RE¥X1124%55%5
Af34FE11H24H

wITEAE () RERRE
OB R ERAEFES (D)
E RAERERR TR () &
HOUE IR Y i R 2 (R)
wHmlmA EREER (B &

Y

B

JEA I B A R BRUR R R
( &~ H & B )

77 u v F =T RANARD AT A R T A OREIHE D E
BEFEIHIZHOWT

77 ayF =7 /Al (WGE4 - YA A 2 2 BE 50mg, [FIEE 100mg K& OVEISE 200mg) (2D
Tk, 177 avF=TR/BOEEERHEET A RT7 4 BEFRECHRA+S2T b E
—PERZ &) 1o\ BN - 5F0 34 11 H 24 BANTSRASRES 1124 35 1 BIEA @A
PR - AR R ER L ER PR RS 0L KRB AHEET A R4 UNKRES
NIce TATT N, ZHUTHE D YA ORBEH FOEFHZ TiLo LB LT 5D T,
BB T ORREEEE ., FA SRS L CHRMMUEZ BV L £ 7,

pa(ll|
rd

(1) YA 31 2 afE 50mg, [FIHE 100mg & ONEIEE 200mg (Z-DUNThd,  Feimfs FHHERE T 1
KT A AZHE, AL OVZ BT @A+ & T 5 £ TOM, RKEH O
BEEZBRSZTDZ ENIFSNDBFICH L THEAT D E LB, BTERAEI L
BRI BT et a & D LN A[RE S —E DB A - TR B T T S L O
+oEET LI L,

(2) AEFNOFRGBIAGIZH T2 > TR IROHEIH 2 2 FE RIS O f 2 ii#i T 25 2



Lo Tk, REFIOEGER 5124 72 > Tk, B 5-BAGRRE O 15 % 22 5B B /0 o i

ERICRHET D &,

1) WIETLEMOEM,D S L KEANZET 5REOBRMEE & LTEREINAT
WAHENEL T L0 (TEMERT ) 5 TEMER Y] ETo B4 5
D % Fral)

7 ORAT bR SRR UM T N B R B E IR 5T AT
o T, ERIRFFIIGH 2 FOPIHE ZE T L7-t2Ic, 5L EORERZ
HEDOERIRMHMEZ 1T > T\ DH Z &,

A4 AT FE—HEEREBEICRET L5 THo T, EMAFTIRSEE 2 F0
MHE ZME T L1212, 6 FLL EOKRRBRAEA L, £ 2 H 3FEL EIET
NE—HERERE G T LLX =B OBRIMEEZ T TnNDH Z &,

v NET N —MEEREEICEETH5E Th o T, ERGTFEISE 2 F0
WHIHE & T L7212, SHEU EO/NERZEOBERIHME L O 3L Lo T
NE— R EREETe T LV — O RIHME % 8T 6 FELL_E D ERERRER %
HLTWHZ L,

2)  ARBAEEEF OGS L DI ORDL (TR ZE:T | UL THHE#E

A L RRER)

7 125 EOT FE—MEEEREETH- T, T MR ERBIRTA KT
AVTEEEIS U RSN AT a4 RAHEK (R her 77 7 A0
RN =a— U UIHEAHIRIC L DY) RIRREZEED 6 1 A LL AT T
2o

A4 12U EOT FE—MRERBRETHH- T, AT A RIAHESH LY==
— U UPRFESN ISR 2 BUE, B R/ ATERIERE L < X g ERIEH
IZE D, ZHD OPIRIEINHIED I L 2 IR DRk H K #E,

3) EEEEMEORILE LT, RIZHIT 2T X TOHEHE O
7 IGA A=
A BEXIFESEH O EAST A a7
v ARREEICEDDT PR ERIFEDOELS (%)



SRAESESEIK 1124 1 &
A F 34 11 A 24 H

#woE R
| REEASTRE S [ mEEEN R & B
ool K

JEAE T B A R - A TEE AR R EEE R
( & B 4 K )

Toou T MBI OREFEHAAEET A R T4 (BRFIRE T
NERF5 T NE—MERER) 122N T

%75 A BOE B & S O AR T #2016 (R 28 /26 A 2 H BIERIRE) 128
WCVHEBEERGSOMEHOREHELZXD Z ERKVIAENTZ L a2x
T CLHEESR L A B L E R BE IR T B o SR T A R
TFA LV EEKRTDHZEELELE,

O, T m v F =7 ®-E (RFEL A A 3 8E 50 mg, [AIEE 100 mg
K OVEEE 200 mg) (2OW T, BEFIRE COHIRA+ 07T PE—MERERIC
ML TCHEHTABO-EEBEFEZNERO E B KkEFEHAEET A KT 14 L
LTV FEEOHDELILDOT, EOMEHICY > TL, ATA RT A4 1220
THEIND X EENOEFERKE K OFERICRT DB mEBECLET,


MAQKA
テキスト ボックス
[別添]



B

BEfERREETA FTA4 v
ToavF =7

(B5E4 @« YA 3 o agE200mg, VA 731 > 2 8E 100 mg,
YA 34 > 2fE 50 mg)

~7 b e S~

B3 H
(EA S 87E)



Bk

1. XUz P2
2. AFNOFHE. 1EHIES P3
3. HRIREHE P4
4. JERIZOUNT P12
5. #&hxtREe DB P.14
6. HHIIBEL CTHETNEHIA P15



1. [ICBIC

ESESOGRE - LRVEDOMRDT-DITIE, WA SISVl ERE AR RD b D, S
BIZ, ITFEORVFEAROMANT LV | SUREIR SO S EFRT 265 5 EIRAL VAR
ENDHHFT, THHOERN A BV L3 2 B EYNCE T 5 2 B O & 7o > T
0, REEMECEE L U OHATTEF 2016 CFRk 28 4 6 A 2 HERERE) 1BV ThH, HEHEESR
e F O OFE HEEZ XD Z & & STV,

BT 203 D EIRGM . S ERSCLZ T 1 7 7 A VSBAFOESER & B SN2 e
LTENDDH, DT, AN OIS DI @RS D £ TOM, Lz
DBEFEATRLS 2T 5 Z LN SNABEITT U THERT 5 & & bic, BWERASER L-BRopnE
Tt & % Z & DN AR e — B OF AT T R O T Z LN EETH 5,

L7035 T, ATA RTA 2 TliE, BB Z N E TITE LN TV B EFHEAR - Bl Rt
(IS E LU T DEIE O 7o At 2 8LE0 6 BB B2 RO EFEE T,

223 ARHA BT A AL, MNATBAE N ESES ERS A A, AEENE N BARR SR 2,
—HAFNENAART L — —ANENAANET LLF—F2 ANtEEAN A AN
FFR M OV A ARERR B ERHES O 06 AR LT,

KIGE L TR DIEIEN - YA XA 2 3FEBO Mg, B A 3o 3 FEL00 mg, P 3o 3 EE200 mg
(—4 7T aF=7)
G ERDHRTE - B ERE COHRA 5727 F e — MR ER
MG ERDMERORE @, AR, Eo/NRICIX, 77 vF =7 & L T100 mg
ZIALER NG9 5, 72d, BEOIRREIZI U T200 mgz 1H 1[4
BOEETHZENTED,
B3k R e ¥ F 7 A VRS




2. AFIDOFHE, VERIT
PA 3 2 abE 50mg, [FIBE 100mg, [FIFE200mg (%4 : 77 s F =7 LIF [AA]) 1%,
KE T 7 A P—HDAEL L 77 X 2% F—F (JAK) HERITHY ., 7 s Gim A
1 (LLF, [STAT)) VU UE(bOBAFE 2 U CRIEMEY A S A L D 7T ) UREE T 5,
7 MRS (AD) ORIERETICIT L4, 1L-13, IL-22, IL-31, MgtV o ekt 1
(TSLP), IFN<y ZDME DY A ST A L 3BET 5 Z 3B TE Y (ActaDerm Venereol 2012;
92:24-8,  AutoimmunRev2014;13:615-20, HEARESFE 2017;13:8-21) . AAliL, ZhboHA b
A DT F RS T 2 JAK-STAT ¥ 7/ URiER A THET 5 2 &b, AD TR LT
BN AR 2 LR SN D,



3. BEREGE
BEARE CRIREAT20 72 AD OAGRRHZGHI 21T - 7= B2l SR DRl 271,

ERSLFEIS AR (B7451029 3350 : 2T uA FAVHAIBEAR 538 RA)
[RBROME]

2T A RAVHEE CLF, ITCS)) &L TN =a—Y LFHENTE LT, [TCL) %o
FANEIF TR0, UTEETRFED TR AD B (BFEFIEL 700 %1 (100 mg A, 200mg ﬁi
JOT 2 B~ TRER 200 B, 777 BAEE 100 1)) Zx842, TCS B FCo7 7 RIcxd 5
AFN O, O M A i 5 7200, 7T e B R4 b Sl TRER FisABR s B AR,
KE, R—T > RO 18 OE XMl ¢35 S iz,

ARBROF G 20 HE & S, #2516 B E TOME - AR, AKI100mg, 200mg # L <
X778 R%E 1 B 1 EREOEE, UET 2 E/L~7 300 mgh% 2 HENC 1 [mf PRG35 8 L%
EESN, #5116 HUMII_HEM T T, 77 B RBHIAA 100 mg XL 200 mg % 1 H 1[0k 0
BT REHT S, AFIBEIE—ORE - HE&Ekei G, Tae~T7 37 78R % 1 A 1
FHR OGS D& & STz, N—RTA D 7 HEL BRI O aERIIMN 28 U TRE N HER 2D
e EH T H2EEERT L Z & LS, =R T A UL D TCSIBREZRIG L. T D&, JREHNIL
RUTHAEHIET A 2 & & Snizd, ROfie 24 I VORI 28 U GrRSh
77

e 12 TRFOERNE K 5 BGEHIA 27753 1 LUFDD =T A ind 2 DL R U T4
DEE IGAON)ERH) KO ORJEEREZ A 27 LIz EASI A 27 IR_R—R2 T A 1D 15%
UL B U7 oFE (EASIT5 #55%) 73 co-primary endpoint & S4172,

KGR D EEIT 18 L ED AD BT, A7V —= U JWHILL T OREREE -3 2 L & Sz,

(7B ULE)
> MELLEATICAD EERRAICEZKI S, A7 U —=2 T K U_—R T A If|ZHanifin & Rajka?®

DR IS EADTH D LR END
> EASI 2=77 16 LLE, IGA 2 =27 3 LLE, JWAEDMERITED 10%LL b, KO 5 FEREEHITA
r—)L (NRS) 2=7 4Ll F

> 6 WHALNIZ, S AIZ 4 BHFELLEREH L TR, APRE= > Fr—Ld7odll4e
HREDOIRIEPHER TE D
[FR]
(A2

H5IMED co-primary endpoint T 2% 5- 12 REZISIT D IGA (0/1)ZERER L OV EASI-T5 #ERGRI T

D ol B 600mg 2 H FER
D RS L C medium potency D TCS (R U7 A%/ By 7 k=R 0.1%2 V—L I A4 ) ar 7 k= K 0.025%ik
B (AADPETIIA ba 77 5 AFREETAY)) % 1 H 1 IEHEEHJL REN = ha—LEn b (RHk) T NEEMED) |
IHIZ7 B B 1EEA L TOLHIET S 2 & & &z, ENEA L7-8E1213. medium potency D TCS DA% FHT 5 Z
L, EOM RSN i, S, Fﬁ%ﬂﬁ&(}ﬁ T, R FEZENEAE) . XU medium potency D TCS ¥ 5AkGH T34
TN EZZ BRDIAIZIL, lowpotency D TCS (b R mLF Y 1% U —25) UL TCI 2852 L & &hi-,



1OEBYTHY, 77/AREEE 100 mg BTN 200 mg ff & OEX IV T, W THLORHIE
HIZOWT BRI ERZNRD i, 7 7B RBHIKRT 5 100 mg K& O 200 mg FEOME

PESRES Uz,
# 1 APWEOTEEHIEH DRl (FAS, NRI)
100 mg #if 200 mg A Fa bk M TR
512 AR 5 IGA (0 36.6 (86/235) 484 (106/219) 36.5 (88/241) 14.0 (18/129)
7T uREEE DZE [95%CT] @ 23.1[14.7,314] 34.8[26.1,43.5] 22.5[14.2,309]
T p i <0.0001 <0.0001
Feh5- 12 RIS 5 BASI7S 20 58.7 (138/235) 70.3 (154/219) 58.1 (140/241) 27.1 (35/129)
7T RREEE DZE [95%CT] @ 31.9[222,41.6) 432[33.7,52.7] 30.9[21.2,40.6]
P p DD <0.0001 <0.0001

% GO, BERETIEL TORWSOO, $e5-12 RO TE 727> THERE7S FAS 1 BERF S T2,

a)  N—RATA D AD OEEE THHE L7= Cochran-Mantel-Haenszel 157% FV V=
b)  HEKUEMM 5%, BEMREDSEROFFEIEE LTI T 7 4 INT T a—F RN LI,

(Z24ME)

HEFLT, 100 mg B 50.8% (121/238 i) . 200 mg #F 61.9% (140/226 f5l) . T2 &7 Mif
50.0% (121242 51) . 7 Z v AREES34% (70131 ) (RO B, F7eFEIT




F2DEEY THoT,

FELIRRD Do T,

HEEAFEFZIL 100mg FE2.5% (6/238 5l GRLIMERED, FFIMEITES, Bt ™F, Mgk,
HEA LA TS, R BIEE BT, B MEREA 1 61)). 200 mg #F 0.9% (2/226

CHERIARZEH, FEHIMmS 1 B)), Tav7 82 ME08% (2242 6 CEAMHERS, IZiEEE s
F1BN) . TTERRE3% G/B1E] (7T 7 4 TF—BIG TANTX T I b TR
= 7 —BHIN, FLEMERE, N, R T EIE, MERIREE, T N E PR AS 1 D) (1TER
B, 100 mg #E 3 B (JLiERED, SERIEITRE, gk, e~ L~ EMmEE) . 77
REE2 B (TARTEXUEET R ) TV AT 27—V, 7 ME—ERER) (2o TR
& DRFEBIHRIEE SR DT,

HUEICE S T-AEESIT. 100 mg #E2.5% (6/238 1)) . 200 mg B 4.4% (10226 ), T =27 %
v MEE33% (82426, 7T EAEE38% (5/131 ) (ZERD B,

BIWERIE, 100mg £ 21.8% (52/238 f4il) . 200mg #¥ 30.5% (69/226 f5l) . 7 = &7 &> M 18.6%

@spa2 f5l) . 772 AREE183% (4/131 f) (3R BT,



K2 VTN ORET 2%LL BIGED DN ERS (LM GEEN)

s, 100 mg A% 200 mg Ff Fa s b TR
(238 f51)) (226 f51)) 42 51)) (131 451)
-REEZS 22(9.2) 15 (6.6) 23(9.5) 9(6.9)
RGERY. 12(5.0) 9 (4.0) 9(3.7) 6(4.6)
G 10 (4.2) 25 (11.1) 729) 2(1.5)
R 10(4.2) 15 (6.6) 13 (54) 6 (4.6)
Sk 7(29) 15 (6.6) 3(12) 0
17 L7 F o s 2R —P N 7Q29) 6(2.7) 2(0.8) 3(23)
7 MRk 7Q29) 3(1.3) 2(0.8) 5(3.8)
Bl 52.0) 8(3.5) 2(0.8) 1(0.8)
&z 52.10) 0 0 0
PREGRG 4(1.7) 73.1) 4(1.7) 2(1.5)
FFEMED FEN 417 7(3.1) 0 2(15)
T 4(1.7) 4(1.8) 3(12) 4(3.1)
FEaR 4(1.7) 4(1.8) 2(0.8) 4(3.1)
FIfE~ILA~Z 4(1.7) 2(0.9) 52.1) 1(0.8)
FlbigE 2(0.8) 3(1.3) 15(6.2) 3(23)
A 0 1(04) 7(29) 5(3.8)

B (%)

ERRILFEISSIAERAER (B7451036 3850 : AT uA FAVFABEHARSHER (F0E
[RBroME]

TCS #7 L <& TCL EDIHHNERE TIOR3, XITES BRI AD B (B 225
1 (100 mg #£, 200 mg #E. 77 BARES 75 511)) 2412, TCS Bl FCO7 7 v ARICHF 24
IO V2R 5720, 77 B ARRHRIEAL —EE Rl TREM GRS B A,
KE, R—T7 > RO 13 OE IR CIE S,

RV - EIE. A 100mg, 200mg X7 FAR% 1 B 1R 12 BERA#REGT 52 L LRES
o =T A D7 BLL R ORI 208 U TRV L D7 < &b 1 H 2 [BHE
LT L LS, N RTA VLY TCSTBR ARG L, £ D%, WEDIR L HE 1T 5
Tl LENEY, BOPie 24 2 UEROOHHIBRIIE 28 U TR S,

e b 12 BERZIT 5 IGA (0/1)iE R K OV EASI-75 #5%287)° co-primary endpoint & S4U72,

SR & D EEIE, 12 UL 18 RO AD AT, LLTFORMER -2 & & &hi,

(7L )
> AD CERRANICREr S, A7 U —=0 TR OY—R T A REZ Hanifin & Rajka D2 iHE

IZHDE AD Th D LR ND

> EASI A7 16 Pl IGA 227 3L F. B MEEERD 10%0L F. KOV HFENRS 2=
T 4L E

> RO ae DOFTIPOREISHERS NI (@1 A2 U == J6 5 ALINIC, SHHAIZ 438
BB LT OB 15, b e A2 U —=2 7K 6 9 FLLUAIS AD 2R 2480t
WM D S, ¢ @ ADITHT B BHIREOHHIBE Th 5)

> REN2S5kg LR

3 RGN LT medium potency @ TCS (FY 7 AL/ T h=FK 01%27 V—2 I 74T/ 078 b= R 0.025%K
BE (AAROSETIIA bry 77 T AFRRBETHY)) 21 B 1EER L, HEnay ba—L Sz (TR X NREFERD) .
SHIZ7 BHREL B 1 EEBALCHOLHIETHZ & & Sz, WANER LT-3A121E, medium potency ¢ TCS D&Afi % BT 2
Tl S, RGO RSN (G, SRR, ROV, BUEERTSS) . X medium potency 0 TCS D 5k 12
W EEZ BNDENATIL, lowpotency D TCS (B R mL T2 %7 ) —25) NI TCIA2BHd 52 & & &Shiz,



3R]
(HZE)

A co-primary endpoint T S 4% 5-12 3

TRHZ ST 5 IGA (0/1)ERR K OV EASI-T5 3ZRERI3EE

3DLEBVTHY, 7T AL 100 mg BELTUN200 mg B & ORI T, WT HLOFHEE
FIZOWTOHE ARG biv, 77 AR5 100 mg FEL TN 200 mg FEDOHERL

PEDSRES U,

#3 AIMEOTZEHIEE OBl (FAS. NRI)

100 mg #f 200 mg # 7' REE
Feh- 12 RIS 5 IGA (0D 41.6 (37/39) 46.2 (43/93) 24.5(23/94)
7T RRREE DZE [95%CI] @ 16.7[3.5,29.9] 20.6[7.3,33.9]
L p DD 0.0147 0.0030
e 12 RIS B BASETS SR 68.5 (61/89) 72.0 (67/93) 41.5(39/94)
T RRREE DFE [95%CI] @ 26.5[13.1,39.8] 29.4[163,42.5]
R p 9D 0.0002 <0.0001

% (BB . RERATIELTUVRWSEO0, #2512 BIFOIENEER TE 7ah - T- 4B 7 FAS 2B ST,
a) AT A D AD OESEEEAFERIE - & L Il L7z Cochran-Mantel-Haenszel #:

b)  AEARERR 5%, (EREDLEIEDOFHESEE LT T 7 4 INT Fa—Fifuvbi,

(z241)

BEFELIT, 100mg B 56.8% (54/95 151]) . 200mg F 62.8% (59/94 1) |

fl) \ZERO B, ERFRIIK4DLEBY TH-oT-,

ﬁE n:u &) Eﬁ’bfii)‘/) 7;0

7B AREES2.1% (50196

ﬁ%ﬁﬁ%%%i\ 200mg #F 1.1% (194 51 (221 61)) . 77 B ARE2.1% (2/96 i L ETEIE,

7 NSRS 1B (TR BT,

WV HIREREE & ORRBIRIIGE Sz,

HIEIZE S 7oA FEFRIL, 100mg B 1.1% (195 f51)) . 200mg #£2.1% (2/94 ) . 778 HE2.1%

(2/96 f51) (ZERDH BT,

RIWEFIE, 100mg B 21.1% (20/95 1) 200 mg # 33.0% (31/94 ) . 7°7 & AEE 16.7% (16/96 151))

(SRR BT,




F4 WTHDORET 2% I

WONAEFG (GEMHRTISEN)

100mg #% 200 mg #¥ TR
i (95 ) (04 ) (96 )
AR 9(9.5) 10(10.6) 10 (10.4)
nEERR 8 (84) 8(8.5) 9(94)
A 7(74) 17 (18.1) 1(1.0)
Frlk 7(74) 2(2.1) 1(1.0)
BIE ] 5(5.3) 8(8.5) 7(7.3)
NHEEZ 5(53) 3(32) 33.0)
Mg 4(42) 5(5.3) 0
A7 L7 F o R AR —EHIN 442 4(43) 0
A TN 4(42) 2(2.1) 1(1.0)
Ik 4(42) 1(L1) 2(2.1)
B 3(32) 5(53) 1(1.0)
B 3(32) 1(1.1) 4(42)
BIEK 22.1) 2(2.1) 1(1.0)
7 hE—MERRER 2(2.1) 1(L.1) 3(3.0)
T 22.1) 1(1.1) 0
e 2(2.1) 0 1(1.0)
ZhiE 2(2.1) 0 0
15 2(2.1) 0 0
25 1(1.1) 3(32) 1(1.0)
FIEA~ILASZ 1(1.1) 2(2.1) 0
1 HE A K SRISR N 1(1.1) 22.1) 0
e 1(L1) 1(L.1) 2(2.1)
i 1(L1) 0 33.0)
1 H RN 1(1.1) 0 22.0)
JREH 1(L1) 0 2(2.1)
FEMED F 0 6(6.4) 1(1.0)
g 0 4(43) 0
FIlGRIZER 0 3(32) 0
fEHAR 0 22.1) 22.1)
~EJa e 0 2(2.1) 0
IR ENE 0 0 22.0)
A/EHR 0 0 2(2.1)
U EREEPEIFERZE 0 0 22.1)
B %)

ERSLFESIIERER (87451013 3RBR) - HFHE 534888

[BBROME]

TCS # L < 1% TCI DA ARG CohRA+4r, Ltk OB DAV HRNRRE O HELE X7
VN, XUTEFIEEIEE AD B (HEEEREL 375 61 (100 mg 7% 150 #1, 200 mg #¥ 150 #, 7%
REETSB)) ZRBUT, 7T BRIk 2 ARFI B 5O O 22 et 5720, 77

iz,

FHE - FEX, AFI100mg, 200mg X7 7 ®R% 1 B 1A 12 8RO 2 L L
iz, BEOPIE A ¥ IV HABRE | AD (AT 2IERESEO PP HIGESRIIN 48 U A ik Sz, &

TSP HEOFIZ, MBI 28 U TRIFE Sz,

$5-12 HRAZ I 5 IGA (0/1)2EREHE M TN EASI-75 22h%3#73 co-primary endpoint & S4172,

KR E 7D BREE, 120 LD AD HBE T, LLFOEMEA-3Z & & iz,




(7RIS RILHE)
> VELLEATZ AD EERRIICWT S iU, AT V) —= 0 7 ROVS— R T A ARFIZ Hanifin & Rajka
DLW IS X AD Th D LR sD
> EASI 227 16 PLE, IGA A=7 3 DLE, JWEDMEREFED 10%LL ., KUY 5 NRS A
a7 4Lk
> 6 WHUPIC, AMAIZ 4 LR U CHREA 5, SRR EE R ERR%

P EOBIMEC LV HEES R, UTRE T > b —/L DT DI BB FRIEOTENRIE) i
WCED

> REN40kg UL

(2]
(HZhE)

FMMED co-primary endpoint T 555 12 BRI 5 IGA(0/1)iZEREE M O EASI-T5 EERICHRITE
S50OLEBYTHY., T BFREEL 100 mg BEL TN 200 mg BE & OB RBT, W oREfiE
HIZOW T ORI B2 ZEZNRD B, 77 REHIRT 2 100 mg K& OV 200 mg BEOMEEEL
PESREES LTz,

#5 AMEOTEEHUITHH OpleE (FAS, NRI)

100 mg #f 200 mg £ 77wk
$5-12 R 5 IGA (0/1)iERkEE 284 (44/155) 38.1 (59/155) 9.1 (7/77)
TTRREEDZE [95%CT ¥ 193[9.6,29.0] 28.7[18.6,38.8]
p Y 0.0008 <0.0001
P 512 RHCEST D EASETS B 4.5 (69/155) 61.0 (94/154) 104 (8/77)
TR EE DZE [95%CT ¥ 33.9[233,444] 50.5[40.0, 60.9]
p I <0.0001 <0.0001

% (B0 BERZHIEL TR0, Beb- 12 EFOMEAMEEE TE 227> THERE S FAS oS Tn5,

Q) N—RTA D AD OFEREE K OF#A @RI & L CHl#E L7z Cochran-Mantel-Haenszel 1
b) TEOKHERI 5%, SEUREDL ENOFRHERTEL LTT 77 4 INT T r—FiHnbhis,

(Za:t)
AEFRIT

. 100 mg ¥ 62.7% (99/158 #41)) .
@278 f51) TR B, FRFLIIEKE DLBY Thol,
FELIE 100 mg B 0.6% (1/158 5], ZHRFE) 1Z388 HALTZS,

200 mg 7 65.8% (102/155 ) . 77 & REE 53.8%

1RBEK & OINRBIRIIEE S,

HEAEFSIL, 100mg #£3.2% (5/158 f5il [(FHRFE, ~L o F—TF MIEMERER/ 7 NV Ek
BMERIAE, gk, 77 b e —MERERA 1 61)). 200mg # 1.3% /15561 (774 7% — 3
w7 KEREREEIS 1 B)) . 7T 'REE 13% 1778 Bl [~ SAMRINEIE/ 7 R o BRFRGL) )
IZERD B, 100mg BE2 ] (AU F—F | JliR) . TIEREE LB (AL APERE T R
EREEIRAY) 12O\ TIRIEHEE & ORI EBHRIIEE Sheh o7z,

HIEICE S A EREZIE, 100 mg #F 3.8% (6/158 #i) . 200 mg £ 3.2% (5/155 f5l) . 77 &Rkt
12.8% (10/78 Bll) (Z58ed BTz,

BIVEFIE,. 100mg 7 22.2% (35/158 f5i) . 200mg #¥36.1% (56/155 ) . 77 EREE21.8% (17/78
Bil) 1T BT,

10



#6 W ORET 2% E

DONTAEFG (MRS

100 mg 200 mg 77w RE
e (158 f) (155 ) (78 )
RS 20(12.7) 12(7.7) 5(64)
HRGEREG 14 (8.9) 532) 3(3.8)
E 12(7.6) 22(14.2) 2(2.6)
7 bR RS 9(5.7) 6(3.9) 12(154)
BT 9(5.7) 12(7.7) 2(26)
Ik 425) 1(0.6) 2(2.6)
FEEN 425 1(0.6) 0
HifliL~2 3(19) 6(3.9) 1(13)
fH 7 L7 F LR AR —BHIN 3(19) 532) 2(2.6)
DS 3(1.9) 0 2(2.6)
B 2(13) 9(5.8) 0
(s 2(1.3) 8(52) 1(13)
R 2(13) 6(3.9) 0
T 2(13) 3(19) 3(38)
FIE~ LR 2(13) 2(1.3) 2(2.6)
i 1(0.6) 1(0.6) 2(26)
FrIR 0 532) 22.6)
1f/ B E 0 532) 0
B @)
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AT A FARAIPHERGHEER (B7451029 3B (Y B7451036 3388 128317 5 EAE 3SR

DGR
B7451029 35k K OV B7451036 #ABRIZ 361 2 72 A ERHlE H ORGEOHERIIER 7T D L B0 TH
77,
#7 FAIMEHEER ORGE (FAS, NRP)
B7451029 38 (5 N) B7451036 ik (HFA4F)
Gl B 100 mg 7 200mg#E | ;;/ M s 100 mg 200 mg ¥ F5 A R
2 152 (35/230) 184 (41/223) 47 (11/236) 63 (8/128) 6.5 (6/92) 12.8 (12/94) 1.1(191)
43 252(59/234) 31.4(70/223) 189 (45/238) 6.2 (8/129) 19.6 (18/92) 383 (36/94) 3.1(3/96)
33 35.8(83/232) 50.7 (114/225) 285 (68/239) 10.1 (13/129) 30.8(28/91) 489 (45/92) 16.0 (15/94)
IGAO/)EE% | 12HG%) |  366(86/235) 484 (106/219) 36.5 (88/241) 14.0 (18/129) 416 (37/89) 462 (43/93) 245 (23/94)
R 16 1 34.8 (80/230) 475(105/221) 38.8(90/232) 129 (16/124) — — —
243 Y 44.8 (90201) 51.0 (102/200) — — 50.8 (61/120) 527 (59/112) —
3639 435 (77/177) 47.1 (89/189) — — 50.0 (58/116) 59.1 (68/115) —
4837 Y 38.8(26/67) 41.1 (29/70) — — 475 (47/99) 54.5 (48/88) —
23 25.4(58/228) 300 (67/223) 14.0 (33/235) 109 (14/128) 19.6 (18/92) 25.5 (24/94) 44(4/91)
438 446(104233) | 574(128/223) 38.2(91/238) 15.6 (20/128) 413 (38/92) 63.8 (60/94) 14.6 (14/96)
8 3 556(129232) | 679(1527224) | 52.7(126/239) 18.6 (24/129) 604 (55/91) 68.5 (63/92) 333(31/93)
EASL75 3% | 1236%) | 587(138235) | 703(154219) | 581(140241) | 27.1(35/129) 68.5 (61/29) 72.0 (67/93) 415 (39/94)
e 16 1 603(138/229) | 710(157/221) | 655(152232) 30.6 (38/124) — — —
243Y | 751(151201) | 82.6(166/201) — — 75.8(91/120) 78.6 (88/112) —
36D | 718(127/177) | 73.0(138/189) — — 69.0 (80/116) 76.7 (89/116) —
48 Y 612 (41/67) 662 (47/71) — — 68.7 (68/99) 71.6 (63/88) —
2 83 (19/228) 112 (25/223) 2.6(6/235) 23(3/128) 8.7 (8/92) 10.6 (10/94) 0(091)
43 202 (47/233) 32.3(72/223) 122 (29238) 63 (8/128) 174 (16/92) 309 (29/94) 2.1(2/96)
83 306(71232) | 473(106/224) 243 (58239) 7.8 (10/129) 29.7 (27/91) 402 (37/92) 14.0 (13/93)
EASI90 35k | 1238 36.6 (86/235) 46.1 (101/219) 34.9 (84/241) 10.1 (13/129) 416 (37/89) 495 (46/93) 18.1 (17/94)
B 16 1 38.0(87/229) 489 (108/221) 38.8(90/232) 11.3 (14/124) — — -
24 3 Y 453(91201) | 542(109201) — — 52.5 (63/120) 59.8 (67/112) —
3638 Y 469 (83/177) 53.4(101/189) — — 534 (62/116) 62.1 (72/116) —
48 Y 403 (27/67) 493 (35/71) — — 455 (45/99) 54.5 (48/38) —
23 13(31228) 45(10223) 04 (1/235) 0(0/128) 1.1(1/92) 0 (0/94) 0(0/91)
438 26(6/233) 72 (16/223) 25(6/238) 0(0/128) 22(2/92) 53(5/94) 0(0/96)
338 6.0 (14/232) 11.6 (26/224) 2.1(51239) 0(0/129) 33(301) 9.8(9/92) 0(0/93)
EASL-1003 | 1238 8.1(19/235) 123 (27219) 6.6 (16/241) 1.6(2/129) 22(2/89) 3.6 (8/93) 2.1(2/94)
e 16 127 (29/229) 13.6 (301221) 52(127232) 4.0(5/124) - — —
24 3Y 139 (28/201) 14.9 (30/201) — — 10.0 (12/120) 179 20/112) —
3638 Y 113 20/177) 185 (35/189) — — 7.8 (9/116) 19.0 (22/116) —
48 O 9.0 (6/67) 155 (11/71) - — 12.1 (12/99) 250 (22/88) —
2 304 (63/207) 490 (102/208) 265 (56/211) 11.1(13/117) 272(25/92) 38.6 (34/88) 12.6 (12/95)
438 446(100224) | 593(127214) | 453(105232) | 202 (25/124) 31.5(28/29) 50.0 (42/34) 20.7 (19/92)
. _| 8@ 475(105221) | 64.0(137214) | 50.7(116/229) 270 (33/122) 414 (36/87) 56.5 (48/85) 31.5(29/92)
< ’ﬁ&l\f;ﬁs: 123 | 475(05221) | 63.1(137217) | 545(122224) | 289(35/121) 52.6 (40/76) 554 (41/74) 29.8 (25/84)
1%}5‘/:; R 163 47.0 (79/168) 62.8(108/172) | 57.1(108/189) 287 (27/94) — — -
248D | 61.0(122200) | 708 (143/202) — — 55.5 (66/119) 56.4 (62/110) —
363D | 545(97/178) 65.8 (125/190) — — 539 (62/115) 61.1 (69/113) —
48 Y 409 (27/66) 59.7 (43/72) — — 56.7 (55/97) 552 (48/37) —

% (P . 3% : B7451029 SABR N N B7451036 SRERDTEEHIER, — : F—X 7L

a) A HIE LT E 00, FHIIRES O MEIES TE 720> TERE D FAS 2 BERIA ST 2,

b) AT HRIMKGR 53R (B7451015 388R) (AT L7- s Rt (MER : 2020454 A 22 H7—% 0w bA7), B7451015 38R CIISMVHEED
BT T T,

©) EIFENRS AT DR—RAT A ENE 4 784 2 ML EOBGEZ 2R U7 R OBk
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4. FEFITOUVT

AHNDGE G & 725 B OBR G OF Gk OFIEn S, WY Thns 2 sk b s,

T, AFNOBLIZ L D EEZREWER 23 LB ST 5 2 E3wEE e 7=, LLFOO~@D
TR TR BT 2 & Th D,

O TV T

®  AHIDOEEXIBUTIGA A a7 REASI A 2 7 EDHAET—ELL LOREBIEINEAHF 257 b
—MREREE LD D, 7 M E—MRIERITEIT IR B R, R EE AR
WTEDLZENHEETHY, 7 FE—MHEROFE, s TS (3% 7 e—MHE
RN A KT A7) BRI, AFNZOWNTOFS2 5 A A L, 7 b R g R o3k
FOVRFRICREET DA (AT O<[ERTZEAE>SH) A3 Y52 B OASNZ BT 21RO =T
FELTEREINLTWD I L,

< [ERREA >
LU F OV D HHE R 2 &,
[RRAT b PR S e 53 5 55]
(7) ERTSEFIUSH 2 fFOWHIWHE ZE T L7212, 5 UL ORISR OBRIHE 217> T
HT L,
() ERTeFFEUR 2 FEOPIWHEAAE T L7112, 6 UL EORRRRA A L, 2D 55 348U
7 N MRS R ST T LR —BIROBRIHE 21T > TS Z &,

[UNET s B PR R EE I 5T 55 5]
(7)) [ERTSFTHUS: 2 (FOYPHIHEAAE T L7=&IC, 5 HELL O ERESIROBRARIHE 24T > T
HT L,
(1) ERISEFFEAS 2 FOYMIHE ZAE T L7214, BLFORHEZ G 6 LI LD A A L
TWHZ &,
o 3AELL RO/ NERSIROERIHE
iR
o S3HFELULEDOT FEMBER A EGLT LIV —SIRORARIHE

® KAIDRUEIRIE R DL L AR E RIS 7o O OEEEIRTERTRA AR E DT D 2
LMD, MM A Y CERTE DR THDH Z &,

® HEIEMMTA FEBEIT, EMIRCHEZK O B RUTR T A )V AEGU AR DR, WONTAFHER

B VBt~ e UE, v ITERRERA ., ERRRERA ., IRERAEEO
HIEMATREZ MR T D Z &,
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@ BrNDERLIFEREHEOEHIZOVT
PO B ORI - REVESEOIFIEROETR, AE G/ Lo Ci7s
St & SR A EONNTAT D T L O ER ST, ORI - TS Tk,

® BWER~DRRIZDNT

<Al B9 % B>

HE R BYYEFEOERLRWERNIAE LB, Madhias U BEHEI R “ 3o\ T, FEEL L7RIfE
FITIES U CABEEELL O CT ZDRIWERAOERN LB ORERNE DI DL, D 2BRERHC
G FTREZR AR EE S CTnd Z &,

<R XA EFGRISICRE D 8>
TR B9 2 SR A O A A DIEERDSEIWE e =2 U 72175 Z &,

<EWER OZE R L T>

RS U A 7 BB SRR S VUL FORZeME R (EERRE S A BEER
BE Y A27) AT LT, Ykhiiak U TR R O B WE AT D IEAD L L, A2k
FIFHOZWRORN B U THRER USR5 T, B HIETIZRAE ) T & HIKHI3HE > Tnd 2
B

> EHERFFEINZ RS
ERETEYYE (%, ik, =2 —F v AF ik, BulfE, BFIREGYEL &) | HIRES,
HIRIMARZERIE, TH(AEZRFL, IPRERERES, YEMENZE, Arheidasl. U o BREgsd, ~
EBU OB, i IMEDRD . B U T A )V ADFEIEME

> EEREE Y X7

VIR, (MRS, BRUHRARE, < A T —
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5. BEXRLIDEE

[EE BRIz T]
B DOBELOHENC ST > T, LTSS T2 R EOBETH D Z L s 5,
O 7 FEMEERLENA RTA L E2BEIL, T E—EREROMEEZE 2 STV 5,
@ PIRIENFAEEIC L DIEH I CTIE a7 T, — B LORBIFEIME Y2 A3 5, X
IAT B A RAVHIESC VS = 2 — U U BRESNHSRE T3 2 18oE ., B 7 Rt R IR
L <UFEHMRWERIZ LD . 2D OFRIESNTEED I X DB O W<, —E
DOFRHIEEWED 26357 b —MEEREETH 2.
Q) 7 NEMERERDIFETA RT A T, EEEIIN U RSN D AT 14 ROV (R
fa 77 AL E) Iy =a— ) CPHESNEEEC X DU iaR A ELED 6 1 A
VA EfTo TN A,
b) LAFOWTHIUZHREE T DIREE,
« IGARX=T7T 3Lk
o EASIZ=7 16 Y b, SUIEHROIAFIFRIZIRORIEZ (5 BB a4 %
(H%Zz& U CHESHERD EASI A2 77824 L)
o BREFECED DT BN ERIREOEIED 10%LL L

[#E5.0RE&HT- > T]
B GBALEDNS 12 B4 £ CITIBERISME: DR WAL, AFIOR G2 hikd+ 52 & F7-, &

B ERIRN R AR U, Bebalkise, M ESREI R O IR 2 a5 2 &

EBIZ, AT aA RISV =2 — ) VRAESMNHERSE L OO IC L 0 HAFEE ORI (6 7
A#xHRZETD) BROHERIDMGONIGAITE, 2 DHIRIEIN RO/ A RS S U ]
SNTND Z & &gl LTe B0 AAR G- O—Ip 2 a2 2 &,

75, FERAVEME UAKI 5% —RFHIE LT BE DT N EEREROFRMIER L, BEORRE
EAREHNTHIR U CARIR G- 2 BT 5 5a1d,. [BEERCOWT] 0@ BT,
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6. REICERL TEETEHR

1)

2)

3)

4)

5)

6)

7)

8)

USRS T D IEE DWW TUIARFI ORGSR L S TND Z b, F52ThRnZ &,
AFNORGINRT UIEREOREERED 3 2 ¥
ERRYYE (WIMAESS) DR
TEENERE DB
HEOEREEL AT EE
TFHPERES 1,000/mm3 A DB
U 2 SERE) 500/mms Rt o R
~ET T E AR 8 gldL A B
1/ )RS 50,000/mm3 Ko FRE
IR SR L QN FTRENED & % ol
160 LMDl E EIE 5 Il S ASAIC DA T 52 b, o, BGEBGT
DERCIE, BEICL T ORZ T L, BB L LAl T 0 28, £, KAl
BHRICHEFEGREL LG, HAEICERET 2 L BFITEEEL 525 2 &,
o AAWEGICX D g, BUIE, ©A VARG X 5 BB/ RYIE OB = e 3
LGS CnNsZ L
o RAIE OBFEMEIIHR S 2 TITARVS, BB O BB SN TWH Z &
o KAINT N MRS R A TER S HFEHITITRN &
HEEREE OB ERERR S (30=eGFR<60, eGFR MHERLRERIAAIE] - mL/43/1.73m?) K OVEEED
HEREREE (eGFR<30) A3 HAFITIX, 50mg & 1 H 1 [ERABET 25 Z &, PEEDR
HEREREE (30=eGFR<60) 241 2HFITHBWTIL, BAEDIRREIZGTET100 mg 2 1 H 1[4
O35 ZENTED,
BV CYP2C19 FHESE L DR 57 235121%, 50mg 2 1 H 1[N 53452 L, BED
RAEIZIS U C100mg 2 1 H L[EEOBGT 52 &N TE D,
AT A ROV IR OBE & frE | AP GRAZIIAT v A RS OHRIES
FROVMHREEE L O L THWD Z &,
eIV ER DSEIR S5 & RYUED U 27 HMENIT5 2 E W TSN D DT, AFH| &%
BOAWRIE, ok n JAK BEAL, > 7 n AR Y S0 quE il (RPmEILsy) & odt
RIZ LN &, ARFIE 2 b OFEA & OPFFRRERIT/,
AENZ, FEROSIEET 2 JAK 77 U —%AFT 20T, BYYEICK 5 1E Ehec
A IETRHEEN B D, AFIOBEEGIZEE U072 882321 TV, RYUEDFEHCHEC
HETH &, Fo, BEITR L, FE BREENEINTSEITIE, BN HIREICHR
TLEOET DL,
AHRNIEIEIHEWERN AT 2 Z L b BUEANY THREME T LTV DT h MR 2R
SOFREATER LTI 7282217, BUERYYEDORBUIIEET 22 L, 7 e —MRE%
BEERIG L TR BRIC IV CEE 2B RERYSEN S STV T\ D, BE5-H1Z B RYYIE
DVE U7 o i /e il e B84 5 2 &

%
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9)

10)

11)

12)

13) !

14)

15)

16)

17)

18)

19)

JAK BREANCISUNT, FRFEMEE: GERGEEL) ROWMEE: GEHE. U o 3855 25Tkt
DRE SN TND, FEEOBLEGSE CIHEROBE L OB L DI TN o DT, ARFIDE
FAZHEST o TREAZBIT 2+ 72 B2 B O X SRAEITINZ | A > 2 —7 = v o y iR
XX Y RO ZEATU, BN CT &2 175 = f***ff”“@ﬁ i3
et 9% Z & MZOWHTIREZ A3 2 BE K ORI ORI GO D %‘% L. AAEEORY
SEIZ DU TR e A9 D A & T, JFHITE U TARHHR S-BRAAR(IC %@Jié# (7 S
Beh59% 2 L, JAK BEERNZBW T, VULs U RIS ORI DS O BE T 54575
EEREEZD SR DIV S S IV TND, AR G-I X SRS oMU ma 4
HIRZAT © 72 SR OFBUT TSR L, BT U, WA 5 O TR0 8l LT85 (FF
Bed DMK, FENE) |ZIHEOOCHREICHEE T A L HMT 5 2 &,
AR ATA VAT GTe T A NV ADTREMAY, (FRRAE, Bl L2585 D3 STV s,
T EERIIESOBREMIIEZ LB LI TND T LD, ~AT A LV RAZEDR
TEM LD IEERIEROFHUIEE T2 Z &, IBREROFEB DT NI 5E12i3, BHEIC
=T DX WML, AKIOE G A il LN E AT Z &, £, ~ILRR Y
ANWALISND T A L ADFHEHAUIZ HIEET D Z &,
JAK FHEANC K2 BRUTFR D A WV AOFIEHALSHE STV T, AARRGIZSEE- T,
B AR U A N ARG O R IEAMERT 5 2 & D HER S HEI2IE, BT 501 KT
A EEEEE 2 CRONCRHILT 5 2 &,
JEIUEFEHD U 27 e f5E T E 2V O T, AFIBIGIERT L O G OAD 7 F L OBFEIITH
A AN
BEY N, B EOBMIRG ORBIHE ST TN D, A& ORSEHRITA S Tlk
IR, BB ORBU T T 2 &,
BRI, U B ~E S e B LR RO IR D3 Hoih Z L3 H DT,
AFNDFG-BRAART M O GBI TE RN AP BRI, U > BRI, VMR O~E 7 m B
MEEHES T D L
ol zxyo—/)L, LDL 2L A7 a—/b, HDL 2L 27 a—LEON M) 7 U® ) Ko RS
DIFEMEERE R BN Z L2 5, ARG BRI TEMNFEREE AT D
Z &, BRIR PR SRR BTG EITIE, mlRIE SRR O GE O U IiE 2 BET 5 =
L
Hﬁ%‘é“l%iﬁ% LONDLZENHLHDT, N7 AT I —BE EFHOEET 57 LBl A1
475 2 8,
ﬁ%ﬂﬁ%ﬁﬁ‘ 1. ARG H M OAFIB G T % —E IR 20217 9 K 54885
k.
INNSGEITIN A, BEEIRTEREA DR 2 BRI TS S AH DR ONE T D72 D1 2
TR E R L T DT 2 L,
AFNOEEIES Y A 7 EHEHEEA G L, ZoMEI R H A MEs T 52 &
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