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12/14 & 50t Z+Eo| HIz = 0| F 15 mg TH=2 0 19.5% % S Ziof H|df,
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C
S St 7*°“-°-| HlE= 0] 9 15 mg SR BT 0N 0.6%AE 0 B, MTX 0| A=
04%RALt CHA 29 3 ¢ %’é |2 250 ZX O] & 15 mg FO|Z0f Cheh TH|HQl Z7|¢t
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M Ao YU-THE LUAENN, e N EZANE 25 23 A= ENE|X| SA/UC
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At = 20X QUL CHA 40| 3 4 AMAIYH 250 ZH 0] 2 15 mg £ =0 CHet

MHAO 7|2 BEA Zso| wMELS 100 BAF-E T 0.1 70| 9ACH
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S 734t

© ZZfOtEl Qi =2 B4 oS
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A-IHE R AYAIRHAM, 8 F S0 W AXUZMMHET L= HEEY X F)9
LU= O] & 45mg FO| 21 L FOA 212 0.1% H 03% ALt O & 45mg S 2 HE
K zot B0 F7HQl F AHMFJ0| AE[X] AUCEH YS-THE FX|QE LLAIRHO|A,
527 SC W dHS2 ez E O] 9 15 mg, 30 mg FOlT X AATOM 22} 0.8%,
0.8% X 0%RALCt O] &F 15 mg & 30 mg FO{0f| Cfot Z7|7H W TS| MEZ 100

7t ofo|e HOlza &5

8 F0 2% f[o-Uix R AMA™MNM, K| F o H O|o|AM Lt ool
H0|&2 A (alanine transaminase, ALT)2} OfAIEH|O|E OF0| - 0| & A (aspartate
transaminase, AST)7| E&&SHX|(ULN)2| 3 HY O|4& &&5%t Atgfl= O] &f 45mg £ 22| 242t
1.5% X 1.5%, LTl 212f 0% X 0.3%0 A 2HEE[RACE 52 F=0f 22 oF-HE |2
QAAAIHO| A, L2t otO) = 0| & A (alanine transaminase, ALT)7F HAHAFSHX|(ULN)2| 3 HY

| &5t A= Of 2F 15 mg, 30 mg 0|21t YT 2| 282 2.0%, 4.4%, 1.2%0( A

(@]

o
PHEE| QUL OfALIEE|O|E OF0| ke HMO|& A (aspartate transaminase, AST)7t
e oEX[(ULN)2| 3 Hif O] &F &3t Atef= O & 15 mg, 30 mg £ 1} ¢ 2| 22}
1.6%, 2.0%, 0.4%0f| Al ZHEZ|QUCEH CHEZO| 7H otd| = MO|ad &5 Atle £35440|1
Ut O|QULCEH LHIHOZ ALT/AST &85 L&t HHES 7| AT A S ZESH0] A[ZHO]
X|ghof et At o 2 X & ALCE.
ORER-
8 T2t 52 0| 2X Q-CHE R B X ZHZo| AMAR™ A, O] A4 X2 &
Y AHE, LDL EH2AHEZE % HDL SHAHES =8t A& £=X|9| 451t 2tZ 20|
URALCEH HO|AZIRIC 2R EO| X| & =X| H3}7} Of2fof Qfx|0f QUL

-H F SHAHE2 O &F 45m EQHIOA 0.95 mmol/L S7t34 1, O] <
0

.87 mmol/L & 1.19 mmol/L S7}34Ct

- @7 HDL S8AHEZE2 0] & 45mg 2 FOiot R 0|A 0.44 mmol/L 731, Of

2F 15 mg H 30 mg & T2t FX|QYUTAM 22 0.24 mmol/L H 0.34 mmol/L S7F3ALCE.

- @7 DL S AHE2 0] & 45mg € TS FE=R2 BT 0A 0.52 mmol/L T2t 1, O]
%

=
2f 15 mg H 30 mg & T2t FX2YUTAM 22 0.64 mmol/L & 0.80 mmol/L S7+3ALCE.
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Eojst S 2920 A 0.05 mmol/L ZA%1, 0] 2f 15

g=
mg %X 30 mg 2 F0iot FX2HTFOA 2+ -0.02 mmol/L & 0.12 mmol/L BSIFHLCE,

3gotEl el gz s dS

80 2% fI-Uix R AMAI™HOM, 2 OFEl Lt e 2 A (creatine
phosphokinase, CPK) =X| &5 0| ZH&E|RACt O] 2F 45 mg F 00t @[O0 M 242 2HRte
2.2% 2t 0.3%0| A >5 x ULN 2| CPK 4+&50| 2EE|QICH 52 F0ff 2% 0= FXH
LLSAIFO[A, O] & 15 mg FAHT, 30 mg Tt (TN 2+2E 2EXIO[ 4.4%, 6.8%2F
1.2%01 M >5 x ULN 2| CPK &50| E0E[RUCE CHREZEC| >5 x ULN F=X| 452 apdo|fA
K|z STHO| EQ5tX| BERULCE

@ SHNP LLAS

80 2% U4-CHE = AYAIZOA, O] & 45mg FOIT

2.8%2 0% ZHX| & st H 0] 40| 1000 cells/mm3 O|2HQI S 4= ZtA T SHAHICE
52 0 Z& of-Tx RX|2E LAAIRO|A, O] 2f 15 mg, 30mg F 01t 2|0l A
ZtZE SEAEO| 1.8%, 2.4%2F 0.8%0 M ZEX| & of H 0[240] 1000 cells/mm? O[2tRl ST ==

i)
el
=
0
19
F
=2
x
r N
¥
o
P
|0

-

8 F0f 2T YY-Ux R AMAIZ0|A, O] & 45mg FO{Z 1t ¢
2.0%2 0.8%0 A X S oF H O| 40| 500 cells/mm? O|HQI Bl 4= ZEA T}
52 0 2X - FXIQE LMAI™OA, O] & 15 mg, 30mg T2t

Zt2E SEREO| 1.6%, 1.2%2t 0.8%0| A Z- XK 0|40] 500 cells/mm? O|ZtQI 2l ==
ZaT R
® Hg

870 2 -t R= 8 LA, Of of 456mg FA It YFTOM 242 2HRfe

0.3%2t 2.1%0A S-HX| & ot H 0|&0| 8 g/dL O|THQl S| 2= 2 HI ZhAaT7t LMRUCE 52 0
2% Qef-iix FXH %gwmw 0| 2 15 mg, 30mg FO{ Tt LT A 22t Xt
0%, 0.4%2t 1.2%01A HEKX| & ot H 0| 40| 8 g/dL O|EHQ! S| ZZ2E ZrATF SlJHCE

31/99



FR}-

—

k=1

1,203

=

=

=
=

)0 A =

[=1 PN}
=

o

1 My

e
(=]
[ |

Al
N

Ol A}
[—

= o]
k=)

(CD-1, CD-2 % CD-3)(
HO|A2D, 0] T 536 FO| 1 0|4 Of o0 == AL

4

-
[

Al QIAFA|S

o
89 2 x| 1 0|y =EEUCH, 229 F2| A7} 0

S8 AF(CD-1 X CD-2)0|M 674 HO|
X248 AT CD-3 0f|A] 221 HO| 2HXt7} Of
0| & 107 HO| X 14 O|& =E&|ALCE.

Qbbvie
(6) A2H

Ml A2l 3

32/99

— 0
LH ._7| ko
— =10 U
o o% o
N3 K ~d
= 10 ﬂo
S ol A
<
\2
O~ o o o] I__AI
S = 81 kI kI B T ©
oo o |k M H o oa &
o> . T e I O =]
33 A U N ool ol
H = &
o L&
¥ 2y
5 K X
o 0o K = ®
oo ol py Wm oo
S & ol N
o fol
oy < <K H
= oF ~
KH v aj = >
N @ <
o g 4
S
1 M_ __./l
_l—l_ N—r
> T o
ol 10 N1
00 ol ol []= Klo
= = 0o IH =
s m ol _ <
<0 < e oo [ = ~
o - = & _
m“_ . A O .“mL EE oK
of Wl — R .Alo ~N 0
o g T X o e
oo 7 T = i "
m_-ﬁ_ = ._o__ = ol
20 7T ok ©
o o & M H




obbvie

.

< od 5
or ok 80
- = N
o = 0
N
= " I_lo
] < .
o Klo - Klo w_ - 5 .
i P 3 Ko & 0 i
mow |Wmow ey om (S Ko Ko | | 7
oo |4 W_ H oom |7 5 5 |uk |80 H
) g
0 |T Ko m._ 0 < < o _M_T.
o o o -0
B B " g B
i =)
Ly n o
50 N © =
- s WX
=R S
< go M =)
T @ N < T
0 9 LW
4 = TRl =
o0 - i T W I o =
or = 0 oz <l Ak =
B oo | R = KO | ok T |0 < = = W
W oo | = KO R X R ol T om 2 F B
S 80 SEE 3 = |z = T % 4
o | 8o o | U . Ry T oz U o
G OO < ® | F o O T = R
- = = < S ki Ur g ] o
S TR = iy I+ | KO g s m omo® S
>z R o 3w HOoOT oo
<! 3 o O o I3
T 2 ~ T %0 O
© | o o - °

33/99



obbvie

Klo

0
H
o
up
30
~Nd
oK
o
Uk

olo
ol

<0

Ohu
ol
K0
wjr

g

~O
ol

Ko

Jo!

KF

oA, 52
oA ZE2E 3.2%, 5.7% L 4.5%SACT,

=3
a

IO 22 1.9%2F 1.7% 0t 2[F-HZ AR Rl

-
ot

off

7| E(long-term rate)

100 tAp-A & 2tz 51 A 73 HO|QICH S £

o
—

Ho
=l
Tl
KO

o

12 30| 25X 0] & 45

o
—

(0.1%)2] A0 A K|

g

l_nml_”_

150 2 0% QUCEH

T

= 2HAF 21 oM 9

e Folg

a

047

-

C
o

0| 2F 30 mg(100

34/99



obbvie

A-eg

3

k=)
—_

3 (100

Y71 K=

150| 20 E[RACE

AHol A el g 2

&}

0.8 )2

Klo

H|
i

AMAIEHN A, Of
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2+Z
B

o X =7}

-
ols

A
= T

Al

@ 7|Ef 23

= AST 45 (ULN 2|

| ALT 22|20/
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235t CYP3A4 XA (O, AERLIE, 22| EZOI0|A d2|1 X+E)et HEE0 Al 0] k9|
LE0| ZUtEICH11. ME7I HE F2) s ME o &x) ZHst CYP3A4 Mo =
717t XN 2ED = XM E O 215 mg 1 Y 125 FSHAM AHESHOF BHot 2t
CYP3A4 XNofjM| 2 7|7t X221 QU= OtED| O 2 Y 2Xt0M= 0] 2f 30 mg 1 & 1 2|7t
HY X °¢=Er Z ot CYP3A4 XM & AH8dt= Y tHEE = 2
d%0= Hol FEEZ2 30mg 1Y 130|H, XL

1=2|0|C}. XPEOI gRE SMoU4 Z2E 0 & X =2F0f Hs

—

N
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Xz 27t Zdag = Aot(1. W27t 2 5 2) &
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Aol ZFO[LE &7[0 B0t 25°C O|Stof| M EEhotrt,

710 B E= A2 AR QI0] E[AL SERA] HO|A BIEXSHK| oLz

1. HE27IE fIst HE

O] k2 JAKT Of| CHot MEAXM O] Z7FH X Ol AKX|A|O|Ct O] k2 JAK2 2t JAK3 Of H|SH JAKT 2
o Z2StA KMol SrCt M| LY fst BhES 0t A2 A 7L Qe ME G7F 2A40fA, O] 42
JAK2 O H|38H JAKT O CHt MEHAMO| 50-70 HY, JAK3 Of H|8l JAKT Of Cist MEEAO| >100 HY O

=2 Ao 2 LIEtGCE OtED| HF Ho| Hel2 JAK1 BRE Sofl MBE M= MESTH
AFO|EZFOI(IL-4, IL-13, IL-22, TSLP, IL-31, IFN-y §)0] oJsf R EICt o] ke 2 JAKT &
AMSIH STd mF HHnt 44T SO OtEm IR Y2t SHE RS B2
OR7HAI Q] M MES ZAAZICH HESM ALO|EFFQI(FR IL-6, IL-7, IL-15, IFN-y) JAK1
d2E Sl Lz E WESIL, g3d YRS Ha|of 2Ho{Ttrt. 0] 2fo 2 JAKT 2 AX|SHH
FSE ZEe g3 FHI Y= A FHE FES= JAK oEY AO|EZIRIES| M2
eSS =™t

@ IL-6 S STAT3 & IL-7 S &= STATS QlAtstol o x|

AL X[ |AXOA O] efEEd M) £ A, B T IL-6(JAK1/JAK2)-7 = STAT3 S IL-
7UJAK1/JAK3)-3 = STATS of Qa7 RO 8l sk o|EMo 2 KNG &AL FO =
1T AIZHRHOf X[CH Mofi7t HEEQoH T 2tA ZF AIZHX| H|O|A2tRI0f 7HEA 2| &5 AL,
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38/99



o+ hsCRP

A&eol et F X = AL

q

iTE
o

FE| ACH hsCRP X CHHA

x
=

3

i)
il

7t

A&etof et #ojA2kel =X 2

o 1gG & IgM X[ 7}

a

3

=
x| 2
7

a

=

o

q

AL

—
E
[

—

Atof #loj~2tele 2R H

=
T

ip = FH 1
A2, Of =X|

—

—

AN

(o]
0| A A 52 F=HA] 7] =l AL

[ |

.

PED M| OILiRACE
(=]

= S7tet 2Eo| Aen, XK=
o o

e O0f ARt #X[Z "HA 2| FE[RAL.
XA

X2 Al

A=
HA

q

iiE
o

.
o

FOME|A 2E G 2HAHol A, Of & X|2& =0 36 FAH7HA| H|O|AEtRIe 22 Fat ALC(EL
X7t 72

FOME[A 2HEE BEAHOIA, CHZE Z[ZHOf| A, O] ©F X2 Al

SOHE|A B SHRI0M, O] O X|&

Qbbvie
Al EOf| A 2]
@ hsCRP

AL
T

L

m) _ ol o
= ° K o 2
~ olJ oil oy ™
— . Y . _|_I K ryl|
HO o 00 o - N
B0 RO 2 o “r
o 5 o MO °
0 50 ol W X — Kl m 5}
B0 or X3 2 W ol
N — mo ol Pk F k- .
o o Ma L s W
ol < Bl Il <] KF o3 80
— RO = o] 2 < T Ko _
) K [ o o hn ol
Jo S = Tl T = o
= O do -~ 2 E 5
_— w g E oo 2
ERN gr B0 ¥ B K Uk ol
N oM ol [y
NI Blo cu B x  _
%) ol &= Sk b T S
o = o o © ) =
S foF < — Klo S I
< &0 or I = ! ar
= & Rl o 0 o
> o = R -
uju %0 R 7 ol B __ ol
.uA.Ho LH I w ._H_M_M H0 RN {oF
[} = —_ I_H__| - N\ o)
iy RlgE oo Ko & 5]
< m._ F0 Ol Ho o W
It} X0 I - |
ol R = 3 =_=_= Jd RN o <
=U Wy = > T
= "o 5 oo S ]
[SI= R = o] ©® ~ &
o K = o o. o ORI
= <
o TR T g o B R
._Oﬁ - . _I_O - — K ~—
T3 R0 _— E o £ -
T @ Pl g0 & @ 5 ™
= Kl 3l =35 ©8 oo T
™ 104 _._._“_ _I_I = _.\/} o i w0
kW R B8 T W5 o) ol =
20 ooy = hoolm Mo X 2BR
m_u i am X K0 o £ W o/ B
< ol of =T ar EmJ m/M n s - M ol
@ oo © B I2&M &§orx I

39/99

108)7} H EE A0
t 67.5%(95% Cl: 57.4, 77.5)2t 56.5%(95% Cl: 36.3, 76.8)0f| A

o=

2+2

tXE2] 97%(n
-

s

HHAES O] LIEHSLCE.

=

k=)

t

=)
—_

o

F A

e
o
—

e 2 7| ALt
=]

15mg, 30mg £

15mg(n

ES
=)



obbvie

i =}
R KO : Ko AT

W0 > Rl =) R D BT

= O o Jol =7 N 5% od

) ) = wof T - oK <0

H 5 = ~ G ) < - - io

x - el = = _ s [ T Ko K

W = - = o "3 jol Moo =
o u == nH - < or 2 %0 o W o= Jo =
= % 4 o < = _ = _ 2 o| = Jo o
< ) = —~ O — 4O o© 10 N~
i 8 O S ol - O ~

. - X - Ol ®0 o0 Ki Rl I
m & a N o & o o T 2w 20 B8 Ko
00 O = Kk 7 O S = on rf A o
<F < - H T o ol o= 3K
mO k| L:O | = a5 i S | = _.O

o 2 K ooz T KO K 10 - U
| W |l 1T oK = J %0 o~ fm of — B

M = <0 | a] " 0 - ol
0 OM e = O_ —~ ol _A_O = |_|_ K = mwM
L|_ -— i _I__ K X 3 I =0 O“_O i~ MO ol 3
S 5 = S = K= & TSR
3 iy <r B KO 5 K K oK T I o @ = g
I ol N 4 = S o 20 00 S X & B
= o O Ofu © ol O ou yo 2 ol 1 o
N, of ol ~ o N Ko = no S 0 - F
o — o R 80 . <0 0o KO o H =
o o0 2 ° U O S & gy M6 R gy Nz ¥ D
53 X oow s o -8 TR Ty s N
£ = = = o U fof ol o _— X o o N O
- ._A_._._._ S E.E n] o < J— el =] b3 w O~ |._A B0
- H ©0 Bl IH 04 2 & ol U E = S
o — = M — S of W o d m_um_ o |_._A._ g Mo <
(o] - ~ JE— Aar ] o0
5 gy 0 == ol = 4o 00 y B2 TS
U 5 of 2= T O oo &r of = ° o z 9K
M- —~ KL o7 o — = KT S KO S NS

= = i OF = oy o 3T =< < N
7 © ™ Z = W 2 N 0 of .- % Ko o7 = Kb

- _A_O ud - ud - r ~ [ ol <X
W =< = <~ 4dH _ U u 10 ol K = 1j uo &r & \¢
4 0 X KO & < = ol &% &% LHo = %0 O — Kio of & ™
Ko g Bl o % = w5 O x_aur_ninw“ Ko 5 K 8
= 8 3 ~— X > = I T = ol B T o K - X0 o

) ° N O O N N ol H = o] = o
B0 Wk X I HnE I X < R T Lo B

0 — 9 1) o 00 K < < — X = J1 30
0 = ™ N T < = of = ¥ =2 © o
T S os X0 < W I ) o N o< 7
Foop G ol T o el (DT 2 0w up R
o g o H mzxT X 1o o L3 L K o oy
or — = o < =< o = m o =X A/ S N = K = T K KO =~
I o - N T o2ms &R 1T HHET Fo N
©® o of F S our o= — K0 N~ X B ~ &E Klo &=

~ — Oﬁ H_L LN — b ._OD _A_O

NG <X T ® - jo0 Lo 30
g0 80 Ko <

40 /99



obbvie

Of (Child-Pugh C) Al CHAMXIOf Af

rars

==
S o

o/

o
2

Ct. 0

O}
PIN

43% O =

=
—

Al CH SRl A

o1 1| x| ket
® WoIs Qo

-
a2

Of of2 dH| 2|0 A CYP3A4 Of 2|3l CHAZ[H, CYP2D6 Of 2ldi A= ofZh CHAFEICY. Of

20| # 70 NS0 ALY,

8o

" 80 B0 ol o 7 _
100 Wemmmmmﬂwemolﬂ,lWA
80 n_._nurex_nﬁmﬁn_._u_._.mo._obtgmm.
20 w o o ®2n
ol o X Rﬂ 0 X0 m MW KO jof N Ol
E & N0 = K 3 ™ — KO K-
) m <8 3
om v
T X
S &
S 1E R 88
zZ &0 -
o
1 &
oo uF
— ol
O e
& L
_ o
o &
(e8]
I ol —
O
w - o
oo Ol e =
70 E:_ = 1of
Oﬁ < -
ot
ol @_E
s} T -
- ol ® M
oo oo = 4
10 ﬂo O ar =

41 /99



obbvie

@)
<
o
w
>
N
12
>
=
I

gEst 600 mg 1 & |12 mg tt2| F£0{P| 12 | 049 039 |&
CYP3A4 12 x9 & (044- | (037- |= A2
QN 22 0.55) 0.42)

° 0] of2 TE ROT 422 0f of= LHE it EEFOjet & Hlueh G, X AUC HlE.
[e] X=X H
=

S Mgz Fojgh

OATP1B =&H| XX Ql HIEEMOIE, & pH ZEA (O, MAtH e =2 HIE XMsiH)=
O] of &% &0f OfFH F&S O|X|X| L=Ct CYP2D6 CHAF EHHE2 0] ©

AsF2 O|X|X| LYRJ}OM, 0|= CYP2D6 MM 7} O] & =0 YAMoZ 23 Q= P
O|X[X|] S2 LIEFHCE

LBsa=

CHE of=2 g8 20 Oigh O] ofo S0 & 8 off HMS=0f ULt

H
oo
o

Q

B
=
>
(o1
ol
-m
2
19
Mo
10
19
o
Qo
rE
ot
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HEF0 s HEFH A= O Ao/ &Y | N H| & YA Fet
g (90% Cl)2
(F)
Cmax | AUC
5mg &2 £0{{130mg 1€ 13l 20| 074 | 074 [ ZHO|
o|CtE 2t x 10 & (0.68- | (0.68- [HATIX| A
0.80) | 0.80)
5mg te] £0{45mg 1 13| 19| 07> | 076 |gak xHO|
O|CHEE x 10 Y (0.69- | (0.69- |ZR3IX| AS
0.83) 0.83)
30mg £t2| |[45mg 112l 19 | 130 | 135 \g2 xFo|
ALERHEET = x 11 ¢ (1.13- | (1.18- |EHQ3IX| %2
1.50) 1.54)
5mg &3l £0{30mg 1€ 13| 12| 077 | 067 [EF ZHO|
2 4HAELEI x 10 & (0.63- | (0.56- [HR5IX| %Z
0.94) | 0.82)
10mg B3] [30mg 12 12| 24| 088 | 077 |8 =HO|
Of & 2 HIAE}E &0 x 10 & (0.79- | (0.70- [2R3IX| %S
0.97) | 0.85)
Cl: M2 77t (Confidence interval)
s CHE o2 Ctx RO{ot 222t O] ofnt CHE of g HEFOIT 4R E H|udt Cou R AUC
H|&.

0| 22 OJE|LAERICE, HE-2HAEY HEEZMO|IE = CYP1A2, CYP2B6,
CYP2C19, = CYP2CO Off 23H AL 7| QI AHEE(FIHQl, #E2 02, HAEZHESH,

_I_
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obbvie

>
e,
39
O
o
o
12
IN
o
3
Q
=2
e

QuZatE, omael BY =E0 B U= Y2 O
(o7

CYP2D6 Of °Fot AKX £-80| ZHE L

o
12
—

g12 12 5o radilt dTI2 SSE0AM 32 258 ROEIL

3

5 M - =

20| AL ACR/EULAR 2010 25/ 7|&0f siiHst= 2SS &2 of OHA 79[ 3 4,
T2 Y, O|5-=7HE, 7|2t AMAIHOIM I AL 18 M| O] 2| SHXpIF &olg ==
UACE HOo|AEFRIO A XA 6 7HO| AUE A X 6712 TE 2HO| A2, hsCRP 50
AT MAd B0l Chet SH7F UO{oF JHCE | 742 Al&of %[y 5 3 S¢te| 7| A%
7|Zto] mete| P, s 49| Al (SELECT-COMPARE)O| Z|C{ 10 & Qo] &7| HE 7|7H0]
Zoke| ACH

SELECT-BEYOND A0 A 2] ACR70 2 M2t D, 2E AMAIAO|A, I E= MTX Of H|SY
0| & 15 mg 22 X|222 2kX0|M Fo|otA O B2 eHXH=0| 12 X0l ACR20, ACR50, H

ACR70 EtSS SEUCHE 9, A ). REd T AH2 R M350 24 &5t
|

HESAHLE HESHX| §43), ACR20/50/70 Bt32 3 H S /X = UL

2

SELECT-COMPARE Of| A{, OtEF2| F20j H|sl O] 2&F 15 mg 22 X222 2Xt & [F2|5HA O
£2 H|20| 12 XI5 E 48 FXIFX| ACR20/50/70 2 SHAMCE tEsk 7i- ACR 7+
QA0 st o 2 74 0| 2HEE[RACE,

23 1. SELECT-COMPARE O|A{ ACR20 2 Ed3t 2HXto| H| &
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obbvie

@ ool A 22 HYE 2y

D= AMA™HOM, RI, MTX, EE= Ot 2| F RO HS O 2f 15 mg 22 X222 &Kt &
RO O &2 H|20| &2 2 2 (DAS28-CRP <3.2) X A 2HS[(DAS28-CRP <2.6)
REE EEUCH (7 9). O 2| F Y HuW S I, =™ 8 FXH0| RS O =2 32
SHMOH Ol = 48 FANK| FXRIEACH (O 2). CDAI <2.8, SDAI <3.3, & Boolean #SiE
Zoloh CHE 2Y 2d 200 tHi Mz FolotA O =2 BH30| 2HEE|QUCt MitHo 2
=2 Ad 2 AAAE Hole BF MTX E BHE5HLE HWESHX| %2 SRt HTHo| 2N
LUM™O|ALD, & Ao &I AE A|™(SELECT-COMPARE 2F SELECT-EARLY)0|| (2 3
St 7 X = At

2l 2. SELECT-COMPARE O Al A[ZHO|| [HE A AA A6l (DAS28-CRP)
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LA SELECT SELECT SELECT SELECT SELECT

EARLY MONO NEXT COMPARE BEYOND

MTX-Naive MTX-IR csDMARD-IR MTX-IR bDMARD-IR

MTX | UPA |MTX| UPA | PBO| UPA |PBO| UPA | ADA | PBO | UPA

15mg 15mg 15mg 15mg | 40mg 15mg

N 314 | 317 | 216 | 217 | 221 221 | 651 | 651 327 | 169 | 164
w5

123/14P 54 76¢ 41 68¢ 36 64¢ 36 | 718 63 28 65¢
24</264 59 79¢ 36 | 67¢ 57
48 57 74¢ 65' 54

ACR50 (&tHAH & %)

122/14° 28 52¢ 15 42¢ 15 38¢ 15 | 45eh 29 12 34¢
24¢/26° 33 60° 21 | 54eh 42
48 43 63¢ 49 40

122/14° 14 32¢ 3 23¢ 6 21¢ 5 25eh 13 7 12

24</264 18 44¢ 10 | 35e&h 23

46 / 99



obbvie

48 29 51¢ 36" 23

LDA DAS28-CRP <3.2 (2tX} & %)

123/14P 28 53¢ 19 45¢ 17 48¢ 14 | 45eh 29 14 43¢
24</264 32 60° 18 | 55&h 39
48 39 59¢ 50" 35

CR DAS28-CRP <2.6 (Bt} & %)

123/14° 14 36¢ 8 28¢ 10 31¢ 6 29¢eh 18 9 29¢
24</264 18 48¢ 9 41eh 27

48 29 49¢ 38 28

QFO{: ACR20 (£ 50 =7 Ol= FOHE|A St2|(American College of Rheumatology)

>20% (E£ >50% & >70%) 7H).“j,' ADA = OtEr2| 22 (adalimumab); CR = &

28 (Clinical Remission); CRP = c-8t-&7d Tt E(c-reactive protein), DAS28 = 28 71 ZtH 0
h
Activity), MTX = | EE 2l A| O| E (methotrexate); PBO = ?|2f(placebo); UPA= O]

|

@

A = 4 (Disease Activity Score 28 joints); LDA = &2 & 2 (Low Disease

9f (upadacitinib)

¢ SELECT-NEXT, SELECT-EARLY, SELECT-COMPARE, SELECT-BEYOND
b SELECT-MONOTHERAPY

¢ SELECT-EARLY

¢ SELECT-COMPARE

* p<0.001, O] 2 vs {9} EE= MTX H|u

fp<0.01, O] 9f vs ¥ EE= MTX H|d

9p<0.05, 0] & vs | EE= MTX H| I

h p<0.001, O] 2F vs OtEH2| 22} H|
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1p<0.01, O] 9 vs Ot 2|

29 4
p<0.05, 0] o vs (2|2

SIS

11 =

2) I:gM-A 1 ®S!| H}%

267 9 4

H==(Total Sharp Score; mTSS) & 1 +4 @, &
TN #E & A AN E BIRUC

0| 2 15 mg X|2-= SELECT-COMPARE O A= 26 & X 48 FXt0f|
EARLY O M= 24 =X}of| O] of tH=Q#0| MTX Off HIsH, +X2H
|:|. " 10). I:II-A|-A1oI-I-i XloHo| HM_ (MTSS I:H3|. <0)
ZFXH0j| 9/ 2kof H|S (SELECT-COMPARE), 12|11 24 FXt0f| MTX Of H|S}| (SELECT-EARLY) O
FO5HA o =Lt 0] & 15mg & FHE2
96 FAIX| 7 X = A

ﬂ71| AH2

%t 15 mg O& X|23 220
T BEOIM DAY Y &4 Ol AR

8 =XHSELECT-COMPARE)2} 24 =X} (SELECT-EARLY)O{| A,
= g2t M2 gl

L FS

StXtO| Hj

Ct.

?| kol H|sl, SELECT-

o A XIS 20
LLo=2

RO TSt 5

10, HARMEIY ot
SELECT SELECT
UMAIH EARLY COMPARE
MTX-Naive MTX-IR
Xz MTX UPA PBO? UPA ADA
15 mg 15 mg 40 mg
THE MM AP B HIO|AZIQICEREE O H Ha}
24b/26¢ =X} 0.7 0.1f 0.9 0.2¢ 0.1
48 =X} 1.0 0.03¢ 1.7 0.3¢ 0.4
SrARM A A = 2Xtol H|& d
245/26° =X} 77.7 87.5f 76.0 83.5f 86.8

48 /99
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obbvie

48 =Xt 743 89.9¢ 74.1 86.4¢ 87.9

248 FAOIML ZE % AtEs MW QiE 0|83t ==
b SELECT-EARLY
© SELECT-COMPARE
d 2l S mTSS #otot <0 @ 422 Ho|E
¢ p<0.001, O] 9f vs | EE= MTX H|1
fp<0.01, O| 2f vs &< H

9p<0.05, O] 2F vs |f

19 JO

(3) AlH| 7)5 $HS % AT

rl

0] %15 mg 2 Et=2 & L= csDMARDs 2 H& F0ot 42, HAQ-DI 2 SE}US M B
CHZ= 2F(R12f, MTX, Ot 2[FEholl HIsh 1A 7|150] F2lSkA 7§ £ AUCE SELECT-NEXT 2
SELECT-BEYOND Of| A @{2Fat H| WS f 7i4d2 =M 1 F=Xpof| 2HEE|QA 0, Z[Cf 60 T
S F X = ALt SELECT-COMPARE Of|Af, O] & 15 mg 22 X222 2At=2 W=H

Z=Xtol| OFE 2| ROl HIsH |2lstA o 2 A 7|5 7H4S LIEHRD O] 48 FOff 2 A
%XIEI%EL

PE AMAIHO|A, O] & 15mg S THE2Z = sDMARDs 2 B8 E0{$t 42, 0-100
2t O 2] HEZ ZFIUES [ 12/14 TR0 ZE CH=f0f H| o) 9

A& =30 FolotA o 3
HEEIRRAL, O =0 48-60 &= S FAIZIRACEH P{Sfunt Hl ot 2 WEH 1 X0,
OtE2|FEut vluoh B2 W2 4 FX0| RSHA O 2 88 da7F HHEE[RAL.

SELECT-COMPARE % SELECT-EARLY 2| Z10| A O] 2F 15mg & F O
X EF0AM VM2 3 EH S FXAIZRUCE

rlo

2X=2] HAQ-DI

10l A, O] 2 15 mg X2 & L= MTX Of H|sl Of&l & Ao Wi K|
2 20|81A O A 7HMA| Er SELECT-COMPARE Of|A{, O] &F 15 mg 22
=2 Ot 220 H|sl otX 2E L2 STt FOISHA O A M = AL,

YA 2H, 0] &f 15 mg & FO U2 RS2 UEY ALY ZTAKSF-36) & UAH

a
24 9% (physical component summary, PCS) E== TOIM 2[<f, OHE[ R R =
=y
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MTX Of |8l HAMH 9 24 2 (mental component summary; MCS) & =2} SF-36 2| 8 7§
S ZEO|M HO|AEIRICZRH ROSIA O 2 7HM S BT

SELECT-EARLY, SELECT-NEXT, %! SELECT-COMPARE A|®S0A THd A3t X|29| 7|5H
H7t-O| 2 & ==(Functional Assessment of Chronic lliness Therapy-Fatigue score; FACIT-F)&
0|835t0 LWZE HIIUCE 0] & 15 mg X EE Y, MTX, £ OtHZ|F 20 Hg| Z[ZE
F2lSHA 7H A Al ZACE.

SELECT-NEXT 2t SELECT-COMPARE O Al 118 & EfC| StAISO0 M FOLE| 8-
=084 & & (Rheumatoid Arthritis-Work Instability Scale; RA-WIS)& |%5F0:| %DfEli
HEE-2EH 08 SoEEE "WIHALE O] &F 15 mg X|=&= /20 Hlsi 2&

oA § I A daA|ZCEH

I>
]
A

0] % 15mg 113 F0o a4t M E2 SSEUAM 532 &84 AMY HEHO
U= 18 M| O| M| 2AXES CHAMSZ ot = 49| 3 4 29| HiH, O|F-=7+E, CH7| &, -
O AAAI™HOAM HILERUCH (B 11). 2E SXEL HAMM S-S0 Cfst 27 7| & (Criteria
for Psoriatic Arthritis, CASPAR)S ELZ 6 7| & O|& 25 AM/E & 0| 1, X4
370 4E A U XA 3740l BHE AHO| Ao, 25 A AM = EA HMO
WAHEE JHECEL A|HE2 £|Cf 5 W7FX| (SELECT-PsA 1), 12|10 3 W7FX| (SELECT-PsA 2)2
7| AES ZEUCE
H 11, YMAIA ok
A Al REt NI Fo 4t 54
€)
SELECT-PsA 1 |H| 4 23HH Ol & 15 mg |YAt TItEHS
DMARD-IR? Of ¢f 30 mg
o|of Al 12 0| A ACR20
(1,705) oo = I
Ol.Eel-El_l?_EIHF _I_-Q- O|X|' J'cLi7|'E—r3
40mg x| 24 =0 M MDA

50/99



obbvie

M 24 0N =R AT
«=et7} 2t (LDI=0)2] i
M 16 Z=0{ A PASI75

M 16 F0{ A sIGA

X 16 =0l A SAPS

M 24 FOI M LARMSHE TIGH(AMTSS)
X 12 FO|M A MK 7| S(HAQ-DI)

X 12 Z=0{| A SF-36 PCS

X 12 0| A FACIT-F

M 12 Z=0{| M OFE 2| F & CHH|[ ACR20,
&5, X A AAH 715 (HAQ-DI)

HA(LEI=0) &

L
=

SELECT-PsA 2 |obDMARD-IRP Ol &k 15 mg |YX} Bt
(642) 0| 2 30 mg
ol M 12 =0 A ACR20
T2 O|Xt HIhH =

Xl 24 =0 A MDA

Xl 16 Z=0{| A PASI75

Al 16 0| A sIGA

Xl 16 0| A SAPS

12 =AM A AMH 7|5 HAQ-DI)

Ml 12 0| M SF-36 PCS

Al 12 =0 M FACIT-F
OF0{: MDA = X 2 ZF; mTSS = - E ™M AFZ M4 PASI = Z4M B2 8 3
K| SAPS = ZAM S 40| Xt7F-H 7L sIGA = MH AN ALK} Mub™ Hot
a1 7§ O|&to| H|Z5X DMARD Off X AsH Ht88 EF L SLMO|AE 2K}
b1 7§ O]&°| bDMARD Off XM HsH Ut 2 EFHLE S HO|A T kXt
(1) i Ers

O] & 15 mg 22 X222 SHXof A FolsHA O E2 H|20]

T A BR0|M, 21250 H]sh
12 =X}0f| ACR 20 HIE & =43

kA
o A

HCH (B 12, & 3). SELECT-PsA 1 0| A{, O] € 15 mg =
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abbvie

Ot 2|2 &0l HI3{ 12 X0l ACR20 BtS2 F-d% At B| 0| H[ZSULE 2240f ]l Of
% 15 mg 2 X|2E2 #XI0M § &2 HER 12 FXH0| ACRS0 X ACR70 EHS0]
CESIACL fRY 2 AME2 2 FES0 24 BRI ACR20 2 WEH 2 FXtof| ¢ 2
2h-S0| LtEFRELE

O 215 mg 22 X223t 2 {140 B3l S/ X T 2E == At 8l QAo HEHH
7t HAQ-DI, £ E7}, U hsCRP 2 Z&3t 78 ACR T4 84 HO|AM W ME|ALCH (E 13)
O] 2F 15 mg 22 x| 2%t ZL ofetz|

F Al 250, LA S =2 Okt EIHE4-0f Lo}

YEO A LEtE BHH30| BEE UL

Ct= 3! H|M 231X DMARD 2t2]

r

O] °f 15 mg o| F=-d2 HO[AE2H2] BMI, H|O|A2F2! hsCRP, & O H|' 4 =% DMARD
£ Zol otEl ol ot 2810 | E AL

Hl
ook
OoF

712! 3. SELECT-PsA 1 Of|A ACR20 € st 2HXto| HIE

BD -

20
Esu :
£ 5 -
7
& 0
8™
£ 2

10

ﬂ i T T ] T T £ v 53 ¥ ¥ .|

o 2 4 ] ] 10 12 14 16 18 20 Fra 24
Weeks
—8—RINVOQ 15 mg —¢— Adahnmumab 40 mg  ---Or-- Placebo

H 12 44 EHS
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obbvie

AMAIH SELECT-PsA 1 SELECT-PsA 2
H|A £tH DMARD-IR bDMARD-IR
K=z PBO UPA PBO UPA
15 mg 15 mg
N 423 429 212 211
ACR20 (ZtXI2| %)
A 12 = 36 71¢ 57¢
x| 24 3= 45 73fi 67 59°
Xl 56 3= 74 69 60
ACR50(ZHXAL2| %)
12 F 13 38f 38 32f
XN 24 = 19 52fi 44 38f
Xl 56 3= 60! 51 41
ACR70 (ZtXt2| %)
12 F 2 16f 14 of
X 24 = 5 29" 23 19
Xl 56 3= 41h 31 24
MDA (2tXAF2] %)
A 12 = 6 25f 25 17f
XN 24 = 12 37¢ 33 25¢
53/99




Xl 56 3= 45 40 29
=D EAE A O| 5| A(LEI=0; BHX}IO| %)e
12 F 33 47f 47 20 39f
XN 24 = 32 54e 47 15 43f
Xl 56 3= 59 54 43
=L I7I2FH Ol S H(LDI=0; 2tXI2| %)°
M 12 3= 42 74f 72 36 649
XN 24 = 40 77 74 28 589
Xl 56 75 74 51
PASI75(ZEX}FO| %)e
X 16 3= 21 63¢ 53 16 52e
XN 24 = 27 64f 59 19 54f
Xl 56 & 65 61 52
PASI90 (2HX}2| %)°
X 16 3= 12 38f 39 8 35f
XN 24 = 17 42f 45 7 36f
X 56 = 49 47 41
PASI100 (BXI9] %)e
M 16 3= 7 24f 20 6 25f
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XN 24 = 10 27f 28 5 22f

X 56 = 35 31 27

sIGA 0/1 (8tAt2| %)d

X 16 3= 11 42 39 9 37¢
XN 24 = 12 45f 41 10 33f
Xl 56 & 52 47 33

TR HEE X|2E SHSIAL Bt 3= EA| Azt A0 2AE2 240 M H|EHE A=
CHAIE. MDA 2F M| 24/56 F=0M =225 E A &2L71EHO| 54, M 16 FOAM A
AES T XSS 2A0|M HEHEX

¢ H|O|A2FRI0N S2RAFHO| U SRS & (SELECT-PsA 1 0| A 242} n=241, 270, 265,
12|10 SELECT-PsA 2 0| A ZtZf n=144, 133)

b H|O]|A2tRI0 M =TI FO| A= BHAHS & (SELECT-PsA 1 0| M 242} n=126, 136, 127,
12|10 SELECT-PsA 2 O|A 242t n=64, 55)

c H|O| A2FRI0| A >3% BSA 7440| U= SHAS S (SELECT-PsA 1 0| A ZH2F n=211, 214, 211,
12|10 SELECT-PsA 2 Of|Af ZtZk n=131, 130)

dH| O] ABFRIOA SIGA >2 Q! EHXHE 5 (SELECT-PsA 1 Ol A Z+2+ n=313, 322, 330, 22|12
SELECT-PsA 2 Ol M Zt2} n=163, 171)

e CIEA XX p<0.001 0| F vs Q|QF H|w

(@5 p<0.001 O &f vs | H|

0 = p<0.01 O] & vs @< H[I

h I:Io:lg p<0 01 o| OF vs O|-':|'E|':":”' H|I‘|_

' = p<0.05 O] of vs Ot 2| F & H|

H 13. ACR 2t59| T84 (H0| A2+l CHH| Bat et
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LA SELECT-PsA 1 SELECT-PsA 2
H| 4 23t DMARD-IR bDMARD-IR

NE=ET PBO UPA ADA PBO UPA
15 mg 40 mg 15 mg

N 423 429 429 212 211

U&/85 BE = (0-68)

A2 F 7.1 -11.3¢ -10.3 -6.2 -12.44

M 24 9.2 -13.7¢ -12.5 -6.6 -14.0¢

Xl 56 F -16.2 -15.8 -18.0
S 22 == (0-66)

A2 F -5.3 -7.9¢ -76 -48 -7.19

Ml 24 F -6.3 -9.0d -8.6 -5.6 -8.3¢

Xl 56 F -10.1 -10.2 9.4
SAtel 85 Bt

A2 F -0.9 -2.3d 23 -0.5 -1.9¢

X 24 F -1.4 -3.09f -2.6 -0.7 -2.2d

Xl 56 F -3.59 -3.0 2.8
St TEHE Hota

A2 F 1.2 -2.79 26 -0.6 -2.3d

X 24 F -1.6 -3.4de -2.9 -0.8 -2.64




obbvie

Xl 56 3= -3.8f -3.2 -3.1
O X[4~(HAQ-DI)®

12 F -0.14 -0.42¢9 -0.34 -0.10 -0.30¢

X 24 = -0.19 -0.51de -0.39 -0.08 -0.33¢

Xl 56 3= -0.56f -0.44 -0.38
O|AL HHtX T}

M 12 3= -2.1 -3.64 -34 14 -3.1d

X 24 = -2.8 -4.3d -4.1 -1.8 -3.8d

Xl 56 -5.0 -4.8 -4.7

hsCRP (mg/L)

M 12 3= -13 -7.1d -7.6 0.3 -6.6¢

XN 24 = -2.1 -7.64 -73 -0.9 -6.3¢

Xl 56 & -7.8 -7.2 -6.5

e =Xt W7 HEZ(NRS): 0 = %[0, 10 = %<

AL It AE-FOf X[ 0= X1, 3= X|2; 2070 A&, 87 BHF: 27 & X|EHSH7|

LOIA 7|, AMAL A7|, 217, &7, F 7|, & dazts.

cCtEd-ZH p<0.001 O] &f vs Q{2 H|

¢ F5 p<0.001 Of ©f vs ?{<f B[

e H5 p<0.001 O] &f vs O}E 2|2 E H|I

f%#%p 01 ol OF VS OI.EI-ElI:IDI- Hlﬂ

] Eg% p<005 o| OF ys o|.|:|-E|l:Il:|l- H|_E'_
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= Al 250fA, 0] 2F 15 mg 22 X[Z2H2 2HX0f|A{ ACR20/50/70, MDA, PASI75/90/100,
SIGA, S22 &2 sfj 4, O2|n =272t s 20| it BLSE2 N 56 FIHA| S K| Z| ULt

SELECT-PsA 1 0| A, 7+ =& &=4F ZIGo| AKX E HAMSIH o2 HIISHH I, K| 24 0| A
T™HE M AFZ HmTSS) & O 74 2400 02 " 3 2= 2 A "=o| H|o| Azl

- a
CHH| Hot2 BEoiotGint.

O] of 15 mg X[ 2&= H| 24 FO|M 2|9 CHb| 24 42 24 TS Folct =2 37
AMSIACHE 14). O|2F X 22 Z & Ho= TH b S2HO0|ATE H| 24 00| A
LA S 0| gl SHAHmMTSS #2t < 0.5)2] Hl22 2|20l H|3 0] 2f 15 mg 0i|A]
=ULE

NI PBO UPA ADA
15 mg 40 mg

=8 TN AP "4, Ho] 222l TH| B Bt

M 24 F 0.25 -0.04¢ 0.0
Xl 56 32 0.44 -0.05¢ -0.06
0|2t &=, HjojA2tel CHH| Ha H3}

X 24 F 0.12 -0.03¢ 0.01
X 56 =@ 0.30 -0.03¢ -0.05

HEZ & g, #0222l O] o Hs}

X 24 = 0.10 -0.00f -0.02

X 56 =@ 0.14 -0.03¢ -0.03

YA A0l Gl= AL HlE e

N 24 = 92 96f 95

X| 56 == 2 89 974 94
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@ M| 56 FAOIMLl 2= RIS AtE=
bmTSS B3} <05 2 Folst T S
c CFEM-ZH p<0.001 O °
4 H= p<0.001 0| & vs <f H[I
¢ = p<0.01 0] & vs 9/ H[W

fD:iE p<005 Ol o] VS _?_|g|t H|ﬂ|_

F A 25F0|M, O] & 15 mg = T2 2XE2 (0] HI5] X 12 F0|M HAQ-DI 2
HItot MA 7| S0 A, HO|A2FQ! CHH| Foltt M E EF 2D (E 13), Ol Xl 56 FHX|
X & AL,

rlo

SELECT-PsA 1 2f SELECT-PsA 2 Ol A &| 12 0| A2 HAQ DI BF-SXHHAQ-DI & ==0f| A
H O] A2tQl ThH| > 0.35 7H4d)2| B[ &2 O] 2f 15 mg & F0{2r2 Ao A 22} 58%2t
45% R0, of2 FOH2 SIXto|Me 22 33%2t 27% oM, Ot E|FEE FOoE2
SHRHO| M= 47% I CHSELECT-PsA 1).
2 SF-36 22 BIISIRALCE F Al ZF0|M, O] 2 15 mg = FHEE
Ol A flefofl HIsH MHE 74 24 29F F=0{A H|O]A2tel CiH
MOl AURACH Ot 2| FEof HISHME o & 7§Mo| 2EE|ACH HAUH 7
2 QF SF-36 2| 8 72| 2& FAIAH 7|5, MM &5, &3, At2(H 7|5, AA|
Ao, At A, 24" g, S EA A0 o] His o 2 7H40| 2HEE|RACE.
| =2

= Al Z50IM K 56 MK | K| = UL,

-|>| 11k

N
==
o

&l Z5FOfA, O] &F 15 mg 2 FO{2H2 Xt @20 H|SH X 12 =0 A| FACIT-F E+2
Mot O 20 A HjojA2kel CHH| FoISHA & 7HM0| QUACE HO|A2FR! CHH| 7HM 2 F AlH
DE0A M 56 FIHA| X Z| YUt

T A ZR0M, M SO RA7H-BIHSAPS)ZE e 2B M S22 A 16 FO|M
Q|ofnt OFEH | F 20| HIBH O 2F 15 mg & FOZE X0 F 70

O] 22tQl CHE| 72 &+ Alel RF0A X 56 F7HA| 7 X| | QUEt.

Add HFg 2tXs &

| 2Ol 9{2F0f H|s O] 2F 15 mg 2
| 24 0| A Bath &% %

A £
Mgl Y ST X $(BASDANS ZEN A

ox
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H(ASDAS)O| M H|o[ A2kl il 7 &S 2 RACt HOo| A2kl ChE| 7id2 F Ald 2570
Ml 56 7HR| 7 K| = ALt

234 HEy

Ol 2 15mg 113 FOo faMit HH 2 Bat
X|4=(BASDAI)>4 S MH| S3{2| EZ9
HEHo| =18 A1| O| Ao SIXtES CACZ Bt
JTL
O

Ch7l2, Ief-CH= P Ao A
PN

o}
ot 7| dEs ZULL

o
R LESE 9 A0 5%

SELECT-AXIS|NSAID-IR 2b 0] 215 mg LRt Bt
|

1 2

bDMARD-naive Xl 14 0| A ASAS40

M 14 F0M =82 O[Xt BIHH =
(187)

ASAS 22 s
BASDAI 50
ASDAS-CRP

BASF

SPARCC MRI == (%)

SELECT- bDMARD-IR?¢ | « O] 2f 15 mg LA Bt
AXIS 2 (420)

2

Xl 14 30| A ASAS40

M 14 0| =8 O|X} F7tHH=

ASDAS-CRP
SPARCC MRI B =(HF)
BASDAI 50
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ASAS20

ASDAS H|=

MH S5z
I
2

of7t S3j2

BASMI(BZE 7t

3)
MASES(ZZF27¢)

(@)

d
L2

FOl: ASAS40 = =M HE 2HE Y a3 H7t>40% 7HM; ASDAS-CRP = Al M &
N

Sy M C-EHSA THM A BASDAI = Bath 22 M3 A =g X|Z; BASFI = Bath
LY HFEY 7|5 X4 NSAID = HIAHZO0|EY gt B KH|; SPARCC MRI = FHLICH &3
2HEE X |3EEY AT

@ & 7§ O|&t2| NSAID 0| 25 &2t BH80| AUALE NSAID off 2L-FOIRAAHLE F7|2 2HX}

b H|O| A2tQIO A, BFXIC| OF 16%7F B8 csDMARD & S&83t1 UUS.

< 17X =& 2 71X|2] bDMARD 0ff 25 &%t B85 2L Sl 2t

olo

(1) YA+ dt

S o e A0 A, f2F0] H|S O] 2f 15 mg 2 Foet
Ml 14 0| M ASAS40 Bt 2 S MHUCHE 16, 17 4 A 5
AKX wWEF0 ASAS40 2 W2 SELECT-AXIS 1 Ol Al H| 2 Z=0i| SELECT-AXIS 2 Of| A H|

= H2S0| ZEE AL

—

0l 9 15 mg XIB3H ZS /50l HlsH JHE ASAS T4 RAERtC] By BN E HuHE B},
MH| Solzl £5 W7k AS, 715) U & 14 F0IA BASDAI & E C12 WY HHE 57

HO A 7] M| CHE 17).

Ol &k 15 mg ol fE82 J4, Ho|ARtRl BMI, Z2H Mol T4 7|7t Hjo|Aetol
I |

hsCRP, O bDMARD 2| AtE= 2ol F7hzl ot it 27 810] Y-S RUE.
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2l 4. SELECT-AXIS 1 Of| A ASAS40 & 2! 5. SELECT-AXIS 2 0| A ASAS40 &
2o ehXtol Hi & Shd st 2tXto| Hl &
E S e o TE IR o £ 10 A foevreereeesnnsanes VSRR
0 o > '4 s s 10 1'2 1 0 1 2 4 G‘Veeks 8 10 12 14
Weeks
—4—RINVOQ 15 mg - Placebo
—8—RINVOQ 15 mg  ---O-- Placebo
H16. Y HES
Al SELECT-AXIS 1 SELECT-AXIS 2
bDMARD-naive bDMARD-IR
NS PBO UPA 15 mg PBO UPA 15 mg
N 94 93 209 211
ASAS40 (ZHXIO] %)
AN 14 F= 25.5 51.6° 18.2 44 52
| 52 3= 80.2 73.7
Xl 104 = 85.9 81.5
ASAS20 (ZtXtO] %)
AN 14 F= 404 64.5¢ 38.3 65.42
Xl 52 3= 87.7 88.7
X 104 90.1 91.1
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ASAS £& 25l (2HAFS| %)
Ml 14 F 1.1 19.4° 43 17.5
Al 52 & 50.0 335
Xl 104 = 51.4 429
BASDAI 50 (ZHX}2| %)
X 14 = 234 452 16.7 4312
X 52 77.8 64.9
Al 104 = 88.7 78.6
ASDAS-CRP (H|0]22tQl CHH| 3}
Ml 14 F -0.54 -1.452 -0.49 -1.522
X 52 -2.05 -2.01
Xl 104 = -2.10 -2.23
ASDAS H|Z2&5%d Aot (8HXte| %)
Ml 14 F 0 16.1¢ 1.9 12.82
X 52 46.2 304
A 104 F 456 38.0
ASDAS 2 Y =Y (BHXto| %)
M 14 10.6 49.5¢ 10.1 4412
X 52 85.9 65.8
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XNl 104 = 86.8 71.1
ASDAS =8 i (8HXt2] %)

14 = 5.3 32.3¢ 4.8 30.3¢

Xl 52 3= 55.8 52.7

Xl 104 = 55.2 62.0
hsCRP mg/L (H[O]2A2tQl CHH| H3}

14 = 0.18 -8.20¢ 0.43 -10.90¢

| 52 3= -7.29 -9.45

X 104 = -8.03 -10.92

e L5 -EH p<0.001 O] f vs Qf H|w

bCHE g-EH p<0.01 0] 2 vs 4 H[I

< H= p<0.001 O] 2 vs f H[In

@ SELECT-AXIS 1 = AlZ 2AM: SEIECT-AXIS 2 = CIE M- ™ HotH 4

Ol2d HItH=0| E2, N 14 F ZA1t= H|EHS X} CHA|[(SELECT-AXIS 1) ¥ Ct& CHAMIE

Lot H|HH2 X} CHA|(SELECT-AXIS 2)2 ELH 2 ¢ Aad WotHS0| 42 M 143 Alts

e £ 2M0| Uit 28 RE 2 AME5H0] H0o|A 2Rl CHH| £[A M& B BotE ECHE

of O| 2l A HWItH,0| AR, M 52 F % A 104 = Zit= #EE X2 A2 E

EEHE St

F U A0 fFRHE2 H 16 O MA[E HI7HHS0 ofs E7H=l HiQE 20| 2 HZt

TR = AL
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H 17. ASAS Bt32| 74 24 (H|o|A2tel CHH| H 3}

Al SELECT-AXIS 1 SELECT-AXIS 2
bDMARD-naive bDMARD-IR
NE=ET PBO UPA 15 mg PBO UPA 15 mg
N 94 93 209 211
ol 2 gy 7t

M 14 -1.31 -2.96¢ -1.38 -2.974

Al 52 & -4.54 -4.62

Al 104 = -4.68 -5.14

A s5i2 &

M 14 -1.68 -3.21d -1.47 -3.00¢

Al 52 & -4.75 -4.60

Xl 104 = -4.79 -5.08
BASFI

Ml 14 3 -1.30 -2.29¢ -1.09 -2.26¢

Al 52 & -3.71 -3.68

Xl 104 = -3.76 -4.02
g5 o

Ml 14 F -1.90 -3.15¢ -1.59 -2.944
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Xl 52 3= -4.80 -4.30

X 104 3 -4.89 -4.72

R 14 % AT G2 2 2M0) (e 28 292

>

HE5k0] HO| A2l CHE| X2 M& o

o = =
T 8104 F 2= 2EE Az A2 E EOf=z g
0

X =
bOLE! ZEAMH ZSZ ol 7|7t "WIISt= BASDAI 22 59} 62| W: 0 = X1, 10 = x|

F Aol AlFoM O] & 15 mg & RO 2 2A=2 X 14 0| A BASFI 2 E7teh H|0o[ A2}l
CHE] A Z[S0IA !IeFofl B3l wolet 7HdS AT (& 17).

SELECT-AXIS 1 0|, O] 2f 15 mg 2 FO{ZE2 StAt=2 2(2F0]| Hs H| 14 0| A ASAS
lgsyed Wﬂ 502 85 7d 24 A ofZt 52| 852 = EIIet 52| 850M o 2
NS ERACE A R opzt §52] 852 JHME WEH X 2 F0i|AM 2HE | RACH
SELECT-AXIS 2 O M, O] & 15 mg & FO{&2 &tXt=2 <o) HI5 X 14 0 TH| S5
S5 3 ozt 532 S50AM F2lot JHMS HULCE O|2{3t M2 HEH X S35 2

5359 8% A1 =0, of¢t S52| 52

o
1o
=
N
ol
2
rH
2t
il
3Q
sl

T Ao NEON, F, §, = 12E S39| HMUtN £=F0| 7§ M0| BASDAI E&F 2 2F =
ST 23(F, & E= 023 2o HEOM MEA S50 CHsl BASDAI 2 322
HIHON LB E[ACE

5 ol A™O|A, O] & 15 mg 2 T2 2= BASFI X SF 7HM0] 2 EHK|
SR | AL

2y ABUAM 7ol 7HEE ERAL

=
ASQol & ASAS A& X|=29| 7S EIUCL
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SELECT-AXIS 2 0| A, O] & 15 mg 2 F0{&2 2tXtE2 920 H|8 X 14 =0f| FACIT-F
Ha+2 4% O 20| M Ho[A2t2l CHH| O & /i S ™ML FACIT-F 2| 7HM 2 2 EHILKX|
SONEE P

SCEAEAS| |2 2 EHNX| S X[ = RALCH,

@) HF 7tsd

SELECT-AXIS 2 0| A, O] 2f 15 mg & FO{'&2 =HAE2 |20 H|sH Bath & M= AH
X|==(BASMI)Q| H|o|A2tQl CHH| HztE H-EMS I H=F= 7ta5-40| F2l5HA 7 M = ULCH

SELECT-AXIS 1 0| M = 2[2F0f| H|SH | 14 F0f BASMI 2| ZiM= EF Lt BASMI 2| JfME
2 EIHK| X &AL,

FEol 2= MRIE HIt|on, M S ME 2H0| CHe SPARCC B2 H|Oo| A2l
CHH| #ot2 EHE|JACH F 42| Al | 14 F0A, O] & 15 mg & FOJEH2 kX0 A 2 2fof
Hish M T Y=ol Rt 7|M0| AE|QUCE EBH 0] & 15 mg 2 FOE2 2XtE2
ekof Hisl MY #E 2T A=l 2 /M2 LBSHIUCE MRI 2 B8 F 72

2 AKX RX| | ALt

HIAM S 2/ HFEAE

0] 215 mg1 ¥ 132 F0o fFadut t™Ed2 Bath Z&M Mz A8 e
X|Z=(BASDAN>4 X TKX| S5{2] 852 A Bt >4 0 2ASH0, &5 HHAHISHH
Y HFUEIE0| A= 18 M 0|42 eAE2 HH2E ot 52 = R BiE, 0|F-&7+HE,
CH7| 2 If-CHE AMAIHOIAM I RACHE 18). Al™2 Z[CH 2 A7HX|Q| S7H 2t &7

Nz T2 21t

A%
ozt
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UK B

Xl 14 =0 A ASAS40

M 14 0| =8 O|X} FIHH=:

ASDAS-CRP
SPARCC MRI (M7 2HE)
BASDAI 50

SELECT- NSAID-IRP<
= 15mg | xix s3y2
AXIS 2 (314) o| ok

L

BASFI(7| &
AS &to| &
ASAS A2 X|==
ASAS20

BASMI(H = 7t&d

)

ro
m o

fot

0% ox

Ao
o M i

T oR

> o

g

Q_I-

1

ol

N

N

£

< 1A

=)

Of

il

rio
A
rr
0
rc
olo
>
ot 0x
rn
=
A
N 0F
b o
oA
0z
0%
rot
Ras
[P
=
Hu
Yl
1o
s
~
1A
rr
A
N
O
o}]
02
>
2
)
o
>
>

J

NSAID Off 25 2%t 2h-20| JAUAALE NSAID O ELHLO|AALE 27|91 kXL
c H|O| AEIRI0| A, 2tXt & 29.1%7t ¢sDMARD € HE& £0f $0| 1, 32.9%7F bDMARD

SELECT-AXIS 2 Of| A, [2foj H|3l O] 2F 15mg = &
Xl 14 0| ASAS40 EtES= SHEMCH (B 19, O 6
et ASAS40 2 2™ X 2 O o 2 HH80| &

AN FofotA|l B B2 HIE0]

o
—
g Y ANE2 2= 5ES0 2H

68/99



obbvie

0| & 15 mg 22 K| =3t

X
Bot, HH S32l §F 87t 85, 7Is) X M 14 0| M BASDAI & =&t

=8 oA T =l ALt

A k0] HISH 7§ ASAS T+ Q4 (BHXtQ|

Ol k15 mg ol REd2 d4, HO|ARIRl BMI, HIHARMSEIN &4 HFAEE| T4 7|7
HlO|A2FR! hsCRP, AH7| S H A& AALY MT 2EE 3 0| bDMARD At Erelgel Jo
o MU M YBEIRULCE
13 6. ASAS40 2 FMdot 2t Xto| H|&

60 -
# 50 4
"]
=
s 40 A
j-9
E 30 4
b= [ (TR o YTTTTITI0N 0
5204 e
@Y D
B | e 2
A 101 g e Oeeer”

0 T T T L) T T T 1

0 1 2 4 6 8 10 12 14
Weeks
—e—RINVOQ 15mg  ---O-++ Placebo
H 19 i HEE
@lef UPA 15 mg
(N=157) (N=156)
ASAS40 (%)
M 14 F 22.5 44,92
Xl 52 &= 427 62.8¢
ASAS20 (%)

M 14 F= 438 66.7°
Xl 52 F 52.2 68.69
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M 14 F 76 18.6°
X 52 F 17.8 35.3¢
BASDAI 50 (%)
A 14 = 22.1 4232
M52 40.1 55.84
ASDAS-CRP (Hi|O| A 2}QI CiH| H3Y)
X 14 -0.71 -1.36°
X 52 F -1.23 -1.80¢
ASDAS H|Z&d Azt (%)
M 14 F 5.2 14.1°
X 52 10.8 32.7¢
ASDAS R2 &Y ZHHE (%)
A 14 = 183 4232
X 52 32,5 55.8°
ASDAS =2 i (%)
M 14 = 8.5 23.7¢
M52 20.4 37.8¢
hsCRP mg/L (H|O|22tQl CHH| M3}

M 14 F -145 -6.50¢
X 52 F -2.62 -6.91¢
e ChEM-ZH p<0.001 O] &F vs 92 H|

b ChEM-ZH p<0.01 O] 2 vs 2|9f H|
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< H= p<0.001 O] 2 vs Hf H[In

¢ Y= p<0.01 O] & vs ¥ Hl

O|2d HItH=0| 42, Antes CHE M E =&t H|USX N E EHE o A5H
Lot A2, Auts e £ 242 ot =8 L2 2 AHE% HjojAztQl ChH| X &
Ha B HalE EOfE &

a8 & 190 HA|E B7tH0 o5l E7hel Biet Z20] 2 HZF R X Z AL

H 20. ASAS Bt32| 4 24 (H|o|A2tQl CHH| Ho Hal

on 9| of UPA 15 mg
in (N=157) (N=156)
A 2 Eof ot etxte| SH Bote
M 14 F -1.87 -2.89¢
Ml 52 = -3.30 -4.27¢
HH Soigl 852

A4 = -2.00 -2.91¢

Ml 52 F -3.46 -4.22¢
BASFI?

M4 = -1.47 -2.61¢

N 52 F -2.74 -3.714
Rl

M 14 F -1.93 -3.05¢

H 52 F -3.38 -4.03¢
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=

o
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c LS8 =8 p<0.001 O] 2 vs

=2 p<0.001 0]

4o

d

H| O] A2t CHE| A1

gotet

= Ml 14 30| A BASFI =2

=
=

15 mg & FOE2 2A=2 A0 Hl5H ® 14 =0 A S

|O|=
2

SSOM molet 7S 2RI ol2e

0

| BF X 2 F0A,

ot

O 3% M 4 F0|A ZHE ALY,

Mz 4ol E(ASQol)

23y

15 mg = FOE2 2A=2 A0 Hl5i X 14 0 A

L

ol
(@]

2 ALt

oF T[= oA

=X
-1 O

T2

~
O

15 mg & FOE2 2A=2 A0 Hlo X 14 =0 M FACIT-F

o] A2kl CHE| o 2 7%

L

ol

FACIT-F Q| 7jM e

=x

!

A O]

S3l2] 53, ASQol, ASAS HZ X

BASFI, MH &

2 AT 7] | ALY,

XSS 120 HI8H 14 X0 Maastricht

2 S83= M

2

=(MASES)2| H|O|A2tQl CHH| &

~
=

& Aoz LEtRH. S f&Fg2| /42 2 E7HA] X = AL,

ol

BRRAR0| o A &

%0
KIr

=

Klo
B0

F32 €= MRI 2 B7HEY 2D SPARCC 2| H|O[22+Ql THH| Hot2 B®H | RACt O]

HE|ACE

.
a2

Klo

Ko A
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A 14 01 M, O] €f 15 mg & FOR2 BHAS2 2/f0]| Bls] MY 220 BS =2
olot 70 EERACE MRI 2 BItot §F 2 2 EIHA| FX| 2| ALY

OtEm| mFed
Ol 2% 15mg X30mg1¥ 13 £E0{9 S
SEXLO M| Ml 49| 3 A 2AH2| Ui, O|F-=7tE, CH7| 2t LMAI™HOA HILE| AL

(MEASURE UP 1, MEASURE UP 2 & AD UP)(E 21). 0| &2 ZA AEZ MM (K|
%—*E SES0AM S OlED| TR (AD)O| U= 12 A OS] HAE 542 H(1 X} BA 344 B)

P 4o
ot
0x
L‘,J_
re
|'>|
0x
rlo
B
n
\l
[e°)
o
N
>
o
Yl
10

X 18 M| O]&to| 2l 2,240 BOA BI7HE| AL H|O[A2FRI0) N, 2tAS2 CHZ0| 25 RA0{Of
Er 00IM 4 2 B7I5le S5 HE2Z AD £ MUtH o2 HItsts(ZH dal/7Arad U

F/7ta]) A+ B2 BIHVIGA-AD) B==>3, &7 22 A ST T X[F=(EAS) H=+216
47H9_I CHE MK 220 2X =t 2F/77dd, 8 X EfMzte ot S5
Gotots e ), AL HETHYESA) H#>10% d2(0 F2

A (NRS) >4,

> >0+

N LAANY BEO|A, EXH= 16 7 0] &F 15 mg £ 30 mg, E£= 483t 21 ¢

FO| 2ACE AD UP A|RO|M, SXE2 HE T4 DEE|ZAHE0|E(TCS) E3t

UL O|F-=7tE 7|2t &tm 7, 22l O] A2 FXe| i E SHXE2 N 136 FIHA|
B8HS ALK FOLULE %IﬁiL SIXHE2 A 136 FIHX| O & 15 mg =+ 30

mg = FOHZE 111 HEE HEE Y AL

—_

g
ol
o

ofn -m
ot ne

=

Al Nz T2 21t

Al
ozt

MEASURE UP 1 | O] 2 15 mg Xl 16 FOIAM 3& LKt HItEHS

gl 0| 2f 30 mg
ofot EASI 75
o}

MEASURE UP 2 vIGA-AD 0/1

T8 O|X+ Bt (M= FA|Z[X] B2 2 M| 16 0 M)

—

EASI 90/100
Xl 2 =0l A EASI 75
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EASI 2| %3}

SCORAD 2| %5}

M1z 3 A 16 oM X[ 225 NRS 74> 4
A 2 €30 mg), M 3 L(15 mg)oll Al X[

JHM > 4

ADerm-SS TSS-7 7iM > 28
ADerm-SS L|& &5 7fM> 4
ADerm-IS =M 7§44 > 12
ADerm-IS EMZE HEf 7i4d> 11
ADerm-IS € =5 JHM > 14
POEM 7HH > 4

HADS-A< 8 % HADS-D< 8

DLQI 0/1
DLQI 741> 4
AD UP O] 2F 15 mg |Ml 16 FOM S5 LA E7tH=
O] 2F 30 mg
ol EASI 75
vIGA-AD 0/1

T8 O|Xt Yot (h= HAILX] &2 o A 16 0| A)

o

M 2 F2t X 4 F0| M EASI 75

X 4 =2t | 16 0| A EASI 90

EASI 100 (30 mg)

EASI 2| %3}

H1FE M4F M6 FOM 2 245 NRS 74> 4

x|of AQ%= NRS Q| % B}

9f0]: SCORAD = OtEI| L2 Y =, POEM = oA} S 57 54, DLQI = |21t &2 &
3

HE ADerm-SS = OIEI| |2 T4 HME, ADerm-IS =
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Ct=o W A4AI™ (MEASURE UP 1 5! MEASURE UP 2)

MEASURE UP A|&0JA], O] 2 15 mg & 30 mg = S22 SHX0| A 2 20f| Hs| F2lsHA
O =2 H[&0| X 16 F0AM vIGA-AD 0 =& 1 282 FEI}A 1D EASI 75 & H I YCHE

2{eFol| Hs m& HH AMOl HHE T M (K| 2 FO|M EASI 75 2 H2|)0| F EF ZFO0AM
S| ACHp < 0.001).

—_

0] & 15 mg &=+ 30 mg o2 T2 SXtoIM | 2fof s Fol5tA =& H|Z0|

M 16 FOM 7t 2 | Moz o0 AUes HH(EY AUS NRSHAM >4 - a2
Ho|)2 Fdst3Lt F DO M @efof HIs| 7t 22| HE 7H“(I1I 1O AM %[}
A= NRS Of|A] > 4JH Az do))2 st (p < 0.001), O X}O|= HF=™ O] <F 30
mg = AIZSH = 1 (R 2 Y, p < 0.001)1} O] 2 15 mg = |75|*6J—_?h— A3, p<

XZ2 =7 16 F S0, 0] & 15 mg =& 30 mg 22 F0{2r2 SHXL0| A Q|2F0f HIsH, REtO
AMMoZ o|0| U= ABHEASI> 6.6 T7HE Ho|=, EH Zd Azt(flare)E YT HIE0|
FOISHA M RALCE (p < 0.001).

a2 7o A8 82 X|CH 16 FIHX| EASI 75 B0 EESt= kAol H|g1f %[ AYS
NRS O A > 4 ™ 7§44 0| Qe BHXtO| HIES 22 LIEFLH ALCE,

B 22 M 16 F0|A O] &f =@ Ao Rad 21t

A MEASURE UP 1 MEASURE UP 2

- PBO UPA UPA PBO UPA UPA
- 15mg | 30 mg 15mg | 30 mg

S22 ™ E 2t} = 281 281 285 278 276 282

S XF %

vIGA-AD 84% | 481% | 62.0% | 47% | 388% | 52.0%

0/1 ab

EAS| 752 16.3% | 69.6% | 79.7% | 133% | 60.1% | 72.9%
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EASI 90 81% | 53.1%" | 65.8% | 54% | 42.4%" | 58.5%
EASI 100° 18% | 16.7%" | 27.0% | 07% | 141% | 18.8%
%|9f 2%F NRSC 11.8% | 522% | 60.0%" | 9.1% | 41.9% | 59.6%
(> 48 7HHM) N=272 | N=274 | N=280 | N=274 | N=270 | N=280
55% | 36.6%9 | 47.5%9 | 43% | 26.9%9 | 44.1%9
*|ot 2%F NRS 0 & 19
N=275 | N=279 | N=282 | N=277 | N=275 | N=281
B UEE HL}(SE)e
EAS| -40.7% | -80.2%' | -87.7%" | -345% | -74.1% | -84.7%'
228) | (1.91) | (1.87) | (259) | (220) | (2.18)
-32.7% | -65.7%' | -73.1%" | -28.4% | -57.9%' | -68.4%'
SCORAD
233) | (1.78) | (1.73) | (250) | (2.01) | (2.04)
-26.1% | -62.8%' | -72.0%" | -17.0% | -51.2%" | -66.5%"
Z9F A%F NRS
(5.41) | (449) | @441 | 273) | (234 | (231

Q

S HEE AR AA =8 EQE &
bHFSXH= VIGA-AD 0 & 1 ("R £
U SR Folgt
cN = H[o|A2tQl £ A2%4F NRS 7t > 4
4N =H|O| A2}l Z[9F AFF NRS 7t > 1

¢ % Hzt = H|o[A2tQl CHH

f[_l.x)k-l XI—I p < 0001 ol OF VS _C|>_|_| Hl_m_

O
9 = p<0.001 O] S vs ?|<F H[W

‘A2 MR1OIH 0-4 =AM HEOA > 2 - F27F

o
—
| 2[4 HE B HES ol
3

J8 7. BHEQH A|HHO0|A EASI 75 HHS S

MEASURE UP 1

Chad s
=2get
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Response Rate (%) and 95% Confidence Interval

13.3

Response Rate (%) and 95% Confidence Interval

Weeks
== Placebo —i—RINVOQ 15 mg QD —#— RINVOQ 30 mg QD

17 8 SHERY A0 Ao AS NRS:
MEASURE UP 1
100
N
N

Response Rate (%)

N
oA
ro

Weeks
=di= Placebo —ii—RINVOQ 15 mg QD —a— RINVOQ 30 mg QD

ehitel HlE

MEASURE UP 2

Response Rate (%)
3
'

40 4
304
20 4
10 _Ii)u'a"‘@"‘@'" el 0-..&...9 gy © 1.8 10 _ﬂ.-@--@'"@"'ﬂ---ﬂ" o= iy Gy 9.4
em @ B LT
P e oo
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16

Weeks

== Placebo —f—RINVOQ 15 mg QD —&— RINVOQ 30 mg QD

EA™ BEO A, O] &k 15 mg E= 30 mg = FOEI2

M 52 K| A &AM 2HE = RACE

=

T Al 2F0IM, StRIZ IS, Lo, 98, 2E
A

A

Weeks
=@= Placebo —#i—RINVOQ 15 mg QD —&— RINVOQ 30 mg QD

SHAHOIM Al 16 & Al

9 BOIRITIE ALSSH O[T Q| FA

X 2) LY

!

A= 2it= TA Ale ZEel Zitet EX[SHRIC

H ZATZE|TZAHZO|E(TCS) AE(AD UP)
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AD UP Of| A, O] 2f 15 mg + TCS &= 30 mg + TCS & F0{t2 %XHHIM ?
Fo2t2 sixtof Hlsh 72|5HAH =& H[=20| H| 16T01| VIGA-A H
EASI 75 & EMSIRACHE 23). I + TCSOf Hsf m|F HEH A4
EASI 75 2 F2o|gho| & 8% EF0|M HEE[RUCHp < 0.001). E |

DA 212 + TCS Of HS Of &= EASI 90 gH8 H|E2 23t RACHp < 0.007).

O] 2 15 mg + TCS EE= 30 mg + TCS & FojE2 %XMIH e + TCS E F0iEH2 SRt

HISH 7olotA O =2 HIEO0[ XM 16 F0M 7I=Z2| ™= o[O] /e HE S 24S
NRSOlA > 4 4= Folehof =SSHACE 9|9 + TCS Off Hlo| 7t g2l wWE 7§
(K10 =[S AT NRS 2| > 4 - Ha=2 Folgho| & 8T ZF0M HEE[RACHp <
0.001).

g 9ok I8 102 X[t 16 F7HX| EASI 75 r%% 2dct 2Ate| vt A A Y

—_ —

NRS Ol A > 4 & 7HM 0| Q= SHXtO| H|2S2 242} LIEHHCE

ol

H 23816 T0|A O] &f + HE TCS 9| Rad A1t

Xz Q9 + TCS | UPA 15 mg + TCS | UPA 30 mg + TCS

Q| B ™ E A|™CH&RE 5= 304 300 297

VIGA-AD 0/120 10.9% 39.6%" 58.6%"
EAS| 75 26.4% 64.6% 77.1%'
EASI 902 13.2% 42.8% 63.1%'
EASI 1007 1.3% 12.0%9 22.6%'
Z[ef A2F NRSC 15.0% 51.7%! 63.9%f
(>4 F 7fHM) N=294 N=288 N=291

7.3% 33.1%9 43.0%9

N=300 N=296 N=293
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EASI -45.9% (2.16) -78.0%" (1.98) -87.3%' (1.98)
SCORAD -33.6% (1.90) -61.2%9 (1.70) -71.0%9 (1.71)
Xt 2LS NRS -25.1% (3.35) -58.1%" (3.11) -66.9%' (3.12)

Q

DR U™ El A AR 2 ECHZ &
bHFS K= VIGA-AD 0 == 1("HR" EE= "ol THR")0|H 0-4 =A B0 > 2 & A7}

A= Atz Fo

—_

= H|O|22tel x| 2%F NRS 7t > 4 @ A} =+
¢ N = H|O] A2l &9 A NRS 7 > 1 21 2HA} &=
¢ %ot = H|O]A2tQl CHE| 22 H& B WEE W3}

(OS5 E-ZH p < 0.001 O] & + TCS vs Y9 + TCS H|w
9 W2 p <0.001 O] ¥ + TCS vs /< + TCS H|

12 9. AD UP A|EO|A EASI 75 EHE0f| =&t 32Xt H| &

100
= W
: +—Jn.
§ +—J.
:
-
£
% - -}-m-m-----r---]:m-t
§
:
- e =
Weeks

ol Placebo « TCS === RINVOO 15mg G0 « TCS === RNV 30 mg QD « TCS

121 10. AD UP A|EHO0|A] X2 AU= NRS 2| > 4 ™ 7§M0| Q= 3HX}o| H|ES
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100 -
&0
B0
Ta
£
B ©®
-
[~ 4
g 50
T 40
[
0
0 M O TECL T N
J-}L—H.l?“l“npq:.:u-_l":-I,m.u"}" L & ‘r&r!' '-m-itﬁ 15-n
10 - -
-."'.J.'
o

- - - . - - - . - ; - r - - - ' -

0 1 2 3 4 § & T 8 9% 10 11 12 19 14 15 16
Weeks

-H.ﬂ-'PHtIIH*T{S-.-Rmmi&mm*T{S—-—RmmHmm-T{E

AD UP O M ot (HF, LtO], 2, 21F, X HAAXNHME ArEe ojHel M X=) U X2
Rits A AlY EEHe| Zoret LX|SHACE

0] 215 mg E= 30 mg2 FOZ2 AU HRHE T 202 335 Yt 475 )= B
2)of HIsh 16 = 7|7t S SA| EASI 75 BHS 22 TCS AHEO0| 8l 0| f2I5tAH o

RUACE.

0] 215 mg 2= 30 mg 2 FOZ2 A HXI0M M| 16 F=2| ALt K| 52 FIHA]

-

MEASURE UP A[&0f|A{, O] ©f 15 mg EE= 30 mg 2 F0{2F2 AR CHRIO|A 20| HsH
FOI5tA =2 H|E0| M 16 FO|AM AD S4nt 747 23 42| Hof CHE AD 2 0l A
gadHoz o0 Yes 445 HASHALHE 24). 0| 4= FOIZ2 2HXHOIA 2/ <Fof BSY
Qol5tA =2 H|E0| X 16 F0| A ADerm-SS TSS-7 U ADerm-SS H|& EZ50 2 £X3t AD
S ST L2 E o0 U AAE FESRALCE 0] A4S FoZ2 SHXI0|AM 2| 2o

2
nk
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HISH Xl 16 F=0ilAl ADerm-I1S B9 H+2 580 +H, 24 &35 3 MY LEfof Thal

SHAZE 205 AD of oM 230t ALt O[2F FAFSHA,

M 16 0l Al ool HIBH, O] Sf5 FOiy2 At I &2 H|=0[ POEM 1t DLQI 2 FF¢t
x

22 |
AD S¢ Bzt 717 23 a2l oM PH2=z ofORU= 7H0[ ARALY.

Aoz ofn| 9 UaE

AGIALCE HO]A 2RI HADS-EQ &=
oF I £=X|)Ql 2kX}0f A, O] 2 15 mg
=2 H|E9| 2Xt=0| X 16 U A HADS-=¢2 & HADS-

B 24 M 16 0| M O] of Ch=a @ A0l 2hAr-22 Zut

Al MEASURE UP 1 MEASURE UP 2

UPA UPA UPA UPA
X2z PBO PBO

15mg | 30 mg 15 mg | 30 mg
S22 Hi™El AR o= 281 281 285 278 276 282
8-S At %
ADerm-SS TSS-7 15.0% | 53.6%" | 67.9%" | 12.7% | 53.0%" | 66.2%"
(> 28 & 7fHM)ab N=226 | N=233 | N=246 | N=244 | N=230 | N=234
ADerm-SS I|&E £F 15.0% | 53.6%" | 63.5%" | 134% | 494%" | 65.1%"
(>4 8 7HHp N=233 | N=237 | N=249 | N=247 | N=237 | N=238
ADerm-IS =M 132% | 55.0%" | 66.1%" | 124% | 50.2%" | 62.3%"
(> 12 8 M) ac N=220 | N=218 | N=218 | N=233 | N=219 | N=228
ADerm-IS ¥4 =& 20.3% | 65.0%" | 73.2%" | 189% | 57.0%" | 69.5%"
(> 14 8 7~ pd N=197 | N=203 | N=205 | N=227 | N=207 | N=223
ADerm-IS Z+7 &FER 19.8% | 62.6%" | 72.6%" | 16.7% | 57.0%" | 71.5%"
(> 11 8 74H)ae N=212 | N=227 | N=226 | N=234 | N=228 | N=228
DLQI 4.4% 30.3%" | 415%" | 47% | 23.8%" | 37.9%"
(DLQI 0/1) N=252 | N=258 | N=261 | N=257 | N=252 | N=256
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bLAl 29.0% | 754%" | 82.0%" | 284% | 71.7%" | 77.6%"
(248 7fH)e N=250 | N=254 | N=256 | N=250 | N=251 | N=251
POEM 22.8% | 75.0%" | 81.4%" | 28.7% | 70.9%" | 83.5%"
(248 7fH)e N=276 | N=278 | N=280 | N=268 | N=268 | N=269
HADS

143% | 455%" | 49.2%" | 11.4% | 46.0%" | 56.1%"
(HADS-A < 8

N=126 | N=145 | N=144 | N=140 | N=137 | N=146
% HADS-D < 8) 9

XEE IK| 22 22 dodF ez S X0o[(MCID)O| i FdtH BtES 585t= O AFEE.
°N = H|O[A2Ql H==7F MCID O & @l 2hX} =

b ADerm-SS TSS-7 2 A= &¢t 7122, Mo/U= ¢ 7t 2, IR 85, O|& =&, 0|&
T2 Qs §F, A9 mF, W AD 2 QI3 n|f HAES HIte

c ADerm-IS =T AD £ ¢Iot 57| og{g, =3 I A Ho| = AS Eote.

d ADerm-IS Y& 252 71 &5, MM 5, A2l s X S0 ot AD 9| deks Hoteh
e ADerm-IS M HEf= AD 2 QI8 Xto|A| E=7t 8Bl £53 Hoteh

fN = H|o|A2t2l DLQI B2t > 1 Q1 X} ==

9 N = H[O|A2}QI HADS-A & HADS-D > 8 QI &HX} &=

hCHEM-ZHE p < 0.001 O] 2F vs ?SF H|

Had gt

S5 LM 55 OLELD IR HO| U 12~17 M EAHE F 542 HO| M 42| 3 &F Al TEHO
4N 2% BEEALH, 1 X 242 0] T 344 HO|M BItE[RUCH 1 X+ 240 s E =
HAEHLS CHEQ¥o2 o= A FZE|FAHZO0|EQ HEOZ 0] & 15 mg (N=114) E=
30 mg (N=114) £&= &485t= YL (N=116)2 FOHUE FE| HEZ(ACL FEH2
YA dolof M Lte| ACHE 25). AEHO0|AM O dEhs E42 LutH o2 Jolof A2t
FASHRICE ME0[ 40 kg O| 2O EAEHDE 12 M| O|2te| OFEL| T2 SHXLO| A 0] 2o
Mgt Red2 dE XA F/UCE

# 25 A 16 FOAM Y2HOM2f O] %o R=d 21t
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NE: MEASURE UP 1 MEASURE UP 2 AD UP

PBO UPA UPA PBO UPA UPA PBO UPA UPA

15 30 15 30 TCS | 15 30

IIE:.LL mg mg mg mg | + mg mg

+ +

TCS | TCS

FA9 i gE | 40 42 42 36 33 35 40 39 37
SENCIES

vIGA-AD 0/1 75% | 381% | 69.0% | 28% | 424% | 62.5% | 7.5% | 30.8% | 64.9%

EASI 752 83% | 714% | 83.3% | 13.9% | 66.7% | 74.5% | 30.0% | 56.4% | 75.7%
x|t 154% | 45.0% | 54.8% | 2.8% | 33.3% | 50.0% | 13.2% | 41.7% | 54.5%
2SS NRSC N=39 | N=40 | N=42 | N=36 | N=30 | N=34 | N=38 | N=36 | N=33
(248 M)

a DERFO| UM Sl A|SICH AR} 2 ECHZE &t
bHFS K= VIGA-AD 0 = 1 ("R == "HO| THR"O0|H 0-4 =M HEZO|M > 2 ™ HA7t

cN = HO|AZQl x|t A%F NRS 7t > 4 Q1 2K} 5

O] 15 mg £= 30 mg & FOHU2 2EHHM X 16 2| Zat7t M| 76 F77HX| 7 X =| AL

O

o CH|2 OIS -=7HE, ?9-TH= RISAI= oA

Q9 A" UC-1 Y UC-2 o 8X|18Y AlE UC-3. E3t 0]
&0l UC-4 O A HIHE| AL,

ol mE g g2 871 g8 Al

Ao 2= £ Mayo B 4(adapted Mayo score, aMS, 2JAtS| MEHY HILE X Qo
Mayo B A|AENE 7|HIO 2 SO, #H= 0 0| 9 X2, 242 03 &)l A 3(0f <

[
S35)22 7t AT 3712 5te =7 AULE. : BIRHEBI = S5t2|F ==(frequency subscore,
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SFS), &= 62| ™= (rectal bleeding subscore, RBS)2t LHA|A Z 1t &} & ==(centrally-

reviewed endoscopy subscore, ES).

() =28 FIARFUCT It uc-2)

UC-1 1t UC-2 HTO0IM 8 F &0 2HXt 988 F(ZtZh 473 F Bl 515 F)2 2.1 2| R0l &Y
HZ2 0] 2F 11 sal 45mg EE= A2 FAQ| HIFE L0 Rad 2M0| ZaL|ACE ZE
SEEH SAXNE2 ES2 E= 3 I aMS 5 FOM 9 TR Holkl= 5830M 552 &=
At CHE Y =X r 2 O|Me| EHA X R EE|ZAHZE0|E £ HIYAH A S2| K| =)
H/EE WESANA K=o Cist £MHSH ELS, 8189 &4 E= 2L S ZEet 0|
Kz JIE B0t &4 129 O|F HESHN A Xz HIf(o|™ HSSHHA A HJif)E £ 2
SHRH= 2} 52%(246/473)2F 51%(262/515)7F 2 E| AL X[ 1 29| WESHEK M E H 2o

1

O|™ X|=0f Hufst 2XHO|™ M2atA XA AMif 4 AS)= ZF 48%(227/473) A
49%(253/515)7} Z=atz| ALt

UC-1 2} UC-2 Q| H|O|AEIRIN| M= 2ROl 39%2} 37%7F Z2E|ZAH Z0|EE, $HX}9
1.1%2} 0.8%7F HAZHEKME, 68%2t 69%7} Ot0| & 2| M O|EE F0f HFQUCH 2HXto| A H
SH = 2RO 61%2t 60%H M B53(@MS <7)0| 1, 2Kt 39

1, 9%2} 40%0 A BZ(@aMSs
>7)0| AL,
AMAY SO HYM & SXE0AH Y2t @, OIXtE|EE, 6-HELEFE], HH
FAHEE MY FEEIDAHZ0|E| HE2 S EX|X| A/ULCE
L2 HIotHs= 8 TAO|M S| aMS YA 2SH(SFS < 1 0|11 H|O|AEQIE L A X|
S, RBS = 0, Mo 20 QIO ES < WAL LXt 54 WI1 A1 8! =8 o[kt f=d
7t Aute= H 26 0F 2Tt
H 26 928 AMAI™ UC-1F UC-2 A X| 8 X0 YXt Bl 2 Ok G2H
HItHFE SFSHE 2Ol HE
UC-1 (U-ACHIEVE) UC-2 (U-ACCOMPLISH)
_ UPA UPA
It PBO X|& Xt PBO X|& X}l
45 mg 45 mg
N=154 (95% Cl) N=174 (95% Cl)
N=319 N=341
A St YUY OfEtg B4
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O/ * o/ *
4.8% 26.1% 21.6% 4.1% 33.5% 29.0%
(15.8, (23.2,
27.4) 34.7)
0.4% 17.9% 2.4% 29.6%
9.2% 35.2% 5.9% 37.5%
o/ % o/ *
27.3% 72.6% 46.3% 25.4% 74.5% 49.4%
(384, 417,
54.2) 57.1)
12.8% 64.4% 19.3% 69.4%
42.1% 81.8% 31.8% 79.8%
& -It
o/ * o/ *
LHAIZH 7Y 7.4% 36.3% 29.3% 8.3% 44.0% 35.1%
(22.6, (28.6,
35.9) 41.6)
1.7% 27.0% 4.8% 37.1%
13.2% 46.8% 12.0% 51.2%
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22.5%

55.0%

32.2%*

(23.8,
40.7)

24.5%

62.2%

37.9%*

(29.8,
46.1)

17.5%

51.0%

20.3%

58.3%

27.6%

59.4%

28.8%

66.1%

6.6%

30.1%

23.7%*

(17.5,
30.0)

5.9%

36.7%

30.1%*

(241,
36.2)

1.4%

22.7%

4.6%

30.7%

11.8%

38.2%

7.2%

42.9%

1.3%

10.7%

9.7%*

(5.7, 13.7)

1.7%

13.5%

11.3%*

(7.2, 15.3)

6.5%

1.1%

9.2%

2.6%

15.4%

2.4%

17.9%
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*UC-1 1} UC-2 Of| A “O|™ M ESHH MM AIf"Ql bt == 2| 0M 242 78 F1t
89 0|11, 0| 2k 45mg F 00| A 168 It 173 HO| UL} UC-1 It UC-2 Of| A “O| ™
HEEA MA AL Y S ext =5 LTI 242 76 Y 1f 85 FO|1, O] &
45mg £ 0| A 151 H1t 168 HO| AL,

"p <0.001, ZFE X[E X}0[(95% Cl)

2aMS O A: SFS < 1 O| 2 H|O| A2} CH 3 X| §4F, RBS = 0, 2| E2dd 10| ES

IA
—

o
0

baMS 0| A: H|O|AZICIC 2 HE 2 A 0|4 & 30%0|4F ZASIT RB
AL O RBS < 1

CJél oto| SorE A 910 ES < 1

dGeboes 2| H|O|AZIRACZEEO| A RS2 0 0| A 54 AtO[2| Geboes B+E

AMR 10| WIbE.

= 1

wn

e Mato| 20y 0] ES < 1 0|11, Geboes 4= < 3.1 (2| (crypt)dl =572
HE0| 5%0| 20| Z(crypt)2| TH|, A, HY 52 |FO0LXZ|0| iS22 2[0|PHC})
fES = 0, Geboes = < 2 (2| S(crypt)at LI FEO| 2F577t el sit42| F7t,
(crypt)2| TH1|, FA Y Y 52 |O0IXZ0| Qs 2lO|stt)

A =Y AT

282 £ Mayo H(paMS)£ SFS 2 RBS 2 T-J EICt paMS 0 A{Q| 4Bt 2
HO|ABIQIC 2 EE 1 O|A, 30% O|Ar ZEASIT RBS = 1 & 0| A ZHASIALE LK RBS <
102 HOl=ICt X 28-S A|&F2 @20 Hls O] 2k 1 Y 13 45mg FOZO0IA O 2

HE2 2 FEE WILLCE (UC-1: 60.1% vs 27.3% H UC-2: 63.3% vs 25.9%).

LHA|ZX o2 Hat o|ato| HASHLIA|EA &slh= ES 71 0 QI Ao 2 ol QUCt 8 FXto)| Of
oF 12 13 45mg FHZOA ¢ CHH| R2|SHA =2 H|E22| 2 XI=0| LHA|EH S E
SRS CHUC-1: 13.7% VS 1.3%, UC-2: 18.2% VS 1.7%).

e
0}l
rn
0
|.|-|
fo
1%
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UC-1 2 UC-2 A0 O] 9 12 12] 45mg 501 8 F  YAUSS LN} 28t 5
125 3O BAS2 8 7O BY 2 AF RE7|ZHo] S o 1

|
X718 % KR O|3(5 16 5, 483%2| BX7} aMs YAUIS S LHHCY Of % 19132
S |

2tZ} 35.7%2t 66.7%2| BHAI7F aMS YAEFE S KX, 19.0% 2F 33.3%2] %Xf?f aMSs

AN Ao E FIUCL

N
= ot
0~
(Oa]
H 3
)
O
o m
r_['q- rO|'

F8 & R X|E0|A aMS
AE=2 A 52 F S 0] 2f 1
Ct Xt HItHE= 52 X0 A

I-I'I'

|.|-|
Ju o
4o

Ja
=

2
0
3Q

H27. X8 YoAE UC-30fA M| 52 X0 YA R F=Q O|Xt fad BItHs+E
S55l= 2HAte| HlE
X2 X}O|
UPA UPA X2 xto
PBO 15 mg vs
15 mg 30 mg 30 mg vs
N=149 PBO
N=148 N=154 PBO
(95% CI)
(95% ClI)
2 Y=t HYY UEE 5
O AFE{ T3 2 30.7%* 39.0%*
12.1% 42.3% 51.7%
(21.7,39.8) | (29.7, 48.2)
O Y=t XA
B 7.5% 40.5% 49.1%
Aof
O|F W=sH HA|
(o) o) [o)
ATy 7 glo 17.6% 43.9% 54.0%

N = 54 N = 47 N = 58
22.2% 59.2% 69.7%

37.4%* 47.0%*

(20.3, 54.6) | (30.7, 63.3)
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olm weerxmy | N -es | N0 N2
- 13.6% 76.5% 73.0%
olF st My | N o34 | N=30 1 N=39
U 28.1% 49.4% 68.0%
N=54 | N=47 | N=58
ABE|FZHR0|= 35.4%* | 45.1%*
ofo| olare mse | 22:2% 57.1% 68.0%
HA Oo 1 -
(182, 52.7) | (287, 61.6)
olF Mesmyy | N | N=1rop N=2O
) 13.6% 70.6% 73.0%
ojn Megstx my | N3 | N=30 1 N=38
a1 # ge 28.1% 49.4% 65.4%
O o HAO
WA ZE-ZES S B
344%* | 463%*
L 74X Ald o, o, 0,
HAIZH 714 14.5% 48.7% 616% | 251 437) | (367, 55.8)
Ol d=<H A
Ay 7.8% 43.3% 56.1%
=
O d=5t4 A
O, O, (o)
Ay 255 912 22.5% 53.6% 66.6%
EEISHE_ LA 2 238%* | 37.3%*
11.9% 35.0% 49.8%
o 7R e (14.8 32.8) | (27.8, 46.8)
Ol d=<H A
Ay 5.2% 32.9% 47.6%
=
O d=s A
o) O, (o)
Ay 25 912 20.0% 36.9% 51.8%

89/99




obbvie

O/ * O/ *
X LA ZOJA] 13.0% 13.6%
. 47% 17.6% 19.0%
Haf s f (6.0, 20.0) | (6.6, 20.6)
O|F =St A A
_ 2.5% 17.2% 16.1%
A|u_H+
=
O|F =<t XM
(o) O, [o)
A 3 e 7.5% 18.0% 21.6%
0| ™ WESH A M A A Rl etAF == (Tt O] & 15mg, 30mg FHTZO|A 242t
81,71, 73 HO|C}. "O|F MEtH MK Hif 4 913 2 exp =& f|f=tat o] &
15mg, 30mg F 0T 0[A 22t 68, 77, 81 HO|C}.
"p <0.001, ZFE X[= X}0[(95% Cl)
2 aMS Of A: SFS < 1 O| 12 H|O[A2}QIECE I X| 47, RBS = 0, HHC| S0Hdd 10| ES
<1
bR Y ZTEATOAM LSH ASHE ZEo A T 52 FOA aMS LAE Sh
‘R 28 SEAENM LA BSHE ot AL T 52 FO0M aMS Lo el A
52F 2™ 90 & O|A AZE|FAHZ0|E FOSIX| U2 HL
d -9 SotEd 80l ES < 1
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[
C
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2SI E TS RUCH24.2%, 25.9%, 5.6%).

(3) 7| A% A™H(WUC-4)

7| AE AI™OAM X|EHH0|1 QFYA QI HH-Z0| ZHEE|}2H, O 2f 15mg = 30mg 2
EOogr2 SIXLOAM [T 3 H SO FX| & ACH
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28 =5 (APS) > 2, JE|—T'— 20| CHgh Shes LHA[Z T (centrally-reviewed Simple
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dolk|= S5T0A 552 29 AEY 2XIALY
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-
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CD-1 0|, 2 E 2HXHE0| 1 7HX| O] &t M2t KX X200 252% 282 EF AL
=LHMLO|UCHO|M HZ2SHA XA AIf). XS &, 61%(301/495)7t 2 7HX| O| 9| H=otH
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- O 1
HHO 252 23S ERALE U -OIRALY.

CD-2 Of| A{, 2FXI2| 45%(239/526)7t 1 7tX| O|&to| M=stA XAl X 20| 252 HH32
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5 A" 250N, Hjo|AZRI0 M ZEE|ZAHZEO|EE FOH2 SIXE2 X 4 F2H

JE2E|DAHZO|E MU QBE A|ZRALCY

1 AA

F A= 0l Y45 mgS 1213 TN X 12 IO A{2] SF/APS of [HE 4
HS(QUEA 0| P2 B = WA H SFO| >30% A /= AT APS O >30% 44
O D= H|O|AELQ! CiH| &X| §%S)S FESHA| X3t SHAHE HY 22 0] &F 30mg 2 1 ¢

=2 O
12| BO5ts 123 A F£0] 7[2H0] Ze ULt
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r

CD-1 X CD-20|M, 35 LAt H
HE2 220 |5 O] 2F 45 m
CD201|A1 SES-CD 0-2 g8 Ehdst

2 |82 0] %45 mg S
19%)01 A ?If (22t 0% X 5%) 2L

H28 70 AlE CD-1 8 CD-20|A 2Xt 8l £t gad BItHSE S50 2HA19| HIE

Al CD-1 CD-2
- (U-EXCEED) (U-EXCEL)
UPA UPA
PBO X|& o] | PBO X|Z X0
F0lz 45mg 45mg
N=171 (95% Cl) | N=176 (95% Cl)
N=324 N=350
M 12 FoMel 35 LA BotHS
[0)
26% 29%
U el 2 14% 40% 22% 51%
(19, 33)* (21, 36)*
Ol ME3tHE  HK| N=78 N=161 33%
2 14% | 47% (22, 44)
O|M MEsI™ HF| N=98 N=189 26%
dif 29 8ls 29% | 54% (14, 37)
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31% 33%
LHA| AA HES b 4% 35% 13% 46%
(25, 37)* (26, 40)*
ojd MBstM  HA| N=78 N=161 29%
cEl 9% 38% (19, 39)
o|d MBstM  HA| N=98 N=189 36%
Al 4 el3 16% 52% (25, 46)
M 12 MO =7t fad HIHS
CDAI 0f mp2 Q4+ 18% 21%
Shan 21% 39% 29% 49%
2ol (10, 26)* (13, 29)*
23% 20%
QlAF HEZ(CR-100)¢ 27% 51% 37% 57%
(14, 31)* (11, 28)*
AEZE|RAHZ0|E N=60 | N=108 30% N=64 | N=126 33%
2l0] AYH 2| 22 7% 37% (19, 41* | 13% 44% (22, 44)*
17% 22%
LHA| A=A 2ol f 2% 19% 7% 29%
(12, 22)* (16, 28)*
N=171 | N= 322 17% N=174 | N=349 20%
Mot X|g 9
0% 17% (13, 271)*** 5% 25% (14, 25)***
T Ul "I
23% 21%
H 4 F0f U™ ol 9% 32% 15% 36%
(17, 30)* (14, 28)*
21% 12%
H| 2 0fl CR-100¢ 12% 33% 20% 32%
(14, 28)* (4, 19)*=

9f0{: PBO = ¥/, UPA = 0] 2 (upadacitinib)
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o — = O
fSES-CD < 4 ™ Y H|O|AZ}QI CHH| XA 2 M Z4A Sl of[{st 7|8 HLME SHI ™S >
1 40| otd
9 H|O|AZFQl A] SES-CD MY HEH S ™ 4 >1 Ol ShXtO|A SES-CD Y BEH o1 ™4
0™

CD-39 a4 2M0A 0] 2f 45 mg— 12FH12 13 RERBOZ F0{5t10 SF/APS O
e A HES Fdot 2tXt 502 B BIHSHRULt 2HAHE2 52 F7F 0] 9f 15 mg EE&= 30
mg 1 ¥ 1% E= 2 F0{Z20 XH%&% Hi S =| ALt

Ui Ty YHE U F4
35 UK WP H 52 FOIMO QAN BejS LA BRI HIBL o0 Hiey O] o
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O f 30 mg & FO{E2 &AtZ2 %0 HIoh X 52 F0 M| FACIT-F B2 58¢
I 20fM HlojA2tol ThH H 2 74 S =AU

H29. A2 Y A" CD-3 M H| 52 Fo Mol LA & =t fud B7tH+E S50
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5& LA HIHH
22% 32%
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(14, 30)* (23, 40)*
N=126 N=124 N=127 24% 34%
Ol =X A i
9% 32% 43% (14, 33) (24, 44)
O|M MEsHN mA Alm Ay N=39 N=45 N=41 12% 26%
BlS 33% 44% 59% (-9, 33) (5, 47)
21% 34%
LHA| AH HES b 7% 28% 40%
(14, 28)* (26, 41)*
N=126 N=124 N=127 19% 35%
O|™ M=sot& XX Aof
4% 23% 39% (11, 27) (26, 44)
O|M MEsHN x A Am Ay [N=39 N=45 N=41 22% 26%
BlS 18% 40% 44% 3, 41) (7, 45)
FIt It
24% 33%
CDAI 0 [} E A4H 26| < 15% 37% 48%
(15, 32)* (24, 42)*
27% 36%
2l Ak HEZ(CR-100)¢ 15% 41% 51%
(18, 36)* (28, 45)*
JAEE|ZAHZ0|E 10|
o i 14% 35% 45% 21% 30%
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**p < 0.01, ZFE X|= X}0[(95% ClI)

x B2 p <0.001 0| 2 vs [9f H|w, ZFEl X|= X}0[(95% Cl)
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s o

@ AW SF <2.8 U APS <1.0, D21 2 F H|O|AEIQI CHH| &X|
b O QB Al O|A HO|AZIRI CHH| SES-CD >50% ZA(EE SEQ 8 A 0|A HO|AZD
Al SES-CD 7 4 QI X0 A2, R =2 AH0|M H 0|22l ChH| 2|4 2 M Za)

< CDAI < 150

¢ CDAI 7} Hj|Oo|A2tQl CHH| >100 B &4

e X 52 F AU AMH TS| 2 AN 90 Y7 TZE|FAHZO0|EE EOSIX| U2 HL.
Y Aol Ho|AZIRI0NM ZEE|ZAHZ0IE

oF 15 mg £ 0| 72| 38%(N=63)2} O] &
5%(N=61)7 X 52 & % QAHA atsf 2
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9 SES-CD < 4 ™ Y H|O|AEFQl CHH| X4 2 ™ LA Sl oj[{st 7| HLME SHI™E S >
1 40| ot

hH|O|AEFOl Al SES-CD HIY¥F HEH 5™ 4= >1 MOl 2XI0f| A SES-CD HY HEH 5™
0X
i OIAFKA |
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Rl ol 3L LHAIB S 2ol

CD-1 % CD-2 Ol A H| 12 FOAM 2| O] o F=Q 0 CHs SF/APS Of [HE 4 EHZ O
LIEFLEX] @2 2HAS (122 B)2 F7H2 12 372 0] 2 30 mg 2 1 € 12 FO{>RALE O
SRS B, 53%71 Ml 24 FOIM A BHE2 SYSIRACE AT F0f 7|Ztof BIE2 ER}L O
2f 30 mg 2| RAIQYE AL &2 XS F, M 52 F0f 25%7F YHH HSHE

LHA| B BhSS EGotRALY.

HAIZE Bt

CD-30|M, &5 LA B7tEH 0 X 52 F0A 2] LHA| Y ESS Edet &Ate| HlE2
2|2fofl HIs 0] 2f 15 mg & 30 mg O °9|0}71| Gl =ACHE 29). M| 52 0| A 2] SES-CD 0-
2 Hg et extel H|22 0 2F 15 mg & 30 mg T (A2 11% X 21%)0|

AT (3%) 2Lt O = RUACH HO| L2210 Z2E|AAHZO0|EE AL S &S &

M 52 70| AZE|AAH20[= QO] A|BH 2 E Fdet 2Ate| H[E2 0f ©f 15 mg &

30 mg £O(Z2Z 17% L 25%)0] QA7 (3%) 2L O =QU4Ck

M 52 70| Zel S| o7t 2HEE BtAtel HlE2 ?{2f2(15%) CHE| O] &F 15mg
FOZ(25%)0A O =1, Of ©f 30mg &0 (36%) 01|A1E 2o B ERUC
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SEREACE Y R 15 mg oM Ol E= =E(AUQ)2| oF 2 Bl s Edtes =S50

I g OlM OlgdEl= =50 FAFSH =S50 Oistod, 22|20 Y& 0|
ol 0.9 HiOfl siEot= =F S0l Lot 7HHM2 RS ()2 €2
O[XtHN Hefo| ZHEE|AUL.
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>
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fanl
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|.|—
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A SHHO| A FMK| O[0f CHet WA 2f S AA W Algd Z1t0)| 2A4E
|- o]

TEiS Algl 8 7] Hjor ZE A[RH0A, =2 SHEO|AH| 50 mg/kg/day THA|, &2 SHEO| A
75 mg/kg/day THX|2] & FOIMS M, O of2 =Z0|Lt 2A HES| SEi S0 STs
OJX|X| RERACE SEX|RE 25 R 75 mg/kg/day 0 2Hef-= &4 20| JUE -

2 BN AL Mg S7HF 2R ERACH

0

O] &2 et E7[0f Y& &1 15 mg 2l 1.6 Hi S 151, L& &2 30 mg 2 0.8 HY A
7.6 8, 2|1 U4 829l 45mg 2| 0.6 Hi X 6 B0 3 dte = (22t 4 mg/kg/day X
25 mg/kg/day O] 2A| B SN AUC O 2HEHE FO}S [ff x/7|HH0| U=
Ao 2 LIELRLCE

Hu

5 9| SHE HHEHAL HE AlROA, A4l SSS0AH Y4 Y(gestation day, GD) 6 LAtEH
17 SXPILR| Q] 7|2t d7| S Al S FOUCE O] &F2 (X &2l 1.5 mg/kg/day 2
Helgt AlgE BE & =F0M £[7|H-d0| JARULE 4, 5, 25, & 75 mg/kg/day 0| A O]
of-# Fdol= F Hel EE =4 7|d(F, deta 719 8 ddE #8230 =&AL,
75 mg/kg/day 0N = ACIE|W HCI2(H 7} T 2%l H|20| SItULL FIH 2=, 25
% 75 mg/kg/day 80| M, R T ZH|t, S22 HEFHO| S7IU M, O FA| Of fuf 2t
doz g ALt

E7)| BHERRE 2HE A0, AalSt SS S0 YA 7 REH 19 LAPIX| Q] 7|2y d 7]
S Al efE FOULE O] 2f2 25 mg/kg/day EHO0IM Z|7[F-d0| ARACL E77|0f THSH
25 mg/kg/day SF0IA 2HEE EE F T MET A =7 MaET
S7L EiAE HIE Ao, S HE 71" 2 5

=
Lo MES da, Atz 45 g2, S 7t 2UE
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