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XY, HHEYA NIA R Z IR IND T M, BME, ~ A ML HEEROTEM:
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ERHIT D, BT, TAIVTF =T IHET LN THREZ S L, IL-31 BNFERTDHE D
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INBOEENLTLITF=TEHEL, JAK 77 2 U —PRERKICEE T L& 2615
7 ME—PEEEROFERR (TR e TRIEANY THERRRE) RO (258 ) &
—HITYELGD, FEVMNIAIL 702 Z IR S5,

X 1 TAIF=TDFEEER

£ 1 TNAITF =T ORGERTEARHREOME

HFE X 7 R ESES, Bra e & A E

e a L7 F AHE 0.5%
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BESRURENEE—E
&5 K OVHEE ER

AD Atopic dermatitis, 7 b B —MERE R

ATP Adenosine triphosphate, 77 / > > = U fig

Abl Product of abl proto-oncogene

Aurora-A Aurora-A kinase, A —1 7 ¥ —F A

BN 7 v b Brown Norway 7 v b

CD40 Cluster of differentiation 40, CD40 HiJR

CDK Cyclin-dependent protein kinase, ¥ 7 U MK{FHET a7 1 % —8
CF Coronary flow, L i &

CHK1 Checkpoint kinase-1, = v 7 KA > hFF—E-1

CK2 Casein kinase-2, T ¥ A o FFH—F2

c-Kit Product of c-kit proto-oncogene

ConA Concanavalin A, =7 /3 A

COX-1 Cyclooxygenase-1, ¥ 7 a4 ¥ 5} —E-1

c-RAF Cellular product of raf proto-oncogene

CSK C-terminal Src kinase, c-Src 7 —+

cSRC Cellular product of Src oncogene

DMSO Dimethyl sulfoxide, ¥ A F/LA/LFF T R

DNCB 2, 4-dinitrochlorobenzene, 2,4-=hfna oo~ ¥

EGFR Epidermal growth factor receptor, Sl K152 2K

EPO Erythropoietin, =Y 2@ ARx=F >

FGFR Fibroblast growth factor receptor, R Al H il (K] 15 25 14

Flt Fms-like tyrosine kinase, Fms #k7 1 3 > %) —+

Fyn Product of fyn proto-oncogene

GH Growth hormone, K& &R/LVE

GLP Good Laboratory Practice, [ 3£ 52212 B9 2 FEER IR AR 0 S FL v
GM-CSF Granulocyte macrophage colony-stimulating factor, FEfiEk~27 1 77—

B = — A

GSK3p Glycogen synthase kinase-38, 7'V =2—75 Ak —1E-3
HEK?293 i Human embryonic kidney cells 293, t kA& VEEHH#HlE 293

hERG Human ether-a-go-go related gene, t |k ether-a-go-go B:#iE (5 1-
I1Cso 50% inhibitory concentration, 50%PH &

ICH International Council for Harmonisation of Technical Requirements for

Pharmaceuticals for Human Use, [% 3£ 5 81 il 5 F0 (= PR 2> 7

IFN Interferon, { > Z—7 1

Ig Immunoglobulin, %)% 7 1> U >

IGF-1R Insulin-like growth factor-1 receptor, A A U L ERHEFEK F--1 225K
IKKp IkB kinase B, IkB &7 —+ p

IL Interleukin, A > Z—1a A %

IR Insulin receptor, A > AU K

JAK Janus kinase, ¥ X A% F—+

INK c-Jun-N-terminal kinase, c¢-Jun-N R —+F
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W5 Xk U MR ER

Katp ATP-sensitive potassium channel, ATP &7 Y 7 AT ¥ R/L

KClI Potassium chloride, {7 U 7 A

KDR Kinase insert domain receptor

Ki Inhibition constant, [ E%L

Lck Lymphocyte kinase, Lck ¥ 7 —%

LPS Lipopolysaccharide, VU A7 U 4k

LVDP Left ventricular developed pressure, 7c:[>ZE kT

LVdP/dt max Maximum first derivative of left ventricular pressure, /c/[>ZEE—IRIK7Fc K
i

LVdP/dt min Minimum first derivative of left ventricular pressure, /0> =8 T — KI5 e /IME

LVEDP Left ventricular end-diastolic pressure, Zc/>Z=RiRAR KT

LVP Left ventricular pressure, /c/[r=8# KT

Lyn Lck/Yes-related tyrosine kinase, Lyn %7} —1&

MAPK2 Mitogen-activated protein kinase-2, ~-A k¥ = AEMALT 0T A o FF—
-2

MAPKAP-K2 MAPK-activated protein kinase-2

MC Methylcellulose, * F/Lt/Lm—2A

MEK1 MAPK/ERK kinase-1, MAP &} —E¥ X% J—+-1

Met Product of met proto-oncogene

MSK1 Mitogen- and stress-activated protein kinase-1

mRNA Messenger ribonucleic acid, =4 U HEZEE

NO Nitric oxide, —F&{L%E54

p70S6K p70 ribosomal protein S6 kinase, 70-kDa U 7R Y — 2 S6 ¥ —+F

PDGFRa Platelet-derived growth factor receptor o, Ifil/]Mi F SRR R 752 54K o

PDGFRp Platelet-derived growth factor receptor B, IfiL/]N Hi Bl = [l 15 2544 B

PDK1 3-phosphoinositide-dependent protein kinase-1

PHA Phytohemagglutinin, 7 4 h~~v 27 /L F =2

Phe Phenylephrine, 7 ==1L7 1

PKA 3":5'-AMP-dependent protein kinase, ¥ 27 U v 7 AMP{K{EE S /37 H
*r—r

PKBa Protein kinase Ba, 727 4 ¥} —E Ba

PKC Protein kinase C, 7’17 A % F—E C

Plk1 Polo-like kinase-1, polo £ —1-1

PMA Phorbol 12-myristate 13-acetate, ~/LAR—/LI U A7 — K7 &7T—h

QTc Corrected QT interval, #f#i1E QT kg

ROCK-II Rho-associated kinase-II, Rho & % F—-11

SAPK Stress-activated protein kinase, A b L AIEMELT BT A %) —F

SD%7 v k Sprague-Dawley %2 7 » h

SGK Serum- and glucocorticoid-induced protein kinase, IfIiEMN N7 /L a a2
A NFETaT A %) —F8

STAT Signal transducer and activator of transcription, 27 J /U REEMHR G K] 1

Syk Splenic tyrosine kinase, JfEF =2 ¥ F—+E
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5 R OHEE EE
Tie2 Tyrosine kinase with Ig- and EGF-homology domains-2
TNF Tumor necrosis factor, [EEEBIEINF
TPO Thrombopoietin, IfiL/MfPEAE K1
Tyk2 Tyrosine kinase 2, F a2 FF—E 2
ZAP-70 70kDa TCR C-chain-associated protein
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262 EHFHREBROBMEX
2621 F£&6H

TRCOFEHRBRIIT N AL F =T UIT LI F=78HE LIF, X&) 2H0TiT-o72,
Invivo iRERIL, ~ U A, T v FXITA X & HOTRE IR OB 512 X0 3 L7,

Invitro BERICBWTIX, TAIF =T 2HH L, WINEARIZIZ DMSO % HU =, In vivo iRBR
WZBWTIE, AT =T EARFEERHL, T3 F =T %M H LizgGa Okt 0 & 585K
(213 0.5% MC KiEiR %, #F2 5 5BERIZ1E 5% DMSO,/95% 7 & b U iaik %2 iz,

SEIRABR AR D ERI % L IR T,

NN E R HHERAE

In Vitro YR8

HEREH T
ATP BiA PR
JAKI 2.08+0.32
RN ==
Lineweaver-Burk JAK2 A?; fit(') [SOES:'
B3R B AR 7a oy MENT [y-"P]ATP NV
Ki (nmol/L) JAK3 ATP BEE L
JAK [Z%F9 % 545+ 0.33
1EH ATP B AP
Tyk2 13.9+1.1
JAK1 2.80+£0.61
e 3 JAK2 2.64+0.22
T 32 BHEE A ICso (nmol/L) [y-*P]ATP TAKS 155203
Tyk2 578+94
IL-2 Hil% 39.6+9.0
A bHA IL-6 #ii% 32.5+14.5
VT FRE STAT U U1k IC5o (nmol/L) IL-23 il 843+11.3
x4 5 1EH IFN-o, #3 18.1+2.6
GM-CSF #ll% 304 +£22
IL-2 il vk 8.9+3.6
T fl it e ICs (nmol/L) 1L-2 #li% 7> bk 153+5.4
1L-2 #i3% <A 109+1.5
S L Y B A ICso (nmol/L) IL-21 #ili% 492+5.6
RIEMPIRE <= A N MRS M . .
ey St R ICso (nmol/L) IL-4 FI4% IL-13 BEAE 135+24
HLERJSREPEY A b .
§4§§$ ICs (nmol/L)  GM-CSF#I#  TNF-o PE/E 277+ 146
St TR i B ICs (nmol/L) YA hA RN L >10,000
SRRt /S ) 7 HERER ﬁﬁf%oio L4ll13  TATTU £ F i
ERAY(P:E #y - mRNA 5L 1000 nmol/L il ay sy (& F A
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In Vivo £

ABREHE FAE) n

BEE/HBREREE

R

DNCB K EBAFHREERET MBI 5 1EH

R 5 [

R AL, (R, _
EoMBmEEL Lo BN 7Y h 89
SRR (=51 5 fE

0.03%, 0.3%, 3%AH,/F 1z,
21 HRxIE

0.3% &2 v 1l

IL-31 B3 REAATENC 3 2 1EH

E—_ GG g ST
BRI ZEIEARR AR
SRR EMEA

ABREH n e R

. . o FHEZABES (23 ) >10,000
BHESZHBROFERICHT DM 2 1Cs (nmol/L) AR (5 D) >10,000
N ROCK-II 141

oo F—BIEMEIZ T D EH 2 ICsy (nmol/L)  OME T —T (4970 1000
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e REERABRMIE
5 BE
HERIEE N g A& GLP wm R
PR AR
i . e - 3mgkg : TERAZ L
Ry - Ly
frwin 2215 - (iff‘ff%f&?{T@ 6 N (3{211;)1; 3)0 W10, 30 mgke : K OHR G (B
7R gre 5.0.5~2 BERI#%)
;[,J]']l"féﬁj_ﬁ
— i 3umol/L : fEf7Z2 L
R—/L¥ )7 T 7Y - hERG & in 3,10, 30 . R . 0
(hERG A HEK293 4i#) 5 vitro (umol/L) i ;ﬂo;o umol/L : 4.7% K% X 10.4%
T LU A MY —E i E SCHER ),
YRR M L USRI m)E) , D3k, 03.1.3 0.3, 1mgkg: fEHZL
DER (PQ RFE, QRS BERAGRFR, 4 &0 (n'l ’/k’) WA 3mgkg : MEK FER, DK
QT B % O QTe) gre B (B 5 0.5~2 Il %)
(A%, i)

Bk - i OB SmE, 310,30 3, 10mg/kg : 1B L
PRBRIAIME R OYERImE) , Atk 6 D ng) 30 mg/kg : MLEAR R, OFEEEM
(7> bk, 1) (F& 5 0.5~2 BFfE1%)

R R TR (Phe ) 3o 2%%?Kdﬁiﬂﬁ%ﬁﬁm
o OVKCI A5 AE) 5 : T M .

. _ I/L 1 3. .

KB, 5o - ) vitro (umol/L) I(isg)[ﬁ 3.6 (Phe) % O} 3.5 umol/L
T RV D, EOE 0¥9%%, LVP, LVEDP, LVDP,
£ (LVP, LVEDP, LVDP) , LVdP/dt A in 3,30 S LVdP/dt max, LVdP/dt min (2%}
max % O} LVdP/dt min, CF vitro  (umol/L) B g a R L

(G, 7> &, B/ 30 pmol/L T CF #4/11
I A
T U A Y —1ER O T AT
MR KL, BRFESIT, EREET ASYE, v 0.3,1,3 .
~T T8 BRRAFNE 4 (mg/kg) WA R

(A X, 1)
H I %
B NIRERE « FRRTH% . 3, 10, 30 . 3, 10mg/kg : 1B L
(5 b, H) e L LLL I S
B WIR AR R
=, ey + + —
Tﬁi RIFEME (Na', KT, CI) 6 @mn 310,30y 3 10melkg s fEAZL
= (mg/kg) B30 mg/kg ¢ KPR 0 B0

(7> b, 1)
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26.22 MHEHRMFITHHER
2.6.2.2.1 In Vitro fEF
26.221.1 JAKRUHA bhA 2T FIVUREIZRT H4ER

(1) JAK (=59 B ¥EF [Report/Study Number: JTE052-PH-001J|B052EN01]
(FEMHEEL : CTD4.2.1.1-1)

JAK 7 7 2V —OFF—BiEEICxT 27 0 20 F =7 O ERE R OBLEER I SWTRET
L7z,

FERIR & L TR 2 B b JAKI, JAK2, JAK3 MO Tyk2 f#ifER (FF—EB KA AY) %, K&
B LTEARARTF FEE KO- PIATP 2 AW T, 7 3L F = TIH(E F TR S 21T > 12,
Lineweaver-Burk 7' & v k& W= f#ATICEB W T, B b JAKIL, JAK2, JAK3 O Tyk2 (IZxF9° 5
TNIAF =T OREHERILATP BAE CThH -7, £, T3 F =7 Dk bk JAKI, JAK2,
JAK3 KON Tyk2 IC#F9° % Ki fHIZZnEH 2.08, 1.71, 545 KON 13.9nmol/L TH Y, ICs fEITZ
NZEH 2.80, 2.64, 12.5 X N57.8nmol/L Th-o7= (F 1) ,

DLEXY, FAravF=713t FJAKI, JAK2, JAK3 KON Tyk2 2\ 91h ATP BEAAIZHE
T2 Z LR SN,

# 1 JAK 77 IV —0OFF—BERICHT AT NI F =7 OREER

B Kif& (nmol/L) ICsofE (nmol/L)
JAK1 2.08 £0.32 2.80+0.61
JAK2 1.71 £0.05 2.64+0.22
JAK3 5.45+0.33 12.5+0.3
Tyk2 139+ 1.1 57.8+9.4

PG HAEHERRSE (n=3)
TN F =T 1-64 nmol/L  (Ki fER ) 30X 0.1-1000 nmol/L  (ICs, fE 5 HiHF)

2 Y4 bh4a4 v FNLimEICH T 5 % B [Report/Study Number:
JTE052-PH-002|B052SG01, JTE052-PH-003 || B052SG01]
GEHEEF : CTD4.2.1.1-2, 4.2.1.1-3)

YA NHA T FIMEEIZHT AT AT F =7 OREERICOWTRF LT,

JAK 77 2V —OFX =8IV A b A U RZOEIEEERIET H72OICHED G+ THY,
YA DI A VREEE TS BOMABEDETHEEL, 4 bIA v OT T I IEEICEGT 5,
b DR SR AL ER A2 T, SRRV A R A > (IL-2, IL-6, IL-23, IFN-o &% O GM-CSF) #i
BIZ X0 FHEIND STAT O U VBB LICHT AT A I F =7 DIEFICOWTEHE L 7=,

' JAK1/JAK2, JAKI/Tyk2, JAK1/JAK3, JAK2/Tyk2 Xi¥ JAK2/JAK2 O 5 DA D THA
NIA VEZBRRICEET D, FEBRICH W IL-2, 1L-6, IL-23, IFN-0 &N GM-CSF OZ&EEKIZIL, %
NZEH JAKL /JAK3, JAKI1/JAK2, JAK2/Tyk2, JAKI/Tyk2 2 OVNJAK2/JAK2 BNEET 5,

YA NIA T T FTENT, JAK 7 7 2 U =% F—E O FIRICHEET DV 7T URES T

10



FIIALF =T
2.6.2 FKERFER O TE ST

TN F=TE, IL-2, IL-6, IL-23, IFN-0 &X' GM-CSF |2 X D FE X5 STAT OV Vg
b2 B EE D¥EINIE U CTHE L, ICs EIXZN £ 39.6, 32.5, 84.3, 18.1 X T 304 nmol/L T
Hote (£ 2) .

UbXy, A3 F=TFIAK 77 2V —DFF—E¥NEHET 2T XTCOYA bhA T
TIGEERET 5 Z LRI,

# 2 FREYA MIA VT FNMMBREIIRT DT NI VF =T OEER

FI 545 JAK ICsofE (nmol/L)
IL-2 JAK1 /JAK3 39.6£9.0
IL-6 JAK1 /JAK2 32.5+14.5
IL-23 JAK2 / Tyk2 843+ 113
IFN-a JAKI1 / Tyk2 18.1+2.6
GM-CSF JAK2 / JAK2 304 + 22

TEMEARAERE (n=3)
FLA Y F =7 1-10,000 nmol/L

26.221.2 SEMERVRIEMBIZHET SR

(M T MEmDEHIISHS %M [Report/Study Number: JTE052-PH-004j|B052HTO1,
JTE052-PH-006|B052RT01, JTE052-PH-005 | B052MT01]
(FEmE kL : CTD4.2.1.1-4, 4.2.1.1-5, 4.2.1.1-6)

A MIA L VFHERSNDE N, Ty FEO T A T/MBEOIEELIZHT 27 LT F =
T OVERIZ W THRE LT,

b RRM ML LV B, PHA 777E FCRsE L2 THIlE, 7 v M4 ConA KON PMA £ F
THAAE L TR T M, KO~ v AL 0 BB PHA 7706 F TRy L7z Tl v, IL-2
R X 0 EFE SN MRt 27 V22 F =7 OFERIZ DWW TR L 7=,

TNAIAF=TE, B b, Ty MR TAD THIFLIZEBWT, WO MMAEEEHE & BN E
OEEIMZIECTHHI L, ZD ICs EITZ N4 8.9, 153 LN 109 nmol/L TH -7 (% 3) .

LEXY, TAavF=T13h A ML X VFERENDLE N, Ty MR T A T Mo
EHEALZMHI L, ZoMEERICREZIZRW I BRI N,

# 3 IL-212 L% THIROEHLIZHT AT AT F =7 DIEA

i B EE B ICsofE (nmol/L)
[ A e 5 8.9+3.6

Z v b Al e HE 5 15.3+54

~ A M e HE 5 109+1.5

SEYE EFEHERAZE (n=3)
TN 2 F =7 : 1-300 nmol/L

3 PHA, ConA N OPMA IZWVTNE~A M= ThV, THIFOD IL2 T3 T 25K % Bikd 5,

11
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(2) B #ARIDEMALI= T B 4EM [Report/Study Number: JTE052-PH-007 J|B052HB01]
(FEAME#} : CTD4.2.1.1-7)

PA b IA K VFEREND BHIRROIEHACICH T 27 0T F =7 DIERIZ OV TR L
77

b NRRE ML W B L 7= B AR A VT, T CD40 FURTEE T, IL-21 KIC L 0 FE S D4
NS5t 3 5T L T2 F =7 OYERIC DWW TR L 7=,

TV 3 T = TV A A TN OB NS U T L, 2 @ ICs fEIE, 49.2 nmol/L CT&
o7 (& 4) .

UEXY, FAI3vF=T139 A M4 EVFER SN D B MIROISHELZ 35 2 &2
ERd S iz,

# 4 IL-2112X % BMROEEILIZHTE2TAITF =T DIEA

HERE ICsofE (nmol/L)
A K s 492 +5.6

SEYE EFEHERAZE (n=3)
F I F =7 : 1-10,000 nmol/L

(3) YR MBRADEMEALI=K T BYEM [Report/Study Number: JTE052-PH-024/J|B052HHO01]
(FEAME#} : CTD4.2.1.1-8)

YA PAA XTSI DD~ A MROEHILISHT 270 T F =T DIERIZ W TR
L7,

IL-4 FIIC £ 5 & MEF AR~ 2 MIEHE ST 270 T F =T OERIZ DN T, IgE
BEABHIC X D RIEMEY A S h A > (IL-13) FEAZHEEEICFEM L7,

T AL F = TIIERINEE OIS U IL-13 FEAZIHI L, ICsfEiX 135 nmol/L T&H - 7=
(% 35) .

DLEXY, AT F=T3HA N4 N K VFEREIN D~ A MIROIEEL Z M35 2
EDHERR ST,

# 5 IL-41ZL5~A MAROEHILICHTHATAI T F =T DIEA

HE®E ICsofE (nmol/L)
IL-13 FEA 135+24

PRE RS (n=3)
T2 F =7 1 10-1000 nmol/L

12
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(4) BHOFEMLICHT SR [Report/Study Number: JTE052-PH-008 f|B052HMO01]
(FEAME#} : CTD4.2.1.1-9)

PA b AANTEVFERINDHIROTEHAICK T 27 VT F =T DIERIZ OV TRRE LTz,

b hRAHIm &V BEE L 72 BBk 2 JHV T, LPS /#E FC GM-CSF BT & 0 358 S 41 2 RIEME Y
A MIA VPEEICKTT DT AT F =T OEMIZ DN T, TNF-o BEAE 2 FEIEIZFEMm L7z,

F AL F = T IIUINEE OB U T TNF-a FEAZHI L, 1Cs &%, 277 nmol/L TdH -
7= (£ 6) .

DLEXY, AT F =T33 A N IA AT K OFR SN D HEROTEMHAL 2 6325 2 & 23k
mani,

# 6 GM-CSF |2 X 2 HEROIEHLIZX T BT LI F =T DIEA

HEm®E ICsofE (nmol/L)
TNF-o EEA 277 + 146
SEEE EFERERR A (n=3)
FL =L F =7 - 1-10,000 nmol/L

(5) #R#fE S MMAMDIETEI~ S H4EM [Report/Study Number: JTE052-PH-009 | B052HF01]
(FEAHE AL : CTD4.2.1.1-10)

P A b AA KA LIV SEI T 2 7 v T F =T OERIZ DWW THRET L 72,

EH b NRRHEERRAEZ T, YA bAoA RIS T DI 9 5 T L 3 v
F =7 DVERIZ OV TEET L 7=,

TV = L F =71310,000 nmol/L DILFEF TIEF & N liHRHELE KA O Mg 5 2 50%LL i L
ol (F T .

PEXY, FAIvF=T13 A b A RIS IT DR O 52k L C R
ERIF SN ERHERRE T,

KT PA PUA HERMRITEB T SRHEF OB T 57 NI F =7 DIEA

HIE®E ICsofE (nmol/L)
H R B >10,000

n=1
T2 F =7 : 100-10,000 nmol/L

13
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262213 ALY 54EH

M BENYD 7HEEES FOHKFICWHI 5% M [Report/Study Number:
JTEO52—PH-O23/.BOS2HKO1]

(FEAHE AL © CTD4.2.1.1-11)

YA MIA NTRVFERIN DAL B G 7 HEREBSE 23 7 D FBUR FICk T 257 /1=
SF =T DIERICHOWTHE LT,

b NERAAARE AT, L4 KO3 HICEVIE TS 2707270 v kOmy 2 ) *
mRNA BEUZKT 57T F =7 OIERIZ OV TR L 7=,

TN TF =T IIRIMBE OIS CT, IL-4 KON IL-13 il k274770 v kOm )
7 V) mRNA BEUER T2 L7 (K1) o B EE LTHW T v F=yrik, 7477
U koml 7 U mRNA UK T 286 Ligro7z (K1) .

PbEXo, FAavTF=713AMIRICE T 204 N4 UHRRIC X DR 7 BEEEREE Sy
TORBUKT 235 2 & BRI,

Y470 AN TS 7 T U O EAICE G T D L L bIT, T4 T 7Y R KM
MREA L UCREANY THREICHEE KR 2R3, n )7V JEANY 7RIS 5l 2 )
AR OMa Z BT H 95,

14
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. J455yY

1.5 A

Relative filaggrin mRNA expression

|
T
0 i ! ! T T T T 1 IIL
IL-4 () Vehicle 0.01 01 1 10 (mmol/L)
IL-13 ()
JTE-052 Prednisolone
4 Ry 1y
2 35 -
(7]
o
Q 3 -
X
(]
< 25 -
14
] 2
£
2 15 -
o 1
E
®
E 0.5 -.
0 A = e S | . S| ,
IL-4 (-) Vehlcle 0.01 1 10 (Hmol/L)
IL-13 ()
JTE-052 Prednisolone

X 1 AR TESRERE S FRBETICRT 5T I F =7 DEA

R SRR HERR TS (n=3)
JTE-052 : T/ F =7

15



FIIALF =T
2.6.2 FKERFER O TE ST

2.6.2.2.2 In Vivo ¥EH
26.2221 BERXRIZHT HER

(1) SY - DNCB REZHFZREBRXETIICHS 5 %EH [Report/Study Number:
JTE052-PH-016f|B052RH01]

(FEAHE AL © CTD4.2.1.1-12)

Z v b DNCB BB A LR TT BT, AEIE AR U0 R G AE It
FTAVERICOWTHRE LT,

KM BN 7 > O ENERIEIZ, 0.5%DNCB % 1 HE XV 3 [, F9EEMmLE (1, 3, 7,
9, 12, 14, 16, 19 }x*21 HH) . AAl (0.03%, 03%K&KUN3%) XIL7Z7kR%E 1 HAND 21
HEETI1H1EAEFNREIC 10Ul THORERLEEG Lz, MEMEE LTF 7l LARARE
01%% 1 HE?2*H 21 HEET1 B 1 [BAEFANREIC 10 uL TOEREHE G L7z, #)l5 DNCB
AT OHT A LU DNCB &40 6 RF[##4 00 /2 B E 2 I7E L, #lH DNCB @40 DR H 722 b D28 b &
(B riEfR) #HH L7z, $£72, 21 HHOHENERERICAEE 2RI, HEAR SRR E %
1otz HAMEIR &SRB AL 2 RIS L LC, AFIORERIEICHK T D ER 25 L7z,

AFNTIRE OIS U TEMERZ IS L, ZOEMHIX03%LL EORETHE ThH-7- (¥
2) . F£72, ARFNIREOINIIG U C RS ORI GREIEIE, 3R o i i &
OEEORIEVEAIIDZE) 28 L7z (K 3, & 8) . #2711 U ARKE 0.1% X HMEIRA A&
WCHNHI L, RS O R ERERR A O b 2 ) LTz,

LIEXY, v I DNCB REBAMFHIEERE T MTIBUNT, AHIE 0.3%LL DI TRED
RIEZAMHIT D Z L BB STz,
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70 o =-O-Sham i #it
-e—JTE-052 Ointment Placebo s T T #i
——JTE-052 Ointment 0.03% HH T

__ 60 1 -—A—JTE-052 Ointment 0.3% F
E —&—JTE-052 Ointment 3%
by —i-Non-Administration
= 50 1 _=-Tacrolimus Ointment 0.1% »
(]
0
[}]
E 0
O
2
=
g 30 -
<
£
>
® 20 -
©
=
(6]

10 -

(]
0 e s e — :
2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 2

Days

X 2 J v bk DNCB XEBHAFHHEEERET MBI 2 ENERICHT 5 AFIDIER

EEIE A+ FERERZE (n=9, AFH0.03%Ff Day21 : n=38)
JTE-052 Ointment : A<H]|
JTE-052 Ointment Placebo : 77 &R
Tacrolimus Ointment : % 7 & U L A#E
BLUF i 2 PAFIA C 50 L 72,
1. Sham #f vs. JEH: 5.7
##: p <0.01 (Aspin-Welch #-test)
2. MR HRE vs. X 7 1 ) A AHCE 0.1%EE
99: p <0.01 (Student's ¢-test), ++: p < 0.01 (Aspin-Welch #-test)
3. Sham & vs. 7 7 & REE
**:p <0.01 (Aspin-Welch #-test)
4. 7T REE vs AAIRE
+, 1: p <0.05, p<0.01 (Dunnett's test), §§: p < 0.01 (Steel test)

17
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2.6.2 B OB

wrl 001

0.03% 0.3% 3% Non- Tacrolimus
Admini- Ointment
JTE-052 Ointment stration 0.1%

X 3 v bk DNCB REBMHREEERTT NVICBIT ARERBRENELICHT B ARF DER
(REFIDOFEHEEE)

JTE-052 Ointment : A%l
JTE-052 Ointment Placebo : 7° 7 &R
Tacrolimus Ointment : # 7 1 1) A A#RE

# 8 T v b DNCB XREBRMFHHEERTT MBI DIREERMRFEMEITH 4 5 ARF D 1EH

(Za7)
7 £34 =432
JEJE 0 e e v PNE MR B R
Sham 0.11 0.00 0.00
Placebo 2.56 2.56 2.22
. 0.03% 2.38 2.50 2.88
JTE-052 Ointment 0.3% 2.11 2.00 2.44
3% 0.78 0.22 0.56
Non-Administration 2.89 2.78 3.00
Tacrolimus Ointment 0.1% 222 2.00 1.22

AT HEE (n=9, A 0.03%H : n=28)

JTE-052 Ointment : A

JTE-052 Ointment Placebo : 77 & &R

Tacrolimus Ointment : & 77 & U A A#KE

JREEALAR SR A =27 0: Within normal limits, 1: Very slight, 2: Slight, 3: Moderate, 4: Severe

18
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262222 BWITHICHT SR

M T 9 R IL-31 FREEH T I 3 5 % A [Report/Study Number:
JTE052-PH-022/.BO52M|01]

FHm&E £ : CTD4.2.1.1-13)
~ U A& HAWT, IL-31 FREOBEITENC KT 5T I F =7 OHERE L 5IC L D1ERICS
WO L7z,

HEME CSTBL/6T ~ 0 A DAFEERZ NIC IL-31 Z BAEE S U CREMTEI 2 7% LT, IL-31 285
9% 15 Z7A0Z, 5% DMSO / 95%7 & b AZEfE L7 VT F =7 (0.03%, 0.3%K%T3%) X
VRBER 20 pL & A BRI B % - U 7, IL-31 R G-EE S 1 RFR# £ TRk & HE L
776

TN F=TVE IL-31 FGAT L0 BN D AR EOA R ERAFRICD S, T OERIR
03%LL EORETHE TH-72 (K 4)

PbEED, A3 F=71303%LL EORE T~ T RZBT 5 IL-31 I OREMATE) & ] 3
5D LRSI,

180 -
160 - o
140 -
120 -

100 - f

80 -

60 -

Number of Scratching

40 I

20 A

Sham Vehicle 0.03 03 3

JTE-052 (%)

X 4 ~vUXIL31 BRBEOTENCHTHT NI F =T DIEA

TEEE A+ AR ER A (n=16)

JTE-052 : T vy F =7

AT O E % PAFIETI1T - 72,

*%: 5 < 0.01 vs. Sham #f (Aspin-Welch #-test)

T:p <0.025, £: p <0.005 vs. Vehicle #f (Shirley-Williams test)
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2.6.2.3 BIRHEEAER
26231 FEFEMER

(1) BEZERRUVERICHT 246 [Report/Study Number: JTE052-PH-015/AL-4447-G]
(FEAME#} : CTD4.2.1.2-1)
TN AT =T OZFEEFEE K OBERIEVEC T D ER % 23 B O B K OV S B ORERIC
DWTHRET L7z,
10,000 nmol/L TR L7=T /L 3+ F =7 OLERIINTHOZBIREE S M OBERTE I LT
H 50% AT TH Y, 1Cs 1% 10,000 nmol/L & W K& »o7= (£ 9, % 10) ,

x 9 BEZRBFERIIHTDHTNVIALF =T DIEH

~7, i ICSO {E P ICSO {E
=L PR~
S (nmol/L) S (nmol/L)
T (A) >10,000 v 2% 3 (H) >10,000
TR F U (o, FFERAY) >10,000 E A% (Hy) >10,000
T RUFT UV (0, FEIIRW) >10,000 A% 3 (Hy) >10,000
7 RUFY Y (B >10,000 LATY v (FEIR) >10,000
T RLFU L (B >10,000 —aF >10,000
7T RLFU Y (B >10,000 F AR GEERE) >10,000
BrFr /4R (CBy) >10,000 +ur h=> (5HT,,) >10,000
K3y (D) >10,000 +r h=> (5HT,,) >10,000
-7 S JEERR (GABAL TH=A 000 tr k=2 (5HT,) >10,000
N H#BAL)
v-7 2 /&R (GABA, ; Ca®F ¥ R/L
R O e A 10000 LA, SE FrEy o) >10,000
v-7 2 J BElE (GABAg) >10,000 Kamp F ¥ R /L >10,000
TINE I U (GERIRE) >10,000
n=2
#z 10 BEERIINTEITNIVF=TDEH
ICs fH ICs fE
RESR (nmol/L) RER (nmol/L)
— N T/ TIGFFVHE—F
Ll A —
TEeFLaY) AT T —8 >10,000 (MAO-A) >10,000
. o e s EBE)TIVAF VA
vruFtx o — (COX-1) >10,000 (MAO-B) >10,000
NO & k% >10,000
n=2

20



FIIALF =T
2.6.2 FREIER OMETESC

(2) D *F—HE KT H4EM [Report/Study Number: JTE052-PH-014f|B052KP01]
(2B&F} . CTD4.2.1.2-2)
50 MO b xS —BEHEICHT DT LT F =T OERIC OV TR LT,
FN AL F =T D ICs fEAS 1000 nmol/L A5 D F F—F 1% ROCK-II DA TH Y, Z D ICso M1
141 nmol/L T -7, ZDfth 49 FDOFF —FITxH+ 5T /T F =7 D ICs fE1F 1000 nmol/L L
D REDoT- (F 11) ,

£ 11 FHEXTF—BEHCHITI2TATF=T DER

¥Fr—¥ ICsofE (nmol/L) ¥r—F ICsofE (nmol/L)
Abl >1000 Lyn >1000
Aurora-A >1000 MAPK?2 >1000
CDKl/cyclinB >1000 MAPKAP-K2 >1000
CDK2/cyclinA >1000 MEK1 >1000
CHK1 >1000 Met >1000
CK2 >1000 MSK1 >1000
c-Kit >1000 p70S6K >1000
CSK >1000 PDGFRo >1000
c-RAF >1000 PDGFRp >1000
c¢SRC >1000 PDK1 >1000
EGFR >1000 PKA >1000
FGFR1 >1000 PKBa >1000
FGFR3 >1000 PKCa >1000
Flt1 >1000 PKCPI >1000
Flt3 >1000 PKCy >1000
Fyn >1000 PKC( >1000
GSK3p >1000 Plk1 >1000

IGF-1R >1000 ROCK-II 141

IKKpB >1000 SAPK2a >1000
IR >1000 SAPK2b >1000
INKl1al >1000 SAPK3 >1000
INK2a2 >1000 SGK >1000
JNK3 >1000 Syk >1000
KDR >1000 Tie2 >1000
Leck >1000 ZAP-70 >1000
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2.6.24 TEMEEHKER

LRMEHRBR TIX, 27y 7 U —& L THRRR, OMmERE R RICRIETT v
VF =T ORBERF Lz, WD GLP @R E LT, ICH HA K7 A NZHERL L T L
oo DLERICOWTIE, 740 —7 y7ﬁiﬁ%ﬁ%9@ﬁrﬂbfc (GLP FE HalR) . £7o, fliem%=
EPERRHERER & LT, HE RN OB WIRESRICKIET B2 L. (GLP FEEHIEER)

2.6.24.1 HRMHIER

M Sy bbICHETZ2—WERRVITEHICHFT 5% H [Report/'Study Number:
JTE052-SP-001/Fj0984]

(FEAMHE AL © CTD4.2.1.3-1)

HEPESD R T v (I BE6ID) # FHWT, 73 v F =7 O— ik & OTTENC KIF T 52 % Trwin
PEIZE VR L7z, R (0.5% MC /KIEIR) XIE7 va v F =7 2 8ERO#&5- L, ko
— AR L O TEN &2 Bl L 7o, BB A v MG ONTEES- 0.5, 1, 2, 4, 8 KUY 24 Kefiltk
E LT, FBEERHICOWT, MBHEET AT TF =7 KHE (3, 10 X 30 mgkg) BETOI
BRREZIIGT 52 LICE 0TI TF =T ORBEFME Lz, 7ok, BIEITEMR FICTEML
77

TN T F =718 3 mgkg O ETIE—BIER K OITEN O L TREE RIT S oo le, — 7,
10 %O 30 mg/kg O & TIERE O AREAALNERD Hii=2y (10 mg/kg : #e5- 0.5 FER# [3/6 i1 K&
O 1 RfE#% [2/6 B1] , 30 mg/kg @ #& 5 0.5 Ffite [ , 1 RFEfE [2fl] KO0 2 K [4/6
Bl ), FOMO—BIER K OITENC T EZ KT S eh o7z,

26242 DpMEXR

(1) hERG Bt (EEEFRMEH YDV LER) ICx4F 54 H [Report/Study Number:
JTE052-SP-002/Fjj0986]

GEAMHEEL © CTD4.2.1.3-2)

hERG & A HEK293 fflifid (1 &% 5 flfa) 2 AW, T/ F =7 ® hERG EIRICKIFTHES
RN T T FBEICE D LT, T I F = 7 O%E A E X 30 pmol/L Z A EiEE & L,
LIFAA 3 & LT 10 T8 3 umol/L & 5% 7E L7=, MEAMNEICE T DB (DMSO) DRI X
0.1%& L7z, BtEXIIRTdH 5 E-4031 1%, hERG BHOENRD S5 0.1 umol/L 2 PR &
L7, SEHCBT DAL OEHEZ O T —/VER (E— 7)) Zfbr L, @EAHMEIC9 55
HEZFEH Lz, 2D OMEIHEIZ DWW T, FRERZ RO P MExHEE b & ICE I L,

TV I F =71 3 pmol/L DYRFEIZISUN Tt hERG EFICHT L TREE KIF E o723, 10
O 30 pmol/L D2 T it FRAE & b L C hERG B2 2T 4.7% K T 104%HAE L=, —
77, E-4031 1% 0.1 pmol/L D TxIHARE & kbt L T hERG Eifi & 95.5%FHFE L7,
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2 BEHmBAXICTHEITAME, H%, LDERICK T 54EH [Report/Study Number:
JTE052-SP-003/Fj0985]

(FEAME#} : CTD4.2.1.3-3)
HEEE— 27V (4 18) ZHWT, B FICBT 27 vIvF =7 oME (IGESInE, 9=
SR K OSEEIIME) |, DB OV (PQ MFE, QRS FERHGEFRER], QT RIME& N QTe) (2
RIFT LT LA R —{EIC K VF L7z, AR (0.5% MC KIEIKR) XIET V2> F =7 20
BEICE Y 6 BMOMEEZ H 1 CHERR NG Lz, ME, DHEEOLEROMITRA > M
EERNEONCEE- 0.5, 1, 2, 4, 8 KU 24 Fpffi#e & Uiz, IJE, O OLEM DS/ NT A —
HIZOWT, BABRER L OfEICE Y T I F =T HHE (03, 1 KO3 mgkg) (ZX5HHE
DA AT L7z,
TNATF =71 03 KO 1 mgkg O H & TITHEG 24 K% £ ClE X OVMABIT R E A RIT
éﬁ#otﬁi3mg@aﬁ%%@i&ﬁos~zﬁﬁ%’>*1@@@Fﬁﬁﬁ#ﬁﬂ%umﬁﬁM%f
MERLIE, TA3vF=71F, WThOHAEIZEWTHLERICITEELZ KT S ot

R BEHESYPMICETLIOFERTDLBEKICHT T %5 ER [Report/Study Number:
JTE052-SP-004.BO528P05]

(FEAE AL © CTD4.2.1.3-4)

HEMSD %7 > b UBE6IL) ZHWT, TAILF=70imE UCHEHIME, HEESEE O,
SERIME) M OV R E B A M5 X 0 R L7z, R (0.5% MC KiER) X7 v
AF =T EHEEROKEG L, 5L AR E I E Ui, TR A > M GRNE Y
8505, 1, 2, 4 KOS Kffitg & L7, MEROVMEEICSOWT, LT v avF=7%
A& (3, 10 X 30 mgkg) BEE ZHETAZLICkY, TAITLF =T IR D EBOEELGT
fili L7z,

TN T F =T71% 3 mgkg D ETIIHKG 8 KfEl#h £ TRBEL KT S0 o7, 10 mgkg O
BT, 5 4 KO8 BEEIZICB O TR IRRE & ol U COAEMERIE 28 L722s, AAEAZEE o
#HENE B2 DN, —F, 30 mgkg ORHETIEHE S 0.5~2 REf%OMTE (HEY, SRR & O
EHME) 2T &, ODAgA NS, S OERIRES 4 %O, ER L,

@4 Sy rtREEREZRVEEEERBICE T 5 A [Report/Study Number:
JTEO52—SP-005.BO52SPO1]

(FEAME £} : CTD4.2.1.3-5)
HEPE SD %27 v SO KEINRE AT, 74T F =7 OMAE IR FHIHE I R E T
T XAMBICK O L2 (RS EEA) , M R IHEARDIUEZ Phe (1 umol/L) & OVKCI
(30 mmol/L) |[ZX VW #FE SH-, FAIALF =7 OmTEEL 30 umol/L ZHEEESL L, LT
ANHFI3ELTI10, 3K Tumol/L & Lz, TAIF=T7 ZARMRE X BN L CTHEEC
FUF 2 W A E L, AT DAl (E=R) 2R L7z, RBIRIZEB T D HE
(DMSO) DFRAEIEEEIT 03%E Lz, FMMEICOWT, $HEEE T T F =7 AL 2 i
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THIELICRY, TAATTF=TICR LR EELTM LT, £2, HBONEMEZ b &1T ICs fE
R LT,

TNIATF=T1XT v MIETFIRIHIZE T D Phe & O KC1 B ELIAE 2 %F L -CxbBRRE & b LT
BEIRIEH 2R LED ICs 1L, TNEh 3.6 KX 3.5umol/L ThoTo, Tz, EARDYE
WXV IAERIZIEIE L2729, 2o OERIZH LB 2 iz,

(5) HEHLEIZ S H4ER [Report/Study Number: JTE052-SP-006/|B052SP04]
(FEAME £} : CTD4.2.1.3-6)

HEME SD %5 v FOfEHLIEE VT, FADLF =T OOEEE (DA%, O OIS
BR) ICRITTHEEL T 7 RV TZIBEICEVFME L (1 B 4 2K) , T3 F =7 O iR
FEIE 3 KOV 30 pmol/L & L7z, SREHIZK T DA (DMSO) DOERMEEIL 0.1%E L1z, FHEC
B D AR O, AO0=E (LVP, LVEDP, LVDP) , LVdP/dt max & (O} LVdP/dt min,
CF ZJIE L, #AHAMEICR9 2 ExHEAZ B H L, FRHMEIC W, st T v F =7
FBEL 2B+ 2 2 212k Y, FATUF =TIk BB 5 LT,

TN F =TI TNOREIZHE VT H.O0H%, LVP, LVEDP, LVDP, LVdP/dt max KO}
LVdP/dt min (Z5f L CHRFBREE & it L THEREELZ MT SR o7z, —J7, CF TR L TiX
30 wmol/L D Cxf B & bl U T B e IER 2 78 L7223, Al U 7o & i Ao k- 2 it
IERICES S B E B 2 b,

PLEXY, AT F =710 EB0 OVDIAE o xt LR E KU S 7eno T2,

2.6.2.4.3 IR

(1) BHEBAXICETLIFRBRVMBARICHT S5EM [Report/Study Number:
JTE052-SP-003/Fjj0985]

(FEAE AL © CTD4.2.1.3-3)
HEEE— VR (4 18) ZHWT, BB TSRS 27023 F =7 OMRE L O AL
KT EZT LA N —{ER ORI O ST L0 FHE L7z, B4R (0.5% MC KSR 37T
NALF =T EEEICE Y 6 ABOEAZ S THERR O G L, FEREK MK Y A (5
FNE, IKEEHT A G3E, ~E 7 v o MERETE) OfTRA o MIRGANE NI &S 1, 2, 4,
8 LN 24 BEE & L, BAEGREOkERICE D T LI T =T EHE (03, 1 LU 3 mgke)
IZ R DBOF AT L7,
TNATF=TEFNTOHEITEND T FERE L QMR T ATk UTH G078 4 RIF X
2o T,
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26.244 BIRER

M Sy rEEFTL2EHBERNBERERICH T 5 R [Report/Study Number:
JTE052-SP-007 | B052SP02]

(FEAmE#} : CTD4.2.1.3-7)

HEPESD %7 v b (1 BE10PE) ZHWT, TAITF=TOEBERIKETHELBIHEN
ESHE (RRERE) (X VI L7z, BEHK (0.5% MC KRR U7 VI F =7 % HEkE O #
B L7230 51218, IRARREIK A 2.5 mL/kg D GARETRAKRE Uiz, RAKSE 30 5%/ %
L, MMEERICKHT D RABEIRL R Lz, REBEIRICONWT, (BT LI T =
TEME (3, 10 X 30mgkg) BEEZIETHZ LK, TAIATT =TI L HEEOFE
% REAM L7,

TNATF =713 V10 mgkg O ETITEGE NEEGEICK L TRELZ KX I o723,
30 mg/kg O & CILE I WIS HE 2 HREE & bl L CH B L7z,

2.6.245 B WRIRR

(1) £EEEREFI Y FMIEITEHRE, RPEHZFHMICHT HEA [Report/Study Number:
JTEO52-SP-008/. B052SP03]

(FHm&EEF : CTD4.2.1.3-8)

HEPESD AT v b (MEE6IL) ZHWT, T/AIATTF =T O WIREHRIC KA THEZ R &M
QIR EME (Na', K, CI) HetEic K0 FHE L7z, BHE (0.5% MC K&K XE7ravF
=7 HHARORS U ERIC, AHAERE 25mLkg DR GABECTROAN L, BEHIZT v
N — I L, JRE 5 BRI L 72, IREX OURFEME (Na', K, CI) REAH
EL, RTPEMEIEZEHN L, REXOCRTEMRE (Na', K, CI) HE&EIZ oW, %f
LTI TF=TKHE (3, 10 X 30mgkg) BEE LT 22 Licky, TAavF=
TN X DO A TR LTz,

TNITF =T33 KON 10 mgkg OHETIIREL ORTEMRE (Na', K, CI) eIt
LT A RIEE 2o 7278, 30 mg/kg O F BTl KTPEIEE 2 5 BREE & el L TR BN S &
7=

26246 ZTOHDOHERR
FhiES,

26.25 K#EY AFEMAERUVFMYOEEER
ESy/Tcag

26.2.6 RNFHEYHEEER
Fhi T,
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2627 EBERUER

TNIVF=TIXIAK 7 7 2V —DF F—ETH D JAKI, JAK2, JAK3 KO Tyk2 ¥ F—+E
TEPEZPRE L, ZORERKIINTIE ATP IZxH T 28AHE CThH o7, JAK 77 I U —DF F
— BV A " IA U RZOEBIEEEZRTOICKEADS T THY, A "I A UZHRERETIZ S
FOMAEDETHFEEL, YA A 7T NADBERICEET 5[] (38 12) . KA A
> (IL-2, IL-6, IL-23, IFN-o X O*GM-CSF) THII L7l nWe, Ty F=713nThn
DYA MIA T TFMEREBE L., ZAULORBERNL, 70T F=T71FIJAK 7 7
V—DFX F—EBiEEZ TN LHEL, Zhox T —EnEEGET59TXTOYA NA v 7
IREELET D 2 L AVURIE S L7z,

£ 12 YA IA VYT FTNMTEETDIAK 77 IV —DFF—F

JAK 77 2V —FF—F¥ A N Vg
JAK1 / JAK2 IL-6*, IL-13, IL-31, IFN-y
JAK1 / JAK3 IL-2*, IL-4, IL-7, IL-9, IL-15, IL-21
JAK1 / Tyk2 IL-10, IFN-a*, IFN-B
JAK2 / Tyk2 IL-12, IL-23*
JAK2 / JAK2 IL-3, IL-5, GM-CSF*, EPO, TPO, GH, Prolactin

N, RFELLTTAIF =T O A MU A &R,

7 ME—MERER (LT, AD) 13FEAZ RV - TR A KT 2 FRA L T 05T
bV, ZOWREDORIE, HEROEBHLOTER & U CTREERORTIE RIEKE, KEAY T
KEREDIR T K OZ D ENRM STV A[2, 3], AD (ZBWTIE, IL-4, IL-5, IL-13, IL-21, IL-22,
IL-23, IL-31, GM-CSF XN TSLP ZEDFE 4 O A NI A UKL L TRV [4-9], JAK 7 7 2
U —%F—VOIEMAICE ST 5014 A v NZOREBICEEREEZR-TEE2bND,
INHOVA MIA UL, FICREMBOEMSEZSIXEZ L, REICET 5 RIEDRIK & 72
HZEDIRBENTND[4-8], IHIT, L4 LOVIL-13 [ZOWTIERIELZFI S Z I Z & lahz
T, AlRICE T o7 4 7 27U EONY THEREREEBEL ORI T IEDL Z LA ERES
ALTWA[10, 1], E72UF, IL31 ZZISFELZFRTLIVA MM LTHERINTEY, it
IL-31 2K A PUiR1T AD BEIZEBIT H5E HFEEZMGIT5 Z EAME SN TWDH[12, 13], LLED
ZEMNG,JAK 7 7 R —FF—EREET LA MU A T IUREDOHEFIL, AD HRED 3
FA (RO B TE D RIEMG, KGN THEOIK T ROZ 9 ) 2WET 52 LA HIE
S5,

Invitro RERIZBNT, TAIATF =TI A ML A VEFER SIS e N THIME, & F B
fe, & h~A Mifak e FHEEROEMACEZIH Lic, —F, TAIF=T1EYA A %
WML WERE T TO v MM OMIRE I 1T E L KT S oo Tz, 20D ORRBRFE R
X0, TAITF=TEFYA NI A K DMBSED R L, A M A LV EFER IS
% AL & OAEMIAE OTE AL Z R A < il 2 2 LR Sz, E 612, AD OFE A
3257 v b DNCB KKIEBAHEEIERETT 14BN T, ABNTEEOBINIIG U CHEMNERE
B OV O FR B RO 2L (REZIEIE, 2R B2 O MR A IR K OV R O R FEPEARRRIZE) 4 il

26



FIIALF =T
2.6.2 FKERFER O TE ST

L, 0.3%LL EOBRECTHBORELZIMHITD 2 EAMRINTZ, ZHEOFENS, AKX AD

TR B AL D P2 DI Z Wi 2 ATREMEDS RS S 4172,

b N LRI 2 N2 i vitro FEBRICEBWT, T3 F =TT IL-4 KOV IL-13 #iSIC L5 7 «
Z7V ka7 O mRNA BEEKFZME Lz, 7L F=Y o iin by roRBURT
(B E RIS o Tz, TAITTF =TT, Ne/Nga ¥ 7 A HIRBEIER ERETMICE
WTC, REREEGICRYRBIEREUEL, KD T7 47 7Y VEARKARRIER 7% L5 S
o, RENDDOKDEMBLRT I ERHREINTND[I5], £lo, v TVARTA AFE
TINZBNT Y, TAIAVTF T ORERERGIIEZED 7 7 7 ) EASRKIRRIRIA 1% 5
MEHE, FENDOKDEBELZILT S 2 ERHEINTWD[15], In vitro RERAEF KL N
ﬂ%%%%v»f@ﬁﬁi@ AANT AD IZBW TR F LTV AN THERERTE )y T O3Bl % F
FIEHZ LI , IR L E N Y 7 HR %E@é@éT%ﬁﬁfﬁéﬂto

X5l VWX%FHI/WL: in vivo ERIZEBWT, IL-31 1 BRI NDRBEATENC LT, T
wﬁy%:fmﬁﬁﬁ&§ﬁwmw&iw%ﬁf%%@%%rbko$ﬁ%;@,xﬁiAD_
BWTIL-31 I K VFFEFR SN DE D FEZ EAERNZINHI 2 FTRB D /RIE S 7,

Flo, TNIAVT =T OB R OWERIEEIC T 2EH %2 23 O HEK O S O
ERIZONWTHET LT & 24, TRTOZFIR KL OBEFRITHT 5 ICs fEEIE 10,000 nmol/L £ ¥ K&
Mmooz,

LEMEIHRBRIZIB N T, TA T TF =TI IHRRARRICK L CEEE RE S otz (T
ki3, 10 O30 mgkg) , —MIERBIZE TR b @D KGO R G (10 mgkg UL E)
I, M ISR T DHEEERIC S B b & B 2 b, DIERICRHT 2T, Tv
T F =713 hERG BT 2R HEERZ G T 560D, 4 X (03, 1 XT3 mgkg) O
DFEMICH L THEE RIS RhoTz, —J7, MEROLE (X 03, 1 K3 mgke, 7
k3, 10 KOV30mgkg) (ZR LT, TAITF=T 134 X 3 mgkg) CTIEiEE T & O
HEHMERZ7RL, 7> b 30mgkg) TIZMERTROLHEEIMER 2R Lz, Zhbo
TERIII 5% 4 BRI DINICIHE LTz, T3 F = 710059 2 R 72 25 28 I VE %01
XN EMG, MEFEHEMmESEL 2 LIV IMEAKT S, RIS LIHEE NS
VB2 BN, MRRIZHT DM (f X :03, 1 KO3 mgkg) TiE, T3 F =7 LM
WRH K OMILIE T AN 58 % JAE S 727 o T, BIBE RIS St (7 > b 03, 10 KUY 30 mg/kg)
T, 7T F =713 30 mgkg O H & THBENREREEZ G Lz, & IRESRICKHT 2
& (Fv b3, 10 K30 mgkg) TiE, T3 F =71% 30 mgkg O HE TR K Yk &4 1
IMEETN, REKOMMOEBEME (Na', CI) HEEEICITEEL KIES Rh o T,

UEDZ EnD, KFNXIAK 77 2 U —DOF F—BIEEET L Z LICLVEADOYA
AV TFNMRZEERET S E 09, AD IRFEKRE U OIBEFRICIT R WHHIER#T 267 5
TENRBENT, AMEAMFICEY, A Mo AT X DRIERINE, RAERIIE KR OV LR
Dk % e MR OTE AL K OMER 2 8IS < B35 2 & T, RBORIEREZSEL, KT LK
RN THsREERIET A B2 6N, SHIT, KAV A P IAVICE-oTAELDEIFEDE
BRI 2 LB X bivlc, AANE, BIEORIEKR OGN 7 HERE O T332 SGEEH
2T TR, HWRRIEFEEN AT 2 FBUENRET DO AD 18RI L 0 2 Z L IR SN D,
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2.6.3 Pharmacology Tabulated Summary

2.6.3.1 Pharmacology Overview

Test Article: JTE-052 / JTE-052 Ointment (Specified in Description)

.. a Method of . - Report/Study Location in
Type of Study/Description GLP Test System Administration Testing Facility Number CTD
(Literature)
Primary Pharmacodynamics
In Vitro Pharmacodynamics
Effect on JAK and Cytokine Signaling
Inhibitory Effect on JAK No Human, In vitro Japan Tobacco Inc. JTE052-PH-001/
JAK1, JAK2, JAK3, Tyk2 B052ENO1 4.2.1.1-1
(Recombinant)
Inhibitory Effect on Cytokine No Human, In vitro Japan Tobacco Inc. JTE052-PH-002/ 42112
Signaling Peripheral Blood B052SG01 T
Mononuclear Cell JTE052-PH-003/ 42113
B0525G01 U
Effect on Immune and Inflammatory Cells
Effect on T Cell Function No Human, In vitro Japan Tobacco Inc. JTE052-PH-004/ 49.11-4
T Cell B052HTO1 T
Rat, In vitro Japan Tobacco Inc. JTE052-PH-006/ 42115
T Cell B052RT01 T
Mouse, In vitro Japan Tobacco Inc. JTE052-PH-005/ 42.1.1-6
T Cell B052MTO01 T
Effect on B Cell Function No Human, In vitro Japan Tobacco Inc. JTE052-PH-007/ 42117
B Cell B052HBO1 T
Effect on Mast Cell Function No Human, In vitro Japan Tobacco Inc. J iOSZ—PH—O24/ 42118
Mast Cell B052HHO1 T
Effect on Monocyte Function No Human, In vitro Japan Tobacco Inc. JTE052-PH-008/ 42.1.1-9
Monocyte B052HMO1 T
Effect on Fibroblast Function No Human, In vitro Japan Tobacco Inc. JTE052-PH-009/ 42.1.1-10
Fibroblast B052HFO01 T
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Test Article: JTE-052 / JTE-052 Ointment (Specified in Description)

s a Method of . - Report/Study Location in
Type of Study/Description GLP Test System Administration Testing Facility Number CTD
(Literature)
Effect on Keratinocytes
Effect on Expression of No Human, In vitro Japan Tobacco Inc. J1i052—PH—023/ 49.1.1-11
Filaggrin and Loricrin Keratinocyte B052HKO1 T
In Vivo Pharmacodynamics
Effect on Dermatitis
Effect on DNCB-Induced No Rat (M), Dermal, Japan Tobacco Inc. JTE052-PH-016/
Dermatitis/JTE-052 Ointment BN/CrlICrlj Repeated, B052RHO1 4.2.1.1-12
21 days
Effect on Scratching Behavior
Effect on IL-31-Induced No Mouse (M), Dermal, Single | Japan Tobacco Inc. JTE052-PH-022/ 491.1-13
Scratching Behavior C57BL/6J B052MI01 T
Secondary Pharmacodynamics
Non-Specific Effect
Effect on Various Receptors and No 23 Receptors, In vitro = JTE052-PH-015/ 49.12-1
Enzymes 5 Enzymes AL-4447-G T
Effect on Various Kinases No Human, In vitro JTE052-PH-014/ 4212
50 Kinases Japan Tobacco Inc. B0O52KPO1 T
Safety Pharmacology
Central Nervous System
General Condition and Behavior Yes Rat (M), Oral, Single JTE0S2-SP-001/ 49131
Crl:CD (SD) 0984 T
Cardiovascular System
hERG Current Yes | HEK 293 Cell Stably In vitro JTE0S2-SP-002/
Expressing hERG 0986 4.2.13-2
Potassium Channel
Blood Pressure, Heart Rate and Yes Dog (M), Beagle Oral, Single JTEQS2-SP-003/ 42133
Electrocardiogram (Unanesthetized) 0985 o
Blood Pressure and Heart Rate No Rat (M), Oral, Single Japan Tobacco Inc. JTE052-SP-004/
Crl:CD (SD) B052SP05 42.1.3-4
(Unanesthetized)
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Test Article: JTE-052 / JTE-052 Ointment (Specified in Description)

s a Method of . - Report/Study Location in
Type of Study/Description GLP Test System Administration Testing Facility Number CTD
(Literature)
Vascular Smooth Muscle No Isolated Artery, In vitro Japan Tobacco Inc. JTE052-SP-005/
Contraction Rat (M), B052SP01 4.2.1.3-5
Crl:CD (SD)
Cardiac Function No Isolated Heart, In vitro Japan Tobacco Inc. JTE052-SP-006/
Rat (M), B052SP04 4.2.1.3-6
Crl:CD (SD)
Respiratory System
Respiratory Rate and Blood Gas Yes Dog (M), Beagle Oral, Single JTEQS2-SP-003/
(Unanesthetized) 0985 4.2.1.3-3
Gastrointestinal System
Gastrointestinal Transport No Rat (M), Oral, Single Japan Tobacco Inc. JTE052-SP-007/ 42137
of Charcoal Crl:CD (SD) B052SP02 T
Renal/Urinary System
Urine Volume and Urinary No Rat (M), Oral, Single Japan Tobacco Inc. JTE052-SP-008/ 49138
Electrolyte Excretion Crl:CD (SD) B052SP03 o
Other Systems
NA | NA [NA NA NA NA -
Pharmacologic Profiles of Metabolites, Stereoisomers, and Impurities
NA | NA [NA NA NA NA -
Pharmacodynamic Drug Interaction
NA | NA [NA NA NA NA -
M: Male

NA: Not Applicable

a

An entry of "Yes" indicates that the study includes a GLP compliance statement.
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2.6.3.2 Primary Pharmacodynamics

Test Article: JTE-052 / JTE-052 Ointment (Specified in Dose)

Report/Study
. . Method of Dose or Gender and o . Number
Type of Study Species / Strain Administration Concentrations n per Group Noteworthy Findings (Literature)
Location in CTD
In Vitro Pharmacodynamics
Effect on JAK and Cytokine Signaling
Inhibitory Effect on Human, In vitro 1-64 nmol/L -- ATP-Competitive Inhibition JTE052-PH-001/
JAK JAK1, JAK?2, (3 trials) (Ki; nmol/L) B052ENO1
JAK3, Tyk2 JAK1:2.08 £0.32 42.1.1-1
(Recombinant) JAK2:1.71 £0.05
JAK3:545+0.33
Tyk2:13.9+ 1.1
0.1-1000 nmol/L -- (ICs0; nmol/L)
(3 trials) JAK1:2.80 +0.61
JAK2:2.64 +0.22
JAK3:12.5+0.3
Tyk2: 57.8 £9.4
Inhibitory Effect on Human, In vitro 1-10,000 nmol/L - Inhibition of STAT JTE052-PH-002/
Cytokine Signaling Peripheral Blood (3 trials) Phosphorylation Induced by B052SGO01
Mononuclear Cell Cytokines JTE052-PH-003/
(ICsp; nmol/L) B052SGO1
IL-2:39.6+9.0 42.1.1-2
IL-6:32.5+14.5 4.2.1.1-3

IL-23:84.3+11.3
IFN-a: 18.1 £2.6
GM-CSF: 304 £22
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Test Article: JTE-052 / JTE-052 Ointment (Specified in Dose)

Report/Study
. . Method of Dose or Gender and .. Number
Type of Study Species / Strain Administration Concentrations n per Group Noteworthy Findings (Literature)
Location in CTD
Effect on Immune and Inflammatory Cells
Effect on T Cell Human, In vitro 1-300 nmol/L - Inhibition of Proliferation JTE052-PH-004/
Function T Cell (3 trials) Induced by IL-2 B052HTO1
(ICs0; nmol/L) 42.1.1-4
89+3.6
Rat, In vitro 1-300 nmol/L -- Inhibition of Proliferation JTE052-PH-006/
T Cell (3 trials) Induced by IL-2 BO052RTO1
(ICs0; nmol/L) 42.1.1-5
153+54
Mouse, In vitro 1-300 nmol/L -- Inhibition of Proliferation JTE052-PH-005/
T Cell (3 trials) Induced by IL-2 B052MTO1
(ICs0; nmol/L) 42.1.1-6
109+1.5
Effect on B Cell Human, In vitro 1-10,000 nmol/L - Inhibition of Proliferation JTEO052-PH-007/
Function B Cell (3 trials) Induced by IL-21 B052HBO1
(ICs0; nmol/L) 4.2.1.1-7
492+5.6
Effect on Mast Cell Human, In vitro 10-1000 nmol/L - Inhibition of IL-13 JTEO052-PH-024/
Function Mast Cell (3 trials) Production Induced by IL-4 B052HHO1
(ICs0; nmol/L) 42.1.1-8
135+24
Effect on Monocyte Human, In vitro 1-10,000 nmol/L - Inhibition of TNF-a JTE052-PH-008/
Function Monocyte (3 trials) Production Induced by B052HMO1
GM-CSF 4.2.1.19
(ICs0; nmol/L)
277 + 146
Effect on Fibroblast Human, Invitro 100-10,000 nmol/L - Inhibition of Proliferation JTE052-PH-009/
Function Fibroblast (1 trial) without Cytokine Induction B052HFO01
(ICs0; nmol/L) 42.1.1-10
>10,000
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Test Article: JTE-052 / JTE-052 Ointment (Specified in Dose)

Report/Study
. . Method of Dose or Gender and o . Number
Type of Study Species / Strain Administration Concentrations n per Group Noteworthy Findings (Literature)
Location in CTD
Effect on Keratinocytes
Effect on Expression | Human, In vitro 10-1000 nmol/L -- JTE-052: JTE052-PH-023/
of Filaggrin and Keratinocyte (3 trials) Concentration-Related B052HKO1
Loricrin Prednisolone: Inhibition of Decrease in 4.2.1.1-11
10,000 nmol/L. mRNA Expressions of
Filaggrin and Loricrin,
Induced by IL-4 and IL-13
Prednisolone:
No Effect on Decrease in
mRNA Expressions of
Filaggrin and Loricrin
In Vivo Pharmacodynamics
Effect on Dermatitis
Effect on Rat, Dermal, Repeated, | JTE-052 Ointment: M:8or9 JTE-052 Ointment: JTE052-PH-016/
DNCB-Induced BN/CrlCrlj 21 days 0.03%, 0.3%, 3% Inhibition of Ear Swelling B052RHO1
Dermatitis (at 0.3% and Higher) and 4.2.1.1-12
Tacrolimus Ointment: Histopathological Changes
0.1% in the Ear Skin
Tacrolimus Ointment:
Inhibition of Ear Swelling
and Histopathological
Changes in the Ear Skin
Effect on Scratching Behavior
Effect on Mouse, Dermal, Single 0.03%, 0.3%, 3% M: 16 Inhibition of Scratching JTE052-PH-022/
IL-31-Induced C57BL/6J Behavior (at 0.3% and B052MI01
Scratching Behavior Higher) 4.2.1.1-13

M: Male
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2.6.3.3 Secondary Pharmacodynamics

Test Article: JTE-052 / JTE-052 Ointment (Specified in Dose)

Report/Stud
Type of Study Species / Strain M?tl.IOd Of Dose or Gender and n Noteworthy Findings 1I\)Iumber !
Administration Concentrations per Group s .
Location in CTD
Non-Specific Effect
Effect on Various 23 Receptors In vitro 10,000 nmol/L -- No Effects on the Receptors | JTE052-PH-015/
Receptors and Enzymes | 5 Enzymes (Initial) (2 tubes / assay) | and Enzymes AL-4447-G
4.2.1.2-1
Effect on Various Human, In vitro 1000 nmol/L - ROCK-II: ICsy = 141 nmol/L | JTE052-PH-014/
Kinases 50 Kinases (Initial) (2 tubes / assay) | No Effects on the Other B052KPO0O1
Kinases 4.2.1.2-2
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2.6.3.4 Safety Pharmacology
Test Article: JTE-052

Type of Study Sp eci?s / M(-etl.md Of Dose (mg/kg) or Gender and n Noteworthy Findings GLP* Reg‘:;::zl:dy
Strain Administration Concentrations per Group L.
Location in CTD
Central Nervous System
General Condition and | Rat, Oral, Single 3, 10, 30 mg/kg M: 6 3 mg/kg: No Effect Yes JTEQ52-SP-001/
Behavior Crl:CD (SD) 10, 30 mg/kg: Reddening of 0984
the Skin 4.2.1.3-1
Cardiovascular System
hERG Current HEK 293 Cell Invitro 3, 10, 30 pmol/L -- 3 umol/L: No Effect Yes JTE052-SP-002/
Stably (5 cells / group) | 10, 30 umol/L: 4.7% and 0986
Expressing 10.4% inhibition 4.2.1.3-2
hERG
Potassium
Channel
Blood Pressure, Heart | Dog, Oral, Single 0.3, 1, 3 mg/kg M: 4 0.3, 1 mg/kg: No Effect Yes JTE052-SP-003/
Rate, and Beagle 3 mg/kg: Tendency for 0985
Electrocardiogram Decrease in Blood Pressure, 4.2.1.33
Increase in Heart Rate
Blood Pressure and Rat, Oral, Single 3, 10, 30 mg/kg M: 6 3, 10 mg/kg: No Effect No JTE052-SP-004/
Heart Rate Crl:CD (SD) 30 mg/kg: Decrease in B052SP05
Blood Pressure and Increase 4.2.1.3-4
in Heart Rate
Vascular Smooth Isolated In vitro 1, 3,10, 30 pmol/L - Reversible Relaxation of No JTE052-SP-005/
Muscle Contraction Artery, (5 specimens / | Phe- or KCl-Induced B052SP01
Rat (M), group) Contraction 4.2.1.3-5
Crl:CD (SD) ICs¢: 3.6 (Phe) and
3.5 pmol/L (KCI)
Cardiac Function Isolated Heart, In vitro 3, 30 umol/L - No Effect on Heart Rate and No JTE052-SP-006/
Rat (M), (4 specimens / | Cardiac Contractility B052SP04
Crl:CD (SD) group) Increase in Cardiac Flow at 4.2.1.3-6
30 umol/L

10
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Test Article: JTE-052
Type of Study Sp eci?s / M(-etl.md Of Dose (mg/kg) or Gender and n Noteworthy Findings GLP* Reg‘:;::zl:dy
Strain Administration Concentrations per Group L.
Location in CTD
Respiratory System
Respiratory Rate, and | Dog, Oral, Single 0.3, 1, 3 mg/kg M: 4 No Effect Yes JTE052-SP-003/
Blood Gas Beagle 0985
4.2.1.3-3
Gastrointestinal System
Gastrointestinal Rat, Oral, Single 3,10, 30 mg/kg M: 10 3, 10 mg/kg: No Effect No JTE052-SP-007/
Transport of Charcoal | Crl:CD (SD) 30 mg/kg: Inhibition of B052SP02
Charcoal Transport 4.2.1.3-7
Renal/Urinary System
Urine Volume and Rat, Oral, Single 3, 10, 30 mg/kg M: 6 3, 10 mg/kg: No Effect No JTE052-SP-008/
Urinary Electrolyte Crl:CD (SD) 30 mg/kg: Increase in B052SP03
Excretion Urinary Potassium Excretion 4.2.1.3-8
M: Male

a

An entry of "Yes" indicates that the study includes a GLP compliance statement.
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