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Emma Guttman-Yassky,! Eric Simpson,? Kristian Reich,? Kenji Kabashima,* Ken Igawa,’
Hidetoshi Takahashi,® Keizo Matsuo,” Yoshihiko Katahira,® Kazutomo Toyofuku,®
Masatoshi Abe,® Margrit Simon,! Oliver Weirich,? Tetsuya Suzuki,'3 Shunichiro Orihara,!3
Takeshi Matsui,!3 Ehsanollah Esfandiari,* Masutaka Furuel®

licahn School of Medicine at Mount Sinai, New York, USA; 20regon Health & Science University, Portland, USA; 3Translational Research in
Inflammatory Skin Diseases, Institute for Health Services Research in Dermatology and Nursing, University Medical Center Hamburg-Eppendorf,
Hamburg, Germany; *Kyoto University, Kyoto, Japan; >Dokkyo Medical University Hospital, Tochigi, Japan; 6Takagi Dermatological Clinic,
Hokkaido, Japan; "Matsuo Clinic, Fukuoka, Japan; 8Katahira Dermatology Clinic, Kagoshima, Japan; °Yamate Dermatological Clinic, Tokyo, Japan;
10Sapporo Skin Clinic, Hokkaido, Japan; tInterdisciplinary Study Association GmbH, Berlin, Germany; 2Rosenpark Research GmbH, Darmstadt,
Germany; 3Kyowa Kirin Co., Ltd., Tokyo, Japan; *Kyowa Kirin International Plc, London, UK; *Kyushu University, Fukuoka, Japan
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CD28, cluster of differentiation 28; IgG, immunoglobulin G; MHC, major histocompatibility complex; TCR, T-cell receptor; Th2, T-helper 2
INakagawa H et al. J Dermatol Sci. 2020; 99(2):82-89; 2Papp KA et al. J Eur Acad Dermatol Venereol. 2017, 31(8):1324-1332.
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AOU—-=>9 (188%T) (181 - 363) RAm

mzxr:-a};gﬂze—ﬂ N S5tk , KHK4083 gg‘(’)v mg BFiE | _ |
EASI >16;  BIR B ESHERE
IGA >3; = 16iEBFICHIFBEASI 50/75/ |
%BEEA 21%0]; > KHK4083 150 mg B TFi¥ Q4W —> ' 90 (EASIZAZDR—ZSA N |
AD‘;{:’}‘,\ I_G : %74\ \ \ !
Sreialald L DEEZRNS50%LL L. 75%8L
igearc it ; AMTEI - L 90%BLE) BERULER |
Rl KHK4083 300 mg B FiE Q2w orvopters L BOBE |

= 16BEBF(CHITBIGA 0/1 (IGA

B|IERIE L ZOTPH0 Fz(F1) iDL AR=RT |
(1:1:1:1:1) > KHK4083 600 mg K TiF Q2W — L APDB2RY N O ERE |
= L RURREORIS |
KE, B, = 16MEBF(CHIFBEE-NRSZTT |
Rt B KHK4083 600 mg KZFix Q4W —  BR-ZSANBARAIIELE

: : , X , " , | - EULEREDEIS i
2to-6 | AN=RSAUEER 168 188 348 368 56 | |
18 /0 SBBHRIARIIRS) (RIS CABHET) (HBET) | oM HER :

RIEH (182m) cRmESx.

AD, atopic dermatitis; BSA, body surface area; EASI, Eczema Area and Severity Index; IGA, Investigator’s Global Assessment; NRS, Numerical Rating Scale; Q2W, every 2 weeks; Q4W, every 4 weeks
368 TOFHIURICL AF1—8F 2 2B B TAREOR 52 LU TR T RsTHii 2 =AU,
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N=RF1VICBIIBBEBREEEBNE (Z2EHEXISRER)
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EADV 2021

75tR/
KHK4083 KHK4083 KHK4083 KHK4083 KHK4083
150 mg Q4W 600 mg Q4W 300 mg Q2W 600 mg Q2W 600 mg Q2w ait

g N=54 N=53 N=55 N=54 N=57 N=273
£FilS [%] 37.4 £ 13.6 38.9 £ 14.6 37.5 + 14.1 37.3% 16.3 38.7 £ 14.4 38.0 £ 14.5
MBI [A]l. (BHLEER [%]) 37 (68.5) 31 (58.5) 31 (56.4) 30 (55.6) 31 (54.4) 160 (58.6)
AHE[A]. (HEE [%]) PSP A BRA 30 (55.6) 28 (52.8) 32 (58.2) 30 (55.6) 30 (52.6) 150 (54.9)

TITAN: Ot 6 (11.1) 4 (7.5) 5(9.1) 3 (5.6) 7 (12.3) 25 (9.2)

BAFEEFIVARTAUAAN 3(5.6) 1(1.9) 2 (3.6) 1(1.9) 6 (10.5) 13 (4.8)

BA 14 (25.9) 20 (37.7) 16 (29.1) 20 (37.0) 14 (24.6) 84 (30.8)

ZOfth 1(1.9) 0 0 0 0 1(0.4)
AIU-Z2)ERDORT (Y AIEE (BMI) [kg/m?2] 2499 £ 4.81 24.69 £5.69 26.69 +7.24 25.19+ 6.49 24.26 £5.23  25.16 £ 5.97
7 NE— RIS 22U S IAERIL T T ORI [£F] 6.47 £ 6.59 8.40 £ 8.32 8.59 + 9.58 6.42 £ 5.69 6.41 £ 5.98 7.26 £ 7.32
P NE—MREXDERERE [A]l. (LbE [%]) IGA=3 30 (55.6) 28 (52.8) 30 (54.5) 29 (53.7) 31 (54.4) 148 (54.2)

IGA=4 24 (44.4) 25 (47.2) 25 (45.5) 25 (46.3) 26 (45.6) 125 (45.8)

EFE-NRSA]7 7.8+ 1.6 7.5+2.3 7.5+1.6 7.6 +1.9 7.2+23 7.5+2.0
EASIAdY 32.8 £ 13.1 32,5+ 12.7 32.2 £+ 13.4 31.1 £ 11.8 29.2 £ 13.3 31.5+ 12.8
SCORADAI7 68.75 + 12.57 69.44 + 13.64 68.52 +£ 14.36 68.79 + 14.36 66.35 + 14.05 68.34 + 13.76
BSA [%] 59.5 + 23.7 59.1 £ 25.2 56.8 + 21.8 55.3 + 23.4 54.3 £ 23.5 56.9 + 23.5
EMENRFNCLD7 NE—EREXDEREE [A]. (LEF [%]) 7 (13.0) 5 (9.4) 8 (14.5) 8 (14.8) 9 (15.8) 37 (13.6)

BSA, body surface area; EASI, Eczema Area and Severity Index; IGA, Investigator’s Global Assessment; NRS, Numerical Rating Scale; SCORAD, Severity scoring of atopic dermatitis; Q2W, every 2 weeks;
Q4W, every 4 weeks

*F AR ERNBIEDERETIIE + EERETERR, BRI RETNDT —FICFMEEE1EIOKHK40831% 542 F I BENEEND. BIERILIRO274 AD35273 AN BRI RERCEENS,
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FEFMIAR: EASIAI7ZDNAN—AS51OH5DZE(LER (1638)
(Last observation carried forward, Full Analysis Set)

IATODKHK4083# 58 T X EMABZEMUE

KHK4083 KHK4083 KHK4083 KHK4083
—~ 150 mg Q4w 600 mg Q4w 300 mg Q2w 600 mg Q2w 7S5tk
% N=52 N=52 N=52 N=54 N=57
ﬁ 0 T T T T
T 10 |
o —20 -
'0\3' -30 -
b -40 - —15.010/0
i (—28.60, —1.43)
> 50 -
3
&, —60 -
% —70 - o o * %
U g : 224682-324/34) —-49.72% Cy %
= OV —02.62, —34. (—64.27, —=35.17) _ -57.35%
g 61.07% (=71.27, —43.43)

(—75.19, —46.96)

EASI, Eczema Area and Severity Index; Q2W, every 2 weeks; Q4W, every 4 weeks
** FSERBHCITUTp<0.001 TERERUIZEE
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EASI-753F 3R ®

(Non-responder Imputation, Full Analysis Set)
168 R(CHIFBEASI-75:FMERIT. IATOKHKA083IESH ICHW T SR EERIC LR
””””””””””””””””””” aEmEmA 0 ammmB00000000
| °= Bz ;
; (FStRsiREAR) (2BKHK4083185) B
65 1
60 { >, /
| KHK4083
55 i 150 mg O4W, % 442 481 519
50 A 3
45 1 | 4 KHK4083
5 404 § 600 mg 04w, 9 204** 538 577
o i :
— 35 4
% 30 - KHK4083
- 300 mg Q2W, %
204 # KHK4083
sl 600 mg Q2W, 9% 38:9** 537 57.4
10 {4 i
| ,«/ | TStk /KHK4083
51 1/ § 600 mg Q2w o 105 193 351
O - |—r ;I I I I T T I T T I I I I I I I I i
0 1 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 %1 GBS O T TS RBHC KL Tp<0.001

&

KHK4083 150 mg Q4W KHK4083 600 mg Q4W -+ KHK4083 300 mg Q2W KHK4083 600 mg Q2W / T5ti/KHK4083 600 mg Q2W

EASI, Eczema Area and Severity Index; Q2W, every 2 weeks; Q4W, every 4 weeks
S AEHIRIAR T, TouRBE0BE(FKHK4083 600mg/2iE &% 5(CtINE X ANz, AT —4(ENon-responder Imputation(CEDWVWTHD. MHEZFARVINDADL AF1—8FEZ B E EL AT 1 AFEERSHIEUTESTUR.
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EASI-90;ZEmER ®

(Non-responder Imputation, Full Analysis Set)

16 BIFRICHITFEASI-90EME(L, FAEDKHKA08315H VW TI SERE2BERICLE

ffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffff

______________________________________________________________________________

KHK4083

*
150 mg Qaw, % 192 269 346

KHK4083

600 mg 04w, % 115 269 365

KHK4083 SR

300 mg Q2W, %

KHK4083 .
600 mg 02w, %  185% 29.6 389
T5tt/KHK4083

600 mg Q2w, % 35 105 2238

1 I I I T T T
o 1 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 *16 BB DI TS SRR L Tp<0.05, **p<0.001

A

KHK4083 150 mg Q4W KHK4083 600 mg Q4W —+ KHK4083 300 mg Q2W KHK4083 600 mg Q2W / J5ti/KHK4083 600 mg Q2W

EASI, Eczema Area and Severity Index; Q2W, every 2 weeks; Q4W, every 4 weeks
S AEHIRIAR T, TR 0B E(GKHK4083 600mg/2il #&5(CInEEX5N Tz, AT —4(ENon-responder Imputation(CEDWVWTHD. MHEZBARVITNDDL A+ 18I BE G AT 1—AFEERSHIE U TEST U,
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IGAZ]7 0 /1hDONR—=A51Ih52hA ¥ ML L= DiEM IR

(Non-responder Imputation, Full Analysis Set)
FTATOKHKA0831E 5B CH VT, IGART70/ 1iEMFE(I36:BIFmFTHRLICIEMULE
S aEgEA 00 C =L ‘
| "SRR 1
T (7S EAMERAARE) . (2WKHK408385) | 168 248 368
60 1 | |
1 § KHK4083
55 3 ‘ 150 mg Q4w, %  192% 269 346
50 1
45 - KHK4083
3 40 600 mg 04w, 9  154% 192 269
# KHK4083
;ﬁ 30 - 300 mg Q2w, % 30-8%* 385 519
25 -
20 1 ¢ , | KHK4083
51 ‘ | 600 mg Q2wW, %  185% 222 352
9 . | J51tR/KHK4083
54 : / | el 18 53  14.0
: ; 600 mg Q2W, %
0 - o= W‘{\-'/\ \ 1 [ — \' 1 \ \ \ \ \ 1 \ f
0 1 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36  16EEOHICIIUARNLTH<0.05, p<0.001

pIE]
KHK4083 150 mg Q4w KHK4083 600 mg Q4W —+- KHK4083 300 mg Q2W KHK4083 600 mg Q2W / J5ti/KHK4083 600 mg Q2W

IGA, Investigator’'s General Assessment; Q2W, every 2 weeks; Q4W, every 4 weeks
S AEHABAR T, ToURBE OB EIKHK4083 600mg/2i % 5(CtInEx5N Iz, AT —4(ENon-responder Imputation(CEDWTHD. HABERERIRVINHDL ZF1 BB Z B E(EL AT 1ABEREARSHIEL TETUR,
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46.2* 48.1 53.8

(Non-responder Imputation, Full Analysis Set)
16 B RAICH T HEFE-NRSIHEDEMEIT. TAREDKHKA4083 5 ICHVWTI' FREEBRICLEHE

T “:;-G %ﬁﬁ’éé ””””””””””””””” éﬁ,ﬂmnrasﬂg ””””””””””””

T (TS umseRRAR) . (®BKHKA083RS) | ‘ \ ‘
65 1 | | 168 248 368
60 A
55 1 'f?g‘r‘]?gaw o 365 423 404
50 1 : : ,
a5 4 o KHK4083

S 40 4 | , | 600 mg Q4W, %
> 1 :
w O] / | KHK4083
- : ¢ ; *%

oﬁ 30 3 3 300 mg Q2w, % 558** 558 558
= 25 1 § |

204 | | KHK4083 .

154 LI~ 600 mg Q2W, 9  44% 444 500

07 | F5tk/KHK4083

: ! AN
59 § 600 mg Q2w, 9 193 211 316
O { [ I [ I I [ 1 [ [ [ I [ I‘

A4 1 [ I [ [ I

o 1 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 *1 6 AR O T SSRBHCIIL Tp<0.05, **p<0.001
B

KHK4083 150mg Q4W KHK4083 600 mg Q4W —#+ KHK4083 300 mg Q2W KHK4083 600 mg Q2W / J5t/KHK4083 600 mg Q2W

NRS, Numerical Rating Scale; Q2W, every 2 weeks; Q4W, every 4 weeks
S ABEHABAR T . JSURBEOEBE(IIKHK4083 600mg/2i % 5(CtIn& z5N Iz, AT —4(ENon-responder Imputation(CEDNWTHO. HABERIIRIRVINH DL RF1—BEEZ B E (L AT 1—ABERIERSHILL TESTUR.
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1548 TR DEASI-75 b TE
(Full Analysis Set)

EASI-75KE (3. 36:BRFRTKHK40831%52#8 T UIZICH L\ THHEFSNIEZ

100 7+ *1'I'++ + + + + ++ +
— + 4
4 + e i
80 + +
+ +H 4
<
& 60 -
@ ++ o+
g 40 -
Iy
™
20 A
O -
T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26
BRITOMRE (36BH5DFEBIBE)
KHK4083 150 mg Q4W 27 26 26 22 19 17 17 15 15 13 9 0 0 0
KHK4083 600 mg Q4W 30 29 29 27 27 26 26 26 24 22 16 0 0 0
—— KHK4083 300 mg Q2W 33 30 29 25 25 25 24 22 21 18 13 2 1 0
KHK4083 600 mg Q2W 31 27 27 25 25 21 21 21 20 19 17 1 0 0
Placebo/KHK4083 600mg Q2W 20 18 18 16 16 13 13 13 13 11 7 0 0 0

+: $T54]]D, EASI, Eczema Area and Severity Index; Q2W, every 2 weeks; Q4W, every 4 weeks
S ABHIRAR T . TSURBEOIERE (FKHK4083 600mg Q2W ESI(CHINEZ AN, J 57 F D FIFE RIS (ST DRFIRERE L AR .
JE: BRUI36ER R TEASI-75EM B IEIRNBIL U 2R T .
SE: FT5UI0BIE, ZRIESNAHREEDAR. AN MEZRIOL AF1—8%, AN MRIERTORERIZ T AN MRIER TORIADHERE T2ET,
© Kyowa Kirin Co., Ltd.
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AR S T OBREES (TEAE) - aBHIEA (M RER)

BEHRIATIE. IStEREED72%IC3HU T, KHK40831% 585 T(d81%ICTEAENFEIRU -

KHK4083 KHK4083 KHK4083 KHK4083 KHK4083

ik ] 150 mg Q4W 600 mg Q4W 300 mg Q2W 600 mg Q2W &t ?“21;’71‘
N=54 N=53 N=55 N=54 N=216

FATOTEAE [A] (%) 37 (68.5)  45(84.9)  47(85.5)  46(85.2)  175(81.0) 41 (71.9)

EEERTEAE [A] (%) 3 (5.6) 1(1.9) 3 (5.5) 1(1.9) 8 (3.7) 1(1.8)

18 50HCESRETEAE [A] (%) 5 (9.3) 3(5.7) 7 (12.7) 4 (7.4) 19 (8.8) 12 (21.1)

STl [A] 0 0 0 0 0 0

JL— K3 EDTEAE [A] (%) 6 (11.1) 1(1.9) 5(9.1) 4 (7.4) 16 (7.4) 2 (3.5)

TEAE, treatment-emergent adverse event; Q2W, every 2 weeks; Q4W, every 4 weeks
JE ABE. BRFECHVT FETUHODRKEB 1 DDOTEAENRE NI BEHERT .
RRMFHMEI REFDT - EA L IBIDRRERS2RBTTRENEFND, BIERILHRO274AND55273 AN RREHEX RERICEEFNS.
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£KHK40833#5%58¥D5%LL_EDHFREICHEIRULTEAE - aFHIEA (Z2EHlixISREE)

= KHK4083E5#ICH\TRIBAENREENOLTEAER RS, LR, 7 NE—ERERDE(L, BEETHOE
= FECEZRDIEIRDOMEIERENSPEFETHD, KEFKHKA4083DMEIESRICHTEN, TNCERULIESPIEIEI O
= 5L LBEHREEERDHESNEB DOk

KHK4083 KHK4083 KHK4083 KHK4083 KH Kcl083 IStk
150 mg Q4W 600 m Q4W 300 mg Q2W 600 mg Q2w [ N=57
N=54 N=53 N=55 N=54 N=216
FEE 7 (13.0) 10 (18.9) 9 (16.4) 10 (18.5) 36 (16.7) 2 (3.5)
FIRZER 8 (14.8) 7 (13.2) 7 (12.7) 8 (14.8) 30 (13.9) 9 (15.8)
7 - E X 8 (14.8) 5(9.4) 8 (14.5) 7 (13.0) 28 (13.0) 17 (29.8)
LB 2 (3.7) 3(5.7) 7 (12.7) 12 (22.2) 24 (11.1) 0
GIE0E 4 (7.4) 6 (11.3) 4 (7.3) 5(9.3) 19 (8.8) 1(1.8)
7IEEE 3 (5.6) 8 (15.1) 3 (5.5) 1(1.9) 15 (6.9) 0
& = 3 (5.6) 2 (3.8) 1(1.8) 7 (13.0) 13 (6.0) 1(1.8)

TEAE, treatment-emergent adverse event; Q2W, every 2 weeks; Q4W, every 4 weeks

JE: BESEK(EMedDRA version 23.02HV\TERiREN,
© Kyowa Kirin Co., Ltd.
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KHK4083/AMG 45133/ EREFZ2BL THD. H5(CEIN16 B ROFES JURIRB R IEHMIR
BICHEWT, 7 M- R EROBIURIEIRZ T SRBR LR U TR RCREU
KHK4083/AMG 451(3. 16:BLFHRNE/NS A DORMER BENRHENIT
KHK4083/AMG 451(3. %5 THh520B%8E80 . BIMEOFFiihRenic (56:8FT)
KHK4083/AMG 4513+ RRBF 2B L THED. TEE LORREFBHSNEN O
KHK4083/AMG 451(3. FEENSEE DT N —HREXR (T 2N AEHEIRERCRNES
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