Zoetis BYAERS

20254F6FXET  Z006 36 54 16
% | REE®. TRET ERIEDE | EMKESED | EMKESET | RMKESRED
B= | CHEBEMIS | CRIEENMIS | CEIEEMMS

ARGERA 2023108

PRXRAFF—E(JAKEEA
B EieTERm EEEER

Pt F17T03.6
PiEN F17T)5.4
PRENF17I116

TRIFN F2T7TNVE A7 TV F2TVUA VBEEEIRDETHI— P T L—N—DF 2T T NVEETH S, KOT b E—PEEERIEE D fEk ko
TUNVFE PR ROBIEOBRMNE AN ET HY X AXF—¥ JAKNHEANTH b, +2 5 v F=713, IL-2, TL4, IL-6, TL-13, TL-31%, 7 L v ¥—,
PIE R OEFECI G- T 294 b A VO 7 FIRER N & 3 28 IRMJAKLLER TH % [1].

[P RUHE]
e THEEIL F2TTN36 THRFN F 27 T NV54 TREN F2T7 716
RIS Y IV F=TVA S
o 18¢ (120mg) # 4.838mg 18¢ (180mg) ' 7.257mg 18% (533mg) 1 21.502mg
e (453 F=7%E L T36mg) (4253 F=7% L T54mg) (4253 F=7% L Tlémg)
[s??lﬁ'él(ia‘t}]%]
Ko7 ME—EE I SAAE D) FEIR LT LV =B 2k D B oA

[AERVAE]
79y F=T7E L TRELkgH 720 04mgx ., 1H2M, HREIAHBREORES T2, S 5I1ICHET 2541 ETH1RES § %,
REPNITROEGRICL B,

SR TIES

IR (kg)

G5
3.6mg 54mg 16mg

30 -

44 05

45 -

59 0.5

6.0 -

89 1

9.0 -

134 1

135-199 0.5

20.0 - 26.9 2

270 - 399 1

400 - 54.9 15

55.0 - 80.0 2

[ER EDEE]
(BEAXHEIR)

1.

<_

FORINERLHRWI &
AT

- AFHNE EHRRESEMTH 2 O TEEMSOLTTZE - RICI VTS &
S AHNE, REE - ARICBVWTED O NIHWIZOAMHT 2 Z &
- AHNE O LN - HEZHT AT L.

(R S O BEFED 7280 D)

NEOTORIPEVEZAIRETHI L,

R SR A BT TRET A L

CAHESERRS T A SEIEZADNICHENT A2 L, B, FHBERABEORVWARICRET L L.

- AR N VEEIZBIE 60 H BIPIC T 5 2 &

CARHER PV SHOFRIB L THVE - HHHICETHER. RFEORCEREHHTL I, 72, BT SiRK OS2 8 CEYIc

RET LI H|ET BT L,

C RHN B BT B BEERAKREHE R LAV X ) IER L, W AFERSEBISIE LG5 2 &,
- BEHPEA O, WA HERSEBIE IS B 2 L,

52389300

1/5




2. ML TRE T2 L
(BEFIE RS 2 EED)

AR EBG LRIE TR 2 &

C ko THAZ RAPBATES I, BHIKEMOBREE 25 L.
(RICHT 21ER)

RN OBGITE Y R R EE R O THRAASND T ENH D,
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1. WRIN[2]

(1)Hi. [l P 5-
Y — 7V RMEMEIOBIC 7 RENEEE 4 7 5 3 F =7 L LT04~06mg/kg CHUEM SRR LR G- Lz & &, MET 42 53 F = TilEDAUC X
1206ng-h/mL. Cmax13259ng/mLy tmaxlZ09MF . t12134 130 TH V. F 2 T ¥ F = 7T OEWF AT RIZZI%TH > 720 T72. HIRNIEG Lk
E0&H 7)) 7 F v A(CL)IE527mL/min/kg. EHIRE D5 A7 (Vdss) 120.942L/kg TH - 72,
DARE THIIE L B 5-504mg/kgds 72 D (AL

(25 G
Y — 7 VRMEHESTRIC 7 REVEER A+ 2 53 F = 7% LT06. 1.8/ 030mg/kgTLH2MGHEM, 201 HIM20EM, ARG Lz, WS %.
S G-, 768 M G5 K U4 M GO MR+ 7 7 2 F = TURERWE L7z MR G5 D AUCH 2 K U Cuax? IZIEHIEVEDTRD 5 7z,
0.6mg/ kgt G- % FEAMI 2512 3817 5 AUCD 2131341, 1920, 1720% U°2020ng-h/mL. Cmas? 13238, 328, 255} 0333ng/mL T - 720
DI1H2ES#iEt=12, 1H1#5 #%ixt=24
2) PR THIIE L& HAE3% 5506, 1.8/ 030me/kgd 72 V) 12 BLiEAL
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E— 7 VKMEHEIBIHIC A 7 T v F =T~ LA VAR A 7 T v F =7 L L C05mg/kg TH R L OSFEM T IRE IS R I3 G- L7245, A2 935727
DAL S T85%, AR TT9% Tdh 0. A OEEIIHD bk h o7,

3. 53]
in vitroRBR B B F 7 5V F =T DA RMIFERAEAFEIL. 10~1000ng/mL O i FEHIPH T66.3~69.7% TdH - 72
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in vitroRBRIB I 47 5V F 2T DA XFI 70y — AR (Y P2 1 LP450) 13T 550 % BHE#E (ICs0) 1. TR E N 25 Caax®50ME L ETH o
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1. 7 b E—1EEE %
FEIA T AT 7 R RV §E % v CHEME S N2 BARRBRIC B 2 HERHEIIU T O L BY TH 5.

AN KIE
P50 & i L 72CADESI-02 2 2 7 2 k3D CADESI-02A 2 712 & % iBI IR Ly #2 VASA 2712 X B Bk
TR F OV GERE Ry Pk A 7 R FIVEEREY Ra e f AR TR FOVEEHEY Be g AR

Dayl4 -53.0% (18) 45.1%(17)

Day28 -61.5%(19) -61.6%(17) 49%* (134) 4% (134) 66%* (131) 49%(133)
Day56 -66.2% (17) 73.9%(15) 56% (126) 29%(132) 60%(121) 2% (132)
Day84 -84.7%(12) 50% (121) 2% (131) 60%(116) 2%(131)
Dayl12 56% (123) 29%(132) 61%(119) 2%(131)

* 1 p<0.0001 (BERTHER, SREIFERIEDay28 M O W CTH EEME LY EMET) . H v I PILERliEK
1) BRIE Fifi 233 L 7zCanine Atopic Dermatitis Extent and Severity Index (CADESD)-02TA 2 725l LKA L7z & oSG2 a7 L ik L
A3 TR GR/N e, 7272 LDay840 i ST HAl )
2) BREE il 255Fli L 72=CADESL02 T A 2 7250 Eo R Z MK L7z L E D GHi0 A 37 L LK L TCADESLI02A 2 7 %%50% LL L0 A% 7R L 725 B
B G F 7 ED K OIEAE FHM L 22855 O VAS (Visual Analog Scale) 2 2 7 & V) 2embL EiA % 7R L 7225 B O E & (Day28 0 i Z5 4 dt /1N

e )

3427 I F=704mg/kgx 1H2M14H [, Z ORI T £ CIHIREELP S L. F2855-2m1306mg/ kg% # 2 % 0> 720
4) ¥y 7 a AR »50mg/kgZ 1 H 156 H R OH%S L7z,
5) 7 RENEED T T L AREEZE T ARFNVEE L FARICRITI%G L.
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[El N KD
TRE G | BRI 7 R NG Kt
(n=24) (n=19) (n=155) | (n=147)
wigrs | e OEQL%). [MIEQ03%). THBA%), ILMEES. WA, BHCE | WIEGA%). TR(LL%), BRKS B
R ° CFI(11%) | HUINOS. BRii, BB, SRR (0.6%) LBE. LY B(07%)

) - | R 96 (135%) « BERAE (12.9%) . ALBERIE (3.2%) . BT | HE 8 46(27%) M HE A (14%) . 5L 56 I

0 2 . :
PO 7 oy RGN | RHEE6%). BE, K7 3= b, AL €0 | (4%, SBE KMBENOS, Lok
o ° § WA, AL, BEENOS, BMHZENOS(06%) | {ENOS(0.7%)
MRS | IR (4%) ‘

Mg - ) > 7%k

LSRR (6.5%), Hk - AFHEERIRA (5.8%) . KFriEk |
WA (32%) U ¥ 73 ERIEA (1.9%) . HIMNOS, V) ¥ /% ¢

D Y RERIRA (14%)  HUER - IFRRERIR A

i NS 0 SR, MR 07%)
fimke FFIREANOS (19%) . fERITH L (13%)
LR A R LIBFENOS, LIV (06%)
R OB SRE %, HHNOS(39%). HAMIH(06%) i, HANOS(07%)
PR RIBAE RS 17 (39%) RIS T AE (14%)
I f WL DU, IUREENOS, DR (06%) | Ftl (07%)
JHF-JIR e JFRE E 5 (5.2%) DR LS (14%)
AT B (06%)
P WAT (19%). Mi%. B L OBEBEENOS 06%) | Bef7 (0.7%)
_— W ZE (32%) . BIR. MR/ IR, MR/ EIIRIR | WG % (27%) . LR/ 1R (20%). %
HRLUTRER (13%). BHHEENOS. K (06%) R MR/ EHLRIR. FEREENOS (07%)
AR IS IR ENOS, SHEIEE % (0.6%) ‘
S W (13%) W, 7 £ b (06%) |
R O R
s (e 5 NS o0 e Mg | TERTIZE (200, £k (L4%). Ml
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NOS : not otherwise specified (FFEAHE)
1) KEFRERCldDay16 F T2 7 R F Ve 1215200 P 1 3B AETE L 720125 Ly Bk B Cl3 14738 P 1085E 25 HivE L 72

2)* 25 F=704mg/kgx 1H2I14 H . ZOHRIEHEE T F CLHIMREOR S L, FEd5-m1306mg/kgZ 8 2 20> 72,
3) Y7 AF) »50mg/kg# 1 H1IEI56 [ R#EIIHS L7z

)T RFNEED T T L RGEE 7RI VG L RIS Lz,
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2. TLE—MRE %
FE PR OEA T 7 R F NV EEE O THEE S 22K RBICB I 28R T O LB TH 5. kb, ENMEENIZEEET LV ¥ —, il
BTV VF—, 7 ME—HEEERBLTEDMDT LIV F— 571 9% & W S N7EBIAS, FONBEUESN I BT Ly ¥ —, Sk 7 v s—. 7
PGS,  ITUAVF— RO B Y ¥ oI X MK LB SNERN, ThZPh&EThTwb,

4] W
VASA 2712 & % 45l H O # I o# 4 & iGHR =D

TR F VG Re ot B D) 7 AR VEERED R Pt B B ES)

Dayl 33.3%(9) 7.1% (14) 25.3%(99) 34.0% (106)
Day?2 29.4% (17) 0.0% (15) 53.1%(98) 67.3% (104)
Day3 29.4% (17) 0.0% (15) 73.2%(97) 80.2% (106)
Day4 52.9% (17) 6.7% (15) 80.0% (95) 90.3% (103)
Day5 52.9% (17) 7.7%(13) 78.6% (98) 92.2% (102)

Day6 50.0% (16) 7.1%(14) 85.7%(98) 94.8% (96)
Day7 56.3%(16) 0.0% (11) 85.3%(95) 100.0% (92)

Gy Pk 58.8%%(17) 13.3%(15) 68% (98) 76% (105)

7y APNEEFREEL * 1 p<0.05 (BERILE:, HIG 134T BAAHoE & FE0tE5)

D EAROIEAR ZVASTEHE L 72VASA 2 7 2345 540 & B L C2embh LA L7235 & 2 mHsa & Lz & &, &5l H OEFEIIBloH & %
HNTPITRDIz. & 51ZDayl~7D70%LL E DR RUTHFIRD) & HIE SN 7EBI OFIG & AR & Ul i/ h e a2 55 L7z,

)42 73 F=7L L C04mg/kgk 1H2ME7H ., ZTOHLETHIUTE HIZLH2MTH R, Z0#(3Day28%F CIHIERZ 1S L7z, FE&G 81

0.6mg/kgx Wz 2 h > 720
DT RINEED T T L RGEE T RFIVEEL MRS L.
HF 75 vF =7 LT04mg/kgx LH2114 H BIREIHES Liz, FEH5-21306mg/ kg% 2 b o 72,
5 7L F=vu»025~05mg/kg% 1 H2m14 H BFEHS L7z

F7o0 ENERRER TS LB L 7oA EFRIEED b o 7ze MR RBEIH ISR SN ERREBUTOLB) TH D,

b & A TS AR | B
AL E WErt, T BNA D o, JEEREZE. Bde. LR ENOS 15.2% 14.9%
I OV s i SE e BRI, FIAE, HHEENOS 4.8% 4.4%
B MBS, ARAR 3.8% 35%
LR 11 TR B LR B OEAL 1.8%
S PR AIE, I RIEE, WRBAZE, A, SUEREENOS 1.0% 35%
T %4% FREE. RLPE RPTE, 5. MREE, @3RE. T, EEHRZENOS 5.7% 4.4%
AR A 1.8%
Mg - ) 7RSS | ) YRR 0.9%
i A B BRI, 55 M B ENOS 1.0% 0.9%
BB O R R I kg, PEIRIREE, B S 1.9% 0.9%
FLI R FUIRE B 1.0%
HHE 7 Y B 5 WG, RO L. AR ENOS 1.0% 0.9%
TCRIER, AR, MR, SEEYIH, B, AERD. SH0EEENOS 76% 5.3%
RIS, SRR UM 7.6% 16.7%
ezl oa s 2Rk, IR, RIEE, ANlY) 2 PER 5.7% 42.1%
IR R 35%
JEEk 1.0%

NOS : not otherwise specified (4§ & A~ fiE)

DA 2753y F=7¢ L C04mg/kgZ A OL4H BIZIH2E, ZOBIEIHIEFRIHES L. Day7 U BEO B 513 L EICIS UCEM L 720 EH G
0.6mg/kgx W2 2 h > 720

2) 7L F=vu »025~05mg/kg# 1 H2[ 14 H B O#S L7z

3. Riies[4]
T ARFVGEER O TE S N ERRBIEGUER O b, THRFVERGICL DA T 4 v F0BH o 72 LR S NIIEBNE L. B EEO BN A,
5. TRFNVEDEIRS NS T CIHIE 7 R F OV EER S % kit 3 2 RIH G- BRRER 2 RECHEM L 720 B L 722471 O T 394E #5136 8. $¢5- 011
OFIIF401H (15~672H) PRAHIZ36H TH o 7o HGHMHICRD SNHERZD I B, 5% %2 5 K TRD LN FLIE, REFIEASE - B
2% (11.3%) We:(10.1%) . H9£(9.3%) . BEEAE (9.3%) B UV T4 (6.1%) Td - 720

(SEh3RIE)

1. fEARF (5]
T2 5V FZTIEEINNJAKILEA TH S, JAKZ 7 3V — 13BN S 7 F MEEICB W THUL R EEZ R L TWEY, 72753 F=71F, 7
LV FE—, KIERCREICHES T 54 D% A4 A4 v (L2, IL4, IL-6. IL-13. IL-31%) O Ak E ALy VFMEERET L2 12X ), K
DT VVE=MRE R T b E—MRER R AREZ R L. IR OEAL 2 IH3 %.

2. In vitrodBRICB I BJAK 7 7 3 ) — OREEHECER RO A A 4~ EVERI[5]
HEZOMEREHRBRICBWT, 275 Y F =7 DOJAKL, JAK2, JAK3SK O TYR2IZH AICxid. ZN2110. 18, 9K U8nMTH ), + 27 5
VI TUEJAKNCH L TR b MV EENZ R Lz, £720 MIBETFT V2ot 7 53 F =T 0H 4 M A4 YHEMEHORBRICBNT, 7LV
F— RIE R CRRIEICH G AJAKURAEYES 4 b 4 ¥ (IL-20 L4, TL-6. IL-13% OFTL-31) 14 9" A1C01336~24InMT b - 720 — 5. sl 24k
FEEC B 5-3 B JARMKAFE Y A A 4 » (=) Au R F » (EPO), JHEK - v~ 2707 7 —Yau=—fl#Kf (GM-CSF), IL-12}% O'ML-23) 1259 %
IC50ld >10000MTH . THHDHF A A4 Y ~OHEEMZIEEALBD LN D o720 RELT, A2 FVFTHRT LIVF— KR R
W5 BJAKUREMET 4 b h 4 ¥ 23RS HET 5 2 EAvR S hiz,
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(HREMYREM)

11~13» Ao € — 7 W KMEHESHH 2 1 & LC. 7RI VEEOH M E (R KEHR G 206mg/kg) . SKUEEZIH2M, 42HM. ZO%IE1H1M, 140H
PIRAERE IR G Lz & &, S5 TRNIz2 { . EELRAEEMLRO ONARD o7z, 7RI VGERGH T, &5 L OB 2 52 KT
REUT, MM B R OFLBE, WREHEEEMIT R & LTy > 7 SRAMLEL (R, SRR OB BB Y > 58 . e B OKBR B BRI L, 3 Ol
FETOY YRR~ 707 7 — VOEMEDRD SNz, 7o, MBFWRAEICIB VT, SHERIETRILIKE, NEZ7BE Y RN 27 v b O
A PG CHRRRILIRD WA S OB RO & N7z ps, Bl Z RS HRBE I A SN d o 70 MR LFENREICBV TR, 737X L%
DBEALARD LN, WINDHBRETH ), L LofdERVwEEZ b/,

T/ U~1SHEIO ¥ — 7 IV KRS 2 11 & LT 7 RF VGO R 2120, 840 MAEREIIH% G L2RBRICB VT, REBOA 25 7R E Vitniks
ZRIA L. B2 U6 HICET 7 F v (KRY AT v 78— 4 WA (CDV). R7SVAKRT A WA (CPV) LUK T A v 7 VT Uy L)V A(CPIV)) %, sklk
56 HICAEALT 7 F ¥ JERIE T A VA (RV)) & ZNZNH5- Ly 7 R F )V Fedk 500 o 0B84 H Pl 2 W& L7z ZOfE%E, CDV, CPVRURVIZ
L CIEEFANEY) 2 S0 G 2 7R L7zo CPIVICH L CIESBEHH2BH IR O 1557 L5 (10 168L 1) IR S o 725, ZOERO—D2 L LT, i
%RITBWT S CPIVISH T 2 LR BUB IR ZE D S 5 Z LA E 2 b,

(RE3F714) [6]

T NE—MERE R E T LV F MR ROREEFF RI21GC, AR 2120, TH S L7258 O35 O 2R ENS THAIT S 7z #ET1673
OG-0 5 B 16331 (91.6%) 3575 LI BFE I RIS N7z F 72 BRERS-1C X 2 BACRIE89.9% ~933% DFiPiTH ) . KT IZ3D b iedr o 720
AT XD ARFNIRELEDE <L B DORICE o THMLR T W MRS N,

(B2 ICBET 2 EFER]
—f% 75V F =7~ LA Y (Oclacitinib Maleate)
1224, © N-Methyl-1-[trans-4- (methyl-7H-pyrrolo[2,3-d] pyrimidin-4-ylamino) cyclohexyl] methanesulfonamide (22) -2-butenedioate
Fi
\\\\\—SOQN HCH3

HiC_
N
_ COH
Ly
Ny N COLH

%3 1 CisHzsN502S - CaHaOs
JrfhE 45351

(2]

7RIV F 2T TN36 1005¢
TERFXNV F 277 N54 1008E
TERXV F2T7 716 100%¢
[EZE k]
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