH | 140 H 7”\tmm%i%%mbﬁb‘ e
KA DHIMARRD & i
e 4 o o KFN @IS H L., . WIS R ESEN
“yegg | SOC/75%RH | 105 A H5 A L THRAF COBEB T, ZOM
DOFBRTE B I TN,
RERIEH - Mk, K4y, SR, HERWE (MR | A%
D5 T (2022@53)51 fﬁ]—)
7. RAEERUBREORTEN
L
8. &L NEEELL (WEIEFNEL)
M ER L
9. BHiH
(FiE) HREHERBRE (O RLE)
& 1 : [Fl#EE 100rpm
FERE  0.01mol/L HEEYRIK 900mL
GRS Q1E : 80% (30 43ff]) (&9 %,
10. &5 - 8%
(1) FELIPDELRS - AL, NEIEHRERSS - BEICET 51FER
MLV
(2) A%

VWEVﬁ®f2MMQ 14 52 (14 $Ex1) PTP
Ut L A®6E 100mg : 14 58 (14 $Ex1) PTP

(3) PREE

M L

(4) BROME

PTP: KU Zvuu vy 7ilFtuxFlLr, RUEEE=L, TAI=LE

TNI=TLNRy T RV ZF LT T74L—h RIZTF L, TIVI =T A,

MBRBT Lk M

11. FlERRHtInSEHE
BEARRAR

12. £tk
L

Ry TF L

Iv. RAHNEE4 55 A

10




ARICET ARE

. DHREXIIZHR

OBEAARR CORA 725 Y v~ F (B o EREG O 1k 25 T)
OHERED & BREOTEBMERGR OIGHE L OHERRIE (BRI TR+ 25812 IR%)

(FrEsh)
<BHEY v~F>
ARFNDOBRE NI BRI, MTX CRIRA A3 70 PAEFE ) S B E OIREIWERARE 2 515 & U= FEB I
MARFRER (GS-US-417-0301) 910 AEWZpg BIEAIPEPT Y 7~ T3 (bDMARD) CTZRhEA+4 T
ANMHER 72 AEE Hs & B OTREMERARE 2505 & L2 [EERLFESE IHERE (GS-US-417-0302) 11~12)
K OMTXATERE O ) B OIFEIMERAESE 2 x5 & U 7= [E RS E S ISR (GS-US-417-0303)
B9 DRARIZFED EFRE LTz,
GS-US-417-0301 T, MTXOFH FC, A&I1200mgd L < 1X100mga 1H 1RO, 74 U A~ 7 % 2
WaRe FiEs, I 7 78 REkE Lz & &, FEHMEEE Th 5 5 12FFOACR20MER X, £ 2
A76.6%. 69.8%. 70.5%. 49.9% CTh o7z, 7o, HH24HFOMTSSON—A T A b O bE (F
YE) X, AFI200meghE (0.13) K UN100mght (0.17) T 7 ®vAREE (0.37) L THEEINEL
(200mg#¥ : p<0.001, 100mgh¥ : p=0.001, MMRM*1) | #EHHRE ORI 25E80 ST,
GS-US-417-0302ClE, csDMARDGFH F T, AAI200mg, 100mg i~ 7R & 1H1nRE 05 Lz
L E, FERHIEE CTh 5 512 FFOACR20SGERIL, ZIZE1166.0%. 57.5%. 31.1% Th -7,
GS-US-417-0303 TlE. A#AI200mgl A 1[8] & MTX DO 4F . A#1100mgl H 1[5 & MTX O F . AH
200mg1 H 1A B S IMTXEM TR OG- U7z & & | EEFHlE B T 5 B 524 O ACR208L #3-
X, FNZEN81.0%. 80.2%. 78.1%. 71.4% ThH->7-, £7-. mTSSORN—Z T A EDOEbE (F
YIE) 1. AFI200mg+MTXEE (0.21) K OAHKI100mg+MTXEE (0.22) CMTXEMEE (0.51) &k
LTINS otz
AFNOHRE TN FIE, TN O DEFREARICE S E | FRBECENIAOKEE Y v~ T I5ESTA KT A
ANZBT D JAK BLERIOEKRION B T S 52 8 E 2T TBHFERE COIRA o 2B8H ) v~ (4
i OHEHREGO I A2 &Te) | ERE LT,

M= AT A A, JERIE T (MK, bDMARD NIEHIE, %2 U —=> 780 RF ROWL CCP kDA M), B5RE, Kt
O 5 RE L KIEO R EARR 2 EEHR, B# 2 LRMFE LT 5 MMRM
(IV-5- (4) -1) AMEBGERBR<BEEH Y v~F>) OHZM)

<{BEMERRGS >

KB ORNRE 1IN EIE. BEAIEE T BEAR 5 IIARME Th 5 HEE) S EEOTEENE: UC fE %
kG & UT- [E BRI RS T b/ TIAE S A8 A GUR K OV e R sl (GS-US-418-3898) D AIHFEIC D & 5%
E LT,

GS-US-418-3898 DA RIKN ARIGE DO P EIEN L EAEO UC BHE (ah— K A) Zxtg b Uiz mfifE
AFBRCIE. A 200mg. AH 100mg VT 7 T8R4 1 H 1ERAOBESG L L&, FEHIEE Ch
L5 10 B CNBEEAT A/ H i/ BEE S (EBS) &M 2R L2 BFEOESIL. Thth
26.1%., 19.1%. 15.3% TH V. AH| 200mg BEIL 7T B REEL it L TE < . MEHEIIAEENED
b7z [p=0.0157, 27T -~ T/« ~2 Y /L (CMH) W™ 2] |

GS-US-418-3898 AWM HIAKNC BEIGIR O HEEN B EAED UC B (adh— b B) Z2xf4 & LB i
AFBRCIE. A 200mg. AH 100mg VT 7T R% 1 H 1ERAKS L L&, SREICET
Japan specific analysis™3 CTl%, TLEFHMEEH CTH 55 10 HEEf T EBS B 2285k L= BE OE|
HlX, ZNEN 11.5%., 9.5% 4, 4.7% TH Y . AHI200mg FHIE7 7 R L D SEEICE -T2
D, MEMERAEZEIIRED bR o= (p=0.0261, CMH #E*s.%e) | —FH T, SEEMICET 5
global analysis Tid, $45 10 HFFCT EBS EfF 1 &k L7 BHEOFIGIEL. AAI 200mg B, AFH|
100mg XX 7' T BREET, TNEIN 11.5%, 9.5%%4, 4.2%ThHY . &K 200mg #ET 7 7B REELY
HEFHFEICEREICE < (p=0.0103, CMH WME™5) | AHAl 200mg Bf & 77w REE L OHEE S8t
M7, Japan specific analysis (6.8%) & global analysis (7.2%) & CTHELL Tuv/=,
GS-US-418-3898 0 & fifffeF5 3k BRIL . GS-US-418-3898 O EME NI A2 52 T L= UCHED HI b, 7
14V AF =7 200mg NI 100mg &5 STz UC BED, FMHERFRBRICB TR, AAREAR

V.
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BRCEVT N7 4 VI F =T HEOME UL T 7 B R ~DUEZ DOWTHNICET & LEY
fHFL7= UC BBFExtg L LT,

TEIMEE Th 55 58 WM T EBS AT 23k L 72 BE OEIA X, AH| 200mg BET 37.2%.
AHl 200mg 76D T BRGPEZHET 11.2%., AA| 100mg BT 23.8%., AH| 100mg 726D 7 7 &
ROV ZHET 18.6% CThoTz, £o. KAl 200mg #E & OAA| 100mg BEO FNENENDOHEN DD
7T RUPRZRE L D BREHFICAEREICE o T2 ORA] 200mg #f : p<0.0001, AA| 100mg #f : p
=0.0420, Wiy CMH BE™s) |

GS-US-418-3898 ® = — ~ A, =4 — [ B FRE AR &K OVEfiFHERBR Cco UC BEIZBIT AR
RloZeE7Ta 7 7 A4 0E, RARBETROLNEZHDEFRRTHY . AL BRI THo T,
PbXv, 27aa R, S ilF SO ED R TR 53 L < ITARMHE O P EE D S A OTEH)
P UC B IR W T, AFNTEEARIER OUE K OHERFRIE B L CEME 2R L, 7228 - BRMN
HRIFTH o7, AAIOEEXITNRIT, 25 DEERARBRAREICIES &, F28ED UC OiE#ERE
R E 2T, THRSED b BE OTRENEKIGR ORI K OHERRRE: (BEFIEE COORA 072 5 AR
%) | ERELE,

M1 5 10 8T, RREY 7 22723 0 Ut 1, EIBHLY 72273 0, KOPEREY 7 227 BX—2T 14 b 1
WA FLLEEA L TO T 1 2k L% E

¥2: PIEE SREOR N 2 ERIB B AT v A RXUTREFER OO AR X v Bt &= CMH HE

¥3: EiAERE LTo 2 MU Lo AEWRIAF (TNFa BLERI KON K Y X< 7)) THBERL) & A S 072708 - 7K E g O E
THAAN SN BEBRFE L, KA 100mg BT 7 7B RBACE Y (M Shz=d, KA 200mg L 7 7B REEE DO
BNI T T BRENL ZNODBEERIN L TITo T2,

¥4 ARIEEEMAT ISR 5 KK 100mg FED 7 T BARBEE ORI, ENFHEHEZ &), &2 TO FAS TfTo 7=,

X5 YR GRFOR N 2RI KE AT vA K XLaEERER OO A8, & ORTAEO LR o5 (1 FILLT X% 2 AL,
) ik v @it sz CMH #iE

X6 RFREIL. ZEEATIEEL . AEAE (GM) 0.02499 (2 THEME L7,

X7 &5 58 KT, WHEET 7 2278 0 X 1, ERHMY7 2372 0, ROYHEEHEY 7 2 a7 NGNGB D~—
ATGAUPB 1IRA Y MR LTO T 1 Z#ER LSS

X8 BRI N — 2T A VEEOR O 2GRS RE A T 0 A RIS ot AA %, kK OERE REBRICE T 55
Mams— MLk vEhlfk sz CMH &

(TV-5- (4) -1) BAzhMmGERER <IEErE KiGdk > OEBR)

V. mRRICBET 55 A 12



2. BHEEXIIHRICEEYT HEE

5. EERIIHDRICEET 5FE

<BEfUI<TF>

b 1 BEDIHEIZEBNT, A ML FH—F2I00ET20<LEE 1AOHY v~wTFHEICL
LY RIRIR AT Ch ., HAICERT 2 50 RERPZE LG ARG 2 L,

<EEHEXE>

5.2 i EDIREIZHNT, D &b 1 HIOBEFIREE (X7 m4 K, SuEifilAeE) 1© X 556
TRIRIFEEIT - T, RABIZERT 2 6 0 RERIERD R L ARG T2 L,

5.3 AFNZAEMA TR0 I RME 2SR GRS 255 L U= B AR BRI 0
T, EEFMEIEE THLHEE 10 BRFICEMR 2 ER LI-WBREOEIA T, 77 RHLEORR
ZEMRD LN TWRNT Enn, NMTHKREAE] OHEORNFE +7oBfE Lz BT, #inEE %
BIRTHZ L, [17.1.4 ]

(fig7n)

5.1

KRB OZhRE XTI RIL [BEFIEHR COIRA 078 ) v ~F (BfiofEEEo k=&t | <

B ABNDOWEFEEITORNICMTX ZIZ LD LT 50 b 1AIOH Y v~FHELFHT L L,

OEHZ HRat L2 RIS, TOMEMEEZZETRETHDLZ ENLRE L,

5.2

ARFNDORE AT AT THEEIE D> & BIE OIEBIERIGR ORI & OHERHRTE (BEFIEHRE TR+ 7

LEICRD) | THY ., AFIOIEEEZIT O AN, Ve & L IFIOBEFIRFEE (A7 a4 K, bl

FE) OFERE+ORTTAOLEERSH D Z ENLERTE LT,

5.3

AW BRI CRN R+ 00 AT R A 72 IBIBE R IGREE 23t G & U s AR o EERHMEE B Ik

WTC, ARERNI T TR L AEENROLNTE LT, YkiEr +o g U7z b Cll)i B 2 383

DB NRSHHZ EMBRELT,

k={1
=K

V. mRRICBET 55 A 13



3.

AERUVAE

(1) RERUVAEDHHR

<BEfUI<TF>

WHE ., RAIIZ 7 4T F =74 LT 200meg 2 1 A 1 FEEAKET S, 2B, BEOREISE T
100mg % 1 H 1[5 TX 5,

<EEHEXE>

W, BRAIIZ 7 4T F =72 LT 200meg 2 1 A 1 EEAKET S, 2B, HERETIT. BE
DOIRFEIZ)GE U T 100mg # 1 H 1 [R5 TE 5,

(2) RERUVHAEDRERZRE - BRI

FEROHE
<BHY v~F>
RAHE x5 & U7 1Es % 5 T ARRER 02385k (GLPG0634-CL-203, GLPG0634-CL-204) {28\
T, HEEIRE BT DBE- AT 192 FEE L7~ 2 A, 74 3F =731 H HE200mg Kk
100mgll K> CEMARHE -GS e 7 7 A VA& R L, 1H1AERS L35 2 & TERE OFRMEM: & R
WaL TITA4 TV ADUGEILHREGT D2 ERMFEI N,
D=, 74T F =7 L LT200mg iL100mgA1H1ERE &5 L=, HARANDORABRE ZETe
[EI B 3[R 58 MLAR AR 0 338k (GS-US-417-0301, GS-US-417-0302, GS-US-417-0303) 919} OV 1
fkfoc 1% 5k BR T 2 ERS LRSS AR (GS-US-417-0304) 104 Fii L 7=,

S DOHBRICE W T, GS-US-417-0301, GS-US-417-0302, GS-US-417-0303 Tl A &M K OV 4
PEAY, GS-US-417-0304 TlI R Mkl 5K D22 BVED HERE S 4L 72,

(TV-5-(2) -2) Nl . [V-5- (4) BEEAEER ] OEZR)

T, BRREREEOH HHERE 2 xR E LI EYEERBR IS N, 74V IF =T RNEOEE
R#HH TH 5GS-829845 DI BBIZCODOWTHEF L A, THE (30 =eGFR<
60mL/min/1.73m2) K OVEE (15=eGFR<30mL/min/1.73m?2) OBHEREMEED &H HHEERE BT 5
MR (AUCo-24n) 23, BHEREIE HHBRE (b T S CLAE KR V7R, TE TLAE R U2.71%,
TNENHINT D Z LR ST, PEER O EEDOBEERED H HRABEFEICEB W TCIIRER
DHINT 5 Z e, AAIOREROHAES LTI100mga 1 H1EICRET S Z ENETH D L& %
Sz, 100mg?D1 H1EEE 1%, BHEROIEHERFH TH 5GS-8298450 7 U 7 7 ABMKL | A
FOMHEZ LEET5REORINEE 2D,

(TVI-1 0- (1) -1) BHEREREED H HHERE IR T 23 pEme GMNEAT—%) ] OESM]R)

PlEofERI Y, RABEICHT A2ABOAELOCHEIX., @y, RAZEZ4raF=7L LT
200mg#1H1ERR N&K 5T 2, 7ok, & OREIZS U T100mga 1 H1A&E 5 T& 5, | ERE LT,

<JEBMERIG >

R & T HRIES 7T MR N UCEEEIL TWAH 7 m— i (CD) BEFEZ R E L-sE D
fHRER [GLPG0634-CL-211 (FITZROY)] WiZ3\\ T, HEBRR & BT 2 MR- SOSH#IT 1 & F i
L7z& 2 A, UCERETOHEN T —ZIIHEoNTWRNED0, CDEEEZXRE L TRBENICLT
DITZ10~ 2058 [ O£ G- THMED B B AL, AAI1100mg & V200mgd 1 H 1mIH 523, FHEEE) & 5
JEDIEEMEUCOIBE CTH R ARE/R_ R 7 4 v MY A7 la R+ Z i sn-, Zhiv,. H
ANDOUCHESE %z & e [EBIL [ 1 b/IIFHRER (GS-US-418-3898) 20~20 T D FEAD 7= |2 AHK200mg
N1X100mgd1 H 1[al#E e 52 3R L7,

(TV-5- (2) -2) FIFRBR<EEEREX > OHER)

AHN D AE K OH &1, IEEIMEUCHEE 2k 2 A0 K OV 4 2 3l L 72 GS-US-418-3898 &k UK
Wikl 5388k T 2 EER L FFE IFERER (GS-US-418-3899) OfEEICH SV THRE LT,

GS-US-418-3898 T3, =27 — hA TAREAMER (EMRANRIGHKOEH) . 28— bB GHEEAR
B (ERANICBEEROEE) . ROTEME A2 5% T LEBSTME U UIMCSHEHD W T 2 i
kU728 e B & LT RURAERFRBRIZ 35\ TAHI200mg B UM100mg D 1 H 1 a1 52 7 L 7=,

AFI200mghElE, AR — MA TEAREAGRERCEZEFMEE A (5 10 KFOEBSTAE™ ) &Rk L7z,

V.
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ark— B EREAGRBROSRENICEIT D global analysis Tid FEHMEIEE (%510 OEBSHE
fifg¥1) ZyERL L7-73, Japan specific analysis™2 Cld EEFMIA H 2 25k L7220 » 72, BB T
TERE E (% 558 RO EBSE AR ) &k LT,

—J . AFNO00mghtiE, 27— FA TREAREBR L O =7k — B GRS AR CRERHMIEE (&5
10JERF OEBSEAF ) Z7EMR Lie o7, FARMERFRER C R ZRNE H 2 25k L7223, 2R RIKGEM
HHZER Lo T,

GS-US-418-3899 T, AHI200mg & N 100mg D F ARkt 5-12351F H &2 etk - AR N MR Sz,
(TV-5- (4) MHIrma5% <1BEM KA > | OHEBMR)

PLEDOFER LY UCREIIKTA2ARA O HEROHEZ, EE., A7 o vIF=7L 1L T
200mg % 1 H 1al# D& 535, 72 B, HEFEHERE T B OREIZ)S U T100meg a1 H AR5 TE 5, )
LERE LT,

M1 5 10 8T, WREY 7 22723 0 U 1, EIFHLY 72273 0, KOPHEREY 7 227 BX—2T7 4 b 1
KAV FULERALTOXIT 1 23R LRSS

X2 HRE E Lo 2 FEL Lo EWHRA] (TNFa REAI KON R Y X< 7)) TIHER KRS & HIE S 720y o 722K E R OV [E
THAAN SN BIEBRE X, KAl 100mg BT 7 7B RBECEN Y M Sz, AHK| 200mg L 7 7B REEE DL
BIZT T RN I NHLDBREERINL TiTo 12,

X3 G 58 MHKF T, WSS 7 22728 0 XL 1, EFHIMY 7 2 272 0, KOPHEREEY 7 2 2 7 S g Ak o~—
ATGA B 1IRA Y MR LTO T 1 =R LGS

BEOZE
AR EABEEE R AHI200me & B ERR A G- LT- & X O BIREIC 5T 2 AHEOR B LB L1
SAE T FIRBR2ICB W T, 74 v IF =T 02 MERGER (AUCW X, &F (K- &EVe) o
EEEZIT o728, Coaxl TEIEIHE THOT KT L2 (19.9%) . TERH TH 5 GS-829845
DIEMENREIT R EO BB L Z T o1,
P EORER XY, AENIEFOFMICERRSEEREEEZ BN,
F72. HARAK OFME AR A AR 100mg K O X1E200mgZ 1% 121 H 115110 H M ER 0 &5
Lz 2D 7 4V IAF =7 K OGS-829845DIEMEHREIC . HARN EAMEN T B0 7272203720 & fERR
ENFZZ LG, AANTAARANCBOTHREFEOFMICEGRRSZEREE B 2 bz,

(TVI-1- (4) -1) BFEom2) VI-1- (2) -2) KEHE] OHEBR)

4. RERUVAEICEET 5IE
1. AZERUAEICEET 53R
< ZhREFHE >
1.1 S IEEOBEEREDH HHBFICIE, 100mg 2 1 H 1RO T 5, [2.4. 9.2.1-
9.2.3. 16.6.1 &[]
B e g HEFRERIA Aitd B =
e S ORE (eGFR:mL/min/1.73m?) B
. o 200mg Z 1 H 1 [A]
EHX e eGFR=60 (B85 OWREIZIE U C 100mg % 1 F 1 [[)
WA 30=eGFR<60 100mg % 1 H 1 [7]
HmE CX) 15=eGFR< 30 100mg % 1 H 1 [A]
KB R4 eGFR< 15 WHE LN L
MG O E A EE T 2 2 &,
<BEfUI<TF>
1.2 S MEWERANEERIND LIRYYED U A7 NHEINT 2 2 ENRTFRENLIDT, AFILHY ¥
~ FERIFRM DY X 2% F—F (JAK) FAEHR], #7a ) sA, v 7aRRY v, 7HF
F7V . IV ECEOREIEIF URPTRAILSL EofFRHIZLARnWT &, KAlE 2D
DIEH| & OO SR IZ /2, [8.1 ]
<EEHEXE>
1.3 KFOFEREE 10 B2 L E L TRhEOFEL W L, BRER-SSHNRET RS X 215
RO F DWW IR, tMOREIE~OY VB2 ZEZETHZ &,
1.4 SGEIHIER M IS EIEGYED Y A7 NI4T 5 Z EMFPREIND DT, KAl L TNFa
V. B¥ICEET 5 HE 15



FLEH, A>T 70 UBER A > ¥ —a A F U ERSOERAICM O JAK LER], % 7
U LA, 7 aRARY CEOREMSIE BITRAILS) EofFRIELRNnZ &, KElIE Z
B OIEK & OO BRI 2, [8.1 B
(fiFs)
7.1
T AN AF =T RONFOTEERGHY TH D GS-829845 [T EITE D IR PICHRE S D720, BHkEE
NEESND L7 VT I ABNET L, BEESEMT2BE00NH 5,
BHEREREE O B D HRE 2 xtg & Lo ek 1028 W TC, 7 4 v I F =7 KON GS-829845 DI
FE (AUCo2m) 1%, BHERE EHWBRAE 1T T, BEOBEERED S HH5RE (60=eGFR<
90mL/min/1.73m2) T 1.1 fFA T 1.2 &, THEEOBEERET O H 2 #HHE (30=eGFR<
60mL/min/1.78m2) T 14 fFR O 1.7 {5, BEEOBHEREO L 285 HE (15=eGFR<
30mL/min/1.73m2) T 1.5 5RO 2.7 {5 L= 2 Enb, THhEERE T EE OBEEEED O 5 B
IZiE, 100mg Z 1 B 1R O#%ET 5,1 L% E LTz, 728, KEIB R0 BE TR OFGKRER Chi
Sz, UEEY | EEOEKERES DL L EH (60=eGFR<9IOML/min/1.73m?2) (Z351F % &
EIARETH D, PEEOBEEREERE (30=eGFR<60mL/min/1.73m?2) % O EHEREREE O
HHHEE (15=eGFR<30mL/min/1.73m2) Tix, YL OMEIF 1 H 15 100mg & L, EEDOE
BEREDOLL2BE TCHIELEOHESEZEEICHM T2 L, KEEARL20EHE (eGFR
15mL/min/1.78m2) |Zi%, AFIZEE LW &,
(TVI-1 0- (1) -1) BHEREREED H HHERE IR T 2 pEme GMNEAT—%) ] OESH)

1.2

HHROENIRM LCEESBICHE Lz, 28, ENMIBOTARI LY v~ FEHRIFetho JAK
FRER, #7270l LA, Y 7aARY v THFAFY ORI VY B U SO (&Pl oL
) L RO LB RERER XS5 LT Zany,

1.3
HR R AR AR K O D EINIMT L2 S B I L TRUE LT,

~
~

BEREIRERICHBWNT, 7 2U AR, V7 ARY COEHAREEL XN TWA T & F RO ENTRST
LEEZBEICLTRE LT,
5. BEERAEE

(1) BERET—2/\vH5r—
<BHHY v~F>

B R
R REBRT YA v S’ GH S
GLPG0634-CL-11029 | #fE&{k, —EER, 77 [SEAERRA - 106 | BARARUCAEANCBT
P (EFEIERD) BRKE, BRT VA > | BARNERRA : 26 1 | 2 KEHEGRrO M, &
I M, e, B
. GS-US-417-391129 WEAL, BB, 77 | FME AR - 5241 | QT/QTe Mg ~DFE, #
(HEsh) TR E ORI R, 4 #]2 Ak AFEME
a2 A —/ N—
GS-US-417-03019-10 | #E{EA{L, SHaskdtF, — | MTX TRUER+4 2t | KK +MTX vs. 74 U A
(FINCH 1) EER, 77 R KROEE| ENLBEOEENE RA|~7+MTX vs. 77 &R
(FEBEHRD Popi] BE L7560 (AARAN 147 | +MTX, 52 #H[H
1) Ak, Zeat, BN
# | GS-US-417-030211~12 | #E{E4 (L, Sias%ttF, — |bDMARD T%) B AR+ 4 | A #| + csDMARD vs. 7
m | (FINCH 2) HEMR., 77 BRI RIIARMEZRFPEENS | T AR +csDMARD, 24
| (EREIERE) BEEOFEIME RA B ¢ W

448 5 (HAR N 40 f)

Aok, etk BAN

GS-US-417-030313-14
(FINCH 3)
(FEIBRAEL)

MR AL, ShtiRIER, —
B, 7T AR R OEER
%R

MTX RIGRD P EERE NG
EEOEEINE RA B
1,249 5] (AAAN 71 f5i)

A+ MTX vs. A vs.
7T AR+MTX. 52 #H
Bk, Zeatk, AR

- ARRRICEE 5T A

16




A AREBRT A S’ GH eSS
GS-US-417-030416) sk LR, “EER., £ | AK OE BRI RS MR | SRSz 255
(FINCH 4) Hlikige BoWTnEs T Lz [, Ao
(FEBEHRD RA 38 : 1,230 ] (AAR|HE 64

N 72 1)

W LA VERRAT 6 Ged [ O B K & Rk

SEGR
A REBRT YA v SO S
GLPG0634-CL-107 MAEZAL, FEE MR, B | SME AR B 0 12| 82ROV 7= VK # 5
€249 5, 70 RAg—3— Gl REDFXF BN A AT A
TeIUT 4, BREORE,
ZaetE, AR
GS-US-417-390022) —EEVEA AL, JEE R, B | SMEBERERR A ¢ 104 B | & R 3 51 00 FE Y
(HE5h) m45., —87 27T 47 RAFT_AFEY T 1,
FHYA REDOE, HIEEIEKR O P-
gp FHEHK L O AE
. Eghne, etk &
R
GLPG0634-CL-10129 | #fE& b, —EEMR, 77 [SEANERERA B 0 48| B K OSE H &l %
(HE5h) BARxR, FHEEAER |6 RO RN, B, 3K
mEhRe,
GLPG0634-CL-102 e b, —HER, 77 | FMNE AR NS 16| KIERGR DR 2, B
(W) AR, FHEERER |6 P, RipEhe, K%
GLPG0634-CL-10520 |JEHKR, HlEE5 RE RN S - 6 5 | Al G-RF D~ AR T
SZ40) 2, watt, AR
. | GLPG0634-CL-10427 | FEER, BB R OIS H G- | eSS 5 2o (OMEEER | @lnE 5 LB 2 3y
T (g5h) RN ¢ 12 4l BfE. I, eatk
i B A (FME R
A) 24
GLPG0634-CL-106'? |3EEHK SMEAERERRA ¢ 9 HE L TOBEKERED
(HE5h) BSEERE O H D HBRE | B HWRE IR DY
(BHELN) : 15 4 Ghie, ZeerE, AR
GS-US-417-404829 e, HER S, 747 [SME AR - 106 | PESEOFEEREOH
(HE5h) TFATTYA HEEEOFEEREOD | D HRE 2B 5 EpE)
LR GMEN) (10 6| B, etk AR
GLPG0634-CL-10329 |3EEH. 3E¥HHAIEH SE R A BN - 20| 2 4V T A& O AE
(HEsh) i TEF., SkipEhne, 24k,
B
GS-US-417-391630 | JEEMR, 2 17 1 24—/ | S E A BEHERR A KL : 24| R /LF L BEIEHE & D3
(HE5h) —., Y EER i THEAEH, EpBke, 24
P, AR
GS-US-417-41073V FEEM., BENEF, Kk | S8 E AR Zoth: © 26 | P-gp #8535, OCT2, MATEL
(HE5h) HAEH i J Y MATE2K k5> &
R— & — L DI HAE
JiEN
IpEhRE, etk AR
GLPG0634-CL-20132 |#E{EA{L, “EEMR, 77 | MTX EAMEECTHREAT | MTX & OFH#%E. 4 B
(HgFh - /i) Nediy o) IR EE RA B - 36| Ak, ek, RN,
1l EwEhie,
P GLPG0634-CL-20239 | #E/E244V., ShigxdhF, — | MTX BMEE CRhREA+ | MTX & HFR#E S, 438/
I (WgFh - miiH) B, 7T AR SYIIEEME RA B - 91| A%, Zeatt, A,
9 il pEE, K MTX &
DOIF(ERSED R AAEH
GLPG0634-CL- MEAEAAL, Shaak IR, — | MTX BAMFRE TR+ | MTX & R85, 24 [
20334~35) B, 7B RAE, | 7 PR O EE O | AoE, BevE, AR,
(DARWIN 1) BRE hk RA 8238 : 594 HEwEhie,

V.
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R4 RERT YA POE B
GEst - %)
GLPG0634-CL- IEMER AL, SRt E, — | MTX BRE CORA T | ARG 24 i H
20436~37) HEMR, 77 R | 272 PN D EEOTE | A, Lotk DA,
(DARWIN 2) BRE ik RA 85« 283 f71 HKyERe, $)%
GEst - %)

GS-US-379-1582
(HE5H)

AR, ShLR),
B, 77 & AR

.
I

gl

MTX (H#] i3 bDMARD
& OPF) TRRAAS3 72
B RA B - 83 4

Lanraplenib®2, A#|X
X7 7 BRI MTX % ff
ML 128M
Lanraplenib O 204
et AR

GLPG0634-CL-205%)
(DARWIN 3)
(HESH)

E2 S S CINE S = N3 i

GLPG0634-CL-203 3%
GLPG0634-CL-204 D>
Tz se T LICih B
RA &4 : 739 fl

HAIIE MTX & OF H#
5., 1568 (FFREfEAT)
EWH 5RO A%
P

K1 LEVERRAT R GAE ] O hE B % il
%2 : Spleen tyrosine kinase (Syk) PBHLEA| (ENARKE

<JBIBMERIGR >
SR
A REBRT YA S B
GS-US-418-389820 EEA, —EHER, 7 | PSENOEEDOFE | EMEARR: UL
(SELECTION) 7 e R, WATRERE | HEUCHE : 200mg or 100mg vs 7
(EBEIER) TR BEREARE ZEAR, 11
aR— RA CEMBENC | Bk, etk
o KIGEOUCHT) 659 | EEMERTRER : ULl
I Bl (5B HARANITH] 200mg or 100mg vs 7’
b/ ak— NBF2 (Rl | TR, 4TEM
II WCBEIR OUCREE) | Aok, ek, &Y
H 689% (9B AARANT2 | BiRe )%

i)

TARMERFRURR
664051 (55 HAANbB4
1)

GS-US-418-389939

FFERER. Kk

GS-US-418-38987 BT

R GO A

(SELECTION LTE) FEAAN G, YL | ik
(EIREIERD) THMAE INTZE2TO | KE336E M SUTIARF D
% FlaA5ET Lich, 0B | IRABMB I D £ T
il EhiFFHBICHRESINL | OWThunBEnT ol
+H oA PEIC BT 5 k| PR
HEIZEH LI-EE
116161 (5 B HAAN99
i)
X1 LR R SRR [ o JE I A Sk
X2 KEROMEEOBMHEFD L, ZivE TIZTINFaREA R O KU X< 7 OMAN 5T 2 1RF RS (dual refractory)
DIRVEE L. AFN100mgXIE T T B RDWFHIC2 : TTEESSEIT Sz,
X3 BB RGO RGNS B X 0 RS IR AR & St 2 CRBR A ikt 5,

V.
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( 2) PPk RIEER

n_,\ﬁ"riu_t%ﬁ (ﬁ@ &TE)

ORERAZRZRE LI-ENE [ 88 (BEEKkE. fEAT—42) [GLPG0634-CL-101] 25

SMEBEER R B 16 FlZAA] 1~200mg L7 7 B R & &% &K OZEERHCHER ARG Lz &
EOARFDERMEFIM L TR TH o7z, ARRICENT, L2 G0 EELAEERL VRS
PILIZE S T AEFEFRITEEO SN -T2, 3 PICERD b EEOAEFEREGT (IR, WM&
OBREMERES 10 ZRE, ETORERERN WHETRETH o1,

AFNOARBENTWD AELOCHER, F%EJEUJ v<~F [@HE, RAIZIEZ 43T F=7L LT 200mg % 1
A1ERAREGT 5, B, BEDOREISCT100mg # 1 A 1 [EHFE5TE 5, ). BEERGE HEaw.
RANIZIZ T 4V TF =7 L LT 200mg % 1 H 1 ERAKEGT D, B, MERFETE, BFOREBIIST
T100mg# 1 H 1A EGETE%,] Thb,

ORERAZRRE LE-ERARSE 1 858 (R#EKRE) [GLPG0634-CL-110] 29

H AN BEEE R 266112 4150, 100, 200mg X X7 T R %, SR E AR A 1041124 #]200mg X
X7 7 AR EEHZICIALRII0OH BKERORS L- & O LR OFEMIZHONT, HARAN &4
lkfttiibf_o HANIBT D ZEMINREFTHY . AAEAN LR L THL AL ICEE 7%

RO BN oTo, ARBRICEBWT, HEHl2 GO EERAERRLOE G ILCE 7= EF
GUIRD LN o T, AEFGIIRTHEEL T THY , 2L LIZRBO b AEFGIEL, BA
ANDAFN100mghE TH Iz Tl (2/661) OB TH -7z,

AFNOARBENTWD HELOCHER, F%EJEUJ v~F [@E., RAIZIZZ 43T F=7L LT 200meg % 1
A1EAREGT 5, B, BEORREIECT100mg 2 1 A 1 [EFS5TE 5, ). BEERIGE Hak.
RANZIE 7 4V TF =7 L LT 200mg % 1 H 1 EREAKRGT S, 2B, #EFRETH. BFEOREBIIST
T100mg# 1 H 1 ARG TE%, ] Thb,

2) BN

<BEAEi) o< F>
OREFER=E 1T HEE — B RN 15

[E B 4L R 28 AR AR BR 0 F B R &2 AT 1T 2 72012, WS T FF B (GLPG0634-CL-203 .,
GLPG0634-CL-204) O PFAMRMT 2 506 L7-, MTX B TR AR 45 722 FP 5 B2 ) & B O T5E)
M RA #2412, A#I50, 100 & L< 1% 200mg 2 1 H 18 IFAHK 25, 50 & L< X 100mg
Z 18 2[E, EHEIMTX FH FT24 @S L, 7 4 v ITF =7 KO GS-829845 D HiydhHE
% Bl U 7= 697 51l % 55 T AHFRER OF & PK/PD fi#hrst GEM & L C, 7 4 /v 3 F =7 DR & (AUCesr)
* L ACR20/50/70 S#RDBERICHOWTHET LT2, 728, AFHTICB W Tk, AAILISN O ERE (7
ZEAREM, MTX % L <% csDMARD {33 MTX Bl 5) 277 2REEE Lz,

12 BRSO 7 4V TF =7 D AUCetr )\ LV BRI L7 ACR #ERIFLLTDO LB TH-
72o AFIFED ACR20 R ITH 60~80%TH Y, 2TD AUCett L)V TT T BRI HATEH
Motz, £, KFEED ACR20/50/70 2R 1% AUCesr L~V L, 5 6 \ LI ETY
Z h—IZE LT=, A#|200mgl H 1[04 5.00 AUCett D 5~95 /S—F & A /LI, AUCett D 6 J\
AL EICE £z 2 & GLPG0634-CL-203 (23 CTAHA] 100mg @ 1 B 2 [H#5 & 200mg & 1
H1RESCTHIMENRFRRE CH 7= Enn, EELEF IR R 2 iR OHEE L

T. A#| 100mg K& 200mg @ 1 A 1 [F[#5 23K L7,
X T4 IF =T RO GS-829845 D EFIKFED AUCoem #FIZ, JAKL HERIEU TR L, 74T F =T Dl
FE& (AUCer)

V.
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RAHE AR ¥ E L= & & D12 S OACRKERIZKT 5 7 4 NV AF =7 K TGS-829845D
AUCesl 2 D < BTN ABIR (55 T AEFRBR -5 PR/PDRIT % G4 [H)

AHI100mg AHI200mg
1R1EHRE DR R{E 1H1EEE OHR(E
(5~951\—t>B1IL)  (5~95/X\—t>F1)L)

o - —— )

. -o- ACR20 (F&HIE¥)
AN —— ACRS50 (K H8¥)

2F§) -m- ACR70 (&FIEf)
5/0 60 O ACR20(FZthE)
> A ACR50(ZFZtHEf)
écz) 40 4 %) O ACRT0(F5thE)
&

%

T IAFZTDAUCKDN\SLT
BRIME LIACRKER,
Clopper-Pearsoni&IZE3<95%CI

1

0 { : : T - : T * T : 1

TIER 5.0 10.0 15.0 20.0

T )LAF =T DAUCes (ugeh/mL)

AFNOARBEIN TS HELROCHERZ, B v~ @, KAZE7 4395 =74 LT 200mg % 1
H1ERAOKGET %, B, BEOWREIISU T 100mg 2 1 H 1[E#E5TE 5, ). BEEREA @,
RANIZIZ T 4V TF =7 L LT 200mg % 1 H 1 [ERAO#KG T2, B, #HEPRETII, BEOREIZED
T100mg# 1 H 1 ARG TE%, ] Thb,

QOREMHZED - DRE—BLIEEN ©

55 MARFRER OFS PK/PD b OfE R D & | ERRILFESE MARRER (GS-US-417-0301, GS-US-417-
0302, GS-US-417-0303) DOOFAMENT 23k L=, KalBRICIU 5 PEED S EEOIEEI: RA £
B EXRIZ, KA 100mg KO 200mg 7 1 H 1[0, BEH XL MTX & L < X DMARD f§ff 7 C 24
XX 52 G- L, 7 4 /L TF =7 O GS-829845 DI Mydhhe & 34 L 7= 2,011 51l 2 55 MLAAZAER
B4 PK/PD fifHT 6t L LT, 7 4 v IF =7 DOigERE (AUCe) & ACR20/50/70 B0
BRI OWTIRET Lo, 7238, AFHTICEH W TIE, AFILSAOEGEE (FF78RE MTX & LL 1T
csDMARD Offf$¢ 5. T MTX Bl 5) 275 BREEE Lz,

12 A SED 7 4 v TF =7 D AUCetr )\ LV BRI L7 ACR ERIFLLTDO LB TH-
Too AHIEED ACR20 tL#EFITH 656~80% TH Y . 22T AUCett LIV TT 7 BAREEDHK) 50% 2
RTEN T, RENO T 4V TF =7 OUgEE —FMERRNT 25 . A 200mg % O* 100mg O 1 H
1 FIEGEONTIUCEBNTYH, BIESNBREEOFHAICK T, IBEDREZRTZ ERERIN
.

X 74 IF =T KO GS-829845 D EFIKFED AUCoem & FI2, JAKL HERIE U TR L, 74T F =T Dl

FE& (AUCer)
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HHEFSNS\8Bno>»

RAHE AR ¥ E L= & & D12 S OACRKERIZKT 5 7 4 NV AF =7 K TGS-829845D

AUCenlZ A5 < BREE-ICEBIMR (G MARRER 0F & PK/PDARAT 1 RAE[H])

AHI100mg AHI200mg
181E&5 DR R(E 1H1E& 5 O R(E
(5~95\—t>51)L)  (5~958—t>%&-1)L)
(0/0) ' v
Y )

100

e~ ACR20 (AHIE)
- ACRS0 (AFHIE)
= ACRTO (AFHIE)
. O ACR20(FS5tAEY)
. A ACRS0(F5AKE)
. O ACRT0(FS5 A8

80

60 -

40

20 + é
T1ILIAFZTDAUCHD N\ T
BRI LI-ACRSER,
Clopper-Pearsoni&ICE5<95%(CI

0 T : : :l . : :l . T : 1
IS5tk 5.0 10.0 15.0 20,0

T4)ILdF =T DAUCes (ug-h/mL)

OIREE — KR MM 4

FRAERE )N D B OIRENME RA R 2 %P5, AKI 50, 100 H L < 1% 200mg % 1 H 1 [F X% 25, 50
H L<1X 100mg % 1 A 2 [\ 5 U= g5 TSR (GLPG0634-CL-203, GLPG0634-CL-204)
K ONE B E SRR (GS-US-417-0301., GS-US-417-0302, GS-US-417-0303) O OfFA T %
Ehe LTz, 74T F =T RO GS-829845 D HMENRE % 54 L 72 2,709 1] % Z2 & MED 5 W AR/ I
FARBR S PR/PD MR REEM & LTz, 7 4V AF =7 K TN GS-829845 D& (AUCo-24n) & .
AFN O WARE AR O A 22T RER B TR b L AbN T 5 >0 EFESL (L
ROBEGy, FNHEESS . B, BEYE K OUYRSEGY) KOS5 S0 Graded Xt 4 OFFRMRAME Y (7
RoopEsan, U o oSEREVD . U CERHEERD . ) =R OV ALT #90) & OBRICOW TG L
72 ZAH WTNOHESE 7 4 L IF =T KON GS-829845 DIEFEE|ILE - THINT AEHEEIT A5
IR T,
X P B EE OTREIMERARE 2515 L Uiz, MM IHERRER (GLPG0634-CL-203, GLPG0634-CL-204, GLPG0634-
CL-205) M OVEBSILE AR (GS-US-417-0301, GS-US-417-0302. GS-US-417-0303. GS-US-417-0304) % fif
B LT 22 MR R S 4R

AFNOAREIN TS HELROCHERZ, B v~F %, RAKE7 4395 =7¢ LT 200mg # 1
H1EREAOKET %, ok, BEOWREIZISUT100mg 2 1 H 1 ERETE 5, ), BEEREA B,
RAIZIE7 43T =7 L LT 200mg % 1 A 1[EEROEST 5, i, HEERFRIETIE, BEOIREIIST
T100mg# 1 H 1 ARG TE%, ] Thb,

<BEEMKEE%>
OREERZRM T HBE-RICHT 2

[EIBRIL RIS b/ IFEFER (GS-US-418-3898) Takii L7-HEDIEBIRZEH 1T 5720 R ETDHR
SE Y 7T REERREE Y UC EFELL L T 5 CD BF x5 & LzyiEsh g TAERER (GLPG0634-CL-
211) DFET 1RIZIRER -SSR & 320 L7z,

CD #BE A %1% L L7~ GLPG0634-CL-211 I23\ T, 10 @RS 00 EAR TR L 7= BE IR B9 A eI,
AHKI200mg # 1 H 1 G EINT-EEOFN IR 2R INT-EFLV LB L TENM-T-
D, R OSBR 2 R T H AT A DR o To, 2D OFERIL, A& B L O ER S Li- &
X7 4 NAF =T OgEFEREE Y URL STAT (pSTAT) 17EMOMHE (ex vivo) & DR TH LI

V.

TBEIC B35 TEH 21



TR E —EHLTWD [1 HAED 200mg XIEZNLLEDHE T pSTATL &M DO LE R TR KIZ
EL (§78%). 100mg THREEDESR (K 47%) 2 Liz], Z ORI S, 200mg % i
2 HARAKNO R B TN 2 MEMEITRE ST AH] 200mg E 100mg OHETO 1 H 1 [HES
W&V EERBBEIENIFE S LD Z RSN,

PLEX Y, GS-US-418-3898 Thiatd 2 HIEL UHEE LT, AH| 200mg X% 100mg TD 1 H 1
[R5 28R LT,

CD BE Z %5 & L=/ e AR C O - A2 ERfR © 7 4 v I35 =7 K ¥ GS-829845 D
AUCetr DU TRE R L 7= BRI B i 2 22 Bk U 7= HBE OB G o S HEE ] & 95%CI

I

Min: W05
Ql: 616906
" Median:  84169.9
Q3 1048307
M 2239610
= w
=
g
= —
s ™ —_
E —
= 60
:
‘é s - - ¥
_! &
FE
3
o 30 —— ——
E A
J |
0
]
Total Min - Q1 Q1 - Median Median - Q3 Q3 - Max

AUC (ng WmL)

AUC=10*7 4 L TF =7 D AUCautGS-829845 ® AUCrau

AHNOAGRIN T D HELOCHEIZ, B v~F TEE, RAKIE7 4 v35F=7L LT 200mg % 1
H1EREAOKEGET %, B, BEOWREIZS U T100mg 2 1 H 1 EHREGTE 5, ), BEERBA [EE,
RANIZIZ T 4V TF =7 L LT 200mg % 1 H 1 ERAKEGT D, B, MERFETE, BFOREBIIST
T100mg# 1 H 1A GETEX%, ] Thb,

QIRE- B IRHT

< [EBEALE T b/MARRER (GS-US-418-3898) E fifid A7kBr >

TRE AR CIE, 28—~ A (EPRAICKRIEREO UC BE) dasds— b B (EWRANZEESR
D UC BE) ZxRICAA 200mg, 100mg, XII7T7AR%E 1 H 1EEELE, 74035 =
7 KON GS-829845 DI ENHE A G L 7= 1001 51l 2 PK-A Zh%:BIFRIZ %32 PK/PD f#HT k1 G4EH
EL, 743 F =T KO GS-829845 DR B (AUCer™) & AWERHMIE B IZxHd 2 M -H 20
BELR & RF-AM L 7=,

BREE-AMERAMR L. 10 @R T EBS Eff A2 L2 L oRER O BEFI T, HEIIC AUCe 2
B U7, adh— A, ah—F BEQRak—F A & BOHFESEROWTRIZE N TS, %
FETO EBS Mk LB & REMRDOEE D AUCxH ITIFE-HLTEY, WTFhoAREIC
BOWTHBE-AIMERERITRW 2R LT, £, AAlO 2 HEOIFE T — X IZHES W TRE-
HRhERGRE 7 F 740 UCAT L 7=k 5. EBS Eff 22k L= BRE OEIS L WAL T il Lz
AUC.tt O FIZIE DB DM 237 LT,

V.
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10 T EBS BfEEM OB R K N7 4 Vv IF =7 O HERID
UC BEICHBIT S AUCer (PK/PD fi#tT 644 M. GS-US-418-3898)

50000 -

40000 -

35000

30000 -

25000

oo oo
o oo

20000 5 H .

- £ L4
EEEEE

AUCEff (h* ng/mL )

Cohort A Cchort B CohortsA & B Cohort A Cohort B CohortsA & B

Filgotinib 200 mg per Day Filgotinib 100 mg per Day
PK/PD fif#T 6t SR AL 13, BeR/IEVEA L S, GS-US-418-3898 D E i AR CARIZ /D 7e< & b 1[G S, %t
BOPRKNTA =L 272 &b 1Ol L UCBRENEENS,
FHOTIE O EgE, ZNEnHr 7o 25 83—k b (QD) KUNT5 /85—t h R (Q3) ITfZiE L, H Rk
TEHRIT B0 X—F 2 bR (FR) 2T L. AMUVE (LAXIUSAIHEPH 2B 2 5) 13/ hNESRIEF B E LTHRLE,
AUCe=7 4 )V AF =7 D AUCau+GS-829845 D AUCau*1/10% (425.51/357.43)

AUC. & 10 HFF T EBS TS O -OSEER (adR— K A)
(PK/PD TR BEME N SR 5 HBE . GS-US-418-3898)

Cohort=A

100
90
80
70
60
501
40

30 +

20 + + + +

10-

% of Subjects Achieving EBS Remission

Placebo =Ql >Ql-Q2 >Q2-Q3 > Q3

AUCeff (h*ng/mL)
PK/PD fif#T 6t SRR 13, BeR/IEVEA L Sh, GS-US-418-3898 D E iR AR CARI 2V 7e< & b 1[G S, %t
BOPRKNTA =L 272 &b 1Ol L UCBRENEEND,
MEMIL, BV —TNOEHITEL GEGERIE) (235 < 5% EHEX M A &K T,
AUCe=7 4 )V AF =7 D AUCau+GS-829845 D AUCau*1/10% (425.51/357.43)
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AUCes & 10 BT EBS E N EIG OREE-MIGBEE (28— B)
(PK/PD TR BEME NS TR 5 HBE . GS-US-418-3898)

Cohort=B

100 |
90 |
80 |
70
60
50~
40 |
30|

+ ' } } }

Placebo =qQ1 ~Q1-Q2 .Q2-Q3 . Q3

% of Subjects Achieving EBS Remission

AUCeff (h"ng/mL)
PK/PD fif#fT et S 13, BER/AEMEAL S, GS-US-418-389 D H AR AGRER TAFZ V72 &b 1 G S, %t
BOPRKNTA =L 272 L 1Ol L UCBRENEEND,
MEMIL, B 7V —TNOEHTEL GEGMERIE) (235 < 5% EEXMEE &K T,
AUCe=7 4 )V AF =7 D AUCau+GS-829845 D AUCu*1/10% (425.51/357.43)

< [EBEHLE S T b/MARRER (GS-US-418-3898) E fiftHrakr >

B RMERRER IR, ERE AR Z5E T L 10 T EBS E 7 T MCS t#ED W% 5%
L7zadk—F AKUB OEFZRRIT, T8 ARER CTAK 100mg X% 200mg # 1 H 1 [F#%
5 U T2 B X ARAERFBR CIIARIH & O/ UL 7 7 B R ~0U ) B x| B8 iR <7 7
tARZ 1 H1EEELZBEEITMGE L T I RE2HE LT, 743 F =7 K GS-829845
DI ENRE & M L 7= 362 1% PK-A2hEBHRIC %42 PR/PD fifffikt S4EME L, 7 4 v F
=7 KN GS-829845 DIEFE R (AUC.r™) & A RhMEREMTE B 2%t 2 WgEE-A 2hERItR 2 -4l L
Yl

MR- A hPERAfR I, 58 MR C EBS Efif 2wk Lo B L REROBEM T, HENIC AUCer
Z R LA R, K HETO EBS g4 ik LB & RERDEE O AUCek 1XITIE—FH L T
B, WTFROHARICEBWTHBRE-AMERITRNZ 2R L, /2. AFO 2 HEOHE
F—= A S WTCIRE- AR 2 7T 740 U TN L7255, EBS Eff 2@ L7- g oE|
A L WUSAE TR L 72 AUCes O RN BAREZ2ARBIRIR VR S iz,

X7 4 AT =T & GS-829845 O JAK1 FHE IS 2 A% HIMEFSEE K OV T B DI TSV TEAAHT Lz E IR
HEICBIT D AUCw. DA HAE
AUCet=AUCtauri+AU CraumetX 1/10x  (425.51/357.43)
AUCtuwri, L N AUCtau met 12, TNZENT 4 M TF =7 KT GS-829845 D E FHIKAETD AUCku &9 5,

V.
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58 #HIF T EBS B OAF IR K N7 4 VI F =7 O HERO
UC BEITHBIT D AUCetr (PK/PD fi#MT (R4, GS-US-418-3898)

50000 -
45000 -
40000 -
35000 -
a
E 30000
D
c
£ 25000
E 20000 - ° =
= o
<
15000 °
E
10000 -
5000 % %
0
Number of Subjects(N) 74 121 39 128
Yes No Yes No
Maintenance Filgotinib 200 mg per Day Maintenance Filgotinib 100 mg per Day

PK/PD AT et B 4E 1T, BER/IEVEL L S i, GS-US-418-3898 D E fif it CAM 2D 7o L b 1 EEE Sh, 3t
ZBDOPRNTA—=F &L ES 1O L UCBEREEND,

BHOTFE O L, ZNENT o FAd 25 85— b (Ql) KON T5 28—k > b (Q3) ITAZE L, Hhieok
AR 50 S —& > b (hai) 2T L, AU (LAxWU MR 2 2 %) I/ hNSARELRE LTRLE,

AUCei=7 4 L AF =7 D AUCraut+GS-829845 M AUCrau*1/10% (425.51/357.43),

AUCest OIS TR L7= EBS B4 Rk L7 UC & DEIE
(PK/PD TR BEME N TR 5 HBE . GS-US-418-3898)

100
90
80
70 .
60
50
40

30

% of Subjects Achieving EBS Remission

Placebo =Ql =Ql-Q2 >Q2-Q3 =Q3

AUCeff (h*ng/mL)
PK/PD fEMT R M, B /IEEA L S, GS-US-418-3898 D HARAERFFRER TAF 272 L b 1 G S, %t
GDOPKNRTA—FEM Ld 125Hili Lz UC BEDEEND,
MEML, BV —TNOEHITEL GEGERIE) (235 < 5% EHEXME A &K T,
AUCe=7 4 W FF =7 O AUCu+GS-829845 D AUCwu*1/10% (425.51/357.43)

AFOAREN TV AEL AR, BV v~ W%, mAICIE7 435 =7¢ LT 200mg %
1H1ERAKRET S, 2k, BEOREBIISLT100mg 2 1 H 1EHREGETE 5, |, EEEREE T
W.ORANTIE T 4 TF =T L L T200mg & 1 H 1 ERAOKRET D, 728, #EFRETIH. BEORRE
(20T 100mg 72 1 H 1 [ERETX 5, THD,

V. mRRICBET 55 A 25



OIRE -T2 MR ©
AN S EE ORI UC BE &2 5512, A%l 100mg, 200mg XTI 7tvAR%Z 1 H 1[5 L
72 GS-US-418-3898 DIREE- 22 MM % Eli L7z, 7 4 VT F =T D525}, 7> PopPK I
X OHEE L3 AT REZ R 7 4 L T F =7 L GS-829845 DIEFE R (AUCtw M Cmax) ZHT D
UC &% PRK/PD it SEM & L, 74N F =T OBRERESAT 5 UC BEHIT, Eip
AGRERT 1001 5], B fRAEERABR T 372 ffil, GS-829845 DIRHE R Z AT 5 &ML, EARE AR
T 1010 ., EAEHERFRBR T 37T B TH - 1=,
VRIE-ZZAMERATIE, 2k — b A, 2R — b BOJEEMICONT, 74 vdF =7 L GS-829845
ENENOREM,T a7 7 A NVEFHIS T B2, ALEMHINZE_ L, 7 4 /v TF =7 200mg O 1
H 1RG5 TRS L ADNTAEFES KT Graded X Graded D EFEMAE R H* 12>\ T
TRt E Uiz, £/, 7 4 VT F =7 200mg B & 7 4 L TF =7 100mg BFEDOPFAER 2 351z,
T 4NN IF =T KON GS-829845 D AUCu \ZDOWT ., BEDLEEMEDE EHEE L ICH - HBE L
FHL Lo T AR TRl U, WREE- 22 eV 2 3206 L 72,
Z DOFE R, AR AGRER K OVE MR R I BN T, 7 4 L TF =T KN GS-829845 D AUCkau &
BE DL DR EERORBROAFEIIT—E L-EMILERD 5T, AUCtu X8 Cmax (£, 1EIF
—EHLTBY, 74T F =7 KON GS-829845 ® FHEHI (200mg & O 100mg) T? AUCku iZ X
DHURGE- MR Ch . BER-LZaMERRIIA N7,
¥ RbE<HALNE 6 oD EFS [HAEARR (h4) : T, LUEEZ . WAL, A, B, EAGERYE,
BARMERR AR - RUASEZ, MBI, RAGHE. IR, MW, W] ROWL K< ADRT 60 (BARHER
R CIE50) 0 Grade3 X it 4 OEAMRAEM A [BAEARR (r0) : UV BmEIRT, U Sk, ~E/ne
VW, 7 LT F R F BRI, AR, AM R B RER 2 LT T PR, U R T
U L SERIEA . ~E S T, IS U B

FAFEAGRER  UC BEIZBW TR D X< ANE-AEFL D7 4 1 TF =7 D AUCtau
(PK/PD fihrxt 4 M, GS-US-418-3898)

40000
~ 30000 |
E
|
F
£
= |
g 20000
-
- ]
= )
= 10000 | : : : : ; %
0
Number of Subjects (N) 56 945 33 948 34 967 M 967 33 968 21 980
Present Absent Present Absent Present Absent Present Absent Present Absent Present Absent
Upper respiratory

Coborts A & B Filgotinib 200 & 100 mg
PK/PD AT xt G461 E ., B/ MEIER L S 4L, GS-US-418-3898 D W ME AR TAAIZ D72 < &b 1 EE G Sh, x5
DPRKANFA=Zabia &b 1Ol Lz UCBEREEND,

FRO TR LT, EREnt 7 Ao 25 =12 bR (Ql) KNT5 /3—F 2 MR (Q3) IThLfE L, P idAKF
FRIE B0 =t bl (PRE) Zfi5 L. SMVE (LexUSMHi 28 A D) /NS RIELEL LTRLIE,

AUCta 1%, EBRIEFR S I /MR O AA %2 8 5 vl UC B2 2 4EM PK FHIRE R L Lz,
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EfREARE  UC BAIZRW TR <AL
JL— R 3 XIEZ v — K 4 OFEEREMEFEHO 7 L 2F =7 D AUCrau
(PK/PD fi#frxt84E M., GS-US-418-3898)

40000 |
~ 30000
E
=
=
%
£
=2
= 20000
o 2
=]
-
Z
= . . . . . .
iz 10000 1 o o R 1 1 1
Number of Subjects (N) n 969 11 990 20 981 17 984 8 993 3 998
Present Absent Preseat Absent Present Absent Preseat Absent Present Absent Preseat Absent
Phosphate Creatine Kinase Lymphocytes Hemoglobin Neutrophils WBC
_Hyp

Cohorts A & B Filgotinib 200 & 100 mg
PK/PD f#HT X RAER L, BER/AEIEAL S i, GS-US-418-3898 D EfFE AR TAK Z D72 &b 1 IR E I, 3%
DPRNTA=2%DI L b 1OFHii L7z UCBENEEN D,

BRO TR O BRI, ThEnV 7o 25 83—k F i (Ql) KON 75 3—1 > hE (Q3) IZALE L, H K

BT 50 S—t 2 bR (FRfE) ZH#i5 L. SMUE (LoxWUn i Z B2 5) /NS RIEFFE LTER L,
AUCku 1%, EERIEFEEE T b/ MARREBR O AF % ¢ 5 S iviz UC BF 21T 5 BHEH PK THIMREE&E & Lz,

ERRMERFABR : UC B ICB W TR L I ALNTEAEFLYDO 7 4V TF =7 D AUCtau
(PK/PD fiifrxt84E M, GS-US-418-3898)

12000
11000
] o
10000 -
= 9000
£
)
= 8000 |
Fs ]
= ]
g 7000 1
8 6000
= 1
=
8 5000
2 000
'L: 4
3000
2000
1000 |
Number of Subjects (N) 8 334 4 338 14 358 16 356 14 338 10 362
Present Absent Present Absent Preseat Abseat Preseat Absent Present Absent Present Absent
Upper respiratory
Colitis i ymgitis i tract infecti A imal pain Back pain

Maintensnce Filgotinib 200 & 100 mg

PK/PD AT ST, B ERAE/EAL SHL. GS-US-418-3898 O EMRHEHIRR CAKIZ D2 L b 1 EHR G Sh, %5
DPK/ATGA—2&Ma L 1OFMEiL7- UCBRENREEN S,

BRO TR O BRI, ThEnY 7o 25 83—k F i (Ql) KON 75 73—tk > MG (Q3) IZHLE L, H DK
BT 50 28—t A (PRE) 2HFEL, AMUVE (LAXTUASMHIPEEZEAZ D) NS RELFFE LTELE,

AUCqu 13, EER IR T/ MAEREBR O AR 2 5 S - UC BFICH T 5 RHEM PK FHREE & Lz,
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BRMERFRER - UC BEICBW TR D L< ALz
1L —FR3XE7 b— K4 DEEKRREMEEND 7 4 VIFF =7 D AUCtau
(PK/PD fi#thrxf S4E M, GS-US-418-3898)

12000
11000
10000 |
= 9000
5
2 8000
&
£
= 7000 [—
=
B 6000
-
2
§ 5000
=]
S
= 4000
=
3000
2000 A
1000
Number of Subjects (N) 10 362 11 361 8 364 4 368 3 369
Present Absent Present Absent Present Absent Present Absent Present Absent
Creatine Kinase Phosphate Lymphocyles Hemoglobin Sermn Potassinm
(Increased) (Hypophosphatemia) (Decreased) (Decreased) (Hyperkalemia)

Maintenance Filgotinib 200 & 100 mg
PK/PD AT ST, B ERAE/EAL SHL. GS-US-418-3898 O EMRHEHIRR CAKIZ D2 L b 1 EHR G Sh, %5
DPK AT A—Z&Ma L 1OFEiL7- UCEBENREG TS,
BRO TR O BRI, ThEnV 7o 25 85—k F i (Ql) KON 75 3—1 > MG (Q3) IZLE L, H DK
BIL B0 S—F > b (B E) 25 L, Al (WX EZ B2 %) NSARELBE LTRLE,
AUCu 13, EHER IR T b/MARREBR O AR 2 # 5 S - UC B#EIZH T 5 RHEM PK FHIBRE&E & Lz,

AFNIOAREIN T D HEROCHER, B v~F [@E. RAE7 4 v 3F=7L LT 200mg % 1 EI 1
FRAOKG T2, 2B, BEOREBIIS L T100mg & 1 H 1[E#F5TE 5, ), EEERIER H@E, mAIL
TA4NIAF=T L LT 200mg & 1 A 1EREAOKGT D, 2k, MREETIE, BEOREIZISCT 100mg%
1H 1[G TES, ) THD,

3) QT/QTc 5T{fiEA58 (FEREERKA) [GS-US-417-3911] 24
%IA%E%EEA 52 FlZAH] 200mg, 450mg\ EXF 7 rFH T 400mg (BGHEXTH) L7 7 &R
DEMTT, 4817 0 24— "—JEICCTZEEIRFICT A 1 7 BRKERO#&RS (£Fv7axi

g 1&5 THEHOREZEE) LIz Z A, 7 4 NTF=TONTNOHETHRKRMICEE. ECG

DOEAITRD SN2 o 7=,

AFRBR BT D AH] 450mg B HHFD Cmax (7 4 /L TF =7 1 4.420ng/mL. GS-829845 : 7.281g/mL)

1Z. RA BEIZAH 200mg 235 L72L ED Cmax (7 403 F =7 : 1.012pg/mL, GS-829845 :

3.49pg/mL) *LHEEL T, 74V IAF =7 TH 4.4 f5. GS-829845 THI 2.1 fECTHY ., 74 F

=7 IIERBEREEAB D HEICBOTH QT/QTe HIMEICEEEZ KIF S o T,

7B ARBRICB W TR CH 2 GO EERA ERFRILGRD b o 7o, KK 450mg BED 1 4Tl

TRBRIE L B Y t#lJLﬁéht%ﬁ@tb&ffﬂm L7, BEAEDOAREEFEFST Grade 1 Th D .

Grade 3 XX 4 1IBO LN o T2, BREBRE R OUSA LA AW T, JRERSK L BEE L 72 iF

RAC BEE A EH A TR0 b o7,

% WAV TR (GLPG0634-CL-201. GLPGO0634-CL-202. GLPG0634-CL-203. GLPG0634-CL-204) & OVE SR %
MAHFER (GS-US-417-0301. GS-US-417-0302. GS-US-417-0303) # & L7- RA BE RHEM ST IR 1T 5
ERARBE DI BRE < T A — &

AFNOARBEIN TS HELOHER, BfY v~ B, KA 7 4135 =74L LT 200mg % 1 EI 1
EIRE O BEET 5, 2k, BEOREBIIETU T100mg 2 1 H 1 BIEETE %, |, HEEXER TEE, KA
T4 IF=7 L LT 200mg % 1 H1EROKET 5, ok, HERETIE, B OREIZE U T 100mg é»
1H1EEETED, ) THD,
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(3) HERIIERAER
<BEgi) o< F>
OENIPETHEFAL-EERT It AMBREZERAR (B85 7—42) [GLPG0634-CL-201] 32
a1 MTX BRI TOURA 2 ZiE B RA S 2 64U, MTX OFH T Iz 2 Al
2 L - AR 4 EBBESORZeMEL %ﬁﬁ@ﬁéﬁﬁ%aﬂ?ﬁwéo
RBRTVA v | BiEAL, —HEMR, 77 bR, ERORAR
* 5 MTX BEAEE TR+ 722G Eh % RA B3 36 6
« ACR ™ 1987 #3T RA /A UET RA L 2lraniz, 18 Ll b 70 LA F DB«
- JERRREE S (66 BAEI) (SJC66) 735 LLE, &IERaHEi%% (68 BA&H) (TJC68) »°
E UL TR 5L E. i CRP % 1.0mg/dL Ll k=
cMTX % 6 » AL EERELTBY, " obl b A7 ) —= JRHID 4 BB
ZEMAE (7.5~26mg/il) T&E% kT
xtG & AAK| 100mgl H 2 [BI#E, 200mgl H 1[RIFEIET 7 EAREEIZ1:1: 1 Dk
Bk 1k THAEBIZE D 1T, 4 BRERICROEE Lz, B, WTIho&k5HL 27
— =V IREOFHEER O 5 55T MTX 205 L,
[H2h]
FEEMIEE - %5 4 0 ACR20 iR
BIREEMIE H - #&5- 4 8 % T ACR50 thi#E=%, ACR70 th#R, DAS28-CRP
Pv B %

A 3

(%4 i]
ZeMEiHiEE - AEFS %
ﬁxﬁ iﬁﬂﬁﬁ%%. X, EBAERRI %, IBRIEN DRSS 1TEERE S, »
DONRN—R T A KA &Y 1 EIFE PRGN I S 417 42T D B3 [intent-to-
treat (ITT) #£M] & Lz, Tz, BT RISRERIL. B0 0%, BRI
Dl Eb1mEGEEInNTa2ToEREE LT,
[H2h]
#5- 4 RO ACR20 tha=e (T ZRFlEE )
5 4 HIFIZ, ACR20 Z Rk L7285 %S (ACR20 thE=R) (X, LLTD&EY
ThoT-, KA 100mgl H 2 [IFELE 7T BREE, 2AKIREE 77 B REE L O
T, MEMEFEICHEIZCE W Z EDRENTZN (FNEN p=0.0094, p=0.0067,
Pearson’s chi-square ¥i/&) . A#) 200mgl H 1 [AI#E & 7T B AREE. AH| 100mgl
H 2 [\#E L 200mgl B 1AL DO-ERICBWT, SAFIETT 7 B REEHCHA~A
BENED LN ho72 (W p>0.05, Pearson’s chi-square #7E),

1

f AT o

Bl 4 IO ACR20 Ui (EERHIEA) (ITT) (ks —4)
AFl 200mg AF 100mg } —
BEHRE 108 1=E#E 10 2 ER éz’iﬁ”ﬁ 4 7:zj:g$
= = (n=24) (n=12)
(n=12) (n=12)

{ ACR20
R %

(95%CI)
** 1 p<0.01 (vs. 7T ER)

75.0 91.7 83.3" 33.3
(42.8, 94.5) (61.5,99.8) (62.6, 95.3) (9.9, 65.1)

[Z24:1%]

HEESR (LM S EM)

5 48 E TOREFESRIT, AHK 100mgl B 2 [FFET 4/12 4 (33.3%) . 200mgl
H 1[EFET6/12 6] (50.0%). 77 2HREET6/12 61 (50.0%) (2R bz, 72
AEERL (WTIUORET 3 FILLE) 1%, AK| 100mgl H 2 [RIFEETHELHS 2 4
(16.7%) M OEEREAS 1 5] (8.3%). 200mgl H 1 [HIFETHEL K OEEFENE 3 15
(25.0%) . 77 BAREETHEIRE 261 (16.7%) K OMLS 14 (8.3%) Th-oTz,
E%@ﬁ%%%ﬁ\7?ﬁﬁﬁT1WK%E%%ﬂ{7vw% NRO LT, 72
BARBRICEBNT, HE5EFILCESTZHEFS KO CILRD LR T2,
AH|1 HHE 200mg Ok D5 3R ZE2THY ., Eﬂf@?&?&ﬁ%% L7,
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AFIORELOCHEZ, Bfi) v~F EE, RAE 7410323 F=74L LT 200mg % 1 H 1 BFEAOKRS T
5, kB, BEOREIZSUT 100mg 2 1 H 1 BEETE 5, ), BEERER @Y., gAZE7 o vaF
=7'%L LT 200mg % 1 H1EROEGT 5, 723, ML TIE, BFOREIZS T T 100mg % 1 H 1 A
5T&5%.,] Thb,

A MM UFY— FOENTERINTWSEE Y U~ T8 5 HIER ORI, ru_% 1 FHAL OB 58
ZABPRLEY—FELT 6mg LT5, 2B, BEOFH, R, AAMER OSUSFEIZIES U ClEEERT

23, 1LAMBIOFEREE L Tlemg #BARWVWESIZT 5. ThHD,

QBNEIHE NEEEALEER TS tANBREFERRAR (BSNT—42) [GLPG0634-CL-202] 3

19 MTX BHMEIE TRUERA 20 220G M RA B 2612, MTX 0FH T2 1T 2454

4 M 4 WG O & a2 it i D,
AR YA

S, BIER L, “HEER, 77 RN, PR
RIES MTX BRI TORA A4 72 TR EIE RA B 91 41

« ACR ™ 1987 #0477 RA 7 UET RA L 2lraniz, 18 bl bk 710 LA F DB«
- SJC66 A3 5 LLE, TJC68 28 5 LI L, 1fjE CRP 7% 1.0mg/dL LA |

‘MTX # 12 Bffichb- &5 L, o227 U —=v7fiodn &b 48R
I E R (7.5~25mg/ill) TG afkfsi

TP

x5 % Al 30mg B, 7hmg Ff. 150mg A& Y 300mg BE X7 T AR I/ES
WZED AT, 1R 1E, 4 EEROES L, WThoRk5E L LZERED MTX %
BERBE LT,

AR 1%

[FH 7]

TEIMMIEE - #&5 4 #F D ACR20 thiEHR
SR E AIREHIETE E © ACR20 i % TOMH], 5 4 % ToO ACR5E0 =R,
rEE ACR70 tii#3 DAS28-CRP v & %4
[“Ze4tk]

ZAANFHMIEE . AEFR %

FHRWMEORMNT X ITT £, 2O X SVEMNT X GA4E M CFhE L 7=, A 2hE
DOFEANTE H Tid, #ERM T ik B2 kg Blfk L 72 Cochran-Mantel-Haenszel
(CMH) BEIZXviTo7-, KMF—# 1% Last Observation Carried Forward
(LOCF) #&ick v fiise L,

bt

Tl

[H2h]

Beh 4 D ACR20 g (A E)
5 4 RO ACR20 tERIL, UTD LB Tholz, £, KAl 4
ACR20 #3513, 150mg #EZ bR . HEKFMHENRO b,

HED

£ 48RO ACR20 Y= (EZRHHA) ITT) (ST —%)

e

AFH 30mg B
(n=17)

A 75mg B
(n: 22)

AF 150mg B
(n=15)

AF 300mg B
(n = 20)

75 AR
(n=17)

ACR20
EE (%)

35.3

54.5

40.0

65.0

41.2

i (2244

HEESR (LM S EM)
5 4 R E TORFFERRIT, AHF 30mg #ET 7/17 1] (41.2%) .
1 (31.8%). 150mg £ C 4/15 f5i] (26.7%) .
TAREET 3/17 B (17.6%) (238 bz, TR ERGIL, KR CHEEN 5
Bl (6.8%). LA 3K (4.1%). {HIELRE 2 B OBRRE BENS 26 (2.7%) .
TSR REEC EEEE. B L AT —/VIGER OV RA 3% 1 6] (5.9%) Th o
77o WEEOAFERES L L TCAA 300mg FED 1 BNIEMKIRD vz, AF|
30mg HED 1 B3, AF L OEFENGE CTE RV LV —FRiic& 5 2 b il
(1 B L7z, RBARBRICBWNT, BEH2 G EERAEFL KL OGS IE
ICE S THFHEREGILRD b o iz,

75mg #£ T 7/22
300mg #£ T 9/20 ] (45.0%). 7
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50

AFNORERORAEIZ, TEE, BACIEZ 7403 F=7L 1L T200mg % 1 B 1EROEET S, Rk, B
DOARFEIZIGE LT 100mg % 1 H 1 [R5 TE 5, |, {\EE KGR L@, mAIiE 7 4 v 39 =7 L T 200mg
1 H 1EROKET 2, ok, #EpFETIE, BEOREIZGET 100mg # 1 H 1 H#&HS5TE5,] TH

AN PLFY—FOENTERINTOLEE ) v ~FI2B0 2 IIEROHEL, N@E ., 1 EEBELORS &
ZAMRMLFY—FELT 6mg LT, 7ok, BEOER, IR, AR ORISFEITR U CET T 2
2, 1 EMEoREGEL L TIemg ZBIRVWEIICT 5, THD,

QENEHENHEEALTS RAMBRERERR BN T—4)
[GLPG0634-CL-203 (DARWIN 1) ]34-35

A MTX HMPE TOIRA o0 7o TG 8% RA B j&ﬂ%q MTX (fH Tz 2 A%l
6 L - & 24 A GO & a2 2 i+ %,
RERT VA | ShRILRE., BIEAL, —EHER., 77 BRR, BEHRTERR
RS MTX BEMEE TR+ 2 L & I OJREE RA B 594 {5
+ ACR/EULAR @ 2010 4 RA /3% 4T RA L 2 S, ACRBERESHE T ~TITIC
AT D 18 Lo B
UL | f;ﬁ‘f 23 6 LLEXRONTIC68 7% 8 LU |, 1fiE CRP 23 H¥#EfE LR (ULN) @ 0.7
“MTX % 6 # AL EFRG L., oA 7 V== 7Hiod7a< &b 4 BT EH
i (15~25mg/ill) TG &kt
« MTX L4k DMARD (2 & Y BT o BE
TR ENE | - bDDMARD (2 & 0 G UTIBRIEE2 A9 5B
« A7 ) —= 7 HIC MTX DS O M SR 26 B L 7= B
%5 % AFK| 50mgl H 1 [AI#E, 100mgl H 1 [Al#, 200mgl H 1 [A#f, 25mgl H 2
[BIEE. 50mgl H 2 [BIfE, 100mgl H 2 [BIFEXIT 7 7 B ARFRICEAELIZE D fF), 24
B OEE Lz, WO LEHED MTX # fHE 5 Lz,

AR5 B 12 IR SIC KON TIC BN_—A T A VB &L T vy 20% 0L EikaE
Loz, 77 B REHIAA 100megl H 1 [FFEYXIX 50mgl H 2 [RIFEICE
TCHEEL{L L., A% 50mgl H 1 HI#EE 100mgl H 1 B# 512, AH] 25mgl H
2 [FIREIE 50mgl H 2 [Fl$&% 5188 Lz,

[FH7hiE]
FHEEMEE - %5 12 B0 ACR20 R
SR E BIREIE H : %5 24 B $ T ACR20 i, ACR50 thE%, ACR70 ki
a # DAS28-CRP Z{t. & . ACR/EULAR H:HE|Z L 2 EARER R %
[Zz44E])
ZAAVERHMEER  FEES %
BIMEOFEMNTIX ITT £, 2O I L M airst2ERTHEE L=, &
O EHMEAT I, FEGREA OV RIR - (M3, bDMARD miia#E) 24L& L

AT F VAT 4 v 7ERETNERNT, p BE2/RLE, BIEORITICEIT 54 E

PEOFIEIZIE Hommel OPRE FIEZ V., KT — 21/ v L AR H—4ifi5¢
(NRD) & LTHOH-T-,
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(A 2hE]

B 512 HE O ACR20 di3 (EERHMmER)

5 12 I D ACR20 di#ER1X, LT LBV Tho7=, AFK|100mgl H 1 [HIHE
L 7T wAREE, 200mgl A 1[EIFEE 77 AR, 100mgl A 2[RIFEE 7T B REED
HHZBW T, SRR T 7RI HFZOICAEBEICE NI LR E
niz (FhFh p<0.05, p<0.01, p<0.001, B 2T 4 v Z[EAFET V), £,
AH 6 Hik - HED ACR20 diERITHEISHENRD bivTe,

Beh- 12 KO ACR20 tii R (EEFMmEH) ITT, NRI) (Eshr —#)

A1 A 1[5 AHKI1 A 2 [EF5EE
s AF AF AF AF AH AH | 7T EREE
50mg #¥ | 100mg B | 200mg #¥ | 25mg #f | 50mg &% | 100mg & | (n=86)
(n=82) | (n=85) | (n=86) | (n=86) | (n=85) | (n=84)
ACR20
WEE | 56.1 63.5 68.6 57.0 60.0 78.6 44.2
(%)
pE* | 0.1236 | 0.0435 0.0068 0.1236 0.1056 | <0.0001

X B ERE, IS, bDMARD IGRIBOF EZ I E L L7cn VAT 4 v 7 EYRET N, L EEOFEL

Ehifi (vs. 77 ®R)

o, BE 12 lERIC SIC KON TIC @ 20%LL FOSGEN I LR o1~ Ik
AR 30 FlIZAA 100mgl B 1[H] % 50mgl H 2 [AIFEIC HEE/EA L L AH] 50mgl
H 1[E# 19 113 100mgl B 1 [FE#FEIC, 25mgl H 2 [F1#f 17 13 50mgl H 2 [AI#f
WA I,

[Z242t]

BEEL (LTI SER)

5 24 ARFE CORFERLIL, AROEEE (18 ErOAKZRE LIEEEE
tp) T277/538 5 (51.5%). 77 EAR(EH (12BETT 7R EZHEE LICEE
Zate) T44/86 ] (51.2%) I[ZERD Bz, ERAEFRIL. AFEHTIE L
MHEAZE 23 23 5] (4.3%) . Il EAS 21 61 (8.9%) KO EXGEEYGH 20 ] (3.7%)
'”C&)of_o

B ERL T, AH 50mg BF T 2 4], 100mg BF T 4 %, 200mg BETH B, 77
‘IZTE?’C4W IO AL, ZOERFESR 2 FILIE) 1%, Mgk (100mg #EK O 200mg
BECHK 14 ROEANME (50mg #E& T 200mg #E T 1 6) Th-o7z,
BeHPIRICE > = HEHRELIT, AHK 50mg #£ T 741, 100mg # T 8 #i. 200mg #f
T6Hl, 7T BREET2HICEO BN, ZTOTRER QHILILE) 1, U Sk
I (50mg #£C 3 . 100mg #£T 1 ). 4L4E (50mg #E & Y 200mg #ETHK 1
B, M7 L7 F =40 (200mg BT 2 41) K OYZK (100mg & &% O 200mg
BT 1) Tholz,
ﬁEt CESTAAEFRLRIT. AK| 200mg BT 161 (kK OWMUIIEMEY 3 v 7) (12
BB, AFE ORBEITIEE TE RV EHW S,
AFRBRIZHBW T, AAI 100mgl A 1 [FE&LT200mgl H 1 [EEE Lz L & oaett
— A, 8 AR AR GE B 22 A VEMAT R S N HL A F 7=,

AFIORELOCHEZ, Bfi) v~F EE, RAE 74123 F=74L LT 200mg % 1 H 1 BREAOKRST
5, kB, BEOREIZSUT 100mg 2 1 H 1 BEETE 5, ), BEERER @Y., ZfAZEZ7 o v3F
=7'%L LT 200mg % 1 H1EROEEGT 5, 726, ML TIE, BFOREIZS T T 100mg % 1 H 1[5
5T&5%.,] Thb,

AN FH—FOENTERINTWAEE ) v~T 28T 2 AEAOCHEX, L@y, 1 EEEOREE
AR PLFF—
1 AR OG5 EL LT 16mg #BARWLE 12T 5,1 Thd,

& LTomg &9%, ks, BEOHERR, MR, DRMER ORIGFITIE Ul IR 5 25,
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@OEBENEHETHEFAL-_EER IS RMBRERERER BN T—4%)
[GLPG0634-CL-204 (DARWIN 2) ]36~37

H Y

MTX BAGELE COIRAR |5 7eTEBhPE RA B & PRI . A 3 1k 24 18 Bl B
SREDAIME &7 A R 5,

AR YA

S, MiER L, “HEER, 77 RN, HEBERR

RIES

MTX HUERE TORA A4 72 P A & B OTEEIE RA B 283 f

TP

+ ACR/EULAR @ 2010 4 RA /3L #ET RA L 2 S, ACRBERESHE T ~1ITIC
AT D 18 Lo B

+ 8JC66 73 6 LL EXRTNTIC68 28 8 LA E, 1fijE CRP 28 ULN @ 0.7 {524k

c ARBETO MTX U4 v =7 v MR 4 B8 E

TR

- DMARD (2 L 0 BIfEIRIFRF O B
* bDMARD (Z & 0 {B# P XUTIRRIE = BT 5 B
« A7 Y == RN MTX LSO Fia G E v 588 2 L 7= R

AR 1%

x5 % AR 50mg B, 100mg #f, 200mg #E 3T 7 7 B ARFEC AR ICEI D 415, 1
A 1lE, 24 BERO#S L,
B 5 12 HFFIZ SJC LN TIC BA_—R2 T A UEEE L T 20% L0 EdksE
L7eimnolz, AHl 50mgl H 1 BIOEREKROT 72RO REFIT, B FTAA
100mgl H 1 [AIEHICEH L,

A 3

[FH2hi]
FHEEMEE - 5 12 B0 ACR20 R
BIREHIE H : %5 24 W F T ACR20 thi#%, ACR50 t#%, ACR70 i
# DAS28-CRP Z{t. &, ACR/EULAR F:¥E|Z & 2 EfRER S %
[Z242t]
LAAVERMEERE  FERESR %

1

f AT At

HRWMEORNT X ITT 4, Z2MEDOMENTIZ 2 SRR/ R T hE L=, A2hE
OEEMHTIT, BEHELOVERIAT (Mg, bDMARD RiijaEE) #E8&L L
0YAT 4y ZEIFETNVEHNT, p lEZRLIc, BIMEORITICE T 52 E M
OFHEEIZIE Hommel OFME FIEZ V. KT —ZIENRL & L TRV -7,

V. {BIRICBE 5 A
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(i)

[H%h1E])
B 512 HE O ACR20 di3 (EEAHMmER)
5 12 O ACR20 th#ERIT., UTD LB Thot-, AKISHEMLTI®

AREEOIIZBWNT, AKl 3 AE T 7 BRI~ A ZIZ SN
EnREn (Wb p<0.0001, B VAT 4 v ZEIFET V),
B 12 IO ACR20 e (FFAHMBEE) ITT. NRD) (AT —%)
4 AKI 50mg BE | AAl 100mg B A 200 #E 75w R
(n="172) (n="70) (n=69) (n="72)
ak;;j‘f& ) 66.7 65.7 72.5 29.2
p fiE* <0.0001 <0.0001 <0.0001 —

¥ PR ERE. M, bDMARD 1REE DG I 4 228
Ehifi (vs. 77 ®&R)

fRE LT VAT 4 v JRIFET IV, SEEOFHEL

k. BE12HRHZ, I ERBER 1261 SIC KO TIC @ 20%LL Lo
I BIVIR o T AR K] 50mgl H 1 [8I#E 15 fillX 100mgl H 1 R GI228 5 S 7z,

[Zz4:1E)

HEHFEG (LM 2EN)

5 24 W E TOREFEFRIL. AAOFEHE 18 B bARAZE&EG LILEELS
Tp) T 114/276 ] (41.3%), 77 &AREE (77 BAREEH) T 28/72 4] (38.9%)
IZRRD BT, ERFEEEST. AFOFERECTIIIREEGEN 14 6] (5.1%). EX
RS 10 6 (8.6%) ROVE = L AT o —/LIGEMN 10 ] (3.6%) ZTh o7~
HELRAETEGT, AH 50mg #C 2 ], 100mg #£ T 3 . 200mg #ET 3 fl, 7
TR AREET 1HICRD Sz, HE5FILCE ST EFERIL, AFK| 50mg #ET 2
%], 100mg T 3 4], 200mg HET 26, 77 B RHT4AHNIEBD BN, TDELR
=L QAILLLE) 1E. Vo oSERBUE (50mg BET 15, 100mg #ET 2 451) . i
7 LT F=8N (50mg B O 200mg #ETH 1 41) &UU VOB (77T
TAREET2H)) Thotz, Z2BAREBRICKWT, SECIXRO LN -T2,
ARBRIZBV T, AA) 100mgl H 18] &% 200mgl H 1 @%&5 L7z & & sett
F— 2%, B A AR GEA 22 EMERAT R R EE LA Tz,

AFIORELOHEZ, i) v~F EE, RAE 7412 F=74L LT 200mg % 1 BH 1 FREOEES
Do k., BEDRREIZS LT 100mg 2 1 H 1[ERETE 5, ],
7L LT 200mg % 1 El 1ERO#ET 5, 728,
T&5,] Thhb,

BEMERGR EE, RAZIE 7 4 v aF=
HERF VL TIE, BEOWREEIZS U T 100mg 2 1 B 1 A% 5

(4) 1REEAIEAER
1) AEREEAER

<BAEi) o< F>
OMTX THEREIF+0 B v FEEENR E LE-ERLRE NERE
[GS-US-417-0301 (FINCH 1)] 910

H Y

MTX TRORA A3 22 PR 7 b B OTFEPE RA BF 26212, MTX I FicEk
J 2 AH 52 B[ G O & LA BRETT D

RRT YA

Zhiax LA, BAERAE, “EEMR, 77 AR RO, WATHER] AR

RIES

MTX THERA 5 S O HEOTEENE RA B 1,755 61 (5 H HAA 147 i)

TP

+ACR/EULAR ™ 2010 4 RA /3 EIEHEC RA L2 &, ACRBEREEE T ~1IMIC
%475 185 B (AARNIZ 20 kLA B) OB M SUTAEYR R Tlid e vk

c AT V== U TR OIR—R T A UHFIZ, SJC66 73 6 LA ERTNTJIC6S 28 6 LA E

c A7) == TRFIZO~Q@ DT A—4 (FYfEIciE-3<) @ 1oL Rigi%Y

[(DF, FEXIZED XHREER TO 1 DL EOREETOS A DO, 7o U U~ |k

A4 FIAF RF) UFpiEiky by A7 F K (CCP) FikrBatE, ©RF &
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(i)

UL CCP SR 2 ORI, Ty FEUIED X HREE TO 3 SLL EORH
WB DR, @IiE CRP 2% 6mg/L LA ]

*MTX % 12 B EROBLG LT, "= 7 A Uainb7a &b 4 HEITE
R (7.5~25mg/l) T 5 ke

EERAN SIS it

* bDMARD T#hRA+4r [7272L. 1 Al> bDMARD (2 X 2 REHRIE (3 » AR
lit) &A% AT B TEE

%152 % AF) 200mg #E. 100mg BE, 7 U A~ TEHELT T8 AREEC3:3:2:3D
PR TR BN 0 A1, B2 R G L7 (RIS HELZ 1A 1 EREA&E, 7
XU A~71F 40mg % 2 B TR FES), W o 5L ZEHRED MTX %
W1 AR E L2, #5514 I SIC RN TIC BA_—R T A L g L ¢
WY 20% LA i Lo 7o BB IXTRBREE O 5.2 1k L, RA OFERERR %
ZHZ Ll L, 77 ARBETERYS 24 BHRFIZ, AA| 200mg #E X 1X 100mg #EIC
1:1OhECTHEMELEL, #5 52 R FE CTHlBR &k L7,

BT A
0
(1g8) 1214 24 520G8)
| [l | |
S L-H200mgE¥ i
. . — (£ L-4H200mg 1H1E+MTX 8 1E) ]
RER I 4756 |
_ MIXT ) — @ﬁﬁgﬁ
MRFHDE | AR | S Elpume
EBMRARE g0 . BEsE
L., ;(7%71{_'_”“31@ (¥t 1h200mgl H1E)+MTXGELE) ]
| 4756
4
SICRUTICAR—Z 51 VB L LB LT %ﬁ%m&%%*ttt%ﬁmf>
WENH20%L EREL Do BEIE || ARSEEAOUEICLDRAD
BBREQRSERIE EEARERTAILELER
2 RRERESHE & ICRESNICHERT
Eoanilee: 2 Wy
fhtE [ EZRHmE H ]
RREEE! 512 KO ACR20 S, &5 24 KO mTSS 21k &
(B EHmE H ]
¥ 5. 24 FH £ T ACR20 i #R, ACR50 ##R, ACR70 thi#=%, DAS28-CRP
o =3.2 R, DAS28-CRP<2.6 %%, HAQ-DI 2= 7 & k&, HAQ-DI %=
g%,ﬂ%‘ﬁa TIEF=0.22 R %
e [EmEn7-FmEE ]
5 24 AEEE T SDAI=3.3 ZEE., CDAI=2.8 #K =, Boolean H#EIZ L5
ZENAHMEER | AEFSR %
c ETCOERENPERE 24 BREOKPEEE T TR Z R P L%, FTliSh
TV h 24 HRFOAIMEDORER K OFBRETH (201946 A 20 H) £ TIC
B oNT-LZeEOR R EZFN LTz, AWEDRITIZ R R Ot G 4E M [Full
Analysis Set (FAS) |, ZaVEOFRNTIZ L RVEMAT RSN T L7,
R « FEFHIEE KON T RO ERRIREHGE B IX, B AROKEHENT R EE (JAPAN-

SAP) IZHAW-MEEIMRE LI L, ZEEAZFE L=, KA EE (5
I EKYE 0.05) MFRD HITHEITD I, IROIAR OARGRE & Bilth L1z, 7
RN FER SN2 Do T2 EA1T. ERABRKREZ T IE Uiz, T2 IREHGE
H X5 24 £ CREFAOICEEM L 7=,
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TP Ej:j:@ I o R
1 ACR20 e TH 1238 200mg 7T R
2 ACR20 e TH 1238 100mg 7T R
3 mTSS Z1h & B 24 18 200mg 7'Z R
4 mTSS A& B 24 ¥ 100mg 77 R
5 DAS28-CRP=3.2 {3 BIK 1238 200mg 7'Z R
6 HAQ-DI Z/{ & Bl 12 200mg 7T AR
7 DAS28-CRP< 2.6 FE{ R K 24 A 200mg 7'F R R
8 DAS28-CRP=3.2 &k % BIIR 12 i 100mg 7T AR
9 HAQ-DI /& Bl 12 100mg 7T AR
10 | DAS28-CRP< 2.6 kR K 24 A 100mg 7'F R R
11 | DAS28-CRP=3.2 sk BIK 1238 200mg THN b TR
12 | DAS28-CRP=3.2 E% BIK 1238 100mg THEY b TR

X1 EEERE, %2 IELVERTE (Liu JT, et al. Intl J Stat Med Res. 3 (1) : 11-20, 2014)

© CEEEIC XA A NEFGE E Tk, &EREAOVEHIK T (HiEk, bDDMARD i
RIEIE. 227 ) —= 78D RF KUY CCP HiikD M) 2 AR L Li-n P&
T4y ZEUFETVEZITO, p LR OERITEL GEfeEREIE) 123-5< 95%CI %
RUTZe KT =213 VLV ARE—E L TRV -7 (NRI),

CHET — X2 X D AEMRHMETEE Tl N—R T A M. BRIRT. R Sk
Bl O 51 &SRB DR AAEH # B E S, BEEZLBNE L T 5 KERERE
HEET N (MMRM) &, R—=RA T A b DB EIZEE T 5 DR/
TR N 95%CI AR Lz, KT —# X MMRM % W CALBEE L7z,

« BARNERIZEB T 5HEMECHON T 77—l & 5206 L7z,

ARNPLHEY— FOENTERRINTWDIHEE Y v~FIcRBIT 2HELOCHET, @, 1 EMEMfORER
ABMBMLXYH—HRELT6mg &5, 72k, BEOER, R, AR ORISZEIS U Cl BT 5 23,
1 AR ORE 5L LT 16mg A2 R2WLE 91275, Thd,
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[BFHER]
B m (Rt G 4MH)
REER HARANEM
T I O P B S I BB PO PR T
200mg BE | 100me B 1\ o5) | (n=az) | 200mERE | 100mEHE | o)) (n—ps)
(n=475) | (n=480) (n=40) (n=41)
EE i D SE R 52 53 53 53 56 54 54 55
[HE%E(RE (SD) ], I (12.8) (12.6) (12.9) (12.8) (11.7) (11.6) (10.5) (11.6)
<6585 n (%) 398 387 258 380 28 33 24 30
’ (83.8) (80.6) (79.4) (80.0) (70.0) (80.5) (85.7) (78.9)
o 379 399 266 391 32 34 22 29
Kt n (%) (79.8) (83.1) (81.8) (82.3) (80.0) (82.9) (78.6) (76.3)
ST OO S 70.6 69.9 71.5 70.6 57.2 54.6 56.8 56.5
(SD) , kg (17.54) (16.92) (17.39) (16.77) (11.76) (10.66) (9.26) (11.54)
BMI 0 -2 26.7 26.4 26.9 27.0 22.7 21.7 22.6 22.7
(SD) , kg/m? (5.67) (5.80) (5.97) (5.91) (3.84) (4.09) (3.64) (4.48)
RA IR B O 7.3 8.5 8.0 7.3 8.2 6.3 5.4 6.9
SEH)E (SD) , A (7.38) (8.22) (7.40) (7.24) (9.88) (6.51) (6.83) (8.57)
R o 352 362 241 365 32 33 15 28
RE Bite, n (%) (140 | 54 | (42 | (68 | 800 | (805 | (536 | (130
Pl CCP HifkptE, n 380 381 253 378 37 37 25 35
(%) (80.0) (79.4) (77.8) (79.6) (92.5) (90.2) (89.3) (92.1)
f%g;;g;;fF:1;<’Au'{ 929 929 140 217 16 14 8 14
n (%) (48.2) (47.7) (43.1) (45.7) (40.0) (34.1) (28.6) (36.8)
%;%g;;g@;i 6.2 6.1 5.9 5.9 44 4.0 42 26
me/ F (3.42) (2.49) (2.22) (2.52) (2.10) (2.94) (1.85) (1.84)
MTX H & o ¥ i 15.3 15.5 15.4 14.9 10.1 11.0 9.8 10.3
(SD) , mg/i (4.94) (4.81) (4.79) (4.52) (3.39) (2.61) (3.00) (2.50)
mTSS @ ¥l 32.47 36.70 34.82 31.60 37.75 24.35 25.73 37.71
(SD) (47.939) (53.065) (55.013) (53.217) (47.210) (33.767) (35.806) (69.240)
DAS28-CRP » 5.8 5.7 5.7 5.7 5.3 5.1 4.7 5.0
SEEJE (SD) (0.88) (0.95) (0.88) (0.91) (1.00) (0.89) (0.95) (0.91)
SDAI O 41.2 40.2 40.6 41.2 34.9 33.5 29.0 31.8
(SD) (12.26) (12.79) (11.88) (12.37) (12.68) (10.79) (9.11) (11.34)
CDAI » 39.5 38.6 39.2 39.6 33.0 32.4 27.8 30.8
EEJE (SD) (11.85) (12.23) (11.51) (11.66) (12.21) (10.28) (8.42) (11.02)
HAQ-DI » F#%)fE 1.59 1.55 1.59 1.63 1.10 1.06 0.88 0.92
(SD) (0.611) (0.625) (0.600) (0.613) (0.650) (0.682) (0.618) (0.559)
SJC66 DIl 15 15 16 16 15 15 12 13
(SD) (8.5) (8.5) (8.4) (8.5) (7.5) (8.3) (6.1) (5.6)
TJC68 D F-Hfi 25 25 24 24 17 20 12 17
(SD) (13.5) (13.4) (13.2) (13.5) (11.1) (10.0) (5.7) (9.8)
CRP= 6mglL. 298 295 197 274 28 19 11 16
n (%) (62.7) (61.5) (60.6) (57.7) (70.0) (46.3) (39.3) (42.1)

AR LFEY— FOERNTEBE SN TWSEE ) U ~FI2B0 2 ELOHEIL, N@E, 1 EEBEALORS &
ZAPRLEY—FELT 6mg LT5, 2B, BEOFH, R, DAV OSUSFIZIES U ClEEERT %
2, 1R oREGELE L TIemg ZBIRVEIICT 5, THD,
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(H2hrE]

B 512 E O ACR20 iR (EERHMBER)

Beh5 12 HEEC, ACR20 %k L7-ABEES (ACR20 th#3K) 1%, AAl 200mg T 76.6%. AH|
100mg #£ T 69.8%., 77X U LA~ THET70.5%., 77 BHREET49.9% CThH-7-, TEIHEEA THHA
2 HERL 77 B RBEOREICBN T, AF| 2 HEHTY 7 B REHICHSEHENICARICE N
ERBGEES N (Wb p<0.001, @Y RT 4 v ZEIRET V),

5 12 WP ACR20 thef= (F2FHEEH) (FAS, NRI)

BffE (95%CI)

kK 1 p<0.001
KEBRNUBRRFZHEEBL LI
O Fs v ZERETI

(%) s SENOARE R
100 26.7% (20.6,32.8)
$okox !
19.9% (13.6,26.2)
80 1 | |
69.8% 70.5%
604 (65.6, 74.0) (65.3, 75.6)
ACR20
% 49.9%
= 407 (45.3, 54.5)
20
0 335/480 229/325 237/475
AFI200mgHE ZEI100mg¥ T LITEE TS REE
V. {BIFICEET 5 HE 38



B 524 KO mTSS 2 b & (EEFHmEE)

BT DRSS AL OIHENZ T DR DIEED 1 > Th b mTSS DR—2F A b D& (FY
) 1%, &5 24 BRI, AAI 200mg #£T 0.13, A4 100mg BT 0.17, 7X U A~ 7T 0.16, 7
TEAREETO0.37T Tholo, FEMEEE THLOAA 2 HER L 7T B RBEOHRITIW T, AH 2
BT 7 BRI ROICHE BRI S W2 ERRGEES L7z (200mg Bf : p<0.001, 100mg A :
p=0.001, MMRM),

B 5 24 @D mTSS D_—ZX 5 4 b OEvE (FEFMEEE) (FAS. MMRM)

*okk 1 p<0.001. 3k : p=0.001

T SD RLAZTE MAET BoB. RERUGSH
= —@m a5t 50 DREFEREZEENR. BEEZZTEHRL T 3MMRM
RN_RFEEOEREE (ITHERE) B OFEES =

4 -
skokok
3.5 —0.27 (—0.43,—0.12)
| ok |
3] —0.25 (—0.40, —0.10)
2.5 | |
74 0.37*t1.42
TSS 1.51
"% 0.13+0.94 0.17+0.91  0.16+0.95
~N 1 A T T
|
2
:7r 0.5 4
> 0 I — —_-_
5
)
Z —0.5 1
1t
= —14
—154  AHI200mes¥ AFI100mghE TEVLITE TSR
: (n=405) (n=404) (n=271) (n=351)
—2 1 (n=471)
Al &k 77: 1))
5| 3247%47.939 36.70+53.065 34.82+55.013 31.60%53.217 A eD
—3d
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B 5 12 KO 24 @ O A M EEEmIE B

(RIKEHIE H . BN S /- HmE H )

B 5 12 B RO 24 BR O 0EFEHBIE H  (FAS)
i AHl 200mg A AFl 100mg A TEY L TR 7T R
(n=475) (n=480) (n=325) (n=475)

ACR20 273 (%) (NRD
IR | #1524 Al | 78.1 77.7 74.5 59.2
ACR50 2% (%) (NRD
Bk | &5 12 47.2 36.5 35.1 19.8
Bk | %5 24 HEF 57.9 52.7 52.3 33.3
ACR70 2% (%) (NRD
Bl | B 12 R 26.1 18.5 14.2 6.7
Bk | %5 24 HEF 36.2 29.6 29.5 14.9
DAS28-CRP=3.2 #E (%) (NRI)
Bl | B 12 R 49, T+ Hi 38.8"* 43.4 23.4
Bk | %5 24 HEF 60.6 53.1 50.5 33.7
DAS28-CRP< 2.6 Ek%E (%) (NRI)
B | B 12 Bk 34.1 23.8 23.7 9.3
Bk | %5 24 HEF 48.4"* 35.2°* 35.7 16.2
HAQ-DI 2 =7 28k [FEELSD (3130 ] (MMRM)
_ . —0.69+0.613" —0.56+0.564" —0.61+0.560 —0.42+0.544
BT | #2512 R (457) (459) (311) (435)
_ . —0.82+0.632 —0.75+0.597 —0.78+0.632 —0.62+0.598
Bl | $e53 24 1805 (418) (423) (283) (376)
SDATI=3.3 #kE (%) (NRI)
B | #2512 B 12.8 9.4 6.8 2.9
B | #5224 HEEF 23.2 17.5 16.9 7.2
CDAI=2.8 ZEE (%) (NRD
B | #2512 12.4 11.0 5.8 2.7
B | #5224 B 21.3 18.5 16.9 8.4
Boolean JEYEX |2 L A E g (%) (NRI)
B | 5 12 e 9.5 6.5 5.2 1.9
B | 5 24 I 18.5 13.8 13.2 4.8
HAQ-DI 2 =2 7{K F=0.22 ZEikE [% (BlF) 1 (NRI)
_ . 78.9 71.5 72.8 57.9
Bl | £ 12 R (362/459) (334/467) (230/316) (268/463)
_ . 76.0 73.4 71.2 59.4
Bl | £ 24 R (349/459) (343/467) (226/316) (275/463)

ek p<0.001 (vs. 7T BN, ZEMEFELIT oM FIAEE)

it p<0.001 (vs. 7X U A~T | FELMWHRE., SEEFEEZITo-HEFOAEE, —3ttikoA)

¥ TJC28=1, SJC28=1, C GMEAH (CRP) =1mg/dL Kk OEBAVEFEAGEME (SGA) =1;0~10cm A 7 —/L
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HARNEMICET D2 EMEFHMIEE (37 7 v — 7 f#kr)
B 512 R RO 24 R O A EREmE H  (FAS ; HARAZE)

i AFl 200mg Bf AF| 100mg Bf TEY L~ TR 7T R
(n=40) (n=41) (n=28) (n=38)
ACR20 =% (%) (NRI)
2512 Ak 71.5 65.9 53.6 36.8
# 5. 24 FARE 71.5 78.0 60.7 47.4
ACR50 e (%) (NRI)
512 ARy 57.5 46.3 32.1 7.9
Be b5 24 FEE 57.5 53.7 39.3 21.1
ACR70 = (%) (NRI)
2512 Ak 35.0 26.8 10.7 2.6
¥ 5. 24 RS 42.5 31.7 14.3 7.9
mTSS k& [FHMESD (%) 1 (MMRM)
| 524 | 0726243 36) | 0.13+0.92 (36) | 0.2000.50 (22) | 0.42+1.39 (25)
DAS28-CRP=3.2 ##=E (%) (NRI)
512 ARy 70.0 56.1 60.7 18.4
5. 24 FA#E 70.0 68.3 57.1 26.3
DAS28-CRP<2.6 k= (%) (NRI)
512 ARy 52.5 39.0 42.9 5.3
#e 5. 24 WS 65.0 51.2 42.9 5.3
HAQ-DI 2 =7 Z4k& [FHE+SD (%01 (MMRM)
. —0.67+0.571 —0.48+0.491 —0.34+0.466 —0.17+0.270
I (39) (40) (27) (34)
by o4 T —0.71+0.620 —0.62+0.522 —0.38+0.484 —0.25+0.406
(36) (35) (22) (25)
SDAI=3.3 #kE (%) (NRI)
512 ARy 25.0 4.9 10.7 2.6
# 5. 24 FARE 22.5 17.1 14.3 2.6
CDAI=28 FE}E (%) (NRID)
512 ARy 22.5 4.9 10.7 2.6
5. 24 FA#E 22.5 14.6 10.7 2.6
Boolean F:HE(Z K B EMEERKER (%) (NRI)
512 ARy 20.0 4.9 14.3 2.6
5. 24 FA#E 30.0 9.8 14.3 2.6
HAQ-DI 2= 7K F=0.22 K E [% (Bl 1 (NRID)
¥ 12 FH 83.3 (30/36) 71.4 (25/35) 56.5 (13/23) 35.3 (12/34)
B 24 K 72.2 (26/36) 74.3 (26/35) 56.5 (13/23) 32.4 (11/34)
[Ze41]

HERES (LM S 8EMH)

HEBSETH (2019 4 6 H 20 H) ETOAEFEFRIE. KA 200mg # T 352/475 il (74.1%) . AHAl

100mg #¥ T 350/480 il (72.9%). 7% U L~ 7HET 239/325 %1 (73.5%). 77 BREET 254/475 15
(563.5%) IZRDBNTZ, 7T BREFHEMELLEOAERLIT, 77 BARAHK 200mg FET 92/190

Bl (48.4%). 77 BHRIAH] 100mg #£T 97/191 1 (50.8%) 2§D LTz,

T EFEG (5%LI ™) 13, KA 200mg LT EIHTAZ A 43 61 (9.1%) . FXGERGED 41 41 (8.6%) .
LS 26 651 (5.5%) . A 100mg #FC_EXGERGEAS 49 61 (10.2%) . EWASEZ DS 48 61 (10.0%) .
ALT #0025 25 B (5.2%) . 7% U L~ 7#E T EMHIAK DS 24 61 (7.4%) . ALT #0725 22 5] (6.8%) .
RGERGEN 21 61 (6.5%) . AST #3078 18 %l (5.5%) . IRESEGEN 17 4] (5.2%). 77 v AREETE
MHEEZ S 25 il (5.8%). 77 & AR/IAA| 200mg #E THREEEGN 10 B (5.3%). 77 BHR/IAHK| 100mg
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FECIRIEIRAL DS 8 il (4.2%) Th o7z,
X7 7 RIAHK] 100mg 7% B <

HERAERFRIL, KA 200mg BT 35 1 (i 4 B, K& XK, BAIE, SVERFR A4, BUmEM:
va v 74 2614 . ARHKI 100mg BT 40 B (g 4 B, R~V =T, —iPERME M ES 2 6], 15
ARE 1), 7 XU LA~ 7RET 22 61 (fizk 3 61%) . 7" 7 BARET 21 il (Ifidk., 5UE XRES 1 61%) .
7' Z R RIAA] 200mg BET 76 (Hidk 1 61%) . 7T B ARIAAK] 100mg # T 8 ] A~ =7 1 %)
2R b=,

P IRICE > = HEHRELRIT, AK 200mg BT 26 61 (g 341, ALT B0 1 #1%%) . A%l 100mg #f
T 150 (g 4 ], BB 1015 . 77X U A~ 7HC 1861 (iZe. ALT #9401, RA. AST Hohn4
2% . T AREET 15 4] (ide. RA 4% 2 5], ALT 840, AST #4145 1 #1%8) . 7°F & R/AHK| 200mg
BET 6B (HRIEIE 2 5], Bk 1 61%) . 7T B R/IAHK] 100mg #ET 2 1 (B AT DNA HIE B 1
F4E) ISR BTz,

N ES T2 AEFRIL. AAI 200mg #C 3 il (ZRKIBMEMARICHIE T HIIMEMNE Y =2 v 7 . BUE
Mg s, RERS 16, AF 100mg BT 16 (D), 74U LA~ 7FET 14 (BUiLE)
TIRRHETLH (TEXT VNI TT T UBRIIKT D7 LVX =), 77 B RIAA| 200mg B
T 14 (GFEEEIRMARAE) . 77 & AR/AA] 100mg #C 161 OKIE) 178D b, sBRIGHE T4 T,
T RARBETHELY L (BUEEY 3 v 7)) IR LT,

(MedDRA Ver.22.0)

@bDMARD THER+HRIEATHELEE ) DI FEEEXNR E L-EEERFENHEGER
[GS-US-417-0302 (FINCH2)] 11~12)
19 bDMARD THIRAA53 ITAMHE 72 HEEEE D> b B OJR B RA BB 23151,
csDMARD ffF T2 5 AH 24 @& G O L el matd 5.,
HKER T WA | ShEk Ik, EEA, EER., 7T AR, WATEER R x
A bDMARD TRhRAA43 IIANME 72 R FE) b HE OTHBIE RA B 448 1] (9
HHAAN 40 f1)
« ACR/EULAR @ 2010 4= RA /pJEREEYET RA L2l s/ 18 sl b (BARNIZ
20w LA L) B USRI AR Aotk
o . c 27— TR O — 25 A HIC, SJC66 78 6 UL RN TJC68 78 6 DL I
Efotl%yi'%@ — N > oy YA == 3 NESS N N
c A7 Y ==V TREOKRRA (FPOllE) . MmiE CRP 2% 4mg/L ULk
+csDMARD (MTX, & Ry rouafxy ANVT7r7HI300IL7/ I R)
1 H1 0% 2 Fl & — €D H & TG 2k
*F4G: 2 A 200mg B, 100mg BEXIT 7 T B ARREC 1:1: 1 DR TEESIZEY
fFi7.1 B 118 24 B OEE Lz, WTFoE 58S —EDOH & T, csDMARD
B 1E ZOFREE Lz, 5 14 I SIC KON TIC N_— AT A UEE & g L CTuve
b 20%LL REE Ue o T BE ITEREO B 52 F 1k L, RA OFEHERE A5
HZbrl LTz,
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RBRT A

}(EI) 1|2 1|4 2|4 (B)
bDMARD TR i L i
—p N K-}:ﬁm&ﬂﬁf}ﬁt [ %ﬂ;ﬂ%%w (*ﬁJloomZ'sﬁ;Jél(}l%nffDMARD) 153 _
HERITIE s | | g > I fcime e
IS5RE P (FINCH4)
(75t +csDMARD) 1484 '
1 5
SICRUTICHR—Z 51 UL LB ABREORSERILELCBER, H
s | BRERIING S —
HORREME B ICHRE I N RRRUFHE SRR L 7
[ EZEHmEE ]
¥ 5 12 B> ACR20 =R
[ &M E ]
A - 24 AR E T ACR20 th#3, ACR50 te# %, ACR70 S %, DAS28-CRP
S =3.2 #EkE, DAS28-CRP<2.6 ¥, HAQ-DI 227 &{t&, HAQ-DI A=
B TIE T =0.22 R %
EmEn7-HhE E ]
e 5 24 #KFE T SDAI=3.3 EtR., CDAI=2.8 #E*. Boolean E¥EIZ L 5
TREMHMEER | AEFS %
< BMEDRRMTIX FAS, LM OfAT X2 VR P S A ] CFEME L7,
- FEEHIE B KOV RO ER2RIREHEE H 13, JAPAN-SAP (ZHDW MR
EAEFEMmL, ZEEZHE L, MEHFIaEZE (WA EAKAE 0.05) 258D 5
NGO R, RO B ORGRE & Bth U, IR AR SR o Tz
e, ERXRZRREZ R I LT, FERBERGHEEE 135 24 B £ TREF
ALZ R L 72,
A5 R SR
FRF A
1 ACR20 3R B 12 1 200mg 7'F R R
2 ACR20 3R B 12 1 100mg 7T R R
3 DAS28-CRP=3.2 &l BIK 1238 200mg 7'Z R
4 HAQ-DI {2 BIK 1238 200mg 7'Z R
FRAT S 5 DAS28-CRP= 3.2 jEhk % BIIR 12 38 100mg 7’5 AR
6 HAQ-DI £{b& BIK 1238 100mg 7'Z R

K1 EERIERE

< TEAEBIC L DA MEREEE E Cix, S5REROVERIA - [Hik, bDMARD #i
B (3 FIKNE. 3#/ILLE), 227 U —=1 7o RF K U%i CCP Hifkn A 4]
FEREL L0 VAT 4 v Z7EIRET AEHWT, p MEOIERITEL Gl
FHIE) 12H5< 95%CL #7R L7z, KilT—ZIENRI & LTHY o7,

CEET — 2 X DEIMERHMEE R T, N—R T A ME, BRINF. BERE, Sk
Bl O 51 & RBE DR AAEH & B EF. BE 2L &2 R L3525 MMRM % H
W, R T A NSO LREICEET B 2O RN Fe RO 95%CT &R
L7-, XKF —% X MMRM % HWCALFR L 7=,

« BARNERIZEB T DHEINECHDONTH T Z N — Tl % 5 L=,

ARNPLEY— FOENTERRINTWIEHEH ) v~FIcRBT 2HELOHEZ, Y. 1 EEBEfOREGRE
AR PLFF—
1B ORE 5L LT 16mg #BARNWE 91275, Thd,

&L Tomg &9%, ok, BEOHHR, MR, BRMER ORISR CCEEHRY 2725,
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(SD)

ZARVERRNTRISEER)
AR HARNEER
AH E2¥00mg AH E1¥00mg SRR ARH E2¥00mg AH E1¥00mg -
(n= _ (n=148) - - (n=13)
n=147) (n=153) (n=12) (n=15)
E RO M
iy, 56 55 56 52 58 60
%ﬁﬁﬁ% D], (12.5) (12.0) (12.1) (16.6) (10.5) (10.3)
e o 112 117 106 10 10 9
<657% n (%) (76.2) (76.5) (71.6) (83.3) (66.7) (69.2)
o 120 119 121 10 11 12
it (%) (81.6) (77.8) (81.8) (83.3) (73.3) (92.3)
REDFE 81.1 81.0 78.0 57.7 64.5 55.2
(SD) , kg (21.98) (22.50) (21.19) (20.32) (18.66) (8.24)
BMI & F-¥)fE 30.5 30.3 29.8 23.0 25.1 23.2
(SD) , kg/m? (7.89) (7.66) (7.25) (7.55) (6.16) (3.24)
RA ffR iR o 12.6 12.0 12.6 13.1 7.6 10.5
E¥E (SD) |, 4 (9.48) (7.74) (10.30) (10.79) (4.06) (7.86)
s o 104 107 92 9 9 6
RF Byt n (%) (70.7) (69.9) (62.2) (75.0) (60.0) (46.2)
1 CCP Hitk 99 113 105 11 12 11
Bt n (%) (67.3) (73.9) (70.9) (91.7) (80.0) (84.6)
BOoaLvsFaxsr
e 68 68 71 7 7 9
I‘lj f%g{ﬁ I, (46.3) (44.4) (48.0) (58.3) (46.7) (69.2)
BOooLvsFaxsr
. 6.4 6.3 6.2 4.3 49 4.4
oA NHBOTY
{# (SD) . mg/Ml (2.70) (2.58) (2.69) (1.97) (1.97) (2.00)
3AKILL D
" 37 34 34 2 4
%Dé\dARQ{é%@ (25.2) (22.2) (23.0) (16.7) (26.7) 0
,n (%)
TNF FHEANAR 121 134 124 11 15 9
HY,n (%) (82.3) (87.6) (83.8) (91.7) (100.0) (69.2)
TNF BRLEHILIA D
. 73 62 75 8 5 7
%Dé\dARQ{”%@ (49.7) (40.5) (50.7) (66.7) (33.3) (53.8)
,n (%)
MTX PR =R, 124 127 116 10 13 13
n (%) (84.4) (83.0) (78.4) (83.3) (86.7) (100.0)
MTX F&EOFHHE 15.5 16.2 15.5 9.2 8.8 10.5
(SD) , mg/# (5.12) (5.58) (5.02) (1.93) (2.52) (4.33)
DAS28-CRP » 5.9 5.9 5.9 5.3 5.5 5.7
E¥IE (SD) (1.03) (0.98) (0.86) (0.95) (1.24) (1.01)
SDAI OF¥fE 43.4 42.6 43.0 33.3 36.2 41.9
(SD) (14.64) (14.16) (12.33) (12.27) (16.55) (14.06)
CDAI » il 41.7 40.4 41.4 31.6 34.3 40.0
(SD) (14.23) (13.23) (12.00) (12.11) (15.42) (12.70)
HAQ-DI O F¥fiE 1.70 1.64 1.65 1.34 1.01 1.25
(SD) (0.656) (0.683) (0.633) (0.642) (0.682) (0.837)
SJC66 D 18 17 17 11 15 15
(SD) (12.5) (12.4) (9.7) (5.4) (12.1) (8.1)
TJC68 DI 28 26 27 18 22 29
(SD) (16.1) (15.4) (15.5) (10.5) (16.1) (18.8)
= CRP
. 17.21 21.49 16.42 17.35 18.63 18.67
(mg/L) O£l (18.275) (28.206) (18.321) (13.117) (25.629) (33.030)

A MRV — FOENTERINTWAEE Y v~FIZRBIF 5 HIELOHET., iy, 1 AEMBEfORS &
ABRRLXYH—HRELT6mg &5, 7ok, BEOE, IR, B2RMR OBUSEEITS U CliEHERT 5 23,
1 AR ORE 5L LT 16mg A2 RNWLE 91275, Thd,
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[H7ht]

B 512 E O ACR20 iR (EERHMBER)

Beh5 12 HEEC, ACR20 %k L7-HBEES (ACR20 th#3) 1%, AAl 200mg T 66.0%. AH
100mg #C 57.5%., 77 AREET31.1% CTh-7c, EHEFHMIEE THHAK 2 HEREE 7T 2 REED
FEERIZ BT, AA 2 AR CY 7 BRI AFRFRMICAEREICE N Z EBRGEE N (TFRvd p
<0.001, BV AT 4 v ZEFETIV),

B5 1280 ACR20 tiESR (HEFMEIEH) (FAS. NRI)

*okk p<0.001
BERRUBARTERERY L1
BHE (95%C) OYZ7 1 v ZEREF L
(%) BB OEELE
100 -
okk
34.9% (23.5,46.3)
80
skokok
26.4% (15.0,37.9)
60 | ]
ACR20
a 57.5%
= (49.4,65.7)
¥ 40-
31.1%
20 - (23.3,38.9)
88/153 46/148
0
FH|200mgEt FH100mge# TS5 REE
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B 5 12 KO 24 @ O A M EEEmIE B

(RIKEHIE H . BN S /- HmE H )

B 5 12 8 R O 24 IBRF O A MERHBTEE  (FAS)
s AHl 200mg A AFAl 100mg A 7T ARt

(n=147) (n=153) (n=148)

ACR20 273 (%) (NRD

Al | B o4 R | 69.4 | 54.9 34.5

ACR50 2% (%) (NRD

Bk | &5 12 42.9 32.0 14.9

Bk | %5 24 HEF 45.6 35.3 18.9

ACR70 2% (%) (NRD

Bl | B 12 R 21.8 14.4 6.8

B | B 24 K 32.0 20.3 8.1

DAS28-CRP=3.2 &%= (%) (NRI)

Bk | &5 12 40.8"* 37.3"™* 15.5

Bk | %5 24 HEF 48.3 37.9 20.9

DAS28-CRP< 2.6 Ek%E (%) (NRI)

B | B 12 Bk 22.4 25.5 8.1

B | Beh 24 K 30.6 26.1 12.2

HAQ-DI 2 =72k [FEEESD (B30 ] (MMRM)

_ . —0.55+0.590™ —0.48+0.602"* —0.23+0.547

Bl | $el 12 805 (137) (140) (129)

_ . —0.75+0.620 —0.60+0.660 —0.42+0.600

Bl | $e53 24 1805 (123) (113) (92)

SDAI=3.3 #k¥%E (%) (NRI)

B | #2512 B 12.2 9.2 5.4

B | #5224 HEEF 16.3 17.0 4.7

CDAI=2.8 ZEE (%) (NRD

B | #2512 12.2 11.1 5.4

B | #5224 B 19.0 15.7 6.1

Boolean F:HE(Z & B EMEERKER (%) (NRI)

B | #2512 9.5 6.5 2.7

B | #5224 HEEF 10.9 10.5 4.1

HAQ-DI 2 =2 7{X F=0.22 ZEikE [% (BlF) 1 (NRI)

_ . 66.7 66.2 44.4

Bl | £ 12 R (96/144) (98/148) (64/144)

_ . 68.8 54.1 35.4

Bl | £ 24 R (99/144) (80/148) (51/144)

ek p<0.001 (vs. 7T BN, ZEMEFELIT oM FIAEE)
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HANEMIZ 1) D G2 H (7 7 — T fi#hT)

B 5 12 R KO 24 @ O A4 M E R E B

(FAS ; HANEMN)

. AFAl 200mg £ AF 100mg 7T b AR
Belime (n=12) (n=15) (n=13)

ACR20 &% (%) (NRD

B 5 12 R 83.3 53.3 30.8

5. 24 WK 91.7 60.0 15.4
ACRAK0 &% (%) (NRD

B 5 12 R 33.3 20.0 0

5. 24 WK 58.3 26.7 0
ACR70 &% (%) (NRD

B 5 12 R 16.7 6.7 0

5 24 FHKE 25.0 26.7 0
DAS28-CRP=3.2 % (%) (NRI

B 5 12 R 66.7 46.7 0

5. 24 WK 75.0 46.7 0
DAS28-CRP<2.6 #k#% (%) (NRI)

B 5 12 R 41.7 26.7 0

¥ 5. 24 WK 50.0 26.7 0
HAQ-DI 2 =7 Z{k& [F¥ELSD (F%0 ] (MMRM)

B 5 12 R —0.57+0.490 (12) —0.28+0.529 (15) 0.07+0.326 (12)

¥ 5. 24 WK —0.71+0.531 (12) —0.49+0.679 (12) —0.06+0.564 (4)
SDAI=3.3 #hk=* (%) (NRID

B 5 12 R 16.7 6.7 0

5 24 FHKE 25.0 20.0 0
CDAI=2.8 #h% (%) (NRD

B 5 12 R 16.7 6.7 0

¥ 5. 24 WK 25.0 13.3 0
Boolean FE#EIZ X 2 BfiFEERCE (%)  (NRI)

B 5 12 R 16.7 6.7 0

5. 24 WK 8.3 13.3 0
HAQ-DI A 2 7K F=0.22 #iE [% (B1%) ] (NRD

B 5 12 R 81.8 (9/11) 53.8 (7/13) 18.2 (2/11)

5. 24 WK 81.8 (9/11) 46.2 (6/13) 9.1 (1/11)
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[Zz4x4E])

HERES (LM S 8EM)

5 24 BEF £ TOHEEFELIL, AHK| 200mg BT 102/147 B (69.4%) . AHK| 100mg # T 97/153 i
(63.4%). 77 BAREET 100/148 5l (67.6%) T D BT,

FRAEEEG 5%LE) 1T, KKl 200mg #E T EIHEAZR A 15 61 (10.2%) . &E X2, 8 L O EXGE
JERYEE 8 B (5.4%) . AFHI 100mg #ECHEEE., EMHEAR & O ESGERYEAE 9 61 (5.9%) . L)y 8
Bl (5.2%). 77 BARBETHEE Y v~F 0N 96l (6.1%). [EX% 8%l (5.4%) TH-oT=,

FERAERFRIT, AF200mg BT 6 H (Bik, WERadk, WKk, MEZ, T, &G, g7 v
RF— A, MiKEE, BrEgdr, Fe i, [\EsrED 0 1 61)) . A 100mg BT 841 (1 EiiE5, &
i, [EXK, 2o, HEER, EEEEEPAE, OfEm, &R, AEERES 16, 77k
AEETHH (FESK 26, ik, Mok, PROLREE, (K- Y o AffE, BEHEEST, o, RA, < B
THifL, EEMERAESOSEGER, EHA 1 6) ISR b,

B I 5 7 HEE R, A 200mg BEC 5 01 (LF 7 AN YRR 7 7 ¥ —PRE, KELk.
HAETMEAE . Lo < 0. IR, ERS 16) . AA 100mg BEC 6 6 (R%. 5 .
BIEIS, 1ZTO . ODREIL, Bk, MERE 1H). 77 EAREEC3 6 (RA2 B, U o SEREGHD
1) (2@ b,

BB, TR N T,

(MedDRA Ver.21.0)
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OMTX THRAFLEE U I FREENR L L ERAFH AR
[GS-US-417-0303 (FINCH3)] 13-19

— RGBS D RAE DS E E D DS, AGERFEHEE R D72 DI T D,

H Y

MTX FIAHEDOHPEE DD BHEOIFEIME RA BFE 255810, AAIEMKE Y MTX ff
M TR 5 AHA 52 W x5 DA & Z eV A2 BRI 5,

RRT A

Sltiax L, HEAER L, “EEB, 7T AR OGEE I, MATRERH AR

RIES

MTX ARJRHED 5T ) & B OFEEIME RA B35 1,249 61 (5 HHAN 71 )

TP

+ ACR/EULAR ® 2010 4F RA /32EREYET RA L2l iv, ACR BrE0%E 1 ~1
WY T D 18 kLA Lo B i3 4tk

c APV == U TR ONN— 25 A U, SJC66 73 6 LA 7> TJC68 73 6 VL I

c 27 Y —= U TERCO~Q DT A—Z D 1 2L Ly [(OF, FEXIZED
X BT 1 2L EOBFH UG A O, @RF I CCP HuiEn e (ke
HIEIZES L), OfiE CRP 2% 4mg/L UL (FflEic i£-5<) ]

CEEITZT e MTX #5725 18] 26mg LLFC 3 EILLT, 22 OfRi&&E 5 RN—RF
A DL 7R LY 28 BHRENIITO, IBRELEMICE Y MTX #5123 5
EH ST

AR 1%

%15 % AF) 200mg+MTX B, 100mg+MTX #. AK| 200mg HMAE X3 MTX ¥
BT 2101 2 DR TEMEAIZE Y 1), 52AMEKE L7z (KIS HEE
1 H 1EREO#KE, MTX 13Kk 20mg % 1 [ERO#eS), #4524 BEFC SIC &
NTIC BR—RAT A UREEHEE L TOT IS 20% LA ik Liei - 72 BE LIRS
oG 2HIE L, RADERERREZZTHZ L L,

RBRT YA

1(8) 24 52(E)

N FAN100mg +MTXEE '
MTX TR mOEARI (FH100mg 1H1E+MTX SE1E) 2075 EFFELRZE I
BOMRABRE - 5. 1-1:0 T ! SR SR
1,249%1 ‘ AF200mgEEInE > (FINCH4)
(A#1200mg  LELE]) 2106 .
1

MTXBHEE (MTX 3E1[E) 4166 :

. .
SICRUTICHR—Z 51 R L8 ERREORSERIELIBEIE.
LTWIFNL0%U EHELBH > T2 SRRHEEEOYERIC L DRAD
BEISERRORSERIE RERRERF B LI

SCABRSENEHEIE IO RE I N ORBE R USHE IR L 7C

A
A H

[ EZRHmE H ]
5 24 KO ACR20 B, #4524 #KF D mTSS 21t &

[ &M E ]
¥ 5. 24 FH £ T ACR20 #R, ACR50 thi#3%, ACR70 tii#%  DAS28-CRP
<2.6 #Ep¥, DAS28-CRP=3.2 %, HAQ-DI 2 =7 £{k&E, HAQ-DI 2=
TILF =0.22 #ER R %

| CEN Y gt 2 EUED |
e 5. 24 £ T SDAI=3.3 =R, CDAI=2.8 =3, Boolean LI L %
BEERCE %

kRl H

AEREG %

V.
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c ETCOEFENPERE 24 BRFO KL Z5E T XTI 2 B PIE L2k, dlsi
T b 24 BEFOFEOFER L ORERE TH (201945 H 8 H) £ Ttk
BT 2 VE DS B A 4 U T, A RMEDIRNT I T R OIEMT 6t 4EH] (FAS) ., %
MO FRATI XL VR R H] CTHEM L7,

« FEFHEEE KOV FRO ERBIRGHEE H 13, JAPAN-SAP (253 7= B 8O
EaFEN L, ZEMEAZREE L, HEEra B (WA EKYE 0.05) 358D 5
N BT DI, IROTE B DGR E ZBldh LTz, IREGRAFER SN2 o 72
e, EXRBRELE Ik LTz, F2RIREHMEIE B 135 24 I E TREF
AL FFAm L 7=,

FEfE HEE A et
1 | ACR20 i B3 2438 | 200mg+MTX | MTX Hifir“1
2 | ACR20 thi# 3% B3 2438 | 100mg+MTX | MTX Hifi“1
3 | mTSSZf{k& S 24 | 200mg+MTX | MTX i
4 | mTSS&{kE F2E 2438 | 100mg+MTX | MTX Hjl*1
5 |HAQ-DIZ{t&E Bl 243H | 200mg+MTX | MTX Hijfr 1
6 | DAS28-CRP< 2.6 k=R BITK 2438 | 200mg+MTX | MTX Hjp
7 | HAQ-DI Z{t#& Bl 243H | 100mg+MTX | MTX Hijf 1
8 | DAS28-CRP< 2.6 k=R BIK 2438 | 100mg+MTX | MTX Hj
2 9 | ACR20 th# s LIl 248 | 200mg HAh | MTX Hiph™
10 | HAQ-DI v & R 24 18 200mg Hil | MTX Hiji*t
11 | DAS28-CRP< 2.6 &k ¥E BIK 24 38 200mg HAl | MTX Hjl*
12 | mTSS 2k & Bl 2478 | 200mg A | MTX Hipi1

M1 B E

< CAEEBIC X ANERHMIE B TIE, BB OVERIA 7 Mk, A7 U —=1
gD RF EPt CCP HifkoF ) ZHEEL Li-u VAT 4 v 7 BlRET )V
ZRAWT, p EEROERITEL GoferEmTE) (23£5< 95%CI #/R Uiz, KElT
—X1INRI & LTHY o7,

LT — X KD EERHMIE E T, N—A T A E, ERIAT. B5REE K
B J O -1 & ORBE DA AAER % [EE R, BEHE L EE&EHR LT 5 MMRM % H
W, R=2 T A b OYEEACEICEET D O F/N FEE R O 95%CL E o
L7-, K7 —% X MMRM % HWCALFR L 7=,

« BARANEMIZEBIT 2/ ONWTH 7 7 —T b & £ L 7.,

c R—=A T A VEHI PR AR 2495 RA BE 2 BT 5680 (&5 24
KED mTSS DN—RA T A Vb O E, 5 12 R, 5 24 #KF O DAS28-
CRP<2.6 #alE, &5 12 kK, 5 24 HFFO HAQ-DI 227 OD_R—2F A
VB DOEALE) ITOWTERRYT 77— Tl & F e L=,

X2 R—2 T VI D~DDETHOREEICLY LEE (OB VO ADFE (BUbARaT >0),
@MEHEBY (RF XU3#HT CCP Hifk2spptt) . @mEEE CRP &l (=4mg/L), @K B
(DAS28-CRP>5.1)1,

AFNOARETRITE, [BEFARIR CHRA 0B ) v~ F (BEFOMERIREGEON L2 &t) |, THEE
7> B BIEOIEVERIGR DIaH M OHERHRTE (BEARIR CTORA T2 5 8ICRS) ] Th D,

KA DONHE TR RN B 2L, B Y v ~F : THEOEBFEICB VT, A M ML —haigtn e
207l 1 oY v~ FEREIZLDERIBEEZIToTH, FEERIDERT 20 60 RERB % 551
P55 &), EEERIGR : BREOIRFITRBWT, 7 &b 1 FIOBEFIRIRE (AT aA 8, bl
%) 1T X DWURIEREIT->Ch, REBICERT2H LR BERERSELHAICERS T2 L) TAAIX
AW B TERNRAR A2 USRS E KGR BE 2 x5 & L BREARBRICBW T, FEHMEEE TH
L5 10 BB EME AR LT B OEIG T, FIEREELE DEBENRTZD LI TWRNT &b, 117.5
RAGRE | OEONEZ R L7z EC, MicBREEZERIRTIZ L, [17.1488]) ThD,

A RLFY—FOENTERINTWDEE Y U~ TFickil 2 MER ORI, NEF, 1EMBECORS &
ZABPRLEY—FELT 6mg LT5, 2B, BEOFH, R, AAMER OSUSFIZIE U ClEEERT %
2, 1R oOREGEL L TIemg ZBIRVWEIICT 5,] THD,
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[BFHER]
B m (Rt G 4MH)
REER HARANEM
AF 200mg | A<#I 100mg | AF| 200m, oot | ANA 200mg | AF| 100mg | Al 200m et
UMTXEE | MR | AR TR p | e [T L
(0=416) | (=207 | (n=210) | ®"19 | (=93 | n=11) | m=12) | 7P
EHR O [FEYE 53 54 52 53 51 60 55 55
Wz (SD)] , W& (13.8) (12.6) (13.9) (13.7) (13.2) (8.2) (13.1) (11.8)
<6585 n (%) 329 168 170 329 20 7 8 19
’ (79.1) (81.2) (81.0) (79.1) (87.0) (63.6) (66.7) (76.0)
o 325 158 166 312 15 5 7 13
Kt n (%) (78.1) (76.3) (79.0) (75.0) (65.2) (45.5) (58.3) (52.0)
ST OO S 73.7 73.9 72.5 74.8 56.1 62.7 58.9 62.5
(SD) , kg (19.24) (18.71) (19.02) (19.65) (10.19) (9.25) (9.66) (13.30)
BMI 0 -2 27.6 27.8 27.5 27.9 22.2 23.6 22.5 23.1
(SD) , kg/m? (6.35) (6.25) (6.49) (6.54) (3.71) (2.97) (3.46) (3.33)
RA IR B O 1.9 2.3 2.6 2.3 0.7 1.7 0.7 0.4
SEH)E (SD) , A (3.57) (4.71) (6.26) (5.52) (2.27) (4.80) (1.08) (0.91)
R o 282 141 137 288 15 8 8 16
REBHES n (0) | g79) | (e8.0) 652 | (692 652 | (127 667 | (640
1 CCP Hifk 287 143 133 292 17 8 8 18
R, n (%) (69.0) (69.1) (63.3) (70.2) (73.9) (72.7) (66.7) (72.0)
ﬁu:\.}bf?x? 143 88 89 174 4 2 8
;1?;£;ﬁ¢ﬁﬁﬁﬁ’ (34.4) (42.5) (42.4) (41.8) (17.4) 0 (16.7) (32.0)
BoalrvFazxs
oA PR <26564> <27é26> <26§64> <26553> <35i80> 0 <13%87> <25é319>
il (SD) , mg/H ) ) ) ) ) ) )
DMARD &% 319 159 164 322 16 10 9 21
2L,n (%) (76.7) (76.8) (78.1) (77.4) (69.6) (90.9) (75.0) (84.0)
MTX L4 o
¢sDMARD (2 & % 73 38 35 76 5 1 2 3
RREH Y, (17.5) (18.4) (16.7) (18.3) (21.7) (9.1) (16.7) (12.0)
n (%)
MTX JGREDH Y, 29 14 15 24 2 0 2 1
n (%) (7.0) (6.8) (7.1) (5.8 (8.7) (16.7) (4.0)
mTSS O )il 11.35 13.31 16.53 13.72 4.57 9.32 4.04 6.72
(SD) (19.922) (26.980) (32.372) (29.168) (6.605) (13.350) (5.483) (8.435)
DAS28-CRP » 5.7 5.7 5.8 5.7 5.6 5.3 5.6 5.8
EEJE (SD) (0.99) (1.04) (0.94) (1.00) (1.10) (1.32) (1.10) (1.17)
SDAI O )i 41.3 41.0 41.8 41.9 40.4 38.3 37.0 42.0
(SD) (13.41) (13.53) (13.09) (13.39) (15.46) (17.19) (15.42) (15.25)
CDAI o - 39.5 39.2 40.0 40.2 37.4 36.0 32.4 39.3
(SD) (12.77) (12.69) (12.63) (12.50) (15.11) (15.98) (11.94) (13.59)
HAQ-DI » F#%)fE 1.52 1.56 1.56 1.60 1.34 1.11 1.50 1.37
(SD) (0.622) (0.654) (0.655) (0.625) (0.802) (0.765) (0.780) (0.760)
SJC66 DIl 16 16 16 16 16 17 16 18
(SD) (9.8) (9.3) (9.7) (9.4) (11.7) (8.5) (12.7) (11.8)
TJC68 D F-Hfi 26 25 26 26 22 19 19 23
(SD) (14.5) (13.9) (13.7) (13.8) (14.6) (11.3) (12.7) (12.0)
CRP= 4mglL., 285 137 150 277 19 7 11 20
n (%) (68.5) (66.2) (71.4) (66.6) (82.6) (63.6) (91.7) (80.0)
AFNONEEXITNET, [BEFRE CORA o728 ) v~ (BfioErHBEoOR L2 Ete) ), [HEE
M B BEIEOTEBIERIGR OIRE R O%ERERE BEFIRE COIRAR D RLEIZRD) | Th D,
ARFNONRE IR BE T 21 EEIL, B Y v~F : IRBEOBREICBNT, A MM LFY—hEIUHET
207 L 1 HOHY U~ FHEEIZL LW RIEEEZIT-oTH, FEERITERT 28 o RERNEDL LA
BHET DT &), EBEERER  MBEOREEIZENT, D7 &b 1 FIOBFRERE (AT aA R, S
FI%E) IZ L 2EREEEIT- T, FERIGERT 20 60 RERERPELIEAICE G T2 L, ) TRAIX
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BRI CRIRAR A0 I AT ZeIB B R B E xR & LT BfE ARBR I\ ¢, FEREIEE Th
L5 10 B SR 2 HER LT HBRE OIS T, IR DEEENRD LN TWARNZ L6, [17.5
R DEONEZ B E L= EC, @IcBEZEIRTHZ L, [17.1.4 58] TH5D,

[FH7hiE]

B 524 HE O ACR20 3R (EEAHMBER)

5. 24 @I, ACR20 % ERL L7-ABEEE (ACR20 i#R) 1%, &Kl 200mg+MTX £ T 81.0%.
AH| 100mg +MTX # T 80.2%. AHA| 200mg BIMEET 78.1%., MTX HMEET 71.4% CTh o7z, EEH
PR H CTh HAK 2 HE+MTX #E & MTX BB O REIZ IV T AH) 2 HE+MTX BT MTX B
BRI AN EIICA BISE W Z & A RGEES 72 (200mg +MTX #f : p<0.001, 100mg+MTX A :
p=0.017, BV RAT 4 v Z7EIFET L),

5 24 B0 ACR20 iR (FEFMEIEH) (FAS. NRI)

K [ p<0.001. >k : p=0.017
REBFRUVBEHNEFZHEBL LAY T vy

BERE (95%CI) ggé;%g%iw
(%) sookok
100 — 9.6% (3.6,15.6)
! |
8.8% (1.5,16.1)
| |
80 -
(0]
G2 78.1%
(74.5, 85.9)
(72.3,83.9) 71.4%
%0 (66.9, 75.9)
ACR20
G
£
= 404
20 1
0 166/207 164/210 297/416
FFI200mg-+MTX B AHI100mg+MTXEE AH200mg B IhEE MTXE B

AHNORREUTRRIL, [REAAGHR CORA 2B ) v~F (& OMERBREON L2 &) |, THEE
7> B BIEOIEBVERIGR DIaH M OHERHRTE (AR CTORA T2 58I RD) ] Th D,

AFI OB TR EET 2 EEIE, B v~F  DREOIBFEICBNT, A b FLFHF— 1230 eT
L7 L 1O U~ FHEIZ L DU RIBREIT > Th, REBICERT 2H L0 RERDSELHAEIC
BeHT 25 &), BEERIBE  TREDIREIZBWT, 7 &b 1 AIOBEFEEERE (AT oA B, S
%) 1T X DWURIEREIT->Ch, REBICERT2H LR BERERSEIHAICES T2 L) AKX
AW BN TR A5y AT AT e KIS B & x4 & LTS ARBRIC BV ¢, FEFHMEEER Th
585 10 RN E IR 2 ENR L T-BRE OBIE T, 778 R L OFEBENRD bR T\ AWz Enh, 175
R | OEONEZ R L7z EC, MicBREEZRIRTIZ L, [17.1488]) ThD,
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$5- 24 BEO mTSS BB (EHEIHHEH)

Beh- 24 HIEIZ, mTSS ODR—RA T A UMb O bR CE¥ME) X, A% 200mg +MTX #T 0.21, A&
#1 100mg +MTX #£ T 0.22. A#| 200mg HIMEET—0.04, MTX HIMFET 0.51 Tho7-, FEI{HIE
H TH HA4] 200mg +MTX #f & MTX BREED LB BV T, RIS H B2 2213380 b v/
Motz (p=0.068, MMRM) = &5, MEREHIFENT A IR S 7=,

5 24 @O mTSS D_X—ZX 5 4 b OEbE (FEFMEHEE) (FAS. MMRM)

FEELESD N—R 71 VE. BREF. 58, RKRERVKREELC
BRN_EFIEORME (ITHERE) KROREEREZEENR. BELXZTENRL T E5MMRM
ZEM DA ERIE
p=0.068
—0.29 (—0.61,0.02)
4.00 -
3.50 -
3.00 -
2.50
mrss 200 ]
% 1.50 -
L 100 ] 0.5142.89
7 050 0.2141.68 0.22#1.53 —0.04+1.71
5 0.00 — T | I — -_
[5)
® —050 4
2 050
£ —1.00 -
) 8
—1.50 -
—2.00 -
250 1 A#00mg+MTXEBE AFIL00mg+MTXEE  AFI200mgasizs MTXE B
3004 (n=355) (n=184) (h=173) (n=356)

R=ZZ1 VD
F35fE+SD

13.72£29.168

(n=204) (n=204)
11.35%19.922 13.31£26.980 16.53+32.372

AFNOBRENTRNL, [BEFGHR CORA 2B ) v~F (BEOMEMEEGO L&) |, THEE
7> B BIEOIEBVERIGR DIaH M OHERHRTE (AR CORA T2 58I RD) ] Th D,

KA DN TR R 2 EE L, B Y v~F  THEOHRBICEBNT, A P FLF Y=L E2EI L ET
L7 b 1 FIOFY U~ FIEIZ L WY RIERET> T, KBITERT 2 50k S 5
P55 &), BEERER : MBEORBIZEBN T, 272 &b 1 HIOBEFREEE (AT aA K, Sape i
FI%) 12 X DU RIR AT > Th, KARICERNT AW L0 RBERERSELIHAICEETE L, TABNZ
W RFN CTRHRA T I RTR RIEEER G R BE 2 xR & U s ARBRICB VT, EEFMEE T
HEEE 10 BRI EfE A R LT R DEIE T, IR L OBEBENRD LN TN LNt 1175
R | OEONEZ B L7z EC, MiSBREZRIRTIZ L, [17.1488]) ThD,
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B 5 12 KO 24 @ O A M EEEmIE B

(RIKEHIE H . BN S /- HmE H )

B 5 12 B RO 24 BR O 0EFEHBIE H  (FAS)
A 200mg A 100mg A 200mg R
B RE +MTX Ff +MTX Ff B M(rfl X:ngfi
(n=416) (n=207) (n=210)

ACR20 &3#3# (%) (NRI)
Rl | 5 12 #E | 76.7 72.0 71.4 59.4
ACR50 e#% (%) (NRI)
Bk | #5512 HEE 53.1 44.4 45.7 28.4
B | Bt5 24 I 61.5 57.0 58.1 45.7
ACR70 &3#3# (%) (NRI)
Bk | #5512 HEE 32.9 27.1 29.0 13.2
B | Bt5 24 I 43.8 40.1 40.0 26.0
DAS28-CRP=3.2 E{¥% (%) (NRI)
Bk | #5512 HEE 55.8 50.2 48.1 28.6
B | BEh- 24 I 68.8 62.8 60.0 46.2
DAS28-CRP<2.6 ##% (%) (NRI
Bk | #5512 HEE 39.7 31.9 29.5 17.1
Bk | #5524 HEE 54.1 42.5 42.4 29.1
HAQ-DI 2 =27 Zk& [F¥ELSD (F%0 ] (MMRM)
. . —0.85+0.698 —0.77+0.670 —0.76+0.625 —0.61+0.582
AlY | #5128 (389) (197) (193) (389)
. . —0.94+0.722 —0.90+0.675 —0.89+0.631 —0.79+0.634
Al | 85 24 B (372) (190) (185) (370)
SDAI=3.3 #i#% (%) (NRD
BN &5 12 R 18.0 15.5 13.3 7.7
B | B5 24 B 28.6 28.0 22.9 12.0
CDAI=2.8 &% (%) (NRI)
BN &5 12 R 17.8 15.0 14.8 7.0
B | BS 24 B 26.2 27.1 21.4 13.0
Boolean #:H#EiZ K B EMERE (%) (NRI)
BN &5 12 R 15.4 11.1 11.4 5.8
B | B5 24 B 22.8 21.3 18.1 11.3
HAQ-DI A 2 7L F=0.22 #iE [% (F1%) ] (NRD
. . 80.3 74.5 74.0 69.8
AlY | #5128 (323/402) (149/200) (151/204) (286/410)
. . 76.6 78.5 77.0 73.9
AT | 25 24 B (309/402) (157/200) (157/204) (303/410)

AH D yEE

IRRIE, TR R TR 2B85 U v ~F (RS OMEREGO L2 &) |, THh%E

2> 5 FRE DTSR IGR DIa K& OHERHRTE BB COHRA T2 BEICIRD) ] TH D,

AFHN D RE

IRRICEET DIERIE, B ) v~TF NIRRT T, A M FrFY— 23l LT

287 &b 1HIORY U~ FHEIZ L DMWY EIT->Th, KEISERT 2H LN RERBEL HEIC

BEIHZ L) IEBERIGR

NEEDRIRICENT, D72 &b 1AIOBHRRE (A7 mA K, il

FISE) IS KDY R AT > Th, RIBICER T 2H 50 REEHRAER DR D BRI ET D2 &) TRANT
MG T RA A5y SUI AR L IEGIER B R BB 2B & LI iREARBRICI W T, REGHiEA TH

L5 10 BRI EME A R LT R DEIS T, IR L OB EENRED HILTVARNT 0k,
] DEONEE o E L= BT, @cBREZERT AL, [17.1.4 58] TH5D,

1171
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HANEHIC BT 2 AR (7 7 v— T 4T)

B 5 12 R KO 24 @ O A4 M E R E B

(FAS ; HANEMN)

o Kﬂﬁ‘z}f Kﬂg‘z}f A 200me BUALEE | MTX Wikt
(n=12) (n=25)
(n=23) (n=11)
ACR20 = (%) (NRI)
5 12 AR 73.9 81.8 83.3 72.0
¥ 5. 24 WS 82.6 90.9 83.3 80.0
ACR50 = (%) (NRI)
5 12 AR 52.2 72.7 58.3 24.0
5. 24 FA#E 73.9 90.9 66.7 64.0
ACR70 tE= (%) (NRI)
5 12 AR 47.8 54.5 16.7 8.0
5. 24 ARG 56.5 45.5 50.0 40.0
mTSS k& [FHMESD (%) 1 (MMRM)
#e 5. 24 RS 0.28+0.786 0.11£1.197 1.18+3.311 —0.28+3.035
(20) (10) (11) (25)
DAS28-CRP=3.2 =% (%) (NRI)
5 12 AR 73.9 72.7 50.0 48.0
#e 5. 24 WS 73.9 90.9 58.3 56.0
DAS28-CRP<2.6 k= (%) (NRI)
5 12 AR 56.5 72.7 41.7 20.0
5. 24 FA#E 69.6 63.6 50.0 40.0
HAQ-DI 2 =7 Z{v& [F¥)ESD (Bil%) ] (MMRM)
. —0.98+0.628 —0.76+0.599 —0.98+0.833 —0.74+0.711
I (21) (10) (11) (24)
. —1.06+0.708 —0.90+0.640 —1.03+0.775 —1.01+0.805
I (20) (10) (11) (24)
SDAI=3.3 #k%E (%) (NRI)
5 12 AR 21.7 27.3 16.7 0
5. 24 FA#E 34.8 36.4 33.3 8.0
CDAI=28 FE}E (%) (NRID)
5 12 AR 21.7 27.3 8.3 0
5. 24 FA#E 30.4 36.4 33.3 8.0
Boolean F:H#E(Z & B EMEERKER (%) (NRI)
5 12 AR 21.7 27.3 8.3 0
¥ 5. 24 RS 39.1 36.4 25.0 12.0
HAQ-DI 2= 7K F=0.22 #kFE [% BE) 1 (NRD
¥ 5 12 FH 87.0 (20/23) 80.0 (8/10) 81.8 (9/11) 76.0 (19/25)
B 24 K 87.0 (20/23) 80.0 (8/10) 90.9 (10/11) 88.0 (22/25)
ARAENOREX I TIT, [BEFIRR COIRA+o2BE8E ) v~F (BfiofEmBEoN L2 ET) ), TH5

2> 5 FRE DTSR IGR DIa iR K& OHERHRE BB COHRA T2 5EICIRD) ] TH D,

AFHN D RE

BE9HZ Lo IBBERIBAR

IR B ET DEEL, BEE Y v~TF  TREOIBEICBNT, A M MLF—FE2ELHET
L7 b 1 FIOFY U~ FIREIZ L WY RIERET> T, KEBICERNT 2 50k S5
HBEEOIEIRIZE AN T, D &b 1 HIOBMAERE (A7 a4 K, S
FI%) 12 X DU RIRREIT > Th, KARICERNT AW LR BERERSEIHAICEGTE L, AKX
AW BN TR0y AT 2B BRI R B S & LT BBE ARBRICRB W, FEFHEEE Th
L5 10 BRI EfE A R LT R DEIE T, IR L OBEBENRD LN TN e, 1175
R | OEONEZ B L7z EC, MicBREEZRIRTIZ L, [17.1488]) ThD,
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THRARKTZHT 2 RA BEIZBT LA MEHEEF

(R Y7 7 NV — T HRHT)

B 5 12 B RO 24 RO LG 20 IEH (FAS ; TR ARIK 2495 RA &™)

Al 200mg AHl 100mg st ot
PR +MTX f +MTX B A (zr?in;if A M(Tl X:Tff)ﬁ
(n=416) (n=207)
ng %gg 172 85 87 166
CRETE (%] (41.3) (41.1) (41.4) (39.9)
mTSS v & (F¥fiE+SD)  (MMRM)
| #2524 R; | 0.26+2.283 | 0.43+1.646 |  —0.19:2.584 | 0.95+4.017
DAS28-CRP<2.6 #F (%) (NRI)
£ 5. 12 JERE 36.6 25.9 25.3 7.2
B 5 24 BKE 53.5 31.8 40.2 21.1
HAQ-DI 2 =27 Z5{b& (F#fi+SD)  (MMRM)
5. 12 JRE —1.07+0.745 —0.89+0.716 —0.86+0.630 —0.65+0.597
Pl 24 JARE —1.19+0.729 —1.02+0.691 —1.00+0.630 —0.86+0.634

¥R 2T A VRO~ @D A T ORAEIZFE Y [ O iE AR M (RF SUIHL CCP HLIRASBE) . @ % CRP E1E (= 4mg/L) |
QEEAEEME (DAS28-CRP>5.1), @BUHLADHFE (BURHBAAZT >0)]

AFHNDREE

TR, TREFRR TR T2 ) v~F (B OMERHREO k25 Te) |, T

2> 5 BFEDTEIGFERIGR DIa K& OHERHRE B CORA T2 BEICIRD) ] TH D,

AFNORRESUTNRICET DR IE, B v~F  DEEORFIZENT, A M MLFF =23 L5
Dl b 1AIOHRY U~ FHFIZ L 2WY R 217> Th, RBITERT W 50 ERDB L a1
54252 &, )0 BIBHERER : TBEDHRICE T, D2 e 1RIOBFEREE (AT A K, 5 mibilHl
) IS KDWY B2 T T, REISER T D 5 RBHRIERA KD HEICEET 2 L, THD,
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[Zz4x4E])

HERS (ZetEirEr)

HEBSETH (201945 H 8 H) ¥ TOAEFFRIL. AAI 200mg+MTX # T 318/416 5] (76.4%). &
#l 100mg +MTX #£ T 164/207 B (79.2%) . AA| 200mg HAMAET 143/210 # (68.1%), MTX Hijlt
T 305/416 ] (73.3%) (ZFB® Bz,

FERAEFERSE 5%LLE) 1T, AFl 200mg+MTX BECHEOA 51 6] (12.3%). FXGEREA 42 6
(10.1%) . 589 % Y ALT ¥400254% 238 51l (5.5%) . =l E23 22 8] (5.8%) . EHHSAZR 2N 21 ] (5.0%) .
AFK| 100mg+MTX BETHELD 35 61 (16.9%) ., EWHEEZR2S 17 41 (8.2%) . WLEIEN 1541 (7.2%) .
PRGN 13451 (6.3%) . THIA 1241 (5.8%) . KE XK 1161 (5.3%) . AHK| 200mg BEAMFEET k-
MHEEZE 2N 17 B (8.1%) . L L OEIMENS 15 61 (7.1%) ., EXGERGEN 14 61 (6.7%) . JRFEIEYL
231141 (5.2%) . MTX BEMEE TR 50 i (12.0%) . FAGERYLS 34 4 (8.2%) ., FHHEAZ X

SEIR A4S 25 B (6.0%). FHI2S 21§51 (5.0%) ThH-oT=,

HERAERGIL, KA 200mg +MTX #£C 26 il (g 4 B, LIS 2 61%) . A% 100mg+MTX
BEC 13 5l (BTMEREETE, BB MEES 2 f], ik 1 61%) . A%l 200mg BEAFET 17 ] (KEX
K, [EREZK, BIREBEEIE, LR, ZRMEEMES 160%), MTX BT 28 il (%
iE 2 B, ik, ZSMERAEIE, RUE XKL 1HIE) IS b,

eHPIRICE > = HEHRELIT, AH 200mg+MTX #£T 28 41 (EEHER. B HATZ DNA HIE 5
3G, O, FHEREMA R . M- 2 H14%) . AFK] 100mg+MTX BT 13 61 (HAEER 1 614%) . &
# 200mg HMAET 5 41 (GELLy 1 41%%) . MTX HMAET 25 6] GEUL 3 Il FZJiRids 2 %) 12§80 5
nic,

FETICE - T=HEELRIL. AFH 200mg+MTX #C 3 4 GEEMMEMEMAL, L—7 20, RH%
16)) . A& 100mg+MTX #C 1 4] (R KINENRD < IR FHIMm) (12588 57,

(MedDRA Ver.22.0)

AFNOBRENTBRIL, TREFARR COHRAN 2726 Y v ~TF (BFOMENREGEOV &) |, [HEE
7> b BIEDIEVERIGR DIaH M OHERHRTE (AR CTORA T2 58Il RD) ] Th D,

AFIOZIEE ST RICBEIHE T 23 E T, Y v~F  [BEOBRFCBNT, A ML Fh— &I CHET
207 b 1 Ao U~ FHEEIZ L LW RIEEEZIT-TH, FEERITERT 28 D RERNEDL LA
Beh59 22 &) EEERER : DREOIREIZKNT, D b 1 FOBEFREE (A7 a1 K, SEm]
F%) 1K DU RIREEZIT> Ch, BERIGERT W L0 RERERDEL GRS T2 &) TRAZ
AEIIF TN REAR S I RMR B BERIGRBE x5 & Lo B8 ARBRICRE W C, EEFMEE Tb
55 10 RN B2 ER LR E OEIE T, IR HLOAEENRD LN TV RN &b, T17.1
R | OEONEZ B L7z EC, MicBREEZRIRTHIZ L, [17.1488]) ThD,

V.
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<EBMEREX>
FEEN O BEDEEE UC BHZHRE LI-ERARSE 1 b/IHEER
[GS-US-418-3898 (SELECTION) ] 20~21

H Y

PRI A O T OTE BIMEU CHBF & K 5T SRR A B ORERFEIE L 351 % AH
DEDE L A BT B,

RBRT A

UMY, ZEHER., 7T BRR, A E Do/ R

PIE

HEERE7) b BAEDOTHEIEUCHEE

CFAREARER 2R — FA (EMRANCRIBR O EH) 65961 (5 B HAAN3THI) |
2 — bB (EMRANEEIBRO L) 68961 (5B HANT2H1)

- TLARAERTAER 66401 (5 B HAANB44)

TP

<EfEANRBR (ah— FAROaR— FB) Ok >
< 18k LA BT LA N O BT At (R R QMR 2B <)
cUCEZWr &N, BENGD< &by AR
c JLPRED 72 < & B 15emlIC R SIRENHER STV D
c A7) —= U PHEEONEERA TMayo A a7 U 7Y AT KT EES L R A
a7 (FRYef)E) 284 B EGHIN A =7 180 BEEREECA 2 7 10 E R OERC
XM (PGA) A a7 2Lk E (GFFA a7 2360, E12LLF) OHEEEN G &
JEDIEEWEUCA A4 5 BE
C EfPE A GRBR OB X, —CHEOR O ASARIA, Al (7 F ATV
V. ANHTRTY v (6-MP) Fi, MTX¥1] ROBEA AT A FHl (L =
F23830me/ HUA T, 77 Y = Rid9mg/HUU FTO—ERETH L Z L) Z0H
+ CD. #ERIR#7: (indeterminate) KAEZ. It KRGS, BUER KIS, 5
MEOUCKIFTF R KAEIIE 2 A L TRV RS
« IREWERE SUIRIBE OBEMER 2/ L QR0 EE
« IR — NABEMEAGRER R OMRSPEILYE IR EICAT v A NADUI T
B CRhEAT02 L <IZEL I AMAETH Y . TNFaflEAI L FZRXKY XA~
I X DRNAEBEN 2 < BIEBERH LTz
« a7k — hBEARE AGRBR A OB MEEYE B EICTNFafLER IR R Y X<
T CTRHREATH U < 1T I ARME
< B ARAERFRBR O T 2w R e R TE >
c kR — FAKR PR — "BOEMEARBRZET L, #5108 EEOFFRE ST
MCSik#% IZEBSE fif & ik L7 HBE
¥1: UCK % L CIZEPFAR
%2 1 ENAEGR

Frr bR

B R
- BR3P oL
LRI ERINDIAMEEUCERT HHEE
< MAEN1IHGEILLE, 22O FD ) H1oU EERD 5

« fRIR=100.4°F (X}%38°C)
- IR4H > 90/4y

« 7 —95 (CD) . RiEERMBI. LM RIBIc. BUERIBA . INSTIETE S

2. EIIXHEEEREGED H 5 BE

TR MERRER
<70 P aMIEREHEN TWAEES N T A IHHEEHEH L TV D EE

AR 1%

< PfREAGER (BH1A ~& 511K >

BFEZaR— FAXIZaR— FBICHAANT-HE., BT TAAI200mghE, AH
100mghE UL 77 B ARBEOWT N2 21D R TT 2 NEN 1) Uiz, KE K
OVE[E O BEBE T, dual refractory™1 & HIl K720y T2 BE IOV TIE, AH
100mefE XIT 7T B RBEOWTNMNIC2ZLIDLRTT v & LE )T LTz, 1BBREE
L 1THIRERE R RS L7,

27— hA FREEARBRICIS W T, EMRANARIBROEE Z U TORFICL Y E
B L7,

V. {BIRICBE 5 A
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&
0

cBEIARTORFMEROAT oA FEl (L F=y %270 8) offHoA %
c P 51 A CORIERER (T F ATV L 6-MPHF3, MTX 372 &) O fFH oA 4

akR— FB EHREANRBRIZBW T, AEMRANCBERFROBEZ U TOR-IL 0 E
B LTz,

< EWRIANC X D RHAEREE (VRE T2 sE Ll 1)
cBEIHRTORFMEROAT oA FAl (7L R=y %270 L) offHoA %

- P 51 A CORERES (FYFA 7Y L 6-MPHF3, MTX 372 &) O fFH oA 4

B 51008 C, EBSEM L OMCSIEZ DWW THRMEZ 2 L 7=, BEIL. &5
10 DK TN GILEDOEZ X M ETOM, B0 T on-igEEsEm T
THitHE L7,

< B fRAEREARR (R 511~ 5581E) >

A BRI R AE R S A= UK BETR IR B O B i NiRBR 2 52 T L. &5 100K T
EBSELAF X IIMCSSED W T A A LT BE I, B 11LERE TR T 4 L8|
DT S A, ERRHERFRBRICBAT LTz,

TR O BF X, LTORFIZ X v gk L7,

- BfRE A NRBRCTOSMar— b (2h— AT 5R— FB)
cBEIARTORFMEROAT oA REl (7L R=Y %0 ) OfftHOHE

c B G511 CORERER] (7THFA4 7Y . 6MPF, MTX 72 &) off oA %

B AR AGRER TAFI200me IX100mg DWW T R H S - BE T, EARMERR
Bl EAEARERTH Y AT SN ABI &0 UL 7 T B RA~0YER 2 D
WETNNZ2IDERTT X LE DTS-, BEMEARR T IR E2HE
SNIEBREIL. 77RO G2k Lz, AT 1A FHIZGEH L W= EBETIL,
P14 5 AT v A RFI oMk 2 Blih Uiz,

%1 : TNFafEFEH KON B Y X< 7 O i TIHEA R
X2 ENARAGE
%3 UCIZH L TIXENARKR

BT A
FEFMIEE (BREASER) FEFMIEE (BERMETEER)
ERRIELARR (EBSEMRR) ERIRAVE ARSR (EBSERER)
Ay &k Week 10 Week 11 Week 58
| | | |
StLA200mgEt N St L7200mgsé ‘
(n=245) 3
Biologic-Naive : i = ‘
PR EE - 1 | ISR
KABBROESE @J !
! o
2 TSR & A
i (n=137) : % 1 o
i % Ml
Vi (n=262) | 7 P 5,
Biologic- . & TR B
Experienced - 1 A
PRI 5 - fe ‘
BAROBE 3 | EREARBTTI SRR ‘
TR :  RESNCRBESTIEED
L] (n=142) i | REEHE ;

FREHIR ITREHE —

SCELRE AGRER TV L 7200mg XiX100mg D WA R G S Uiz B, EARMERRBR TR, EAR
AR CTE T LNV LI HEOMKSE T T T R~OTELZONTRMNC2 : 1IORTT
VELEIDAT SN, EREGRBRTT IR ERE SNEBEL. T ROBRE Rk LT,

V.
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=i
0

A
A 3

B s NGB
[ E=ZErmEE ]
B 5100 K O EBSE A 1% 2K L 72 fBE OEIA
[ &kt TE H ]

B 510 K OMCSE M 2% w2k L 7= BE OEIE - ol EIz L5 NS 7 =
a7 0% EMR LTIZHBEDEIS - GeboestlfikFr) B 3 %2 R L 72 & OEIES -
MCSHEfE (BIDEFE) *& ik L= BFDOEES
[RBEAFEAHTE A ]

¥ 51008 BE O RSSO 75 2 B2 L 72 BB OIS - MCSIr ™6 4 FERL L 72 iR
FHOEG - EBSEM (MIOEFR) *1&ER LI BEOE S - @HEHQOLA =
T DR—=AT A b OELERS « FA ORISR % ik L7 BE 0F
B HRBERETOEIMCSDR—A T A B DELEF « A F~—T—D
NR—=RA T A b OB E*

X1 FIHIEIZ L D MayoA 27 ONFIEEY 7 A 2 7 B0, BEAFHIIY 7 2 27230, & OWEER %k
PTRATNN=RT A U PHIRA > b UL ERD LTOXIR1E K LI5S
¥2 : MCSOAFHMB2L T T, WIFhoOY72a7 b1alxkholcfs
%3 : GeboesA 7 — /W ESEXLUTOLTEHMT Liz%hG
Grade 0 : <0.3, Grade 1:<1.1, Grade 2a : <2A.3, Grade 2b : 2B.0, Grade 3 : 3.0, Grade
4:4.0, Grade5: 5.0
¥4 BAFHMY T2 a7 PHERED T 2 a7 R OPGAY 7 A3 T30, o, HIHIEIC LD NS
Y7227 R0NIT1IT, MCSOAFHMILLT Th-o 254
X5 PIHEIC I ANRET T AT N0OXIXLITH - 254
6 MCSHN—R T A LInB3RA 2 MELEDD30%LL L L, 9 HEGHILY 7 X 27 MR A
FULEA UZZ DY T2 a7 R0ELL 1 TH- HRE
M7 HIREEIC K ARSI T X a7 R0UEL, BB YT A 27 230, 2 odEREY T A a7 R
OXIFX1ITH-T=5H
%8 : SF-36, WPAI, EQ-5D & O'IBDQ
%9 FTHOMERFIERIR O (X, GeboeslZ &L 5 ZEHE K 'GeboesLh A D FEHED [ )5 & HL O A7z,
5100 T, Geboes A7 —/WZHE S LU FORTE - L, Mo, FEEH COREMILZED
THRZRBD TG BT R OMM T AERRZ B Lo & 7 Lz,
Grade O : <0.3, Gradel:<1.1, Grade2a : 2A.0, Grade2b : 2B.0, Grade 3 : 3.0, Grade4 :
4.0, Grade 5: 5.0
%10 : B, PHERRKE OVPGAY T 2 a7 OAEF
%11 : MiEHhs-CRPEROMEHF I LT aT 7 F

B R RFRER
[ EZErmE E ]
P 558K D EBSE M 1% 2K L 72 fBE OEIA
[ &t TE H ]

P 558 A KF OMCSE i 2% 2k L 7= FBE OEIE - Frti EBSH A 3 2 5k L 7=
BEDES - 65 AO AT 0 A 7 ) —EBSEME ZER LI-BEOE L - h
JHFEIZ L DNREY 7 A a7 0% ER LT HBEDEE - GeboesHHikFH) &
fift *o5h FERR LT BE OEIS - MCSEME (BIDETE) He& mEk LI BEFEDOES
[RBE AR TE A ]

P 558 A D NI BEI U T 2 RR L 7- R D EIS - MCOSEhE s 4 5 L7
FHOEG - EBSEME BIOES) "%k L= BHEOEIS - FrstlIMCSE 10
R LTZBEDOEE -6 AMDO AT oA R 7 U —MCSHE MR 1% ik L7 H
FHOEG - FrllOMBFERIR 2% R LT BE OEIS . KRR TOE Y
MCSD_—AF A b OE{LES3 « fEEEHQOLA 27 D_—2Z 7 A 1)
OB ES M « XY F~v—H—DR—=RT A )b DELER15

1 PEIC K D MayoA 2 7 OWNEEE ) 7 A 2 7 AR0IEL, BEAGHILY 7 A 2 7 230, K OWEHERE %K
BT A AT NEMRBEANRIROR—2 T A NS 1RA > MU R LTOXIT 12 ER L - 5E

¥2: MCSOEFMN2LLTF T, WINDOY 7T 2AaT7 b1z B 1o iGh

%3 5100 J O 5583 o Wi CEBSE fif & Rk L 1255

a4 HIEHERFRBRONR— 2T A VR TAT A FEIZEE ST ZBE D, 558K E Tob /e
< Eb6n AflIChe > T, UCIxI T2 AT aA RHIFEGHA T CEBSEMAER LGS (AT 0
A R#lZE ik Leas, $5-5810 OFEAMRT D65 H LANICE 5 2 BB L7 BEIC D\ Tk, AFEMTE
HAEER L& X7 hotz, )
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%5 : GeboesA 7 — VI HES XU T OETEG LIzhG
Grade 0 : <0.3, Grade 1:<1.1, Grade 2a : <2A.0, Grade 2b : 2B.0, Grade 3 : 3.0, Grade
4:4.0, Grade5: 5.0
X6 EGHM Y7 A a7 PHEREERY T A 27 K OPGAY 7 A2 7 20, 2o, FICHIEID K5 NHEEE
FT AT R0IEL (FRHPEICLDNESEY T2 aT) T, MCSOARNLILL FCTho b
M7 HICHEIC L D NESEY 7 A a7 RO Th - -G
8 : MCSMWEAFE AR D_X— 2T A )35 3IRA ¥ R EDD80%LL B L, 5 BEM MY~ 2
a7 BIRA v ML R IEZ DY T 2 a7 80 LZ1ITh > 7255
9 FIRHEEIC K A NESET 7 X a7 R0UEL, BB YT A 27 30, 2 odEREY T 2 a7 R
OX X1 TH-T=5H
¥10 : 510 R &L O 5-58 1 RO iR sl TMCSHEAE T dh > 255
K11 : EREHEFFRBRO N—RA T 4 VIR TAT B A REIZES STV BER, &5588IFE Tl
72 b6 ATz o T, UCIKEXxT 2 A7 14 REIFEGHH T CMCSEMR % =k L =856
X12 : FBLO ML AR OFE 121X, GeboesiZ & 2 £ 4E J U'Geboes LA D ILHED [ 7 2 B W Adv7z,
e 5.58MHIF T, Geboes A 7 —/MZHS LLFORTE I L, o, FIEH TORE RO
R ZRBDTIGEITH OB FARIR A 2R LT & 7 Lz,
Grade 0 : <0.3, Grade1:<1.1, Grade 2a : <2A.0, Grade 2b : 2B.0, Grade 3 : 3.0, Grade
4:4.0, Gradeb: 5.0
%13 EHAFMIL, BEERE K OPGAY 7 2 27 O&FE
%14 : SF-36, WPAI, EQ-5D ) T'IBDQ
%15 : MiEHhs-CRPROMEHR I LT aT 7 F

kRl EE H

AEFR, WABRERE, FERE, A 2T A ROLER (ECG) %

BT/
S

\f

T 4V IF =T K OFEOEERBW T HGS-8298450 [T &k EICE
T HPK %%

1l

fi At At

<A RG>

A D T HFRIT I T SR DT G4ER (FAS) Zxig & LT3 LT,

7B, AR — B BREARBRO B AREANTOHFFELHIBE LT E72 50T
(Japan specific analysis) 1%, EIEMEFEERRGHERE (PMDA) 22608FIC

Pe-THEM Lz, T70b5, KF200mghtD A MEE 77 B ARE & ik 25 E 8 i

Brid, 77 B RBICE £ 25 KE#EOdual refractory (TNFafHEH KON R

) X< 7 OMBITIREALD)) TIERWBMHEFEEZRA LIZFASEX SR E L TTo

77

ARFI200mgHED A MBI T 2 B AFAT K O 100me i DA NI B 2 22

S RIRIEATIZ, 2 CTOFASE X5 L L TiT>72, (Global analysis)

aR— FA EAREAGER) 565261, 2R— B AR AGER) D689, E AR

BRI 5 55341 & /3 A A~ — D — RN R GEFIC &G D T,

< PR AR >

BEREAREBROFASIE., T X 2BV S, IBREEZ DR EL1IRRE SN
72ETOEEF L L, EEARBR COFZEDOEEMT I, EEFHMEIEE (2B
95 AAI1200mg K N 100mgD 7 7 & R DEPEDORRE 21T - 72, K EAREA
B CiX. EHICMH (ICMH) BE*Iz kv . AHFI200mght & 77 2 REE R OAH
100mght & 7 7 B R CORERN R % ik L7,

A7 zva—=(EE T, REIKEEE 77 B RBEO IR E A BEANE (M)
0.025% % L<fdy L. &BRN TR TOHE —FEOEZHER % 0.05( 24 L 7=,

B AR AGRER T B TS M E D 723D O S MRk % £ 5 T REIRRAT &2 50 L 7=
Z s, BT ANRBROFEEM AR T 570, ARIKEE L 77 AR L O
TO0.00001DazHE LTz, ORGSR, TAHE NER O S 72 BRI C, A%
FEDNFEHFNCHEE TH D Z L 2t 720121, piE (W) 230.02499K T 5
BN BT,

TR T, AFI200mg XiL100mgD 7 7 & RITx 9 B EHME N REE S =551
X, BIE AR ORI ERIZOWT, LUFOIEFFIC &0 EARIRIGE (RFIREL
T ERBETHRZETHD) [T AIMEEE UABEKETER L7,
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(i)

A H FFATRE A
1 MCS Fifif= Bk | #5 10 ERf
2 | WHEBIEMSE (NEEIY 7 X237 0 #EikE) IR | &5 10 EE
3 Geboes FHfk 71 & fif 42 Bl 5. 10 @
4 MCS 7fig (MO EF )% Rk &5&0%%
—FFORFIBETETORMDPEN S NZIHEITIE. b ) —HOHARREOIGELIC

LEH0.02499Dad i S g5, ?@b% ERE AR TIZ, O ﬁ®$ﬁ
BEORTONGERNEEAKUE (M) 0.04998 THESND Z & L b, —lFOARKIRE
D& 5 FHIE B THREFFIIICA R & 72 b Rn o T2GAITIE, %Mﬁm%% L7,
— 5 DOARHFNFEECEEAG S OER2RIWRARGRN — D> CTHIEEA I N2 o2 G681E, b
) ﬁ®m$ﬁ®£f®ﬁm%ﬁ%mﬁ(ﬁW)QMMM®iiT@%¢5:k&
L7,
% BN AR, 2R — FA EMEAREBR CIIR S 1O 25RO 2T a4 FAIO RO E L)
B 51 HBEORERMEA O OF T, 2k— B EHEARR T 51002 EMERD AT o
A FEIOPFIOAIE, 51 0O 55 FEH O PR 04 M O WIRANC & 5 AR (VKX
FOREELL b)) & LT,

< BERMERFRR >

BRRMERFRBR OFASI, B MRS A GER D AA200mghf X 13 100mght T# 5- 108 IKF 12
EBSH f# X IIMCSU# 4 FERL L. 17 v & L bk O E iR ik BR TIBBR IR &2/ 72 <
Eb1EEE SN2 TORE L L, TMHERRIBRTIX, AAI1200mghft & 77 &
fﬁ&wﬁﬁwm@ﬁa75tfﬁf@%%ﬁ%%€MH@ﬁﬂ:;D%@Lto%
FRAERFRBR CII P RIRNT 2 30E LRy o 12728, ki 72 EBRIT TOARFISHE L
7' Z v ARREE OlERE A EAKRE (WM 0.025THEht Sz,
%Mﬁ%ﬁ%@EEMﬁT,ﬁﬁm%gX@mw@@fitf (%9 D EREE D R

RES NS EITIE, Bl & X AF ORI ERICOWT, LTFOIARIZ L Y FE2RIKR
ﬁﬂ&ﬁﬁﬁ&77ﬁfﬁfﬂ ECTHD) T OMELRR UAEKETHE L 7=,
A IE B R R A
1 6 » A AT rA K7 ) —EBS &fifk Bk | 5 58 MMEF
2 Frpit) EBS &g Bk | 5 58 MMEF
3 MCS % fif 2 Bk | 5 58 MMEF
4 WSS 7 2 a7 0 OFERRK SR Bl | &5 58 B
5 Geboes fHfk 71 FLAR=E IR 5. 58 WKy
6 MCS %fg (oiEF) Bk | 5 58 EF

TERHERFRER TIE, TAREAGRER & 7 U A TAHEKYE (M) 0.02512 X 0 AHI%
BEL 7T REEA R LT,
Flo, RSB, TARMERRARR & BICHANERICB T 258NN T, B
T T N—T RN A FE N LT
% RIIE T, EEARRTOBMaR— b (3h— FAE A= B) | EARHERF B D~ — 2
T A R ORHER O AT 1A FRIOGEH O R OTERHER R OR— 2 T 1 VU RR 05T
HAlOHMOFEL Lz,

< BB NGER K OVE MR >

TAEZEENT X A EeRIREEHmIE B & ORBEIIRHIE B2 OW TR, RAISHEE 7T

T AREETOEEDOEZEHIICMHBEIZ LV B L=, FEHIE B OHE 55 723

EENF LN THBEIL ) VAR E =L LTlRO 72 [ VAR H

—ffise (NRD ] .

MCS&O\*B SMCSIZOWTIL, #HHMER BNR—R T A b OEL &% LR HTE

ICEVER L, BAREARBRON—R T A VERHERFRBROR—RA T 4 b O

ﬁ?ﬁj’%ﬁﬂ:i BT 2 AKEREE 77 B RBEOZEZ L T (ANCOVA) E7 v
(B 1 ONVE B AFRER DR — R T A AME T EMHERFRBR O RX— T 1

fll CHAHE) ZHWTHE L=, KHlT —#llast observation carried forward
(LOCF) ik valise L7,

V.
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&
0

<Ak >

B TCOREMERITIL, LRV X GHEH Z %5 i L 7,

HEERT — XL, sibfit &2 AW CRGREBNCER Uiz, BRARER & O R
TICRHT 2 4 EFF G4 IZICHEREEIAFESE (MedDRA) Version 22.1% VT =
— NMb L7,

AFNOARETRIT, [BEFARIR CHRA 02 8 ) v ~F (EFOMERIBREGEOY L2 &) |, THEE
7> b BIEDIEBVERIGR DIGHR M OHERHRTE (BEFIRIR COIRA 0725 8ICRD) ] Th D,

AFIOZIEE ST RICBEIH T 2 E T, Y v~F REOBRFCBNT, A LS — 1 E2 I 0HET
207 b 1HOPY v~ FIHEI LMY RIBEEZIT-Th, ERICERT 20N RERBELHEIC
Beh9 22 &) EEERER : DREOIBEICKNT, 2 b 1 FOBEFREE (A7 a4 K, GEmi]
F%E) 1K 2 RIREEZIT> Ch, BRIGERT W L0 RERERDELI GRS T2 &) TRAZ
AR CRRA 5 UI AR BB RIBR BB 2R L LI B ARBRIC VT, FEFHIEH Th
585 10 BB 2 EN LR E OEIE T, IR L OABEENRD LN T RN Enb, T171

RRGiR) DHEONKEZ B L7 BT MICBE 2RI 52 & [17.14 2] THD,

V.
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[T
2=~ A TIARE AR
TEGIE (22 BVEfRHT RS )

- ‘ ARE EEIN Thily
AHI 200mg BE | A4 100mg B | 7 FBARRE | AH 200mg B | A4 100mg B | 7T B AR
Z U HELNEID AT SR 945 978 137 15 16 6
BEx &5, n
B 510 HEFE TOIRBRIE 237 260 128 15 15 5
DELEE%ET. n (%) (96.7) (93.9) (93.4) (100) (93.8) (83.3)

*RBRIEOE 5 IEICE ST R EL TRB ED 272D, BEOHLH A 200mg #f: 4 51 (1.6%) . A% 100mg #: 10 $1(3.6%) .
TR RRE 4 61(2.9%) K OEEHL (KA 200mg BE: 3 611 (1.2%) . A 100mg Bf:5 6 (1.8%) . 77 &R EE:3 #11(2.2%) 1 TH
77,

**:2 5] (5.4%) DBREDNIEBREOR 552 B IELT, ZRHDBHEDOIL, AAI 100mg BED 1 41(6.3%) ITHEER, 7T REE

D 151 (16.7%) VXIH 5k FE M G 1B &AL A8 5P Ik Th o7z,

N DR AR (2 MR 6 RAR )

E eS| H AR NLEH]
AFH AF b e AFH AFH b e .
200mght | 100mghf i;i;?i (nfg;g) 200mghf | 100mghf 7 Zigﬁ ( E@‘;)
(n=245) | (n=277) (n=15) | (n=16) n n
il OF)
N 245 277 137 659 15 16 6 37
SR 42 42 41 42 52 48 48 50
(R 72) (13.1) (13.3) (12.9) (13.1) (12.0) (13.3) (11.8) (12.8)
R L fE 42 42 39 41 55 49 51 53
Q1,Q3 33, 53 31, 53 32, 52 32, 52 44, 60 42, 58 44, 56 43, 56
S UN RPN 18, 72 18, 73 19, 72 18, 73 25, 71 22, 70 27, 57 22, 71
ERIX Sy
e s o 234 261 129 624 12 15 6 33
65 A, . (%) (95.5) (94.2) (94.2) (94.7) (80.0) (93.8) | (100.0) | (89.2)
N o 11 16 8 35 3 1 4
6oLl E, n (%) (4.5) (5.8) (5.8) 3 | 200 | 63 0 (10.8)
H A RO PER
EiE n (%) 123 157 87 367 7 11 6 24
A0 (50.2) (56.7) (63.5) (55.7) (46.7) (68.8) (100.0) (64.9)
, o 122 120 50 292 8 5 13
et n (%) (49.8) (43.3) (36.5) (44.3) (53.3) (31.3) 0 (35.1)
N
TAVIA T 4T L L
XIIT7 T AT EAER, (0.4) 0 0 (0.2) — — — —
n (%)
- o 77 79 38 194 B B B B
77 An (%) (31.4) (28.5) (27.7) (29.4)
BAXZTZ7IBRT 2 3 1 6 B B B B
AU AN, n (%) (0.8) (1.1) (0.7) (0.9)
AU A FFER UL KR 0 0 0 0 B B B B
R BE,n (%)
o 165 192 95 452 B B B B
A A0 (%) (67.3) (69.3) (69.3) (68.6)
o 2 2 4 B B B B
TOMNHE, n (%) 0 0.7) (1.5) (0.6)
. o 1 1 2 B B B B
Not Permitted, n (%) 0 (0.4) 0.7) (0.3)
593
FeANR= 7 TT 238 269 134 641 B B B B
7%, n (%) (97.1) (97.1) (97.8) (97.3)
EAR= Y7 ETT 6 6 3 15 B B B B
> F,n (%) (2.4) (2.2) (2.2) (2.3)
. o 1 2 3 B B B B
Not Permitted, n (%) (0.4) (0.7) 0 (0.5)
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REERA HARANEM
G LT TR R AN KA sy k| ek
200mght | 100mght _ = 200mght | 100mght _ _
(n=245) | (n=277) (n=137) | (n=659) (n=15) (n=16) (n=6) (n=37)
I
" 14 33 19 66
AE,n (%) (5.7) (11.9) (13.9) (10.0) B B B B
e 231 244 118 593
AEUA, 0 (%) (94.3) (88.1) (86.1) (90.0) B B B B
E (kg)
N 245 277 137 659 15 16 6 37
SR 70.1 69.6 69.5 69.7 58.6 63.1 62.6 61.2
(R 72) (17.89) (17.69) (15.89) (17.39) (9.07) (12.67) (3.13) (10.25)
i 66.2 66.8 66.5 66.2 62.2 60.3 61.7 61.2
Q1,Q3 57.0, 81.0 | 56.9, 81.0 | 58.0, 80.5 | 57.0, 81.0 | 52.0, 64.2 | 57.0, 70.7 | 60.0, 64.4 | 57.0, 64.4
S UN B FN ! 36.9, 140.1|36.2, 163.6|41.8, 123.7(36.2, 163.6| 36.9, 72.6 | 40.1, 96.2 | 59.7, 67.9 | 36.9, 96.2
K (cm)
N 245 277 137 659 15 16 6 37
SERfE 168.4 168.8 169.6 168.8 164.1 168.0 172.2 167.1
(R 72) (10.08) (9.73) (9.88) (9.89) (8.78) (8.54) (9.14) (8.96)
o fiE 168.0 169.0 170.0 168.8 162.2 168.0 174.8 168.2
QL.Q3 161.0, 162.0, 164.0, 162.0, 157.9, 160.1, 168.7, 159.8,
’ 176.0 176.0 178.0 176.0 170.0 172.6 178.7 173.2
o o 143.0, 140.0, 142.0, 140.0, 149.0, 156.5, 155.6, 149.0,
S/ M B KR 200.0 198.0 190.0 200.0 178.9 188.3 180.5 188.3
BMI (kg/m?)
N 245 277 137 659 15 16 6 37
SERfE 24.7 24.2 24.0 24.3 21.7 22.2 21.2 21.9
(BRI 72) (5.82) (4.91) (4.31) (5.16) (2.91) (3.36) (1.90) (2.94)
i 23.9 23.6 23.2 23.8 21.8 21.7 20.6 21.7
Q1,Q3 20.4, 27.9 | 20.6, 27.4 | 20.8, 26.8 | 20.5, 27.5 | 20.4, 23.3 | 20.3, 23.6 | 20.2, 21.9 | 20.4, 23.2
f/IME, e KAE 14.3,53.0 | 13.7,46.3 | 16.3,37.7 | 13.7, 53.0 | 14.8,28.4 | 16.4, 30.7 | 19.3, 24.7 | 14.8, 30.7
TR
. B 55 54 22 131 8 9 3 20
WEITEE, n (%) (29.4) (19.5) (16.1) (19.9) (53.3) (56.3) (50.0) (54.1)
15 10 5 30 1 2 3
HAEGBYE, n (%) (6.1) (3.6) (3.6) (4.6) (6.7) (12.5) 0 (8.1)
175 213 110 498 6 5 3 14
SRR L, n (%) (71.4) (76.9) (80.3) (75.6) (40.0) (31.3) (50.0) (37.8)
R—=RA T A O BEE (LEVERNT S EM)
A REERA = N S|
AH ‘ AH RECEE= o AH ‘ AH R ETTE- it
200mght | 100mght B - 200mght | 100mght _ _
(n=245) | (n=277) (n=137) | (n=659) (n=15) (n=16) (n=6) (n=37)
UCO M (4F)
N 245 277 137 659 15 16 6 37
S fE 7.2 6.7 6.4 6.8 7.2 8.2 11.8 8.4
(R 22) (6.87) (7.41) (7.39) (7.20) (6.75) (9.50) (14.02) (9.23)
i 4.2 3.9 3.6 4.0 4.1 5.5 8.5 5.2
Q1,Q3 1.8,10.3 | 1.7,9.5 1.5, 8.6 1.7,9.7 | 2.2,10.0 | 2.7,11.6 | 1.5,13.2 | 2.2,11.8
S UN RPN 0.5,36.7 | 0.5,48.9 | 0.5,389 | 0.5,48.9 | 0.9,21.7 | 0.6,39.3 | 0.7,38.4 | 0.6, 39.3
MayoA =27
N 245 277 137 659 15 16 6 37
SR 8.6 8.6 8.7 8.6 8.5 8.0 8.7 8.3
(R 22) (1.31) (1.43) (1.32) (1.36) (1.13) (1.32) (2.07) (1.38)
A A 9.0 9.0 9.0 9.0 8.0 8.0 9.0 8.0
Q1,Q3 8.0,10.0 | 8.0,10.0 | 8.0,10.0 | 8.0,10.0 | 8.0,10.0 | 7.0,9.0 7.0, 9.0 7.0, 9.0
e/ IMIE e Kl 6.0,12.0 | 6.0,12.0 | 6.0,12.0 | 6.0,12.0 | 7.0,10.0 | 6.0,11.0 | 6.0,12.0 | 6.0, 12.0
Mayo A =2 7 43 ¥
. 116 133 65 314 8 10 2 20
8UL T, n (%) (47.3) | (480) | (474) | (47.6) | (533) | (625) | (333) | (54.1)
. 129 144 72 345 7 6 4 17
9Ll k,n (%) (52.7) (52.0) (52.6) (52.4) (46.7) (37.5) (66.7) (45.9)
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REERA HARANEM
G LT TR R AN KA sy k| ek
200mghE | 100melt | " oy | Zgpg) | 200mehE | 100melE | 0T o
(n=245) | (n=277) (n=15) (n=16)
HsrMayo R 27
N 245 277 137 659 15 16 6 37
SR 6.0 5.9 6.1 6.0 6.1 5.3 5.7 5.7
(R 22) (1.24) (1.31) (1.29) (1.28) (1.10) (1.08) (2.50) (1.40)
L 6.0 6.0 6.0 6.0 6.0 6.0 5.5 6.0
Q1,Q3 5.0, 7.0 5.0, 7.0 5.0, 7.0 5.0, 7.0 5.0, 7.0 4.5, 6.0 3.0, 8.0 5.0, 6.0
S UN B FN ! 1.0, 9.0 2.0, 9.0 3.0, 9.0 1.0, 9.0 4.0, 8.0 3.0, 7.0 3.0,9.0 3.0,9.0
NESEY 7 227 (PflE) 28
31 (%) 133 159 76 368 10 9 5 24
’ (54.3) (57.4) (55.5) (55.8) (66.7) (56.3) (83.3) (64.9)
. 112 118 61 291 5 7 1 13
3eb, n (%) (45.7) (42.6) (44.5) (44.2) (33.3) (43.8) (16.7) (35.1)
B oL 7as s F o (nglg)
N 240 272 135 647 13 15 6 34
RIZ AN 2,059 2,001 2,231 2,070 3,556 1,995 6,670 3,417
(R 72) (2,639.1) | (3,447.8) | (2,916.9) | (3,055.5) | (3,347.9) | (1,448.2) | (8,294.5) | (4,270.8)
L fE 1,101 1,081 1,528 1,186 2,068 1,967 2,345 1,982
Q1,Q3 414, 2,522 | 357, 1,823 | 409, 2,901 | 389, 2,476 1018, 6,888| 853, 2,611 [923, 15,032 873, 3,940
e/ IME e KAl 29, 16,818 | 29, 28,788 | 29, 19,281 | 29, 28,788 | 41, 9,126 | 195, 4,550 | 93, 19,281 | 41, 19,281
b7 as s F sk b5
. 35 49 25 109 1 2 1 4
250pg/gbl T, n (%) (14.3) (17.7) (18.2) (16.5) 6.7) (12.5) (16.7) (10.8)
205 223 110 538 12 13 5 30
250pg/ghl, n (%) (83.7) (80.5) (80.3) (81.6) (80.0) (81.3) (83.3) (81.1)
. 5 5 2 12 2 1 3
KW, n (%) (2.0) (1.8) (1.5) (1.8) (13.3) (6.3) 0 (8.1)
CRUGHES X7 (@ETE. mg/L)
N 245 277 137 659 15 16 6 37
SR 8.63 7.75 5.82 7.67 4.07 4.10 6.17 4.42
(R 22) (16.274) | (17.384) | (7.600) (15.426) (5.125) (6.712) (10.103) | (6.616)
L 3.57 2.43 2.78 3.03 2.64 1.45 2.21 1.94
Q1,Q3 1.42,8.53 | 1.17, 7.02 | 1.05, 6.72 | 1.17, 7.71 | 1.15, 5.45 | 0.26, 3.37 | 0.88, 5.00 | 0.61, 4.59
e/ M e Kl 0.19, 194.00|0.19, 141.00| 0.19, 39.40 [0.19, 194.00| 0.19, 20.30 | 0.19, 21.00 | 0.19, 26.50 | 0.19, 26.50
CRUSHES v 72 X B4y
. 111 147 71 329 10 12 4 26
3mg/LELT, n (%) (45.3) (53.1) (51.8) (49.9) (66.7) (75.0) (66.7) (70.3)
134 130 66 330 5 4 2 11
3mg/L#, n (%) (54.7) (46.9) (48.2) (50.1) (33.3) (25.0) (33.3) (29.7)
BEREANRRN— 2T A BT D AT a4 FAlL, REEsiEs oo R
BEVERT v A RAl| L EFHEIEO O
EHMEAT A RElO 54 67 34 155 6 4 2 12
Z,n (%) (22.0) (24.2) (24.8) (23.5) (40.0) (25.0) (33.3) (32.4)
eI REI A DT, 53 63 33 149 4 6 2 12
n (%) (21.6) (22.7) (24.1) (22.6) (26.7) (37.5) (33.3) (32.4)
BHWAT A A
wnmmAoss, | 2 - ¥ 7 ! ; ; N
n (%) (8.2) (6.9) (5.8) (7.1) (6.7) (12.5) (16.7) (10.8)
SHMAT A FHIE
%Jiﬁgﬁﬁﬁﬁuoj\fi% 118 128 62 308 4 4 1 9
BEZE Lon (%) (48.2) (46.2) (45.3) (46.7) (26.7) (25.0) (16.7) (24.3)
EHEPERT oA FH
] 74 86 42 202 7 6 3 16
#5509 ,n (%) (30.2) (31.0) (30.7) (30.7) (46.7) (37.5) (50.0) (43.2)
7L R=Y URE (mg/H)
N 74 86 42 202 7 6 3 16
SR 18.4 16.9 20.3 18.2 6.8 12.9 5.8 8.9
(R 72) (9.02) (8.95) (8.56) (8.94) (6.41) (5.57) (3.82) (6.26)
i 20.0 15.0 20.0 20.0 5.0 10.0 5.0 8.8
Q1,Q3 10.0, 25.0 | 10.0, 25.0 | 15.0, 30.0 | 10.0, 25.0 | 2.5,10.0 | 10.0,20.0 | 2.5,10.0 | 3.8, 10.0
e/ IMIE e KAl 2.5,30.0 | 2.5,30.0 | 2.5,30.0 | 2.5,30.0 | 2.5,20.0 | 7.5,20.0 | 2.5,10.0 | 2.5,20.0
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REEM] A ANER
AFH AFH b e AFH AFH b ey .
200mghE | 100mgh¥ jzjijjgéfﬁ ( f?gE9> 200mght | 100mght j7€;ji2;gﬁ <£%f§}>
(n=245) | (n=277) | " n (n=15) | (n=16)
T R=Y VRIS L B
O#8. 10LLF 25 36 10 71 6 4 3 13
(mg/H) ,n (%) (10.2) (13.0) (7.3) (10.8) (40.0) (25.0) (50.0) (35.1)
10#8. 20LL°F 24 27 14 65 1 2 0 3
(mg/H) ,n (%) (9.8) (9.7 (10.2) (9.9 (6.7 (12.5) (8.1)
20/ 25 23 18 66 0 0 0 0
(mg/H) ;n (%) (10.2) (8.3 (13.1) (10.0)
] o 171 191 95 457 8 10 3 21
g7 l,n (%) (69.8) (69.0) (69.3) (69.3) (53.3) (62.5) (50.0) (56.8)

Q1 : FH1MSL
Q3 : FE3M 5L

Not Permitted : Moo 3124 5 25 AFE ST B M OIE 2 780 TR
BMI : [{A&E (kg) /& E (cm) 2]x10,000iC & Y 715
il AR — A BEAREARBRICEBW T, BANSIRBRIEZ 5 S R sl C Ok
BEHMAT oA RA| BHRESRE N, B, o3kl o s Lt

X EPARGE
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27— b B AR AR
FEBIE (L VMR I G AR )

. A REE SNl
B OWNGR ” N . . N o
AA 200mg BE | A4 100mg B | 7 FBARRE | AH 200mg B | A4 100mg B | 7T B AR
AR AN URCIRY 0N
oo 262 286 143 29 29 14
TR A 5, n
Beh 10 K E TOIRBRIK 242 265 128 28 28 11
DEEE5T . n (%) (92.4) (93.0) (90.1) (96.6) (96.6) (78.6)
SR A AL
AR KA o | e
200meht | 100mghE | " 4 oy | (—ggg) | 200meHE | 100mgBE | T L)
(n=262) | (n=285) (n=29) (n=29)
i (%)
N 262 285 142 689 29 29 14 72
SERfE 43 43 44 43 45 39 49 44
(BRI 72) (14.2) (14.3) (14.9) (14.4) (16.9) (13.8) (15.9) (15.8)
A A 44 42 45 43 48 35 50 45
Q1,Q3 31, 54 31, 54 32, 55 31, 54 33, 60 28, 48 42, 63 29, 55
S/ M e KAl 18, 72 18, 73 18, 74 18, 74 18, 71 20, 71 19, 71 18, 71
ERIX Sy
s o 243 264 128 635 24 28 11 63
6om A, n (%) (92.7) (92.6) (90.1) (92.2) (82.8) (96.6) (78.6) (87.5)
e o 19 21 14 54 5 1 3 9
658 E,n (%) (7.3) (7.4) (9.9) (7.8) (17.2) (3.4) L4 | (125
H A RO PER
. o 148 186 86 420 19 23 8 50
Btk n (%) (56.5) (65.3) (60.6) (61.0) (65.5) (79.3) (57.1) (69.4)
o 114 99 56 269 10 6 6 22
*tkn (%) (43.5) (34.7) (39.4) (39.0) (34.5) (20.7) (42.9) (30.6)
PN
TAVIA T AT~
NIET T A RER, 0 0 0 0 — — — —
n (%)
o o 50 51 27 128 _ __ _ _
77 A m () (19.1) (17.9) (19.0) (18.6)
BAXET 7V BFRT 4 6 3 13 B B B B
AU AN, (%) (1.5) (2.1) (2.1) (1.9)
N A FfER TR FE
PR (%) 0 0 0 0 B B B B
o 190 212 98 500 _ _ _ _
AA (%) (72.5) (74.4) (69.0) (72.6)
o 1 1 B B B B
ZOMAFE, n (%) 0 0 o7 ©.1)
Not Permitted, 18 16 13 47 _ _ _ _
n (%) (6.9) (5.6) (9.2) (6.8)
R
FeANR= 7 LT 249 273 134 656 B B B B
#EFR,n (%) (95.0) (95.8) (94.4) (95.2)
EAR= Y7 LT T 8 8 4 20 _ _ _ _
vH,n (%) (3.1) (2.8) (2.8) (2.9)
Not Permitted, 5 4 4 13 _ _ _ _
n (%) (1.9) (1.4) (2.8) (1.9)
Ht
o1 o 36 58 21 115 __ __ __ B
KE,n (%) (18.7) (20.4) (14.8) (16.7)
e o 226 227 121 574 __ _ _ _
KEU, 0 (%) (86.3) (79.6) (85.2) (83.3)
E (kg)
N 262 285 142 689 29 29 14 72
SR 73.1 74.7 73.1 73.8 57.8 61.6 57.5 59.3
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LR HARANEM
AH ‘ AH R Er - itk AH ‘ AH R Er - P
200mght | 100mght 200mght | 100mght
(n=262) | (n=285) (n=142) | (n=689) (n=29) (n=29) (n=14) (n=172)
(BRI 72) (18.68) (17.01) (16.74) (17.61) (9.47) (9.42) (11.08) (9.83)
L fiE 70.9 72.5 71.3 72.0 56.7 59.2 58.0 58.6
Q1,Q3 60.3, 84.1 | 62.5, 84.0 | 60.0, 85.0 | 61.3, 84.5 | 51.8, 65.0 | 56.6, 67.5 | 47.5, 63.5 | 52.7, 66.0
e/ IME e KAl 37.7, 156.8|42.0, 147.3|39.8, 139.0|37.7, 156.8| 37.7, 73.0 | 44.3,81.4 | 39.8, 76.0 | 37.7, 81.4
K (cm)
N 262 284 142 688 29 29 14 72
SR 170.1 172.3 171.8 171.3 163.4 170.3 165.5 166.6
(BRI 72) (9.78) (8.41) (9.62) (9.25) (6.78) (7.67) (8.88) (8.11)
i 169.9 173.0 172.0 171.0 165.0 171.2 166.5 168.0
Q1,Q3 164.0,177.0| 167.3,178.0| 166.0, 178.0| 165.0, 178.0| 158.7, 169.9 | 166.5, 175.9 | 158.0, 172.3| 161.8, 171.8
e/ ML e Kl 130.0, 195.0 | 148.3, 195.6 | 139.0, 198.0 | 130.0, 198.0 | 150.5, 171.1| 151.9, 183.5| 148.7, 178.2| 148.7, 183.5
BMI (kg/m2)
N 262 284 142 688 29 29 14 72
SR 25.1 25.0 24.7 25.0 21.5 21.3 20.9 21.3
(BRI 72) (5.70) (4.90) (5.28) (5.29) (2.55) (3.00) (3.12) (2.82)
i 24.3 24.4 24.0 24.4 21.5 20.6 21.2 21.3
Q1,Q3 21.2,28.0 | 21.9,27.5 | 21.1,28.3 | 21.3, 27.7 | 20.3, 22.9 | 18.5,23.9 | 19.7, 23.2 | 19.6, 23.2
e/ ML e Kl 14.1,57.6 | 16.4, 44.7 | 13.8,48.2 | 13.8,57.6 | 16.4, 26.0 | 16.4, 26.9 | 14.8, 25.4 | 14.8, 26.9
TR
. - o 73 93 43 209 10 12 7 29
BEIZRIE, 0 (%) (27.9) (32.6) (30.3) (30.3) (34.5) (41.4) (50.0) (40.3)
‘ o 8 21 5 34 1 4 5
RELRE D %) | S oo | ae | owe | e | ass 0 (69)
‘ o 181 171 94 446 18 13 7 38
REREZL,n (%) (69.1) (60.0) (66.2) (64.7) (62.1) (44.8) (50.0) (52.8)

N—=A T A OFRBFE (LML)

R HARANEH
AH ‘ AH R Er - P AH ‘ AH R Er - P
200mght | 100mght 200mght | 100mght
(n=262) | (n=285) (n=142) | (n=689) (n=29) (n=29) (n=14) (n="172)
UCO M (4F)
N 262 284 142 688 29 29 14 72
SR 9.8 9.7 10.2 9.8 9.2 9.4 9.5 9.3
(BRI 72) (7.64) (7.15) (8.22) (7.56) (7.65) (7.36) (8.30) (7.56)
i 7.2 7.5 7.2 7.4 6.3 6.2 8.2 6.6
Q1,Q3 4.0,14.1 | 4.3,13.2 | 4.1,13.8 | 4.1,13.7 | 3.9,12.5 | 4.3,13.0 | 2.9,11.7 | 4.0,12.8
e/ M e Kl 0.8,34.7 | 0.6,36.0 | 0.6,39.7 | 0.6,39.7 | 1.0,28.5 | 1.8,29.8 | 1.9,33.2 | 1.0,33.2
MayoA 27
N 262 285 142 689 29 29 14 72
S fE 9.2 9.3 9.3 9.3 8.5 9.2 8.9 8.9
(BRI 72) (1.39) (1.27) (1.42) (1.35) (1.38) (1.04) (1.44) (1.28)
A A 9.0 9.0 9.0 9.0 9.0 9.0 8.5 9.0
Q1,Q3 8.0,10.0 | 9.0,10.0 | 8.0,10.0 | 8.0, 10.0 7.0,9.0 | 9.0,10.0 | 8.0,10.0 | 8.0,10.0
e/ Il e KAl 6.0,12.0 | 6.0,12.0 | 6.0,12.0 | 6.0,12.0 | 6.0,11.0 | 7.0,11.0 | 7.0,12.0 | 6.0, 12.0
Mayo A =1 7 4344
- o 71 68 42 181 13 7 7 27
ST, n (%) (27.1) (23.9) (29.6) (26.3) (44.8) (24.1) (50.0) (37.5)
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&
0

SR A ANER
A A A A
AR R o k| ek R
200mghE | 100meghE |4 o) | ggg) | 200meHE | 100mehE | T )
(n=262) | (n=285) | " n (n=29) | (n=29) n n
191 217 100 508 16 22 7 45
Lk, 9
P, n (%) (72.9) (76.1) (70.4) (73.7) (55.2) (75.9) (50.0) (62.5)
oy Mayo A =277
N 262 285 142 689 29 29 14 72
SR 6.5 6.4 6.4 6.4 5.8 6.1 5.7 5.9
(FEE(R 22) (1.38) (1.26) (1.40) (1.33) (1.50) (1.00) (1.68) (1.35)
i 7.0 6.0 6.5 7.0 6.0 6.0 6.0 6.0
Q1,Q3 6.0, 7.0 6.0, 7.0 5.0, 7.0 6.0, 7.0 5.0, 7.0 5.0, 7.0 5.0, 7.0 5.0, 7.0
NN PN 2.0, 9.0 2.0, 9.0 2.0, 9.0 2.0, 9.0 2.0, 9.0 4.0, 8.0 3.0,9.0 2.0, 9.0
NEEEY 7 227 (PaflE) 238
31 (%) 203 222 111 536 25 23 13 61
’ (77.5) (77.9) (78.2) (77.8) (86.2) (79.3) (92.9) (84.7)
59 63 31 153 4 6 1 11
3045k, n (9
PASE, n (%) (22.5) (22.1) (21.8) (22.2) (13.8) (20.7) (7.1) (15.3)
B 7aT 7 F 2 (nglg)
N 254 278 139 671 28 27 14 69
S E 2,845 2,236 2,479 2,517 2,352 1,399 1,685 1,844
(BRI 22) (4,076.5) | (3,094.9) | (8,571.4) | (3,596.7) | (2,484.1) | (1,218.3) | (1,331.6) | (1,883.3)
L fiE 1,513 1,378 1,534 1,461 1,255 1,026 1,341 1,247
Q1,Q3 584, 3,217 | 553, 2,477 | 685, 2,866 | 591, 2,884 | 432, 3,970 | 526, 1,735 | 555, 2,395 | 525, 2,787
e/ ML B KAE 29, 28,801 | 29, 21,690 | 40, 28,801 | 29, 28,801 | 29, 8,162 | 56, 4,981 | 136, 4,308 | 29, 8,162
b7 as s F X b5
32 35 14 81 5 3 1 9
250pg/gll T, n (9
Relgl Ton (90) | (195 (12.3) (9.9) (11.8) (17.2) (10.3) (7.1) (12.5)
222 243 125 590 23 24 13 60
250ng/gti, n (9
nelgll, n (%) (84.7) (85.3) (88.0) (85.6) (79.3) (82.8) (92.9) (83.3)
. 8 7 3 18 1 2 3
‘t“’ 0,
KW, n (%) (3.1) (2.5) (2.1) (2.6) (3.4) (6.9) 0 (4.2)
CRISMESZ v 737 (RREE, mg/L)
N 262 285 142 689 29 29 14 72
SR 12.21 11.72 13.98 12.37 6.99 6.87 3.36 6.24
(BRI 22) (14.850) | (17.986) | (24.280) | (18.405) | (11.372) | (10.841) (4.330) (10.140)
i 5.91 5.92 6.57 5.94 3.27 2.81 2.12 2.83
Q1,Q3 2.37,17.40|2.38, 14.10|2.73, 17.40|2.54, 16.00| 1.33, 6.78 | 0.69, 5.99 | 0.47, 3.66 | 0.71, 6.30
SN RPN 0.19, 78.80 |0.19, 147.00|0.19, 239.00|0.19, 239.00 | 0.19, 56.30 | 0.19, 46.40 | 0.19, 15.20 | 0.19, 56.30
CRUSHES R 7\ K 55008
77 86 41 204 13 15 9 37
3mg/LLLF,n (9
mg/LAT, n (%) (29.4) (30.2) (28.9) (29.6) (44.8) (51.7) (64.3) (51.4)
185 199 101 485 16 14 5 35
Smg/Li8, n (9
mg/L&, n (%) (70.6) (69.8) (71.1) (70.4) (55.2) (48.3) (35.7) (48.6)
FABE NGRS — X T A F TORNARIE
A1 L 7= s o %
3 2 3 8
0,n (9
n (%) (1.1) 0.7) (2.1) (1.2) 0 0 0 0
; 80 98 46 224 13 13 7 33
1#5H, n (9
A, n (%) (30.5) (34.4) (32.4) (32.5) (44.8) (44.8) (50.0) (45.8)
90 109 45 244 10 15 4 29
278, n (9
A, n (%) (34.4) (38.2) (31.7) (35.4) (34.5) (51.7) (28.6) (40.3)
89 76 48 213 6 1 3 10
3fEELL L, n (9
ASELE, n (%) (34.0) (26.7) (33.8) (30.9) (20.7) (3.4) (21.4) (13.9)
TNFafH ZE A HiiHE
242 266 130 638 29 28 13 70
HY,n (%)
(92.4) (93.3) (91.5) (92.6) (100.0) (96.6) (92.9) (97.2)
fdi ] U 7= TNFaPHEH D3
; 126 136 66 328 13 15 6 34
1#5H, n (9
A, n (%) (48.1) (47.7) (46.5) (47.6) (44.8) (51.7) (42.9) (47.2)
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AR HANEE M

AFH AFH AFH AFH
200mght | 100mght 200mght | 100mght
(n=262) | (n=285) (n=29) (n=29)

77w REE SN
(n=142) | (n=689)

7T AR SN
(n=14) (n="172)

, o 90 117 54 261 11 13 6 30

28, n (%) (34.4) (41.1) (38.0) (37.9) (37.9) (44.8) (42.9) (41.7)
e o 26 13 10 49 5 1 6

SHRELE, (0 1 g 9) (4.6) (7.0) y | 119 0 (7.1) (8.3)

TNFafEHIE HIC L Db EOE)F
s o 218 251 120 589 25 25 13 63
HRHRRL 0 (%) (83.2) (88.1) (84.5) (85.5) (86.2) (86.2) (92.9) (87.5)
BEMARR

(T Lx—PK 16 12 9 37 4 3 0 7
WIET L F— (6.1) (4.2) (6.3) (5.4) (13.8) (10.3) (9.7)
) n (%)

o 8 3 1 12
o0 (%) (3.1) (1.1) 0.7) 1.7 0 0 0 0
o 20 19 12 51 1 1 2
wL,n (%) (7.6) 6.7) (8.5) (7.4) 0 (3.4) (7.1) (2.8)
R R Y X2 7N KD AR
HU 1 (%) 164 145 85 394 3 5 4 12
’ (62.6) (50.9) (59.9) (57.2) (10.3) (17.2) (28.6) (16.7)

RRY X2 T K D O b EOERIF
s o 148 132 76 356 1 2 1 4
HRHRRL 0 (%) (56.5) (46.3) (53.5) (51.7) (3.4) (6.9) (7.1) (5.6)
BEMERE

(7 LXK USH 11 9 2 22 0 1 0 1
T LILEA) (4.2) (3.2) (1.4) (3.2) (3.4) (1.4)

n (%)

o 5 4 7 16 2 2 3 7
ol n (%) (1.9 (1.4) (4.9) (2.3) (6.9) (6.9) (21.4) (9.7)
98 140 57 295 26 24 10 60
7 %
2L,n (%) (37.4) (49.1) (40.1) (42.8) (89.7) (82.8) (71.4) (83.3)
TNFafLEA| & R R Y X~ 7l )5 OIRFEE
B0 n (%) 147 128 76 351 3 4 3 10
P (56.1) (44.9) (53.5) (50.9) (10.3) (13.8) (21.4) (13.9)
115 157 66 338 26 25 11 62
7 %
#L,n (%) (43.9) (55.1) (46.5) (49.1) (89.7) (86.2) (78.6) (86.1)
TNFafLEH & R Y X< 75 ORI IE
Ho
120 113 64 297 1 1 2

nq?;)a)l Refractory) | (12'g) (39.6) (45.1) (43.1) (3.4) (3.4) 0 (2.8)
A E A B, 15 10 5 30 B B B B
n (%) (5.7) (3.5) (3.5) (4.4)

A/ A A B 105 103 59 267 B B B B
SoBEE, n (%) (40.1) (36.1) (41.5) (38.8)
142 172 78 392 28 28 14 70

7 %

#L,n (%) (54.2) (60.4) (54.9) (56.9) (96.6) (96.6) (100.0) (97.2)
A E A B, 1 30 14 45 _ - B B
n (%) (0.4) (10.5) (9.9) (6.5)

A/ [ A B 141 142 64 347 B B B B
HoBEE, n (%) (53.8) (49.8) (45.1) (50.4)

FREE NGB — 2T 4 2B D AT a4 FAL s o0t iR

EHVEAT v A A& R O ORIk

EHWERAT oA KAl 94 103 51 248 6 5 4 15
DI, n (%) (35.9) (36.1) (35.9) (36.0) (20.7) (17.2) (28.6) (20.8)
eI REI A DI, 34 34 21 89 7 7 3 17
n (%) (13.0) (11.9) (14.8) (12.9) (24.1) (24.1) (21.4) (23.6)

BHVEAT 0 A Al

e 28 28 1 67 5 5 2 12
f%ﬁ”ﬁmﬁmﬁﬁ’ (10.7) (9.8) (7.7) 9.7 17.2) | (172 | (143 | (167
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SR A ANER
AH ‘ AH R Er - itk AH ‘ AH R Er - P
200mghE | 100meghE |4 o) | ggg) | 200meHE | 100mehE | T )
(n=262) | (n=285) (n=29) (n=29)
BHLEATHAFH e 120 59 285 11 12 5 28
L GIEPREA DN
AHOZ Lon (%) (40.5) (42.1) (41.5) (41.4) (37.9) (41.4) (35.7) (38.9)
EEPERT 0 A FH
o 122 131 62 315 11 10 6 27
B5HY,0 (%) (46.6) (46.0) (43.7) (45.7) (37.9) (34.5) (42.9) (37.5)
7L K=Y U ME (mg/H)
N 122 131 62 315 11 10 6 27
SR 16.0 17.3 16.7 16.7 11.1 10.7 6.0 9.8
(R 72) (8.16) (17.60) (8.48) (7.99) (5.99) (8.08) (3.46) (6.56)
L fiE 15.0 20.0 20.0 20.0 10.0 7.5 5.0 10.0
Q1,Q3 10.0, 20.0 | 10.0, 20.0 | 10.0, 20.0 | 10.0, 20.0 | 5.0, 15.0 | 5.0,20.0 | 5.0,10.0 | 5.0, 15.0
oo/ ML B KAE 1.0, 40.0 | 2.0,30.0 | 1.0,30.0 | 1.0,40.0 | 1.0,20.0 | 2.5,25.0 | 1.0,10.0 | 1.0,25.0
L R= Y UL X D4
O#H. 10LLF 48 40 23 111 6 7 6 19
(mg/H) ,n (%)| (18.3) (14.0) (16.2) (16.1) (20.7) (24.1) (42.9) (26.4)
1048, 20LLF 53 68 26 147 5 2 0 7
(mg/H) ,n (%) (20.2) (23.9) (18.3) (21.3) (17.2) (6.9) (9.7)
2078 21 23 13 57 0 1 0 1
(mg/H) ,n (%) (8.0) (8.1) (9.2) (8.3) (3.4) (1.4)
] o 140 154 80 374 18 19 8 45
Bz L,n (%) (53.4) (54.0) (56.3) (54.3) (62.1) (65.5) (57.1) (62.5)

Q1 : FHI1MUSL
Q3 : F3M 5L

Not Permitted : #UIS DB 24 5 25 AFE I BMENE O IUEE 258D T g

BMI : [{k&E (kg) /& E (cm) 20x10,000iZ & Y FH5
iy 0 A — B AAEARBRICE W T, BICIRRIE & 5 STk T OFEn
AN DIRFEIE « UCITR LAKGR ST D # | o B ARG
BEPEAT A FA| BRI RE N, FE HEORH D LG

X EPAGE
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FLfEHERTRARR (B AREEL)

PR
i AR © A 200mgE s AR« A 100mghE B
7T v REE
FRRMERE | ERHERT FMRHERE | PR e~ EENUN
W U . U U . SR (n=664)
AH 7R fﬁ A7 | ek Afw Aol
200mglt | 570 % (n=301) 100mglE | 610 % 2 1t (n=270) |7 7:zfﬁﬁi
(0=202) | (n=99) 0=179) | (=91 (n=53)
i (%)
N 202 99 301 179 91 270 93 664
SR 43 42 43 42 43 42 43 43
(FEE(R 22) (13.8) (13.0) (13.5) (12.6) (15.1) (13.5) (13.0) (13.4)
i 42 42 42 42 42 42 41 42
Q1,Q3 32, 54 32,53 32,53 31, 53 29, 57 30, 54 32,53 32, 53
e/ M e Kl 18, 72 18, 71 18, 72 18, 68 19, 73 18, 73 21, 72 18, 73
ERIX Sy
s o 187 95 282 175 83 258 87 627
65m ki, . (%) (92.6) (96.0) (93.7) (97.8) (91.2) (95.6) (93.5) (94.4)
e o 15 4 19 4 8 12 6 37
65/ 5L, n (%) (7.4) (4.0) (6.3) (2.2) (8.8) (4.4) (6.5) (5.6)
HABF D PERI
. o 95 48 143 101 49 150 49 342
Btk n (%) (47.0) (48.5) (47.5) (56.4) (53.8) (55.6) (52.7) (51.5)
o 107 51 158 78 42 120 44 322
Ktk (%) (53.0) (51.5) (52.5) (43.6) (46.2) (44.4) (47.3) (48.5)
PN i
TAVIA T 4T
XX T T A R 0 0 0 0 0 0 0 0
E,n (%)
= o 56 29 85 41 19 60 28 173
7T Am (%) (27.7) (29.3) (28.2) (22.9) (20.9) (22.2) (30.1) (26.1)
BAXET 77U IR 4 4 4 4 8
7 AU B A,n (%) (2.0) 0 (1.3) (2.2) 0 (1.5) 0 (1.2)
NU A EERIT KR
RS BE n (%) 0 0 0 0 0 0 0 0
“on (%) 138 68 206 130 71 201 63 470
(68.3) (68.7) (68.4) (72.6) (78.0) (74.4) (67.7) (70.8)
o 1 1 1 2
EOMAEL 0 (%) 0 0 0 (0.6) 0 (0.4) (1.1) (0.3)
. o 4 2 6 3 1 4 1 11
Not Permitted,n (%) | ) 1) (2.0) (2.0) (1.7) (1.1) (1.5) (1.1) (1.7)
R
HFe A=y 7 it 198 95 293 171 90 261 93 647
77 %, n (%) (98.0) (96.0) (97.3) (95.5) (98.9) (96.7) (100.0) (97.4)
EAR= Y7 LT 4 4 8 8 1 9 17
FL %, n (%) (2.0) (4.0) 2.7 (4.5) (1.1) (3.3) 0 (2.6)
Not Permitted,n (%) 0 0 0 0 0 0 0 0
Ht
" o 19 12 31 29 12 41 8 80
KELn (%) (9.4) (12.1) (10.3) (16.2) (13.2) (15.2) (8.6) (12.0)
. o 183 87 270 150 79 229 85 584
KEU, 0 (%) (90.6) (87.9) (89.7) (83.8) (86.8) (84.8) (91.4) (88.0)
HE (kg)
N 202 99 301 179 91 270 93 664
SR 71.2 73.0 71.8 72.3 73.7 72.8 69.2 71.8
(B 72) (18.31) (18.12) (18.24) (19.97) (18.06) (19.32) (16.03) (18.41)
L fiE 69.0 72.0 69.5 69.0 71.6 70.0 66.0 69.1
Q1,Q3 58.0, 82.0 | 58.2, 85.2 | 58.2, 83.3 | 58.1, 84.0 | 60.0, 85.8 | 59.0, 85.2 | 57.2, 80.9 | 58.2, 83.9
e/ M e Kl 38.0,131.1 | 41.0,122.4 | 38.0,131.1 | 39.1,156.1 | 41.6,139.2 | 39.1, 156.1 | 40.5, 128.0 | 38.0, 156.1
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PR
s AR« A 200mgE s AR © A 100mghE B
7T v REE
FMRKERF | FEARKERT FMRKERF | TR S EEUIN
PR ftfﬁ Pl e | PR ftfﬁ ol e | wm. | 07669
AH 7T R AH| 7T R NN
200mett |10 8wt P00 | Jooment |m1v mapg| P20 |77 ERHE
(0=202) | (h=99) 0=179) | (=91 (n=53)
HE (cm)
N 202 99 301 179 90 269 93 663
SERfE 169.2 168.1 168.9 169.8 170.5 170.1 169.1 169.4
(BRI 72) (9.95) (8.98) (9.64) (9.93) (8.70) (9.52) (9.50) (9.58)
L fiE 169.0 167.0 168.2 170.0 171.1 170.0 168.0 169.8
Q1,Q3 163.0,1760 | 162.8,1739 |1630,175.0 | 164.0,1760 | 165.0,177.0 | 164.0,1765 | 162.5,175.0 | 163.0,1760
e/ IME e KAl 143.8,197.0 | 149.0,187.0 |143.8,197.0 | 140.0,198.0 | 151.6,195.0 | 140.0,1980 | 149.0,190.0 | 140.0,198.0
BMI (kg/m?)
N 202 99 301 179 90 269 93 663
SR 24.8 25.7 25.1 24.9 25.2 25.0 24.0 24.9
(IR 2) (5.66) (5.54) (5.63) (5.39) (5.51) (5.42) (4.17) (5.37)
i 23.7 25.3 24.2 24.1 23.8 24.0 23.6 24.0
Q1,Q3 20.7,28.1 | 21.7,28.5 | 21.3, 28.3 | 20.7, 28.0 | 21.5, 27.8 | 21.0, 28.0 | 20.6, 26.4 | 21.0, 28.0
e/ IME e KAl 14.8,45.9 | 16.0,47.8 | 14.8,47.8 | 15.1,44.2 | 17.3,46.2 | 15.1, 46.2 | 17.2, 35.5 | 14.8,47.8
TR
. - o 53 26 79 42 22 64 15 158
BEIZRIE, 0 (%) (26.2) (26.3) (26.2) (23.5) (24.2) (23.7) (16.1) (23.8)

‘ o 13 1 14 10 3 13 2 29
RAEORE, 0 (%) (6.4) (1.0) (4.7) (5.6) (3.3) (4.8) (2.2) (4.4)
‘ o 136 72 208 127 66 193 76 477
RERE L0 (%) 6.9 | 2n | 6on | (o9 | @25 | s | eun | e

R—R T A OREBRME (LTS L)
PR
s AR« A 200mghE i AR © A 100mgHE B
7T v REE
FMRKERF | FARKERT FMRKERF | TR S EEUIN
PR ftfﬁ Pl e | PR ftfﬁ ol e | wm. | @766
AH 7T R AH| 7T R NN
200mgtt |70 #ant| ™3O0 | 1oomgpt oy gape| RT20) |77 EARE
(0=202) | (nh=99) 0=179) | (=91 (n=53)
UCO R (4F)
N 202 99 301 178 91 269 93 663
SR 8.4 8.9 8.6 8.9 7.5 8.4 7.0 8.3
(BRI 22) (7.37) (7.61) (7.44) (8.40) (7.45) (8.10) (6.78) (7.64)
L fiE 6.2 6.7 6.2 6.8 4.9 5.9 5.5 5.8
Q1,Q3 2.5,12.9 | 3.1,13.0 | 2.7,12.9 | 2.6,12.7 | 24,95 | 24,122 | 2.0,96 | 2.5 12.0
oo/ ML B KAE 0.5,36.7 | 1.0,29.3 | 0.5,36.7 | 0.5,48.9 | 0.6,39.3 | 0.5,48.9 | 0.6,38.4 | 0.5,48.9
EpaLTaT 25y (pgly) [BRHERRBRANS—R T A4 U]
N 202 99 301 179 91 270 92 663
SR 627 934 728 662 760 695 1,043 758
(G ) (944.9) | (2,621.7) | (1,692.4) | (1,291.2) | (1,474.7) | (1,353.9) | (1,545.9) | (1,544.3)
L fiE 206 167 198 217 277 219 437 222
Q1,Q3 68, 828 73, 537 68, 733 74, 598 52, 923 72,721 | 96,1310 | 72, 810
e/ Il e KAl 29, 5,209 | 29, 22,465 |29, 22,465 | 29, 10,701 | 29, 11,832 | 29, 11,832 | 29, 7,913 | 29, 22,465
CiIatEs v 37 (BdE. mg/L)  [FEfEERRRAS— X 7 4 VA
N 202 99 301 179 91 270 93 664
SR 3.74 2.72 3.41 3.04 3.53 3.21 3.30 3.31
(BRI 72) (10.131) (4.443) (8.686) (5.721) (5.392) (5.607) (5.299) (7.127)
i 1.04 1.10 1.05 0.98 1.40 1.12 1.34 1.12
Q1,Q3 0.36, 3.66 | 0.36, 3.07 | 0.36, 3.51 | 0.42, 2.50 | 0.39, 4.31 | 0.42, 3.32 | 0.59, 3.17 | 0.39, 3.41
S UN RPN 0.19,127.00 | 0.19,27.80 | 0.19,127.00 | 0.19,40.80 | 0.19,2860 | 0.19,40.80 | 0.19,33.20 | 0.19,127.00

V. {BIRICBE 5 A

74




&
0

PR
s AR« A 200mgE s AR © A 100mghE B
7T v REE
FMRHERE | EARHERT FIMRMERE | PLAREHERR i ik EENUN
W | HER e | RE AR | (n=664)
o EEYUN ARG EEYUN A5
AH 7T R (n=301) AH 7T R (n=270) |75 woapE
200mght | 50 B X B 100mght |80 0 & x B (n=93)
(n=202) | (n=99) (n=179) (n=091)
B i NGB T o B ]
BRI RIA, 109 54 163 107 54 161 67 391
n (%) (54.0) (54.5) (54.2) (59.8) (59.3) (59.6) (72.0) (58.9)
Lk R BETEIR, 93 45 138 72 37 109 26 273
n (%) (46.0) (45.5) (45.8) (40.2) (40.7) (40.4) (28.0) (41.1)
ERE AR — R T A F TORITEERE
i F U 7= A A D %
on (%) 110 55 165 106 56 162 68 395
’ (54.5) (55.6) (54.8) (59.2) (61.5) (60.0) (73.1) (59.5)
; o 36 16 52 32 9 41 12 105
VR, n (%) (17.8) (16.2) (17.3) (17.9) (9.9) (15.2) (12.9) (15.8)
; o 31 10 41 22 15 37 4 82
ZHR, n (%) (15.3) (10.1) (13.6) (12.3) (16.5) (13.7) (4.3) (12.3)
. o 25 18 43 19 11 30 9 82
SHRELE, n (%) (12.4) (18.2) (14.3) (10.6) (12.1) (11.1) (9.7) (12.3)
TNFafHE# O HiiE R
HU 1 (%) 84 43 127 68 32 100 21 248
’ (41.6) (43.4) (42.2) (38.0) (35.2) (37.0) (22.6) (37.3)
{5 Fl L 7= TNFalH.ZE#| D%
; o 47 21 68 37 9 46 10 124
VR, n (%) (23.3) (21.2) (22.6) (20.7) (9.9) (17.0) (10.8) (18.7)
; o 29 19 48 26 21 47 9 104
ZHR, n (%) (14.4) (19.2) (15.9) (14.5) (23.1) (17.4) (9.7) (15.7)
. o 8 3 11 5 2 7 2 20
SHRELE, n (%) (4.0) (3.0) (3.7) (2.8) (2.2) (2.6) (2.2) (3.0)
TNFafEEFIE FIZ L Db EOiRIF
" o 76 39 115 62 29 91 18 224
BRI, n (%) (37.6) (39.4) (38.2) (34.6) (31.9) (33.7) (19.4) (33.7)
AAHER
(7 L — P KO 8 3 11 4 3 7 3 21
T LX) (4.0) (3.0) (3.7) (2.2) (3.3 (2.6) (3.2) (3.2)
n (%)
1 1 2 2 3
T oft,n (%) 0 (1.0) (0.3) (1.1) 0 0.7) 0 (0.5)
R R Y X< 7 OFEREEE
B0 n (%) 49 24 73 32 16 48 15 136
’ (24.3) (24.2) (24.3) (17.9) (17.6) (17.8) (16.1) (20.5)
RRY X2 7RI Db EORR
- o 40 21 61 28 14 42 12 115
HIRRE 0 (%) (19.8) (21.2) (20.3) (15.6) (15.4) (15.6) (12.9) (17.3)
BERMERE
(7 L — KO 5 3 8 3 1 4 2 14
FET LAF—E) (2.5) (3.0) (2.7) (1.7) (1.1) (1.5) (2.2) (2.1)
n (%)
4 4 1 1 2 1 7
T, n (%) (2.0) 0 (1.3) (0.6) (1.1) 0.7) (1.1) (1.1)
TNFafLEA L O K Y X~ 72 X B EiTRERE
B0 n (%) 41 23 64 27 13 40 11 115
’ (20.3) (23.2) (21.3) (15.1) (14.3) (14.8) (11.8) (17.3)
IR — AT A VRFICB I D 2F AT oA Rl E @ dREi#l o OF AR
YA Ta A RH 61 31 92 62 28 90 25 207
DH,n (%) (30.2) (31.3) (30.6) (34.6) (30.8) (33.3) (26.9) (31.2)
eI REI A D T, 35 18 53 27 15 42 23 118
n (%) (17.3) (18.2) (17.6) (15.1) (16.5) (15.6) (24.7) (17.8)
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(=R ZCUN
s AR« A 200mgE s AR © A 100mghE B
7T v REE
FMRHERE | EARHERT FIMRMERE | PLAREHERR S EENUN
B B " B B . %‘t%% i (n=664)
wa | roew | ER L e | e | B BEC
200mglt | 510 Bz B (n=301) 100mglE | 610 %2 Bt (n=270) 77f$ﬁ
(0=202) | (n=99) (=179 | (=91 (n=53)
N = S
j?é;gg%;é%%ﬁ&iﬁgjiq 19 9 28 17 9 2 7 61
n (%) (9.4) (9.1) (9.3) (9.5) (9.9) (9.6) (7.5) (9.2)
BHAMEAT B A A 87 41 128 73 39 112 38 278
L REREA OV
NHOR L. (%) (43.1) (41.4) (42.5) (40.8) (42.9) (41.5) (40.9) (41.9)
EHMEAT A A
] o 80 40 120 79 37 116 32 268
B5HY,0 (%) (39.6) (40.4) (39.9) (44.1) (40.7) (43.0) (34.4) (40.4)
7L R=Y VA (mg/H)
N 80 40 120 79 37 116 32 268
SERfE 17.0 19.9 17.9 18.1 16.3 17.5 22.0 18.2
(BRI 72) (8.44) (9.43) (8.85) (8.70) (6.43) (8.06) (8.05) (8.50)
L fiE 20.0 20.0 20.0 20.0 20.0 20.0 22.5 20.0
Q1,Q3 10.0, 20.0 | 10.0, 30.0 | 10.0, 25.0 | 10.0, 25.0 | 10.0, 20.0 | 10.0, 20.0 | 20.0, 30.0 | 10.0, 25.0
e/ M, B KAl 2.5,40.0 | 1.0,30.0 | 1.0,40.0 | 2.5,30.0 | 5.0,30.0 | 2.5,30.0 | 5.0,30.0 | 1.0, 40.0
T R=Y URRBIC L B
O, 10LLTF 28 12 40 29 10 39 6 85
(mg/H) ,n (%) (13.9) (12.1) (13.3) (16.2) (11.0) (14.4) (6.5) (12.8)
108, 20LL°F 35 10 45 27 24 51 10 106
(mg/H) ,n (%) (17.3) (10.1) (15.0) (15.1) (26.4) (18.9) (10.8) (16.0)
20/ 17 18 35 23 3 26 16 77
(mg/H) ,n (%) (8.4) (18.2) (11.6) (12.8) (3.3) (9.6) (17.2) (11.6)
] o 122 59 181 100 54 154 61 396
Bz l,n (%) (60.4) (59.6) (60.1) (55.9) (59.3) (57.0) (65.6) (59.6)

Q1 : H 1L

Q3 : F3MWs L

Not Permitted : Hi3o> 3124 5 25 AFE ST BB M OIE 2780 TR

A AR AR B W TIRINICTRBRIE & & 5 ST RE ST Ok

BMI: [{A&E (kg) /HE (cm) 2]x10,0001C & ¥ §H5 (EAEHERFABR CRUNCIEFIE 245 Sz B S - AE I S<)
UCOH f B IR - BARE AR — 2 T A VR E TOMM

W RIA OTRIRIE - UCITRE LAKGR & 30T 5 31 A 0 HAER

BEHMAT oA RA| BGRESRE N, B, oAl o s EEH

X EANRKGR
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TfRAERFRAER (A AZEM)

PR
s AR« A 200mghE i AR © A 100mgHE B
7T v REE
TURRHERF | PLARAERS TURRHERF | SEARKER? s | o
R R N R AR N s (n=54)
AAI200mg | 7 F RG] ik AANI100mg | 7 7 &R Y] 2tk ft%ﬁ ..
(n=20) | (0=9) (n=14) | (=86) (n=5)
i (%)
N 20 9 29 14 6 20 5 54
SERfE 50 46 49 39 45 41 51 46
(FEE(R 22) (15.8) (15.9) (15.7) (13.3) (12.5) (13.0) (15.0) (14.9)
A A 53 48 52 34 46 42 56 48
Q1,Q3 39, 64 37, 56 37, 61 29, 53 40, 49 29, 51 47,59 32, 56
e/ IMIE e KAl 23, 71 25, 71 23, 71 22, 64 25, 63 22, 64 27, 66 22, 71
R X 5y
e o 15 8 23 14 6 20 4 47
6om A, n (%) (75.0) (88.9) (79.3) (100.0) (100.0) (100.0) (80.0) (87.0)
. 5 1 6 1 7
65 L, n (%) (25.0) (11.1) (20.7) 0 0 0 (20.0) (13.0)
H A RO PER
. o 11 4 15 9 4 13 3 31
Btk n (%) (55.0) (44.4) (51.7) (64.3) (66.7) (65.0) (60.0) (57.4)
, o 9 5 14 5 2 7 2 23
*tkn (%) (45.0) (55.6) (48.3) (35.7) (33.3) (35.0) (40.0) (42.6)
E (kg)
N 20 9 29 14 6 20 5 54
SR 57.1 55.6 56.6 62.4 60.5 61.8 61.1 59.0
(PR 75) (9.31) (7.94) (8.80) (13.51) (9.69) (12.26) (6.23) (10.20)
i 60.2 55.9 57.0 58.2 60.8 59.1 58.8 58.7
Q1,Q3 48.2,63.2 | 52.2,58.2 | 50.8, 62.7 | 54.9, 70.6 | 58.0, 67.5 | 56.0, 69.1 | 58.6, 62.5 | 53.2, 63.0
e/ M e Kl 39.5, 75.6 | 41.0, 70.5 | 39.5, 75.6 | 47.1, 98.5 | 43.9, 72.0 | 43.9, 98.5 | 54.5, 71.0 | 39.5, 98.5
& (cm)
N 20 9 29 14 6 20 5 54
SR 162.8 159.1 161.6 167.7 166.5 167.4 168.6 164.4
(=R %) (6.42) (7.29) (6.78) (7.38) (9.76) (7.91) (10.38) (8.01)
i 163.5 159.2 162.2 168.3 166.3 168.2 173.0 164.7
Q1,Q3 156.7, 168.8|153.5, 163.2|155.4, 168.0/164.3, 172.0{156.8, 176.8|161.9, 173.0{158.0, 176.5|157.9, 170.0
e/ IME, Fe KB 151.8, 170.6/149.0, 170.7|149.0, 170.7|151.9, 180.0|155.0, 178.0|151.9, 180.0{157.0, 178.7|149.0, 180.0
BMI (kg/m2)
N 20 9 29 14 6 20 5 54
SERfE 21.4 21.9 21.6 22.1 21.8 22.0 21.5 21.7
(BRI 72) (2.37) (2.52) (2.38) (3.80) (2.79) (3.46) (1.74) (2.75)
A A 22.2 22.5 22.4 20.7 22.3 21.1 22.1 22.1
Q1,Q3 19.3,22.9 | 20.0, 23.5 | 19.5, 23.1 | 20.1, 24.8 | 18.9, 23.6 | 19.5, 24.2 | 20.9, 22.2 | 19.5, 23.5
e/ IME, Fe KB 17.1,26.2 | 18.1,25.4 | 17.1,26.2 | 17.6,31.4 | 18.3,25.3 | 17.6,31.4 | 18.9,23.5 | 17.1, 31.4
TR
. - o 10 3 13 6 3 9 3 25
BEIRAE, 0 (%) (50.0) (33.3) (44.8) (42.9) (50.0) (45.0) (60.0) (46.3)
. o 1 1 3 1 4 5
RAEORAE, 0 (%) (5.0) 0 (3.4) (21.4) (16.7) (20.0) 0 (9.3)
. o 9 6 15 5 2 7 2 24
WER L, (%) (45.0) (66.7) (51.7) (35.7) (33.3) (35.0) (40.0) (44.4)
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N—2F A OB (FAS)

AR N GABR ¢ AAI200mghE B AR GBR - AHI100mghE
B ARAERT B ARAERT B ARAERT B ARAERT
AR iR N iR iR N €N
AF#1200mg | 75 LAY ik AHI100mg | 7R ik (n=49)
\ . (n=29) \ . (n=20)
Jisa UR & Jisa UR &
(n=20) (n=9) (n=14) (n=6)
UCO R (4F)
N 20 9 29 14 6 20 49
SR 7.5 9.8 8.2 6.9 15.2 9.4 8.7
(FEER Z2) (6.50) (9.01) (7.28) (4.93) (14.01) (9.13) (8.02)
A A 6.0 7.7 6.1 5.2 9.5 6.0 6.1
Q1,Q3 1.9, 10.8 3.6, 10.0 3.1, 10.0 3.8,12.5 4.8,24.2 4.0,12.8 3.5,12.5
e/ M e Kl 0.9,23.4 1.0, 28.5 0.9, 28.5 0.6, 15.2 3.8,39.3 0.6, 39.3 0.6, 39.3
EEarTaT s 5y (pgly) [BBHERRBRAN—RX T A4 U]
N 20 9 29 14 6 20 49
SERE 830 1008 885 1111 489 924 901
(BRI 72) (1527.5) (2632.0) (1889.4) (1938.9) (812.7) (1682.8) (1789.9)
L fiE 118 140 120 281 123 197 145
Q1,Q3 65, 580 51, 252 63, 442 98, 998 29, 524 86, 967 66, 524
e/ M B KAl 29, 4819 29, 8022 29, 8022 29, 7144 29, 2104 29, 7144 29, 8022
CiatEs v 37 (BE. mg/L) BRI — R 7 4 VA
N 20 9 29 14 6 20 49
SR 0.76 0.64 0.72 4.34 0.29 3.13 1.70
(G ) (1.188) (0.688) (1.047) (9.574) (0.170) (8.146) (5.323)
i 0.28 0.19 0.24 0.43 0.22 0.26 0.25
Q1,Q3 0.19,0.48 | 0.19,1.19 | 0.19,0.56 | 0.19,2.08 | 0.21,0.27 | 0.19,1.31 | 0.19,0.76
e/ M e Kl 0.19,4.90 | 0.19,2.06 | 0.19,4.90 | 0.19,33.30 | 0.19,0.63 | 0.19, 33.30 | 0.19, 33.30
B iR\ GBR T o B L]
BRI R E, 7 4 11 7 2 9 20
n (%) (35.0) (44.4) (37.9) (50.0) (33.3) (45.0) (40.8)
A W BRI BRI, 13 5 18 7 4 11 29
n (%) (65.0) (55.6) (62.1) (50.0) (66.7) (55.0) (59.2)
AR — R T A L F TORNEEIE
fi ] U 7= A o %%
o n (%) 7 4 11 7 2 9 20
’ (35.0) (44.4) (37.9) (50.0) (33.3) (45.0) (40.8)
; o 6 2 8 2 1 3 11
WS, n (%) (30.0) (22.9) (27.6) (14.3) (16.7) (15.0) (22.4)
; o 4 2 6 5 3 8 14
ZHR, n (%) (20.0) (22.2) (20.7) (35.7) (50.0) (40.0) (28.6)
. o 3 1 4 4
SHRELE, n (%) (15.0) (11.1) (13.8) 0 0 0 (8.2)
TNFafLEHFNC K 2 AR
o 13 5 18 7 4 11 29
HY,n (%) (65.0) (55.6) (62.1) (50.0) (66.7) (55.0) (59.2)
{8 L 7= TNFaBHEH D%
; o 6 2 8 4 1 5 13
VR, n (%) (30.0) (22.2) (27.6) (28.6) (16.7) (25.0) (26.5)
; o 4 2 6 3 3 6 12
ZHR, n (%) (20.0) (22.2) (20.7) (21.4) (50.0) (30.0) (24.5)
-t o 3 1 4 4
SHELE, n (%) | 45 ) (11.1) (13.8) 0 0 0 (8.2)
TNFafH A #E I L 5 i b BRI
, 11 4 15 7 3 10 25
HIRAR, n (%) (55.0) (44.4) (51.7) (50.0) (50.0) (50.0) (51.0)
BRERR
(T v ax—Mk 2 1 3 0 1 1 4
VT LA F— (10.0) (11.1) (10.3) (16.7) (5.0) (8.2)
) ,n (%)
ZOM,n (%) 0 0 0 0 0 0 0
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B RER ¢ AAI200mghE B AR GBR - AHI100mgiE
B fRHERE B fRHERE B fRHERE B fRHERE
R R e R R P XN
AHI200mg | 7T & ARY) (n=29) AH100mg | 77 RG] (n=20) (n=49)
Jisa UE-3-&i5 Jisa UE-3-&i5
(n=20) (n=9) (n=14) (n=6)
7 4 11 7 2 9 20

7 %

#L,n (%) (35.0) (44.4) (37.9) (50.0) (33.3) (45.0) (40.8)
AR R Y X2 7N KD AR

o 1 1 2 2 3

HY,n (%) (5.0) 0 (3.4) (14.3) 0 (10.0) 6.1)

RRY X2 7RI K Db EOR)R

N . 1 1 1
HIRRE 0 (%) 0 0 0 (7.1) 0 (5.0) (2.0)
BEMERE
(T L AX—MERK
KIET L% 0 0 0 0 0 0 0
) ,n (%)
. 1 1 1 1 2

T, n (%) (5.0) 0 (3.4) (7.1) 0 (5.0) (4.1)

. 19 9 28 12 6 18 46

mL,m (%) (95.0) (100.0) (96.6) (85.7) (100.0) (90.0) (93.9)

TNFafLEAI L O K Y X~ 7\ X B EiTRERE

. 1 1 2 2 3
HY,n (%) (5.0) 0 (3.4) (14.3) 0 (10.0) 6.1)
19 9 28 12 6 18 46

7 %

#L,n (%) (95.0) (100.0) (96.6) (85.7) (100.0) (90.0) (93.9)
ERHERFRBR AN — 2 T A VERICBT A RFVERT v A RA| & i sREA o O R

EHMEAT oA KElo 7 3 10 5 1 6 16
72, n (%) (35.0) (33.3) (34.5) (35.7) (16.7) (30.0) (32.7)

s S . 4 2 6 5 2 7 13
RILAO 0 () | 9 ) (22.2) (20.7) (35.7) (33.3) (35.0) (26.5)
EHMRAT A RH&

e 2 1 3 1 1 4
fﬁ;’?ﬂ”ﬁmﬁﬁ ’ (10.0) (11.1) (10.3) (7.1) 0 (5.0) (8.2)
EHMRAT A RH &

. 7 3 10 3 3 6 16
REHRATH ONT Y
B Lo (%) (35.0) (33.3) (34.5) (21.4) (50.0) (30.0) (32.7)
EHEAT oA R

A . 9 4 13 6 1 7 20
B55Y,n (%) (45.0) (44.4) (44.8) (42.9) (16.7) (35.0) (40.8)
7L R=Y A (mg/H)

N 9 4 13 6 1 7 20

e 9.9 9.0 9.6 11.7 12.5 10.6

WEIME (R 2= :

OIS (636 (821) (6.63) (5.16) - (5200 | (6.19)

L fiE 10.0 7.5 10.0 10.0 17.5 10.0 10.0

Q1,Q3 5.0, 15.0 3.0, 15.0 5.0, 15.0 10.0,15.0 | 17.5,17.5 | 10.0,17.5 | 5.0,16.3

oo/ ML B KAE 2.5,20.0 1.0, 20.0 1.0, 20.0 5.0, 20.0 17.5, 17.5 5.0, 20.0 1.0, 20.0
T R=Y U L B YR

0., 10LLF 6 3 9 4 0 4 13

(mg/H) ,n (%) (30.0) (33.3) (31.0) (28.6) (20.0) (26.5)

108, 20LL°F 3 1 4 2 1 3 7

(mg/H) ,n (%) (15.0) (11.1) (13.8) (14.3) (16.7) (15.0) (14.3)
20/
(mg/H) . (%) 0 0 0 0 0 0 0
11 5 16 8 5 13 29
b 9%
Bz l,n (%) (55.0) (55.6) (55.2) (57.1) (83.3) (65.0) (59.2)

Q1 : FHI1MUSL
Q3 : F3M 5L

il EAREARBRIC B W TRANCIRBRIE 2 B 5 S U7 R A C O4F
BMI: [{A&E (kg) /HE (ecm) 2]1x10,00012 & ¥ §#H5 (RARMERFRBR CRAONCIEBRIE 25 Sz BIZRHIl S - REICE S <)
UCOMEEIAM « SR8 AR — AT A VR E TOHM
W RIA OTRIRIE - UCITRE LAKGR &30 T 5 38 A0 HAER
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&
0

AR RER © AHAI200mght

FLAREARER - AFA100mght

B ARAERT
AF#1200mg
e
(n=20)

B ARAERT
77 RY)
UR =& i
(n=9)

SN
(n=29)

B ARKERT
AF#1100mg
e
(n=14)

B ARAERT
77 RY)
UR & i
(n=6)

SN
(n=20)

SN
(n=49)

BEPEAT A NA|  BGREPRE N, FE SHEOSH O LG
X EPNARGE
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aF— b A BB ARE

[FH2hiE]

#5110 K IC EBS B4k Lo E oS (FEHER)

¥ 5. 10 @R IC EBS Efif 4 ik L2 B OE &1, AF| 200mg #£T 26.1% (64/245 #1) . 77 &R
T 15.3% (21/137 ) TH 0 . AFHK| 200mg FE T 7 B AREIC AR EHZHNCA BT < AH 200mg
BED T T B REE T DB REE S L2 (p=0.0157, PRI G-HOK O 2GR RE AT oA
R X3S A O PR A S L v @Rk S CMH E) , —J7. AK| 100mg BEi 19.1% (53/277
) THY., TTHREELE OEERICBW T, BHFIREEZTRO LT, EEEIIBRIES 2o
7= (p=0.3379. HIElF 5 D% 0 45 M F B R E X7n4kXiﬁrﬁ i oA RIZ LY @Rk
Sh7- CMH HE) .

B 5 10 8 COARHA 200mg #£0 EBS Bff= (%) (EEFHMEIEH) (FAS, NRD

X e TR REEL DE
A 200mg B T (95%(FAIXH) 9 p D9
26.1 15.3 10.8
(64/245 1) (21/137 1) (2.1, 19.5) 0.0157

IXRHAGTE B 2 2k L2 BEOEIS (BER) 277,
a) EHLUFEL GEEMEMIE) (23 < 95%E X i
b) HIEF S5 EEOR O 2HERIBREEAT v A N XIIREHSF OO HA R L v @it = CMH BRE
c) AEKUEZ, BMEDLEMEZPHIE L a<0.02499 TH 7=,

5 10 8 COAHA] 100mg #D EBS Bff= (%) (EEFMEIEH) (FAS. NRD

\ . 7T RARREE D
A0 100mg T (95% (LI 9 p ff
19.1 15.3 3.8
(531277 1) (211137 §) (~4.3,12.0) 0.3379

TRMIETE H 2R L B E 0flE (BEF ) &RT,
a) IEBUIEL CEFERIE) 12HES< 95%EHHE X M
b) FIEE R ORE O S VR RE AT v A FUIREFEHI OO A L0 ghifk s iz CMH BRE

B 5 10 K Co EBS B (%) (FEFHmEE) (FAS. NRID
ak— kA
Tt RBE (n=137)
B 2 L H200mgB% (n=245)
B 2 LA 100mgBE (n=27T)
TERSEOFOISEHEIEEE
ATO KRR EREFOHAE
I EDBRI LT NIcCMHEE

U L A200mgBE O BITTE T D
(R MBI TN 7= . R ETE
(CED S04 LN100mgBET A
(%) BokHER(.04008 2 LTIBE

100 -

)

R 80

gy

g n.s ¥

B 60- ]
K p=0.0157

=

o 40 (26.1%)

E 15.305 (642457 19.1%
% 20 Quiat) me)
E w ll N

0
P 510 T EBS B - WHREIY 7 A7 A 0 T 1 (FRflE) | BBy 722728 0, KOYHEREY 7 2a7
MR=RZFT A b LRA Y FULEBD LTO X 1 2k LI=5EE
Japan specific analysis : BliAHE & LCo 2 fELL EoEHEA] (TNFa BH:E%'JA‘(U\/\ KU X=7) TR & W S vz
o T2 K E R OEE CRAAN SN BIERE L. AHl 100mg B XL 7 7 2 REECEN Y (1 Shuz7= . KKl 200mg Bt & 7
FHRREL DT T T REENS 2D DBRE 2RI L TITo 7T,
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FAGE H OHIEIC 2 R EMENE bN Ao BEILZ ) VL ARV FE—L LTV -7 () v VAR X —H5 [NRI]) .
$e5 10 JARFIZ MCS B fif, NESEY 7 227 0. Geboes #ffkF=HI B fiE, MCS #fig (BIDOEFE) * i
B L7 BE OEE (FAR R REHEEH )
FARENREHEIE E CTd 55 10 ERFD MCS %fig, NSV~ 227 0, Geboes #fkFITLME, MCS
g (BOERE) *EER LIZBEOESIT. LFO@EY TH Y, W ORHMEHE B t AA] 200mg &0
FNTZ7vARBEL Y bFEHFRICAERICE NS T,

5 10 K TOAA] 200mg FEOFMERHIE A (EARRKFHMEEE)  (FAS, NRI)

. b e TR REEL D=
FFiIE S I U IO
p fiE »

s 1 ~ o 24.5 12.4 12.1 (3.8, 20.4)
MCSFEfit & LIe R ola (%) (60/2453) (17/13741) 0.0053
WIREEY 7 A a 7 0% R L - BE OF 12.2 3.6 8.6 (2.9, 14.3)
A& (%) (30/245131) (5/13741) 0.0047
GeboesfH ik 7 S fif 2 2Rk L 72 FRF O 35.1 16.1 19.0 (9.9, 28.2)
ElE (%) (86/245131) (22/13711) <0.0001
MCSHf#E (BIDOEFR) * &k L7 BHE D 12.2 4.4 7.9 (1.9, 13.8)
EE (%) (30/245131) (6/13741) 0.0105

7 — 5 I ZRFIA F 2 B LT B OB & 7T

% 10T, BB Y 7 % =27 | JEEEY 7 2 37 KOPGAY 7 227450, 430, WHEEY 7% =27 50T, MCS
DEFHSLLL T Tl o 158

8) IEHLTEL GEGEERIE) (IS < 95%[R XN

b) BB G REORE N R PRI B AT 2 A K USRIl o0 OF AT 1 & 0 JBBIL S 7z CMER E

5 108 COARF 100mg BHEOFZMEFHMEEE (E2RIRFHMEIEH)  (FAS, NRI

N o e TT R REEL DE
e A0 7T (omwdih) @
n=277) (n=137)
p fiE »

s 1 A o 17.0 12.4 4.6 (-3.1,12.2)
MCSFEfit & LIe A ola (%) (47/277151) (17/13741) 0.2295
WIREEY 7 A a 7 0% R L - BE OF 5.8 3.6 2.1 (-2.6, 6.8
A& (%) (16/2774) (5/13741) 0.3495
GeboesfH ik 71 S fif 2 25k L 72 FRF O 23.8 16.1 7.8 (-0.7,16.2)
ElE (%) (66/277) (22/137131) 0.0672
MCSHf#E (BIDOEFR) * &k L7 BHE D 8.7 4.4 4.3 (-1.0,9.6)
ElE (%) (24/2771) (6/13741) 0.1062

T — ZILAHMIETE B & ek L7 BE O BIS R T

¥ 1008 T, BB YT R a7 HHEEEY 7 R 37 JOPGAY 7 R 3 7 A0, o, RIREEY 7 2 a7 30X 31T, MCS
DOEFNILL T CTH- 1256

a) EHLUFEL GEEMEMIE) 123 < 95%E X i

b) PIEEGEEORE O SEERIB R E AT v A R XUTHREREH OO A T X Bt s - CMH# &
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5 108 ToO MC

(%)
100 —

80—

60

40+

B DSON

20

0

S TR 2R LT BB OEIG (%) (TmIREHIEE)  (FAS,

akz—rA
TS5 EREE (n=137)
® >+ L-7200mgsf (n=245)
0 2 +EL-H100mgsf (n=277)

EREROREOSSMRIBTEE X7 O FXIF &
BlOHRABERICEDBIMLETNIECMHEE

p=0.0053
| |

24.5%
(60/245%) 17.0%
(47/277%1)

12.4%
(17/13741)

¥ 5. 10 # T MCS =i

MCS DAFIMN2UTT, WFhoY T 2a7 6 1 22 knolzfs

BE5 108 TONKREEY 7227 0 2R L-BEOEES (%)

(%)
A 100
15
"
=5 80
figg
%

K 60—
1=
o=
3- 40—
4
=
O 20+
&=
D%
£ 9

(E7RKEHEEH)  (FAS. NRID
ak—hkA
7ot (h=137)
® >t L H200mggt (n=245)
0 2+ LH100mgEE (n=277)

DR ERORZOLSMRIBRERT O P XIS E R
AlOBABREICEDERIMLSNIcCMHRE

p=0.0047
| |

12.2%
3.6% (30/245) 5.8%
(5/13741) (16/27741)

P55 10 3§ O NBLEE L iR

D REET T A7 230 (PRHE) Tho7ohd

NRD
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5 10 RF T D Geboes Mk AU FLAF 2 3R L 72 BF OEIG (%)
(EeRIGEHEER)  (FAS, NRI)
ak—hA
TSEREE (n=137)
® Dt L H200mgEs (n=245)
0 2+ L H100mgEt (n=27T)

PR SEOREOLEMRIBRE T O MR
(%) FAloOBABRICEDENLETNI-CMHEE

100+
@
D 80
o
o
1 p<0.0001
“H 60+ | |
% 35.1%
i 40 (86/2454) 23.8%

. 0
= 16.1% (66/27761)
ﬁgl? 20 — (22/1376))
=
0
B 5. 10 T Geboes MEkFHIE M © Geboes A7 — WIS XL TFTOLTEI LI-GE L EH%

RENEEE A 8 D18 M S SE AN A BE N 7 U AR BESE AN KSR SR 8 O AF R ERIRIE N 72 U, B~ ERZM 2 L, bR
il ObA - EERL
(Grade 0 : =0.3, Grade1: =1.1, Grade 2a : =2A.3. Grade 2b : 2B.0. Grade 3 : 3.0. Grade 4 : 4.0, Grade 5 : 5.0)

510 BT MCS "fig (BIDER) &R L2 EBHEOESE (%)
(E7REIREHIIEE)  (FAS, NRI)

ak— kA
(%)
100 ~
TS5t R (h=137)
Bt H200mgEE (n=245)
SELH100mgdE (n=277)
80 1 % :p=0.0105(vs. FS5tRE)
* % :p=0.1062(vs. 7S5tRE)

= NERESHORO2 SHEERERTOA KR EREBBHO G AE R
& KYBRHE SN F-CMHIR R
i 60 - * %
i | |
Al *
D I
E 40
2
i3

. 12.2% -

(30/245%5) bl %
4.4% (24/27741)
(6/137451) -_I
0

X G 10 T MCS Tifif (BloER) - EhHm, JHEREK O PGA ¥ 723750, 2o, WHEET 7237730 X
E1 (P9E) T MCS OAFN LU TFTho7235E
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e b 10 RO NI U, MCS tiE & O EBS B (IO EFR) * 4k L2 BFOFIE Hy MCS
DR—=ZF A b DOEAE, @FEEE QOL XA a7 D=5 A4 Vb DOEbE, A F~—HT—D
N2 A b DEE (PRRAFHIEE)

e b5 10 BEREO NS L E . MCS S & O EBS B (B O &) * @k L7z BF0F|IE, Ho MCS
DR—=RF A b OB R, HEHERHE QOL A 27 OR—R 7 A b OELE, A F~—H—D
N=ZFA PEDOELEIL, LLTO@Y THY | AHA| 200mg FEDO T3 77 AL Y HEMEAIIC
MoT,

51008 1 CTOABEEIT L 5 AFKI200mehE DA WM EMIE B
(RZBOVFEEIEH)  (FAS, NRI)

. b e TIRREL DE
) ! 75 ¥R -
0 5 ﬁﬁf:oggﬁ (117:137“'? (95%{FAICI)
pfED
—_— 33.9 20.4 13.4 (3.9, 23.0)
e - EA (9 ’
PIRBIHISGE & R LIZ B OEIE (%) | (gg0450) (28/13744) 0.0055
- 66.5 46.7 19.8 (9.0, 30.6)
£ - ER 25| PAN 0, )
MCSe 2k LI- i oRla (%) (163/2454)) (64/1374) 0.0002
EBSEf# (BIDEFR) * %2R LT HBE D 27.8 15.3 12.4 (3.6, 21.2)
EE (%) (68/24514]) (21/1374) 0.0063
% 10 EEC, HIHEIEIC L D NESEY 7 A a7 BA0EL, BRI 7 A a7 230, 2 oPHERKY 7 A a7 BR0XIX1TH-o

= %E
a) EHTE GEFGMEMT) 1235 < 95%EE XM
b) WIEIE G RO O EEERIBEE AT v A NI REH O A L v @Rk S /- CMHB &

B 510 TO2EEHIT X 5 AFI100mght DA M EEnE A
(RBOVFHEIEH)  (FAS, NRI)

. e TIRREL DE
) ! 75 ¥R .
0 5 Kﬁi 1:0;’;“7*‘;”% (117:137“'? (95%{FAICI)
pfED
- 26.4 20.4 5.9 (-3.1, 15.0)
prm it 2 ,'%\ % I\ (O ’
PBRBIISE & iEpk LT B Ol (%) (73/2771) (28/13741) 0.1760
—_— 59.2 46.7 12.5 (1.8, 23.2)
£ - ER 25| PAN 0, )
MCSHi & ik LT A OFE (%) (164/277) (64/13743) 0.0173
EBSEf# (BIDEFR) * %2R LT HBE D 20.9 15.3 5.6 (-2.6,13.9)
EHE (%) (58/277151) (21/13743)) 0.1694
% 10 FEC, HIHIEIC L D NESEY 7 A 3 7 BA0EL, BRI 7 A a7 230, o oPHERKY 7 A a7 BR0XIX1TH-o

%A
a) ERTEL GEFGIEMT) 12325 < 95%EE XM
b) HIEIE G RO O EEEREIBEE AT v A NI REH O A I L v @Rk S /- CMHB &
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F 5. 10 I CONBBEN L E L ER LT REDOEIS (%) (RRFHMEEE) (FAS, NRI)
ak—hA
T2t REE (n=137)
® >+ L 77200mgk¥ (n=245)
0 2L H100mgdt (n=277)

(%)
B _
5 100
=
By
% 80
=
2]
iz 60—
=
Z 33.9%
5 40+ (83/245%1) 26.4%
g 20.4% (73/27741)
< (28/13741)
(& 20+
1
=
|57
=z 0

510 R CONEBIAISGE « WEEEY 7 237230 3 1 (PREGE) Tholohd

#5510 BRFTO MCS BB # R L2 BEOEIS (%)  (BREAEHEEHE)  (FAS. NRI)
a— KA
Tt AREE (n=137)
® 2L H200mgEk (n=245)
0 2+ L H100mg (n=277)

(%)

100
B
R g0 66.5%
gg (163/245%) 59.2%
X (164/27761)
= 60 46.7%
= (64/1371)
S 40
W
X
E 20-
%

0

5 10 T ORBKE N (MCS %3#) : MCS AN—A T A4 b 3HA » ML EDD 30% L B L. 5 HEMGH M
TRAATR1IRA Y P EBY IZZOHF T 2a7n0HELLIE 1 Tho 2 BEe
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¥hH 10 KT EBS &g (BoEsk) *EEmlk LZBE0EE (%)
(BRZBAVFHEIEH)  (FAS, NRI)

ar—hkA
(%)
100 A
F5ERE (h=137)
Bt H200meEE (n=245)
S H100mgEE (n=277)
801 % .p=00063(vs. F5AE)
* % :p=0.1694 (vs. 75t RE)
o DEREEOBOLEHEERERTO/R T RERTROHATRCLYE
n AMESNT=CMHIRTE
% o * *
& I . I
% 40 - I |
% 27.8%
§ (68/24545) 20.9%
15.3% (58/27741)
20 A (21/137451)
0

¥ #7510 BT EBS B BIOER)  WREE 7 2372 0 T 1 (hufiE) | BRIy 7 2273 0, 2ok
RS 7T 23780 Xt 1l Tho2HE

B85y MCS D_X—A T A )b OB bR (RRAEHnER)
B 2 W 5B E 10 B E TOR GRS CTOE S MCS OX—R T A Vb ONVE)b & (s
E) 1%, ASHI 200mg BEM O 100mg BED TN T T B AREEL  BEMEAIIZ & o 72 (BRI K OV LOCF
FEIZ X DHEICEESL) , o, PHEREE CEBHIMY 7 237 ORX—2F 1 2o b OSFEE & (2
EE) X, RO L 2 B S AK] 200mg BEO N T T AREEL Y EEMICRE L, &5 108
HFE TRl LT,

By MCS O_X—RAF A b D2 b (RZFVFHMEEE) (LOCF)

ar—hkA
0.5
=il ]
4 0.0
% _
A _O‘Si
D i
~ -1.0-
| i
A —l‘5t
= ]
14 -2.0-
> i
D 254
] ]
D 30
Z ]
1t -3
= BN R HE (95% S /X RE)
-4.0 | | | T I
A-2717 Week 2 Week 4 Week 6 Week 10
-8~ U LH200mgd (n=) 245 245 245 245 245
-0~ U LN100mgsE (n=) 277 277 277 277 277
TouREE (n=) 137 137 137 137 137

KHI7 — # 1% last observation carried forward (LOCF) #:12 X v fliss
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R E QOL A2 7 OR—2 5 A b OB bR (RRAFHMEER)

#4510 #EEFTo SF-36 H AN & OKEMEAIE O QOL Y~ —2a 7 O_"—R2F 1 )b O
e (UEdE) 1%, AK 200mg B N 100mg BED N7 T v REEL Y b EERICE > T2,

N—=2 T A Unb&RE 10 #@iGE TOHIBIZ EQ-5D OBEIORE, S72ADIEE), B, N E
Kz 5o S IR ONT, WEDNHE SN BFOEIGIL, AH 200mg BHEO TN T T2 REELD b
BRI m Do 7=,

N—=2 T A b &E 10 #EFE TOHIBIZ EQ-5D OFERIEB I oW THENHE SN -BEDOE
Ald. AKl 100mg BEDOHN T T2 REEL Y LEMENICE -T2, &5 10 HEFTO EuroQOL O
)7 7 RE(EQ-VAS) AT D_—RA T A )b O NNE (SEE) 1%, A% 200mg #f & X 100mg
BOFNT 7RI L EEMICE» -T2,

&5 10 #HEFTO IBDQ M 4 DD KA A 2a7 (EEER. EFER. HBERE, EiEE) KO
IBDQ #8 A 27 DR—=AF A )b OHINE (SGEE) 1%, A& 200mg #£ % O 100mg #ED 037 Z
EARELY SEEICE T,

510 KT O WPAT O HEIRFOREE | @ AEEM OB L NEFEEFICET 58 RAA 2270
NR=R2AF A UbORYE CEE) 13, AA 200mg FER O 100mg BED TN 77 v AREEL 0 & 5E
W@ oTz, —FH, B5 10 HFFCOREIETE RAL AT OR—AT A DO E (&
R 1. AAK 200mg BEKL N T RETHBL TW-=b Do, LOCF I X A 4lisez VW TakE L
=85, AKI 200mg FED N7 T B REEL V I E Do T,

NAF2—=N—DR=RAF A ) LOEAE (FERFHLEH)

AF| 200mg #EK O 100mg FE Tl AHIOEGBIAAH 2 HERIRGEIEO 7055 hs-CRP fEDO~—2 F
A MBI D NIz, £lo, N—=ATA LnLEE 10 ERFE TOEP I LT 1T 7 F o O
DEIE. KK 200mg BEL N 100mg BFED TN T T REEL Y bEhoTz,
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AANEMIZ BT 5 A2

(B 7 N— T RRHT)
B H 10 @RI EBS%%%%WLt%%@%%

(T2 H )

A AN
$ﬁIMMngfC267% (4/15 f31)) |
SHEERICAE

B 55 10 #EFC EBS B4 326k L7-E
AFK| 100mg BT 6.3% (1/16 ) THY .
RO N Tz, HARANERORERIZEEER O R LM —E L T,

HORIE

I I ERETITRDLENT,

AARNEMICBIT 25 10 B ToOARAK 200mg #00 EBS BfER (%)
(EZFHBEH)  (FAS, NRI)
X e TR REEL DE
A 200mg B 77 ERE (95%{ZHIX ) 9 p fiE D
26.7 0 26.7
(4/15 i) (7.4, 60.7) 0.2807

— R F R L R ORE (BER) EaT,

a) TEHIEL GHEFEERIE) 1255 < 95% X [H

b) Fisher O IEHEHE RATE

AARNEMIZBT 25 10 B TOARAK] 100mg #00 EBS BfER (%)
(EZFHmsEH)  (FAS. NRI)
X e TR REEL DE
A 100mg #F 77 eRE (95%{ZHIXI) o p D
6.3 0 6.3
(1/16 1) (-17.1, 29.6) 1.0000

— R R L R ORE (BER) EaT,

a) TEHIEL GHEFGEERIE) 1255 < 95% X [H

b) Fisher O IEHEHE RRTE

5 10 A O MCS Bfig, NS 7 XA a7 0, Geboes fLik A EME, MCS & (BIDOE

WTNOFRGRES HE

&) MhiE

L7z BB OFIE (CERRIREEHnE )
HARNEMIZEBIT 555 10 HEFO MCS EfiE, NS 7 227 0, Geboes fARFMIEAE, MCS &
it (BIOEFE) ¥ ER L-BEOEAIZ. LTOEY THY . BARANEMDOKRIZSEREN DR L
W —E LTz,
HANEMIZEBT 2% 5 10 #EFTOARA] 200mg B4 G IE B
(ERFIKEFHBEH)  (FAS, NRI)
N o e TIT R REEE DE
A AHE00meRE | 7 (sl
n=15) (n=6)
p fED
MCSE AR % R U= BHOEE (%) e 0 26.7 %;546760”)
WHEEY 7 2 a7 0% EM L= BE0H 13.3 0 13.3 (-15.5, 42.2)
& (%) (2/1541) 1.0000
%m%ﬁ%%m%M% ER LT EBE O 46.7 0 46.7 (9.8, 83.6)
ElE (%) (7/1541) 0.0609
MCSHf#E (BIDOEFR) * &k L7 BHE D 13.3 0 13.3 (-15.5, 42.2)
ElE (%) (2/1541) 1.0000
F— 5 [ TFEE B & A L7 BE OBIS & R T

% B5100ER T, B LY T 2 a7 PHERRY T 2 a7 R OPGAY 7 A a7 330, 2o, RREEY T 2 a7 R0XE1T,

MCSOAFBILL T Ch o= HH
a) IERUEEL GEgEMEMIE) 1233 < 95%I3 4 X M
b) Fisher® [Efffe R &

- ARRRICEE 5T A
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AANEHNZ BT 2 #5101 I T O AAI100me i O A 2R 3

(ERRIEHMEEE)  (FAS. NRI)
. et e TR LEDOE
A RALOmERE | 77 EEE | osestampa) o
(n=16) (n=6)
p fiE »
- 6.3 6.3 (-17.1, 29.6)
VA - ER A (O 4
MCSE i 2k LT~ BE 0EIE (%) (1/1660) 0 10000
yro— o =
f%i?7x:70%émbtw%®ﬂ 0 0 NA
GeboesHl ik F 0 E i 2 R L 2 BE D 25.0 0 25.0 (=7.7, 57.7)
EHE (%) (4/164]) 0.5407
MCSE fig (B DEFE) * & 2wk L= BE D 6.3 0 6.3 (-17.1, 29.6)
EHE (%) (1/164]) 1.0000

75 B H & L BB ORI G &7 T,

¥ 1008 T, BB YT R a7 HHEEEY 7 R 37 OPGAY T A 3 7 A0, o, RIREEY 7 2 a 730X 31T, MCS

DARBIT T o 4
a) EHTEL GEFGIEMT) 1235 < 95%EE XM
b) Fisher® [EMEMERIRE

#1510 RO NS LGE, MCS e, EBS ffif (IO ESR) “& ik L2 BFOEIEG ERRARHE

HH)

AARNERIC I T 2 NESIYE, MCS . EBS ffif (BIOER) “&Em LIZBEOEIGIILLT
DY THY , BIEERTORF L O—EMEZRLT,

HARNSERZ 1T % #e5- 10 Kf T D EAKN K % AA200mgit O A MR H A

(RZBOVFHEIEH)  (FAS, NRI)
. b e TIRREL DE
FF i Sl AL T DTS T
plED
. o1 . o 33.3 33.3 (-2.2, 68.9)
R EER M 2Rk L2 R OEIE (%) (5/1541) 0 0.2691
ot ~ o 73.3 33.3 40.0 (-15.5, 95.5)
MCSH & ik LT= A OFE (%) (11/1541) (2/641)) 0.1462
EBSEf# (BIDEFR) * %2 LT HBE D 26.7 0 26.7 (=7.4, 60.7)
A (%) (4/1541) 0.2807

75 (SRR H 2 LT A OBIG &R T,

X 10EREC, PHEEICE DAY 7 A a7 A0, BRI Y7 A 2730, 22 0PEREKY T A2 7 BA0NIE1ITH -

ey
a) EHTEL GEFGIEMT) 1235 < 95%EE XM
b) Fisher® [EMERMERIRE

HARNSERZ 1T % #¢5- 10 If T D 2EAKNT K % AA100mgit o A MR H A

(RZBOVFHEIEH)  (FAS, NRI)
. b e TIRREEL DE
SEME A K%ﬁ%ﬁﬁ 7;53% (95%(EHHIXH)
plED
. o1 . o 6.3 6.3 (-17.1, 29.6)
WARSE 2 R LT BE OEES (%) (1/1641) 0 10000
o1 ~ o 56.3 33.3 22.9 (-33.4, 79.2)
MCSt i & ignk LIe A ola (%) (911661 (2/6f51) 0.6351
EBSEf# (BIDEFR) * %2 LT HBE D 6.3 0 6.3 (-17.1, 29.6)
A (%) (1/1641) 1.0000

75 (SRR H 2 LT A OB G &R,

X 10EREC, PHHEEICE DAY 7 A a7 A0, BRI Y7 A 2730, 2 0PEREKY T A2 7 BA0NIE1ITH -

=5a
a) EHTEL GEFGIEMT) 1235 < 95%EE XM
b) Fisher® [EHEMERBE

- ARRRICEE 5T A
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s
Ll

5 R

[

BB HEOIRBRIKITRT 2 (R ZE) BEEIRIE, AAI200mghfT11.0 (1.05) 8., A#AJ100mg
FET10.8 (2.03) WR. I EAREET10.8 (1.56) WTHH- 7=,

HEREG (ZEVITER)
S8 T H (2020E3H31H) £ TOAEFSRIT, AAI200mght T103/245%1 (42.0%) . AAI100mght T
122/277%1 (44.0%) . 772 AREETHT/137H] (41.6%) TR D LT,

b KL HADNTAFFRRIL, AF200melE CHIRA 1141 (4.5%) | HEL2386] (3.3%) . LHABAZK
761 (2.9%) . AAI100mghE T2 1261 (4.83%) . Bl 1141 (4.0%) . EHHEARIBI (3.2%) .
7T 2 RRE IR RIG RN TE] (5.1%) . FEFEA 66 (4.4%) . B MA356] (3.6%) ThHh-oiz,

HE A ERELIT, AFI200mehE T3/24561 (1.2% : 7 > 78, FIGHIML, OERE14]) . AFI100mg
BETL3/277H) (4.7% : {BBMERIGR G, A, iR, HiEk, &iE, $RZ MM, JNETER
. PLmERVE, 8@, AGBEUE. W16 . 77 BAREETY137H] (2.9% : IEEMER
PE2e3fl, A, M, EHik. WEIC X DBE RSB ISR b,

IR E ST AEFERIL. AFI200mehE T5/24561 (2.0% : /INKFMER S . 1R RIB%. B
Hifn, #EIGEIZARA 16, 152007 > 78 BR) | AFI100mght T6/27741 (2.2% : EEME K2R
25|, BRIFADNARIERME, BHipds. mIEL ., MERBAES16]) . 7T BAREET4/1376] (2.9% :
EEME RS, eI ALEIC X BB LA 101, 15214 DTS KRB ZE I OVE i) 1238 BTz,

WHCILEST-HEEHLIL., BOLNRhoT=,

(MedDRA Ver.22.1)

ER7ENE S|
[V-5- (2) -2) FIFRBR<IBEMERIBE >, VIF1- (2) -4) KERE (BEERBEAEE) | oE
M
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az— b B EfFEEARR

[FH7hiE]

B 510 IR IZ EBS iR % #Ek L2 BE ORI S (EERHMEEH)

SREMIZEIT % Japan specific analysis & LT3 L7725 10 ilFF I EBS B4 2R L7 HBH O
FEIE, AAI 200mg BET 11.5% (30/262 f51) . AF| 100mg BT 9.5% (27/285 ) . 77 &R
T4.7% (6/128 ) TH Y . AHK| 200mg B & 7T LRS! L OBEMZEITHHFAMICAEE TII R o T2
[p=0.0261, W#EHGFEORE D 2GR EE AT 0 A K TG ZREH O HE R, K ORHERD
ARIFIOH 1AILLTF UL 2ALLE) (kv @Rk &= CMH #iE] .

AREMNICEST 5 global analysis & L C3fE L7-#&5 10 #@FIC EBS B4 2Rk L 7= BE OEAIT,
AF| 200mg FET 11.5% (30/262 i) . A#K| 100mg FE*2 T 9.5% (27/285 ) . 7T v AREET 4.2%
(6/142 f5l) TH Y . AFHKl 200mg BEOF N T T vAREEL Y b FHICHEEICE D) -7 [p=0.0103,
wllaf 5RO O 2HERIERE AT A R X IIaERREA O AA R, &K ORHERE O A RA| O ¥
QI ALLFXIZ 2K E) 2k vfghlfb sz CMH BE] . AKI 100mg 1% 3 BEH0TE B 2 2R L7
Mo 7z (p=0.0645, FIEIEGRFOR OSSR RE AT a A R IR EREA OO A &, R ORiE
FEDOEYRFI OB (1 AILLF L 2 A1LLE) 12X Ehilfk &7z CMH BRE) .

X1 AR E LCo 2 FEU EOAYHRF] (TNFa LERIK O R Y X< 7)) TIHFERAR KRS &I S 720 o 722k E & OEE
THAAN DN BIEBE L, AH) 100mg # XX 7 7 B RFEHIEI 0 11T & 7272, Japan specific analysis Tix. AFHl
200mg B L 7T R ORIIZ T T RN S 2O OBREZRI L TT - 7=

X2 AEIEFEEMATICEE T 2 A4 100mg #E DO 7 7 B AR L OIL, ENPFERAEZED. £TO FAS TiTo 72,

510 RFTOARA 200mg #ED EBS HfEE (%)
(FZFME ) (Japan specific analysis. FAS, NRI)

. o TR E DE
N a) .
A 200mg #E 77w (95%(ZHEIX ) Dp fE 0
11.5 4.7 6.8
(30/262 f31]) (6/128 f31]) (0.9, 12.7) 0.0261

F— 2 TEHMEE B A2 Ek L BFEOES (BER) 25T,

a) AARE LCo 2 A EoAYEA (TNFa REFIL PR K Y X<7) CIHRFERRL & HIB S Auie b o 7ok E K O%E[E
THIAAN DN BHEE L, AA 100mg TE T 7 7 B RFESE O (T ENizizd, KKl 200mg FEE 77 B ARTEL DL
BIXT T ERBENS ZNSDBREZ I L TT- 72,

b) EHFE CEfMERHE) 1CHE5< 95%(E #EH X M

c) WIEIE G RO N RH R REAT a4 RUIREREFI O AR, KORHTEEO EWRF oS (1FILLT X% 2 FILL
) ik v @it sz CMH #iE

d) AEAEL, BREDSLEMZHIE L a<0.02499 TH 7=,

¥ 5. 10 # I TOAFK] 200mg B> EBS EfE=R (%)
(FFEHME H)  (Global Analysis, FAS. NRI)

. o T v R E DE
7 200meg B 77 AR (95% (S op fi D
11.5 4.2 7.2
(30/262 f31]) (6/142 1)) (1.6, 12.8) 0.0103

T —ZIEAHMEE A 2k Lo BEoRS (BER) 25T

a) IEBLTEL GERERIE) (23S < 95%EHE X M

b) WIS EFORE O b PERIE BB A T v A FIUTREREA OO ATE, R ORHAR O L RAI 0% (1 A1LUTF 3T 2 FILL
B) ick @it s CMH E

B 5. 10 # I TOAFK] 100mg B> EBS EfE=R (%)
(FFEME H)  (Global Analysis, FAS. NRI)

X e TR REEL DE
A 100mg B 77 ERE (95%[SHEIX ) op ffi D
9.5 4.2 5.2
(27/285 1) (6/142 1) (-0.0, 10.5) 0.0645

T —ZIEAHMEE A 2k Lo BEoRS (BER) 25T

a) IEBTEL CERMERIE) (125 < 95%EHE X M

b) WIEE SR O O RS PERIE R E AT v A R UTREHER OO ATE, L ORHGRO A RAF 0% (1 HILLT 30T 2 A
PIB) i kv gk E vz CMH BE

V. mRRICBET 55 A 92




510 KT EBS TR (%) (HEFHMEEE) (FAS, NRD
ak—hB
Japan specific analysis Global Analysis
Tt RE#E (n=128) TotREE (n=142)

® 2L $H200mgE¥ (n=262)

® 2L H200mgEf (n=262)
Tz H100mgE¥ (n=285)

PERsROROLSMHABERE MERSKOROLSMHAIBRE
2704 RIS RFEREA OHAE 27O RIS REREA OHRE
B RURTAEOEYM A O (17 B R URNBREOEM A O (15
MR 2B B) Ickb@abEh DUFXIER2AIMU B) IcED BRItk h
T=CMHI&E 7oCMHARTE
(%) (%)
100 100 4

i it

PR 80 PR 80

5 By

E E, 1:S:

2 60 2 60

= n.s. = p=0.0103

m m

w40 W 40

%) n

g% 11.5% % 11.5%

20 - . (V] 20 . 0 950/
= 4.7% (30/262) = 4.2% (30/262f) (27/285%“)
= (6/128f1) -. ~ (6/1424)
0- 0

¥ 5. 10 T EBS &

NHREEY 7 2 a7 0 XiT 1 (EP%#'J&)

WAR=Z T A B TRA Y FELERA LT 0 XIE 1 2ER L2 GE
Japan specific analysis : BiiAF & LCO 2 FEFELL L4 YHiA| (TNFq Bﬂiﬁﬂ)ﬁ@“\ KU X=7) CTIHBEAR &I S e

Do TR E R OHEE TRAAN LS

ML, AH] 100mg BE T 7T & REEC

FHRREL DT T T REENS 2D DBRE 2RI L TITo 7,
SEE B OHE IS B REMENE N no T BEIL ) VL AR A — L LTIV (V) v L RAF & —#fi72 [NRI] ) ,

#5510 @ MCS BEfif, NS 7 2 a7 0, Geboes #ilfik2H) Efiz, MCS Bfig (B E

EMGHM Y7 2 =275 0, KOPHEERY 7227

E fHiF Shizi=®, AHFl 200mg #EL 7

&) MhiE

pR LIz B OEIG (T RIKEHTE H )

¥ 5 10 #E MCS Efif, WNHEEY 7 2 a7 0. Geboes ffkF00E R, MCS Hfit (B0 EF

§) i

R LUT-BEOEIEIZLLTFOEY f;l@ D, AH| 200mg B K OAH] 100mg HEOWTHoKERHL 7T+
R & ORI TR Tl ot
G108 TOARAI200meiE O ANERHEEE (2K H)  (FAS, NRD
N et e TR LEDOE
S RAZOmERE |7 TR s tampn) o
(n=262) (n=142)
p fiE »
o 9.5 4.2 5.3 (=0.1, 10.7)
MCSHff 2 L= A ORlE (%) (25/26214) (6/14245) 0.0393
WHEEY 7 2 a7 0% ER LI-BEDEH 3.4 2.1 1.3 (2.5, 5.1)
& (%) (9/26241) (3/14251) 0.4269
Geboesﬁﬂ%ﬁk%aﬁ%ﬁ% ER LT EBE O 19.8 8.5 11.4 (4.2, 18.6)
ElE (%) (52/262131) (12/142451) 0.0019
MCSE fig (B DEFE) * & 2wk L= BE D 3.8 2.1 1.7 (-2.2, 5.6)
#HE (%) (10/26211) (3/142151) 0.3084

T — ZILAHMIETE B & ek L7 BE O BIS 2R T

3% 0 103885 T, Eﬂﬁﬁjme?\:T HEE [ 7" 2 27 R OPGAY 7 2 2 7730, 2>, WNHEEEY 7 2 2728031 T, MCS
DEFNILLT CThH o725

a) EBLIEL GEEHMEMIE) | %fx 95%1= HE X i

b) HIEIEGRE DR N 2RI K EAT v A K XILaAEREH o0 A, kORISR A RA % (TFILUT 3UE2818L 1)
12k v BRI E = CMHRR E
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B G 10 EF COARFI100mght O A ERHmE H  (E72mKEHEEE)  (FAS, NRI)

N o e TIT R REEE DE
FEAHE * fﬁf;’;%fﬁ 7(117:3;";* (95% (<)
p fiE b
k) ~ o 6.0 4.2 1.7 (-3.1, 6.6)
MCSFEfit & LIe A ola (%) (17/285151) (6/14245)) 0.5308
WIREEY 7 A a 7 0% R L - BE OF 2.1 2.1 -0.0 (-3.4, 3.4)
& (%) (6/2851) (3/14245) 0.9987
Geboesfi ik 71 5 R 2 2R L 72 FRF O 13.7 8.5 5.2 (-1.4,11.8)
EE (%) (39/285f5)) (12/14241) 0.1286
MCSHf#E (BIDOEFR) * &k L7 BHE D 2.1 2.1 -0.0 (-3.4, 3.4)
ElE (%) (6/2851) (3/14211) 0.9109

T — ZILAHMIETE B & ek L7 BE 0BG 2R T
¥ 1008 T, BB YT R a7 HHEEEY 7 2 37 JOPGAY T R 3 7 A0, o, RIREEY 7 2 a7 30X 31T, MCS
DEFIT T o 2555
a) EHLUFEL GEEMEMIE) 123 < 95%E X i
b) HIEIEGRE DR N 2RI K EAT v A K XILaEREH OO A, K ORHEERO A RA OF (TFILUT 3UE2518L 1)
12k v BRI E = CMHRBRE

b 10 JEIFTO MCS B Zmk L2 BFEOHIE (%) (E2EIGHEEE) (FAS. NRD
ak— kB
TS REE (n=142)
® >t L H200mg8f (n=262)
2L H100mgs¥ (n=285)

(%)
100
80
<
O 60—
W
b
40
$
- 9.5%
2 4.2% (25/262?%) 6.0%
(6/1427)) -. (17/285%1)

0
$ 5 10 R TO MCS i : MCS OAFN 2L T T, WIFhoV 72274 1 2Bk ohHe

V. mRRICBET 55 A 94



Fe 510 BEECONBSE 7 2 a7 0 2L L-BREOEE (%)
(E2mEIkFHEEE)  (FAS, NRI)
a7k —F B
T RE (n=142)
0 2L #H200mg8¥ (n=262)
L H100mg8t (n=285)

(%)
M 100+
H
-
7= 80
2
;%
A 60
H
&=
3 40
=
=]
O 20-
= 2.1% 3.4% 2.1%
57 (3/1424) (9/262f) (6/285f)
% 0 AN T -

5 10 WRFTONRENTEME . BB 7 22720 (PRHEE) Tho7ehd

510 ;T Geboes MLk T 212k L 72 E OFIE (%)
(ERRIEHBER)  (FAS, NRI)
a27"— B
T B (n=142)
0 >+ L H200mghE (n=262)
0 2L 5H100mgs# (n=285)

(%)
100
(3]
[1°] 80 —
o
o
(]
w
ﬁﬂ 60—
oL
% 40
B 19.8%
i n (52/262f) 13.7%
(12/1424)) .. > .
0

¥ 5. 10 # T D Geboes MR FZAIEME © Geboes A 7 —/MCESE LU TOETEMEZ LIZBA & EH
FENEE AT Jg D8 PE I SE A NIR T 23 B 07 U MR EERE N, KGNS A 8 O 4 P ERIZE RN U, ERA~OLFHERIZEZR L, B2k
WL, ObA - EBERL

(Grade 0 : =0.3. Grade1: =1.1. Grade 2a : =2A.3. Grade 2b : 2B.0. Grade 3 : 3.0. Grade 4 : 4.0, Grade 5 : 5.0)
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BE 10 B ToO MCS Efg (BIOEZR) *%#El L-BEOEE (%)
(E72BIREHBEE)  (FAS, NRI)

ak—FB
(%)
100 1
7oA E (n=142)
B +ELH200mgRE (n=262)
N SELA100mgEE (n=285)
80 1 * p=0.3084 (vs. FSEHE
® & p=09108{vs.TTtHE)
g NEESHOEDLENBRENATOF L ERSAOHEEE. RUMS
74 #1004 P 800D B (1 8L T I 2RILLE) I £ Y B RIHE SR I-CMHEE
I EU‘ i * ¥
i |
Gl *
g I
40 4
#
= 4
20
2.1% 3.8% 2.1%
(3/1429))  (10/26261) (6,/285%1)
0 E— |

¥ 5 10T MCS &g BIOESR) B, PHEEEE O PGA ST AT 0, 22, WSV T A7 0 X
11 (hgeflE) T, MCSOAHB LU T Th o254

B 510 RO NEEEN SE,. MCS i, EBS Bif (BIOER) * &k LB oS #o MCS
DR—=RAF A b OFAE, fEFERHE QOL A 27 DRX—RF 4 V)b OEE, "M A~—H—D
N2 A b DZEE (PRRAFHREE)

B 5 10 BREONIESINME, MCS #EKL O EBS it (BIOEF) *ZEM LIZBE 0BG, A
200mg HED TN 7 7 B REEL VD L BRI m Do 7=, FEEFEMHIE H 2B 9 2 E N5 Ot (Japan
specific analysis) [FkE, RIAEMO 77 B REED 5K E/EE O dual refractory TlidZgW B HEE %
Bro L7z FAS &xt4 & UGB 2 50 L 72/, %5 10 #kroo MCS tiasR K O ST RI S
KONTHIZBWT S, AK| 200mg BEDO N T T REEL 0 b HUEAIZE < . global analysis & @ —
BMEARLTZ,
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B 510 CO2EEHIT X 5 AHFI200mght DA M EEnE A
(RBOVFHEIEH)  (FAS, NRI)

. e TIRREL DE
B | R .
0 5 4*?32:0;’%“2%’5* 7(117:1;? (95%{FAICI])
plED
N e ~ o 17.2 7.7 9.4 (2.5,16.3)
PRSI 2Rk L7 BH DRl S (%) (45/26215)) (11/142151) 0.0053
e o 53.1 17.6 35.4 (26.2, 44.7)
MCSH & ik LT A OFE (%) (139/262) (25/142141) <0.0001
EBSEf# (BIDEFR) * %2 LT HBE D 13.0 4.9 8.0 (2.1, 14.0)
A (%) (34/262131) (7/142%1) 0.0062

T — ZILAHMITE B & ek L7 BE O BIS 2R T

¥ 100EE T, NIREEY 7 2 a7 801, EBHII YT 2 a7 280, 2oHEREEY T 2 a T A0XIE1ITH > RS

a) EHLUFEL GEEMEMIE) 123 < 95%E X i

b) HIEIEGRE DR N 2RI K EAT a4 K XILaAEREH OO A, K ORHEERO A RA O% (TFILCT 3UE2818L 1)
12 & v BRI E = CMHRBRE

B 510 TO2EEHIT X 5 AFI100mght DA & EEhE A
(RZBAVFHEIEH)  (FAS, NRI)

. e TIRREEL DE
B | e .
0 5 ﬁﬁil:og;n;ﬁ 7(117:1;? (95%{FAICI])
plED
. o1 N 13.0 7.7 5.2 (-1.2, 11.6)
PERBIISE & iEpk Lo B Ol (%) (87/285/5) (11/14211) 0.1138
. N 35.8 17.6 18.2 (9.3, 27.1)
MCSe 2k L= i oRla (%) (102/285/3) (25/142/5)) 0.0001
EBSEf# (BIDEFR) * %2 LT HBE D 9.5 4.9 4.5 (0.9, 10.0)
EE (%) (27/285131) (7/142451) 0.1174

T — ZILAHMITE B & ek L7 BE O BIS 2R

¥ 100EE T, NIREEY 7 2 a7 01, EBHII YT 2 a7 280, 2oHEREEY T 2 a T A0XIE1ITH > RS

a) EHLUFEL GEEMEMIE) 123 < 95%E X i

b) HIEI & GRE DR N 2RI K EAT a4 K XILaAEREH o0 A, kORISR A RA O% (TFILUT 3UE2518L 1)
12 & v BRI E = CMHRRE

B 10 I CONESEISEZ R L2 BEORE (%) EERBEOFEMEE) (FAS. NRI
a2k3—hB
TS REE (n=142)
® 2L £1200mgdt (n=262)
S L $100mghE (n=285)

(%)
100

0]
o
|

[en]
o
|

N
o
|

17.2%

13.0%

(HBRFTXONUNUGEE ) HikE RHES

0
Yot AR 7 2 a7 0 T 1 (MIHE) Thozid

=
gk

5. 10 BT OPNIREEN
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5 10 R TO MCS S & 3Em L7 BE OEIG (%)  FRERFHMEIEHE) (FAS. NRI)
27—k B
TZREE (n=142)

® 2L H200mg8¥ (n=262)
0 2L H100mggF (n=285)

(%)

100
;[E“_I_u
AR 80
=5
o 53.1%
% 60 (139/262)
= 35.8%
% 40— (102/285%)
1)
& 17.6%
£ L, (s
%

0

P 510 W CORRMEE (MCS ki)  MCS NN—A T4 U5 3RA ¥ L EDD 30%LL B L. 5 HEMGH Y
T2aTR1IRA L U EBOITZFOH T 2a7n0ELLIE 1 Thom%ha

#5510 BT EBS Efif (BWOEFR) ¥ 2k LI-BEOEE (%)
(BRBWIFHEIEH)  (FAS, NRI)
ak— kB
(%)
100 A
TS5t RE (n=142)
B2+t H200meEE (n=262)
St H100mgi¥ (n=285)

80 1 % .p=00062(vs. F5tAE)
* % :p=0.1174(vs. S5 RE)

E PEREEOROLGHRBTRERTOAMRX IR ERSFHOHREEE. RURT
17} AEOEYEFIOE BT X (F2F|LLE) XY BR{EESN F-=CMHIRE
-3 * %

60 -
i | |
Bl *
% |

40
=
xR

13.0%
20 A [v)
(34/26241) 9.5%

4.9%

(7/14241) -]
0

¥ 5 10 BT EBS B (AIOEFE)  NEEY 7 237N 0 X1 (PUeEE) | ERELY T 2 a7 0, ok
RS 7 23780 Xt 1l ThHho2HE

(27/28561)
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B85 MCS D_X—A T A b DO bR (ERGHELER)

B 5 2 K B8 G 10 lEFE TORFHIRF R TOE S MCS O _X—R2 T A VG OV & (8G%
&) 1%, AF| 200mg BEN Y 100mg BEDO TN 77 BREEL VD BUEAICE - 72 BLRNEK O LOCF
FEICE DI iS<) . o, PHERE R NEGBHIIY 7 2 27 O_R—=2F 14 )b O & (4
EFE) 1L, RO S 2 BRFRES ) DAK] 200mg BEA Y 100mg BEO SR 77 B AREEL D HEMERIC
K<, 5 10 B S E TRk L7z,

B4y MCS O_R—2 7 A inb DL E (RRFHMEEE) (LOCF)

a5k-— B
0.5
;o
ﬁ 0.0
% _
A —0.51
D _
~ 1.0
| i
z —l.5i
= i
14 2.0
4 ]
D 2.5
D ]
@D 30—
® ]
t 35
= B/ FEFEE (95%EEX )
-4.0 I T \ I |
N=251 Week 2 Week 4 Week 6 Week 10
-o- UL A200mgst (n=) 262 262 262 262 262
T2 L-A100mg% (n=) 285 285 285 285 285
TR (n=) 142 142 142 142 142

RM|T— 21X last observation carried forward (LOCF) JkIZ XV #fi5g

fEHEEE QOL A a7 ON—2 5 A b OB bR (RRAFHMEER)

#4510 #EEFTo SF-36 F AN & OEMEAIE O QOL Y~ —2a 7 DO_"—2F 1 )b O
g (UElE) 1%, AK 200mg B N 100mg BED N7 T v REEL Y b EERICE > T2,

R—=2 T4 U NnBEE 10 B E TOHMIC EQ-5D OKEREE (BEIORE, ORI OFMH, 5
2 ADIEE, I RPIE VR /5o & EIAR) IZOWVWTHRENRE SN BEOE ST, AA
200mg BED SN 7T B AREE & bl U CEAEANS B o 72,

R—=RA T A L EE 10 i E TOMMIC S AOIEE), A AR ORZEZ 5 & EIARIZON
TUENRE SN BE OBISIIAA] 100mg BED ST 77 B AREE & il L CEEMICE o T2 b DD,
BENOREE K OH OE) OF BRI L CENHSE SN BFEORSITE T o T,

5. 10 #HF T EQ-VAS 2 7 DR_R— R T A L H b OINE: (S EHhE) 13 AA] 200mg £ K% O 100mg
HOFNT 7RI LEEMICE» -T2,

F 510 l@IETO IBDQ @ 4 DD KA A 227 (EEIER, SHAER, ke, 2mE) KO
IBDQ #A 27 ON—RF A b ONE (SGERE) 13, A 200mg # % Y 100mg #ED 037 Z
EARELY SEMEICE T,

$H- 10 BHIFTO WPAL D 4 DD RA A A a7 (KRE), HERFORRE, F7@)ArEM: OB K & OVE Bk
E) OWTHUZONTH, X—=RA T A UNoORDE (SEER) 13AAK] 200mg BEO TN 77 AR L
D LB @D o Tm, — 7. #5100 T WPAL O iR O[EE | 7@ 4 pErE 048 26 K ONE BhfE
EIZTHE RAA AT OR—AT A b0 & (SGEEE) 13AA] 100mg #0177 R
LD B BUEMICE -T2 b DD, REITIEEm L oz, L L7, LOCF k2 Xk aHises H
WCEHIE L7238, RENCEET 2 RAAL L Ra T OR—AF A4 b O E (SERE) 134K 100mg
HEOHNT 7RIV L EIEICE -T2,

V.
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A F 2= —DR—=ZAF A U bOEE ERVEHMEER)

AFl 200mg # K& TN 100mg # Tl AR O b 2 @EFRGER O 2481725 hs-CRP fEOX— X Z
A UIPBEDOORRD BT, XR—=AT A UL 10 HFE TOHRT, SR rraesr s F 03
AF| 200mg £ K O° 100mg FED WRE T Lz,
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HANEMIC BT 5 H 90

# 5 10 R IZ EBS SR 4 R L2 BEOEE (EEHMEEH)

5 10 BRFIC EBS EfEAZl L7-BEORIGIE, LFTO@Y THhY, WIhoRSEHETHL V7o
7=,

AARNEMIZ BT 25 10 B ToOARAK| 200mg #00 EBS BfER (%)
(EZFHEEH)  (FAS. NRI)

. o T v R E DE
7 200me B 77N (95% S X op f D
3.4 7.1 -3.7
(1/29 1)) (1/14 7)) (—24.0, 16.6) 1.0000

T — Z LA B &R L7 BE OES (BEKR) R,
a) EHTEL GEFGIEMT) 1235 < 95%EE XM
b) Fisher O IEHEHE RRTE

AARNEMICBIT 25 10 B TOARAK| 100mg #0 EBS BER (%)
(EZFHEEH)  (FAS. NRI)

X e TR REEL DE
A 100mg 77 e (95%{ZHIX) Op fiE D
6.9 7.1 -0.2
(2/29 f4) (1/14 1) (-21.9, 21.4) 1.0000

T — X IFHETE B &R L BRE 0ES (BEKR) oRd,
a) EHTEL GEFGMEMT) 12325 < 95%EE XM
b) Fisher O IEHEHE RATE

¥B5 10 K0 MCS g, NG 7 227 0. Geboes #iikFHIEfM. MCS &t (BoERR) *&iE
L7 BEOES (FEeRKREHHIEH )

#h5 10 B> MCS Efit, WNEHEEY 7 227 0. Geboes (kA E M, MCS Efig (Mo EFE) *45E
LT HBEDOEEIT. UUTO@Y TH Y., Geboes Mk FHEMEZRE ., WTFHOBRERETH DR -
7=, Geboes MR FHVE MR A 2R LT BEOEIGITT T B ARG L ik U CHIEMICE < . SEER O
FEREO—BME R LT,

HANERNC 31T 2 $5- 1018 1 C O AHI200me#f O A 2L H A
(CEAREIREHEEE)  (FAS, NRD

. b e TR REL DE
P AA200meE |7 7 EAEE gz o
(n=29) (n=14)
p fED
1 ~ o 3.4 7.1 -3.7 (-24.0, 16.6)
MCSHff 2 LT Ba ORlE (%) (1/2941) (1/14451) 1.0000
B R L - BE 0E
Z%if7x:70%émbtmﬁ®u 0 0 NA
GeboesHl ik F 0 EiE 2 R L 72 BFE D 27.6 7.1 20.4 (-6.0, 46.9)
EE (%) (8/2943) (1/14451) 0.2307
MCSE fig (B DEFE) * & 2wk L= BE D 3.4 7.1 -3.7 (-24.0, 16.6)
EE (%) (1/2943) (1/141) 1.0000

T — ZILAHMIETE B &k L7 BE 0BG 2 R T

¥ 10T, BRI Y T 2 a7 PHEEEY 7 R 27 ROPGAY 7 A 3 780, o, WHREEY 7 X 2 7 A031 T, MCS
DEFILL T T o 2555

a) EHLUFEL GEEMEMIE) 123 < 95%E X i

b) Fisher® IEfffe R &

V.
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HARNERIC ST 2 5 10 B COAF] 100mg FEO Az A
(CEAREIREHEEE)  (FAS, NRD

N o e TIT R REELE DE
P AII00metE | 77 (sl »
n=29) (n=14)
p fiE »
sk 1 N 6.9 7.1 -0.2 (-21.9, 21.4)
MCSFfit & in LIe A ola (%) (2/2945) (1/14451) 1.0000
WIREEY 7 A a 7 0% R L - BE OF 3.4 0 3.4 (8.5, 15.4)
& (%) (1/29451) 1.0000
GeboesfH ik 7 1) S fif 2 25k L 72 FRF O 17.2 7.1 10.1 (-14.5, 34.7)
#HE (%) (%) (5/2931) (1/1441) 0.6455
MCSHf#E (BIDOEFR) * &k L7 BHE D 0 7.1 -7.1 (-25.9, 11.6)
ElE (%) (1/14451) 0.3256

T — ZILEHMIETE B &k L7 BE 0BG 2 R T

¥ 10T, BRI Y T R a7 PHEEEY 7 R 27 ROPGAY 7 A 3 780, o, WHREEY 7 X 2 7 A0 1 T, MCS
DEFIT T o 2555

a) EHLUFEL GEEMEMIE) 123 < 95%E X i

b) Fisher® [Efffe R &

510 AR O NSRS EE, MCS thiE, EBS Efit (BMIDER) *ZER LIZBE OB (RRFHE
HH)

5 10 B O NSRS EE, MCS th#, EBS Bfif (BIDER) *Z2ER LIZBEOEISIL, L TFTD@E
D TH, MCSUEDHERIT., BFEMTORKRLEO—EMEZ R LIESMUORRFEEER [N
Mk Kk OV EBS EE (BoE) ¥] 1coWnWTid, BARAERTENZNOHEEL ERL L 72 B 0T
WTNOEESHTHL DR o7,

HANSEZ BT % ¢ 5- 100 Hf T D EAKN K % AA200mgit O A R MR H A
(PRERAVREETHH ) (FAS, NRI)

. e TIRREL DE
R s IR T DT T
plED
. o1 o 3.4 7.1 -3.7 (-24.0, 16.6)
PBRBIISE & iEpk LTe B Ol (%) (1/294) (1/14%1) 1.0000
. N 62.1 14.3 47.8 (17.0, 78.5)
MCSH & ik LT A OFE (%) (18/29451) (2/1445) 0.0040
EBSEf# (BIDEFR) * %2R LT HBE D 3.4 7.1 -3.7 (-24.0, 16.6)
A (%) (1/294) (1/141) 1.0000

T — ZILEHMITE B & ik L7 BE 0BG 2 R T

¥ 10MIE T, NESEY 7 2 a7 R0 T, BRI Y7 2 27230, 2odHEREEY 7 A 27 ROXIE1TH o2 HE
a) EHLUFEL GEEMEMIE) (23 < 95%E X i

b) Fisher® [Efffe R &
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HARNENNZ IS 2 B 5- 100 K TO2EZELIC L 2 AAI100mgitE O A B H B
(TR H)  (FAS, NRI)

. e TR REL DE
R SRSl I DT T
plED
oo o1 o 10.3 7.1 3.2 (-19.6, 26.0)
PBRBIISE & iEpk LTe B Ol (%) (3/2943) (1/14%1) 1.0000
o1 N 37.9 14.3 23.6 (7.1, 54.4)
MCSHi & ik LT A OFE (%) (11/29%1) (2/1411) 0.1635
EBSEf# (BIDEFR) * %2R LT HBE D 6.9 7.1 -0.2 (-21.9, 21.4)
EH (%) & (2/29441) (1/141) 1.0000

T — LI B &k L R OEIE T,

¥ 10MFE T, NREEY 7 2 a 730 E1. BRI YT 2 2 7 R0, 2 oHHEEEY T A a T R0IL1ITH - A
a) IEHITEL GEGMERIE) (23S < 95%E XM

b) Fisher® [Efffe R &

[Z24x4E])

el

B GHEOTRERIEIT )9 2 85 (BEE(R ) BEE I, A#I1200mgHfT10.6 (1.93) ¥, A#AI100mg
BT10.7 (1.80) . 7T BAREET10.5 (2.22) WTH-7-,

HEREG (LU ERH)
56T H (2020E3H31H) £ TOAEFRIL, AAI200mght T169/262%1 (64.5%) . AAI100mght T
161/285% (56.5%) . 77 BAREET100/14205 (70.4%) 1Z388 b7,

b L < ARDNTAEEGL AFI200mg it TIRIGMER NG R 232141 (8.0%) . _EMHEAZ 232001 (7.6%) |
SHE 1901 (7.3%) . AFI100mghE T EMHEEZ 232061 (7.0%) . HL31661 (5.6%) . BB KGR
1561 (5.83%) . 77 v RBETIEBIERBRN1LE] (7.7%) . FWHEERNS 116 (7.7%) . &/ 104
(7.0%) . [E¥% K OEEIR 4901 (6.3%) ThH o717,

EELAERRIT, AKI200mght T19/26261 (7.3% : i&EIEKIG 66, HEMAMRZEH 261, —7 A Vv Ak
Bhp, RIL, R EENR, L, o it RS, SRR Z MR, KRG, BEEAE,
FHEERRER 1B, 1HI2MEDOBIMBE O B A Y DT L« T 4 7 4 2 VY 15120 DIEEIE KIS R &
ONETE) . AHFN100mght CT15/285%1 (5.3% : {EBMERIGRSE], BuiE2f], &, ITFIEE. .

HPTHEATYR, KREREEHT. HR, 7 RUBRKEKYL, 1460, 15400, TEM, 75 A% & OUE) |

7T B ARRETY14201 (6.3% : IWEMERIGR3FI, B v a "y X —FIB%, MILEIEIE, v, 2dk
WERA1B, 120 DIBFEME RIS R R OV A L AMEBIGS . 1FI20: DOIENE KRG R K OBAIE) (278
O BT,

e HEICE > 2 A EELIL, AFI200mehE T18/26201 (6.9% : IEEMEKRIBRIF, K. ~F 7 1
v, A VAEE G, KiGHM, i, HE. T AT IF—F LR, MERIE, /e A
U T 4 7 4 VEGERH) | AFI100mehE T14/28561 (4.9% : 1&EM RIG R 7H]. BULLE
26, T NTTRE, FEBEIZA, 7 R U EREREYE, LIRSS 16, 12 O RERR A E B B
MERBEEI) . 772 AREET10/14261] (7.0% : {EEHERGRAG], SVERES, FhEkgE, 1o
ANy Z—HiER, UAVAEE R, BMILERIES 16, 1514 ORERD . FEEL, I & ONEEME
KIGR) 1T BT,

LI EST-BEFRIL, B bnehol,

(MedDRA Ver.22.1)

[ EhRE/HET)5]
[V-5- (2) -2) FIFRBR<IBEMERIBE >, VIF1- (2) -4) KRG (BBEERBAES) | OH
M
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[FH7hiE]

5 58 IR IZ EBS Bfif % #Ek L= BE ORI S (FEHMEEH)

e 5 58 HIRFIZ EBS Tafift 2 iRk L 7= SR OEIE 13, AAl 200mg #: T 37.2% (74/199 ) . A% 200mg
MHEDT T ER~OEIYFEZEET 11.2% (11798 41) TH YV . KKl 200mg 72>6 D77 EARYE 2 BRI
RIS EICE < . KKl 200mg FED 7T B AREIEE 2 BT A EEE N BIE S N (p<
0.0001, BEfEHERFABR R —R T A4 VBEORR O 2FVERIB R E AT v A R XUIERER ONHAE, &
WEMREANRERIZB T 52 Mar— Mok v @ik s/ CMH #iE) . A&l 100mg FHZHBNTH,
AF| 100mg FET 23.8% (41/172 f51]) . AHK| 100mg 76D 7T v R~DOYIY 2 FET 13.5% (12/89
) THY . KK 100mg 75D T T REIEE 2 BEC AT R RRICAEICE < . AHK| 100mg #EDO T
T B ROV 2 BT A HREE S 72 (p=0.0420, EAEHERFRBRN— A T 1 VIEFOR 02 F M
B EEAT aA RUIREREHOIFHAE K, ROEREARBRICB T 22 Mar— MLV Ehl
ftEn 7= CMH HE) .

¢ 5. 58 W T O AR 200mg #E > EBS Eff A R L2 BEDOEIE (%)
(EEFHMEEH)  (FAS, NRI)

BRE OGRER © KK 200mg #f
R R B P 5RE , 7T RRA~D TTRR~OY Y R ZRE L DFE
(5 11~58m) | O 200mg R 90 B (95% SRR 9 p fi D
LW BRI RIG R 37.2 11.2 26.0
K OBEIEHE © (74/199 1)) (11/98 1) (16.0, 35.9) <0.0001

, . 48.6 16.7 B
I RAATI (52/107 1) (9/54 1))

, r 23.9 4.5 B
A BAIRE N 0 (22/92 f31]) (2/44 f51)

T —ZIEAHMEE A 2R Lo BE oS (BER) 257

a) IEBTEL CEFERIE) (1285 < 95%EHE X M

b) TEMEHERFRER AN — A T A R ORE ORI PERIE RE AT v A FIUTREREH O OFHA T, K OREAEEARBRICS T 2500
S R— M &Y Ehlk sl CMH BUE

o) EWRANRAA 5 AT 70 P EE SO EAEOIEEIME UC B

¥ 5. 58 I TOAFA| 100mg £ EBS Efif 4 R L2 BEDOEIE (%)
(EEFHMEEH)  (FAS, NRI)

EARE OGRER © KK 100mg #f
B AR PR R P R s 77RO 7T RA~OYIY EZREL DFE
e 11~ 58 ) A7 100me 7t )0 B2 (95%(E X o p fiL
W) BRI RIG R 23.8 13.5 10.4
K OBEIEHE © (41/172 151) (12/89 1) (=0.0, 20.7) 0.0420

, . 26.7 16.7 B
BRI (28/105) (9/54)

, r 19.4 8.6 B
AR BAIRE N 0 (13/67) (3/35)

T —ZIEAHMEE A 2k Lo BE oS (BER) 257

a) IEBTEL CEFERIE) (125 < 95%EHHE X M

b) TEMEHERFRERAN— A T A RO ORI PERIE RE AT v A FIUTREREH O OFHATE, X OREAEARERICS T 2500
2R — M &Y Ehlk s CMH BE

o) EWRAN R A5 ATRIME 70 P EE SO TEAEOIEEIME UC B

V.
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5. 58 KT EBS Bfif 22 L2 BF OHEIG (%) (HEFHmEE) (FAS, NRID
S L$7200mgh 5D F SR 2 BE (h=98) BRREREBRAN -1 VROBOLBMHREIBEERTO1RXIZ
® 2L #200mgs¥ (h=199) SRBHFHOHAEE RVEREARRICEFB2BMI TN
S LH100mgh'B DTSRGS X BE (h=89) SDEBHESNI-CMHIRTE )
L H100mght (n=172) ¥ UL H200mgBE DT TL TORGEDFEN SN D BRI
(%) SHEIICEDE DL H100mgBE TIdBEKER0.05 L TIRE

100

B s

173

By p<0.0001 p=00420%

% 60 |

$

m 37.2%

7 40 (74/199f1)

%
13.5%

x 20| 11.2%

~ (11/98) (12/89f)

0
e 5 58 W T EBS Bfif : NRETT 7 22723 0 )t 1 (RIREE) | BRI Y72 2723 0, KOHHEREY 7227
NEMPE AR D R—Z T A b 1RA > FUEBALTO T 1 ZER LSS

5 58 HHKF D MCS EfiR, Figin) EBS, 6 # ARl AT A K7V —EBS &fif, NiEE 7227
0. Geboes #Hfk-FHImfig, MCS #fig (BIDOEF) *1 2R LIZBEOEIE (ERRIRGHEEE)

5 58 WHF D MCS iR, Figin EBS. 6 » ARl AT 1A K7 V—EBS &fif, NWHEES 7T 227
0. Geboes #ffkFr0%ME, MCS Efif (BIOERR) 1 2R LI BEOEIGIL, K| 200m g B & AH
200mg 725 D7 T E ARG 2 BE L ORNCHEHFRNCH B2 R 2 (p<0.025) 23R bitlz, —77.
5. 58 J I DO AA| 100mg B & AK 100mg 7> 5 D7 T BRI 2 BE L ORI, MEHFENICHET
Ay

B 558K COARFI200mght DA MEREHMSEE  (F72mKEHMEEE)  (FAS, NRI)

EARE A GRER © AHFI200mghE

FLARHERTRABR

= TR R o o e A NTIE =&
P AF200meRt | T, D (95v%(EaEIH) o
(n=199) B0 B AR pfED
(n=98)
6 AMOATu A R7 ) —EBSHfiF% 27.2 6.4 20.8 (7.7, 33.9)
FERL LT HBE OEIEF (%) (25/9241)) (8/47) 0.0055
Fii O EBS Hfif % £k L 7= BB E O HI & 18.1 5.1 13.0 (5.3, 20.6)
(%) (36/1995)) (5/98131) 0.0024
1 ~ o 34.7 9.2 25.5 (16.0, 35.0)
MCSsfitzign Lie ol (%) (69/199151) (9/98151) <0.0001
WIREEY 7 A a 7 0% R L - BE OE 15.6 6.1 9.5 (1.8, 17.1)
& (%) (31/19945)) (6/98431) 0.0157
Geboesfiiik 51 5 R 2 2R L 72 FREH O 38.2 13.3 24.9 (14.6, 35.2)
EE (%) (76/1994)) (13/98431) <0.0001
MCSHfE (BIOEFR) "2k L EE 22.1 6.1 16.0 (7.8, 24.2)
DEIE (%) (44/199%1)) (6/98431) 0.0005

72 B H R LT BEORE &R T,

X1 BIEOORIE, RHMRFRBRO =27 4 VI TAT vA FRIZEN L T ZFASOBER L LT,

i, AF200mgn> 6D 7 5B R~OEI Y R Z B 474))
X2 BSMEF T, EIBHIMY 7 2 27 | HEHE[EY 7 2 a7 ROPGAY 7 2 37230, 7vo, REREEY 7 227 28031, MCS

ORFHBIUAT T - 18
a) EREWE GEFLHERIIE) 1225 < 95%(E HH X R

(A#1200mghf : 92

b) FEMERFRBRAN— A T A R OR O RS PERIE E AT v A U REFEHI OO A T, K OTE AR 2200

af— MLV @R S CMHE
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B 558K COARKI100mght D A MEREHmSEE  (F72 KEHMEEE)  (FAS, NRI)

AR AGRER - AKI100mghE
F— st | IO Ry gt
B AF100mgHE o e |0 (95%(EHHXEH) @
(n:172) gl " (=) Z_ﬁ pfﬁb)
(n=289)
65 A DO AT 1A K7 ) —EBSH % 13.6 5.4 8.2 (—4.2, 20.6)
R LI ERE OEET (%) (11/8141) (2/37451) 0.1265
Frii O EBSH iR 2 FE Rk L 7= B OB A 8.7 7.9 0.9 (-7.0,8.7)
(%) (15/172151) (7/89451) 0.7951
k) ~ o 22.7 13.5 9.2 (-1.1,19.5)
MCSFfit & LIe R ola (%) (39/172431) (12/89f51) 0.0658
WIREEY 7 A a 7 0% R L= E 0F 13.4 7.9 5.5 (=2.9, 13.9)
& (%) (23/172151) (7/89%31) 0.1808
GeboestH ik 7=/ & AR 2 ZERK L 72 FRFH O 27.9 18.0 9.9 (-1.3,21.2)
FE (%) (48/17215) (16/89131) 0.0521
MCSHfE (BIDOERR) *2& ik LT-BH 12.2 7.9 4.3 (-3.9, 12.6)
DOEE (%) (21/17241) (7/8941) 0.2946

T — ZILAHMIETE B & ek L7 BE 0BG 2 R T

1 BIGONEE, BRHERFRABRON—RT 4 VEFCAT 0 A REIZHEH L T 7FASOBFEHE Lz, (RAI100mghf : 81
B, AF100mgn> 6D 75 B R~DEI Y B Z B 374))

X2 BSMEF T, EIBHIMY 7 2 27 | HEHEEY 7 2 a7 ROPGAY 7 2 3 7230, vo, REREEY 7 227 8031, MCS
DOEFNBILL T CTH- 256

a) IEHUTEL CHEFMERE) 1235 < 95%1E i X[

b) EAEHERFRBR N — A T A VEEOR N AHERIBRE A T v A FUTREREAOOEA T, KOEFREARRICB T 5500

ak— MZ LY EHE Sh 7 CMH# E

#4558 WKFTD 6 » HRRIO AT mA K7 U —EBS T &2 L7 BE OEE (%)
(E7REIREHIEE)  (FAS, NRI)

SELA200mghBs DTS ERYVEZ BE (n=47) R RBRAN -5 VROROLEMRIBRER T O RIS
® S+ LH200mg8t (h=92) SERTHOHAEE RUBREARRICSIF3BMI KM
St LA 100mgh SO TS L ARGE R BE (1=37) FOBERLLSNI-CMHIRTE
(%) JtzL#1100mgdf (n=81)
0
6 100
5
B
%’g 80
A
T —
~ p=0.0055 ns.
Do 60
78
gk
B
x40 27.2%
i (25/92f)
bR 20 13.6%
i) 6.4% 5.4% QLo
gﬁg (3/471) (/376
£ 0

B 5 58 W CD 6 » ARMID AT u A N7 ) —[RIKAEM (EBS Efif) : EHERRBRON—25 4 VS TAT A NEl%Z
BEINTWEBAENEE 8ETHLR LY 6 3y HMiIZhiz-> T, UCIZHT D AT v A FAIFEGEH T ¢ EBS Hfif4
LT A
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x5 58 M IF T O EBS Fafif 2 1k L 72 BE& OEIG (%)
(E7REIREHIEE)  (FAS, NRI)

S LH200mgh 5D TS ARG X BE (h=98) BRERHBRA—251 VBOROLSRRIBREZ 70 RN
@ UL H200mg (n=199) SEBEE O A S, RUEREARRICETZEMIR— T
DL H100mgh 5D TS LRI X B (h=89) LDEBHLETNI-CMHIRTE
0 Dt LH100mgst (n=172)
(%)
100

e

=
L
i 80
;EE

AR _

p=0.0024
By 60
B
fi
,% 40-
m
lve]
% 18.1%
| (36/199%1)
iz 20 5.1% 7.9% 8.7%
) [

$ 5. 58 IR T OFEH) EBS Hfif : %5 10 # K U 5- 58 3 O i1 C EBS FEff % /L L 7% &

£ 13- 58 KT MCS FifiE 2k L2 BF OFIE (%)
(E7REIREHIEE)  (FAS, NRI)

L H200mgh 5D S5 RGIE Z B (n=98) BREEREBRN -1 VRORO2LSMEIBEEXTORXIE
® DL #H200mgEf (n=199) SEREAOHREE RUEREARRICHITEBMI K-
DL H100mgh 5D TSR X B (h=89) SDEBHLETNIZCMHIRTE
0 Dt LH100mgst (n=172)
(%)
100
80
p<0.0001
5 60 |
wn
B
2 34.7%
= 40 (69/199%1)
22.7%
39/172
. 13.5% (2280
20— 9.2% (12/89%1)
(9/981)
0

$e 5 58 HFTO MCS 5fif : MCS DAE 2T T, WTFhoH 7227 b 1 el Zerolche
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B5 58 B TONMEEY 7 227 0 2R LI-BEOEES (%)
(EeRIREHMEEE)  (FAS. NRI)

S L H200mgh's DTS ARY)E 2B (1=98) BRUESHBRA -5 VBOROLEURBRER 701 R
® > L#H200mgEf (n=199) GRS OHAEE RUVEREASRRICHITZ2MIFR—MC
St LH100mgh'BDFF L ARYIEZ B (h=89) KDERHEEINI-CMHIRE

0 S LH100mg8t (n=172)

p=0.0157

15.6% 13.4%
6.1% (31/1996) 7.9% (23/1729)

(6/98f1) - (7/39%) -__.—

(%)
M 100+
18
=
5]
= 80|
g
*
S 60
18
&=
3‘ 40|
e
|
g 20
=
o7
= 0

]

5 58 W CONBEN LM : WEEET 7 A= 7230 (PRHE) Thoohd

x5 58 i IF T D Geboes Mk FEAR & 2k L I BHEOEIE (%)
(E7REIREHIEE)  (FAS, NRI)

S LA200mghS DTS RYIER BE (n=98) BRIERRERN XS5 V0RO BHAIBREZFO1 R
® U+ L$200mg# (n=199) SERGHOHRAERE RUEREARARICE T 3BMIK—RC
S LH100mgh s D TSR 2B (h=89) KDERHEENI-CMHIRTE

0 2 LH100mg¥ (n=172)

p<0.0001

38.2%
(76/199%1)

27.9%

(48/172f1)
18.0%

13.3% (16/89)

(13/984)

(%)
100
() 80
o)
o
o
D
gf'ﬁ 60
.ﬁi
%
5] 40
=3
i
$ 20
0

5. 58 T D Geboes Ak F I EAR : Geboes A7 — VTS EUTOR TR L2 5BE
RENESE A T D18 M S AR IR AN BN 7 U AR BE RN, ORERSEE A T8 D T ERIR S N 22 U, B~ DR ERIRIE 72 L. B
HWpL, ObA - EBERL

(Grade 0 : 0.3, Grade1: =1.1, Grade 2a : =2A.3. Grade 2b : 2B.0. Grade 3: 3.0, Grade 4 : 4.0, Grade 5 : 5.0)
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B 5 58 @I TH MCS & (BIOEF) R LTI-EBFOHES (%)

(F72BIREHRIE )

(%) Sl H200meh s DT S5ERYEZ B (n=98)
100 - B ot H200mgEE (n=199)
SHLA100meh s DFS5ERYEZ B (n=89)
SHLH100mgEE (n=172)
80 A
Z *
2 |
w
% 60
Al
[))
E 40
8 22.1%
® (44/199451)
27 6.1%
(6/9841)

0

(FAS. NRI)

* :p=0.0005 (vs. 75 t7RE)

* % :p=0.2946 (vs. 7 5tREE)
BREFEBRA—IS/VBOBOLGHRITRERTAMRR(ERE
REHIOGAEE, RUERBARRICE TS Mak— LY
fEEhi-CMHERE

12.2%

7.9%
(7/89451) (21/172451)

£ 5581 I O NIREIRYSGE . MCSHE, EBSTLfiE (BIDEFE) *Z i L - EF OFIE, #/5yMCSDO

R—=25 4 5O EE., BEREEQOLAZ T DRX—ZX53 A4 U nbOElbE. "M F~v—H—0D~

— AT A b OEALE (RKRARHIE H)

RIS, MCS thE K O EBS Efif (BlOER) ¥ &2 ER LI-BEOEIRIL., AHK| 200mg #ED 7
N7 T vRYYBEZRILY L EEMICE ST,

P 5581 BF T D 2UEA T L 5 AHI200mght DH 2 RHliE B

(BRRWFHIEE)  (FAS, NRI)
LR ANGRER © AFI200mghE
P s RaE | TR Ry B
S AA200mehE | T |03 (95%(SEKR) @
(n=199) - pfiEb
(n=98)
" e ~ o 40.7 15.3 25.4 (14.8, 36.0)
RIS & ek L2 BB ORI (%) (81/199431) (15/98451) <0.0001
e ~ o 66.8 32.7 34.2 (22.1, 46.3)
MCsg & ignk L= BEOFE (%) (133/1991) (32/98451) <0.0001
EBS#Efig (BIDOETE) *#ER LI-EH D 37.2 12.2 24.9 (14.8, 35.0)
EHE (%) (74/199441) (12/98151) <0.0001

7 — Z I LFHITE B % R L7 B E OBIS 2R,
3¢ 0 BHMF T, WIREEY 7 A a7 3031, BRI Y 7 2 a7 280, odEEEERY T A a7 N0IT1 TH oA
a) IEBUTEL GHEFMERIE) 1233 < 95%15 #H X 1
b) BEEHERFRBR AR — 2 T 4 VIO ORI E AT oA R XUIEFEH O OFHAE, K OEMEARRICB T 5200

akR— M2 XY ERME S 7 CMHR E

V. BEICEET 5IEE 109




B 558 K TO2EAHUT X 5 AFKI100mght DA % EEhE A

(BRI E)  (FAS, NRI)
AR AGRER - AKI100mghE
- s | O o Ry Bt
N AHN1100mght Do |07 (95%IEHEIXE) @
(h=172) 1Y 2R D
(n=289) P
. ol ~ o 26.7 19.1 7.6 (=3.7,19.0)
PERBIISE 2 iEpk LTe B Ol (%) (46/172151) (17/89%1)) 0.1625
et ~ o 50.6 39.3 11.3 (2.2, 24.7)
MCSe 2k L= i oRle (%) (87/172151) (35/89131) 0.0703
EBSEfiE (BIDESR) * & iERk L2 BE D 24.4 13.5 10.9 (0.5, 21.4)
(%) (42/17251)) (12/89431)) 0.0331

T — S ITAHIETE H 2 ERR L B E ORIE 2R

% B8EKET, WAV 7 2R a7 0T, EGHMIL Y7 X a7 30, NOPHERKY T 2 a7 ROXX1ITH o725 A

a) ERLIEL GEFMEMLE) (CHED < 95%15 X

b) FAFHERFRIRAN— 2 T A VI ORE O EH MR E AT v A FIUTREREH O OFHA T, &k OEEARERICS T 2500

AR — M &Y JERNE S - CMHRE

£ 5 58 WHF TONBBIAILE 2 Lo BHOFIE (%)

S LH200mgh's DTS5t RYIE 2 B (n=98)

® 2+ L #H200mgs¥ (n=199)

D LH100mgh'B DTSRI 2 B (n=89)

0 2L H100mgs¥ (h=172)
(%)

™ 100
o
-
55’\%
= 80
%;
Y
60—
E
A
Z
3 40
5
< 15.3%
ci; 20+ (15/98f1)
=
BX
x 0

40.7%
(81/19941)

(BRsgRREMME H) - (FAS. NRI)
26.7%
19.1% (46/172f))
(17/89%1)

5. 58 I T ONBLEIISGE | INBIS 7 22 725 0 T 1 (PRuplE) T e

5 58 WIF T D MCS e 2k LI OElE (%)

S LH200mgh's D TSRz B (h=98)

® 2 LH200mgEE (n=199)

S LAH100mgh 5D TS5t RYIE X B (n=89)

%) 0 2t Lh100mgsE (n=172)

100
7S

5]

G54

% 60—

=

= 32.7%
A 40 (32/986)
XK

&

% 20

0

$e 55 58 s T ORRALE (MCS t#)

66.8%
(133/19941)

(PRFAURHIIEE)  (FAS, NRI)
50.6%
(87/1724)

39.3%

(35/89f)

S BEMGHIMY 7 A3 TN 1 RA 2 PR T ZDOY T2 a7 R 0B LUE 1 Tho7ohmd

: MCS DN EMFEEARBRD R —A T A b 3RA » FELEDD 30% LA B L,
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¥ 58 WM TD EBS B (MO EFR) *&Emk LI-BEOEE (%)
(RZBAVFEEIEH)  (FAS, NRD

(%) SHLH200meh DD TS5 X B (n=98) I—
w1 a0 o
L B0 5 DT 5 ERYE AR (n=89) FOHOHR AR, %UERBABRIH [ B S ML)
L H100mgBE (n=172) LN I-CMHIZTE
80 1
m A * %
[v3) | |
wn
3 37.2%
£ 40 (74/199451)
B 24.4%
42/172%5
* 12.2% 135% (42/172451)
] (12/98451) (12/89%1)

0
% BB 58 T EBS Fifif (MOER)  WHEY 7 2372 0 3T 1 (hflE) | EBHmY 7 22723 0, hodk
EEE 7 22780 Xk 1 Tholoihs

E4y MCS ODRX—Z2 T A b DO bR GEREEmER)

AH| 200mg BETIX, EEHEEFRBR O N— 2 T 4 L b ERHERFRBR O 5. 47 B E COHRI T, I
4y MCS 1IMERZAL Lo T2, —J7. AH| 200mg 75 D7 T v R BETIL, 28 z2mL T,
B85 MCS I X HARMEFFRBR DN — 2 T A > L e~ U7z, EERIE ONEAGHfY7 2 2 7%, AH
200mg #£ & OF 100mg BEO W T AT IV T b BfEMERRBR I A28 L TR Le o 72,
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B4y MCS O_R—2 7 A inb DL E (RRHMEEH) (LOCF)
4.0+

] BT E (95% SR R)

=
&)
I

o
(6] o
T I

BIESRYE S U1\ AN — D B AR OSONT T =
N
<

1.5
1.0
0.5 ___,_+
1 ‘__—L———‘»\‘,_____——w/‘
0.0 i % T
-0.5 T T T T T \ T \
A=-251Y Week 3 Week 9 Week 15 Week 23 Week 31 Week 39 Week 47
-~ BARBR UL MO /MFHRI L 200mgE (1=) 199 199 199 199 199 199 199 199
EARBOCLI0MGMERRTT LA (=) 98 98 98 98 98 98 98 98
l&B 4.0
ba 1 BRNZEFHE (95%EEXR)
=< 3549
3 i
wn -
D 3.0
e ]
B 25
&l ]
Bk 2.0
T ]
Z 1.5 7]
5 ]
X 104
> ]
h 0.5+
'093 ]
0.0+—
&
g’ -0.5 T T T T T \ T T
= R=251Y Week 3 Week9  Week 15 Week 23 Week 31 Week 39 Week 47
EAHBILL00mg MRHBRILLHI00MgE (h=) 172 172 172 172 172 172 172 172
EAHBOCLAOMGMERRTTE A (=) 89 89 89 89 89 89 89 89

R E QOL A a7 OR—2 5 A b OB bR (RRAFHMEER)

ERRMERFRABR O 5 15 KO- 47 BEF T, AHKI 200mg BETlE. SF-36 S (AH{Hl 1 K OV Al o
QOL ¥~V —=Ra7N_R—Z T A bbb MM (&%) Lz,

BRI O 5 15 KO- 47 BT, EQ-5D O ERIE B I >\ Tl ENIE Sz oEl
Al AA200mg # KON 100mg FEO TN ENENO T 7 v RUPE ALV LB E > T2,
ERRMERFRABR D5 15 KO E- 47 BT, AFK| 200mg #ETliE, EQ-VAS 2 a7 NRN—RZ T A b
DI (M) Uiz, —F. AK| 100mg #E Tk, BEAEHERRBROKR S 15 B oA, EQ-VAS
Z a7 OUGEIRBAHF] 100mg 72 H D7 T RO 2 BE L i L CTEdo T,

FRAERFRBR O 5 15 KO- 47 HFE T, AK| 200mg #£ & O 100mg #ETiE, IBDQ @ 4 2D R 2
A v Aay (EERER., 2R, BRE, a5 E) K OVIBDQRA I T NR—ZAT7 4 b bd
ITHEN (%) L7z,

EIRHEEFRBR O G- 15 K OPe 5 47 T, AHK| 200mg FE & Y 100mg FETIL, WPAIL O K #)% R <
HENRFOREE . FEAEEE OB KL NNEBEEICRET 548 RAL VAT BR—RAT 4 Vinb T M
W () Uiz, RENCET A RAAS L Aa T OR—AT7 4 b0 E% LOCF &2 Xk A4
SEEAVCIHME L7258, BB OB G 15 X O S- 47 OIS T, =2 T A4 )6 O
B (EE) 1IAH 200mg BED S HBAK] 200mg 225D 7 T HARYEEZ BEL U B BUEAICE Do T2,

NAF7—H—DR—=2AF A N0 E ERMEHMEEH)

FARE AR TR B L7z hs-CRPE DA &, FLffHERF USRI 2 38 L C A 200mg #£ &% O 100mg
FECERMERr Sz, L7 a7 7 F AEIEAH 200mg B4 T 100mg FEOWFIIZE N TH T
FRAMERFRABR AR 2 U THERZE L Leh o 72,
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HARNERIC BT 26890 (7 70— 7f#hT)

Bt 5 58 IR IZ EBS Bfif % #Ek L= BE ORI S (EEFHMEEE)

e 5 58 WRFIZ EBS Tafif 2 iRk L7- B OEIGIX, AAK| 200mg #DF D3AHK] 200mg #ENH DT T+
REUEZREL D &, ak— b A BREGRER) LT L AEMRANRIBEOBE TIX, 74V
2F =7 200mg FET 28.6%., T B RUIEZBET 0%, 72, 28—~ B EfpEARBRNSBIT L
AW BIFN BRI O BE TIE, AAI 200mg #£ T 23.1%. 7T B RUEZ BT 0% TH - 72,

AARNEMIC BT 25 58 H:ToOARK| 200mg #> EBS B fER (%)

(EZFMEE)  (FAS. NRI)
BAE ANGRER © ARK) 200mg B
TR R R TR R R TSRV IR LB D=
AF| 200mg £ AN VR e (95%(5 #E X)) 2p fiE b
25.0 25.0
(5/20 1) 0 (-2.0, 52.0) 0.1528

T — X IFHETE B &R LI BRE O ES (BEKR) oRT,
a) EHTEL GEFGMEMT) 12325 < 95%EE XM
b) Fisher O IEHEHE RRTE

AARNEMIC BT 25 58 H;TOAAK] 100mg #0 EBS BfER (%)

(FZFHmEH)  (FAS, NRID)
BAEE AGRER . AK) 100mg B
TR TR MERRER TSR RZBE L DFE
AF| 100mg 77 AR BB (95%{EHEIX[H]) p i P
21.4 16.7 4.8
(3/14 #1) (1/6 1) (—43.9, 53.4) 1.0000

F—H AR ER L BB OEHL (BB ZrT,
a) EHLEEl GEFEMEMTE) 125 < 95%(= fE XM

b) Fisher O IFMeffe Lk iE

5 58 HMFO MCS Efif, Fifit EBS B, 6 » Ao AT uA K7 ) —EBS Efif, WiEEY 7 A
27 0. Geboes filfE=200EfiE, MCS &Efig (BIDOEF) ZiER L-BEOEIS (EARIKEHEEH)

AARNEHNZ BT 2 #5581 I T D AHAI200me i O A Zh R H

(E7eRIREHmEE)  (FAS, NRID
EARE A GRER © AHFI200mghE
- st | TR o kg gk
S AFI200meht | 0 S e |03 (95%(EHEKH) @
(n=20) - pfHED
(n=9)
65 AlOAT A K7 —EBSEf#% 11.1 0 11.1 (-27.5,49.7)
L2 OFIEH (%) (1/961) 1.0000
Gz L 77 > > - AN
%&)ﬁﬁEBS%ﬁ%éﬁk L7 BE OEIA 0 0 NA
MCS#E fif 2k L= BE OEIE (%) 20.0 0 20.0 (-5.6,45.6)
(4/20451) 0.2800
WHREEY 7 2 27 0% ik L 7= B OE| 5.0 0 5.0 (-12.6,22.6)
& (%) (1/20451) 1.0000
GeboestH k71 FLAR 2 ZERK L 72 BE D 30.0 0 30.0 (1.9,58.1)
ElE (%) (6/2041) 0.1375
MCSHfE (BIDOEFE) 2%k L7z 8 20.0 0 20.0 (-5.6,45.6)
FZDEL (%) (4/2031) 0.2800

T — ZILAHMIETE B & ek L7 BE O BIS 2R T

1 BAEONRNT, EMRMERRRORN—2 T4 VB TRAT oA FEIZER L TWZFASOBEEK L Lz,
B, AHI200mgh> H D 7T R~DY) Y B 2 BE : 4p1)

¥2 ¢ B8WME A T, EEHIIMLY 7 2 27, PHEREKY 7 A 27 ROPGAY 7 X3 7 A0, o, PIREEY 7 227 30X31T,
MCSOEFMNILL T TH - 1= 854E

a) IEHTEL CHEFMERE) 123 < 95%(1E i X[

b) Fisher® [Efffe R &

(AKH1200mght : 9
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A A NN BT 2 #5581 I T D AAI100me i O A Zh R 3

(TR BIREHIE )

(FAS. NRI)

ERE A GRER © AHKI100mghE

- st | TR o kg gk
S AFN00meRE | D e |03 (95%(EHEKRH) @
(n=14) a pfi®
(n=6)
61 AflOAT A K7 ) —EBSHf#% 33.3 0 33.3 (-62.7, 100.0)
AL L 72 BHE OEIEHL (%) (2/6%51) 1.0000
Gz L 77 > > - AN
%(n:;:)éﬁEBS%ﬁ%éﬁk L7 BEH OEIA 0 0 NA
MCSHf# % Rk L2 BEDEIE (%) 21.4 16.7 4.8 (-43.9, 53.4)
(3/1445) (1/6f51) 1.0000
WHREEY 7 2 27 0% ik L 7= B OE| 14.3 0 14.3 (-15.9, 44.5)
& (%) (2/1441) 1.0000
GeboestH k71 FLAR 2 ZERK L 72 BE D 21.4 16.7 4.8 (—43.9, 53.4)
ElE (%) (3/1445) (1/6f1) 1.0000
MCSH#fE (BIDOEFE) 2%k L7z 8 7.1 0 7.1 (-18.3, 32.5)
FZDEL (%) (1/14) 1.0000

75 A H & L BB ORI B &R T,

X1 BB OSRNE, RBHERTRBRON—2F 1 VIFTAT B A FRIZMEH LTV 2FASOEFER L LT,

B, AF100mgn> & D 7T R~DE) Y B 2 BE - 1)
%2 ¢ B8EME A T, EEHILY 7 2 27 PHERKY 7 A 27 RUOPGAY 7 X3 7H0, o, PIREEY 7 2 a7 30X31T,

MCSOAFBILL T ChH oA
a) IEBUTEL GEEEMEMIE) 12353 < 95%(E 8 X i
b) Fisher® [Efffe R &

(A#1100mgh¥ : 6

5 58 Wi O NS LGE, MCS e, EBS ffif (IO ES) *& ik L2 BEFOEIEG ERRARHE

HH)

HANSEC BT % ¥ 5-581H If T D EAKUT K % AAN1200mgit O A MR H A

(PRERAVRFAL T H )

(FAS. NRI)

ERE A GRER © AHFI200mghE

P st | O o e
N AHAI200mgiE C e |DFE (9B%IEFEX ) @
= IR =S
(n=20) - pfiEb)
(n=9)
. o1 o 25.0 11.1 13.9 (-22.1, 49.9)
PRSI 2Rk L7 BH DRl S (%) (5/204) (1/94)) 0.6328
o1 N 65.0 11.1 53.9 (16.5, 91.2)
MCSHi & ik LT A OFE (%) (13/20) (1/9451)) 0.0142
EBSEf# (BIDEFR) * %2R LT HBE D 25.0 0 25.0 (-2.0, 52.0)
A (%) (5/201) 0.1528

75 3R H &R L B A ORI B & 7T,

¥ BBEKE T, WNEEEY 7 2R a 7 RN0IEL, EGHM YT X a7 30, NOHHEREY T R a7 RO TH o 125 A

a) IEBUTEL GEgEMEMIIE) 12353 < 95%(E 8 X i
b) Fisher® [EMEMERBE

V.

TBRRICRE9 DA
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FARNENNZ IS 2 B 5-581 Ik TO2EZALIC L 2 AAN100mgitE O A B RHH B
(TRFEARFfiZE H)  (FAS, NRI)

TERPE AR © AF1100mg |
- s | O ok fr ks
S AFN00meRE | S e |03 (95%(EHKRH]) @
(n=14) - pfiEb)
(n=6)
A R LB OB (00) | Jh e 4.8 (_143696053'4)
. ) 50.0 50.0 0.0 (-59.7, 59.7)
MCSe 2k L= i oRla (%) (7/14451)) (3/6151) 1.0000
EBSEM (WD &) * & 1wk LI~ BED 21.4 16.7 4.8 (-43.9, 53.4)
EHE (%) (3/14451) (1/651) 1.0000

T — ZILAHMIETE B & ek L7 BE O BIS R T

¥ : BRIEIEC, WHSEY 7 2 a7 R0 T, BRI Y7 A 27230, 2oHHEREEEY T A 27 ROXIE1TH o2 HE
a) IEHUTEL CHEFMERE) 1235 < 95%1E i X[

b) Fisher® [Efffe R &

V. {BIRICBE 5 A 115



[Z24=1E]
W% A
KRG HEOIRBRIKITRT 2 (RS BEIR X, AF1200mghf T39.4 (14.33) i, A#4I200mg

M7 T RAR~OYEZHET28.8 (17.68) 1, AH100mghtT34.5 (16.84) 1., AH100mgn>& 7
T R~DOEEZFET29.2 (18.57) M TH -7~

FEREG (LeVMITER)

567 H (20204E3A31H) £ CTOAEFESLIT. AKI200mght T135/202%1 (66.8%) . A#KI200mg7>
5O 7R Z BETH9/99%1 (59.6%) . AAI100mghE T108/179%1 (60.3%) . AAI100mg7h>
5D 5 REET60/915] (65.9%) . 7T B RMkERETET/936] (61.8%) IO BT,

b L AN AEELIL. AFI200mehE T LIHEER 32261 (10.9%) . &M K52 A3 2141
(10.4%) . EFRGERGEDS115] (5.4%) . AHFI200mgH> & D 7 7 & RYIEE 2 B CIEGM: KI5 2320
Bl (20.2%) . BAEIRNTH (7.1%) . MER26H] (6.1%) KO EIHEER 661 (6.1%) . AHl
100mghE CYEIBME ARG 231961 (10.6%) . EWHEAR 1261 (6.7%) . FUEN116] (6.1%) . K
FI100mg/H 5 D7 7w ARFETIEBIERBR N 166 (17.6%) . LIHEER 266 (6.6%) . HEIAH 54
(5.5%) . 7T B RKGRE CIEBIERBR 116 (11.8%) . EWREERNSH] (5.4%) . BEIE 23541
(5.4%) ThH-oTz,

EHE A ERELRIL, AF200meht TY20201 (4.5% : HIER., B, WA, REHEG, ok, M=
K, EEAE, BB, A1) | AAI1200mg) b O 7T 2 AR ZBETOF], AH
100mghECT8/179%1 (4.5% : MR, {EBERGE, FE Mg, BRI IES 15, 164
HEOMERE, DRI, PR RS, S, 184 oERE, IBaE, hIEER, SRR, 1412
fEOMEESE AL . AFI100mg) b D7 5 RS2 BETTLE (7.7% - BRI, Atk
BARTZ . B O MiTS . SFREZE. v A L 2MEE . SRR, AR ESR16) .
7T ' AR RECT4/9301 (4.3% : SMERREE, EHEIRARE, EER, HmEREZE, Mg, Rl
WA 1) IZERD LT,

R IRICE ST AERERIL. AFI200mghE T7/20261 (3.5% : IEEHERIGR2ME, hFER, ~F
o e, EMERARE, BERELE, 0TI =0T ) F T UAT 2 T —B N, T A
TXURT X NT AT =T —FHN) . AFI200mgn S DT T B R 2 BET2/99%1 (2.0% :

RG2S, NERMEE A 16]) . AAI100mghET10/17961 (5.6% : {&HEIERIGRAB], .

JEAE, BmEER, FEE A16], 120K, K, 1F20E0 s, FRIKEE) | AH100mg
NHDOT T2 RYEE X HETA916] (4.4%  IBBIERGR, VA VAERBR, HOREMERE, &
PEBRIAFR A LB . 7T 2Rkl T3/9361 (3.2% : KIMEFIRIFMARSE, HfPEFEZE, FlR e

SiE, Mgk, BVEREES 16 (T8O b,

LI E - T HEERIT, AF200mghET2/20261 (1.0% : £RAE, MEALH]) 128D b=,
(MedDRA Ver.22.1)
[ @Ehae/H 5]

[V-5- (2) -2) FEI¥FRBR<I&BMERBE >, VIF1- (2) -4) KERS QREERERER) | ©
HZ W
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2) REtEEER

<BEgHIO<TF>
OENFE INHAER#GIRESHER B5T—42) [GLPG0634-CL-205 (DARWIN 3) 39

HHY

RASE A D RIE DTN RA BHEXRIT, AAIRIME T OR 2 L AP Rt
+5.

AR YA

St HEEM. Rk 5ER

PIE

AFK O/ F MARRER (GLPG0634-CL-203 & ) GLPG0634- CL-204) DWW i)
5T L B3 739 5

A BRI

FEERMM (K96 » A XiFEEEICE T 2 RERTE AR FEDOKRE T
RN (F—%Z > A7 H) 1 201845 A 30 A
ARRBR - HEITHR (2020459 A 25 HIREH)

AR 1%

AF|OUESNE TR (GLPG0634-CL-203 } (8 GLPG0634-CL-204) DU i
Z5E 7 L7z RA BRI, A 200mg/ H % 5617 2 38k & [7 UARAAEE (A%) 200mg1
H 1A% 100mgl H 2 [0]) TEH L7z CREBMERFIIAA 100mgl H 1 7]
Beh),

GLPG0634-CL-203 ® 77 Akt (GURSE THRE) 13, &Kl 200mgl H 1 [AIHE X
100mgl H 2 [FIFEC 1:1 DR THEFERA LT, £72. GLPG0634-CL-204 D8
Fx. IBRELEMOFIMIC LW MTX 2 X H1am A BG I RE L LT,

A 3

[Zz4=4E])

ZAAVERMEER  FERESR &

[FH7hiE]

HRWEFEMTE H : ACR20/50/70 %, ACR/EULAR FEYE|C X 2 & iR,
DAS28-CRP Z{b& %

(- FEIARAT)

[Z242t]

W 522 14 ]

AR OMEER AR O th I 1%, AFI+MTX BEC 185.3 R, AKIEMAE T 181.3
M<ThHor,

AEHEL (MedDRA Ver.21.0)

B 5 156 K £ TORERELT, AFI+MTX BT 419/497 i (84.3%) . AFK|H
JEET 203/242 1) (83.9%) TR BT, EARAEREGIT. AF+MTX B TR
BRYEA 53 (10.7%) . EIREEZE A 50 1l (10.1%) M OFERZE BEMAE B S 48
Bl (9.7%) . AHIHEIMEE CHREZ A BERAGED 33 1 (18.6%) ., EXGEEGED 32
Bl (13.2%) ROEa L 27 o — LISED 26 61 (10.7%) Tho -,
EERAERERITAK+MTX BETIE 45 41 (9.1%)  AFIEAMEE T 33 41 (13.6%)
WO BT,

BHEARICE ST HEREGT, AKI+MTX BET 122 i (24.5%) . ARFIEMEET
74 5] (30.6%) IZFBH BV, ZTOERFRIINTNORGRETH EEETERAE
PECRH +MTX BT 47 51 (9.5%) . AFIEMEET 3345 (183.6%) 1 TH-7z,
I E S T2 AEFRIL, AF+-MTX BT 2 6] (BER IR 151, gk
IiE K QNSRS IRIMARSE 1 61) . AFHEMEET 36 GERT U N FE 2 61, Mgk
16 (2R BT,

Grade 3 DL EDEARMRAM B IX, AFI+MTX #f 28.4%., AHIHAMEE 24.8% T
W ST,

ARRBR, IR 3 Bl 0 | REFEVLOMPED 161, SEREE (77 n—1) 24
THWROHEN 1B L OHRIREN 1LFITH T,

AR OL VT — 2%, 5 AR RO 2 T st BB I AA £ T,

V. {BIRICBE 5 A
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QEBRERFE NAR MRS [GS-US-417-0304 (FINCH 4) 110

9 i?&ﬁ) O EEOIFEINE RA B 235100, ABIRME G 022 & A% Mt
e o | ZHERRIERE, —EHEMR, Bk G RER
RRT YA~ FERHERE © B A% 7= 280 [E & itk 2150z
AF D FERS LR M AHRER (GS-US-417-0301, GS-US-417-0302. GS-US-417-
PSS 0303) ® 9 Hl1oE5ET LI-HE
AT (et RER) - 1,230061 (HARNT261% 5 Tr)
AR S S E I &R 6 M
BRI PRt (F—%F > A 7H) 2018410 H 8 H
AFRER - TR (2020 4 9 H 25 AN
AHI O E RS R H AR (GS-US-417-0301, GS-US-417-0302. GS-US-417-
0303) DLFNAETET LI RABHIC, TROMMT 1A 1 EREAES LT,
o SEATIRBR DB ICAR R 2 % 5 STV BT, JefTRBR & R B & fke
5 LT,
« AFNILIAN 2P G5 STV ZEE (GS-US-417-0302 THRMED KA X v 155K
AR T1E DG IEESNT-EBEEET) X ARERO 1 H A IZAHK] 100mg #E XX 200mg
HEICER F T 11 OlRTHEEAL L,
BB, FATRBRICB O TEE ST -csDMARDII#kRE L. 155 3251 5 Al L
KENEHT LD L L,
GS-US-417-0301 K& T* GS-US-417-0303 T, HEUEJRRZ 51 CRBRZ 58 T L2
X, REa s L,
|EEE:ELES)
- ZAAVERMEER  FERESR &
L A
b RARAT CIZA RN ORI LI L 72 Do 7=
[Z242t]
W 522 14 ]
AFN O (SD) 1%, LR TIX. AKI200mght2321.7 (16.9) H[H,
100mgHfA321.7 (17.2) B ToH > 72, HARANER TIE, AAI1200mghfA319.9 (11.6)
WM. 100mght2320.0 (13.9) HRETH 7=,
AEHEL (MedDRA Ver.21.0)
PREMICE T 58 FFS IKREERT 2 5T) 13, A% 200mg # T 267/660
% (40.5%) 100mg #£ T 214/570 5] (37.5%) Zid® bT-, TRAEFLIL,
AF| 200mg B CTHREGEGL DS 23 1 (3.5%) . EMABEL N 20 51 (3.0%) KO EX
TERRYL)N 16 5] (2.4%) . 100mg #£T RA 2 21 ] (3.7%) . LHHEEZEAY 14 {31
(2.5%) KROVEMED 12 6 (2.1%) HTHo7-,
HE 72 A EFRILAH 200mg #£T 30 B (4.5%) . A% 100mg #ET 17 1] (3.0%)
(LS IZRH BIL, ERFESR (T OERGHT 2 L) 13AA] 200mg # T L EH
(HP REI AT ) s 3, ArEEEEE, SVEREI R A OHIE MR 2345 2 . 100mg & THE
W R, IR R OYRE X R D 2B CTh -T2,
BeH A IR > AEREGT, AK 200mg #ET 14 #] (2.1%) . 100mg FET 11
Bl (1.9%) 2D B, FEREG (2FILLE) 1%, AK 200mg BE CTEMERFEE,
ALT 8900, AMEEPERIfEI 2 K OY AST B9N234 2 1], 100mg BE T RA 2 2 I TH -
77
FHTICE - T=HEEFLRIL, AH 200mg BET 16 (Wil (2RO iz,
HARNEMICBIT 2 HEFELRIL, AF 200mg £ T 16/38 #1] (42.1%) . A% 100mg
BET 17/34 6l (50.0%) T3 bNT-, A ERES QEILLE) 1. A% 200mg
FEC RMHIAZE S 4 1] (10.5%) | RA, #5H], A PRI K O R 234 2 61 (5.3%) |
100mg #£C EWHEAAR Y 5 61 (14.7%) | REHMNA 2 61 (5.9%) Th o7z, HE
IR ERERIT, AK 100mg BED 1 6] (HARTEE) 1ZRD bz, BARNEMTIX,
B HIEICE>TEAERFREOSETIIR D Lo T,

V. {BIRICBE 5 A

118




<BBMHEXEX>
EIf& 1t [ 5 MR R Bk 1% 5 BR[GS-US-418-3899 (SELECTION LTE) ]39

H Y HFEEEN O HEEOIEHNE UC B 2RI, AAIRWER 5 022 i 5,
BRI FEWK (—EIXI_EHER. 7"?)@“‘:#@5’%)\ E%ﬁf&fﬂﬁ%ﬁiﬁ?ﬁ
FEHERE © AARZ G 72 39 DE L Hulsiod 324 Sk
GS-US-418-3898 52 1 L7z, X% GS-US-418-3898 M iGER Ik s+ EiE I HlE S
POE =B BT B IR HE I S S X R B A Ik L7z UC B3 1161 6 (ZZeVEMET
R GAEH)
B 336 R SUIAFI O TR BRAE S D F TOWT IR T ORI
=R [ qulﬁﬁﬁzﬁﬁ (B NAZH) 1202042 H 28 A
AR - AT (2022 45 3 A 28 AREA)
¥ UC ORGRIRGE H & 0 B R SE 0 R R L 5 s 2 CRIR A ST 5
FHEMT. TRIIAFABROEMMR (GS-US-418-3898 DS MififlR4IZEM) £ T
EMFC, FidoHETLIH 1IEROKS L,
- GS-US-418-3898 # 52 1 L=
Rl HEOE T2 M F Tkt L7 (A%] 200mg, 100mg XiX7'7 &
ReEkh),
ERRRE., BRI T 7R 2B ESN TV EERERERSEHIELEZ, B
TOARKIZ G SN TV BEIIIEER T CRAEOARR O G 2 ik LTz,
AR T1E < R RIS AE T 10 A RFC O SE LR AR FEE A R T GS-US-418-3898 % #%&
TLI-BE
AKl 200mg ZIEEH T THEE I,
7272 L. dual refractory™ & Wt X 317220 72 K [E K O E o BEBE T, GS-
US-418-3898 TR\ CTFIRMAIEE 2RO 7=, LW ERLEL ER Lo T2
BEIIHISLE L, 2D DOBREITH L TIL, EEHR T TAAl 100mg 235
niz,
% : TNFa fLEAI K O R U X~ 7 Ol Al CIRFEAR LKD)
[Z24=4E])
LZAAVERMEER « FERER %
- [FH7hiE]
FHIERE | o MR E  H55 MOS O~— 25 i b OB
[ZEMmEhRE/HE T %]
RN Tl PRIBEDNY: (PD) OFHlIEIFEM Lo 7z,
[Z24x4E])
W 522 14 ]
TRBREK O g M (SD) (X, A% 200mg BE7AY 56.8 (34.01) #fH], 100mg Af
2N 41.7 (30.72) #M. 77 BAREEN 34.2 (21.70) BETH -7,
AEFHS (MedDRA Ver.22.1)
FEFRG (BRREMET 25T (X, A% 200mg # T 617/871 5] (70.8%) .
100mg BT 97/157 1] (61.8%). 7T & AREET 68/133 (51.1%) T3 b,
b L BN AERELIL, AH 200mg B TIEEM ARG A 131 6] (15.0%) .
ASEZE A 99 f1l (11.4%) . BT 2S 49 B (5.6%). 100mg BE CIEEME RGN
(RS 36 1 (22.9%) . EEIRMN 9B (5.7%). EWREERM 841 (5.1%). 77 B REECIE
(FR I fRHT) BEMERGR DS 16 1] (12.0%) ., FEZERERA SN 6 5] (4.5%) ., EMHSAR KON
& 7254 5 51 (3.8%) Th -7,
EERAERERIT AL 200mg FET 85 51 (9.8%) A 100mg £ C 11 1 (7.0%) .
TR REETTH (5.3%) 258D B, EodEg (WTNho&RS5EET 24100 E)
[IARH] 200mg B CIEIBIERIG R 24 B, Wi 4 6], IE. i, GHEK A
TEMEREEE . AR RS MRS, R, RAE, EHEE T, OAEEZE, Bk A
KE. FEBIEVEIAE 261, 100mg BECIEBEME RG2S 2 6. IR, A, #i
5. BIMHEREEN S 16, 7T 2 REECIEEE KRN 56 Th - 7=,
BeH RIS E S A EEL L, AH 200mg FET 127 5] (14.6%) . 100mg BT 34
i (21.7%). 7T BREET 1441 (10.5%) 123D BT,
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(i)

BT AFFRIT, AH 200mg BT 161 (LFHREZE ey > CTHEMm MR A= f
WEH) RO ONT, MHEREL, BRI LR L L Hr ST,

(5) #BF - fREERIGER

1) BREEEDHLHHHE BEAT—2) 17
BHRE IR RS (eGFR=90mL/min/1.73m2) (9 f]) K OEE (60=eGFR<90mL/min/1.73m?2)
(6 ) . H25 £ (30=eGFR<60mL/min/1.73m2) (6 i) ITXHEE (15=eGFR<30mL/min/1.73m?)
(34]) OBHEREREED H HHERFIC, AKI100mg 2 1 H 118 10 HERO&ESG Lzt &, AEFSR
LB R IE H AR C 3 B 3 F (B, BWABRK. THIA 11 | BIEOBKERED H 5 HERE T
16 54 (B8, O 240, IR 140 (SRR 5, WG RBRK THFE CICEE Lz, BER
. FHIEBE, A XY A RN ECG 23T A =22, BBRMICEE 227220 2 2 iR
DN Tn, BREBARRBICKNT, HEHZ2EOEERAFEFGROERGHILICET-HEHES
RO LR T,
ARBRICRB W T, AFIOBEMEIIMR BT TH -7,

(TVIF1 0- (4) -1) BHHREREDH ZBRE TR T 2 EpERe UMEAT—%) ] OESM)

1. BERUARICEET 5IE

<%hEEHiE>

1.1 PEETEEOBREREDH 5 EEIZIL, 100mg # 1 H 1 RRROET S, [2.4, 9.2.1-
9.2.3. 16.6.1 &[]

B e L HERCRERIR A & -
e S ORE (eGFR : mL/min/1.73m2) B
200mg = 1 H 1 [A]
IEH TR eGFR=60 (FBE OIRFEIZS T 100mg %
10 1/H)
WA 30=eGFR<60 100mg % 1 H 1 [7]
HmE CX) 15=eGFR< 30 100mg % 1 H 1 [A]
KB R4 eGFR< 15 BHELRNZ L

KGOS & EEICHT 2 2 &,

2) FHREREDHIWHE GEAT—4) »

PR BBk (10f1) R ONPEIE (Child-Pugh/3HEB) ORFHSAERIE 0 b 205 (106) 12,
AFIL00mg 7 ZE I | BB 1 43 5 LTz & & | A R R IEHTIAE R R C 101 (D). B30
FISHERESE O 2o 5 I CBBISIE (THI, MIERDUE, ok, MRS O RIS 4 1) (2320
Biviz, ARBCHE, Grade SOBRRMANRH 1%, PEEIEDOIFHRIENTE D b 5 HRHEOSHTIE (U
L SERIBD BT, /MBI, ZE I TR O ) L e MR 1) ISR B, A b
YA VRUECG T A—4 | BRI RBAR % AP BT B LR bIoTo, 7, AR
BRICI T, S % ST A TR G5 P IEICE > - FEFRIRED b1,
ARBUTBNT, AFIOBEMIR BT Th o1z,

(MedDRA Ver.21.1)
( TVI-1 0- (2) JFsEEREE O H D HERE ICBIT 23 mEhiE WNEAT—%) | OESR)

3) B#E (BERA. AEAT—%) 27

40~505% (10%1) . 65~74i% (10f1) . 75mLA B (106]) DOfEEER AIZ., AAI100mgZ 1 H 1510 H
MR O Lz & &, AEFRIT40~505 T8HI, 65~745% C1H], 75l ET6RIZED bz, +=
RHEG (WTRT2BILL ) 1. 40~505% TERR. FHIK OME S5 034361, 65~ T4mk TR LS 1451,
75k UL LTI 26, THINIFI CTh -7, REBARRBRIZEBN T, A ZEOEELRAEFZL )
BHEHIRCE S TG ERFZILRD Lo T,
ARBRIZBW T, AFNTERICERR L, ML CRFRERMEZ R LTz, /2. Z2eMEici L TFEl
FEECOEIIRD b ivie o Tz,

(TVI-1 0- (3) -1) @ik 23EmEhRe (EERA, FAEANT—%) | OHEBR)

V. {BIRICBE 5 A 120



(6) AENFERA
1) FRAKERE (—REARERE. TEFERRERE. FABBLERE). HRERFTET—FIN—X
AE. BERFTRERABOAR
<BEfi) v~F>
DOBEIRFE % EERRER[GS-US-417-0304 (FINCH 4) 1'0 (EHE)
ARKIEGRE ., EE LRSI E iR 535 [GS-US-417-0304 (FINCH 4) |k v RLEIRGEA G
kB~ BT 5,
i 8 & 72 D REEIEY B EEREEIE 0 B AR NIEB] & L TRek 192 4 (B IR 75 7 iR SR BR S 1 T 1)
(TV-5- (4) -2) <B#Y v ~F>QE I MU E Wikl i 538k [GS-US-417-0304 (FINCH
4) 1] OIHEHR)

<JBEMERIGAR >
D& &R % EER A ER[GS-US-418-3899 (SELECTION LTE) 139 (i)
AR A% . B B[R 26 AR & ke e 53888 [GS-US-418-3899 (SELECTION LTE) | X v #id
BB ERR R~ E BT D,
(TV-5- (4) -2) <{BEMEREGR > EESIFEE TARE kR 535 [GS-US-418-3899
(SELECTION LTE) 1] ®IEEHR)

2) RBEZEUHELELTERFIEOHNEIIEER LI-HAE - REBOBE
<BEfi) v~F>
GRS - BB, —EROIEFNARD T — 2 WERB SN D £ TOMIL. SIEF & %52 R
ERAEZEMT L2 LIk, AAOREMEROEEICET L7 — & 2 FHNCE L, A&l E
FERICLEREEZHEED Z &,

O EFERBREREIGS-JP-417-5642] (EHEH)
LS D] i FFZRE T3 1) B AR OEWZe a0 B OV Zh M B3 2 15 iR D IEE K ORI

k5 BEAIER COIRA 072 RA BE

L ESEN Hpu gk (2B

i 515k 1,000 5] (2R st GEpl & L O)
[F=ZEW]

ERTREGERS (BEAAERS, BERRYYE, 805 . BRI FEAIE
WA AL, PHSRERE S MRIPERGZS . AP HEREORL . U v ERER . ~E 2
BB . BRUATA ™7 A L A DTIEEAL, IR . O R RSO Al
L I ARF—ROMEY V) 12T, BEEAE 3 R ORI A R
+5
GIVEETE)

P 5B 24 BRI O ARSI OHWE R IR T 5

A NEDRLEIR

- FEMERESE R OBE TS« ARKI O SARITICEE D & 43 500441 3 4R
— CHEEHTREAEES EMEER O LA RO « £ 54 3
AR R

- ERUSOAESES | 5% 24 B
A DBLEIAR « B 5 BIRATE 24

S YE

<{BEMERRG S >

AL - BN TOBBRIEFI RO TR SN TWS Z &b, BERTEES,. —EMOREFIIR L T —
ANEMEINDETOMIE, BIER 2GR EZ ST 5 2 LIk v, AFEHEE O
SEREEET S & L bIc, RKEIOZEMEROHENECET 527 — 2 2 BHINCINE L, AH O e
IR B ZFE D 2 &y
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O E f FH plAEH A GS-JP-418-6118]

A2 T C UC BB AR L 60 ML LB A 0% etk Oa BT
A BET 5
AL o, (IR
R UC &
P D IR R e BRI D Lo FH LT 50, BEGRIDUT G L Ch
e 15,
TR | 470 ] (Z AR GBI L)
R G 1 75> 60 B & 5. 7272 L. A 5 0IE T 60 BOREE CARD
- P b5 2 S LTS BRI U T I, AHIE G IR e D B o 5
5 T OB O FEBUAT 1= VT TR T (PSRN A 5 BARER D > b
By G B AR bR ERI O RS B) & ki L OB 1T 5
ARG
HRRE DR (PR EAROMER. Al P, AL H | 5L HBY
AIRIE)
CEEA R
. e
L « =2 F7 A 2O UC DIRHE
ELTERR | G0 0 2 AR R O T - TR
- UC Iz 55 5 D R O
- UC LIS 4§ 5 B
+ #85> Mayo A 27
 BEERMREE R O 1
CEERREY (EER ST | AT AEES . 2 OMmofENs
(7) ot
MR L

V. {BIRICBE 5 A
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VI. EHEE(ICREI SHEHE

1. EBZNCEEHSLEYRITLEYEH
YXAXF—F (JAK) BHER: N7 7o TF=7 7R NV F=T X7 4 v F =T RAWKE
et ., URNEF TR, VRV ) F=T Y VR, TAIVF =T

EE  BEEO S LM OMRESUIZINREFIL, BT OIRNLELSZRT D L,

2. EBE{EHR

(1) EFREMLL - /ER#F
T A4NIAF=TE, Y XAFF—E (JAK) (3T DB O 7R2 7 7 /> =) Vg (ATP)
AP ERTH 5 46~10, JAK 1L, ¥ A M I A v IIRERF-SZBEEEERNSAE T 5 7L
AR AREE L, i, VA S A T UBE, RO MRS RE DML~ v AR A K&
ETHNEEE TH D, ¥ 7T VRERKEN T, JAK 1386 7R A2 S MG 2+ 52 7
TR GG LR T (STAT) % U b L, i&E(LT 5, 7 4 /v FF=71X STAT ® U “i{t
LIEMALZERET D Z LIk > T 7 mERKE 2T 5 17,

LT v B AL1I2BWT, 74 0 ITF =713 JAKL, JAK2, JAK3 KON TYK2 #BHZE L., ICs X%
F1 10~53nmol/L, 28~70nmol/L, 311~810nmol/L & T 116~177nmol/LL T&H - 7= 48, Hfn7T
TAIZEBNT, 74 0TI F =71 JAKL # L7zfEx O STAT OV b #BRE L, ICso 1% 179~
3,364nmol/L Toh 72 49, YA A R ORER TR T v A 128\ T, 74T F=71%
JAK1 {&(FED STAT1 OV b kO JAK2 (K7D STAT3 ik STATS OV U EE{bABHE L,
IC50 X% 44 506~1,180nmol/L f O 7,118 ~17,453nmol/L. TH o745, 7 4 /L ITF =7 DI
Rt TH B GS-829845 DIEM:IL, invitro T7 4 /VAF =7 D 1/10 Th o 7225, [FEED JAK &
WMEZ R LTz 49,

JAK-STAT 3 7' F AR ER B OIS 49~50 & 7 ¢ )L I F =7 OV AT
\ H 1% %

HARAA 9 9 @
RERT ® & an® (Y]
U Qe &% N T g
1B 2—7z0AY 0 9: 7
(2 8—O1%: IL6 GM-CSF. (IFNa. IFNB) IFN e J4LdF=
(12, 14, L7 1L, TURODRIF  Ao8—O1F 3 RIEAFENE 5
IL-15. IL-21) ROVARRIFY (L2104 1L-200
1L-22.1L-28)
BB o v - > v
E5H
o

JAK2

SEERAE sm(é,?‘ ‘2}3 Q&
STAT

YA A *
o . o : TALIAFZTHIAKICKES
s Vg ® B | Urees (EIIAKD RS
PR " RIS A MDA DBEEI
& = EALTHATPOIAKLES
N W ARS8, JAK-STAT

SUFIUBENEIDEE A

YA A1 URISHRAF LRAGEAMRN TRE

JAK (JAKL. JAK2, JAK3B UTYK2) ICATPHMES L JAKD b5 > RSB ML DY

R TRBRICHES LIcSTATH' VB

BB SNISTAT Z 8 A D RRICBIT

DNAICKE & L CGEIGFHE ZE ML JAK YR ZFF—t

SRR D1 S DS A TKFOS s 4
STAT: S F IVRERESE LR F
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(2) EMZRMFITHHERAIE
1) JAK 7732 —Icdd HBEEEYS (n vitro) *

AR BN T, JAK 77 2 U — (JAK1, JAK2, JAK3 K IONTYK?2) (o545 7 4L TdF=
7 KON GS-829845 DRHLEIEMEIZ DWW THET LTz, 74 v TF =7 D 50%HEFRE [1Cs CEHHE) ]
1%, F1LFN 10~53nmol/L, 28~70nmol/L. 311~810nmol/LL & T 116~177nmol/L. T&» »7-, JAK1
KON JAK3 (26T 2B EEH (K) 12221 39nmol/L & T 353nmol/L C, JAK2 K (X TYK2 (2%t

THMEEEE Ko 1EF1E 205nmol/L & O 376nmol/L Td -7,
F£72. GS-829845 D JAK1 |2k HHFIEMEIZ 7 4 L TF =T DK 0.1 5 Th o7z,

T A4NIAF =T KN GS-829845 DAFEE b JAK 77 X U —IZxd 5 ICso

JAK i ICisoi“SD (nmol/L)
Ly TN AF =T GS-829845
b Radioactive Assay’! TR-FRET Assay Fluorescent Assay’™2 | Radioactive Assay™!
53+£5.4 16+2.3 10+0.8 546+59
JAKL (n=14) (n=23) (n=2~4) (n=5)
69+17 70£9 28+5.4 624+149
JAK2 (n=15) (n=23) (n=2~4) (n=5)
311+41 810+180 >3,606+150
= 7L >
JAKS (n=14) R L (n=2~4) (n=11)
177+£50 116+39 >2,996+273
= 7L >
TYK2 (n=14) R L (n=2~4) (n=8)

TR-FRET (time-resolved fluorescence resonance energy transfer) : P4y st 6 -H0t g = % L ¥ — B #)
31 : [33P]-y-ATP filter plate assay

%2 : ULight™ assay ; [ATP]= 10umol/L

2) JAK Z4r L#= STAT ) VEA{LDRREER (in vitro) 9

KR NfAEZRWT, A A v [IL-4 (JAKUJAKS) . I1-2 (JAK1/JAK3). IL-3 (JAK2).
EPO (JAK?2)., IFNaB2 (JAK1/TYK2) K OMIFNy (JAK1/JAK?2)] #FFstEo STAT U o bl %4
57 4N AF =T OHEERICOWTHE Lz, JAKL 24 L7-4FfE STAT V VU ER{KIZ %95 ICs0 1%

179~3,364nmol/L. TH » 7=,

e MIJaERICBIT 2 7 403 F =70 JAK 4 L7= STAT U v E{kic%td % ICso

. , FEME S 4 BRI 1C50£SD
YA NA JAK il &M NT A —H e (nmol/L)
HeLa STAT1

OSM JAKIJAKZ (transfected) N T =T —BiEM 5 1,045+194
IL-4 JAK1/JAKS3 THP-1 STAT6 U ik 2 (2) 179+35
IL-2 JAK1/JAKS3 NK-92 STAT5 U figfk 3 (3) 4244308
1L-3 JAK?2 TF1 STAT5 U “figfk 1 (4) 3,524
EPO JAK?2 UT-7-EPO STAT5 U 21t 2 (4) >10,000
IFNaB2 JAK2/TYK2 U208 STAT1 U »figfk 2 (3) 465+308
IFNy JAK1/JAK2 U208 STAT1 U »figfk 1 (3) 3,364

IL (interleukin)

A4 v Z—nuA%, EPO (erythropoietin)

cx ) 2R F . IFN (interferon)

AHE =Tz

VI HEDHBU A 5 H A
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3) £k WBAIZHEIT5 STAT V) VEEIER U IFNy X QEE®ER (n vitro)

b b7 vEA4 (WBA) [ZBWT, @EEFRRANOEN L-mEs 7 4V IF =TT A Fax
— L., &Y A MU A R MED STAT V VLR O IFNy EAEICRTT 57 4 VT F =7 OFLENE
HIZOWTHGET LTz, 7 4 VI F =713 JAK KA FED STAT1 D U b e N JAK2 (& 744 > STATS3
XX STAT5 DV it aBHE L., 1Cs 1ZZNF 4 506~1,180nmol/L M T* 7,118~17,453nmol/L. T

Hol,
N WBAICEKITA 7 4 VI F =70 STAT U (b OV IFNy FEEIZRET 5 ICs0
VAN RS 2 P — 1C50+SD
Da TEENRT A —H JAK % GRIEREED) (nmol/L) JAK1 vs JAK2
6-7 629%1 —
- 1] ~ iR

IL-6 STAT1 V »E&{k, JAK1 n 1180:160%" —
1L-2 STAT5 U »figfl JAK1/JAK3 5 1,789 —
IFNa STAT1 U »E{L, JAK1/TYK2 6 1,127 —
IL-6 STATS U »figflt. | JAKI/JAK2/TYK2 11 3,410+0.76 —
IFNa STAT1 U »E{L, JAK1/TYK2 4 506 —
IL-2 IFNy pEAE JAK1/JAK3 3 (3) 316+134 —
IL-6 STATS3 U v gt | JAKU/JAK2/TYK2 2 (3) 2,632+1,273 —

GM-CSF | STAT5 V > 1k JAK?2 7 17,453 27.7%2
TPO STAT3 U » &1k JAK?2 2 (2) 7,118+3,748 14.1%s

IL (interleukin)
colony-stimulating factor)

A ¥ —uA% IFN (interferon)

X1 EBRFIEOEWNCED
2 ERFEOBENEEE 2, IL-6 Z v = JAKL @ ICs (629nmol/L) & GM-CSF % v 7= JAK2 @ ICso
(17,453nmol/L) L W& H
3 ERFEDEVEEE 2, IFNa & v 72 JAKUTYK2 @ ICs (506nmol/L) & TPO % v 7= JAK2 @ ICso
(7,118nmol/L) X v HEH

A X —T7xnr, GM-CSF (granulocyte-macrophage

D HERIER-~ 7 v 7 7 —Yan =—Rli%K 7, TPO (thrombopoietin) : b ARAZF

4) FrIMIKATERHAAE. NK ffilaR CHH#MHKICE (558 JAK BEFRQEMBREER (n vitro) 5

FRRANEMEICKT A2 M JAKBHER| (T AT F =T NV v F=T N 770 F =T RORT AT
F=7) ORFEERICOWTHRET Lz, FI1IL ORER M ERRTEEAIEESEIZ X e M4 CD34" 4
fu. TL-15 353 NK HIfudgsiZ1E CFSE B H 5, LXR 7 2 =2 MF3E CETP HELUTILAT ALk
(HepG2) %M\ iz,
7 4V 3 F =7 OIS ORI I ER T BRAE AR G NS NK B 52 5 2 B TR 13E5 < |
ICso IZZF N Z 21 1.96pmol/L, 1.14pmol/L }2 T 0.315umol/LL Th->7-, £/, =L A7 v —/1® HDL
5 LDL ~DOZE#Z B 545 CETP IR T 57 4 L IF =7 D ICs01% 15.3umol/L T - 7223,

flLo> JAK BLE AN TIFARBR O L HPH CRERMEZ /RS o7z,

A48 JAK FHE AN O R FEGIEPEIC 4% 1Cs0

e SEROTEME

1Cs0 (mol/L)

T4 dF=7 N F=7 N7 F=T7 | UREF=T
W IR MR BTSSR S 1.96 0.039 0.210 0.042
IR MR BTSSR S 1.14 0.026 0.110 0.025
IL-15 % NK ffasEsi 0.315 0.0066 0.012 0.0041
LXR 7 9= h#% CETP % 15.3 BHLAETE M2 7R & 227> 72 (10pmol/L & T E)

IL (interleukin)

VATV NVTZ AT NVERIER VNI E

A H—uA % NK (natural killer)

:FF 2T ¥ T7— CFSE: 5 (67) -HARFTTILALEA
VIOTREF— b Y=V AT, LXR (liver X receptor) : iTfi& X %2 1&, CETP (cholesteryl ester transfer protein) :

VI HEDHBU A 5 H A
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5) BERETIVCEITSER (Sy k) 2

6 IR OIE Dark Agouti 7 v MIZ A 711 27— ik aEENES L, CIAET7 /v (BEgik L~
b SEEERIR A 27 =22.8) AER L7, RIT, 7 4 FF =7 0.1~30mglkg M O A 2 H8[#RE
A5 L7z & & ORIER OB OB E L ~DRBIZOW TR LT, 728, BiExiRe L=
& 27 10mg/kg Z 8 3 [EIfGRENE G- LT, EBFEITEHEOZL &, Fi%HIX Larsen A =
7, EEICBT A FRECRT A REERIIX B~ 7 e N EZ T 7 40— @CT) 2K D082 v
TR L7z,

EEEIEIL. 7 4V EF =7 0.3mg/kg UL EOBECTHBERGFEIIC, DOVREEEC AF B ITIH S h
7= (p<0.05. Tukey DL HE Ll E), Larsen 227 (CEHHE) 1%, 7 4/ 3F =7 1mglkg UL ED
HETHEEANIZ, 7 4 VT F =7 3mglkg DL EORE TR L~ B LTz (p<0.05, Tukey
DL EIRE) . BIREICKH T 2 REERIL. 7 4 L3 F =7 10mg/kg & O 30mg/kg FEIZFED B
72 (p<0.05, ANOVA, t &),

Z vk CIA BT IVZEBIT DT 4V IF =7 O 2B Emf /e

(mm)
1.5p------ ] --------------------------------------------------------------------------------
*k%:p<0.001. **k:p<0.01. *:p<0.05 (vs. AHE¥)
TukeyDZ B LLBIGTE
1.04--1 |- T ------------------------------------------------------------------------
*
ok
#5188
M513EE (o] i I e e W S
DEHEED ) kokk
g —_
Hokk *okok
0.0-4-- I e e
L1 | |
0.5 e

TR L3 a3 a3 a3 a3 ZaL3d IZx)
(n=30) F=7 F=7 F=7 F=7 F=7 F=7 7B
0.1mg/kgB# 0.3mg/kgBf 1mg/kgBf 3mg/kgB 10mg/kgdt 30mg/kgB (n=29)

(n=10) (n=20) (n=20) (n=29) (n=20) (n=10)
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7w N CIAETVIZET D7 4 v IF =7 OFREIHITER
[% (vs.AtEas) |

100 =-- e T T e e e e e
e 1 *%*:p<0.001. *:p<0.05 (vs.AIEEY)
S TukeyDZ ELLEIEE
80 ol I I o B R R hhs Eh bbbl N bR L LR LR
N T *
60 —-- - - - - Sl I e R i
Larsen
237 -
40 +-- - - - -1 - - - -
20 1 - - - -
0
ARE g i) Ja03 pAg %) JaL3d 143 a3 IZRI
(n=29) F=7 F=7 F=7 F=7 F=7 F=7J 7
0.1mg/kgB¥ 0.3mg/kg®¥ 1mg/kgB 3mg/kgB¥ 10mg/kgB¥ 30mg/kgd (n=29)
(n=10) (n=20) (n=20) (n=29) (n=20) (n=10)
7 v b CIAETNVIBT D7 4 VITF =7 OEFREIHINEH
(%)
100 - *:p<0.05 (vs. AR
ANOVA. ti&7E
90
80 -
T0 1
X 60 -
E
E. 50 =
=
B 40 - T
A
-
7 30
* *
*
204 T
-
10—
0
TRISEE J40WdF=F Z10dF=T Za4NdF=T IZxILNET B
3mg/kgB¥ 10mg/kgB¥ 30mg/kgB¥
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6) XBREWETIVICEITSER (XHR) ™
Ozt DSS lERIEETT v
D> C57BL/6 ~ 7 AT, BKICIR U7Z 4%DSS % 7 B A MERSE, Z0#%, &51Ic7 HMA
WK Z B S, Sk DSS BERETT VEER L, *5 (156 Bl/ED) &, 74T F=7 3,
10. 30mg/kg/H KT AL 7 7H 5 0.5mglke/H  (BExtR) % DSS ALEBAME 5 HvS 1 H 1
mIRE O G L, Blth 14 BICHRT 2 CREZME LT EDOT7 4 VI F =T DIEA %, KEH,
oo s, EilptE (i) 2468 L 3 25 EIEEEfE S (DAD ., FEGORBLRES AR (IR
W, OB A, KRR, @R, & AME (PMN) O#E&, FHERA a7 ) 7 iE],
IHEBE Y o oSk (GALT) R OVSA T AMICEIT D U U REREFEROS E RE SICL VML
77
7 4V IAF =7 30mglkg BEGRETIL, TG RRE & bl U CRE, B Rl & ROV MLETE DA B e
WENEO L, DAL OUGEM A Btz [AHE @ p<0.001 (&5 13 HH), #ofis @ p<0.01
(59, 11~13 HH)., #EME : p<0.01 (&5 9~13 HB)., v ay Vo OIENiFRE],
Fo U USEREE R OB L KX S EBE . 2T ORI A AIEE OF B R W EN RO bl [
flE, RAE. MRHZ, IFRERA a7 U o7 RFERE, RIEA 27 O&F : p<0.001, PMN O#E|4
WA, WAL : p<0.01, U U REREFEEORE S (K) @ p<0.05, 7 1 /L2 7 Y > OIAL IR
El, WTFNOREIZHOWTEH, 74 3F =7 30mgkg DEEGICLY ., 2V T7 79TV L E%
MZENLL EDOYEENI BT,
7 4 FF =7 10mg/kg HHEETIL, B IREE & i U CRE, M OA B2 8ERN B0 5
U AE  p<0.01 (%5 13 HH)., HEfpitk : p<0.01 (&5 10~11 HH)., v 4=z 7 YV o OlEN
TR E ], T ERAAR RO FERE D RE L OWRH IR D A 2 7 OSEN B BTz,
7 4 VAT =7 3mglkg BEHRETIE, EETIREE & i U CRE O A B g [p<0.01 (% 5-13 H
B). 7avayy  OIENFRE], FHEAHRFAEE ORI, BRI R OO S A OB S

NI BT,
B S KOV EE (IBHEM) ~O/ERH & OMEE ~D 2
(g ZNEE
21
NaiveB#
—@— DSS VehicleB¥

-@— 7/l 1F=730mg/kgB¥* **day 13
@ 74V 3F=710mg/kgké**day 13
T4V AFZ73mg /kgh**day 13
NI 7H5 U R day 13

15 T T I I 1
0 3 6 9 12 15(8)

T - —@- DSS Vehicle®t
£/ m 8- 7 F = 730mg/kgBi**day 9.11-13
17,8 N ( ®- 7L 3F=710mg kgt

74 3F=73mg/kgB*
NI 75T VE

S LUNGE ST
OO = NN W W
°uohobeh

12 1'5(E|)

o
w
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O S KOG (15 HI) ~O/EH & OEE~D 8

& MR 14
22z, BiS
&[l 3.0+ —@- DSS Vehicle®#
= A5 -8 J+)LOFZ730mg/kgf**day 9-13

!1’5 2.0+ ~0- 74V JF=710mg/kgB¥**day 10-11
% 151 T4V IF = 3mg kBt

1.0 AN TSI day 10
=T
= 0.

0.0 | |

0 3 15(H)
HARS
R EE4 s £ (DAI)

3.0
% 2.5 -@- DSS Vehicle®
fEJ 154 - 74 )L3F=710mg/kgh¥
e ' 74V IF=73mg kgt

= L0 NTFHTIVEE
18 05-
& 0.0 T T T T 1
0 3 6 9 12 15(8)
HAR]

*EXp<0.001, **p<0.01 [vs IFIEXIR (Vehicle) BE, © /L7 Y v OIEMFIRE]
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T3 B PR A L2 30 1T 2 A S~ D VEH]

4m 7 R B
150 4 kK Kk ok 3 Kokk ok kK
Rk k% A .
= AN 3 - ol B °3° Q‘
100 X V) % . ¢
& i % A
j & = ’ 2 Z
a
~ 50 1 4
x 7 o1 ?, 7
0 ] T T T T T 0 T T T T T - i
Vehlcle 7411«:[ 7«)Lj 7{Jl«j ZJW? Vehicle 74)L3 7403 7413 ZL77 Vehicle 743 7403 7413 2N 77 Vehicle 7L 7{!Lj 74}IJ Z)W?
F=7 F=7 #39v F=7 F=7 F=7 #3Uv F=7 727 F=7 $3v F=7 F=7 F=7 #30v
30mg 10mg 3mg 30mg 10mg 3mg 30mg  10mg 3mg 30mg lOmg 3mg
B RAEADT DEE 6 ZRAZEMER (PMN) % FHREZATIY
ok gé 15 0.5 2.0
fiE Kk Kk 04+ 1 B o154
X 10 o P 03 ¥k EF‘ P
3 oy M| ek o104 !
> oo 2 M
% oo o N 0.2 <« osoe sotes
ol 2 57 e%° o = ot wmm oooe 3 9y
=) ote 0.1 evoe 7 05 2R
b .’ st 9 :
0 0.0 0.0
Velice 7011 413 7413 2077 Velice 7013 240 7403 2077 Velick 7013 414 7413 2077 Velide 7«»:1 204 7014 277
F=7 F=7 F=T 43OV F27 F=T FT 4OV F27 F=7 F=T 430 F27 F=7 =T 40
30mg 10mg 3mg 30mg 10mg 3mg 30mg 10mg 3mg 30mg 10mg 3mg
(um) HERERRE DVNERERREOHM ) am) VI BERROASE (BX)
500 Sokok * 1y 15 < 500
- R X
e - ]
1 40 o e . N }é 400 ® Vehicle®#
i 300 <& HH B 107 4l 1 2 300 ® 7L 3F = 730mg ke
e .'. we o & T, 4 o & oo ©® J4)LdF=710mg/kgBt
= 200 ’ 3 s $%pe o7 Z;_( 200 <t *%° b0 TILIAF =T 3mg/kgB¥
= = oo _elS i S
100 % s3e o L3 2 100 ZNTPHSIVEE
=
ol wools X ol
Vehicle 74)V3 743 743 277 Vehlde 7« =} 74}Lj 74Jl«j Z}L?; Vehicle 7413 7403 743 2N 77
=7 F=7 F=T $I39v F27 F27 FIT 4OV F27 F=7 F=T 439v
30mg 10mg 3mg 30mg lOmg 3mg 30mg  10mg 3mg

ROMEEEEF  *F*p<<0.001. *p<0.01. *p<0.05 (vs AR (Vehicle) B 1)L 0V > OIBMIAIRE)
T*p<0.001, *Fp<0.01, *p<0.05 [vs B (Vehicle) #E. ¥ 1= 2 Y v DI FIRRIE]

@184 DSS IE RIEET /L

> BALB/c ~ 7 212, 4%DSS Z#MUKICIE U T 4 B 5 L. 2 D% 3 BEIZEE ook z 5 % .
AR 18 HICHIRT 5 if ® DSS &5 A 7 V&0 LT, 8 DSS B RIEETT L& {ER
L7, &5 (10 Bl/EE) 12, DSSALEBAME 1 Hd 7 4 L IF =7 10, 30mg/kg/H. JAK [HLEHA
DKL LT N7 7 v F =7 % 10.30mg/kg/ B KFRIE L L TANL T 79T V0 % 20mg/kg/
Ha 1 H1ERAO&ES Lz EoaMEE UTRE, oS OVt (i) 2fEiE e 4
% DAL 2 XY 5 L 7=,

DAL A2 7(%, 7 4/v3F =7 30mglkg & 58 Clxikr4 A, 11 A, 14 H, 15 EUSZU“ 16 HIZH
BT L (p<0.01) 23, v 77 v F =T ROANVT 7 H T VNI DAL A a7 ICH BB B Y
FIESpinoTe, 7 4 VI F =7 30mglkg #5-HE TITREGH AL X 2 713 43% DI ;i’ﬂ“ L7,

7 4 I F =L 5 DAL 2 a7 O

FEFFERE —— BIENRER 2NTTHIIVEE ~772F =7 10mg/kgd¥
b7 F=T730mg/kgd¥ —0— JoJLOdF=TJ10mg/kgB% —— DL IF=T30mg/kg

9 |""J ' T T
D s —n
b A
z ¢ §
3 s / -\-\-\-\.
7 4

3

2

7 8 9 10 11 12 13 14 15 16(H)

EEAK
*p<0.05, **p<0.01 [vs WABEAHE (Vehicle) BE] *

SHERHIEATIX GraphPad Prism 5.03 2 il L C, T — 4 0AICE U T/{T A MY v 7 f#T (ANOVA, R 7 = u—=%H&
HHRIE) XX v XT A N w IR (7 A B T4 VA X UREDSELBRE, XL~y A v b =—RiE)
EHN T -7,
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OT HifaE T AET IV
MELLE BALB/e ~ 7 25 B [Flig 24§ H L C CD4+CD45RBhi f{lifia 2 BB L | D BESEE At A4
JE (SCID) ~ w7 AIZIERENES L CRIBRZFH R L, THlRE rBATT VEER L, x5 (30
BEE) 2, 74T TF =TT 4N IAF=TORBW TH S GS-829845 % 50/50mg/kg/ H X%
75/76mglkg/ H (7 4 /v TF=7/GS-829845) % RIGRDIIEN HINE 7o T235% 22 Hinn 1
H1EPEAROEE L, WA R E LT H 1 ERRO&S, §Lpa0 (PTIL-12/23) %[5t
BELUCHELREEENRS LD 7 4 VIF =T OEMZIRE, oS ROVEmEE (B
M) Z¥EEEL 425 DAL #EGO wi b, FER OB (IREK. OB A, HIRIEE, @&
Rk, PMN OEIG, 4FHERA a7 ) 7 #iE) . GALT KOV Z/URRIZET 5 U o RERERR
DL RE SITE VI LT,
7 4 V3T =7/GS-829845 N K HREOM A& & . IREETIRAE L LE X DAL O TOfEE [(KE
B O S Bt (B ] R OFER O wil b OF E R EN RO bz [DAI A& o
7 : p<0.00015 (¥ 45-45 H H, 50/50mg/kg/ H #5-#£ K O 75/75mg/kg/ B & 5-#) . #M D wil ko -
p<0.005 (50/50mg/kg/ H #&5-8E KN 75/75me/kg/ Q¥ 58 . 7 4 v a2 v VIEMFRE), £7-.
JRERARRAT LOGE A 27 PMN OFIE, k2 a7 U o ERERROB L RO E
WENRD LN R R OAF 227 1 p<0.001 (75/75mg/kg/ H £ 5-#) . p<0.01
(50/50mg/kg/ H ¥ 5-7E) . PMN OEIA : p<0.01 (50/50mg/kg/ H % 5% K& Y 75/75mg/kg/ H #5-
). HERkA =27 1 p<0.001 (75/75mglkg/ H #% 5-#£) . p<0.01 (50/50mg/kg/ H #e5-8£) . U /3R
EHRE O p<0.001 (75/75mgl/kg/ H % 5-1£) . p<0.05 (50/50mg/kg/H #% 5-#f) . V%[ : p<0.05
(50/50mg/kg/ H $¢ 58 K& O 75/T5mglkg/ H ¢ 58) 1,

DAI ¥ USRS wi te~D1EH

-0 AIEXTIREY
T )L dF =T+ GS-829845 (50/50)
-8~ T JLOdF =T +GS-829845 (75/75)

#p40
DAIEET X7 (g/cm) fEREDOW/ILE
i 0.12+
D
A ; o
T H’%0.0S* ok sk
& D % : ook
ot L A1 e
A tbo.oaf o E
.| °
7
0.00 : ‘ , .
TBHERIEE 50/50 75/75  #ip40
38 B & I40W3F=T
+GS-829845

50/50 : 7 ¢ L= F =7 50mg/kg-+ GS-829845 50mg/kg
75175 ¢ 7 4 /v TF =7 T5mglkg+ GS-829845 T5mg/kg

*E*p<0.005, **p<0.01 [vs IR (Vehicle) BE, © /L2 27 Y  OIEMFIRRE]
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i s DI BRALRR A RUFREE D 2L

ARG ROERI7 ) Z 4% E Mk (PMN) FHPERZIT
& 10 9 *x o wonx 04 - - - 10 - o -
o0
o8 8 oo 03 —| esessse ooeo eocccee ¥ o8 00000 e 00000
Ec‘lf’fﬁ 6 - ':‘::; o;;‘ P == g; 06 X c;- u:u:. :
éﬁ 4 e%oe —a.— _é_ M %27 == ———r A 04 .#. - JEF
7a e®e® 1) 01 000000 s o o o El °
) 27 0% $s oo 7 oz o::o o.o:o o..
0 T T -t T 00 T T T T 00 T T T T
BB _50/50 5/15 1ip40 BB _50/50 75/15 1ipd0 KT _50/50 75/15 140
TAILTF=T+GS-829845 TAILTF=T+GS-829845 TALTF =T +GS-829845
YU RBREEEOK (um #iB8
Y o159 . € . . -
//f esssses eessee
TEET 0000 08000000 oo
10 X . = 40
}é S % eeee Tuluw eeee o o o
g 05 - XY X} e 15 20 ) oo ecece
@D sosssco  edamiees o
B oo - 0 T T S T
TEEXE  _50/50 5/15 ipd0 SRR _50/50 75/15 Hipd0
TALTF=T+GS-829845 TAILTF =T +GS-829845

50/50 : 7 4 /L3 F =7 50mg/kg+ GS-829845 50mg/kg
7575 1 7 4 )V TF =7 Thmglkg+ GS-829845 T5mg/kg
#E*p<0.001, **p<0.01, *p<0.05 [vs HFXIIR (Vehicle) &, U /L2 Y ONER IR E)

(3) {ERSCIESM - FHEHRY
LR L
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VII. EMEEICEYTSEHEE

1. mPREOHRE

(1) ARLAME DR
KPR L

(2) ERREABR CHR SN MPRE

7 4V IF =TI DG S AL, FERIZ IR 90% S EEREH TH H GS-829845 L L THATE
RERIZIBUT GS-829845 DIEMENRE SN TWND Z L 9 S E AR NS
% X RIS B G- O S BN RECIE )1 F 2 Wit L 7214 38 1 AERRER  (GLPG0634-CL-102) (230>
T. GS-829845 12k 5 JAK OPHER T 4 L IF =7 ORKKRIEE~DEEIRERENT-Z &2

THI L 20, jin vitro

5. SMBREMRNT CIZ 7 4 LT F =7 KO GS-829845 % 2l L7~

1) BERS BEMA. AEAT—%)

25)

S ENERER B PE (6 Bil/EE) 124K 100mg K () 200mg Z B%ICHERAKS Lzt D7 v

F =T KU GS-829845 DIEMTHE T A —2 X, LLTDEEBY Tholz,

7 43T =T KON GS-829845 (X, AK| 100mg & HGRFXENEINEG% 2 R KON 5 KEfH] T Cmax
(R L, Tue 1 4.91 B KON 22.5 KE T - 7=, £72AA) 200mg K5I 2 & 5% 3 1

KON B BT Crmax (CEEE L, Tield 5.68 BRI & O 20 BEf TdH - 7=,
T LA 1B 1RO &SRO R R HERS

100004
?f -~ UL #1200mg(n=6)
I 1000+ S L#1100mg (n=6)
3 ]
f' ]
7
#1004
5E 3
=
E
=)
Q 104
3 ]
C
1 T T 1 T T T 1
0 8 16 24 32
B (h)

(Tw/3u) F@-B % E Sr8678-S9

10000?
10002
1002

104

-8~ U+ L-73200mg (n=6)
4L #100mg (n=6)

e N R e
16 24

32 40
BsfE (h)

T 1 T 1 1T 1
48 56 64 72

AFNZHEREAHEE L-E D7 4L 3F =7 KTUGS-829845 DB E T X — &
(REEERR A, SMENT — %)

SHMIBIIE T A — AF £00mg AF inOmg
(n=6) (n=6)
T4 vIF =T
Cmax (pg/mlL) 0.565 (33.9) 1.16 (24.3)
Trmax (h) *1 2.0 (0.5-3.0) 3.0 (1.0-3.0)
Ti2az (h) 491 (11.5) *2 5.68 (39.6) *2
AUCo (pg - h/mL) 1.743 (14.3) *2 4.844 (12.3) *2
GiS-829845
Cmax (pg/mlL) 0.957 (10.0) 2.29 (18.7)
Trmax (h) *1 5.0 (5.0-5.0) 5.0 (3.0-8.0)
Tiza. (h) 22.5 (13.0) 20.0 (19.6)
AUCo-.. (pg - h/mL) 30.2 (17.2) 63.8 (22.2)
T (EBMEE %) ¥1: POuE (HPH) %2 :n=4
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2) RE®RE BEEA) 29

H A AN fdEEEs AN B4 (6 Bl/RE) 12K 100mg X i 200mg., FhE AR A B (6 #1]) 1[2AFK] 200mg
ZE%IC1IA 1E 10 BEKERABRE LI X207 4 L ITF =7 KN GS-829845 D IEMyEhHE R
A—HF, LT EEY Tholz,

—--

~—
<A\
—
o
S
S
.

(Tw/8u) @ iE-BEEE L] 1ML

v LA REEERO M EEHE (10 HE)

10000

Dt LA100mg (BAN)
(n=6)
SL7200mg (HAN)
(n=6)
L #200mg (AHEA)
(n=6)

(Tw/3u) @B B SY8678-SO

-8~ U tL7100mg(BAN) (n=6)
T L7200mg (HAA) (n=6)
2L 71200mg (HAEA) (n=6)

1\{IHIH|H\ 1]\HH\[HI]\HIHI\H\I\{I\[IH\II\
0 12 24 48 0 12 24 8 72 96 120 144
BFRE (h) BERG (h)
AHN 2 AERE O LT D7 4 AF =7 KN GS-829845 D EFAREEIZI 1T 5
SRENRE /N T A — & (fEFERN)
AAAN ZANESDN
SENRE R T A —H AFl 100mg AFl 200mg AFl 200mg
(n=6) (n=6) (n=6)
T4 vIF =T
Cmax (pg/mL) 0.855 (35.8) 3.77 (53.2) 3.06 (51.0)
Trmax (h) * 1.0 (0.3-3.0) 0.5 (0.3-5.0) 0.4 (0.3-0.8)
T2 (h) 5.17 (17.3) 6.35 (35.4) 10.7 (67.9)
AUCo-24n (pg * h/mL) 1.90 (19.1) 6.08 (27.8) 5.58 (21.3)
GiS-829845
Cmax (pg/mL) 1.87 (22.2) 5.09 (8.99) 3.87 (36.4)
Trmax (h) * 3.0 (2.0-5.0) 1.5 (0.8-12.0) 3.0 (0.5-3.0)
T2 (h) 16.4 (22.3) 16.7 (14.6) 19.6 (23.7)
AUCo-24n (pg * h/mL) 29.1 (21.8) 81.4 (12.5) 62.1 (27.0)

EIE (R %)

xR (FEIH)

3) REHRS EHIIOIRFEE)

HREERE ) O B OIFEMERAEE 25t 5 & L7/ o THERER (GLPG0634-CL-201, GLPG0634-CL-
202, GLPG0634-CL-203, GLPG0634-CL-204) MK ONEFEMLFEZFIAARER (GS-US-417-0301, GS-
US-417-0302, GS-US-417-0303) DOHfE&T — 4% & AW T, RABFIZERIT 5 RHEM KB REfiilT 2 3
i L7=, RABFEICAAI200mgE 1 H 1 KER D& LIzt &D 7 4 IF =7 K OGS-829845D 3K
WMEhRE N T A =2 ILITF D LB Tholz,
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RABE AR KEROZES L XD 7 4 L ITF =7 K UGS-829845D E i INEEIZ BT 5
ENRE N T A — % (RARE RHEEF SR B REAEAT < S H])

EYERE T A —H AARA DR

T 4NTF =T (n=152) (n=1,363)
Cmax (pg/mL) 1.029 (42.4) 1.012 (60.0)
AUCtau (pg+h/mL) 4.453 (25.0) 4.455 (42.6)

Ctau (pg/mlL) 0.0126 (42.1) 0.0142 (136)
GS-829845 (n=153) (n=1,374)
Cmax (pg/mL) 3.55 (16.6) 3.49 (21.4)
AUCtau (pg-h/mL) 74.1 (19.1) 72.6 (24.3)

Ctau (pg/mL) 2.51 (25.0) 2.47 (32.8)

FEIE (R %)

4) REEE CEEMREXEE)
HREEEE N BEOIREMEUCHEE 2 %5 & U7 [EESILFE S T b/IAHEER (GS-US-418-3898) D7 — 4
W, UCERHEIZRIT 5 RHEMSRYEREfiT 2 3206 L 7=, UCHERFEIZAAI200mg% 1 H 1[I ER O
BELEEXDT7 4 VTF =7 KRUGS-829845DIEMENEE N T A —Z(F, LIFTDO LB Thol-,

UCHEFI AR A KEROBE L XD 7 4 L IF =7 K UOGS-829845D E I HE
\ZBUT DY ENRE R T A — % (UCHE RHENERY B REMAT 6 S M])

HYERE T A —H AARA FHEE]

T4 F=7

BEH (%) 88 (9) 1,001

Cmax (pg/mL) 1.598 (43.5) 1.360 (43.2)

AUCau (png-h/mL) 5.481 (20.7) 4.933 (34.0)

Ctau (pg/mL) 0.0082 (42.3) 0.00920 (266)
GS-829845

BEH (%) 89 (9) 1,001

Cmax (pg/mL) 3.92 (19.1) 3.93 (18.1)

AUCtau (pg-h/mL) 75.3 (23.1) 75.8 (21.2)

Ctau (pg/mL) 2.20 (31.9) 2.23 (29.0)

FEIE (R %)

(3) i
LR L

(4) BE - ftREDOEE

1) BEDOFE BEBEBRA. NEAT—F) 2
AAENEERER A (18 1) I2AHK] 200mg % ZEfiEIE, (KIRN &% (K 400kcal & OVEN 20%) K& OVE G
Wit (% 800kcal M OVIEN 50%) ICHEREO#KG LI & D7 4 I F =7 KT GS-829845 D #E
WENHE /R T A — R |IZONWTHRE LT e 2 A, 74 AT F =7 oMmiEEEE (AUCK) ITEHEOEES
AT 22732 7203, Cmax ITEAENFRE T 19.9%K T L7z, GS-829845 MDIKMBHAE RT A — X I BEFEDE
Y A D ANy

KA A BRI ARG Lz & EOIEMERE /ST A -2 T3 5 BFOLE (EFERA, SAEAT—F)

ok Y EIRE ST A — X T4 NTF =T (GS-829845
(RN Cmax — —
il AUCint — —
- Cmax 199% l >
L AUCint < —

T & LLlE U ST b
> EEREMEITE ST A — 4 L OB R T O 90%CT A B (10~143%) 1
| IR ST A — ¥ & DTN " T EEIE D 90%CT 28 EHBOFIH (70~143%) LT
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2) HRECEE
OHAEN T IILTFZJDEYPEREICRIFTEE (BERA. NEAT—4) 223156
n vitro i RBRIZB W T T 4 LI F =7 KON GS-829845 |X P-gp DIEE TH 72 &b 50 fifi k3K
BARICBWT, AFlEA FTaF ) — 23 77y UL REHEE LA Ty
NAF =T RO GS-829845 DIMBIREIZ, FRMICERO &2 BT Loz, Fiz,
KEN e 77 FF O UINIA AT T — )VEO B WHIEE e 205G LI 2A, 74 0aF
=7 KON GS-829845 D EMEHHEIZ LA IFRD LI/ o 72 22,

PERIIFETIZB T D7 4 L ITF =7 KT GS-829845 DIMENEE /T A — & DZEAL
(fEEERR A, SMENT — )

e HK BT X — X DI R
. 95 g E-27/L0) 7 ’ %1t’3ttfp
BidiiES e s (90%CI)
Crnax AUC
7 4= 1.64 1.45
A hTary—n 200mg 100mg F=7 (1.29,2.08) (1.33,1.57)
(387772 P-gp PLEEHK) HA[A] HA[A] 0.94 1.07
(5-829845 (0.89,1.01) (1.04,1.10)
7 4= 0.74 0.73
Vo7 600mg 200mg F=7 (0.64,0.86) (0.69,0.77)
(77175 P-gp #HE3K) 1H 1= HA[m] 0.81 0.62
(5-829845 (0.77,0.85) (0.58,0.66)
7 4= 0.82 0.98
TrEFIL 40mg 200mg F=7 (0.71,0.96) (0.91,1.06)
(Hz SRS D1EE) 1H 2[H HA[A] 0.95 1.04
(5-829845 (0.88,1.02) (0.96,1.12)
7 4= 0.73 0.89
FRAT T — ) 40mg 200mg F=7 (0.63,0.86) (0.83,0.96)
(Fa Ry FFHERK) 1H 1A HA[A] 1.00 1.01
(5-829845 (0.95,1.06) (0.98,1.04)

X MDA 0.7~1.43 £ LT-
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@74 NLITFZINHRAEDOEDBEICRIF

B2 488

Foa

(BBERA. HEAT—4H) 2978157

in vitroRBRIZB W T 7 4 L TF=71X OCT2, MATE1 ;U MATE2-K % . GS-829845 % OCT2
K OMATE2-K #HET 2 Al REME DN RIB S N2 2 LD 57 IR I B VT, AL 2 4V
SAh29 APNFALIL DI F =LA NTIOF—)L s LRIV A LI 30E 2 0FHEE L

7o & ZA RO R ERRIZEEITREO b e o T,

AHFE TSR 2 B KD EhRE ST X —F O BERHERA, SHEAT—X)

N HMENEE R T A — X DR R
_ e - I ENRE T ’ v %ﬁﬁtm
BidiiES e i (90%CI)
- - Conax AUC
e 2mg 200mg 0.99 1.05
X > N @Lg N
77 5 (CYPSA ORH) HA[A] 1H 1A (0.88,1.13) (0.95,1.17)
, e 2mg 200mg 1.09 1.11
XA N
Vo= >v> Hi[A] 1H 1A (0.96,1.24) (0.98,1.25)
A PBAL L 850mg 200mg 1.02 1.02
(OCT2. MATE1 KO* . )
MATE2-K o 58) HA[m] 1A 1MH (0.85,1.21) (0.85,1.22)
TF =T AR TIF—)b 0.03mg 200mg 1.14 1.14
(% 0 RERT ) HA[A] 1H 1A (1.06,1.22) (1.09,1.18)
VAR VAR L 0.15mg 200mg 1.05 0.95
(% 0 REAT ) HA[A] 1H 1A (0.95,1.17) (0.90,1.00)

¥ ARMFLIY, ZF = AR NF A=A BNV R VAR N AVOIEEEDOHHA 0.7~1.43, I ¥V 5 A& TOH-2
25 LD FEHR S OHIA 0.8~1.25 & LT

2. EYRERPNSA—4

(1) A%
LB L

<ZE 1A AR/ AR REAR H SR Eh R A Al > 50

fREERBRE K N RA BB 2 x5 & LI ARKIOF 1M, 51, IR O 14 35 O RHEM 3L E)

Refigtr (LAR. 55 T AR/ TURR/ES AR REEE 3R Eh R ARAT) 2 530 L 7=,

% 1 FIRRBR (GS-US-417-3900, GS-US-417-3916, GS-US-417-3911, GLPG0634-CL-101, GLPG0634-CL-102, GLPG0634-
CL-104, GLPG0634-CL-110), % O f1#&% (GLPG0634-CL-201, GLPG0634-CL-202, GLPG0634-CL-203, GLPG0634-
CL-204) M OVEIIFEFER (GS-US-417-0301, GS-US-417-0302, GS-US-417-0303)

(TVI-3. RHER (RealL—3ay) fiftr] OESM)

(2) BRILEETESH
MM EE L
<BE 9 1A TR AR REAE [ 2R B BEMRAT > 59
55 1 AR/ TLAR/S5 AR REE SR BhREARAT K W HEE ST, 7 4 VI TF =TT CEIT 5 —RIIL
WEEH (ka) 1£0.8345/h TH Y, GS-829845 EF /LIZHIT 5 ka 13 0.566/h ThH -7~

(3) HEREEEH
REERR L
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(4) VY75V R
MUERR L
<BE 1A AR/ AR REAE SR Bh RE AR AT > 59
o 1R/ AR/ A RHE M SR BT L D HEE Sz, 7 4 VI F =T BT BT 5 A 72
RA BE (BB K ONR—2 T 1 > ® CRP="7.1Tmg/L) Kk OMEEEWERE D BT o7 V7 7 A (CL/F)
1. TN Fh 43.6L/M O 50.5L/h Tdh -7, GS-829845 F 7 /L2 BI1T 2 M7 RA BE (R—2R
7 4 > ® CLae=109.8mL/min) ¢ CL/F % 2.86L/h T > 7,

(5) HHEHE
MYMEE L
<& 5 1 FEISE TR/ A RE SR B RE A AT > 59
55 1 AR/ TLAR/ S5 AR RHE SR BhREMEAT KL W HEE STz, 7 4 VT =TT R 5 AR 7
RA ¥ (BB KL OIR—ZF A4 O CRP=7.1Tmg/L) ® BT ofinmests (VelF) 1% 25L THh
72, GS-829845 T /LTI H A7 RA BBE (RX—A T A D CLa=109.8mL/min) K UM
FEWEER T D Ve/F 1, £ Ei 165L KN 91L Th o7z,

(6) 2t
BRI L

3. B&KH (REaL—3Y) @i

(1) fRHTAE
<Py v~F>
« 74 NAF =T CUF, Ve/FR T 7 Z A JZOWT ORI LS 2 EEB L= 744 L0551
KRR 2 ETe2-a /8 — K AV FETF L
* GS-829845 : CL/F L UVC/FIZDW\ T D EERAS) % 5 L 720U RIGEFE & 1RRILE TV % fF 5
-3 /R—=F A FET IV
<{EBHER 2% >
FTANTFET 22N B AV RET L (RIGER K OISR 5 5 R EET V)
-+ GS-829845 : 1KWRIEFE K ORI KIBFED B H1-a /3= A N ET L

(2) INSA—FEFHER 59

<BHHY v~F>

AFN DI ENHE /R T A — &2 | FEH, YERI R OVF DM OB BN G 2 DB A RHT 572012, 56 148,

EIAE, BIFERBRO 14 REBNCBIT A 7 4 LI F =7 OIEWBIRET — & (3,176 ffi] : 14,060 &) &

N GS-829845 DM ENHET — % (3,202 i : 16,000 3) % FHNTH T A/4 AR/ AR REEE R ) &)

REMRNT 2 50 L, FEREMEERE K OV RA B C B 2 W BN EE X T X — & ORI Je OME AR R 42 8 2 HE

E LT,

s T4 NTF =T ET

Ry RA B (BB M ONR—ZF 4 ® CRP=7.1Tmg/L) ® CL/F |% 43.6L/h, Vc/F O
1 25L, B oar = kA MEZ VT T2 (QF) 73 3.34L/h, BT ORW S EE
(Vp/F) 73 156L T o7z, AT ON-HIL 3.55 BEfil Tdh - 7=, ka 1% 0.345/h, WINT 7 % A
L0 0.202 Bl CTd o 7=, EARIZEENL, CL/F 2% 42.5%. Ve/F 25 196%., T 7 Z A L7 70.9% T
o7, CLIF Ik A EL LCHEEY v~FRARE (RA BEMERRE) & CRP 23,
ka (ZxfT BB E L U TERESLINEE SN, WEREICHEME L 7-IREEOLEITERICE
ECTII7enweE2 6N,

- GS-829845 :

ARy 72 RA B (R—2F A »® CLee=109.8mL/min) ¢ CL/F % 2.86L/h. Vc/F % 165L, 4
S 1 40.0 BRI TH o 7=, ERMIZAENL, CL/F 28 31.5%. Vc/F 2 75.7% T - 7=, CL/FIZ
RTHHEBELLTCI/LVLTF=27 VT T2 A (Cla) A, VO/FIZxtd 2388 E LT v~
FERBIRERE S ey, WA L2RE EOZ TR EE TIZRAWE B 2 b,

¢ 1 FER (GS-US-417-3900, GS-US-417-3916, GS-US-417-3911, GLPG0634-CL-101, GLPG0634-CL-102. GLPG0634-
CL-104. GLPG0634-CL-110) . % Il t8i&5 (GLPG0634-CL-201. GLPG0634-CL-202. GLPG0634-CL-203, GLPG0634-
CL-204) M OMSIIHHRER (GS-US-417-0301. GS-US-417-0302. GS-US-417-0303)
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<IEEHERAG S > 58
[EI R [F] 55 T /M ARFRER (GS-US-418-3898) (BT 5 7 4 N AF =7 0pEkes —# (1,001 4 :
2,361 A1) KON GS-829845 HipEhAET — & (1,010 f31] : 2,461 #1) Z T, RHEHZEYENRE (PopPK)
T2 920G L, UC BFITH T DM ENRE R T X — X OREM AN OMERE A 2 HE L, %
72, UC BEICBIT D7 4V IF =7 K GS-829845 @ PK [T % T 4B EOEE % PopPK
fENTIC &0 A L 7=,
c T4 NTF =T ETIL
BRET L (RA BE M OMEWHRE DFT L0687 A—ZOfEHETE & RA FREEEOILZ &
FHHE) TO/RT A =X OHEEMEIX, FeD RA BFH K OREREHEERE D€ T L COHEENE & [FFRET -

776

UC BFICAK 200mg # 1 H 1[EEG L2 7 4 vIAF =T KN
GS-829845 DI ENHE /T A — Z N UC 4 & RA BEICBIT HIRBEE DL

B o o y %GMR (90%CI)
HYERE/ T A —H ) (BRI %) UC % vs RA 2
T ANAF =T N=1,001 (UC &) N=1,987 (RA }&¥)
AUCau (ng-h/mL) 4,933 (34.0) 91.7 (90.1, 93.3)
Cmax (ng/mL) 1,360 (43.2) 102.7 (99.7, 105.8)
Cau (ng/mL) 9.20 (266) 70.3 (67.9, 72.9)
GS-829845 N=1,010 (UC &) N=2,009 (RA )
AUCau (pg-h/mL) 75.8 (21.2) 94.7 (93.4, 96.1)
Cmax (ng/mL) 3.93 (18.1) 96.5 (95.4, 97.7)
Ctau (pg/mlL) 2.23 (29.0) 92.0 (90.1, 93.8)

GMR : $&(i L
UC ## (GS-US-418-3898) & i U v~ F#H# (GS-US-417-0301, GS-US-417-0302 K Ot GS-US-417-0303) 21T
D7 4N AF =T RN GS-829845 DR R R & ik L7z,

RA MKy ZHTIC LV HEE L7 UC BE TOMEERIO 7 4 VI F =7 IggE 1L, RA BF LD
L THE Y., AUCtau, Cmax & Craw DT ELE (%GMR) (£, 440 109.1%., 97.4% K Y 142.2%
ThHoT,
PopPK it Of R, _—Z2AF7 A4 L OIEEIZ, 7 V7 T A (CLF KO Q/F)., 5Aist (Ve/F &
O Vp/F) 12T 2 BB TH -7, & PopPK EF/LICHBWT, AfEIE. Ve/F, #RlIZ,. CL/F
R DA FCHEE R AR TH o7, 2O OERICEH L-gEEOE(LIZ OV T, K
R OPER TIEEERA R ERIIEN L EZ S, AT, RA OEIGIEHFFERFOF 1 FHRER
(GLPG0634-CL-110 #BR) OfERTHDH 7 4 TF =7 O PK BNHAAN L A ANEFERE OM T
MPLL Tl b —H LTz, 207 —#2KE2BE LR AFHICESS 74T F=7
DOHAEMEIIARETH 5,
- GS-829845 :
(GS-829845 |22\ Tlid, RA BE K OMEEHEAE OET /MIZ LY UC BHE COMmFEFH GS-829845
TR O FEREITEYNC IR Sz T2d, RT A—F OFHEEIII TR -T2, RA MRy 7 T
XV HEE L7= UC BE TOEKRE D GS-829845 IE#E (%, RA B LR L TE Y, AUCtau. Crmax
KO Crau D%GMR 1%, FHF1 105.6%. 103.6% K% 1 108.7% T - 7=,
GS-829845 &7 /L (RA Hi K DR #RERE OE T /L) 5 RA FREHIM R OEFNZ SWTREE LT2)
(12 & 2 PopPK fEHT DFE R _R—A T A L DIREIL, 7 VT 7 A(CLIF ROQ/F) 5534 554 (Ve/F)
IZxT AR TH o7, & PopPK EF /LT W T, AT V/F, #E5)1% CL/F IZxt4 2 %37
WA ERIEETH 7o, THOOEEIZHEE L7-BREEOEIZ OV T, GS-829845 (21
THL 74N ITF=TOFENELREETH- T2,

4. RN
1) RIRE (BERA. HAEAT—4) 22263159

HRE N BERER N BB (6 45]) 12 14C-7 4 LT F =7 100mg % Z2 G IC B O # 5 L 7=~ A
Z o ARER 20 SME R AR E (104 B1]) [ZAA] 100mg XL 200mg # HERRO&K G L, %
DR HIFREEO B N P-gp HEHKOFEZ KRG U 7= 2 AAEHRER 22, 37 QNS /E R
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NI HEERE (14 1) 1ZAHK] 200mg Z HERE O 5 L, P-gp 5 B3O8 2 et L 7= 38 FE AAEH
SHERBVICBW T, 7 4 NI F =7 K INGS-829845 DI EFHIRHIIC EHEL /2 BB 338D b e o 1=,
DIEDOHER LY, 74 IF =T Dt b TORINEIL 80%LL E & HEH X7z 59,

2) N MATARASEY T«
T 4 VAT =T ORI NA FT XA Z VT 1F, B FTIEHEBRF ST,
<BE VTR, Ty b AX, TH, P >59
CD-1 ~v 2 (Ift 21 % /&) 60, Sprague-Dawley 7 > b (I 3 1l #f) 60, v — 27K (i 2 #)
62 Gottingen X =7 % (K3 ) DR NI =274 Y (3 H) 692, 74 NIAF =7 ZFHAN &
OO CHEIREG L& 2 A, 742 F =7 5mglkg RO FE GOSN, AT AT T 4
L. v U AKROA XTiE, ENEN 82~110% KL TN 67%., 7 v b, =7 XKV L TIL, ThEh
41%, 36% K 25%* Ch-7-, 7o, ETCOMPETEENHM TH 5 GS-829845 MM S 1,
AT TR ST,
¥ 7 4T =7 30melkg & 5B

5. 9%

(1) Mm% —xREF9E@ 4
7 4V IF =7 OB EENE T, B R CIEBREI ST,
<%¥ .7y h>6
H {4 Sprague-Dawley 7 ~ ~ (I 6 #fl) K OVE A Long Evans 7 v b (I 4 1)) 12 1UC-7 4 VI F =
TROEEGRNE DR D UWC-INARF -7 4 NI F =T 2ZFNEI 60mgkg THERRAO&KE L, &
51, 3, 5, 8, 24 KT 48 K]t D U HE DA AT T DOV CTRET L7, Mo B RE IR FE 1 Mg H ik
SRR EEIC T, 5 1 Rl 1X 0.05 5, 3 KUY 5 FE[#IfZ1E 0.07 5 CTH Y . 8 el ABE DK D
R REIREE 1L E BB LL T CThH - 725,
W1UC-7 4 L TF =T P HR

(2) mi&—RREEM &R
7 4 N IF =7 OB EEMEIL. B N TIEIRE STV RN,
<ZFE T v b, UHFE>66-60
1TESprague-Dawley 7 » k (ME2201/EE) 127 4 L IF =725, 50 1F100me/kg/ A % ZEA%6 B 2 B
17THE TROBG LR - JRIBRAICE T 2B, K OMEIRNZW Y Y% (ME2261/FE) (27 4=
F =710, 25X1%60mg/kg/ H ZZMH%TH M H20H £ TROBE LR - BRI AT BT 2 iBren |z
BT, IBBSEER M OMETEIERN RO b2 &b, 7 4 VI F =7 OIEREEEN: DS RIZ S -,

(3) i~
T 4N AF =T O ~OBATHEIX, B PTG S Tn2n,
<HBE Ty F>69
IFESprague-Dawley 7 v &~ (MEQ5HI/EE) 127 4 /L AF =72, 5X|F15mglkg/ H ZIEHR6 H 0 HfiE
20H £ TRAZKE L, WHE10H ORE K OVE#10H o AR o ARG &2 W TS L2, 4
Hi M OV A O AN N RHAKRRIC BT A2 BRI BW T, EWAOHEER T 4 I F =T K
GS-829845D Cmax s AU Co-2an DIEMMFED AL, 7 4V TF =T O I LTEBATIVRE ST,

(4) BER~DBITH
REERR L

(5) ZDOihDBHA~DFEITHE

1) MmEkFBITHE EBERERA. AEAT—%) 20
HME A fEEEE R B PERERE (6f]) 1214C-7 4 LT F =7 100mg % ZEfERFIC BER O 5 L=~ AT
v ARBRIC BT, B URRED MR/ I1$0.85~1.1Ch o 7=,
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2) HB~DBITHE
T AN AF =T DX OMOMRE~OBATHE (MERBITHEZFRS) X, B M TIEIERE I TR,
<HF T v h>6
H {4 Sprague-Dawley 7 ~ ~ (I 6 f5]) XUt Long Evans 7 v & (4 #1) (2, 4C-7 4 AT
=T ROV B ORI D UWC-HNVARF -7 4 NI F =T 22N Fh 60mg/ke THIERE DS L.
#5-1, 3, 5. 8, 24 KT 48 Il & DI RE DARR AT OV THRE LTz, 74 v TF =708, &Kl
TR IS < oA Ly AR OBUN I 54 1 R & Clo i @i 1o Uis, FRERPN OB RE I3 A-F Ak
YAIINEEHZ BT U, e 5-1% 24~48 Bl £ TICIIMHBRBRLIT & o7z (B, FSE.
fEtEE, LB AZBRL) o
ETOREFCTHBENEY K OB SR ORSRERS R SN2 2 & D, IR R OFEF ~DHE
HIDRIE X iz,
FEE A O RERR L 1%, 5% 1I~8FF I Wi H IR K 0 K< BG4 4805 £ Tl E R TR
(7> b <0.319pghE /g, AE7 v b <0.342pghi¥%/g) % FlEl->7-,
AT = UHERMBETIE. ATy FERAT Y FTIRIERBREOBNERE A R LT, BT v b
DOHRD 7 R 7 N TR WS RE DS S L7223, G5 % 5T Lz, HELROERT v FOR
JE T, BRI L CRIRREE Ch b | FERRALE OEIT X DA NIREE O 2132~ 3E N TH
ST, TREMEOTERMEIEM N A T = EFMRIEETH 2 LFMmonT0aRn, HEYEELRE
iz, BEEEZ FRISESZ LOTEHRNWEEZ DR,

(6) MPEOHESE (BERA. MEAT—42)
R N BB S (106]) K OVP45EE (Child-Pugh/y#EB) ORTHERENE & 2 A3 2965 E (1041)
IZARFI100mg 2 ZE JERFIC HE[RIFR O 5. L7z & 290 E [fEARIL. 7 4 VI F =7 H55~59%. GS-
8298457339~44% Th ~ 7=,
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6. fti

(1) REEERUVRBEBRE (in vitro. BEBRA. HAEAT—42) 2670

HRE N BERER A B IR (6 45]) 12 14C-7 4 L2 F =7 100mg % Z2 g IC B O # 5. L 7=~ AN
T AR 02BN, 7 4 I F =T IIREMUE S, REIKR E L CTREGFRED 9.4%
PR, 4.5%MNEFP TR SNz, £, BERMEFOBEED 92% % E/RIEEH#m TH S GS-
829845 M1, 2.9% & AEALIEN EDT-,

in vitro i BR 0ICBNT, 74 I F=FE, ELELTHARF I LT RTT—F (CES) 212k-
T, FEERETENLOO CESTIZE > ThEEns Z &avraniz, £7-, CES1 XU CES2 (2
Lo T, ERIEERERMHM CTH 5 GS-829845 NIERL X 17,

b MZBIFE 7 4V IF =T OHEE FERHHRKE 2 LR IR,

b MR D HEE T M UM RS

o}
D—“ SOsH
ALAF=T > NH T 0w Chs
& CPCA-2HU> OW'%CH
< O CH: 3
z CPCA 0 o]
7N >LNH (oO7ON AR VE) D—”\NH/}(OH
SNy )_q YR (RH)
o BRLED ESE ~ CPCA-AIL=F>
- CPCA-F1)> Y
vy
NH
\ NS >—NH COOH
" X N\N OH
N, P ot
k/s\f OH
9.379% (R%) 0 GS-829845 (M2) \ e
%;ﬁ%ﬁ)w N s GS-829845 N-Z)LUO=R
L S0 k/sao 8.88% () 14.6% (BR¥)
Yy EERmEER:92% /\ 1.86% (%)
s SCO wRnF:1%
kS
vy )
>—NH DNH DNH
N\ N N~
SN~ O)_q SN~ o,>—<] N o/>—<]
OH< cooH |
. . OH
:&\ ¥, MLO-ULoOZE M NN M3
s S0 188 () $=0 1.55% () k/s\fo 0.29% ()
ko 0.00% (%) N 0.20% (3&eR) 0  0.14% (3eh)
EROER: AL O mEmimERmL ERMFR: AL
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(2) RBICEETEF (CYPE) OHFiE, F5F
1) CYPIZxd ZPRE/ER (n vitro, BEBA. HEAT—4) 207

R T DEA 2 ME LTz in vitro iRBR WIZBW T, 74 ITF =7 KON GS-829845 1%, i
IREZE R D b 5 T CYP3A, CYP1A2, CYP2A6. CYP2B6, CYP2C8. CYP2C9., CYP2C19,
CYP2D6 }2 O CYP2E1 (ZxF LT, FHEERIFIIV ), BEEHEZ RS2 oTz,
SENFERER B ME (20 1)) 12AHK] 200mg & CYPSA OIETHH I XV T AL 2 IHEE L3
YR HAERGER 29928\ T, 74 I F =T K GS-829845 1E, X &V T LN OFE DY DY)
BRI L TS o Tz,
PEDFER LY 7 4 L TF =7 Kk GS-829845 CYPAPHET 2 Z &L 1 L - THERHY 722 348 A1
HE5I & Z 3 rRerEiiRn & E 2 6,

2) UGT I=xt3 S2EER (n vitro) ™
RBEEZ I STHERZHET LT in vitroBBRIZEB W T, 7 4 L IF =7 KN GS-829845 %, FaRHY
WZEDOBH 5T UGT1AL, UGT1A4, UGT1A6., UGT1A9 XX UGT2B7 2% LT, FHEMEH%
ﬂ?éfoti))o 776

3) CYPHEER (in vitro) ™
REEEE T DIEA 2 et LT- invitro BRI W T, 7 4 L 3F =7 N GS-829845 1%, KA
IZERD B 5T CYP1A2, CYP2B6 KT CYP3A4 Ioxt LT, FHENEHA RS- T,

(3) YEEENROEERVZTDEE
UERR L
<H#E.T v kh>6D
Sprague-Dawley 7 v NMIHBITH 7 4 NV ITF =7 b5mglkgiR N GREOROANAL FT XA Z7 Y T 4
(341%TH Y . FFHELERNRNFET D Z LAVREB STz,

(4) REYOEHEOEERVEMSL., FELE
1) REYDOEHOEERVEMSL (n vitro) 49
in vitro RERIZI VT, JAKL KT 5 50%FEERE [ICso CEWE) 1 1%, 743 F=7"T 10~
53nmol/L, 7 4V IF =T OEFENXH#MTH D GS-829845 T 546nmol/LL TH V. GS-829845 ®
JAKL [LE/ERIZ 7 4 VI F =7 D 015 ThH -1,

2) REMOFELE @ERA, AEAT—5)
7 4 VAT = TR OB TR RE S N, BRI TR (92%) 7% GS-829845 & L THFE
¥,

7. et
1) et (BERA. HAEAT—2) 20

HME AR R B PEERE (6 45]) 1T 14C-7 4 LT F =7 100mg & ZEfEHHC BB A% G- L7-~ AN
T U ARBRIZEBN T, BHSEED 86.9% 1 KH, 15.4%NHEHPUCHEM S Lz, 7 4 VT F =T RE
{BARIFIR P B OB ST R E D ZE I E 4 9.4% K UV 4.5% ., GS-829845 [T Z 1LZ 11 54.0%
KO 8.9%% (58T,

7 4V 3AF =T KON GS-829845 DHEAKRARIZIS 1T 2 19 O MBI, Z 1 E 4 6.56 IREfE] K OY 18.7 ¢
fMlTH o7,

8. FIVARKR—E—IZET H1EH

1) FSURR—E—ICEAT B1EHR (in vitro. BERA. HAEAT—43) 223157
T4 N ITF =T K GS-829845 1%, P-gp OEE T, BCRP OFE Tld7z\vy,
kT AR—F — L OMASER 2R Lz in vitro 385k 50128\ C, P-gp. BCRP. OATP1B1,
OATP1B3, OCT1, BSEP, OAT1, OAT3, OAT4, OCT2, OCT3, MATE1 & MATE2-K (Zx}3
D7 4 NTAF=T KO GS-829845 DHAAFHZFI L= 2 A, 7 4 NV IF =7 XK ERD
HHIET, OCT2 (ICsof : 8.70pmol/L), MATE1 (ICsof : 8.63pmol/L) K% (X MATE2-K (ICso
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i : 5.21pmoVL) (Zxf L CRHLEERZ R L=, 2O 7 v AR —F —CTIEHEERIZA L
Mo Tz, GS-829845 [XEFRANCERR D & 5 JRE T, OCT2 (ICs0 fifi : 14.9nmol/L) K O MATE2-K (ICso
& : 10.9pmol/L) (Zxt L CHHFEEH 2~ LT,

T4 TF =TI LD OCT2, MATE1 KON MATE2-K ~0 8854 fdt U 7= Bk S FEEER 3012380
T, AMEAFREERR A &M (12 ) ICAHK] 200mg & A FARL I L AEHES LzE 2 A, BRAE
TIE 7403 F=7128 5 OCT2. MATE1 U MATE2-K ~OFLEEMIIRD S7eh o 7=,

£/, SMEAEEERE N (13 #) ICAA] 100mg & P-gp FRERTHLHA b T3+ — L& 2 HES
U 7= BRARSEHE R 22 ALE Rk A & (14 1)) 1244 200mg & P-gp FEETHDHY 77 F
b A PHEE LT EIRIEEEER sVIZ VT, 7 4 A F =7 KT GS-829845 D IEMENREIZ | B
IREZ R D & 5 BB IFE O bR o 7z,

9. BB & BBEE
AR L

10. HEDERERAILEE

(1) BREEZTOHIBREICHTHEMERE
1) BHEREOHIBREICST2EYHE GMEAT—4%) 1D

BHRE IR R E (eGFR=Z90mL/min/1.73m2) (9 f]) K OEE (60=eGFR<90mL/min/1.73m?2)
(6 ) . H25 £ (30=eGFR<60mL/min/1.73m2) (6 i) ITXHEE (15=eGFR<30mL/min/1.73m?)
(3 13]) DBIREREFEE 2 AT DR 1Z, AK 100mg 2 1 A 1[5 10 AR A#& G L- & 205 10
HEHZ 4 v 3F =7 KO GS-829845 DIEMFHE/ T A — X [FLLTD LY ThoT-,

ERRRE DS I 7o 9B (2 be | R O BERERR E 2 T D9 Cld 7 4 LTI =7 R GS-829845

® AUCo-2an 1% 1.1 RO 1.2 512, HEEOBEREREZ AT HHHE T 14 5L LTS8

7oo BHEEOBMEEREZ A T o5 Tk, BREREIEFHEBRE X7 o vIF =70 AUCo2am 73

1.5 1%, GS-829845 @ AUCo-2um 23 2.7 MM L7z, 7288, 7 4V IF =7 OEYEREIT KT A 2D

Wk (eGFR<15mL/min/1.73m2) TITMF STV,

EBRRE LW B K OB R RERR T 27 D B (S AA 100mg &2 SERE AR G- LT L & D
10 H B OEFARIBICE T 2 Y EE T A -5 GHEAT—X)

o B 1 A Lri = s Hh S R R Y PR
T E’*‘E?ZGEF%R@% AT AMERE | AT AMEE (30| AATHHERY
o R 90mL/min/L73m2) (60=eGFR< =eGFR< (15=eGFR<
- 90mL/min/1.73m?2) | 60mL/min/1.73m?2) | 30mL/min/1.73m?2)
(n=9) _ - o
(n=6) (n=6) (n=3)
T4 vIF =T
Cimax (ng/mL) 0.882 (58.2) 0.78 (60.3) 0.936 (47.7) 0.921 (12.1)
Trmax (h) *1 0.8 (0.3-1) 0.5 (0.3-2) 0.6 (0.3-4) 1 (1-1)
Tz (h) 5.42 (30.2) *2 10.9 (47.1) 10.6 (75.4) 9.03 (51.3)
AUCo2a 1.82 (51.4) *2 1.89 (29.0) 2.69 (42.5) *3 2.64 (34.2)
(ug * h/mL)
(GS-829845
Cimax (ng/mL) 1.63 (31.9) 1.54 (31.3) 2.35 (35.4) 3.43 (14.6)
Trmax (h) *1 3 (2-4) 3.3 (1.5-5) 2.3 (0.5°5) 4 (3-4)
Tz (h) 20.8 (17.1) 25.4 (24.9) 31.7 (24.9) 43.6 (12.6)
AUCo2a 24.9 (31.7) 30.1 (29.3) 42.7 (38.4) 66.6 (18.5)
(ug * h/mL)
W (EBMRE %) N1: PR (HEFR)  %2:n=8  %3:n=5
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1. BERUARICEET 5IE

<%hEEHiE>

1.1 PEE N ITEEOBREREDH 5 EEIZIL, 100mg # 1 H 1EEAOKG5T5, [2.4, 9.2.1
9.2.3. 16.6.1 ]

T PR AE R E DOFR L

HERDRERIR A& 5B
(eGFR : mL/min/1.73m2) "

200mg = 1 H 1 [A]

IEH TR eGFR=60 (FBE OIRFEIZIE LT 100mg %
10 1/H)
WA 30=eGFR<60 100mg % 1 H 1 [7]
BmE (CX) 15=eGFR< 30 100mg % 1 H 1 [A]
AEARE eGFR< 15 BHELRNZ L

KGOS & HEICHT 2 2 &,

2) BREBETEEFRICEIT2EYEFHE RAEEBEMAEYIHEMTTRER)

HREERE )N O B OIFEMERASEE 25t 5 & L7/ e THERER (GLPG0634-CL-201, GLPG0634-CL-
202, GLPG0634-CL-203, GLPG0634-CL-204) MK ONEFEMLFEZFIAHRER (GS-US-417-0301, GS-
US-417-0302, GS-US-417-0303) DOHfE&T — 4% & AW\ T, RABFIZEKIT 5 RHEM KB RefiilT 2 3
i L7z & & OBEREER EF (CLe=90mL/min) X O (60=CLe=89mL/min) XIFZHEE (30
=CLe=59mL/min) OEEREEEREICBITH 7 4L ITF =7 K OGS-829845D #ipEhfE /T X —
ZIFLL T LB THoT-,

7 4 TF =T O EN R, BHEREOTLE I b L PRRE Th o7, W OBEREREE R L
TIE, BHEREIE & B 1T R TGS-829845D AU Ceaun 3 FI25% HEN L=, 7235, HEJE O BIEREREE B
i, IR R OB IARRER THRIF STV D720, et L Tuvely,

BRERE IR )OI BHERELZ AT 5 RABREICBIT A7 4 v ITF =7 KT GS-829845 D
WENRE T A —% (RA BERHEREK BN REAT XIS EH)

e %fﬁ%"*ﬁ&%ﬁ%ﬁﬁ%ﬁ% EP’%FE%**%&%@EBE%%%
S EE E (60=CL&=89mL/min) (30=CL&=59mI/min)
T (CLer SWBIE | BT % | SWENE | ST %
90mL/min) | o5 (90%CI) T RN (90%CI)
T4 vIF =T
SEFIE (%) 2,118 (73) 677 (23) 95 (3)
Crnax 1.027 1.074 106.0 1.162 115.0
(pg/mL) (61.3) (55.6) (101.2,111.1) (45.6) (102.9,128.6)
Ctau 0.0153 0.0156 106.2 0.0161 116.8
(pg/mL) (121) (92.6) (102.2,110.3) (46.7) (106.6,127.9)
AUCtau 4.546 4.698 104.1 4.860 108.5
(ug + h/mL) (42.9) (37.5) (101.7,106.7) (29.4) (102.4,114.9)
(GS-829845
SEFIE (%) 2,141 (73) 680 (23) 98 (3)
Crnax 3.36 3.85 114.7 4.29 123.5
(pg/mL) (22.9) (22.4) (112.9,116.5) (27.0) (118.8,128.5)
Ctau 2.31 2.80 124.7 3.27 125.0
(pg/mL) (33.2) (29.8) (120.7,128.9) (38.1) (114.4,136.6)
AUCtau 69.1 81.1 118.0 91.5 126.0
(ng + h/mL) (24.2) (22.8) (115.9,120.2) (30.6) (120.8,132.0)
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1. BERUARICEET 5IE

<%hEEHiE>

1.1 PEE N ITEEOBREREDH 5 EEIZIL, 100mg # 1 H 1EEAOKG5T5, [2.4, 9.2.1
9.2.3. 16.6.1 ]

T PR AE R E DOFR L

HERDRERIR A& 5B
(eGFR : mL/min/1.73m2) -

200mg = 1 H 1 [A]

IEH TR eGFR=60 (FBE OIRFEIZIE LT 100mg %
10 1/H)
WA 30=eGFR<60 100mg % 1 H 1 [7]
BmE (CX) 15=eGFR< 30 100mg % 1 H 1 [A]
AEARE eGFR< 15 BHELRNZ L

KGOS & HEICHT 2 2 &,

(2) HiEEEEZDHIBEREICE T5EYHE WNEAT—4F) 29
ITFRERE IE 3t Bt (1061]) Kb (Child-Pugh/y¥EB) D ATHERERS 3 2473 2 #BhE (1041) 12,
AFI100mg % ZEJERHCHERE OG- L7 & D7 4 L TF =7 K NGS-829845 D M HhEE T A —
ZIFLLTDO LB TH-oT-,
FFHEBRE N IE S 22 BB ok LT REE O BERE E2 A T 2885 T, 74 LI F =7 K GS-
829845 ® AUCintlE 1.59 5K N 1.22 (572~ 72, 725, 7 4 VI F =7 OIMEHRE T T O ATHERERE
EE2ET LA (Child-Pugh 2338 C) TIIMET SN TR,

IFHEREE s B OSRPHERERES 0 o % WO 1A 100me 2 BEIFIRE 15 Lo & & )
7 4N AF =7 J O GS-829845 DIEWBHE KT A —4 BHEAT—X)
Hh A TR RERR T 2

HTE ST A — ¥ FFHERE IE 7 WA ﬁ#é%&%ﬁ% MefiTine/ N TR (90%01)
(n=10) (Child-Pugh 4345 B) (g RERE A REIE )
(n=10)
T4 vIF =T
Cmax (pg/mL) 0.802 (60.6) 0.723 (40.6) 1.16 (0.59, 2.29)
Trmax (h) * 1.00 (0.50, 2.00) 1.50 (0.50, 2.00)
Ty (h) * 5.49 (4.17, 5.96) 7.37 (6.21, 8.93)
AUCi (pg+h/mL) 2.00 (50.0) 2.42 (22.1) 1.59 (0.82, 3.08)
GiS-829845
Cmax (pg/mL) 1.12 (39.9) 0.973 (26.3) 1.03 (0.60, 1.76)
Trmax (h) * 3.50 (3.00, 4.00) 4.00 (3.00, 5.00)
Ty (h) * 19.1 (15.4,22.8) 17.2 (15.6, 22.4)
AUCix (pg+h/mL) 32.1 (44.7) 33.3 (34.7) 1.22 (0.70, 2.14)

FEIE (R %)

X aRAE (55 1 AR, B 3 U4

W IFRSRERE 2 ¢ Child-Pugh/y3EB (Child-Pugh 2 =2 7 7~9)
EEATHEHERE © Child-Pugh/3#C (Child-Pugh* = 7 10~15)

(3) BEEICHIT2EYHEE

1) BREICSIT5EYEIE BERA. AEAT—F) 27
40~50 5% (10 f51]) . 65~T4 7% (10 ) . 75 mlh b= (10 ) DOFME A fERER AR E 1, A% 100mg
Z1H 1\ 10 HEKE®RS L &0®&5 10 HHORYENHE T A —X I TDOLEEY ThH-oi,
B Tl 7 4 v I F =T KON GS-829845 DI ENREIZER R A I /2 B LITERD b o Tz,
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2)

=)

R OEFIRBIZBIT 5 7 4 v 2F =7 K UGS-829845 D HYEIHE /X T A — X
(RN, SANEAT—%)

e e o o 40~50 7% 65~74 5% 75 %A E

YR T A —F (n=10) (n=10) (n=10)
T4 NIdF=7

Cmax (pg/mL) 0.435 (32.4) 0.584 (39.3) 0.629 (32.1)

Trmax (h) *1 2.0 (1.0-5.0) 2.0 (0.5-3.0) 2.0 (0.5-3.0)

Tiza. (h) 6.07 (58.2) *2 5.83 (23.3) *3 6.90 (36.3) *2

AUCo-24n (pg * h/mL) 1.60 (32.0) 1.79 (24.0) 2.22 (20.6)
GiS-829845

Cmax (pg/mL) 1.69 (26.5) 1.90 (15.5) 2.20 (19.4)

Trmax (h) *1 4.0 (2.0-5.0) 3.0 (3.0-5.0) 5.0 (3.0-5.0)

Tz, (h) 17.8 (17.9) 24.7 (23.3) 23.5 (21.2)

AUCo-24n (pg * h/mL) 29.4 (27.3) 34.2 (17.3) 40.9 (21.9)

FEIE (R %)

ML il (HEDH)

%2 :n=7 %3 :n=8

SEOBEE Y VY FEEICE THEYEE (RABESEHAEVBEREBIMRER) 50

HREERE )N O B OIFEMERASEE 25t 5 & L7/ e THERER (GLPG0634-CL-201, GLPG0634-CL-
202, GLPG0634-CL-203, GLPG0634-CL-204) MK ONEFEMLFEZFIAHRER (GS-US-417-0301, GS-
US-417-0302, GS-US-417-0303) DOHfE&T — 4% & AW\ T, RABFIZERIT 5 RHEM KB RefiilT 2 3
L7 &&DT7 4 vIAF =7 KTUGS-829845 D F i HIFEMENAE X T A —Z ZL T D LB ThoT-,
BRE TIX, 7 4 VI F =7 RN GS-829845 DI BN |Z FE R EE /2 B ITREO e o7z,

EHETORABEIZRIT B 7 4V IAF =7 K NGS-829845 D M BHHE R T X — #

(RABA RHE M SR B REARAT X S AR [H])

HEBNRE T A —H | 65 mi Ll I | 65 i A SMTERIEE % (90%CI)
T4 NIdF=7
SEFIE (%) 525 (18) 2,365 (82)
Cmax (pg/mL) 1.096 (53.9) 1.031 (80.7) 110.2 (104.7, 116.0)
Ciau (pg/mL) 0.0154 (108.2) 0.0154 (114) 103.0 (98.8,107.3)
AUCtau (pg + h/mL) 4.726 (38.5) 4.562 (41.9) 104.7 (102.0, 107.5)
GiS-829845
SEFIE (%) 532 (18) 2,387 (82)
Cmax (pg/mlL) 3.86 (21.8) 3.43 (24.1) 112.5 (110.5, 114.6)
Ctau (ug/mL) 2.87 (32.0) 2.37 (33.8) 120.2 (115.7, 124.9)
AUCtau (pg + h/mL) 81.9 (25.0) 70.6 (24.9) 115.5 (113.1, 118.0)
TEME (ZEBMEE %)
11. £t
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VIII. 21 (FRALOIES) ICEIHRE

1. BEERBEZTDER

1. BL

< ThEEFHE >

1.1 KEIGEIZKY, &%, MR, RIME, VML ABRLEHFICLIBEELRRLEOHE-LERIRLLJIIE
{EEABESNTHEY . FFNEDBEMIZBASHTIHGEON, ERESORIBLMESN TS, KF|
NRBESEASELIERI TRV ELEESDH. CNODEREZBEEICHHRAL. BENBRBLI-CLEHE
BELELET ARELEOEBREAGRMEE ERDEHIMENDIBRICOAEETEHIE,
F-. AFERESICKYEELRMERNRIEL., BIEMEREEI=EST-EFNRESN TSN T, B
ARFOR SN TR AIBELGEERRZRUVEMMNMERT 5L, £z, KFIBRSRICEESESRZI/RKELS:
BEICIE, FREICERTAILIEEICEEEZS5Z25H2E,[1.21,1.22, 2.2, 2.3, 8.1, 8.2, 8.7,
9.1.1-9.1.3, 11.1.1, 15.1.1, 15.1.2, 15.1.4-15.1.6 S ]

1.2 BREF

1.2.1 EELREAE
fii, BUmiE, BAI R BREEFZDBGHERLEENRESN TS =H, +THLBBEREITIHERE
ENHEWBIEFETHTE,[1.1.2.2,.8.1.9.1.1,9.1.3, 11.1.1, 15.1.1, 15.1.5 SE]

1.2.2 ##
flish 4% (BERMHIER) 2SRRI BRESN TS, BROBRLEE CHREROBEAELRVEL
DEETNLH D=8, RENIRE(ZHI > THRZICET 5+ 2 ERZ RUBSXEREICNZ ., />2—
70y v EREBRXIEIYNILI) O RIGREZTVD. EERE CT REFETOIEICKY. B
REOABLZHRILOL BROBERZE T I8BRUHEROBRENREOLNSIEEICIE., HEZEFED
BREBFICOVWTEERBREE I IEMEEED T, RAIELTARIE SFIEY G EREZRET
BIEINIWI) U RISERBZEORENEEDEEFICEVT, R FHHERLNRHONHILER
EIN TS, [1.1,2.3.8.2,9.1.2, 11.1.1 BH&]

<P o< F>

1.3 RBIDABEEITIANC, DED 1 BlOMIIFEZEDFEREZ I MET HE, £ AFIZD
WTO+RHHBEIIIFABEOREBEL DEMMNMERTHE,

<BEMXEBKX>

1.4 REIDABEITOANC, Vet 1 FIOBRFAERE(RTO/F, fEINHEFE OFERAZ+/EE
TBHIE, Tz AFNIODWTO+RHABEEESERG R ABEORBREL ODEMMNMERT S5 E,

(fiF350)

1.1

AANL, ERISICEET 5 JAK 7 7 2 U —Z[HE U, BYEICXT T 518 RS ael s B4 KT 77

BN & 27280 | JEGUEDOFRBLCHED U 2 7 245 . KAIOERFERIZ IV T, FEEZ, Mlige, MU,

U A VARG L D EEREYMER, AK & OBEMEIL 52y TR0 DS, BB O R B i S

NTWDZ & AR K AEERBEMIBSEN 2R E - E2BENNHH 2 LD, R EOFL

PERERMEZ BRI EHB SN AGEICOAKETHZ L L L, S OICRERFOEUZRXIN &

HEITERE LT,

1.2.1

AFN O BERABRIC I T, Jlige, WOiAE, A0 FLEHUIE S D BGER) 72 1 & 1= £ % B2 0 b % YL
DREINTND Z Enh, EEBREDZDICHRE LT,

1.2.2

AFNDEFRRBRIC BN T, iR (REEVEREIRI) 23Rl S TRy | ToRfigA 27 )
—=VITREERFERTNE TH DI L DBRIE L, fEOBURGE Tl ARG X0 IS EIC
WG 2 MEEEDLSELIBTNNAH D, B, AROEKRRER TIX, YL 7 ) o OSHRAES
DIRENBIEDOBZITB N T, WERITIHFEMEREZ B O P @mE ShTnd,

1.3
ARFNOBGE TR & U TRE L7z TBEABIR TR T3 2B U v~ F (B oM ERIRE OB 1k
Zale) | IO AFORGICHI->TUE, PR b 1HORY v~FREEN 542, o
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BREBR LIRS, AFOY 27 L_XRT 4y bt 3IlB@t L BT U U~FinRokiRe b o
ERIQMER 2 Z L LB b5,

1.4

AR OB TR L U TRE L7z THREEED & BE DIREMERIG R OTRH K OERRE (BEFRIR T
IR 725 EIZIRD) | IZHS & AANS L HIRROFNS, 27 &b 1AIDOBFRIREE (A7 1
A R, SREMHEITE) (K DWBREEME L, AANDY 27 ERRXT 4y b oIlRE e BT, 5
PERWGIARIE DOREERZ b SERIAEH 92 Z L8 L H 2 6h 5,

2. BRABRETDER

2. 25 (ROBHICEBELEWNIE)

2.1 ARFN DR xE UVIBBUE DREFERED & 5 HBE

2.2 EEZEGYE MuiES) ofE UERNE(T 2620 rd 5, ] [1.1, 1.2.1, 8.1, 9.1.1,

9.1.3. 11.1.1. 15.1.1. 15.1.5 & M#]

2.3 [mEMERE oBRE DERNSELT 2B A B 5, ] [1.1, 1.2.2, 8.2, 9.1.2, 11.1.1 & ]
2.4 R AReBE (7.1, 9.2.1, 16.6.1 ]

2.5 EEOITHREREEZF T 548% [9.3.1, 11.1.4, 16.6.2 2]

2.6 #FHEREDY 1000/mm3 Ri O HEE 8.6, 9.1.9, 11.1.3 ]

2.7 U 2SR 500/mms Ko B (8.6, 9.1.10, 11.1.3 ]

2.8 ~ES 1AMl 8g/dL RO HEE [8.6, 9.1.11, 11.1.3 ]

2.9 4Tl ATHEHR L WD alEeE D & % Lotk [9.5 2]

(fiF7n)
2.1

KRB ORI R U CRBUE OBEEE D & 5 BEICAR 2 5 LizG6, BEERT VA —KISE 2
THEEMEDRH D Z b, —RRIEE L L TERIE LT,
2.2

AAHIOEERERBRICB W T, BUES O \EE /R RYYENHE ST D, AR, SIS T 5
JAK 77 I U —%FHE L, BYIEICKH 20 el 8 L2 KT T AetEn H 0 | JEYYE ORER
BT IRBENNH DT, RE L,
2.3

AN DO FEF BRI N T, AFRGBIERTO A 7 ) —= o Vg DN a0 B ©, IHEMERER A s &
NTW5, AAFEGHZIC, BEOIERNELT2BZNRD 570, #ELE,

2.4

AHNOEEEABRICBN T, KB AREEE (eGFR<15mL/min/1.73m2) IR S TRV | R
IR BEVEDHESL L TN I ENBERE LT, B RERE BE T, BHERENIEE 7B T
T, TERHIWTH D GS-829845 DIFFEENHIM L, BIERANEL H b ABFNRH 5,

2.5

AH|DOEEEABRIZB T, BEOIFHEFERE R (Child-Pugh 7038 C) IR S TRV, AR
WDIpNTod | BRMEIZOWNWTO+372T — 2 NERBI N TRV, FFEREREBE Tl FFSEENS E%
TRRBEITHART, AFIOBEEENHEM L, BIERNES H bbb BEnndH 5,

2.6-2.7

AFNOEERABRIZ BT, AFREKED . U BB S SN TR Y | AANT 26 o ek 4 8
WIZHEALSE L2 BENRHDH T L. T OMERJEAC X VIEGEDRIBLY X7 BT 5 BEhndH
HIZEDBRERE LT,

2.8

AFNOEERKERIZIBNT, ~E7 v B AT R HE SN TS, BEMEICOWTO+HSRT —2 BN
I TWaenb oo, KANF~EZ v B EBD 2 FICE(LSEL2BEZNNH D72 OKE LT,
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3.

4.

5.

2.9

AF|OEFAER 66-6D|2 N T, b MIAHK 200mg & 1 H 1[G L7z & & & FRREDOREE CIRE
FEAER R O BTN RO b2 &b, REL,

(MX-2- (5) -2) K- BIEFRAEICETIRAR (T, VX)) | OHESMR)

PHEERIIRRICEEET SR & EDER
(V-2. I RICBEET HER) 22528

AERUVARICEEYT IR ETOER
V-4, FEROCHRICEET SER)] 22T L8

BEELEXRNIE L TDER

8. EELEXRMIE

8.1 AHFNL, SoIERIGICRI S5 JAK 7 7 2 U —%HET 20T, BYYEITH 518 THEielcw
WA RIFTAREMEN 5, AFIOFEGITEE LTI o Bl82 21TV BRYYE OB o IS &
THZ L, £, BEICH L, B BRSNS S ONT-HAIE, BN EREICHKRT S
XoWREIHZ L, [1.1, 1.2.1, 2.2, 7.2, 7.4, 9.1.1, 9.1.3, 11.1.1 /]

8.2 AHKIE HAZHEST » THREICBET 2+ 72 M2 R Ol X S icmz, A4 v ¥ —7=na >y i
BERBR LY v 7 ) VRO ATV, WM CT MES217) Z L2k v, MR RofH
AR D&, AFIEGFIIMEH X SR A OEY) 2R A %2 EHIRICIT S 7o SR ORBLIC
EHCEETHZ &, BFICH L, AR ERP I L2568 (Fiid 2%, FEVEE) 121X
WD FBEIEKT AL 9T T 52, [1.1, 1.2.2, 2.3, 9.1.2, 11.1.1 ]

8.3 AHNZ LD BAIFR T A NV ADOFIEML A HEE SN TNWDOT, F5I12dr->T, BARFRY
ANAEGOFEmEZ RS HZ L, [9.1.4 ]

8.4 HHEMEZ ST R NG SN TS, ~ILLR T A L 2O GV O pELRE R D FE B,
WCHEET 52 &, BEIEROFBRNVBD SN-HBAITIE, BEICZZT X 93HAL. AHD
WeH i L, eI R E 2179 28, 2. ~IRXAT ANV ALUSND T A VA DETE
MAIC b IEET D 2 &, [11.1.1 K]

8.5 JYMERELO U X7 #BETE VDT, AEIBRMERIR O GEHOAEDY 7 F BRI TR
AR

8.6 AFHHEKEL . VLR K OINE S u B O NS EbND ZENH DD T, BERIOKRE
EARBIET S & & bICAFIEERAE ITEMCLF TR, U oSBT 7 1 Bl 2 T
BTHZ L, [2.6-2.8, 9.1.9-9.1.11, 11.1.3 ]

8.7 A& & ORI FEIRITHER SN TN, EMEREORIUITIER T 5 2 &, B Y Lo,
[ T 5 O TR DR B A HRE S Tnd, [1.1, 15.1.2, 15.1.4, 15.1.6 ]

8.8 aLx5yum—)L, IDL 2L 25—/, HDL 2= LA o — VKRR 7 )& U R H%
DIRERBEMBEFE RO LD ZENRD D, KB GEMGHRITENNCIFEREEZMRT 52
Lo BR EVLBEERO LN GAICIE, IRERFERREORGEOMUAEEZBETHZ L,

8.9 NI L AT IFT—PHDOEANHLDONDZ ENHDHDT, R—=AT A U EHHETHE & BIT,
AAE GBS L o175 2 8, [11.1.4 B H]

(fiF7n)

8.1

AFNL, IS E T2 JAK 7 7 2 U —Z[E L, EYEICKHT 218 BREelic g% KE5

RN B D728 BYYEDRBLCHIED Y A7 2 HBfE L, RE Lo, AFIEGHITEE OREL /712

BIE L JEYYE ORHCHIEE T 5 2 &, BB L TL B BRREN D b AITIE.

BN EREICHEKE T2 Lo RET 2 &,

8.2

AR OERRBRIZ BN T, fighEEE (REEMEREIRR) 25 TR HRE SN TRV | AR 258
LSEDLBENDRH D, AFREGFENC, BT 2 Ho2B2 RO X fmiicinz, 1~
Z—7 zn oy ERERBRSUTY v 7 ) U RIS ZITV, EEE CT & 2175 2 LISk 0| ik
PO BEZMERRT D 2 &, AAMRGFIINH X SRRA S OB i 2 T 5 2 &, ko
FHUITHICHERT D 2 & BEICH LTE, Bz g 2k (Fiscd 2%, #EE) b obhi
SalZid, s EREICEET L L 0BT HZ &,
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6.

8.3

AANDERABRIZISN T, BRIFFR T A LV ADFEMEAEE ST\ 5 Z & bDMARD z#5-Sh
7= BRIFFR D A VAT U7 O BECUERGA (HBs HURIRME, 2> HBe #8303 HBs fiikE5M)
T, BRPFR U A NV ADFIEHEEAME STV D 2 ENBRE LTz, AFIEIZET > T BRATR
VA NAREGOF T EMEBT D L,

8.4

AANDERRABRICIB W T, BNz & AR A HiE S TR Y | AFNIANVANR T AV R E L FHE
PALSELBENN DD, ~NRATANVRED T A )V ADFHEHALDOERAEIR DD S 5E
(3, AANOB G2 Tl L @RS E ) 2R E 21T 5 T L, AT LT, #RRIEE OBRiEIR Of
HE D BB, LON, £ D) EDH OO a3 monicx2d 5 L odild 52 &,

8.5

JRYLEDIBLY A7 BT TERW=D, AT 7 F VBRI X D IYYEDRIL Y A7 BB L AFH&
HRGERT R OB G OED 7 F AR ThRNW 2 &, 72, BB PRI, K 5-BHtERTO
PR 52 &,

8.6

AHNDOFFARFBRIZIB N T, FHERED . U o RERD R OANE 7 B B RHE SN TEY, 2hb
D IMERPEANZ LV EGMESLCE M OB X7 BEINT28FZ00H5 2 EPLRE Lic, AHIE 55
RATOMEMEEZRET 5 & &I, BB %RIIEHNICMEREEZITW RN LHELETHZ L,

8.7
AB|DOFGAFERIZ I N T, IR VR, B S OEMEEEORBBNEE I TW D, AF L DRE
BIFRITIA & v IRV, BB O R BICITES 5 2 &,

8.8

AFKN DK RRIZBNT, 8aL 25—/ LDLal 2A5u—/,L HDLalL 25 o — KNk 7
Vv RO RSO EEREMREFDNRESNTWD Z ENBRE LT, AFIBLGHAHZITESIC
JEEREMEZ MR T 5 2 &, R LB L5 DA, IRE B IEREIEO & 55 DY) 72 /L
ErBSETHI L,

8.9
AFIOBEFRRICINT, R T2 AT IF—PfE (ALT, AST) O ERBEE SN TND Z EMDLRE
L7, AFIEGRRGRTOMEBEZHEST 5 & & bio, AFIEGPIIIFEEREORTUCER L Tk
BEEITO &,

REDERZRIIBEICHT IEER

(1) BHE - BEEZFOHLB8E

9.1 GHHE - IEEFOHSEE
9.1.1 B (EELREEZIRC) OBEFXEIBREEMNFHONLHEE
[1.1, 1.2.1, 2.2, 8.1, 11.1.1 ]
9.1.2 HERDORERLE (BICEBOBEENHIEERUMBL Y N LERABMRDOHDHE
F) RIIBBERBRENFHONDHEE
(1) R OBEEYE TlE, BEEZES LI 28T nH 5, [1.1, 1.2.2, 2.3, 8.2, 11.1.1 ]
(2) OB Z AT 256 K OREEE DR DI D G A 2L, MO H 5 EMICHE
RTHZ L, LTFoOWTroBRE T, FHlE L TRAB G #E iz & 53 %
&, [1.1, 1.2.2, 2.3, 8.2, 11.1.1 ]
© JEREEMRE TR ZICA BT 20 HEE SN D BE L HT HEE
© FEEOIRERE (WS EET) #H T 58%
s AU =T znry BEERBROY L7 U VRIS EOREIC LD BRI < Beb
noiE
- WEEEREE L OREEMEZ AT HAE
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9.1.3 ZFRELMOREIZHIESE
BYYEZ BB T 5 U 27 3884 %, [1.1, 1.2.1, 2.2, 8.1, 11.1.1 &]
9 1.ABEFEVAMINRX ¥ ) 7TOBREXIIBRERELESE (HBs RiEtE. H D HBc Hifk I HBs fntk
&%)
JFSRER A ES° HBV DNA £E=% U 7 %1757 &, BRIFR U A /L A DFIEMEAL DO BUEOAE
WORBUTER T HZ &, AANCL D BAFRY ANV AOBFIEHE LR HE SN TND, 7235,
THEE B AR O BE IR RBR ClIRs ST b, [8.3 M ]
9.1.5 CEFXEE
TEEIE C BT 0 A 1T R ClEbRIb ST B,
9.1.6 BEBRENDH EE
HILE NS b BENRH S, [11.1.2 B ]
9.1.7 BIRIMIEERED IRV EZETHEE
[11.1.6 Z#]
9.1.8 MAMEMXDEATEEDHHEE
EHCERZ 2T 72 8, BETLZ L, BEMEHARS bbhsBENLRH D, [11.1.5 B ]
9.1.9 tFhERRA (BFhERE 1000/mm’ RFHZEIRL) OHIES
HFHERE D N EICELT D BENRH D, [2.6, 8.6, 11.1.3 &]
9.1.10 U 2/ BREAD (1) 2/ BRE 500/mm’ KEER <) DHIEE
UK NEIZEL T 2 BENRH D, [2.7. 8.6, 11.1.3 &[]
9.1.11 AEJTOEUERY (NESTOEUESg/AL XKiFHERL) OHHEE
~NEZ U N EICENT S BENRH D, (2.8, 8.6, 11.1.3 B[]
(fiF7n)
9.1.1
AFNL, IS E T2 JAK 7 7 2 U —Z[E L, EYEICKHT 218 g elic g% KFJ
MR H D720, BYYEORILCHEED Y A7 2B E L, %E LT,
JRYIE D B SCBEIIEN B DI D B Tl AFER G-I EE OWREL 0 BEE L, EYYE DR B
WEICHEE T2 2 L, BT LT, BE BEEER D D OG- IITCI FIREISEE T
HEOBET L L, T, AFNC K A EERBYYEIIBSEH R E - EABENR b L0, EHE
IRRYYE DB NRBO bNT-HAIIE, BYYENR a2 b — LT K5l sEFTREL2HIETD
Z L, EinE, MEOMEREETILIERE, AT 0 NRREZOHH LTV 5 HEE%, EERRYYERIE
DY AT RFEHTHEREIIEETH &,

9.1.2

AANDBHRRBIC BT, MAMEEE RIS & B TSR I STV 5 2 L bl LTz,
OB T, AR GIC & 0 s I B 52 S ETEILS E 5 BZNNRD B0,
S OBHEIE S H 5 BRI B B I TlE. RSO BHERID b 5 EI AT 5 =
Yo MBS T, AR GBI PR A B T &, ARG LR A &
EIENTAT S 72 &, REMORBUTE YIS T2 = b, BEICH LT, a5 Bk (6T
M. REE) Db b DRIAICI, BRI EREICEGT S L IR 2 L,

9.1.3

KFNL., o S 2 T8 T AER 24 L. B OIRRBIZ & 5 BE TIIEYWE DI Y 27 8 L v #
MTD2RENNRHDLZEND, REL,

GRRYLMEDIRBEIZ B D BB TlE, AFR G-I HEE OIRREZ T3 128122 U, RYYED BSOS
T 52 &, BEICR LTI, BB, BRIEEND LN GEIE, SN EREICHEKET L L 0
Db, o0 AFNC L D EERBYYEIIBIEN B A2 - EDBF NN H 57D, BHE R RYYE
DOFBEADBD LN HEEITIT, BYYEN Y fa— L TE AL D ETHEELZPIETHZ L,

9.1.4

ARFNDOEEIRRERICBW T, BRAFR T A NV ZAOFTEMEDRRME I N TND Z ENHRE L,
BARIFR A NAF v U T ORECEAEYE (HBs HuREENE, 7> HBe HUA X% HBs Hrikksit)
Tld, AFIPE G I IIFHEEEMR A HBV DNA E=% VU > 7 %475 72 &, BRIFS 7 A )L 2D FIENE
EDOBAEIERDOBBUCEET L 2 &, B, AAOEKRRBR I, HEE B BFROBF IR X
T3,
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9.1.5

AH| DGR N T, IEEIE C BAFROBF IR SN TE Y . FEHRBRA W=D, ZatEic
DONTDF437 T —ZNER- S TR0,

9.1.6

AFNOFEFRERICB N T, MEE RN E SN TEBY , IBEHEE0H 5 B TITMELNEL L C%E
HLICELZBENRH D, £72. RABEFEIZBWTHA SN S NSAIDs K UNAT 1A NIZiEbEZALD Y
A7 EATDHZENALNTEY, ZROHDIEA L DOHFAICIVIHEEZRILRD bbNEBENANH
B, FEED JAK BLER] & RIS E Lz,

IBETAREDH 5HBE T, BERVEN L THRILCELIBFNAR D L0, HICEET52 L, Mtk
BRIADGEDNA IR (BICHBL L2 FetEO ., MU WIS, Tl B30 bzdmaiaid, &
HaEmIET 5 E LB, X, CTEOMREZ I 572 E+oIc@RB L, MR @Ez21TH 2 L,

9.1.7

JEEE D JAK FHES CHRRILARZERIEDFEBLY 2 7 M3 EF-T 2 AlRetE i Hu T v . AHI DESIRER
(ZFVN T ZERRAE B OVRES R IR ILARE 2SR G S 72 2 & 0 b  ARANT IV T HHRSE & RERICRRE L7z,
—MIC. RA FEDERMIIEVIREZ A 2 B8 T, RIEVEY A b A OPEAEIC XV MG GEAN T
HELIDREEICH Y | BIRIMRIERIED Y 27 BNEED LB HNATND,

R | i AR ROV SRR AR 5 D SR e ZEARSE D BEAEIE . FANIESE 0, BlRLfeZEED U X 7
T 2A7 288 TE AFRG T T00BE 2170, HEICEREGT 5 2 & MERIEN SO DIE
W (RAROFERINEE, Kms) SUREIRMARED Beo L S AEIR (PR, &, A 2
WO LNTEAITIE, EEPIETD L LB, HYRLEEZTO Z &,

9.1.8

FEPEMZR T, RABE TBIZE SN D, BOENRBE T E2BThOHLHERTHD Z &, FIZAKA
DEFRAER BN T, HEMMRPRE SN TWD 2 LNDRRE LT,

AEMER ORHERE D & 2 BF TiE, ERRMZ 21T 5 2 EEET 5 2 &, WEMMR RO D IE
WCGEEA, %, MPRINEES) 25380 DILTEGEITIE. XA A CTR A, MR 7 A I A% 2 il
RMZE B L, AFOEEEZRIET 5 & LB, =2 —F AT AR & OERIZE B-DZ AV D
HIES) BRI AN, EYRELZITS Z &,

9.1.9-9.1.10

AANL GFPERIAD KON KD B S E LB NN HD T L. TR D DI X0 ERYYE
DFEEY A7 PN DB8ENDBHH 2 LINORE LT,

KA PRI OMAEE Z RIE T D & & bIZ, FERBRITEMANICMBRA 21TV 22 EIET 5
Z &, TNENREDOHRAEMICEIEY 5 TEIAAOKREG 2 HHd 5 Z &,

9.1.11

AENT ~E T n B R EELSE LI BENRH L2 L ~FT R E VDIV ELOREIRY X7
DEINT 2BEZNNHD Z ENDRE LT,

AFN B GBIRRTOMAEMZRET 2 & & biS, BERMRITEMICMEMRE 21TV ) bBIET D
Z L, BEOMBMEIZEIE TS £ TIIAF ORG24 25 Z &,

(2) BHREESES

9.2 BHEEESSE

9.2.1 RMBFRLEE (eGFR<15mL/min/1.73m?)
BH LW &, KB AR2EEITHARBR CRA SN TV D, BREENSEE RBFICHS, 7
SV TF =T DOEHERHY TH D GS-829845 DEEFRENHENINT 5 7=, BIEA N HHbh b
BENRH S, (24, 7.1, 16.6.1 BH]

9.2.2 EEDETHEEEEREE (15=<eGFR<30mL/min/1. 73m?)
AR G- DOME ZEEICHRRT L7 BT, 100mg 2 1 H 1[A&EE5ET 228, 72, AFEEGHILHE
FORREE B L, BWERORBICEET S Z &, BHEENEFRBEIZHR, 70T
=7 OFEERHY TH D GS-829845 DURFHEENAEIZHMNT 270 BEAN B H LN DB
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s b, [7.1, 16.6.1 B8]
9.2.3 hEEDEHMEEESREE (30=eGFR<60mL/min/1. 73m?)
100mg # 1 H 1 [\ 595 Z &, BHEREDIER REE I, 74 v I F =T OEERHFW TH
7% GS-829845 DIRFZEENAEICHINT 5, [7.1. 16.6.1 7]
(fiF7n)
9.2.1
AFNOEEEABRICB T, KB AR2HEE (eGFR<15mL/min/1.73m2) IR S TRV | R
IR BEVEDHESL L CWDRWNZ ENBERIE Lz, AANTEICE I S IRFPICHEIE SN D720, B
ENREEINDEZ VT T UARNMET L, EERFHW TH D GS-829845 DUEFR =N LT, FITEH
NI HOONDLIBENDR DD, KYBEAREFIZIE, AAE2HREG LN L,

9.2.2

HE OIS BE (156=eGFR<30mL/min/1.73m?) TiX, AHIOBRERAHEI L, FIFEM <
bobONDBENN B D, BHEEREE D& HHRE 2xtG & Lo IEpEhiERERIDIZ IV T, HE OB
REFEEOH D95 FE (15=eGFR<30mL/min/1.73m2) TiL, BHEGEEFEHBRE I, 741 2F =
T OB EN1.505, GS-829845DUREE &3 2. TIEHIMN U 7o, EE OB RERERE BT 1TI1X, AFIR 5 0
BEEEICHRFT L7z BT, AF100mgx1H1E#EET 52 L,

9.2.3

SERE DO RERE E R (30=eGFR<60mL/min/1.73m2) Ti&, AFIOREZEENHEI L. BIEH R
< hHobhidBENDH D, BERERET O H o 9RE 2 x5 & Lo Ep@hiealinicisnw e, HEED
EREREE D b A 95 (30=eGFR<60ml/min/1.73m2) TlE. BHEREE MR ICH~, 7012
F =T OIRETEENL.4f%. GS-829845 DUEFR BN 1.7/ Uiz, WA O BHERER E BF 121, AH|
100mgZx 1 H 135 Z &,

(TVIF1 0- (1) BHEREREE DS DR F 1T 28WEhie |, [V-3- (2) HELROHEOH ERKE -
FRL) DOEZ)

(3) FFHREEERE

9.3 FrigREES B S
9.3.1 EEDOHHMEETEE
BELARWD L, HEDONTHEREE S (Child-Pugh 23%E C) D& 5 BEHITEKRR TR ST
5o FFHEBEDS B 70 BB, ARBNOBRBEENEEMNL, BHWERAE H b2 BENRH D,
(2.5, 11.1.4, 16.6.2 2]
(fi )
AN O FEFFRER I T, BEEDOIFHEREREE £ (Child-Pughsy8C) 13RS TR Y | T HRRER
RN BEMVEIZOWT O+ T = REF SN TV, HEOIFHEEREBE Tk, FFEEN
B 72 BF A, AFIOBEE RSN L CRERNERLS HObn s BENNH D78, EHEOIFHEE
EEEEITIX, AAEREG LanZ &,
728, HTHERERS E D B DB & 65 & L2 3B BERRBR29 123\ T, T4 O THERERS 5 0 &> 2 R
# (Child-Pugh/3¥EB) TliX, 7 4 /v 2T =7 K NGS-829845D M BN REIZEFIR I ER DO & 2 2288 1T
RO BN T,
(TVI-1 0- (2) FHREREED B HERE 2B T 25 @it AEAT—%) | OHESMR)

VII.
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(4) HJERezFHI5E

9.4 AGEREEHT HF

9. 4.1 IEIRVIREZ2 MRITIE, AFIE G- R OARFIE G T 12— E IS 728 0 E 217 9 X 5 58
T52 &, [9.565H]

9.4.2 AFHREZ BMEICIE, AFIEGIZ L DR TR EIAE O MR T O "l ReE s DV TR
L7z b, BE5E2MGTH &, BRBRICBWT, 7y FTlEk MZ7 435 =7 200mg %
1H 1R L& 20/ 7.3 (50mER (AUC) TR B S &K OS2 IRREDIK F 23588 B,
A XTI M7 435 =7 200mg % 1 H 1 [F& 5 Lz & 20K 5.1 [FogEfHERE (AUC) T
K TR E DD LT D 7))

(fig7n)

9.4.1

KA ORI T, EFRREEOBADRREO N2 ENORIE Lz, MIEATREZR Mk

LTk, AABEG R ROARFFE G/ TH, Db 1 AREITED T E21T o X HREd 52

L,

(IMX-2- (5) -1) ZREXOYHEFEAEICET 285 (vU A, Ty b A X) | OHEEM)

9.4.2

AFNOEFRER 12712\ T, BEATER NG T2 AR e OV BRI 238D B v, ZhEHE~
DEBNRIE SN2 Z ENHERE LTz, AT BT st LTI, ARl G2k A T AR EIC
PE D IEPER T O REM 2 L7z EC, 52T 5 2 &,

(IX-2- (5) -1) ZRELOHUHMBAEIZET 28 (VA Ty b, A X)) OEEM)

(5) BE4%
9.5 1%
It SRR L T WA ATREME O & B etElicid e G- Lenw 2 &, 7y REOIUHFIZBNT, B R
7 4T F =7 200mg & 1 H 1[G L7z & & L [RFEE DR E CIRESE/E R K OME A M
(NIRE OB RS ATIE) DD BTN D 60,60 [2.9, 9.4.1 B ]
(fig7n)
Il 2 kPG & LT ERIRRREBRIZ T L TR 6T, AFOEIRT O GIZET 2 2B MEITML L TnZen,
AKN OB FER 66~6DTlL, ESEIEH K OMEFENRD DTV D, KAlZ &5 LI-EA IR
M2 RIETBENND D72, G UTIEROATREMED & 2 Lot id, ARl E G Lz &, 72
B, AR~ OBERITER UL, EIRFOLMEIIRIA STV D23, 5§ TS IMEFE L2
PERRAT R GAE T B C U RRBR IR P 8 B DAL AR NS S iz, W TN b ARFI O 5 2 ik L7223,
Z ORI, 4 BN BERIE (OBHAAN1H) | 1HNEREE (77 ve—0#) | 2 AR
HEE, 1FIRAHTH- T,
(IIX-2- (5) -2) & BIRFAEICET L2685 (T v b, UHF)) OHEZHR)

X HEENLEEO RA BEEZXG & Lz, AFIOWSNE THHRER (GLPG0634-CL-203, GLPG0634-CL-204,
GLPG0634-CL-205) M O\EERILFEF M FERER (GS-US-417-0301, GS-US-417-0302. GS-US-417-0303. GS-
US-417-0304) DOPFAREATICIS VT D 2RI S4E M,

(6) RELIZ
9.6 RELIw
AFNIBEH IR LW EREE L, BRIl ofF 7 » FoifisEdic, it Bk
LEZOND T4 NITTF TR ENT, B AR ~OBITIIARFATH D 69,
(fiF7n)
t  TOARFNORE T ~DOBITICET 23 BRIZ I L TOZRW DRI TH 5 2 AF OB RERe 1
BT, BILFOHFT » NOMBEFICHABEKEZSZOND 7 4V ITF =T RSN, itz Lz
BATO R SN, D, KEBRGHRIIRA LN ENREE LY,
(TVI-5- (3) FIt~DOBATH] OHEZSH)
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(7) MR

9.7 IMNR%E
INRE SR L U R EBRII S L T,
(fR3L)

EIPNAMII DTS2 SR & U2 BRREBR 1520 L TV aniesd, BOE LT,

(8) E#E

9.8 mitE
BEOIREEZBR L NS, HEICHE L THEICRET D Z &, —RICAERKRENMIT LT
60

(fiFw)

i Tl RN AEERENMET L TWD Z e 3% <, BEERIZIIAERNRBRLLTVWEE X
v, BEEGMOBRGIZHT > TR REENLETH L Z b, EEMRED-DITHRE LTz,

7. HEER

10. #HE%EH
TANIAF =T IEELCHINVRF N AT T —F (CES) 2 KON CESLICX v Risnd, (164
Z ]

(fif)

in vitro Rk OZBWT, 74 I F =T 1%, EE LT CES2 XN CESL IZ K- TREF L. 720G

MR T D GS-829845 NI SN D Z L AVRENT,

(TVI-6- (1) RO OMREHREE  (in vitro, BEEERXAN., SMEANT—4) ] OHEBHR)

(1) BRZEZEZFDERH
RESH TN

(2) BtAZE L FDER
RESH TN

8. El{ER
11. B¥&A
WROBWERRH LoD Z ENHDHDT, BEEHIITTV., BEDIRD NGRS %
ik 57 ElEOREETH 2 b,
(fiFs)
HEERE/N D EHE O RA BE Z Xt L Uiz, 88 AR/ AR OF & 22 N EMRNT of S4E 171 S35 T AR/45 AR
4 B OFE DL RVEMAT R REM 2 ORGEIC S &G Lz, B, FINHERRICBIT 2 77 8RS
W3 HE 12 8RETTHY ., 7T BARHOEFITRSG 12 #BRHIABNCYI Y B2 2, #5-54h
DD 12 R E TOWIBIZ OWTERE LT,
HEIE D O BIEOTEBE UC A &t & Lz, 55 Ib/IARER & L TR L 7= GS-US-418-3898 A
B DL EVEMRAT R R EF ORI S R L7z, e AR T — &~ Mid, GS-US-418-3898
KR THEONZETOT—ENEEND,

M1 N OEEDO RA BEEZ IR E Uiz, AFIOWSE RS (GLPG0634-CL-203, GLPG0634-CL-204,
GLPG0634-CL-205) F O\EIBRH R4 MAHFAER (GS-US-417-0301, GS-US-417-0302. GS-US-417-0303, GS-
US-417-0304) O OFAFEATIZIS 1T D LT EH4EH],

X2 RN D EE D RA BEEZXIR E Uiz, AR OWSE T FERER (GLPG0634-CL-203, GLPG0634-CL-204)
K OV B ] 45 TLAH 348 (GS-US-417-0301, GS-US-417-0302) O BEERATIZ 351 D 22 VMR et SR AL,
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(1) EXGENER & DHEIR

1.1 EXGEHER

11.1.1 B
%ﬁ@%«m%)&@%x«w%) FORYYE (AMRBERIEZ ZT) BHOLDONDL L RH D,
ARG P EERRIIE LRI LB, BIMENR > e — A TEDL L 5ITRDETIE
BhaqibT 5o b, (L1, 121, 1.2.2, 2.2, 23, 8.1, 8.2, 8.4, 9.1.1-9.1.3, 1511, 15.15
2]
1112%&“?&(%#7%)
WD DNTGAIIEEGEZHIET 5 & L bIs, B X . CT FOMEZ LRI 572+

ﬁﬁb\%@@k%%ﬁﬁ_ . [9.1.6 2]
1LL3H¢ﬁﬁ¢«H%$ﬁxU>Nﬁﬁ¢«ﬂ%*ﬁ)AEﬁDE/m¢«H%$ﬁ)
T ER S« AAF5-BRIAH .. 1000/mm3 A2 78 - 723854121, 1000/mm3 PL_E & 72 5 £ TIEAH|
O 2R 5 Z L, [2.6, 86, 9.1.9 & ]
U U RERER - ARFIRG-BREATE . 500/mm3 R/ o 72 5A 2. 500/mms LA b &7 B TARKID
BehEFlrds 2L, [2.7, 8.6, 9.1.10 2]
~NET 1B UAME AR GBIA . 8g/dL R 7 o T AT, 8g/dL LL k& 7e B F TAAIDOHK
Hzdrd sz b, (2.8, 8.6, 9.1.11 BE]
11.1. 4 FFi8EEES
ALT L5 (0.6%). AST E5 (0.5%) SEOERERERH b sBEhRH 5, (2.5, 8.9,
9.3.1 &[]
11.1.5 FEMEMmg (5 R8)
FEEN WK, N RS O N gE R I 0T %L\ LR BT AITIE, e
X MR, MR CT AL QMR T AR 2 Eiti L, AFOESGE2HIET 5L EHli=a—
E VAT AWK & OERIZKT (B-D 7 ORIESE) %% AN VB AT Z &, [9.1.8
]
11.1.6 B4ARIASELRAE (0. 1% K H)
%%&E&@%%%%m&ﬁﬁ%%bhéztﬁ%éom¢7£%]

Kﬁ®%xﬁ% ZRWT RIS M2 5 O RGYE (H F LBSYE 2 3 o) DB BO LTV D

$ﬂﬁ\%ﬁﬁﬁ (ZB5T 5 JAK 7 7 2 U —&HE L. BEIYE ﬂ?éﬁf%ﬁ%l%ﬁéﬁiﬁT
ﬁﬁ%é $ﬁ C R D EERBAYE I BIER aftiE a 72 £ 2B NN H DT HIEIRERGYED R
RO BTG EIIEL, BYEN 2 br— L TEDL LI RDETHEELRIETDHZ &,

11.1.2

AR DOEEFERBRICB N T, MEEZRILOBREANRBO LN TS, £72, RA BEICBWTHAEIND

NSAIDs N OAT v A NIIHEERILD I A7 2H/5T5Z EnmbnTkBY ., Zhb DAL OGH
i@ﬁmﬁﬁ%ﬁ%%bﬂék%ﬂﬁ%é{Mb@%&ﬁ O DR (RUTHEL LRt O i8R |

ﬁbwﬁr T4 2RO SN HEAICIE, 5275 &b @ﬁxﬁ\or EDOME & E

Mg 57 E+aIc Bl L %@@k%%?’ L,

11.1.3

AANDERRABRIZI T, e, U o R R OANE 7 v Bl OREBED 5N TN D
KA G- BHAR R T E IR IR A 2 T W R BB L. T ENEE DA EIC @@?6&11$
OG-z e 5 Z &,

11.1.4
$ﬁ®%mﬁ% BWT, ALT FH=°AST | DOIFFERERRE D FBLNTRD LIV TV D, AFIE G-
IIAFRSEERE E OB BUCEE L CHoeBigs ‘9 L

11.1.5

AR DOEEHRRBRIZIB T, BEMIIROBINED SN TWD, 728, BUEMMZ T RA BE TR S
nas. ﬁ%%@&ﬁ%tték%ﬂ@%é$%1%6 WV MERG 2R 235k b D AEIR GEEA, 1%, IR IR
) ANFRD HITZEEAITIE, M X AR Ao CT M, MR AR 2 2 o/ 2 3 L. A

VII.
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OFE5EFIETDH ELEHIZ, =a—F AT AR EOERIZE B-D 7 vih L ORlESE) Z2EEICA
. WYRMEEITH Z L

11.1.6

$ﬂ®%%ﬁ% BT, FFEMIE & QYRS EIRIMARIE DR BAFERO LT\ 5, —f%IZ, RA T UC
®&ﬁ*réf$%ﬁﬁé$%fi RIEMEY A N A L OEAIZ XV MREEE ﬁm@bt%%
iz ﬁ%m&%&r®)xawmiét%z%ﬂfwé W FERRIE NS bﬂéﬁ%(*%@@%m

%\%F ) RO RMARTE N S b 2 iE (FRLOIEIR. R, AFHEIE) NRO bITBEIT
m\&ﬁ%mmﬁékt% WU B ELITH 2 &

(2) ZoftoEI{EA

11.2 ZDtDFEER
1%L E 10% A 0.1% 2L E 1% A5
JEYE K OV E Ui PRI, RAGE Y
Mg LN SR EEE I R EREE
PR R bR FEMED
Bk L
i R AR A M7 L7 FrohARFF—F
A
(fi#s)

AFNOFEENSEED RA BEZXG L LS TAEIAR 4 RS D22 SPEMAT xR CF
E S, AHFlD CCDS T Adverse Drug Reaction & L CEIRENT-RIEH A5 L7z, AAlOHE G

BRL T+l 2170 B0 a2, AR ORESR G IE%E | EYRAE 21T 5
N

CHFEENGEE O RABEERR L Lic, AR OWESF T AHRE (GLPG0634-CL-203, GLPG0634-CL-204)
&UI%AW%mmﬁ%(ﬁﬂﬁ4N0%1(%USM7%%)@%A%W BT DL R VERRAT X G,

P (EH EoEES) (ICBd 5HA 158
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SEERARBIEE—BEXRF
<BfY v~F>
TRBRERIS KBRSV LW LA EFES (%5 12 )

o /IR (SRE) &t
VBT (MIEALRIES) P& L A REFI% 2,398
TRERE R 23 e ) O 123 N KR BIR B 0 &I L 7= A E LRI (%) 457 (19.1)

X AHEY (DARWIN 1, DARWIN 2, DARWIN 3 3#5%) . ZBIIFA75R (FINCH 1, FINCH 2, FINCH 3. FINCH 4 #{#)

BREMN T L ARG L ORRERS D LW LI AESES (12 #E)

TRERIERR 23 B Al 0 12 3 RN RIRBEGR S 0 &Ml L7 LM (n=2,398) AARAEM (n=154)
HEFLHK (%) 4 Grade | Grade 3L L 4 Grade | Grade 3L L
MiEE LY 3 REE
H i BRI iE 17 (0.7) 0 2 (1.3) 0
U 2B E 15 (0.6) 1 (<0.1) 0 0
i HPERYAMIE 14 (0.6) 3 (0.1) 1 (0.6) 1 (0.6)
25 1f. 4 (0.2) 0 1 (0.6) 0
i/ R E 3 (0.1) 0 1 (0.6) 0
B B R4 1 (<0.1) 1 (<0.1) 1 (0.6) 1 (0.6)
L igkEE
BhiE 1 (<0.1) 0 0 0
TRPELRIR 1 (<0.1) 0 0 0
HB k Oukgpms
FIEPESD F 2 (<0.1) 0 1 (0.6) 0
Hig 1 (<0.1) 0 0 0
R P
T LIV — PR IER 1 (<0.1) 0 0 0
AR Rz f 1 (<0.1) 0 0 0
£ 9% 1 (<0.1) 0 0 0
Bl
CIOTI 79 (38.3) 1 (<0.1) 3 (1.9 0
IR 20 (0.8) 2 (<0.1) 1 (0.6) 0
T 15 (0.6) 1 (<0.1) 1 (0.6) 0
HIER R 17 (0.7) 0 1 (0.6) 0
N EBAS L 10 (0.4) 0 3 (1.9 0
1 PEPNYE BE I Ak 9 (0.4) 1 (<0.1) 0 0
Bl 6 (0.3) 0 1 (0.6) 0
N 7 (0.3) 0 0 0
A 8 (0.3) 0 0 0
Mg i 6 (0.3) 0 0 0
D A PRI 6 (0.3) 0 0 0
HAE R 5 (0.2) 0 1 (0.6) 0
T 7 B VEIRS 5 (0.2) 0 1 (0.6) 0
EES 4 (0.2) 0 0 0
RIS 3 (0.1) 0 1 (0.6) 0
53,7 3 (0.1) 0 0 0
BT e R 1 (<0.1) 0 0 0
181 H % 1 (<0.1) 0 1 (0.6) 0
BTl 1 (<0.1) 0 1 (0.6) 0
BLW 1 (<0.1) 0 0 0
BEE SN 1 (<0.1) 0 0 0
H G E 1 (<0.1) 0 0 0
P HH o 1 (<0.1) 0 0 0
AEOS A 1 (<0.1) 0 0 0
EENT 1 (<0.1) 0 0 0
FPEREIE NS A 1 (<0.1) 0 0 0
W E 2% 1 (<0.1) 0 0 0
— % - EHEER OGO REE
T 9 (0.4) 0 0
& 3 (0.1) 0 2 (1.3) 0
AN P 3 (0.1) 0 0 0
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(i)

TRBRIERT AN D 12 W BN R BIfRH 0 & flllr L7z

LM (n=2,398)

AARAEM (n=154)

BEFRHE (%) 4 Grade Grade 3 2L | 4 Grade Grade 3 UL -
WA 3 (0.1) 1 (<0.1) 0 0
A TV YRR 3 (0.1) 0 0 0
VESHEAL PN H if. 2 (<0.1) 0 1 (0.6) 0
T EN 2 (<0.1) 0 0
I 77 E 2 (<0.1) 1 (<0.1) 0 0
M AR ek 1 (<0.1) 0 0 0
i 1 (<0.1) 0 0 0
B 1 (<0.1) 0 0 0
IREAR 1 (<0.1) 0 0 0
RIE 1 (<0.1) 0 0 0
PSR 1 (<0.1) 0 0 0

N R
JFRSRE L 7 5 (0.2) 0 3 (1.9 0
JAH 5 o & 1 (<0.1) 0 0 0
Ak 1 (<0.1) 0 0 0
&b T RT I —YE 1 (<0.1) 0 0 0

SRR E
BIEE 1(<01) | 0 0 | 0

JEYSIE RS & OV HhUE
ESiSFIES 20 (0.8) 0 7 (4.5) 0
b RGE R 15 (0.6) 0 3 (1.9 0
R R 9 (0.4) 0 0 0
RUE R 7 (0.3) 0 1 (0.6) 0
Jiti 2% 8 (0.3) 5 (0.2) 1 (0.6) 1 (0.6)
ELEES 7 (0.3) 0 1 (0.6) 0
MEBE 25 6 (0.3) 1 (<0.1) 2 (1.3) 1 (0.6)
HRIEE 4 (0.2) 0 0 0
Bl e 5 (0.2) 0 0 0
B g% 5 (0.2) 0 2 (1.3) 0
LI 3 (0.1) 0 2 (1.3) 0
1 PEA~ L~ A 3 (0.1) 0 0 0
NGRS 4 (0.2) 1 (<0.1) 0 0
S 3 (0.1) 0 0 0
IS 2 (<0.1) 0 0 0
e EI5 2 (<0.1) 0 0 0
v A L AN ERGE Y 2 (<0.1) 0 0 0
B G B G 2 (<0.1) 0 0 0
B~ L~ 1 (<0.1) 0 0 0
Jabkg 2 (<0.1) 0 0 0
H VA G 1 (<0.1) 0 0 0
JNEL B SE 1 (<0.1) 0 0 0
F B A% 1 (<0.1) 1 (<0.1) 0 0
g 1 (<0.1) 0 0 0
B YR 1 (<0.1) 0 0 0
TR B W TR 5 1 (<0.1) 0 0 0
MEFA A 1 (<0.1) 0 0 0
[ Jey P e 1 (<0.1) 0 0 0
T RGE G 1 (<0.1) 0 0 0
AR LAl ~ L~ R 1 (<0.1) 0 0 0
FER 1 (<0.1) 0 0 0
L > ER A HEE 2% 1 (<0.1) 0 0 0
WHEE Ak 2% 1 (<0.1) 0 0 0
OB G 1 (<0.1) 0 0 0
BUEME Y 2 v 7 1 (<0.1) 1 (<0.1) 0 0
JRIBR 1 (<0.1) 0 0 0
A 1 (<0.1) 0 0 0

B, PR L OWLE A& IHE
i &G 2 (<0.1) 1 (<0.1) 0 0
BRI )5 e 5- 1 (<0.1) 1 (<0.1) 0 0
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(Hi )

TRBRIERT AN D 12 W BN R BIfRH 0 & flllr L7z

LM (n=2,398)

AARAEM (n=154)

BEFRHE (%) 4 Grade Grade 3 2L | 4 Grade Grade 3 UL -
KRB SEE T 1 (<0.1) 1 (<0.1) 0 0
G 1 (<0.1) 0 0 0

fifh R AR A
TI5=vT ) MTUAT =T —B N 18 (0.8) 3 (0.1) 1 (0.6) 0
TANRGEXUERT I ) N T U AT =T —B 16 (0.7) 0 0 0
PR E5- 8 (0.3) 1 (<0.1) 2 (1.3) 1 (0.6)
ML 27 L7 F kAR FF— BN 7 (0.3) 2 (<0.1) 3 (1.9 1 (0.6)
Y= NVEIN T URAT =T —PH 4 (0.2) 0 0 0
U S—PHIN 4 (0.2) 3 (0.1) 0 0
hif HPEREOE 3 (0.1) 0 0 0
U 2 EREE D 1 (<0.1) 1 (<0.1) 1 (0.6) 1 (0.6)
BoVTF=2 I VT T AR 2 (<0.1) 0 0 0
F i gk s 2 (<0.1) 0 1 (0.6) 0
= L 27 o — LN 2 (<0.1) 0 0 0
s ~U 27 U& Y R 2 (<0.1) 0 0 0
SRS RER AT 2 (<0.1) 0 1 (0.6) 0
frtnem i F 5 2 (<0.1) 0 2 (1.3) 0
I & 5 1 (<0.1) 0 0 0
DX QT iEF 1 (<0.1) 0 0 0
B ERE AN 1 (<0.1) 0 0 0
oo ATIF—F EH 1 (<0.1) 1 (<0.1) 0 0
REH N 1 (<0.1) 0 0 0
72— 1 (<0.1) 1 (<0.1) 0 0
M7 A RAT 7 X —B 8 1 (<0.1) 0 0 0
M7 LY RRT 72— 1 (<0.1) 0 0 0
Mm ey Le 8 1 (<0.1) 0 1 (0.6) 0
LA v N HEN 1 (<0.1) 1 (<0.1) 0 0
FH~— 1 —H 1 (<0.1) 0 1 (0.6) 0
D FEX PR &G 1 (<0.1) 0 0 0
KL U AR E BN 1 (<0.1) 0 1 (0.6) 0
B BHER KN 1 (<0.1) 0 0 0
i/ RS 1 (<0.1) 0 0 0
i/ NRE N 1 (<0.1) 0 0 0

Rtk L OseskREE
oL AT a— UIfE 10 (0.4) 0 0 0
@RV Z YRV RifugE 9 (0.4) 0 0 0
BAEER 8 (0.3) 0 0 0
NEE B EE 4 (0.2) 0 2 (1.3) 0
& JI I E 2 (<0.1) 0 0 0
BHRILIE 1 (<0.1) 0 0 0
LSidiies 1 (<0.1) 0 0 0

B F KOS ARk
M) v~ 2 (<0.1) 1 (<0.1) 1 (0.6) 0
B i 2 (<0.1) 0 0 0
VIR 1 (<0.1) 0 0 0
R 1 (<0.1) 0 0 0
RA iR 1 (<0.1) 0 0 0
B kIR 1 (<0.1) 0 0 0
s I 1 (<0.1) 0 0 0
U PR g 1 (<0.1) 0 0 0
U~ FEE 1 (<0.1) 0 0 0

TR R R
S 26 (1.1) 1 (<0.1) 2 (1.3) 0
FEENE D F 10 (0.4) 0 2 (1.3) 0
R 6 (0.3) 0 1 (0.6) 0
R B 4 (0.2) 0 0 0
SEIRE 2 (<0.1) 0 0 0
B NEE 1 (<0.1) 0 0 0
AP £ 1 (<0.1) 0 0 0
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(Hi )

TRERIERR 23 B Al 0 12 3 RN RIRBEGR S 0 &Ml L7 EREM (n=2,398) AARAEM (n=154)
BEFRHE (%) 4 Grade Grade 3 2L | 4 Grade Grade 3 UL -
Jr IR 1 (<0.1) 1 (<0.1) 0 0
R R 1 (<0.1) 0 0
TR
NS 3 (0.1) 0 0 0
RHRE 1 (<0.1) 0 0 0
pRelll 1 (<0.1) 0 0 0
U B R—J i 1 (<0.1) 0 0 0
BB X OREEE
FERYANEBE L 1 (<0.1) 1 (<0.1) 0 0
HER A 1 (<0.1) 0 0 0
SRR 1 (<0.1) 0 0 0
B RERE 1 (<0.1) 0 1 (0.6) 0
B N 1 (<0.1) 0 0 0
P A, BERIS K ONERR S
11 JPENRER SR 3 (0.1) 0 2 (1.3) 0
I ik 1 (<0.1) 0 0 0
I % IR B 1 (<0.1) 1 (<0.1) 0 0
VR % 1 (<0.1) 0 1 (0.6) 0
Lol Y 1 (<0.1) 0 0 0
WH SR 5 1 (<0.1) 0 0 0
fifg 7Kk 1 (<0.1) 0 0 0
= G W A 1 (<0.1) 0 0 0
FRGHR KO FARRRE S
JiEE 26 (1.1) 0 1 (0.6) 0
W5 3 (0.1) 0 0 0
B 4 (0.2) 0 2 (1.3) 0
% 5 FEIE 1 (<0.1) 0 0 0
B W) 2 (<0.1) 0 0 0
ZATE 2 (<0.1) 0 0 0
B G FEE 1 (<0.1) 0 0 0
DS 1 (<0.1) 0 0 0
KV B 9% 1 (<0.1) 0 0 0
EERE AT 1 (<0.1) 0 0 0
B EILE RS 1 (<0.1) 0 0 0
iRINIR Y NE 1 (<0.1) 0 0 0
LN 1 (<0.1) 0 0 0
PRI RE R 1 (<0.1) 0 0 0
i P
/& ILE 3 (0.1) 1 (<0.1) 0
1FTY 1 (<0.1) 0 0
R 1 (<0.1) 0 0 0
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IBBRER SR RBIR H 0 LW L7 E 5 (e 5 0H)

5 I/ RR AR ™ (42fRAE ) &t
ZAEPEITEM GaFEE) P VARG 3,691
TRBREAI 2SR R BER S D LT L AEFREHRBL (%) 1,289 (34.9)

X AHEY (DARWIN 1, DARWIN 2, DARWIN 3 3#5%) . ZBIIFA75R (FINCH 1, FINCH 2, FINCH 3. FINCH 4 #{5#)

BREMA YL EE L ORRERH Y LR L-AESESR (kEGHF)

4 T = - =t —

MBI TR Y 2 W LI RGP (%) [ T;zﬁgzu: ﬁ%iiﬁnﬁ&jféui
MiEE LY R EE

U 2B E 66 (1.8) 11 (0.3) 1 (0.4) 0
H i BRI iE 57 (1.5) 3 (<0.1) 3 (1.3) 0
i FPERDAMIE 34 (0.9) 7 (0.2) 2 (0.9) 2 (0.9)
2 i 33 (0.9) 2 (<0.1) 3 (1.3) 0
M/ R E 8 (0.2) 2 (<0.1) 1 (0.4) 0
H i ERE IE 2 (<0.1) 0 0 0
B ZPEE 2 (<0.1) 0 2 (0.9) 0
LI BRI E 1 (<0.1) 1 (<0.1) 0 0
R BRI 1 (<0.1) 0 0 0
KERMER 1 1 (<0.1) 0 0 0
B Bite R4 1 (<0.1) 1 (<0.1) 1 (0.4) 1 (0.4)
U 2R EE 1 (<0.1) 0 0 0
KRR ERSE 1 (<0.1) 0 0 0
9 ifn R 1 (<0.1) 0 0 0
L igkEE

TRPELRIR 9 (0.2) 0 0 0
AL EZE 3 (<0.1) 3 (<0.1) 0 0
DM FMIURE 2 (<0.1) 0 1 (0.4) 0
FERE7a vy 2 (<0.1) 0 0 0
Vi [SPN 2 (<0.1) 0 0 0
IWyiiscalin 2 (<0.1) 0 0 0
BhiE 1 (<0.1) 0 0 0
eV iE 1 (<0.1) 1 (<0.1) 0 0
L TERRAME 1 (<0.1) 0 0 0
LB REE A LE 1 (<0.1) 1 (<0.1) 0 0
IR 1 (<0.1) 0 0 0
Ll A= 4 1 (<0.1) 0 0 0
A= 1 (<0.1) 0 0 0
BRI B 1 (<0.1) 1 (<0.1) 0 0
BRI A 1 (<0.1) 1 (<0.1) 0 0
HASM LA 1 (<0.1) 0 1 (0.4) 0
NS 1 (<0.1) 0 0 0
A b L RMRE 1 (<0.1) 1 (<0.1) 0 0
=P AMURE 1 (<0.1) 0 0 0
- SV 1 (<0.1) 0 0 0
SeRME. FHEMER X O EMER R

V 5 ML | 2 <0 | 0 | 0 | 0
HB k OukgpmEs

FIHEPESD F 5 (0.1) 0 1 (0.4) 0
B 1 (<0.1) 0 0 0
Hig 1 (<0.1) 0 0 0
P53 WA R

PR SR | 10D ] 0 0 0
R P

H kR 2 (<0.1) 0 0 0
AR A5 2 (<0.1) 0 0 0
AR IR 2 1 (<0.1) 0 1 (0.4) 0
A HH i 1 (<0.1) 0 0 0
T LIV — PR IER 1 (<0.1) 0 0 0
IR 5 FEdE 1 (<0.1) 0 0 0
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(i)

TRBRIERGANKR BIR & 0 LIl L 7o A BRI (%)

2HEM (n=3,691)

HARAEM (n=229)

4 Grade Grade 3 VL E 4 Grade Grade 3 UL |k
LIRS 1 (<0.1) 0 0 0
TS 1 (<0.1) 0 0 0
i) 1 (<0.1) 0 0 0
R e B iR 1 (<0.1) 0 0 0
BRIMET 1 (<0.1) 0 0 0
H kS

CIOTI 111 (3.0) 1 (<0.1) 8 (3.5) 0
IR 34 (0.9) 2 (<0.1) 2 (0.9) 0
T 27 (0.7) 1 (<0.1) 2 (0.9) 0
HIER R 24 (0.7) 0 1 (0.4) 0
Mg i 18 (0.5) 1 (<0.1) 0 0
N 18 (0.5) 1 (<0.1) 1 (0.4) 0
N EBAS L 15 (0.4) 0 6 (2.6) 0
BIRES 14 (0.4) 0 7 (3.1) 0
1 JPE PNYE BEIE Ak 12 (0.3) 1 (<0.1) 0 0
A 13 (0.4) 0 1 (0.4) 0
EES 11 (0.3) 0 0 0
7 7 2R 11 (0.3) 0 1 (0.4) 0
[EREBERL R AY) 9 (0.2) 0 1 (0.4) 0
D A PRI 8 (0.2) 0 0 0
RIS 7 (0.2) 0 1 (0.4) 0
181 H % 5 (0.1) 0 1 (0.4) 0
53,7 5 (0.1) 0 0 0
BTl 3 (<0.1) 0 2 (0.9) 0
H G E 2 (<0.1) 0 0 0
=)=F/R0H 2 (<0.1) 0 0 0
Hi5 2 (<0.1) 0 0 0
0D AEH % 2 (<0.1) 0 0 0
BB SR 2 (<0.1) 0 0 0
JEES% 2 (<0.1) 1 (<0.1) 0 0
AR 2 (<0.1) 2 (<0.1) 0 0
WALV 5 1 (<0.1) 1 (<0.1) 0 0
R 1 (<0.1) 0 0 0
EEEIEl=TS 1 (<0.1) 0 0 0
Bl 1 (<0.1) 0 0 0
BT e R 1 (<0.1) 0 0 0
Pl i 1 (<0.1) 0 0 0
R 1 (<0.1) 0 0 0
ZEALME | T EE TR 1 (<0.1) 1 (<0.1) 1 (0.4) 1 (0.4)
RS 1 (<0.1) 0 0 0
BLW 1 (<0.1) 0 0 0
BEE SN 1 (<0.1) 0 0 0
EEZ 1 (<0.1) 1 (<0.1) 0 0
HARY—7 1 (<0.1) 0 0 0
H 15D RAE 1 (<0.1) 0 0 0
P HH o 1 (<0.1) 0 0 0
e 1 (<0.1) 0 0 0
H M PE O S A % 1 (<0.1) 0 0 0
HgkEE 1 (<0.1) 0 0 0
AEOS A 1 (<0.1) 0 0 0
A RS 1 (<0.1) 0 0 0
EENT 1 (<0.1) 0 0 0
N g IR 1 (<0.1) 0 0 0
HE TR 1 (<0.1) 0 0 0
1B ERE R 1 (<0.1) 0 0 0
FPEREIE NS A 1 (<0.1) 0 0 0
1B PERESR 1 (<0.1) 0 1 (0.4) 0
W E 2% 1 (<0.1) 0 0 0
97 1 (<0.1) 0 0 0
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(i)

TRBRIERGANKR BIR & 0 LIl L 7o A BRI (%)

2HEM (n=3,691)

HARAEM (n=229)

4 Grade Grade 3 VL E 4 Grade Grade 3 UL |k
VAR i 1 (<0.1) 0 1 (0.4) 0
— % - BHEER X O SEALOREE
%1 22 (0.6) 0 0 0
T EN 10 (0.3) 0 0 0
WA 8 (0.2) 2 (<0.1) 0 0
I 77 E 4 (0.1) 1 (<0.1) 0 0
AN P 5 (0.1) 0 0 0
A TV YRR 5 (0.1) 0 0 0
T FHERAL PN H I 4 (0.1) 0 2 (0.9) 0
& 4 (0.1) 0 2 (0.9) 0
IREAR 2 (<0.1) 0 0 0
FE LW i 2 (<0.1) 1 (<0.1) 0 0
S EBALALEE 1 (<0.1) 0 0 0
SR 1 (<0.1) 0 0 0
T HE 1 (<0.1) 0 0 0
M AR gk 1 (<0.1) 0 0 0
#h 1 (<0.1) 0 0 0
P T VA 1 (<0.1) 0 0 0
B 1 (<0.1) 0 0 0
HH G 1 (<0.1) 0 0 0
RIE 1 (<0.1) 0 0 0
L IR 1 (<0.1) 0 0 0
=§3) 1 (<0.1) 0 0 0
NS R
JFRSRE L 7 14 (0.4) 2 (<0.1) 7 (3.1) 1 (0.4)
& kT AT 2 —YlsE 4 (0.1) 0 0 0
i 4 (0.1) 0 2 (0.9) 0
IS 3 (<0.1) 2 (<0.1) 0 0
REAE 3 (<0.1) 0 0 0
Ak 3 (<0.1) 1 (<0.1) 0 0
ApEgE s 2 (<0.1) 1 (<0.1) 0 0
SRV RS 2 (<0.1) 0 0 0
RS 2 (<0.1) 0 0 0
FET v a — WENRIVERT B 2 (<0.1) 0 0 0
B A F 2T 1 (<0.1) 1 (<0.1) 0 0
JHFER 1 (<0.1) 1 (<0.1) 0 0
JEH 5 o P& 1 (<0.1) 0 0 0
SRR E
B UE 3 (<0.1) 1 (<0.1)
A —3—F o TREERE 1 (<0.1) 1 (<0.1) 0 0
T LV — 1 (<0.1) 0 0
JEYSIE RS & OV HhUE
SiSFIEES 94 (2.5) 0 35 (15.3) 0
b RGE R 88 (2.4) 4 (0.1) 8 (3.5) 0
R R 75 (2.0) 1 (<0.1) 0 0
RUE R 72 (2.0) 5 (0.1) 5 (2.2) 0
HRIEE 65 (1.8) 2 (<0.1) 8 (3.5) 1 (0.4)
Jiti 2% 36 (1.0) 17 (0.5) 7 (3.1) 3 (1.3)
Bl e 34 (0.9) 0 3 (1.3) 0
IERTEDS 28 (0.8) 1 (<0.1) 6 (2.6) 1 (0.4)
BHRFEZ 29 (0.8) 0 2 (0.9) 0
A TN 23 (0.6) 1 (<0.1) 7 (3.1) 0
ELCES 22 (0.6) 1 (<0.1) 3 (1.3) 0
JBE k2 22 (0.6) 0 7 (3.1) 0
A e~ L~ 2 15 (0.4) 0 1 (0.4) 0
OB G 16 (0.4) 0 0 0
S 13 (0.4) 6 (0.2) 1 (0.4) 0
7 A L AN FRGE Y 11 (0.3) 0 0 0
NGRS 9 (0.2) 1 (<0.1) 1 (0.4) 0
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(i)

TRBRIERGANKR BIR & 0 LIl L 7o A BRI (%)

2HEM (n=3,691)

HARAEM (n=229)

4 Grade Grade 3 VL E 4 Grade Grade 3 UL |k

IS 8 (0.2) 0 0 0
WHEE Ak 2% 9 (0.2) 0 0 0
AL~ 7 (0.2) 1 (<0.1) 1 (0.4) 0
JRbkse 6 (0.2) 1 (<0.1) 1 (0.4) 1 (0.4)
7 A IV APERGE G 7 (0.2) 0 0 0
R 6 (0.2) 0 1 (0.4) 0
g 6 (0.2) 0 0 0
A LAY 6 (0.2) 0 0 0
kR g 6 (0.2) 0 1 (0.4) 0
B G B G 5 (0.1) 0 0 0
hH 6 (0.2) 0 2 (0.9) 0
Fge 5 (0.1) 0 0 0
R 5 (0.1) 0 4 (1.7) 0
MEFA A 5 (0.1) 0 0 0
T RGE G 5 (0.1) 2 (<0.1) 0 0
Qe d v 2 2% 5 (0.1) 0 0 0
A RS % 5 (0.1) 0 2 (0.9) 0
i) 3 (<0.1) 0 0 0
[ Jey I e 5 (0.1) 1 (<0.1) 0 0
LIRS 5 (0.1) 0 1 (0.4) 0
B LR 5 (0.1) 2 (<0.1) 0 0
e RI5 4 (0.1) 0 0 0
e JE 4 (0.1) 0 0 0
RER 5 (0.1) 0 0 0
Wiz 3 (<0.1) 0 0 0
L > ER A HEE 2% 3 (<0.1) 0 0 0
ERa 3 (<0.1) 0 0 0
BSOS 3 (<0.1) 0 1 (0.4) 0
22 i i 3 (<0.1) 0 0 0
JNEL B SE 2 (<0.1) 0 0 0
AR 3 (<0.1) 0 0 0
B RBE 3 (<0.1) 2 (<0.1) 2 (0.9) 2 (0.9)
S E 3 (<0.1) 0 2 (0.9) 0
H VK G 2 (<0.1) 0 0 0
R 2 (<0.1) 1 (<0.1) 1 (0.4) 1 (0.4)
A L AMEE s 2 (<0.1) 0 0 0
7 U7k 3y AR 2 (<0.1) 0 1 (0.4) 0
B & g 2 (<0.1) 0 0 0
IR 2 (<0.1) 0 0 0
ut)isais s 2 (<0.1) 1 (<0.1) 0 0
S8 B fRE 2 (<0.1) 0 1 (0.4) 0
18Rk 2 (<0.1) 0 0 0
i~ LR 2 (<0.1) 0 0 0
A e 2 (<0.1) 0 0 0
BV HNE 2 (<0.1) 1 (<0.1) 1 (0.4) 0
AR LAl ~ L~ R 2 (<0.1) 1 (<0.1) 0 0
I T A 2% 2 (<0.1) 1 (<0.1) 2 (0.9) 0
i IfILE 1 (<0.1) 1 (<0.1) 0 0
BUEME Y 2 v 7 2 (<0.1) 2 (<0.1) 0 0
V= 2 (<0.1) 1 (<0.1) 0 0
YRR 1 (<0.1) 1 (<0.1) 0 0
7 A IV AMERE XK 1 (<0.1) 0 0 0
VE AR g 1 (<0.1) 0 0 0
Jiti SR ER A MET 2% 1 (<0.1) 1 (<0.1) 0 0
&% 1 (<0.1) 0 0 0
YhFaimpE S Y A GE 1 (<0.1) 0 0 0
JE g 1 (<0.1) 0 0 0
SEIRIE 1 (<0.1) 1 (<0.1) 0 0
A M BE i % 1 (<0.1) 1 (<0.1) 0 0
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(i)

AN » — - ] —
MBI TR Y 2 W LI HERRBIE (%) [ m;xﬁggu: ﬁ%i$$"<&j§;ui
LRSS 1 (<0.1) 0 1 (0.4) 0
AT IR 1 (<0.1) 0 0 0
WAWE S 1 (<0.1) 0 0 0
JE IR IR 1 (<0.1) 0 0 0
i) 1 (<0.1) 0 0 0
T ME AL A% 1 (<0.1) 0 0 0
% A L AN H & Y 1 (<0.1) 0 0 0
F B A% 1 (<0.1) 1 (<0.1) 0 0
KRG B TR S 1 (<0.1) 1 (<0.1) 0 0
RIS R 1 (<0.1) 1 (<0.1) 0 0
AR i e 1 (<0.1) 0 0 0
~Y 3y B — Y 1 (<0.1) 0 0 0
BRI RS 1 (<0.1) 1 (<0.1) 1 (0.4) 1 (0.4)
TR W SR NE 1 (<0.1) 0 0 0
TR B R TR 5 1 (<0.1) 0 0 0
SR YR M D 1 (<0.1) 0 1 (0.4) 0
U V]G 1 (<0.1) 1 (<0.1) 0 0
U ViR 1 (<0.1) 1 (<0.1) 0 0
VU ER 1 (<0.1) 1 (<0.1) 0 0
FLAR S 1 (<0.1) 0 0 0
FLERZEE R 1 (<0.1) 1 (<0.1) 0 0
Jili ¢ BRI MEBERE 2% 1 (<0.1) 1 (<0.1) 0 0
AR 2% 1 (<0.1) 1 (<0.1) 0 0
JTVE G 1 (<0.1) 0 0 0
IR IRIE S 1 (<0.1) 0 0 0
1 e T SR 1 (<0.1) 0 0 0
e G 1 (<0.1) 0 0 0
FRIRGE D Y A E 1 (<0.1) 0 0 0
B RER 1 (<0.1) 1 (<0.1) 0 0
R 1 (<0.1) 1 (<0.1) 0 0
YA L APERS 1 (<0.1) 1 (<0.1) 0 0
i fdk% 1 (<0.1) 1 (<0.1) 0 0
i 1 (<0.1) 0 0 0
BB RB L 1 (<0.1) 1 (<0.1) 0 0
RS 7 A )V AHIR R Kk 1 (<0.1) 0 0 0
M O 1 (<0.1) 0 0 0
AR Y 1 (<0.1) 0 0 0
7 R EKE MRS 1 (<0.1) 1 (<0.1) 0 0
7 R v EREMERRUnE 1 (<0.1) 1 (<0.1) 0 0
BT AR 1 (<0.1) 0 0 0
W T 3 e 1 (<0.1) 1 (<0.1) 0 0
SEE i 1 (<0.1) 0 0 0
B ih A i 1 (<0.1) 0 0 0
H R 1 (<0.1) 0 1 (0.4) 0
BT 1 (<0.1) 0 0 0
L U EREPER AR R 1 (<0.1) 0 0 0
RUE R 1 (<0.1) 0 0 0
JRIER 1 (<0.1) 0 0 0
7 A IV APE IR B Y 1 (<0.1) 1 (<0.1) 0 0
v A L APENREE 5 1 (<0.1) 0 0 0
Y A L APEZIE 1 (<0.1) 0 0 0
S B L TR R 1 (<0.1) 0 0 0
BE, hEB L OLE S OHE
it B 2 (<0.1) 1 (<0.1) 0 0
NG SR AIE BIERR 1 (<0.1) 0 0 0
BFRAIE B 5 1 (<0.1) 1 (<0.1) 0 0
PR O EES 1 (<0.1) 0 0 0
KRB SEE T 1 (<0.1) 1 (<0.1) 0 0
I 1 (<0.1) 0 0 0
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(i)

TRBRIERGANKR BIR & 0 LIl L 7o A BRI (%)

2HEM (n=3,691)

HARAEM (n=229)

4 Grade Grade 3 VL E 4 Grade Grade 3 UL |k
Ao Ta—Vary )7 rvay 1 (<0.1) 0 0 0
BAfHEE 1 (<0.1) 0 0 0
U e HE 5 1 (<0.1) 0 0 0
JTHIBE 1 (<0.1) 0 0 0
itz AME & DHE 1 (<0.1) 0 0 0
Wi DFE 1 (<0.1) 0 0 0
JREREEiN 1 (<0.1) 0 0 0
G 1 (<0.1) 0 0 0
o R T 1 (<0.1) 0 0 0
fifh R AR A

TI5=vT ) M UAT =T —EB N 79 (2.1) 14 (0.4) 2 (0.9) 0
TANRGEXUERT I ) NT VAT =T —B 65 (1.8) 3 (<0.1) 1 (0.4) 0
Y= NVEIN T URAT =T —PH 28 (0.8) 4 (0.1 0 0
FERZ R A T 31 (0.8) 0 0 0
PR E5- 22 (0.6) 1 (<0.1) 7 (3.1) 1 (0.4)
M7 v 7ok AR FF—E 8 21 (0.6) 3 (<0.1) 4 (1.7) 1 (0.4)
M= v 27 m— L H00 21 (0.6) 0 0 0
U 2 EREE D 18 (0.5) 5 (0.1) 4 (1.7) 3 (1.3)
M7 v F =8 16 (0.4) 0 0 0
FIATIF—F LR 14 (0.4) 4 (0.1) 2 (0.9) 1 (0.4)
LR Y AE AN 13 (0.4) 0 1 (0.4) 0
U S—EHN 11 (0.3) 6 (0.2) 0 0
H i BRI k) 11 (0.3) 0 2 (0.9) 0
GEREY 9 (0.2) 1 (<0.1) 2 (0.9) 0
BT AT )RR T 72— 8 (0.2) 0 0 0
iR 7 (0.2) 1 (<0.1) 3 (1.3) 0
i ER B 7 (0.2) 1 (<0.1) 0 0
72— 6 (0.2) 2 (<0.1) 0 0
M7 A2 b AT a b 6 (0.2) 0 0 0
I R 2 N AT a L 5 (0.1) 0 0 0
B U v RER-HaE 4 (0.1) 0 0 0
7 R o BN 4 (0.1) 0 0 0
T U v gk 4 (0.1) 0 0 0
BoVTF=2 I VT T AW 3 (<0.1) 0 0 0
B UiF % DNA JIE 51 3 (<0.1) 1 (<0.1) 0 0
iR 3 (<0.1) 1 (<0.1) 1 (0.4) 0
I HPERBRM 2 (<0.1) 1 (<0.1) 0 0
DN AR L BN 3 (<0.1) 0 0 0
e b)) 70+ REN 3 (<0.1) 0 0 0
CD4 U v 738k 3 (<0.1) 0 0 0
CD8 U v Bk 3 (<0.1) 0 0 0
LEM QT IEE 2 (<0.1) 0 0 0
~FJa e ) 2 (<0.1) 0 0 0
Mm ey Le 8 2 (<0.1) 0 1 (0.4) 0
M A v S 8N 2 (<0.1) 1 (<0.1) 0 0
FH~— 1 —H 2 (<0.1) 0 2 (0.9) 0
i/ MRS 2 (<0.1) 0 0 0
P RE 72 2 (<0.1) 0 0 0
i £ k5 1 (<0.1) 0 0 0
i/ MR 1 (<0.1) 0 0 0
B U R EREEM 1 (<0.1) 0 0 0
A AR A 1 (<0.1) 0 0 0
A E Y L e HN 1 (<0.1) 0 0 0
7V RAT 72— R 1 (<0.1) 0 0 0
i 8-D 7 v o Hn 1 (<0.1) 0 1 (0.4) 0
A E UL E N 1 (<0.1) 0 0 0
i AR AR L ) 1 (<0.1) 0 0 0
i SR AR L N 1 (<0.1) 0 0 0
PEBEI -5 1 (<0.1) 0 0 0
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(i)

TRBRIERGANKR BIR & 0 LIl L 7o A BRI (%)

2HEM (n=3,691)

HARAEM (n=229)

4 Grade Grade 3 VL E 4 Grade Grade 3 UL |k
1fn H B R R AR L E S HE N 1 (<0.1) 0 0 0
C ISHEE A M 1 (<0.1) 0 0 0
oV o — X W E R R 1 (<0.1) 0 1 (0.4) 0
DFEM P iR 1 (<0.1) 0 0 0
D FEX PR &G 1 (<0.1) 0 0 0
DEMK QRS Hi4 R 1 (<0.1) 0 0 0
DFEM QT fHi 1 (<0.1) 0 0 0
DFER T HEIRER K 1 (<0.1) 0 0 0
~<v 7 Uy b 1 (<0.1) 0 0 0
BB Y R E A EHDL#M 1 (<0.1) 0 0 0
NEEHm 1 (<0.1) 1 (<0.1) 0 0
B BHER K N 1 (<0.1) 0 0 0
kB 1 (<0.1) 0 0 0
NK s o B 1 (<0.1) 0 0 0
H i BRI k) 1 (<0.1) 0 0 0
PRI 1 (<0.1) 0 0 0
SR HMERT AT Z — Btk 1 (<0.1) 0 0 0
RERHD 1 (<0.1) 0 0 0
A if Bk E N 1 (<0.1) 0 0 0
Rtk L OseskREE
NEE B EE 48 (1.3) 0 8 (3.5) 0
Eo L AT — VIiE 47 (1.3) 0 1 (0.4) 0
mRUZ VRV RifugE 23 (0.6) 0 0 0
& JI I E 15 (0.4) 0 2 (0.9) 0
BAEER 13 (0.4) 0 0 0
BRI 3 (<0.1) 0 0 0
e RMER AT Mg e 2 (<0.1) 0 0 0
M A b 2 2 (<0.1) 0 1 (0.4) 0
& ) 8 — P IgE 2 (<0.1) 2 (<0.1) 0 0
K7 b U 7 AIfE 2 (<0.1) 1 (<0.1) 0 0
Y EE IE 2 (<0.1) 1 (<0.1) 0 0
2 Bk R 2 (<0.1) 0 0 0
VURL] 1 (<0.1) 0 1 (0.4) 0
HLERE N 1 (<0.1) 0 0 0
LSidiins 1 (<0.1) 0 0 0
w7 27 —YIjE 1 (<0.1) 1 (<0.1) 0 0
&Y U AIE 1 (<0.1) 0 0 0
& YRR I E 1 (<0.1) 0 0 0
FLPE R MmHE 1 (<0.1) 0 0 0
XV DRZ 1 (<0.1) 0 0 0
BRSPS L O A M ke S
M) v~ 24 (0.7) 3 (<0.1) 7 (3.1) 0
B i 5 (0.1) 0 0 0
o 3 (<0.1) 0 0 0
BAf% 2 (<0.1) 0 0 0
VIR 2 (<0.1) 0 0 0
B FE IR 2 (<0.1) 0 0 0
7 P 2 (<0.1) 0 0 0
38 4T 8 1 (<0.1) 0 0 0
kB 2% 1 (<0.1) 0 0 0
R 1 (<0.1) 0 0 0
RA iR 1 (<0.1) 0 0 0
KT 1 (<0.1) 0 0 0
0BRSS e 1 (<0.1) 0 0 0
B 1 (<0.1) 1 (<0.1) 0 0
U PR g 1 (<0.1) 0 0 0
& B B 1 (<0.1) 0 0 0
U~ FEE 1 (<0.1) 0 0 0

Bk, S K OREMAR OB A (Ed JOR ) —7 &5 T0)

VII.
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(i)

. . - | e o o 2HEM (n=3,691) HARAEM (n=229)
TRBRIERT SRR BAR S 0 &Il L= A EFREIE (%) = Grade Grade 3 DLE 7 Grado Grade 3 LE
B LIFRE 3 (<0.1) 0 0 0
FERTF U LY 2 (<0.1) 2 (<0.1) 0 0
NE JiHE 1 (<0.1) 0 0 0
TN e 1 (<0.1) 1 (<0.1) 0 0
NLFIPERR R 1 (<0.1) 0 0 0
RS 1 (<0.1) 0 1 (0.4) 0
i kg 1 (<0.1) 1 (<0.1) 0 0
i EHEE 155 1 (<0.1) 1 (<0.1) 0 0
T SHER 1 (<0.1) 1 (<0.1) 0 0
s Mo £ 1 (<0.1) 1 (<0.1) 0 0
OFEAME R B AR Y o < 1 (<0.1) 1 (<0.1) 0 0
1B NI 1 (<0.1) 1 (<0.1) 0 0
[ SR PEAS B A R 1 (<0.1) 0 0 0
H 1 (<0.1) 1 (<0.1) 1 (0.4) 1 (0.4)
T ik 2 g 1 (<0.1) 0 0 0
B A A S A 1 (<0.1) 0 0 0
TR 1 (<0.1) 1 (<0.1) 0 0
AZ )Y A MERBE 1 (<0.1) 0 0 0
T RE 1 (<0.1) 0 1 (0.4) 0
LR 1 (<0.1) 1 (<0.1) 0 0
L2 1 (<0.1) 0 0 0
U iR E 1 (<0.1) 1 (<0.1) 0 0
RetY) 1 (<0.1) 0 0 0
EESL] 1 (<0.1) 1 (<0.1) 1 (0.4) 1 (0.4)
B AR E R 1 (<0.1) 1 (<0.1) 0 0
JEE 1 (<0.1) 1 (<0.1) 0 0
i b RO 1 (<0.1) 1 (<0.1) 0 0
T B R E 1 (<0.1) 0 0 0
TR R R
S 37 (1.0) 2 (<0.1) 3 (1.3) 0
FRENE D F 12 (0.3) 0 2 (0.9) 0
fEIR 7 (0.2) 0 1 (0.4) 0
R B 6 (0.2) 0 0 0
SEIRE 4 (0.1) 0 0 0
LA HAPRE TR 3 (<0.1) 0 0 0
Jr IR 2 (<0.1) 1 (<0.1) 1 (0.4) 0
ESii 1 (<0.1) 0 0 0
B NEE 1 (<0.1) 0 0 0
AP £ 1 (<0.1) 0 0 0
HLE R 1 (<0.1) 0 0 0
R SRR 1 (<0.1) 1 (<0.1) 0 0
R i PR 2 1 (<0.1) 1 (<0.1) 0 0
FE PR 1 (<0.1) 0 0 0
il 1 (<0.1) 0 0 0
AP RRAR B 1 (<0.1) 0 0 0
< BT i 1 (<0.1) 0 0 0
R R 1 (<0.1) 0 0 0
— P4 R I 1 1 (<0.1) 1 (<0.1) 0 0
PR 1 (<0.1) 0 0 0
TR, EEMRIS & OVEEEH IR AR
H SR E 3 (<0.1) 2 (<0.1) 1 (0.4)
RAPE 1 (<0.1) 1 (<0.1) 0 0
AR
NS 4 (0.1) 0 0 0
pRell 4 (0.1) 0 0 0
HRE 2 (<0.1) 0 0 0
= N i 1 (<0.1) 0 0 0
BB X OREEE
B | 401 ] 0 0 0
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(i)

TRBRIERGANKR BIR & 0 LIl L 7o A BRI (%)

2HEM (n=3,691)

HARAEM (n=229)

4 Grade Grade 3 VL E 4 Grade Grade 3 UL |k
Bk RERE 3 (<0.1) 0 2 (0.9) 0
BARL 2 (<0.1) 0 0 0
12 M B N 2 (<0.1) 1 (<0.1) 0 0
HER A 2 (<0.1) 0 0 0
icEin) 1 (<0.1) 1 (<0.1) 0 0
FERYANE R 1 (<0.1) 1 (<0.1) 0 0
AUHHES TR ER AR A% 1 (<0.1) 0 0 0
i JR 1 (<0.1) 0 0 0
K E 1 (<0.1) 0 1 (0.4) 0
i if BR PR 1 (<0.1) 0 0 0
SRR 1 (<0.1) 0 0 0
B N 1 (<0.1) 0 0 0
PR TR 2% 1 (<0.1) 0 0 0
AR L OILEREE
IR 3 (<0.1) 0 0 0
LB RERE 2 (<0.1) 0 0 0
B R E 1 (<0.1) 0 0 0
i A % 1 (<0.1) 1 (<0.1) 0 0
PR A R 1 (<0.1) 0 0 0
PARE 4 H if. 1 (<0.1) 0 0 0
ME g, BERIS & ONERRE P
Iz Ik 14 (0.4) 0 2 (0.9) 0
11 JPENRER R 10 (0.3) 0 3 (1.3) 0
IR, i b 9 (0.2) 0 0 0
5B D RAE 6 (0.2) 4 (0.1) 3 (1.3) 0
I % IR e 5 (0.1) 3 (<0.1) 0 0
i ZEARE 5 (0.1) 4 (0.1) 0 0
JiiER 4 (0.1) 0 3 (1.3) 0
RUE X EE 2 (<0.1) 0 0 0
e PR ZEVE IR R 2 (<0.1) 0 0 0
55 VENE 0% IR 2 (<0.1) 0 0 0
R M R R 2 (<0.1) 2 (<0.1) 0 0
JitifigiZe 2 (<0.1) 1 (<0.1) 0 0
DR R4 1 (<0.1) 1 (<0.1) 0 0
T LIV —HERUE R 1 (<0.1) 0 0 0
H AL 1 (<0.1) 0 1 (0.4) 0
& H 1L 1 (<0.1) 0 0 0
Lro<b 1 (<0.1) 0 0 0
- RGE S W N 1 (<0.1) 0 0 0
ftifEAl 1 (<0.1) 1 (<0.1) 0 0
Xl 1 (<0.1) 0 0 0
WH SR 5 1 (<0.1) 0 0 0
fifg 7Kk 1 (<0.1) 0 0 0
Jiti AR 1 (<0.1) 1 (<0.1) 0 0
JikEEIE U > SRR 1 (<0.1) 0 1 (0.4) 0
T UAX MR 1 (<0.1) 0 0 0
N 1 (<0.1) 0 0 0
B B e 5 - 1 1 (<0.1) 0 0 0
| RGEE R 1 (<0.1) 0 0 0
i P 1 (<0.1) 0 0 0
B KO FARRRFE S
JiEE 39 (1.1) 0 1 (0.4) 0
#®95 11 (0.3) 0 2 (0.9) 0
S 5 (0.1) 0 2 (0.9) 0
% 5 FEIE 2 (<0.1) 0 0 0
SRR 3 (<0.1) 0 0 0
B EES 3 (<0.1) 2 (<0.1) 0 0
DS 2 (<0.1) 0 0 0
T UIVX — R G 1 (<0.1) 0 0 0
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(i)

. . - VW e i o 2HEM (n=3,691) HARAEM (n=229)

TRERIERT 2SR RBIR D 0 LRI L= A EELRAE (%) = Grade Grade 3 DL I 7 Grado Grade 3 DLE
B W) 2 (<0.1) 0 0 0
A2 1 (<0.1) 1 (<0.1) 0 0
FLBE 2 (<0.1) 0 0 0
ZATE 2 (<0.1) 0 0 0
B AR E 2 (<0.1) 0 0 0
BTN 1 (<0.1) 0 0 0
B G FEE 1 (<0.1) 0 0 0
AR B 9% 1 (<0.1) 0 0 0
BRI B 2% 1 (<0.1) 0 1 (0.4) 0
3B 1 (<0.1) 0 1 (0.4) 0
R 1 (<0.1) 0 0 0
% B 1 (<0.1) 0 0 0
TV B 26 i 1 (<0.1) 0 0 0
NTEONT H B 1 (<0.1) 0 0 0
CiRINIR Y INE 1 (<0.1) 0 0 0
= S FEM S 1 (<0.1) 0 0 0
RE IR S 2% 1 (<0.1) 1 (<0.1) 0 0
B & R 1 (<0.1) 0 0 0
LN 1 (<0.1) 0 0 0
B &G HE 1 (<0.1) 0 0 0
PRI RE R 1 (<0.1) 0 0 0

i & S
/& ILE 19 (0.5) 1 (<0.1) 2 (0.9) 0
G E IR AR E 3 (<0.1) 1 (<0.1) 0 0
1FTY 2 (<0.1) 0 0 0
KEREEALIE 2 (<0.1) 1 (<0.1) 0 0
RS 2 (<0.1) 0 0 0
RAETEFFIRZE 1 (<0.1) 0 0 0
KERIE 1 (<0.1) 1 (<0.1) 0 0
ASHEE & if 1 (<0.1) 0 0 0
L ST PEAR I R 1 (<0.1) 0 0 0
RAYENIREAZENE S B 1 (<0.1) 0 0 0
FAEME M AR PERR IR 1 (<0.1) 0 0 0

MedDRA Ver.22.0

o TR/ AR OF & 22 2 VEfEAT  GLPG0634-CL-203. GLPG0634-CL-204. GLPG0634-CL-205. GS-US-417-0301. GS-US-417-
0302, GS-US-417-0303. GS-US-417-0304 O HEERHT (RHEREE)

T—%H7 v M+ 7H GLPG0634-CL-205: 201947 H 16 H, GS-US-417-0304 : 2019412 A 18 H

VI Z24tE (B LorEsSs) [+ 5EA 172



SRR IE 2 >

TBREMARREIRDH Y LYW L-AESESR (ah— b A TRREARR)

] B ] 5 11 b/ TILAH 350 &t
LMY AER (24— A BREARER) : V' L H200mght B4k 245
TRBRIE R 2SR BIGR B 0 LRI U7z A EELRREIGIR (%) 24 (9.8)

BREMA Y L EE L ORRERD D LHE LA EER

Ut L F 200mg

TRBRIERT AN KR BIR & 0 LIl L 7o A E R0 (%)

LN (n=245)

HAANEN (n=15)

4 Grade Grade 3 VL E 4 Grade
MR L O R EE 5 (2.0) 0 0
A i 2 (0.8) 0 0
U 2 SER N E 1 (0.4) 0 0
H i BRI iE 2 (0.8) 0 0
i ERIE 2 (0.8) 0 0
R E 1 (0.4) 0 0
H GRS 7 (2.9 0 0
TR KRG 2% 2 (0.8) 0 0
A 1 (0.4) 0 0
WAL B 1 (0.4) 0 0
CIOTI 2 (0.8) 0 0
TR 1 (0.4) 0 0
— % - EHREE R IO G ORRE 1 (0.4) 0 0
Uiszd 1 (0.4) 0 0
JRYLIER K OVE A B 4 (1.6) 0 1(6.7)
D 1 (0.4) 0 0
HRIEE 1 (0.4) 0 1 (6.7
JNEL B SE 1 (0.4) 0 0
fiti g% 1 (0.4) 0 0
R L Ok s 1 (0.4) 0 1 (6.7
Bl AT a— VIE 1 (0.4) 0 1 (8.7)
BiE, BB X ORHHAHO B AY FERBSLIORY (0.4)

—7rat) 1o 0 0
B LSRN 1 (0.4) 0 0
Tt R P 5 (2.0) 0 0
S 2 (0.8) 0 0
FRENE D F 1 (0.4) 0 0
JrEEgR 1 (0.4) 0 0
fEIR 1 (0.4) 0 0
MR g, BERIS L OME bR 1 (0.4) 0 1 (6.7
M SR AS 1 (0.4) 0 1 (6.7
J S KO TR & 4 (1.6) 0 1(6.7)
Jii B 1 (0.4) 0 1 (6.7
i 1 (0.4) 0 0
TR 1 (0.4) 0 0
ANKIENE BB 1 (0.4) 0 0

MedDRA Version.22.1.
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TBREMIARRBIRDH Y LW L-AESESR (48— b B GRS AGER)

[ B 3t [ 55 1 o/ TIAR 3k B &t
LMY SR (24— B BERE AGRER) V' L 200mghE B3k 262
TRBRERT AR BIRD 0 Ll L2 FEFSRBEFEK (%) 62 (23.7)

BREMA YL hEE L ORRERD D L LA EESR

TRBRIERTAS KR BIR & 0 LIl L 7o A B0 (%)

DL F 200mg

EFREN (n=262)

HAANEN (n=29)

4 Grade Grade 3 2L |k 4 Grade
MR L R fEE 8 (3.1) 2 (0.8) 0
U v SERIBE 3 (1.1 1 (0.4) 0
i ERIE 1 (0.4) 0 0
A i 2 (0.8) 1 (0.4) 0
H i BRI iE 2 (0.8) 0 0
U v ojEE 1 (0.4) 0 0
HB X Oukpkpns 3 (1.1) 0 0
KT 1 (0.4) 0 0
Hig 1 (0.4) 0 0
FEPESD F 1 (0.4) 0 0
AR 1 (0.4) 0 0
& IR EE 1 (0.4) 0 0
H kS 22 (8. 4) 4 (1.5) 2 (6.9)
D 4 (1.5) 0 0
BRI 6 (2.3) 3 (1.1) 1 (3.4)
53,7 1 (0.4) 0 0
N 3 (1.1) 0 0
N R 2 (0.8) 0 1 (3.4)
FHi 3 (1LY 0 0
WAL B 2 (0.8) 0 0
Mj: 1 2 (0.8) 0 0
7T 1 (0.4) 0 0
A 1 (0.4) 0 0
K5 H i 1 (0.4) 1 (0.4) 0
[EN;sspii 1 (0.4) 0 0
HEXRL 1 (0.4) 0 0
— % - EHREE R IO G OIREE 9 (3.4) 0 0
I 77 E 3 (1.1) 0 0
T EN 2 (0.8) 0 0
Uiszd 3 (1.1) 0 0
ok 1 (0.4) 0 0
JEYSIE RS & OV AL HhUiE 13 (5.0) 1 (0.4) 2 (6.9)
- IEEE S 3 (1.1 0 0
w+o 1 (0.4) 0 0
A L APEE 1 (0.4) 1 (0.4) 0
i JE 2% 1 (0.4) 0 1 (3.4)
WHEE 2 1 (0.4) 0 1 (3.4)
b RGE R 1 (0.4) 0 0
JBARNIDYN T 4T 4 VRBE 1 (0.4) 0 0
A TN W 1 (0.4) 0 0
[ Jey I e 1 (0.4) 0 0
1 e B 14 Jk e 1 (0.4) 0 0
L R PENE EE S 1 (0.4) 0 0
i ¢ 1 (0.4) 0 0
YRt Y A GE 1 (0.4) 0 0
B, FER L OWLE A OHE 1 (0.4) 0 0
el 1 (0.4) 0 0
fifh R AR A 4 (1.5) 2 (0.8) 0
A= v AT a— 1 (0.4) 0 0
Y b 1 (0.4) 0 0
~NEZ T e 1 (0.4) 1 (0.4) 0
VI 2t (A EoEE%) (B 5HA 174




(i)

TRBRIERT AN KR BIR & 0 LIl L 7oA B0 (%)

Dt L J 200mg

EFREN (n=262)

BAANEN (n=29)

4 Grade Grade 3 2L |k 4 Grade
KL U AR E B N 1 (0.4) 0 0
rNFURATIF—Y R 1 (0.4) 1 (0.4) 0
R L Ok S 6 (2.3) 1 (0.4) 1 (3.4)
Y EE IfE 3 (1.1) 1 (0.4) 0
NEE B E 1 (0.4) 0 1 (3.4)
BAEER 1 (0.4) 0 0
Bl AT a— VIE 1 (0.4) 0 0
T ER SRR K O ARk RS 3 (1.1) 0 0
B i 1 (0.4) 0 0
B 1 (0.4) 0 0
IO JH A e J 1 (0.4) 0 0
BiE, BB X OREHAHOFAEY (FERBSLIORY 1 (0.49) . .
— 7 w&tr) :
Rz 1 (0.4) 0 0
TR R P 8 (3.1) 0 0
G 7 (2.7) 0 0
KA 1 (0.4) 0 0
B X ORI R E 2 (0.8) 0 1 (3.4)
EAR 1 (0.4) 0 1 (3.4)
T MR IR 1 (0.4) 0 0
AR L OLEREE 1 (0.4) 0 0
AR5 Hif 1 (0.4) 0 0
MER AR, FEREs K OMERRRR S 2 (0.8) 1 (0.4) 0
LT 1 (0.4) 0 0
i ZEARE 1 (0.4) 1 (0.4) 0
FERGH KO ARRRRE = 7 (2.7 0 0
JiEE 3 (1.1) 0 0
W5 2 (0.8) 0 0
ZATE 2 (0.8) 0 0
H Bk 1 (0.4) 0 0
I P 2 (0.8) 0 0
[E) 1 (0.4) 0 0
FrlRss 1 (0.4) 0 0
MedDRA Version 22.1.
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TRBRERD SR IR BIER & 0 LHIlT L7 A E RS (FEARHERFER)

] S A ] 5 11 b/ TILAR 350 &t
LAV RAER (BfRMERRAER) U L 200mgE B %L 202
TRBRE R 2SR BIGR B 0 LRI U7 A EERREIGIE (%) 34 (16.8)

TBREMA YL hEE L ORRERD D L LA EESR

B REAGER - P L h200mg, EEHERF R P& L 7 200mg

TRBRIERT AN KR BIR & 0 LIl L 7o A E R0 (%)

EFRER (n=202)

HAANEN (n=20)

4Grade Grade 324 | 4Grade
MR L R REE 4 (2.0) 0 0
I ERIE 4 (2.0) 0 0
H i BRI iE 1 (0.5) 0 0
FiB L Ok pEE 1 (0.5) 0 0
FEPESD F 1 (0.5) 0 0
Bl 7 (3.5) 0 1 (5.0)
IS PN P 4 (2.0) 0 0
155K 1 (0.5) 0 1 (5.0)
JIL.F o> i 1 (0.5) 0 0
[ERESERL Ry 1 (0.5) 0 0
— % - AHREER OGO R AR 1 (0.5) 0 0
AR A 1 (0.5) 0 0
T ARGE SR P 1 (0.5) 0 1 (5.0)
iE iR 1 (0.5) 0 1 (5.0
JRYLIER X OVE A B 11 (5. 4) 1 (0.5) 2 (10.0)
- mEgE S 2 (1.0) 0 0
LEEEDS 1 (0.5) 0 0
| RGE R 2 (1.0) 0 0
HRIEE 1 (0.5) 0 1 (5.0)
FLEANE 7 A )L A Yy 1 (0.5) 0 0
JINGED S 1 (0.5) 0 0
LIRS 1 (0.5) 0 1 (5.0)
JEARN) TN T 4T 4 LY 1 (0.5) 1 (0.5) 0
A 7N W 1 (0.5) 0 0
Jabkg 1 (0.5) 0 0
A 1 (0.5) 0 0
fifh PR AR AL 6 (3.0) 1 (0.5) 0
M= L 25 a— LH 0 2 (1.0) 0 0
M7 v 7ok AR FF—E 8 2 (1.0) 1 (0.5) 0
REEH N 1 (0.5) 0 0
~NEZ T v 1 (0.5) 0 0
Rtk & O kEE 3 (1.5) 0 1 (5.0)
& YRR I E 1 (0.5) 0 1 (5.0)
NEE B EE 1 (0.5) 0 0
Y EE IE 1 (0.5) 0 0
B R R P L O A MRk 4 (2.0) 0 0
RA i 1 (0.5) 0 0
LA 1 (0.5) 0 0
HARE TS 1 (0.5) 0 0
R 1 (0.5) 0 0
TSR PR 1 (0.5) 0 1 (5.0)
g 1 (0.5) 0 1 (5.0)
R R4 1 (0.5) 0 1 (5.0)
il 1 (0.5) 0 1 (5.0)
TR 1 (0.5) 0 0
M HR p 1 (0.5) 0 0
R L OILEREE 2 (1.0) 0 0
E N 1 (0.5) 0 0
SLEESR 1 (0.5) 0 0
MR g, BERIS L ONERR 1 (0.5) 0 0
I ik 1 (0.5) 0 0
11 JPENRER R 1 (0.5) 0 0

VII.
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(i)

TRBRIERGAS KR BIR & 0 LIl L 7o A EFR01 (%)

FERE AGER - U L h200mg, EAEHERFABR P L 5 200mg

%M (n=202)

HAANEN (n=20)

4Grade Grade 324 | 4Grade
BB & OV TRk 3 (1.5) 0 0
B BE 1 (0.5) 0 0
SRR 1 (0.5) 0 0
BEIR LB fk 5 1 (0.5) 0 0
ifn A% 1 (0.5) 0 0
& E 1 (0.5) 0 0
MedDRA Version 22.1.
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TRBRIERI SRR BEMR & 0 LIl L - A EFSR (R 5-5A8R)

2 AR = ki 45 52 Bk &5t
BEVMATH LN (BRG0P L 7 200mgliE %k 871
TRERE R SRR BIER &> 0 LI L7 B BEELREHLI (%) 171 (19.6)

TBREMA YL EE L ORRRERD D L LA EESR

2% L #200mg
TRERIERT 2SR RBIR B 0 LRI L= A EERAE (%) LM (n=871) AARANEM (n=86)
4Grade Grade 324 | 4Grade
MER LY /R EE 15 (1.7) 3 (0.3) 1 (1.2)
U v SERBE 7 (0.8) 1 (0.1) 0
H i BRI iE 4 (0.5) 0 0
i ERIE 2 (0.2) 1 (0.1) 0
2 1. 2 (0.2) 0 0
FEEELT BRI E 1 (0.1) 1 (0.1) 1 (1.2)
/NERPEEL I 1 (0.1) 0 0
/N DIE 1 (0.1) 0 0
SeRME, FHEMER X O aEREE 2 (0.2) 0 0
(58K 2 (0.2) 0 0
i L Ok pEE 1 (0.1) 0 0
B 1 (0.1) 0 0
AR P 5 4 (0.5) 0 0
AR M2 1 (0.1) 0 0
IR D JhE 1 (0.1) 0 0
AR g€ 1 (0.1) 0 0
AR I R 1 (0.1) 0 0
H Gk 46 (5.3) 4 (0.5) 4 (4.7)
BRI 15 (1.7) 3 (0.3) 2 (2.3)
L 10 (1.1) 0 2 (2.3)
IR 3 (0.3) 0 1 (1.2)
N 3 (0.3) 0 0
A 3 (0.3) 0 0
T 1 (0.1) 0 0
53,7 3 (0.3) 0 0
N R 2 (0.2) 0 0
HAE R 2 (0.2) 0 0
e 1 (0.1) 1 (0.1) 0
NLFI% 5 FEE 1 (0.1) 0 0
INIES 1 (0.1) 0 0
FEYE 1 (0.1) 0 0
Btk 1 (0.1) 0 0
1 PRI 1 (0.1) 0 0
BEE SN 1 (0.1) 0 0
e 1 (0.1) 0 0
[IEN;sspiin 1 (0.1) 0 0
EERY —7 1 (0.1) 0 0
I 1 (0.1) 0 0
Mg - 1 (0.1) 0 0
—i% - EHPEER X OB G OIRRE 11 (1.3) 1 (0.1) 0
T EN 4 (0.5) 1 (0.1) 0
I 77 E 4 (0.5) 0 0
T 1 (0.1) 0 0
B R 1 (0.1) 0 0
ATV PR 1 (0.1) 0 0
JHENEE R P 2 (0.2) 0 0
JEH 5 o 1 (0.1) 0 0
AR BAVERT 2 1 (0.1) 0 0
JEYE RS & OV AL HUE 86 (9.9) 9 (1.0) 11 (12.8)
HRIEE 12 (1.4) 1 (0.1) 4 (4.7)
- NETE S 12 (1.4) 0 2 (2.3)
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(i)

2% L #200mg
TRERIERT 2SR RBIR D 0 LRI L= A EERAE (%) SREN (n=8T71) AARANEM (n=86)
4Grade Grade 324 | 4Grade
W 55 25 6 (0.7) 0 2 (2.3)
R 6 (0.7) 0 0
e~ L ~2 2 5 (0.6) 0 0
| RGE R 5 (0.6) 0 0
ELCES 3 (0.3) 0 1 (1.2)
A TN W 2 (0.2) 0 0
Bl e 3 (0.3) 0 0
RUE R 3 (0.3) 0 0
IS 3 (0.3) 0 0
fiti 4& 3 (0.3) 3 (0.3) 0
B 3 (0.3) 0 0
B & g 3 (0.3) 0 0
L5 2 (0.2) 0 0
JBRARNYUYT AT 0T 4 URBES 1 (0.1) 0 1 (1.2)
P A AT v A AR 1 (0.1) 0 1 (1.2)
A R AT oA ARG 1 (0.1) 0 0
AR 1 (0.1) 1 (0.1) 1 (1.2)
Hge 2 (0.2) 0 0
®*o 1 (0.1) 0 1 (1.2)
FprfE 2 (0.2) 0 0
BHRFEZ 1 (0.1) 0 0
JNEL B SE 2 (0.2) 0 0
L EREPEHER R 1 (0.1) 0 0
OB 1 (0.1) 0 1 (1.2)
e EI5 2 (0.2) 0 0
JTFE RS & b FLEERE 7 A L A 1 (0.1) 0 0
H A MRS A 1 (0.1) 0 0
SRR IR 1 (0.1) 1 (0.1) 0
S 1 (0.1) 1 (0.1) 0
JUARNI VYL T 4T 4 RS 1 (0.1) 0 0
AR e 1 (0.1) 0 0
VE (A7 PR 1 20 T i 1 (0.1) 0 0
fe i Hfli A~ L~ R 1 (0.1) 0 0
B YR 1 (0.1) 0 0
E BIF 1 (0.1) 0 0
Bl L2 1 (0.1) 0 0
S Y K 1 (0.1) 1 (0.1) 0
T RGE G 1 (0.1) 0 0
it 1 (0.1) 1 (0.1) 0
AR LAl ~ L~ R 1 (0.1) 0 0
NGRS 1 (0.1) 0 0
J Ak JE PR 1 (0.1) 1 (0.1) 0
A TR BE % 1 (0.1) 0 0
B LR 1 (0.1) 1 (0.1) 0
NIENE S B 1 (0.1) 0 0
B 1 (0.1) 1 (0.1) 0
JUC I i i ZE AR 1 (0.1) 1 (0.1) 0
A PER e g 1 (0.1) 0 0
Jabkg 1 (0.1) 0 0
e JE 1 (0.1) 0 0
RER 1 (0.1) 0 0
YRt Y AGE 1 (0.1) 0 0
B, FER L OWLE A IHE 1 (0.1) 0 0
ArESE] 1 (0.1) 0 0
Fifh PR AR A 21 (2.4) 1 (0.1) 3 (3.5)
M7 v 7ok AR FF—E 8 4 (0.5) 0 0
b P eSO 2 (0.2) 0 2 (2.3)
F i gk s 2 (0.2) 0 2 (2.3)
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(Hi )

2% L #200mg
TRERIERT 2SR RBIR D 0 LRI L= A EERAE (%) LM (n=871) AARANEM (n=86)
4 Grade Grade 3VL E 4Grade
TI5=vT ) NI UAT =T —EB N 1 (0.1) 1 (0.1) 0
TANRGEXUERT I ) N U AT =T —B 1 (0.1) 1 (0.1) 0
VL SER B 1 (0.1) 0 1 (1.2)
S AR RE DR 2 (0.2) 0 0
REH N 2 (0.2) 0 0
ML e Y L e BN 1 (0.1) 0 0
i U 1 (0.1) 0 0
7 a A NI Uy MRERNE 1 (0.1) 0 0
BoLTF=r - 7 )T T AN 1 (0.1) 0 0
vy =NV EINVKNT AT =T —BEIN 1 (0.1) 0 0
v R YRR E N 1 (0.1) 0 0
FFESRERR AT L 1 (0.1) 0 0
KL U AR E BN 1 (0.1) 0 0
FERZ R A T 1 (0.1) 0 0
AT IF—Y R 1 (0.1) 0 0
Rt & OseskkEE 16 (1.8) 4 (0.5) 0
1KY EE IE 10 (1.1) 4 (0.5) 0
Bl AT a— VIE 3 (0.3) 0 0
& JI I E 2 (0.2) 0 0
BAEER 1 (0.1) 0 0
ER SRR KO ARk RS 7 (0.8) 0 0
B i 5 (0.6) 0 0
B fipE 1 (0.1) 0 0
RAHifEAR 1 (0.1) 0 0
S DR (S 1 (05) 1 (0.1 0
J JECH 2 (0.2) 0 0
i B 1 (0.1) 1 (0.1) 0
B & LIFRE 1 (0.1) 0 0
TR R P 10 (1.1) 0 1 (1.2
S 6 (0.7) 0 1 (1.2)
Fr A 2 (0.2) 0 0
1B 1 (0.1) 0 0
FRENE D F 1 (0.1) 0 0
R B 1 (0.1) 0 0
il 1 (0.1) 0 0
BERLE 1 (0.1) 0 0
TR R 1 (0.1) 0 0
e A 1 (0.1) 0 0
Rz 1 (0.1) 0 0
B X ORIk E 3 (0.3) 0 1 (1.2)
ERERIERE DL 1 (0.1) 0 1 (1.2)
EEV 1 (0.1) 0 0
HEDR R 1 (0.1) 0 0
iR 1 (0.1) 0 0
AR L O EREE 1 (0.1) 0 0
E i N 1 (0.1) 0 0
R g BERES L OE bR 7 (0.8) 0 3 (3.5)
I ik 3 (0.3) 0 1 (1.2)
| SGE D RIE 2 (0.2) 0 2 (2.3)
1 JPENREA A PR J 1 (0.1) 0 1 (1.2)
I % IR e 1 (0.1) 0 0
CAin 1 (0.1) 0 0
B H KO T ARRRRE 23 (2.6) 0 1 (1.2
B 4 (0.5) 0 0
JiEE 3 (0.3) 0 0
W5 2 (0.2) 0 0
g 1 (0.1) 0 1 (1.2)

et (R EoEES) (B4 2HA
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(i)

2% L #200mg
TRERIERT 2SR RBIR D 0 LRI L= A EERAE (%) LM (n=871) AARANEM (n=86)
4Grade Grade 324 | 4Grade
B i i 2 (0.2) 0 0
AU i 2 (0.2) 0 0
BEIRF % 2 (0.2) 0 0
B & R 1 (0.1) 0 0
AN 2 (0.2) 0 0
SIERRE I 2% 1 (0.1) 0 0
A2 1 (0.1) 0 0
[ JE % 1 (0.1) 0 0
H Bk 1 (0.1) 0 0
AR B 2% 1 (0.1) 0 0
% 5 FERE 1 (0.1) 0 0
I 5 (0.6) 0 1 (1.2)
a1 JE 3 (0.3) 0 1 (1.2)
i 1 (0.1) 0 0
FAEME M AR PERR IR 1 (0.1) 0 0
MedDRA Ver.22.1
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9. BERRERRICRITTIZE
BE STV

10. BERS
BRE IR TV

1. BHEDZFE

14. BALOZEE

14.1 HRZAEFOEE
PTP &#ED#AL PTP v — b bl H L TIRAT 2 X 5845 2 t:MP/—b@ 25:/ 4N
X0 BOELATAREEREA~TIA L, FIIXZRAEZ B 2 U THERIR 2% 0 BE 2R A OHE 2 03
THZENDH D,

(fiF7n)

PTP> — N ORI LY | O BLAFS N BIEREA~FIA L, BITIZFAE B2 L CHEBRIAR O EE

APHEZDFRET D Z ERMESNTNDLZ NG, mw@%®iﬁ_A%¢5EE%£thmmL

Yl

12. EDODEE

(1) BRRFERICEDCER

15.1 ERERERICE D <15

<BEfUI<TF>

15.1.1 BV v~FBFEExt4 & Lz “EHEMRE IR 2 R, —E 5 R THHERE 3 B L O
Ffkeeaiit 2 SBR OO MRITICRE W T, BHEREYYED 100 A - FH7- 0 ORBEE (95%15HH
X)) X, AH 200mg #5-# T 1.7 (1.3, 2.1), AAI100mg & 5# T 2.5 (1.9, 3.3) Tho7,
(1.1, 1.2.1, 2.2, 11.1.1 ]

15.1.2 BAfi VY v~FBF A4 & L “EHEMRE IR 2 R, —E 5B THHERE 3 B LD
FEWifkme A B 2 RBR O P MTIC W, FERANER EE & b < MR O 100 A - £H7-0 D
FEHLER (95% X)) 1%, AHK 200mg £ 58T 0.5 (0.3, 0.8), A% 100mg £ 54T 0.5 (0.3,

1.0) ThHotz, FLHEEHIMAID 100 A « EHT-0 ORI TFTEROLEEBY Tho7-, [1.1. 8.7
P 3

F R AR A 2 Bk < RN O #5111 D FE B R

P 53R AF 200mgQD & 57 & O* 100mgQD % 5-#f
SN o (% RHE (1100 A - )
(1155 5 411 % (%) oo
AN
(3691/&;%5'ﬁ - 4E) 0.9 (33) 0.5 (0.4, 0.8)
(3691?1756%)1-£E) <0.1 (3) 0.2 (0.0, 0.5)
(33267/;417%3.;i . 4E) 0.4 (13) 0.9 (0.5, 1.5)
13~18 » A
(2768/1213.2 A - 4E) 0.2 (6) 0.5 (0.2, 1.1)
(213%?177;);5\f. /) 0.5 (11) 0.6 (0.3, 1.1)
QD : 1A 1Y

1513%%UWV%%%%ﬂ%tLt:ﬁ%@%ﬂmﬁﬁzﬁ%yiﬁéﬁﬁmmﬁ%3%&&@
EWIfkeaER 2 3Bk O RS MATIC IV MG U IREED 2.0mg/dL K (CTCAE IZ L5 E
Grade3 UL B) ITIKF L7 & OEIA iiﬁmmMg&ﬁﬁfzwé¢%1WMg&5ﬁf1w6
77 B HRIMTX # 58T 0.5% CTh -7z,

15.1.4 DIERFSO Y 27 W26 H58E ) v~FBEEZSSRE Lz JAK LER N7 7o F
=77 = UFREOWMER R O, FEFHMEEA Th 2 FE 2 LME R FES (Major Adverse

VI 224t (B FoEEss) cf+ %A 182




Cardiovascular Events : MACE) K OVEMEE: (FERAMELERE 2 R<) ORBRFIZHOWT, TNF
FLEAIRC G2 — Kb (95%(EHEX M) (X224 1.33 (0.91, 1.94) } " 1.48 (1.04,
2.09) THY . BWEHFEXE ERIZTFOHRE L TW=IELME~—T 0 1.8 #B 2. TNT BHEAIRE
T DIEBMEDRBRFES N2 o T2 2 ENHEIN TS, 2, AFITH, ENTHREZO B %
WEICBW T, DIERFZROBIANED LN TV D, [1.1, 8.7 5]

<EEHEXE>

15. 1.5 {BEME R RBE 255 L U EE IR ESHE b/ E A AR I\ T, HER
JRYYED 100 A - o720 OIBLFE (95%(5HEXH) 1344 200mg 57T 2.8 (0.6, 8.1), K
#l 100mg $ 58T 5.0 (1.8, 10.9). 77 AR KE5HT 5.1 (1.0, 14.9) Tholz, F-FEME
HEFFRBR TIIAK 200mg B EHET 1.3 (0.2, 4.7). KKl 200mg 75 7T ¥ R~DOYE: % 5.4
T 0.0 (0.0, 6.7). A& 100mg K 58T 2.5 (0.5, 7.3). Al 100mg 75 7 7 ER~DOYEEZ
BEHERET 3.8 (0.5, 138.9) Thor-, [1.1. 1.2.1, 2.2, 11.1.1 BH]

15.1.6 {BEME R R BEE 255 L U [EE IR ESHE I/ EAE AR IV T, JEEE
JIELRZ S 9 % Bk < FEVEREZS 0 100 A« 72 0 DI (95%F X)) 13, AHI 200mg £ 58T
0.9 (0.0, 5.1). A&l 100mg # 5-# T 0.8 (0.0, 4.6), 77 ARFKEL5HTO0.0 (0.0, 6.2) TH-o
oo £, [FAIMEMERER ClX, AAl 200mg & 5-8£C 0.6 (0.0, 3.6). AA| 200mg 7677 &
RA~DOYEEZ H 58T 0.0 (0.0, 6.7). AHl 100mg & 5T 0.8 (0.0, 4.6). AFK| 100mg 75
7T RA~DOYEEZ B E5RET 0.0 (0.0, 7.1) Tho'-, [1.1, 8.7&MH]

15. 1.7 BEMERIGREBE b4 & U ERS LR~ H M O b/ EMREARBRICB W T, Mgy
VYEFEN 2.0mg/dL AKiifi (CTCAE |2 X %5 7E7% T Grade 3 LA E) I[TIX T LIZHBE OEAIL, AH|
200mg 58 T 3.6%., AF| 100mg &5 T 3.4%., 7T v RKERHT22% THh-72, £7-. [
FERRMERFRER TIX. AHI 200mg £ GHET 2.56%. AAl 200mg DT T BRSO K GRET
3.1%. Al 100mg 58T 3.4%. AHK| 100mg 767 T B R~ 2 HH5HET 3.4% Th -
77
(fiF7n)

15.1.1

BEERE NS < WM E LT, 3 WA IR DFA 2 M st G GRiREE) o5

HELLT, AFFRE L COERBERBILUEDORBUIRNZRE LT,

15.1.2
BRGNS I & LT, 8 TR IAR GRS 2 M ERIT e R M GRiRBIEE) e G HFIC
HH Lo, AFEFERL L COEMES GEREAEREEZR) OFILRIEZRE LI,

15.1.3

EERAE R IZ RS < IEH & LT, 6 AR/ AR DS 2t iT st G4E . QRiRBIESE) ok 5HIMIC
BB L7, AFEFLLE Lo, MGV VIBEERTOERKREMEEE (Graded LI E) OIEIIRN 2 5ETE
L7,

15.1. 4

BAEIY O~ FIktT D N7 7 o F =7 7 = UBIE OWN L SRR RIS TR E Lz, ARBRIC
BWC, N7 7y F=T7 7 RN TNF BER & i LT, BEEZROBBEOES (LRI ENN
e TEMEREE, MK USET O U A7 BN L2 EBNRENT, £, FEMIER ThHEHE
DM RESR (Major Adverse Cardiovascular Events : MACE) M OVEM:EE (FERAER &R &
Br<) OFEBERIZOWT, N7 7 v F =T 7 = U O TNF [HERBICT 20— RE (95%(5 18
X)) 1XZhE4 1.33 (0.91, 1.94) KN 1.48 (1.04, 2.09) TH V. 95%FHXH EIRILT O E L
TWeIHtE~—T v 1.8 & 2. TNF FHEAIREI T 2 IELPETMEE S e hr o7z,

ZEE#H : FDA Drug Safety Communication (202149 H 1 H)

15.1.5
B AL A SRR T b/ AR FL A A GARR K ONFLARHERFABR ICR 1T 5 AR & L TO BB RRUYIE
DIEBLRDL 2 Fefl L7,

—_
[$)]
—_
(o]

PRIL[R " E R O/ MR ARE AR L O BRI o, AFFRE L ToOEEES OF

5]
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REJERERE 2R ORBURDLZFEHE L,

15.1.7
(IR AL A SRR T b/ AR FL AR GABR Ke ONELAREHERFABR IC R 1 o AFHFR L L TOMIE Y »iRE
KT OERMRA R (Graded LA E) OFBURILZFL#E L 7=,

(2) FERRRFEBRICED {IER

15.2 JEERPRERERICE D ( 1HR

15.2.1 AARE
T v RV 2 FEIBAAFHERBRICBWT, B M7 435 =7 200mg & 1 H 1[0 45 L
72 & 20K 4.2 50 E (AUC) TRMZ A 7 « v b MR O3 AR OB K O AR o
BHUERE D S5N7- ™, rasH2 N T o AV 2= 7 <7 2 & HU - 6 77 A B2 AR Tl
EMZ7 403 F=7200mg % 1 H 1[A1&E L& &0/ 12 (50ORHEE (AUC) £ THRAFEME
TR O IR T2 ),

(fi#sh)

AH| OB FRER IZFBN T, MRS AFMEDN RIR SN Z E B RRE LT,

(MX-2- (4) DARMERER] OESH)
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IX. JERRREBRICR ARE

1. FEEHER
(1) EMEEHAER
VI. EZhERIICBATATAH ] 22452 L

(2) REMEERAE (nvitro. Y bk, 41X)

PR 5 & I FHMmEE 5 . e | TERIKRTY ko
nol | TR Figs | g | HOPRXBRE FrRET R T
e |77 b N |0, 20, 60, 23
PR (SD) Trwin ¥ #EH 180mg/kg 6 MR - 180mglkg
10 & T* 30pmol/L DiE)E
hERG &t i lo. 10 <. hERG 7 — /VEFRIEIE
HEK293 fifa | OS> T2 = vitro 36 m(l]/L 6 % 14.3% K Y 15.7%BHE
VT H L7z, ICso HsR & uzen
S >77,
NI TA4NIATF=TOLHE
_ T, BE (8 10mmHg) (2
L 1 — .
o 1T L |0 00 B0 e o s bR s (R
ge 3. 4 J U6 HERE)
LR 100mg/kg
= ME KL, 1 [E]
Z v b D 0. 20, 60 L
NAl /TQ /\ IJ\X N N N f: " o
PR (SD) ﬁ@ﬁg; j:[]180mg/kg Kt 8 MR . 180mglkg

X AHERSOMIC2AULED Y+ vy a7y MIMERIT -7 0 AF— =ik

(3) ZDithDEEHER

1)

(ZZ1E8H] F+—t:ERYE Unvitro) ™

2)

nvitro i BRIZRB W T, 450 EA Bz 27 a7 A v F—FE2HAWT, 74 10IF=TDk b+
F—BHEAENRA 7 ) —= 0 TEBRE N T —PIE T e 7 7 A ) TR {Tol 2 A, 740
AF =N K B ETEED JAKL X9 23 IRMED 10 5K T - 72 % F—BIXFLT3 (6.4 %) .
FLT4 (5.21%) KMO'FMS (9.4 %) @ 3FEDOLTH-T=n, 74 NI F =7 (X EKBEREICE
WT, INHDOHX =57y M L TIERO B DB b0 LB Lz,

F 72 GS-829845 (%, il Z#1T - 7= 30pmol/L £ TOREEIZBW T, FFH—BIIk L TEW®WDODH D
FLEVEA &2 R S 7o 7z,

(ZEZE#R] ZRAERVEXT—EREREE (n vitro) ™

mvitroiRBRIZBWT, 74NV TF =T D G-X R TERAZRIR, A 4 F ¥ 10, ZREF 0
R F—F, AT aA REEIR, NI UAR—F —EERET 70 BEOS AT NC 22 FEEO
BB KT D RMEAMEI LI 2 A, 74 I F =71k BLEEME ICs0) 1L JAKL @ 26 {2
UbETHo7,

F 72 GS-829845 1%, #Efi A 4T 72 30pmol/L £ TOREIZRB W T, ZBE KL OEESR A L TELE
Db HAEEREZ RS 2o Tz,

2. SR
(1) BHEKRESEHHE (/1 X) @
EIL/E o . 58 (mgkg) . HEWE DI B B
I I e (mg/kg) HALT <SP
~4 X i qu| 10, 30, 100 >100 100mg/kg ¥ TR K& ONREEDS 2 & 4172
(B —7) ERES 1

IX. JERRR
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(2) REBEEMRER (T9RX, Sy bk, 4 X) 198D
B 5, BERRE, I
DO | i (megrn) | (f;:;ﬁ) B R <X TR
- PRI M OB B/ B
~ TR 43R/, o e+ 150 - 1,500/1,000mgr/kg/ A #E : 61 2 1] (G/LAE DOHFFZ)
(rasH2 ¥7|0, 150, 500, it : 500 - 1,500/1,000mg/kg/ H B : (KEIGMNEDWA, FRiek 7
AEA) 1,500/1,000%1 A—X GRIMERE, ~E U EBE ~~ 7 U v ME)
IHEESS 10 OB, HLEOOD ANEE
- 500mg/kg/ H LA EORE (1) K& OEE £ TOEMFZE
M, R ERO kB BORED . AR BiE
7 v b 4 M (BEMERER . |45 - 45mg/kg/ BREE () MUY 15mglkg/ B UL EORE (M) il
(SD) 23EM) . &o JiR B O\ oo B i) | B ORI EE O T, iR U
0. 5. 15, 45 VOSEREBIER O T
5. 15 : MERESR 10
0. 45 : Ml 15
[ B - 0, 45 DU
M 5
Z v b 3y A (RS | 1 : 20 - 180mg/kg/ A RE : HEFE /6 B O [ M ERER D (U 2%
(SD) 8EM) . &N I : 60 BRICECIR L., AFBRERE & BEE) | AIRMSEME T Mlask,
0. 20, 60, 180 T U o7 ERER OY NK e otd . U oSk o2
20, 60 : MERES 10 el U o SHRRR O MRS B T o8 (M, iR, A5
0. 180 : MEMES 16 B« FRAY L 8, S VKR, BB OFREBEE K OVE
[EIEMERER : 0, 180 e BE OHETR, BRI, ~E T Y IAEEN
HERES 6 (i) | RE R OMREEE &R (1)
- 60mg/kg/ B UL EORE () : AR EAETRER ~D
2 (FER R OB LR, INUL R O ERERD) | A
BRI ERRBEE R 5&% O 1 O IEE) % DB
D)
Z vk 6 5 AR, #&no I - 20 - 100mg/kg/ HEE : Bl 0 Ak, =7 A VEFRR AL S
(SD) 0. 20, 45, 100 W ;45 PED =) AOVIERNE O 2 M TE I R EE, i IMRER OB %
HERES 20 PES IRIMER ST A — 2 Db GRIEREL, Hb R & O Ht
BB . MCV ROMCH o#hn) | U o _Eki5E (I
MR % QBRI Y L %D U o MRk ZENE . GALT KOV
VSE ORI ORI BIREEE U 2 SERE OB | 1
fEEOBY () . TAMATo KA Y EEY B O
WA () . FSH ROVLH o¥an () . KEERE 5D
WL () | FEEREEORD ()
- 45mg/kg/ A UL EORE (7))  BESEE O NK Hilask
DY, AEKRTFNRE TR A~ORE GEEM: I hE
RN IE R Aok B AR T O K TR . RSB kS
THEORD) . FAEERIFR ISR O R O ZHE 2,
KB EIRORE O RN XATWD B OAESEAIR O Bids . ks
B EAREEORD ., FERAEHROEAK/ZENE L, LH B
oo, FSH BEfiao BN
- 45mglkg/ A (FE) : FSH KU LH OBINMER, FEERE
TP E
- AR T, REENEORY, PEENCEEOA
MmEREL (VU > SERER, AFEEERER. AFHEIEERED ROV v X
Y7y b o AEKTRZR D
- WREED B HEE D NK Ml 0wy ()
A X 48 (EEHERER . |5 - 30mg/kg/ AR : ST 2 45 (AR BRSO K% OF A i BRED |
(B—2V) |28/ . #&O HILE RO FHEY v EORBEO I, U o Sk
0. 5. 15, 30 OIEMARRE~DREE, B OFFla0ZEiE () | FERE
5. 15 : MERES 3 DS BROFREAREAT R () %)
0. 30 : MEMES 5 - 15mg/kg/ A LA L ORE SR MBI OFD | FRIMER ST A —
mEMERER - 0, 5, 15, & GRinERE, Hb ¥R, Ht (H) OB, BmEREoR
30 DHERES 2 A APTT OIERE . K o O KO RSS2
RO ) R RO AR AR O

IX. JERRABRICE 4 5 HA
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B EORT (1)
A X 3 AR (EHEMER : |1 6 - 156mg/kg/ B #E (KF) : EERA %00 FEREORR LA
(=2 |8 M) . &o It : 15 INEUE AETERE - O RAN, FEBLO B A AR AR O A
0. 2.5, 6, 15 U8, B RO RS e OVl A
2.5, 6 : MEHES 4
0. 15 : MERES 6
[ ERER - 0, 15 DU
e 2
A X 6 » AR, #&no 2.5 - 15mg/kg/ ARE (ME) : B0 (Z2%30) 141 [QER OVE(L
(B—271) |0, 2.5, 6/5%2, I ;10 BORE, Vo HERoZERE (IR, M. GALT, B
15/7.5/10%3 fEY o) ]
HERES 5 + 15/7.5/10mg/kg/ B #f : IFERERIRL YT U w2 RER-E DI
(~LR—T ffask, &ML T HilaEk) . B U > SekEo
WL () | FEREZORD () | wtm ) |
MPED IR OE RSN (BRUIROER) ()
- 6/6mglkg/ H LA EORE : BRI Y > 38 (RRZ U > k%
FEHEAES) ROV GALT @V w3 EfkIC 31T B IRHLO
D BARAT RO e B O BAME L (EIZ R MEkE
) OTLHE, WITROREET (M) | FHEREKOREE B4
FEMIR OZE ORI (HE) | KR OEREMaRE S (RE) |
FEEL EARD Z IR 72255580 e OSlia i o in- ()
IFHE R (6/5mg TldEDFA) . APTT DiER
(6/bmg TixMEDH) | U 8Bk, RIMER T A —F
(FRMLERER, ~ETn e BE, ~~ 27U v ME) KO
RS ENE T MR Ek oW (6/5mg TiItfEd A)
- 6/56mg/kg/ A BEN O 2. 5mglkg/ B RE : {7 BBk S0 T
SRR (6/bmg TiriME, 2.5mg TidlED )
- 2.5mglkg/ ARE (M) : FETC (&CHFE) 140 [AdkfiRas]
- SRR R
4 X 9% AR, #&nO . 5 - 10/7.5/10mg/kg/ H#E (7)) T IAEE . FIREZOHR
(B—271) |0, 2.5, 5, 10/7.5/10%4 | i : 10 A EFERMRE O RGBS ORI, RSB E AR ORI T OB
HERES 5 N, ZIREG IR FEOED . U o SHRRRENE A L O IRL o
FEOMLT (HHIEY > 8, GALT. Mg . Vo <Ek
B HERERE N, O FER S D). APTT OIER., U >
PNERY Ty FOWBANIFES T U Bk OB, B
OBy, BB LA R B, %A, B
E, IBE. JER, AIE. i) . EEONIFEMERE
- 10/7.5/10mg/kg/ HEE () KO 2.5mg/kg/ HEE (7)) : &
mad (Demodex spp.)
A X 39 M, O — 2L
(B—=271) |0, 8.7%
7 1S
0: 16

X1 5 3 BISEEHNED N2 END, 1,000mg/kg! B 2 E

X2 ¥&H 78 B D bmglkg/ B X E

X3 HET¥ 5 38 H. ML 45 B S 7.5mglkg/ BICIE L, MRS B 78 HAYS 10mglkg/ B (24
X4 HET¥ S5 31 B, ML 36 HAYS 7.5mglkg/ BICIE L., MRS B 78 HAYS 10mglkg/ B IZH
%5 : 3. 7mg/kg/H T 5% L. BFEE (AUCo2n) % 9~1lpg-h/mL ([ZHEEFS 5 L 9%k

(3) EI-EMHEE (nvitro. v k) 8
I % AW T 18 IR 22k BB (dn vitro), ~ 7 AU 7 +—~ i (L5178Y) % FH 7= Yuth (A F g
nﬁ% (invitro) R OVT v MINERER (Invivo) #FEIELT-E Z A, 74 NVIF =TT GRE RiFIE
Bt e AT RITEE S e o T,
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(4) NARMRER
1) YOR 26 EARBOKRENARERMRRERE (XDR) ™
rasH2 F T AV =y 7 ~7AD 26 HMFE OG0 AP
150mg/kg/ H £ TOHREGETHRAFIEEZ RS 2o Tz,
ARBR O~ 7 AZBWTC, 7 4 ITF =7 150mglkg/ H #5H (AUCo-24n : 55.3ng-h/mL) Ot
MK BT EL T 124 5 TH - 72,

ERBRICBWT, 74V F =T

¥ ESNES AR (GLPG0634-CL-201, GLPG0634-CL-202, GLPG0634-CL-203. GLPG0634-CL-204)
&U‘lﬁ%‘i;ﬂéﬂ%m*ﬁ%ﬁ (GS-US-417-0301, GS-US-417-0302, GS-US-417-0303) %#{fA L7z RA B3
FHEEF SR BIREMENTIC 1T A, RABRFIC 7 4L TF=7200mg # 1 H 1 BIREROKE L-LEDE
HARBED AUCku (4.455ng-h/mL) & DLLig

2) Sy r2FMBOBRENARNESER (Sy k) ™
Sprague-Dawley 7 v k@ 2 4E #0523 AJFPERBRIZIHB W T, 7 4 V2 F =7 45mglkg/ A #
DHECTHBRCTORMET A 7 v b HIRANE (BIE) AR OB K OWI3E £ T o H[E O FLE S 2
I, 74 NIF=TFHETHRAUREEZET LD EE X LN,

¥ ESNES TAERRER (GLPG0634-CL-201, GLPG0634-CL-202, GLPG0634-CL-203. GLPG0634-CL-204)
&U‘lﬁ%‘i;ﬂéﬂ%m*ﬁ%ﬁ (GS US-417-0301, GS-US-417-0302, GS-US-417-0303) %#F& L7- RA &
FHE SR BhREfFAT 1 RABFIZTZ 4 NTF =7 200mg & 1 H 1 RINEROEGE LI EDOE
HAREED AUCkau (4.455pg h/mL) L DL

(5) 4RERAESMHER

B FE ®h | 58 (mgkg/A). p——
_GRib) BT pr | MR OB FHER (mefkg/H)
ZREHE M OFIHIIR R A B9 2 3kl 7
Z v b AZHE 2 W R ~2Z80% 7 H w0 0. 15, 30, 60 — & EEME - ZAREE
(SD) 1H1[E " 1 20 FIHIRFE A 30
A3 62 FRi~23hdf% 3 A 0. 15. 30. 60
5ok 10 1 - K 20 50
(SD) RSN - 5~6 ERIIL 9 | T | EEMERER - 0. 15,
i 30. 60 O 10
I - BB IRFAIC R 23R
F vk AHit% 6 A~17 A | 0 25,50, 100 ?ﬁjfﬁ;’ ;12050
66) L HIL -

(SD) 10 1 it 22 (95 1By e )
AR A% 7 H~20 H . 0. 10. 25. 60 HE%%JS
67) L HIL -

(NZW) 1010 it 22 (10 Py )
AR M OV A1 O FANF DN REAHERE L BE 3 2 3R 69
) EHR 6 H~TiH 20 H % 0. 2, 5, 15
(SD) 1H1[E REH I 25 15
SEE & FH -3 89
5ok /1% 22 H~45 . 0. 20. 60. 180 K - 20
(SD) 1H1[E " A 9%2 1 : 60
/1% 14 H~91 | 0. 2. 6. 20
1H 1A HERES 10
oh /1% 14 H~91 |
i34
(SD) 10 1 &0 0 2 6. 2 20
[ PERRER - 13 3N e 20
1% 14 H~106 H ’
1H 1M
><1 ﬁfljl_/éEK%
%2 : Omg/kg/ H BEIXMERER: 3 651,
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1) ZRREER VAR FEA TG S (FVR, Ty b, 4X) 2D
7 v NOZIERER OFER £ COMMIMRAICET 2R OK 53R 5 Bz, Tk, 74102
F =7 60mg/kg/ B B CAEFRIREORANEBD b, MET ~ bO—ikmE kOS2 REEIC R4 5 5
e EIE 60mg/kg/ B, FIWIMFEAICBE T 5 B2 30mg/kg/ H CTh o7,
FIHETIX, 7 4V TTF =7 60mg/kg/ HEETH AR SE K OS2 R ROIK T GEBME UITERET
PR S D3R AN TIRIE R AN U 724 3 AR K OB O T3 O EE DWWV %) Ao, HEZ > b
D — ¥ EEME M OS2 R BENE QNIRRT A IZ B9 2 Wedit 1T 30mg/kg/ H TH - 7=,
T > MZBWT, MAeEFRICBIT2EMEftEr R LR/ EEETHL 74 VAT =T
60mg/kg/ H # 5-FF (AUCo-24 : 32.5pg-h/mL) Dbt MMIxfd DT R IN 7.3 ThHh -T2,

BE . NERGEERBRICB T AR ~DORE (TR, Ty b, A X) @

T AN TAF =T OREATREGR OB L LT, KERGEERR [~ U X 4 @R G5HER 9, J
v N DR 6 » AREGRER 80K O X Ok 39 B & 535 8V] o2iRIzIbmd 2 i
MkpT L E LT, IR E (b MBREEOKN 2~31%) TiE, R COAEMMORLYE, MR
oM K O D22 fadb, W ONTRE B LR TN+ &b L Ol i o¥EnRs 6 E Lic, — 7
T, TROBEEEIZAEDOHEME & IR LT-, 7 4 VI F =7 OREAEFEES ~ DB T, KIRE&
& (B MEEEOKN 2~3F) TIEAHETHY | b MEEEOK T~9 EFTIEAHEETH -7,
A X (R bHUERTE) 9 5 AMKEGHRICIBW T, ARSI BIT 232 (b E s Lo i/t &
ThdD7 4 NAF =7 10mglkg/ H %58 (AUCo-24n : 22.5pg-h/mL) Db x4 D8R &L
RB1ETH-T,

3¢ VESVE TTARRER (GLPG0634-CL-201, GLPG0634-CL-202, GLPG0634-CL-203. GLPG0634-
CL-204) } OVEEELFE S IFERER (GS-US-417-0301, GS-US-417-0302, GS-US-417-0303)
ZHFE L= RA BE RHEM SR EhEfIITICBIT 5. RA BEIC 7 4V 2F =7 200mg % 1 H
1RIEROEEG L EOEFIKIED AUCh (4.455png-h/mL) & Ok

2) If - BRIRSAICRET BEER (S b, DHF) 666D

IR T v RO - FBERAEICET 288k 0lcB\W T, 74 v IF =T OLHETHRIEOHFE X
ZERNGRO v, NKIRSE, JRENLEK SRR T E DI LR O H BRKIFH IR & 5
7o 7 ANITF =TI K DREICEIT S MEEMERIT 100me/kg/ B, JRIEFAICEE T 2 MR R
IR OB AEFBER SR EHETRO LN AN ST,

R TS OIR « IRIRFBAICET 28R DB WT, 74 0TI F =7 DEHETREBIZEBIT SN
il e OVB G DR & B BN HERTFIINC A BT, 25mg/kg/ B #E & O 60mg/kg/ H BE DO RFENM) I 5
HEENRBO N2 b, 74 VI TF =TI X283 2 MR 10mg/keg/H. I
WRRAICEET 2 EmEEEIIR T ORAEFBEN 2R GEHE THEO LN L6 ELNRNo T,

3) HARBUHAZRDOFEAEN VICAHAMEEICRET 58 (Sy k) 6
MR~ b O AR R N AER O AT N AR ICEE T 23 RICk VW T, 74 v T F=71F
15mg/kg/ H £ TOHE- T, ZHhRie, HAERK OHAERDOREE~DEEL RIS RroTz, RHEWO
— M K OVAEFE N NS IR A D ATFRE N K ORI B84 5 #35ME &13 15mg/kg/H TH - 7=,

4) hEEBYWERANEHER (Sy k) 8
T v bOROKGHTHRBRIZIBW T, 7 4V IFF =7 180mg/kg/ H FE D MEME T Y H & O
TR, IR E R O IIZ, 60mg/kg/ H B O CREELICFEMEZL NG b ME B
£ 20mg/kg/H . T 60mg/kg/H ThH -7,
AT v N o 18 B O &5 KON 13 B EE MRSV, 7 4 VI F =713 20mg/kg/ H &
TOEET, b E ST, 7HEEMEEX 20meg/kg/H Th 72,

(6) BAAISIERER
1) RARBIERER Gn vitro) 5
~ & AIFTY 2 SH T A KO EpiSkin® FHESE L |2 E 7L TR L 7 B AR MERBR (in
vitro) \ZBNT, 7 4 b ST = TSR OB R 72 < | FEAME LD bR o 7,

IX. JERRABRICE 4 5 HA 189



2) BRRIFEERER (in vitro) 89
U AR T IREEE K NG YE (BCOP) 7 w2 A TRk L 7= IRFNEMERER (in vitro) (28
WT, 743 F =712 BCOP RBRDO[EE GHS X4 Tlidk [FRIARTT ) 1248 S 5 8 O RIlg
MPENBO NI,

(7) ZOthnHEMHER
1) AEMHER (n vitro, Sy k) 80
~ 7 ARRHESERIN 3T3 2 v 7= NRU 7 v & A CTRlAlh L 72 e3R8 (in vitro) [2BW T, 7 4
NAF =7 ONEMER (PIF) 1% 2.9, FEOEEH MPE) 1£0.12 T, OECD %A K71 432
DOYETIE Demtboriettd v | L¥ESNT-, F£7-. A Long Evans 7 v M2 3 HERR O
Beh Lo m R BN T, 7 4 I F =71 180me/kg/ H £ TOHRE THFMEE2 RS 2o
Yol

2) HRMEESRER (XRVR) 87
S URFFTY BT A TR LTI 2 A, T4 IF = TIFEEME TRN I ENRIN
76

3) RESHHER (Sy b, 4AX) 808D
T4 N AF =T 2 DT R E R IIE R STV RV, Ty RO X e Wi ]KAg s
mMERBRIC BT, i A e, T Ak O NK Mg oiid . U o Sk oM a BT
XIF Y RS E RO Biv, A X2V 9 HFAER G- EERER TR, w74 dugdei st
T OREZNEDIETR, A XN r—=< T A L ZADIEMAIZ B U7z BUER S8 0 b,
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X. EBMNEIEICET 5EE
1. REXS
f K. O LA 200me + 100mg BIEE, AUGEEERK T
) BE—EMSEONTEICLIVERTS 2L
HRSY 74 A F =T A LetE B
2. BhEAR
36 f& H
3. EENRETOIFE
SIERTT
4. BIEWLEDIE
EARSAA
5. BERITEH
BERERGLTAL N :HD
< T oL BY: Y
FOMDOBEEZTEM . oLV b RHATA KT v 7
(RMP®DY A7 F/MUIEBI D 7= DIZVERR S 7= & H1)
(MT-4. WIEMFERICE L TEmMd_EEE), TXIT-2. ZoMmohEEE OESH)
6. R—my - F%hE
Rl —R A 3E « 252 Lau
[ %h
<Y Uv~F>
N7y F=Td oo UigiE, N F =T RXT 4 F =T RBAGKERE. URE T =T K. T
Y h~T (Blaf#z), 2V s~7 GEEHEMZ) %
<&M >
AT XX~ (BlEHfZ). XKV A~7 (BlEH#Rz), N7 F=T7 7 Ui, 2 A
~7 (BiaHfaz), 1o )Fv~7 Barlz), 720 a~7 GBI Z)
7. ESRESEAR
2020429 H 24 A (M)
8. HERFRAPEABRUVRRES., FMEXWBFAA., REMAKEAA
W 744 R S AAGRAE A B KGR SARRYENEAER B | GERIAEA A
Uk L A%5E 200mg 2020 429 A 25 H | 30200AMX00940000 | 2020411 A 18 H | 2020411 A 18 H
Uk L A%E 100mg 2020 429 A 25 H | 30200AMX00939000 | 2020411 A 18 H | 2020411 A 18 H
9. PEXIIHREM, AERUVAEEZEEENENEABRUVETOAE
2022 4 3 H 28 H : ZhEE IR, HIEKROHEBMN
IBAN & 7= RE UL
FRAESE 2 B BLE DIBEE KGR DR M OHERRRE (BEFIRR COIRAR 7R AIZ IR D)
BN E T E R O &
W, AT 7 43 F =7 LT 200meg # 1 H 1ERA#KST5, 2B, fMEERETIT, &
FOIRBEIZIS U T 100mg 2 1 H 1[5 TE %,
10. FEEER. BiMEERELARERBRUETOAR
EARSAA
X. EHFHEICET HHA 191




1. BEEHRM
BEEI Y v~ : 84FR] (2020 4=9 H 25 H~20284-9 A 24 H)
TEEERAGR - AWM (2028 29 A 24 HET)
12. #®IELARMHIRE BT 51853k
AANL, FEMICBET 2HIRITIED LTV,
13. &£FEa—F
JE A Sl . . .
IO EBIEES 3 — R ; L7 ML
544 SRAMG FEHE Y . HOT (13#71) &% | . __ .
S o (YJ 22— R) VAF A a— R
U¥ L %%E 200mg 3999053F2020 3999053F2020 1283075010101 622830701
U L %E 100mg 3999053F1023 3999053F1023 1283068010101 622830601
14. REEHBFLEDEE
<BEgVov~F>
PRER1117T%F 35 (GfM24E11 H17H) Lo :
ARELHNOLYEE TN FRAICEIE T 2 FHEICB W T HREOERIZBWT, A M ML — 1 2E LD ET
507 Eh 1 Ao v~ FHEKEIC L DMURIEREIT-TH, HEIGERT 205 ) 7fEik 35k
ABHICESTAZ L] EENTVWADT, RIS T-> T+ EETHZ &,
<JIBEMERIGR >
PREES 0328 F 15 (Hfi443H28H) kv :
AREFNOHRE IR RICEE T D EEICB W T HREDOREIZBWT, 27 &b 1 FIOBEEIE R
(AT A R, M) (2 X 2R EEE21T-> T, RERICERT 5005 R lEIER 2 % 5
Al G352 &) KUY TARANIAD A TR+ IR R BB RIGREE Z x5 L L
7o B ARBRIC BT, FEFMEER TH SR G 10 BRI E MG A2 @ L RE 0EES T, Yo
REELE OFBEENRD LN TWARNZ Enb, 17 HERE] OHEONE 4R L7- BT, @ik
FRBINTHZL,] LENTVWEDOT, HHICY7-> TUITHBETH &,
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6) Feagan BG, et al. N Engl J Med. 369 (8) :699-710, 2013 (PMID : 23964932)
7) Sands BE, et al. N Engl J Med. 381 (13) : 1201-1214, 2019 (PMID : 31553833)
8) Singh S, et al. Aliment Pharmacol Ther. 47 (2) : 162-175, 2018 (PMID : 29205406)

9)

10)
11)

12)
13)

14)
15)
16)
17)
18)
19)
20)
21)
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34)

el - FINCH 1 (2020459 25 H &R, CTD 2.7.6.2.19) [GS-US-417-0301] [&ZRHEREEMER]  JYS-

0001

Combe B, et al. Ann Rheum Dis. 80 (7) : 848-858, 2021 (PMID : 33504485) 1.10207/JYS-0186

el - FINCH 2 (2020429 4 25 /&R, CTD 2.7.6.2.20) [GS-US-417-0302] [F&zRHEREEMERE]  JYS-

0002

Genovese MC, et al. JAMA. 322 (4) : 315-325, 2019 (PMID : 31334793)  JYS-0061/L.08260

Pkl - FINCH 3 (2020429 4 25 H &R, CTD 2.7.6.2.21) [GS-US-417-0303] [F&kZRHREEMERE)  JYS-

0003

Westhovens R, et al. Ann Rheum Dis. 80 (6) : 727-738, 2021 (PMID : 33452004) 1.10274/JYS-0187

PR - BaRIR A AT T B IRER — A AT (2020459 H 25 H7KRE, CTD 2.7.2.3.3.1)  JYS-0004

PRl - FINCH 4 (2020429 4 25 H &R, CTD 2.7.6.2.22) [GS-US-417-0304] [F&zRHEREEMERE)  JYS-

0005

TENER: BREREREEO & HPERE 2 xtg & L7258 T HRE (20209294 25 H7&GR, CTD 2.7.2.2.3.2,

2.7.2.3.4.5) [GLPG0634-CL-106] [kiBEEEE)  JYS-0006

Vermeire S, et al. Lancet. 389 (10066) : 266-275, 2017 (PMID : 27988142) L08270/JYS-0062

HEPNEEE - BRI A AT T B URER — SUGHERRNT (2022453 H 28 H7ARR, CTD 2.7.2.3.3.1)  JYS-0229

g : SELECTION (202243 28 H7&#R, CTD 2.7.6.2.1)  JYS-0221

Feagan B G, et al. Lancet. 397 (10292) : 2372-2384, 2021 (PMID : 34090625) 110259/ JYS-0195

ﬁvﬂiéﬂ BREROMEWRNIA FTaF S —, T7EFIUROAAT T — /& O EVER %2 30 L=

% 1ARRBR (20204E9H 25 H &R, CTD 2.7.2.2.2.4, 2.7.2.3.4.6) [GS-US-417-3900] (KRGS EEE)

JYS 0007

HNEE . BARANKOSMNE MRS 2 xtge & U723 1R (2020 4F 9 A 25 A7&GR, CTD 2.7.2.2.3.4)
[GLPG0634-CL-110] UkERBIFFEMMEARL) JYS-0008

HNEE : QTIQTCRIMEIC KIET 2 A 1E L7-55 1 tHiBR (20204E9 H 25 A7%&FE, CTD 2.7.2.2.2.5,

2.7.2.3.3.3.2) [GS-US-417-3911] UKREFHEEE)  JYS-0009

HNEE  SNE NS 2 xtg & L7228 T FHRRBR (20204994 25 H A&GR, CTD 2.7.2.2.2.1) [GLPG0634-

CL-101] UKEBEE2EEE)  JYS-0010

thEE 5 éﬁ%ﬁ%‘z%ﬁ%%ﬁ%k L7256 1 #HEER (202049 25 H7&E, CTD 2.7.2.2.2.3, 2.7.2.3.4.4)
[GLPG0634-CL-105] (UkEBEFSEER)  JYS-0011

B - SO SNE AR E A )t g s L2 T ARER (20204F9H 25 A &GE. CTD 2.7.2.2.3.1)
[GLPG0634-CL-104] (kEBEFZEER)  JYS-0012

PNEE  FRERR @&;é%}}z%ﬁ%%ﬁ% &L= TR (2020497 25 H&ARR, CTD 2.7.2.2.3.3,

2.7.2.3.2.2.2) [GS-US-417-4048] UKREFZEEE)  JYS-0013

BRI AR ; S 4V T A (2020¢ 9 25 AA&GE. CTD 2.7.2.2.4.1) [GLPG0634-CL-103] [&#&

RESEEE)  JYS-0014

BRI EAEA ; = F =LA RS U — ARV AR LA A R L (2020469 H 25 H &R, CTD

2.7.2.2.4.2) [GS-US-417-3916] [AREFEZEE)  JYS-0015

&R} Mmaﬂ’ﬁﬂ% V77 B R ONA MRV (20204E9 A 25 HA&GR. CTD 2.7.2.2.4.3)  [GS-US-

417-4107] UKGEREEZEEE)  JYS-0016

PR SAEAREET ) v~ FEREENRE L2 E T afii R (20204290 25 H &3, CTD 2.7.6.2.14)
[GLPG0634-CL-201] (UkGBEFSEER)  JYS-0017

HREE  AAEABE ) v FRE AR L LB T atiRER (20204E9A 25 H 7438, CTD 2.7.6.2.15)
[GLPG0634-CL-202] (UkiBHFSEER)  JYS-0018

el - DARWIN 1 (2020529 25 H&#, CTD 2.7.6.2.16) [GLPG0634-CL-203] (KK EEEN)

JYS-0019
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82)
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el - DARWIN 2 (202042925 H &, CTD 2.7.6.2.17) [GLPG0634-CL-204] [K#ZRHFHEEEN)
JYS-0020

A Kavanaugh, et al. Ann Rheum Dis. 76 (6) : 1009-1019, 2017 (PMID : 27993828) 1.08208/JYS-0069
Pkl - DARWIN 3 (202042925 A&, CTD 2.7.6.2.23) [GLPG0634-CL-205] [K#ZRHFHEEEN
JYS-0021

#PNEE : SELECTION LTE (202243 A28 H/&#R., CTD 2.7.6.2.2)  JYS-0233

HNEE : FBHRD 72 OIRTE — AMfEHT (20204£9H 25 A 4&GR, CTD 2.7.2.3.3.2)  JYS-0022
HPNEE R — et (20204294 25 H/RFR, CTD 2.7.2.3.3.3)  JYS-0023

HNER . I ESRIRZ AT D IRE — AT (2022453 A28 H A&, CTD 2.7.2.3.3.1)  JYS-230
HNEE : FBHERO 72 OIRTE — At (20224£3 H 28 A 4&GE, CTD 2.7.2.3.3.2)  JYS-0231
BRI — T (2022423 28 H&ER, CTD 2.7.2.3.3.3)  JYS-232

HANER  FERRIF -2 T vt (20204E9A 25 H&ZR, CTD2.4.2.1.1, 2.6.2.2.1.3) JYS-0025
HANER  FERRARIRE — T v (20204E9A 25 H&ZR, CTD2.4.2.1.1, 2.6.2.2.1.2) JYS-0026
Banerjee S, et al. Drugs. 77 (5) : 521-546, 2017 (PMID : 28255960) L11533/JYS-0146

HRER : FERRIR I — In vitro LT v A (2020459H 25 H &, CTD 2.4.2.1.1. 2.6.2.2.1.1) JYS-
0024

O'Shea JJ, et al. Annu Rev Med. 66 : 311-328, 2015 (PMID : 25587654)  L08656/IMMU-0099

Rawlings JS, et al. J Cell Sci. 117 (Pt 8) : 1281-1283, 2004 (PMID : 15020666) L08658/IMMU-0057

HNEE . FERERIEEE — BEF O JAKBREA O R BADTENE (2020429 A 25 H7&RE, CTD 2.4.2.1.1, 2.6.2.2.1.4)
JYS-0027
PR - JEEEREH —F » FCIAE T /L (20204E9A 25 A 7438, CTD 2.4.2.1.2, 2.6.2.2.2) JYS-0028

HPNEE - FERFR IR — ~ 7 ADSSHE RIS E IEE TV K OTHIlaE 7 AT T /L (202243 A 28 H&FE. CTD
2.4.2.1.1, 2.6.2.2.1) JYS-0222

HNER . REMEY BT (202099 A 25 HA&GE, CTD 2.7.2.2.5)  JYS-0029

HPNEE . FHEMSEYEIREAENT —UC (202243 A28 H7A#FR, CTD 2.7.2.6.2.1)  JYS-0220
&R SMNEMER ; P—gp (202029 A 25 H7&GE, CTD 2.6.4.3.1, 2.7.2.3.4.6)  JYS-0030
PR SR EER b T o AR—F— (2020495 25 A&ZE. CTD 2.6.4.7.5)  JYS-0031

HAER  FAEM SR EREM#T —UC ; GS-US-418-3898: 8k (202243 28 H%F%, CTD 2.7.2.2.3)  JYS-234

HNEE : A FT AT YT 4 (2020859725 H &R, CTD 2.7.2.3.1.1)  JYS-0032

HNERL  Ea 53y ERE (=7 A)  (20204F9H 25 H &FE, CTD 2.6.4.3.2.2)  JYS-0033

NG RL  En 53Ry EnE (Z v ) (20204F9H 25 H7&RE,. CTD 2.6.4.3.2.3)  JYS-0034

PEE - HRR Gy ERE (1 X)  (20204F9H 25 H&FE. CTD 2.6.4.3.2.5)  JYS-0035

PNEE - HERSIERpEmE (7)) (20204597 25 H7&FE, CTD 2.6.4.3.2.7)  JYS-0036

PNEE - HER SRy Eme (Fv) (20204598 25 H7KFE, CTD 2.6.4.3.2.6)  JYS-0037
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FEPNEERE IR - JRIERAEICET 2R (VX)) (20209597 25 H/AFR, CTD 2.4.4.6, 2.6.6.6.2) JYS-0040
HNERE AR R O AR ORAEW N RHAEREIZ ST 23 8 (F > b)) (20204294 250 %G8, CTD
2.4.4.6, 2.4.5.1, 2.6.6.6.3.1) JYS-0041

HNEE MR AREAER (20204F9 25 &, CTD 2.7.2.3.1.2)  JYS-0042

NG : In vitro (NEEER ORKFT (20204294 25H %G8, CTD 2.6.4.5.1, 2.7.2.3.4.3)  JYS-0043
PR - SRR AEA ; CYP P450s X TNUGTs (2020429 25 H&#R., CTD 2.6.4.7.1, 2.6.4.7.2, 2.6.4.7.4)
JYS-0044

PR - MEATETRNE (2020429 A 25 H 7GR, CTD 2.4.4.9.2.2)  JYS-0048

TENER - ZAERE R OWIHIIER BT 238 (Z v ~)  (20204:9A 25 H7KGR, CTD 2.4.4.6, 2.6.6.6.1)
JYS-0045

&R BARMRR (v~ (202049A 25 H7&GR, CTD 2.4.4.5, 2.4.4.9.2, 2.6.6.5.2) JYS-0047
HENER  BARMRR (w7 R) (2020898 25H7&GR, CTD 2.4.4.5, 2.4.4.9.2, 2.6.6.5.1) JYS-0046
HNEE - 2V ERER (20204F9H 250 &2, CTD 2.6.2.4.2.1, 2.6.2.4.2.2, 2.6.2.4.2.3) JYS-0049
NG RE - BIREOERERER (20204F9 4 25 H &R, CTD 2.6.2.3)  JYS-0050

NG BRI SRR (f X) (20204598 25 HA&RE, CTD 2.6.6.2)  JYS-0051

HNEE  ERGFERER (T R)  (20204E9A 25H 7GR, CTD 2.6.6.3.1.2)  JYS-0052

HPNEE  ERGEERER (> b)) (20204E9A 25H 7GR, CTD 2.6.6.3.2.3, 2.6.6.3.2.4, 2.6.6.3.2.5)
JYS-0053
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&R BEFEMERR (202089025 H7&F, CTD 2.4.4.4, 2.6.6.4) JYS-0055
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83) &Rl : ShEEhE W= (v ) (20204°9A 25 H7KFR, CTD 2.4.4.6, 2.6.6.6.4)
84) tHINERE : R RERIMRER (in vitro)  (20204E9 A 25H %38, CTD 2.6.6.7.2)  JYS-0057
85) HPERl - AR MERER (in vitro) (20204E9H 25 H7&#8, CTD 2.6.6.7.3)  JYS-0058
86) tEEHL : HTRMERBR (20204E9H 25 H&FE. CTD 2.6.6.7.4)  JYS-0059

87) &Rl : PURMABR (20204E9H 25 H %78, CTD 2.6.6.8.1)  JYS-0060
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1.

FENETORTERR

2022 4 3 A BIfE, EU MNMEESHA 32 » EH TRRBEIUE L T\ 5,

2B ARIBICB T DREUTIE., HELOCHEIFUTO LB THY | AMEICI T ARG & 1352

75,

4. PEEXITIHR

OBFABRTHRR+LLAG) v F BAHOEENEBOLEEZED)
OFFEENSEEDEBHEREXOABREVHEFRE BIFARTHRT+SEIHEICES)

5. EERIIHDRICEET 5FE

<BEfUI<TF>

5.1 BEDIHRFEIZBWNT, A FMLFH—FE2IZILHETIHOR EL 1AIOHY v~ FHHEIZ L
LY 7RIRIR A T Ch ., HAICEKNT 2 50 RERDEL G ARG 2 L,

<EEHEXE>

5.2 I EDIFEIZHNT, D &b 1 AIOBEFEEIE (A7 uA R, @EMEIFSE) (XL 50E0)
PRI AT T, RABIZERT 2 6 R EHRIERN R L GA RS T2 L,

5.3 ARANTAEMBIACERIFEA 00 AT RME 72BN ER G R BFE & x5 & LT BiREARBRIZB )
T, FEFHMBEE Th D5 10 HIFICERZ R L7-BRE OBIAE T, 77 R OREE
DO LN TNRNZ Enn, TITEIRERE ] OHEOWNEZ 0 fE L7z 1T, #icEE 23
RIyHz2 L, [17.1.4 28]

6. AZRUHAE

<BEfUI<TF>

WE, RAIE 7 43 F =72 L T200mg % 1 H 1 ERAOKET S, 2k, BEOREIOLT
T100mg # 1 A 1 [A&E5TX 5,
<EEHEXE>

W, ACIZ 7 4 VT F =7 L LT200mg 2 1 A 1 EEAKEET D, 2B, #ERETIT. B
FHOIRBEIZIS U T 100mg 2 1 H 1[5 TE %,

1. BERUARICEET 5IE

<%hEEHiE>

1.1 R SOIEEOBKREREO H 5 BH 2L, 100mg 2 1 H 1ERROKET 5, [2.4, 9.2.1
9.2.3. 16.6.1 ]

. BRERIR S _
MRIEREORE | R
. 200mg = 1 H 1 [A]
BT X B eGFR=60 (8% DIRIEIZ IS L C 100mg % 1 H 1 7))
WA 30=eGFR<60 100mg % 1 H 1 [7]
HmE CX) 15=eGFR< 30 100mg % 1 H 1 [A]
AEARE eGFR< 15 WHE LN L
MG O A EE T 2 2 &,
<EfEi) o< F>

1.2 GEEMHEER RSN D L BYED Y R 7 NBINT 5 Z LN TRENDL DT, AFIEH U ¥
~ FAERIFRM DY X 2% F—F (JAK) FAEHR], #7a ) bR, Y 7aRRY v, 7HF
GV IV EUEOREIEIF FITRAILAN) EoPFRIILRnZ . AFlE IS
DIEHF & OOFHRRERIL /2, [8.1 BFR]

<EEHEXE>

1.3 AENOFEFE% 108 %2 BE E U TR OAF ML AW U, BEARERSCHNIESIAT 51 X D 15%
FOSR G572 WAL, tOIRRIE~DOY WV B2 2BETHZ &,

1.4 SopIHEER SR EN D LEYYED U A 7 NI+ 5 Z LN FPREND DT, A#AlE TNFa
FLEH, A>T 70 UHER, A > ¥ —a A F U ERSOERAICMO JAK LER], % 7
2y AR, 7 aRARY CEOEEINEIF RETRAILAL) EOFRHIE LN &, RFlE 2
B OIEK & OO HRBRIT 2, [8.1 B
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EU MR ENZ T 2 AG R (2022 4 1 H By a)

&4

Jyseleca 200mg 7 1
VI a—T 4 VT EE

AR HR7E4 WIAE, VR - A&
EU MWE | Jyseleca 100mg 7 ¢ | ZhAE - ZhE
2020929 H | vha—T U8 | BE) v~F

AANT, 1HLL EORBENEST Y ¥~ T3 (DMARD) (Z%)
AR SUTAMED EFED b EE OTEEIMERE Y 7~ F
FRNBE T IR 2 IS & 5, AANTHARIE S LT,
EFAMPLFI—F MTX) LOFLTREGETHZENT
EXAR

G IERIG K

AN, PERDIRIRIE NI EWRFN DO W TRRA 57,
NRIEE . SUTARIMNES O HPAEE 7> & FE OIF B ER TR
RIENEH T DGRBS LT 5,

it - &
PR U ¥~ F SUTIBRBER G RIBIR OREER S B & 22 R Al A A
OG- ZBET 5 Z &,

&

i) v~<~F

BAET U v~ T A B 3T 2 AFIOHESEH B3 200mg 1 A
1FETH A,

BB RS

BRSNS N OERRR I OHESE 8213 200mg 1 H 18] Th
%o

BHBRLAE 10 EELANICH0 70 IR R 05880 B e Vi
BRI REE TIT, &612 12 HMOAH 200mg 1 H 1 [H
I X A EMEARIEEITH 2 L T, SEROFE R 8BS D
DA H S (5.1 THESM), 22 W H& IR IR
O OHNRWBFIL, AKAlORG 2RI 5 &,
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2. BHMZE T HERKZIEER

(1) HRE~OREICHT 1EH
RIS B % IR L EOFRITL FOMBY Th 5,

2. ER (ROBHICEFH/RE LB L)
2.9 JEIF USSR LT D ATRENED & % etk [9.5 2]

9.4 HhEREEE T HE

9. 4.1 EMRVIREZRZCMEITIE, AA G- H K ORAIE 544 T % —EWIRI3E ) 72kt 217 9 X 9 55
T5Z L, [9.56 ]

9.5 IFiF

SRR L CW A RIBEE O H A ik 5 L2 b, 7y PR HFITEBWNT, B b
7 4T F =7 200mg Z 1 H 1[E#H%5 L= & & & RIFLE O & CIREFENE R K O T
(NIE M OVB A& FTIE) DERD HIL TN D 6067, [2.9, 9.4.1 B[]

9.6 RELIw

AFNEGHIRA L 72N EREE LV, BERTIIRATO(F7 v FofsERic, bk
LEZOND 74 NITF =T ENTZ, B NEEHFA~OBITIIRHATSH 5 69,

i FLAC A

MM DA SCE | 4.6 Fertility, pregnancy and lactation

(2022 41 H) | Women of childbearing potential / Contraception
Women of childbearing potential have to use effective contraception during
and for at least 1 week after cessation of filgotinib treatment.

Pregnancy
There are no or limited amount of data from the use of filgotinib in pregnant

women. Studies in animals have shown reproductive toxicity (see section 5.3).
Based on findings in animals, filgotinib may cause foetal harm and is therefore
contraindicated during pregnancy (see section 4.3).

Breast-feeding
It is unknown whether filgotinib is excreted in human milk. A risk to breastfed

newborns/infants cannot be excluded. Therefore, Jyseleca should not be used
during breast-feeding.

Fertility

In animal studies, decreased fertility, impaired spermatogenesis, and
histopathological effects on male reproductive organs were observed (see
section 5.3). The potential effect of filgotinib on sperm production and male
fertility in humans is currently unknown. The reversibility of these potential
effects is unknown (see section 4.4).

Animal studies did not indicate effects with respect to fertility in females.

4.3 Contraindications
Pregnancy (see section 4.6)

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional
studies of safety pharmacology.

The carcinogenic potential of filgotinib was evaluated in a 6-month rasH2
transgenic mouse study and a 2-year rat study. Filgotinib was not carcinogenic
in mice at up to 150 mg/kg/day, which resulted in exposures of approximately
25 and 12 times the exposures in humans at the 100 mg and 200 mg once daily
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doses, respectively. In the 2-year rat study, filgotinib treatment resulted in an
increase in incidence and decrease in latency of benign Leydig cell tumours at
the highest dose of 45 mg/kg/day (exposures of approximately 4.2 times
exposures in humans at the 200 mg once daily dose); the clinical relevance of
this finding is low.

Filgotinib was not mutagenic or clastogenic in the in vitro bacterial reverse
mutation assay, in vitro chromosome aberration assay, and in vivo rat
micronucleus assay.

Adverse findings of degeneration/necrosis of incisor ameloblasts were
observed in rats at exposures 21- to 28-fold greater than clinical exposures at
the 200 mg filgotinib dose, with exposure margins at the no-observed-adverse-
effect-level NOAEL) ranging from 3.5- to 8-fold. The human relevance of these
dental findings is considered low since in contrast to adult patients,
ameloblasts in rats persist into adulthood to support lifelong continuous
incisor growth.

Impaired spermatogenesis and histopathological effects on male reproductive
organs (testes and epididymis) were observed with filgotinib in rats and dogs.
At the NOAELs in dogs (the most sensitive species), the exposure margin is
2.7-fold at the 200 mg once daily dose in humans. The severity of the
histological effects was dose-dependent. Spermatogenic and histopathological
effects were not fully reversible at exposure margins of approximately 7- to 9-
fold the exposure at the 200 mg once daily dose in humans.

Embryo-foetal development studies in rats and rabbits demonstrated
embryolethality and teratogenicity at exposures comparable to 200 mg
filgotinib once daily dosing in humans. Visceral and skeletal malformations
and/or variations were observed at all dose levels of filgotinib.

Filgotinib was administered to pregnant rats at doses of 25, 50, and 100
mg/kg/day. Dose-related increases in the incidence of internal hydrocephaly,
dilated ureters, and multiple vertebral anomalies were seen at all dose levels.
At 100 mg/kg/day, an increased number of early and late resorptions were
noted together with a decreased number of viable foetuses. In addition, foetal
body weights were decreased.

In rabbits, filgotinib caused visceral malformations mainly in the lungs and
cardiovascular system, at a dose level of 60 mg/kg/day. Filgotinib caused
skeletal malformations affecting the vertebral column region at dose levels of
25 and 60 mg/kg/day, mainly in vertebra, ribs and sternebrae. Fused
sternebrae also occurred at 10 mg/kg/day filgotinib. Retarded skeletal
ossification was evidenced at 60 mg/kg/day.

No adverse effects on pre-/postnatal development were observed in rats in a
pre- and postnatal development study of filgotinib and GS-829845. Filgotinib
and GS-829845 were detected in nursing rat pups after administration of
filgotinib to lactating female rats from gestation day 6 through 10 days post-
partum at dose levels of 2, 5, and 15 mg/kg/day, likely due to the presence of
filgotinib in milk. At the highest tested dose, maternal systemic exposure
(AUO) to filgotinib in rats was approximately 2 times the exposure in humans
at the 200 mg once daily dose; exposures in nursing pups were less than 6%
that of maternal exposure on day 10 post-partum. Due to the low exposure of
the animals, the pre-/postnatal development study was considered
inconclusive.
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(2) MNEFE~ADKEEICET H1FHK
AINC B IR CEORBILL TO®EY Th 5,

9.7 INR%E
NRZE SR L LT BRRRRBRIT S M L Ty,
Hi RN
BRIN DIRATSCE: | 4.2 Posology and method of administration
(2022 4~ 1 H) | Special populations

Paediatric population
The safety and efficacy of filgotinib in children under the age of 18 years have
not yet been established. No data are available.
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(1) #98¢
T LA E 200mg O OLERIT. LFTO LB Thoi,
A4 RIS PRTEHIH RITEIE i
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K e b 30C/T5%RH |, 3@, 4 M., | UMK (Bu 77 0 | B3RO RN, WTh
8 FA N HEREHAN Th o T,
REREE ML K. AR, ERWE (ORERY)
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BE 100mg 35 L N L A 8E 200mg OFRE R G- 25810 LTz, FIoRE RGO HER O LM% E 8k
& AR B AR TR L 7=,
Tt L BE 100mg
i FREE K ORI 7 15 it o
R AR R 1 889 55°C IZHNR L 72 20 mL OIE/KT | $EAIE 5 4y CTREIZHEE L, BWKIZ 72> T
5 fHIFHE Lz, 0%, 156 HERERL T | WA Z L AR LT,
S AR ORI A B LT,
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— 7 &AW Fa—TIZEAL BREEEHRE L, 20 | RERET2—T7x@B L, REXET =—
AR #%. 20 mL OKTHF Lo & & OFRAEE | 7RICERBBIESED DNV L 2R
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B R SNV, BB L OEEERE L,
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B R SOV, B L OEEZIE L,
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