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R

&= Bl L TOWRWREL (39) BHEL TWZ2nREL (H)

ADME absorption, distribution, metabolism and WIS« 55« FRET - Bt
excretion

AUC area under the drug concentration-time curve ST R R B T RS

AUC0-24h area under the drug concentration-time curve 0 BEfEI D 5 24 B & C O 3R L - R il
from time O to 24hours P AN

AUCinf area under the drug concentration-time curve 0 BFREI 2> & HERR IR & CHME L 7= 38
from time zero to infinity FE B R T TR

BA bioavailability NAFTTXAZEVT 4 —

CL clearance JIVT TR

Cmax maximum drug concentration S aEE 7N =iy

CYP cytochrome P450 F 7 m— 2L P450

GLP Good Laboratory Practices SR L D22 M2 BE 9 2 FERG R R BR 0D FE it

D HHE

HPLC high performance liquid chromatography EHRRE s o~ NTT T 4 —

LC-MS/MS liquid chromatography-tandem mass Wik o~ N5 7 4—4 0T DNEEY
spectrometry Mk

LSC liquid scintillation counting WKy v F L— g UE

Papp apparent permeability coefficient LT OF e

PXR pregnane X receptor TV X ZR/IR

QWBA quantitative whole-body autoradiography EENEH A — NI VAT T 7 14—

T1/2 elimination half-life TH 80

Tmax timet to reach the maximum drug concentration  f & FK M & I 32 1)

Vss distribution volume at steady state EHEARRES S
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1 =&H

NEYUF =T D~ A (CDlI LT CByB6F1 Hybrid) , 7 » I (Sprague-Dawley) , 7%
(New Zealand White) , £ X (B —2L) KL (=7 AH)) IZBT LW, 554, G
JOHE (ADME) 122\ T, MCAER U3 FRERR L % Y U F =7 % T in vitro O in vivo T
BET Lz, SEEY BRI X MERAER & (R — O @i FE & OSSR & Ve,

B4R

In vitro @ Caco-2 MIMHEEBIZ L2 KRFN5, V&Y F VU =7 3mBaEatiy L&z s,
~VUA, Ty b, AXKOYVICHEREORE L2 & X0 Tmax (X 0.5~2 BETH Y, WITHE
LN TH -T2,

~ A, A XKL MZBWTIEAF V) F =T REHROBBERICHEZTHR LN -T2,
7 v N TCIEHBEC R THEOBRBERE S EENLALNT, BRONAFTT ATV T 4 —I% 22%
(Fv) 226 105% (M7~ ~) THY, SpFEIC LY Bico Tz, ik, W pH
O EFIIVX Y U F =T ORI B E RIE X 720 o T,

VoKl

Ty M MC ARV D Fo2TBRORE LIz L&, BUFREITA RSO L, LS, B,
BEE, EREE, M BIRRORIRICEREOSMPRBD N, AET Y NOKERDTT R
TR D DI RNDERLINTH o722 Lnh, AT =k LTRSS LanEE X bR
%o MEMEAM 2 @i L COHFBAFRR~OBITIZIZ E A E R oo Tc, iIRT v MW
T, e REEh A A iR RS b K OVIR VE AR REEN A I PR BEEE 2 1 2 FEIY, JRIEDND DH
KH#EN-T2,

Ex vivo IR FIFERE G RITIWE ITKTFET, 27~49% (U R) , 18% (T v 1), 9.7%
(A X) Tholz, & N invitro MFEEAIEFEERIL33% ThH-T-,

K&

ERFI/Za Yy —LK0O%HEL:x F 7 a—2Ah P450 (CYP) (2L D in vitro TORHING, ¥
VU F=T Ok MIBITFHMRHEHTIZEIC CYP3A4 25 L TEBY, CYP2CY &} CYPIA2 D% 5
LD ENRRENT,

NXY Y F=TEROKE Lz EomETIE, v v A, 4 XKD hTIEREMENEIC
OB, Ty FTEREMRTIC RGN, VA, Ty b, A XKEDE MZBTDHER
BRI I OKBRILIR, 7 B AROAER) ROVENICKH 7V 7 v U BB A Th o T,

E MIBITLERRFWIZHONWT, BERBCTHW~T X, v N, A XOEHEHEICE
JOBERIE, b MNERABRTOREREE LA Tz,
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Bttt

Ty MIRNT, YorF VY F T RO S EOHHEOIENLEDTH Y, 24 RKE
TICHEEEDIZE 100%3 UM S v, R, B ROES ~0 96 IlH £ To Bk, #T
FNER 52%, 37%R TN 12%, HET 45%, 40%K% 0 20%TH Y, HEEER TR Ch -z, 1 X
Mook v ) F o ER OB BGOSR, 96 BRE £ CIoRPIT 34~36%, EHIC 55~58%7%
HEitE Sh, HERERS TR CTh o o,

AT DT v Mo ARG, A% ) F = Tl RS OB TR R O A R
2HTHD, AHP~OFBHIIENEEZ G,

EMMEEER

In vitro BRERBOWER, L%V Fo 7 RUOEASEH CHS MIS L, Wiht b ~EE CYP
Wt 2MEEREIEEAFR LN o, F, invive BOF invitre OFERL, BERE
W2V T CYPLA2, CYP2B6 (R CYP3A4 35T 2[Rt & E 2 b b,

2 a1 Pro

2.1 RS AR

st s )V =710 || s o7 2 v —=icaRsnE LR
BRI U, MO U F =7 O Pl b BB & Figure 2-110m4, (L7 ik
{E O ARIME T 99%LL ECH -7 (Table 2-1)
Figure 2-1 BEEREL V) FoTOBEX R CIRRE AL

N\\E

'z
&
-

N N\

H14C\ = N
N H

Table 21 BEHMEEREL V) F o T O S e B ik b S skl B

AN St e U LRI
3562192 57.25 mCi/mmol >99.0%
3625229 59.98 mCi/mmol 99.5%
65359001 59.98 mCi/mmol 99.2%

RSE 532-2 5321 MBg/mg (V) ERIE & L) »99.5%
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2.2 BERED 7347

AEIREARE (LR, M3, R R OGE) HEREEIRRIA L v F L — v 3 VR (LSC) 12k 0 i
U7, S8 M OMLRRIN O BB B 1L E B2 A — F T U475 7 4 — (QWBA) 12X 0 il
L 7z[Table 2.6.5.5A-INCYTE-DMB-07.109.1], [Table 2.6.5.5B-INCYTE-DMB-08.58.1],

2.3 KEM D EE R VIEERT
MAE, JR, FEROBAFORBPIE, FRERNES L2 ZRERE 7 v~ N7 77 40—
(HPLC) #HWTERE L=, R#MOREIZRE a~ NTT7 7 40— T LNERSITIE
(LC-MSMS) , KOG RAEEA Y & O LV i L 72 [Table 2.6.5.9A-INCYTE-DMB-
08.154.1], [Table 2.6.5.9A-INCYTE-DMB-08.169.1], [Table 2.6.5.9A-INCYTE-DMB-08.61.1], [Table
2.6.5.9A-INCYTE-DMB-09.84.1], [Table 2.6.5.9B-INCYTE-DMB-08.149.1], [Table 2.6.5.9B-INCB
18424-134]

2.4 mFRILEFVIF_ITRURBEVEEDEE

MgV U F =T IREER, BREE A SUTR-IRA H C & D ATLER %12 LC-MS/MS THIE L 72
[Table 2.6.5.2A-INCYTE-DMB-06.164.2], [Table 2.6.5.2B-INCYTE-DMB-07.56.1], [Table 2.6.5.2C-
INCYTE-DMB-09.42.1], [Table 2.6.5.2C-INCYTE-DMB-09.42.2], [Table 2.6.5.2D-INCYTE-DMB-
09.43.1], [Table 2.6.5.2D-INCYTE-DMB-09.43.2], [Table 2.6.5.2E-INCYTE-DMB-09.45.1], [Table
2.6.5.2E-INCYTE-DMB-09.45.2], [Table 2.6.5.2F-INCYTE-DMB-09.46.1], [Table 2.6.5.2G-INCYTE-
DMB-09.44.2], [Table 2.6.5.2G-INCYTE-DMB-09.44.3], /L% Y U F =7 O H|E 1 % Table 2-212
FRILTRT, MEONTIEEME L LT, AEMHICIILXY I F=T0EEMWE TH D
INCB019203 ZfifHL, D% 27 uA R F—v a2 E LT PCorx V) F=7

(INCB028452) ([ZEHE L1z, Z7aANY T — a3 »OFERNLWT N ONEEEYDE & iz
Le b EEM RIS R, XV F=TREOER FRIZ 10nmol/L (7> ~, AX, U
PF) , 25nmmol/L (U R) ThHol-,

X5\, BAMEAMERHMECIEREK ADME b7 £ > GLP JE6 HiBR ClE, [4.2.2.1-1-INCYTE-
DMB-06.166. 1127”9 & & FIR 1 nmol/L DEEEZH Wz, ~U A, Ty, A XITBITLD 8 F
OB (M7, M8, M9, M11, M16, MI8 KX M27) DIEHFIEEIX, & MIBNTARYF—h &
A72[5.3.1.4-4-INCYTE-DMB-10.14.2{Z7~ J & & FBR 1 nmol/L O iE &k 2 FVWTRIE L 72,

£, VXV IUF=T1F70°C [ZBWT, w7 AMBEFT 116 A, 7> h RO XfEH T
489 HE, wHXMmiEd < 811 HMOLEENHER SN,

[
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Table 2-2 mFFIILF VIV F_TDEEE
Bt HE T EETFR  NEEERE  Source
(nmol/L)
Z v k LC-MS/MS 10 INCB019203 Table 2.6.5.2A-INCYTE-DMB-06.164.2

INCB028452 Table 2.6.5.2C-INCYTE-DMB-09.42.1
Table 2.6.5.2C-INCYTE-DMB-09.42.2

A X LC-MS/MS 10 INCB019203 Table 2.6.5.2B-INCYTE-DMB-07.56.1

INCB028452 Table 2.6.5.2D-INCYTE-DMB-09.43.1
Table 2.6.5.2D-INCYTE-DMB-09.43.2

~ 7 A(CD-1) LC-MS/MS 25 INCB028452 Table 2.6.5.2E-INCYTE-DMB-09.45.1

Table 2.6.5.2E-INCYTE-DMB-09.45.2
~ 7 Z(Tg/Hairless) INCB028452 Table 2.6.5.2F-INCYTE-DMB-09.46.1
AV LC-MS/MS 10 INCB028452 Table 2.6.5.2G-INCYTE-DMB-09.44.2

Table 2.6.5.2G-INCYTE-DMB-09.44.3

3 IR IR

3.1 In vitro S E&

In vitro ® Caco-2 FfRELJEE 2 F W 7= MEHZ B W, 50 pumol/L IZBIT 5% Y U F =7 D /@h
J O FEEAAE (Papp) 1T 21.5x10%cm/sec TH Y, mE@EMELEM THLA N F oo —1
(17.4x10° cr/sec) & ¥ & 9> 7= [Table 2.6.5.15B-INCYTE-DMB-08.147.1], $£7=, BifL /-2

B (1~100 umol/L) 23T Papp CIRERAFENTRO BT, R 5 E PRIk 58
EqRl s & LA D Papp HEHLIXIFIE | TH o7z, S 51T, Papp if P-FEE FALERIORIMNO
AR T2 2 e D, VF Y UF =T D Caco-2 MIBGER ITZENTH Y, P-FIEALLE
Dk N7V AR—Z OIETII RN EEZ BT,

3.2 HEREIZEIT2EMERE

NV F =7 EEER O B5% ORYEREIC OV, M CD-1 ~ v & (15, 100 mg/kg) ,
MEEZ >~ ~ (50 mg/kg) , HEMEE— 2714 X (10 mgkg) ROBEMED =2 A v (10 mgkg) %
HAWTHE L7z, $£72, HEFIRNEG% OB OWT, HEREZ ~ & (10 mgkg) , B
B — 27 A X (5 mgkg) &U‘\tﬁﬁﬁ:ﬁ/ﬁfﬂ/ (5mg/kg) ZHWTHF L7z, 2 bHDRERT
13 0~24 REfZ ICER M 24TV, f SR A 2 E U CHRRWENRE X T A — % Z3Eli L 7= (Table
3-1)

E4PZS

M~ 7 A2V F VU F =7 % 15 O 100 mgkg O B CTHIERE OBE L2 L &0 Tmax 13,
W oMER], HETYH 0.5 B TH 72, 15mgkg LT 100 mgkg (2F1F 5 Cmax %, #HET
2.09 O 39.8 pmol/L, MET 1.76 XY 62.5 umol/L TH Y, HEkZ ERIZEEMAZR LTz, Z OfH
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M AUC THRIEETH Y, 15mgkg KT 100 mgkg IZBI1F 25 AUC X, HET 2.64 L
97.0 pmol-h/L, MET 3.05 &N 168 pumol-WL T 7=, HIHWHIE 0.821~1.65 I TH Y, 4
Mmootz

vk

HEREZ » MZvx Y U F=7% 50 mgkg DHECTHEIRAOEE L7 & & D Tmax 1%, HERENT
b 0.5 K Th o7z, Cmax KLY AUC OFERJfEIE, HET 2.24 pmol/L & TY 5.40 pmol-h/L TH >
72Dk L, METIE 304 pmol/L J2 TN 39.3 pmolh/L TH Y, MO TN E»-T-, ZOMEZEDFIAN
LT, 7y FTIEIMICH_THEOLTPR@ 22TV enEZxbhle (51H) |

HEREZ >~ Mo x Y U F=7% 10mgkg ODHETHIRNE G LT-L&02E 27 VT 7 0 XF,
9.4 L/nkg (Hf) KO 48 Livkg (M) &m&<, oAiafElL, 3.8Lke (HE) KUY 1.6 L/kg (M) T
bolz, HARWEINE, BOKEG#T 17 KFH (M) &0 12 B () THY, #HRNEG%
D 0.4 BEfH (MEME) (TR TENoTZ, BONA AT A Z VT 4 —OFEIHEIX, BT 29%T
BHoT=DITx LT, METIXIZIE 100% Th o7z, FRIRNER 5% O R P RZCIRPETE=RIE,  MERE &
HIZ 1%A T o 72,

4 X

HEEE =7 A 2% Y U F =7 % 10mgkg OB THEROEE Lz L &0 Tmax (X 2.0
KT D, Cmax KN AUC (X221 8.71 pmol/L KO 38.9 pmol' /L Tdh-o7-, £7=, HMEE
— 7 A XU Smgkg DB CHEFFHIRNEZ G Lt 0257 ) 7 7 A% 048 Lhkg TH Y,
DAEBFEIT 1.1 Lkg Tholo, BAFEG% L OFEARNE 5% OWE KRN, Wbk 2 K
ThV, BROBGHEDONAFT XA ZEYT 4 —I% 57% Tholz, FlRNE L% DR TP REER
PRI 1% AR TH -T2,

Y

HEED =7 A P F Y UF =7 % 10mgkg OB THERAOKE LZE &0 Tmax (X 1.7
Bl TH Y, Cmax KO AUC X1 1.52 umol/L K TF 8.05 pmol-h/L TH -7-, F77,
5mg/kg OHETHEFIRNE S L7z 0287 VT 72 A1X 091 Lhkg TH Y, DAEMEIT
0.81 L/kkg T o7z, & AHKEGHZ M OFIRINER 5% O I ERNE, £heh 1.5 RFFK& O 0.88 Ky
WThY, BATRGEHEDASAAFT XA TV T =% 2% Tholz, FHRNEG%DRBPARE
RPEIERIT 1% R TH - 72,
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Table 3-1 WXV F-_J#EREE LI ETOEMEHE/ NS A—4
b Sy ~ A ~ A AR ~{ X U2
B TA—7 it i it i it i it it
iv. Dose (mg/kg) - - - - 10 10 5 5
N - - - - 2 2 1 2
CL(L/l/kg) - - - - 9.4 4.8 0.48 0.91
AUCinf - - - - 3.75 7.49 34.1 18.0
(umol-h/L)
Vss - - - - 3.8 1.6 1.1 0.81
(L/kg)
T1/2 (h) - - - - 0.41 0.43 2.5 0.88
Fe(%) - - - - <1 <1 <1 <1
p.o.  Dose (mg/kg) 15 15 100 100 50 50 10 10
N 3 3 3 3 2 2 2 3
Cmax 2.09 1.76 39.8 62.5 2.24 30.4 8.71 1.52
(umol/L)
Tmax (h) 0.5 0.5 0.5 0.5 0.5 0.5 2.0 1.7
AUCinf 2.64° 3.05° 97.0° 168° 5.40 39.3 38.9 8.05
(umol-h/L)
T1/2 (h) 0.899 0.821 0.938 1.65 1.7 1.2 2.2 1.5
BA (%) - - - - 29 105 57 22

Source: Table 2.6.5.3A-INCYTE-DMB-08.170.1, Table 2.6.5.3A-INCYTE-DMB-06.169.1, Table 2.6.5.3A-INCYTE-DMB-
06.182.1, Table 2.6.5.3A-INCYTE-DMB-07.08.1

-: Not studied
Fe : JRHPRZ AR YEE=R

a) FFS 720 O N
b) AUCO0-24h

3.3 REREIZE T 2EDMERE
VDA, Ty b, UBPEFROA XNIVF Y ) F =T EKERAKGHZO hF v axxT 47 A
IZOWT, KEEGHERBRO—H L UM Lz, FEM1X[2.6.6-3 TH], [2.6.6-5 HNIZFEH L7z,
NF Y Y F=TIHRBE OE#GHOOWTIICB O T H NI S0, THIERENTE
Mmole, STAKROA XIZBWTHETIZEAEREDONRND, T v FTIIMHENRO bz,
~ 7 A (CByB6F1 Hybrid) (Z 26 B ERSE LRIz, #5176 HH O AUC 1L &
e EFElS THEM LD, Cmax ITHERANIIHELRZ TRIZENE R LT, £/, &5 1
HEEHRLT, 5 176 BIZE1T 5 Cmax KON AUC IE[AER XTI E TR T3 M8 Sz,
Z v MT 4T 26 B KERS L2 BRICBW T, AUC I3 R A B BRSO3 &b %
LRI ER U, T > FOMREHRESEIZ LR TEWZ L —F LT (5.1 1) , W7~k
28T % Cmax &Y AUC I3 BEIC LR TEAG E0 o 7o, 4 BB OKER 5388\, #T7 > b
W AEE %D Cmax LY AUC 1T X TOHETES 1 AR LEHRTH 72, M7 >~ h Tl
IEHET AUC 28589 12 ITAE T L7z, 26 B O RER 53R BT 5 Cmax XY AUC 1%, #&5
1 HEICHASTEE 27 HEH CIRBRETH- 722, #5176 HH Tlx@mn -7z,
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UHXICBWCHIE 8§ HES 21 BAZF TAXR VYV F=T 2 ERE LI ZA, KERE
#% (E#=21 HH) © Cmax LN AUC IZHA R Z ERIZHINZ R LTz,

AXZBT S 48, 26 #, 52 HOKEHEGHERIZBNT, 4 B KO 26 B KEB %O
Cmax (ZHEFIFSUIHELZ TREIZEIMTH 7223, 52 HERERG% CIIHELRE ERS
#nzmR L7z, AUC IZOWTIEW TN oMK ERE L-HE Ty, HERFA I &%
ERIBEEMTH -7, Cmax IOV TCITiE 2B E TORECHERRBEBIIR N 2)ho T,
AUCIZOWTIIHRE 1 A B LR LT 4 BT GRZRITFRRE TH 7203, 26 MR O 52 k5% T
=Y

U EDFERNG, VXY ) F=TI3RERGICEDBERREEIAECT, Ty, vHFEXELD
AXZBNTEFE LR ONRNWEZ R DLz, —F, vV ACBWTE ORIz THE
FHENRRINDLT — X B EGEHNT,

VTR, Ty MRS XIETHEEERETO TK /X7 A—4% (Table 3-2) KOEFKRHAETO
bt Mg E L O#L (Table 3-3) Z7R~7,

Table 3-2 BEMEEYIR, TV MRUSRIZRERERD TK/IAF A5

P PK/NTA—H ~UA 7 v b A X

T Day 176 28 181 28 175 357
Dose (mg/kg) 125 50 30 10 2.5 1.5
Cmax (umol/L) 24.4 1.17 0.445 4.82 3.01 0.630
Tmax (h) 0.500 0.50 0.500 1.2 0.64 0.929
AUC0-24h (umol-h/L) 67.8 1.08 0.662 23.0 7.54 2.36
T1/2(h) 1.39 ND 1.11 2.06 1.2 1.89

I Day 176 28 181 28 175 357
Dose (mg/kg) 125 50 60 10 2.5 1.5
Cmax (umol/L) 13.1 3.51 6.11 4.51 3.48 0.844
Tmax (h) 0.500 0.50 0.500 1.0 0.64 0.786
AUC0-24h (umol-h/L) 78.0 11.1 25.8 16.7 8.10 2.57
T1/2 (h) 3.91 2.3 1.40 1.55 1.1 1.50

Source: 4.2.3.4.2-1-T09-02-03-Text Table 13, 4.2.3.2-3-T06-08-03-Appendix4-Table 1, Table 2, 4.2.3.2-5-T07-10-06-Text
Table 4., 4.2.3.2-7-T06-11-03-Appendix16-Table 4, 4.2.3.2-8-T07-10-07-Appendix]J-Table 5, 4.2.3.2-9-T08-07-03-
Toxicokinetic Report-Table 4, Table 5

ND: HH A
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Table 3-3 Sy bk, TOR, 1 XRVE MZREBREREOILEXVIFTORESE
s Cmax AUC

By E i (nmol/L) /e b (nmol-h/L) /e bk

th B 0.66 1481 - 8726

<A e 125 24400 16.5 67800 7.8
iiig 125 13100 8.8 78000 8.9

v b e 30 445 0.3 662 0.1
iiig 60 6110 4.1 25800 3.0

A X e 1.5 630 0.4 2360 0.3
iiig 1.5 844 0.6 2570 0.3

Source: 5.3.5.2-2-251 #A%#-Table 15, 4.2.3.4.2-1-T09-02-03-Text Table 13, 4.2.3.2-5-T07-10-06-Text Table 4., 4.2.3.2-9-
T08-07-03-Toxicokinetic Report-Table 4, Table 5

T — %131 B 1 RESETROETHY, Dayl76 (v 7 R) , Dayl8l (7 v k), Day3s7 (£ X) ,
t hO AUCIZ 251 FBRD | H 2 B HHZOT — & 20 EFIRAED AUC ZMFE L T-,

a) HEIIRAERAR (v b)) IEHEEAE @) . & ORI FEYERESL 75kg & LT, RKBERAE
(50mg/H) »HEH L,

4 v il

WMERES ~ 2 MC-v ¥ Y U F =T % 25 mgkg O B THERR A5 L7- & & Ok & s
L7z, MCov V) F =7 2 ARG % OBEEED MER SISOV T, <7 % (50 mgkg) , A
X (3mgkg) MUt b (25mg) THH L, HIET v M2 "C-ad Y ) F=7 2 HEROKE
% OMERGEIBIEICOW TR Lz, E£72, 7 v MIFIRNE 5% OB TIEIC O W T e Lz,

4.1 k2% X

F v b (HEVE Sprague-Dawley, MfffE Long-Evans) 12 “C-lx Y U F =7 2 RA% G5 L&D
B BEDOWIITEHSRL A TH Y, MR & O M PR E TR G 1~2 R IS i & 72 - 7= [Table
2.6.5.5A-INCYTE-DMB-07.109.1], [Table 2.6.5.5B-INCYTE-DMB-08.58.1], #¢5- 24 B#li#4 £ CTO ik
HHED MR,/ AR LRI 0.9~1.0 (Sprague-Dawley) M O 1.0~1.3 (Long-Evans) T&h -7z,

4.2 e m

F v~ (MM Sprague-Dawley, MEME Long-Evans) (2 “C-/L2 Y U F=7% 25 mg/kg DHET
AR QG L7z & & OBEBE DM S A2 >V TS L 72[2.6.5.5A-INCYTE-DMB-07.109.1],
[Table 2.6.5.5B-INCYTE-DMB-08.58.1], #5- X 72 it fgIZ)A < sk Az oA L, 4 FERILANIC
e & 7> 7=, Sprague-Dawley 7 > MZEBWTIX, HILE, b, BRE, B, K
R ORI BV CTEIBEO A NTRD bz, 5 96 RE%RIC1E, BIR, FAE & ORFIRC
I (Cmax @ 2%LLF) ORETRER R SNI-H DD, LSO TIIMH SR -7,
Long-Evans 7 v MZBWTIE, HLE, IR, MEH, 7 FOEE, i, BRE, BhE, e (6
) KOS CHEREOSANTRD b, MAEFRRE & R, HRk T N AE O ik i
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FEIIHET > MR THETZ » M TREVWERIA R Oz, Mgk 2 @i U <o FRmser
Mo, KM, B, "RIE, B ~OBITIXIEEALE RN T, AT 2Ty
MW BNT=D, Beh 8 Bfi]#4 £ TITIZIEIYA L=, Long-Evans 7 v kDR HEDIH R ITIHE L)
ThHV, 1FTL i EOMEETERS 24 BRI TIREZ TEY, 336 Ref &I RED B O B
TMRRIZ 22 v o 72, BT v T D Long-Evans 7 v b DEJGR T B IEICIIT 5 iHK A H
RN TholeZ &b, VXYV U F=THROBIFGEIZA 7 = % L TRAMFICHES L2
EEZLND,

4.3 fadd @Bt

JEIE 13 B AN 18 HADMES » b (Sprague-Dawley) (2, '“C-/L% Y U F=7"% 30 mgkg
AR CHRBRAOKEES Lz & &0, Bk Ok H OB RES A2 2\ THRET L 72 [Table
2.6.5.7A-INCYTE-DMB-10.50.1],

AR 13 B H & 18 A HOREWMOHSRE D AZ — AR TH Y, IHEENEY, LD
R b EWIREN R S, BB O Mk OMmAE P BORRERE 1L, %5 1 Ref %I Rkm I
L7720, #5524 FFE E CTIZhmIRED 1%REIIRT Lz, 1&& A EOREMWHE L O IR
FORETRERREE 1Y, 5 1| RERIRICIREIREE L7220, TO%RKFIRIE & & HIERT Lz, By
THREBENRL SIS, IR 13 HE LW 18 HHOWT NG iflE, BlE&;OEIE TH -7,

SRR 13 H HORRIRH S RERE X, &5 1 RRRICEkESREL 20, 5 8 RkICER
BRANG & 2e o7z, fEMR 18 H H DRV T O fem U REIREE I, ATFHE, Olst &% OV s Tl b =
Do T, HER 13 B B ORGSR REEN) B FR iR B b K OENR 18 H B o ik VAo REEh) ifn 5% i
JEWIE, EEARTHSTETXTOMMT 1 TR, Lz TLF Y U F=7 RO
BED IR @B S RIEN D DML L RN &b, BER~DIBEZRIIRES AL EZLNE,

4.4 ufe1TiE
7 v MoFx Y U F=7% 3 mgkg fFIRNBEREE 5 L7214, 6 mgkg Z FRIRNIC 4 R RRgE 5
L7z & & OMBATHIC DUV TRE L 72 [Table 2.6.5.8-INCYTE-DMB-07.12.1], 4 B 5% D
NEYVF =T OMFPEREIZMERRED 82% TH Y, MMFF BT iR B i 5 ih IRk A T e
(ex vivo BHFEGRTHIIE) O 8.0%ThH o=, LIEN-T, T MIBITDHEHHMEKREFL
7o B TR R ~OBITIE E A LR O N2 ol 2 L ERIBRIC 42 ) , &V F=
T D7y MBI L Mg ZEEFIERNEE X b D,

4.5 B0HESE

~ U A (CByB6F1 Hybrid, CD-1, hairless) , 7> &, UH¥F, X, LK OE MZBITD in
vitro MUAEK OMILIEE FRS G2 DWW T, SEERENTEIC KV G L7z, In vitro MU AIIERE B D
P, ~ 7 AZEOT 52% (CByB6F1 Hybrid) , 3.1% (CD-1) , 4.5% (hairless) T b,
Z v b, X (IHIR) KOS X TIEENRZN 14%, 12%K% N 12% T d - 7= [Table 2.6.5.6A-
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INCYTE-DMB-08.158.1], [Table 2.6.5.6A-INCYTE-DMB-08.191.1], [Table 2.6.5.6A-INCYTE DMB-
09.62.1], [Table 2.6.5.6A-INCYTE-DMB-07.11.1], [Table 2.6.5.6A-INCYTE-DMB-09.61.1], ¥ /Vi2k
D EBEREEIL in vitro GO A THRETS 1L, MIEEBIERARIL 5.6% Todh > 7-[Table 2.6.5.6B-
INCYTE-DMB-07.11.1], Ex vivo IMAEE AFERESFIX 4.9% (=7 A ; CByB6F1 Hybrid) , 2.7%
(7 A ;CD-1) , 3.0% (=7 A ; hairless) , 18% (7 v k) , 13% (ERVIX) , 9.7% (A
X) THO, VXV UF=TREITKEFE LD 572 (039~19.5 umol/L) [Table 2.6.5.6C-
INCYTE-DMB-08.158.1], [Table 2.6.5.6C-INCYTE-DMB-08.191.1], [Table 2.6.5.6C-INCYTE DMB-
09.62.1], [Table 2.6.5.6C-INCYTE-DMB-07.11.1], [Table 2.6.5.6C-INCYTE-DMB-09.61.1], t {23
% in vitro MHE K ONILTE R AFEREARIL 33% 4D 32% TH Y, BEIIKE LR o7z 3~
10 pmol/L) [Table 2.6.5.6A-INCYTE-DMB-07.11.1], [Table 2.6.5.6B-INCY TE-DMB-07.11.1],

5 K& (HYERD LK)

5.1 In vitro {3t
Ty MIVX Y Y F=T 2 BGHOBEEIIEENR N2 0 B2H) , 7y MF
rna Y —ALKONT7 v ML Z CYP ZHWT, T v MIBITD in vitro REHZHOWTRET L7
[Table 2.6.5.10A-INCYTE-DMB-07.01.2], [Table 2.6.5.10B-INCYTE-DMB-07.01.2], T~ hiFI 7 1
VA& D invitro &7 VT T A%, M (1.02 Lihkg) IZHATHE (2.54 Likg) TR
oo BT, WXV VF=TEHMBZ CYP & 60 251 > F 2— MEORBILKFRFRIL, T
v NRFERA7R 5y TRECH H CYP2C11, CYP2C13 TN CYP3A2 TEALEI 2%, 78% % TN 2% T >
720, MEZ y NEERMZR Sy TRTH D CYP2CI2 TIX 101% CTh o7z, ZOFERIEL, T v b in vivo
B OBBEEDSHEICHASTHTE» 272l =T 2D ThoT, 61, HEENTHIC
HLRIL CNDyFHETHDH CYPIA2, CYP2C6 KUY CYP2D1 HL% Y U F= 7@1&% BH5-L
T\,
tMFI 7Y —A kOt M Z CYP ZHWT, & MIBT 5 in vitro REHZOWTHETL
7-[Table 2.6.5.10A-INCYTE-DMB-07.02.1], [Table 2.6.5.10B-INCYTE-DMB-07.02.1], & #D#H T
BRI SOSRIEZ WD, ZORETIEHSICA® Y ) F=TBHmicR#f S znror
%, FomnwI e Yy —LEAEE (05mgmL 705 2mgmL (CEF) & L THERTLE
[Table 2.6.5.10B-INCYTE-DMB-09.93.1], /v¥ Y U F=7%t ;b CYP B#IWHLEIHKDOFETF T
MFIZ7uay—bt Ao Fa—F L7t Ah, CYPIAL IERTHDL 7 Fa)F Y —LVOFET
TAX Y U F =T OREMPEE SN, CYPIA2, CYP2C9, CYP2C19 XY CYP2D6 DBHFEIKDTF
ETFTEOLEVIHEINRD -T2, WXV I F=T0OE MZBITHEICIEE
CYP3A4 DB E L TWDH T ENRBINTZ, EHIC, B MFIZrY—AKUOE Mi#LZ CYP
ZHOCCEEMICRFTI LR, B MFR 78 Y —Al2k s vx Y U F=7RFHxT 5 CYP3A4
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DEFHHIX 751%THV, RWT CYP2C9 (18.5%) HEF 5 L TW\5D Z & M/RIE S Fu7-[Table
2.6.5.10C- DMPK R1100644],

5.2 In vivo

YCLX VU F=TEITR, Tub, A XKV MORARSHOME, Bit, REROES
AW, Hdtttas X OV LC-MS/MS 12XV in vivo Rt 7' 0 7 7 A VEBE L, R OEER
ExiTHo Tz, FEWE TR LN % Table 5-1127~ L, HEERFHHRE & Figure 5-1127797,

b M MV ) FE T R BERAO#RS L & 2 omgEdhicix, REESMER O
MBRRO LN, 61T, RO —HITRERIZHRTIH NS ODOFEIEELAH L T\ 2
EMNDHI272-36 TH], ~UA, Ty MROA B TREWRELZNE LT, REYORER
Zbt MZ25mg AR AR GZOFRFER LR L7 (5313H) |

I

THR
~ 7 A (CByB6F1 hybrid) I MC-v kY U F =T % 50 mgkg OB THERFRAKG L-L XD
K7 v 7 7 A4 WZiE, HEEIZIZE A ERSNRDy > -[Table 2.6.5.9A-INCYTE-DMB-08.154.1],

fEBR i W%%<ﬁ6nt IREMETHY, 5 025 KHE#ZOMIETHERED 64%Th
ol REMITRLZALNIZDIE M7 THY, ROT MI8 LT M50 3% o1z, JREHIZ
BT bR & Ao 7 a7 7 A vE R L, EREWIE MT THhoTo, RETORE
BIRITZ DTN ThoTZ D, XV F=T3 2207 0nWEB 2 6T,
”C%%%%%mtﬁ%fmmtﬂﬁ%fi SR 2+ I BEE R TE R 27272,
~ U A (CByB6F!1 hybrid) 128172 26 D hF T axxT ¢ 7 ZRBRITEBWT, 125 mgkg DV
XYV F=TaHEKE &0 8D M EERHM ORI EIZ OV THET L7 (Table 5-2) .
BT L7 Rt oMz E1T 26 BIKER GH%ICE VT HEER % EIZERRETH Y, REL
KIZx9 % AUC e 10% % 2% M7, MI8 LT M9 @ AUC O#fn (M7+M18+M9) 1AK% 1L
KERIL~LThHoT,

vk

Mk ~ - (Sprague-Dawley) (Z “C-/L3% Y U F=7% 25 mgkg DHETHEIRAHKSG L&
TORWY 7T a7 74 V% L7-[Table 2.6.5.9A-INCYTE-DMB 08.169.1], [Table 2.6.5.9A-
INCYTE-DMB-09.84.1], MEHER CREW O BRI ZITR N0, MHEZ v hoR#Ew e 7 >
A TFAETH Y, MWIFTOLEREEMS LML ThoT-, E5HIZ, T v M2 C-AxV Y
F=7% 50 mgkg H[AFE OGS F 7213 10 mgkg FFIRNE G LTz & & ORI OEH O3
%5t L7z [Table 2.6.5.9A-INCYTE-DMB 08.61.1], 7 v MZBWT, &OKOEAIRNES-#% 0
PR OB 7 v 7 7 A VLR TH YD, — UIEELOKEBIEIR, 7 b ARKROE U<
I N v AR R ORISR 72 EOREARD bz, IRTPICR HZ B b REY
X, HET M7, HET M8 KON M1l Th-o7on, IHFFICR b ENST-DIE 7 V7 v U BIaEIRT
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Holo, BPITKRLEZ RO LNREBMITHET M7, T M8 Tholz, HETZ v MIBWT,
P ERREIC L D THE T O RZEARITE G ED 2% R THY, M v MIRO®RE LSS
L 1%RETHoTZ, ZOZEND, VXV VF=T1ET v MIBWCIHEFIC#ZZ T
EBZ LN,

£72, 7w MZ30mgkg () F£7-1X 60 mgkg (M) OHETLX VY F=7 % HEREOKRE
Lizb&o, 8 ot N EEHMOREERIC OV TR L7 (Table 5-2) . #ElZI 1T 5 K%
Ko AUC 1% 30431 nmol'/L TH Y, M (1640 nmol-h/L) (ZH_XTHE -7, MEIZHITD 8 D
R D AUC ORFNTREICIR & RIREE TH o720, HECTIEREAD 11 f5mho7z, LnL,
MERE I B O AUC OFFix 17885 nmol-h/L () K& T 32466 nmol-b/L () TH WV, 2
AW OENTH o7z, HEIZIBWT M14 LSO O AUC IEIRZEAERD 10%LL ETH Y, =
DHH4FE (M8, M11, M7, M9) 1ERZEAL Y AUC BNKE otz MEHIBWTIL, &b ERE
T 72 M8 LIFMZ M18, M11 KX M7 D AUC BARZALIED 10%LL ETH -7,

14X

A X1 “C-or¥ Y U F =T % 3mgkg OB THEROES Lz 0@ 77 7 4
IV %t L7=[Table 2.6.5.9B-INCYTE-DMB-08.149.1], #45- 1 Btz ot icik b2 < Rohiz
PR IIRERTH Y, HHRERED 273% () , 31.0% () Tho7o, mIgHoRHY
TR7 7 AVITHRETHRERTH Y, REMAEOMIZIGEHY MI8 KT M39 D5 BATREIREE D 10%
B HEETRD LN, RETORFFY T 2 7 7 A VITMHEETREETH Y, RPICKHEL
RONIZREWIL M37 ThoTe, EHICTRBEZ RONTORIRENAETHY, REHE LT
IFEBEORFYOIREH EBEZ HNDHE—7 KUIM36 & M37TDIRAE—7 NERBH LR,
72, A R 1.5 mg/kg @FH%T“/WEVU%*?"‘%%E%D&’@ka%@ §HED L I\azgﬁ
A OURFE RISV TGS L7z (Table 5-2) o METORZACR R ORI OMRTE RIS, HEC
“T%Tﬁzﬁﬁfﬁﬂokovvx&ﬁﬁ_,mm$fm%%<ﬁ%nk i%ﬁk%f&m
RIS 25 FREH DR B TSR b - T-, 8 EORBMD AUC OFFE
983 nmol-/L () KT 1807 nmol-WL (Hf) TH YV, KRE(KKD AUC (M : 868 nmol-h/L, MHff :
1847 nmol'WL) L [FAFEETH -7z, b < AONMRHMIT MI8 THY, RNT M27 B£<,
REACRIZRTT D AUC LA 10%LL ETH - 72703, ZN LS ORE ORZELIRIZRTT 25 AUC b
1% 10%A51 T > 72,

EFr

t%K%Héﬁ%%fm774»&@%%ﬂ&—yu,@%kﬁmﬁwbt%@f%otot
MZMC-vx Y D F=T% 25mg DFBETROKEG L&, MEPICRLELBOLNZD
REALIRTH - 7=[Table 2.6.5.9B-INCB 18424-134], ¥ T bEn->7=DiL MI8 THY, *
MDA ORI FED AUC O 10% AR CTH-o72, & M TROLNRE#IT, —XUT oK
BRALIR L OV b AR TH > T,
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MO B IA 2 O R TRV SHETIE, SRS E OIS SBEER TE R om0,
thorough QT FBRIZIHBVWTE MZ 25mg DALF VUV F=T7 %25 L &0 SO M EEAGH
Y OWEFE ROV TR L7z (Table 5-2) , MAEHFIZITER B2 B LIZOITREAETHY,
BIELTAF Y ) F=THHKMSD AUC D 61% Th-o72, NV U F =Tl D AUC (25}
T 5 s 10% 2 2 72T M18 DA TH -7z,

Table 5-1 invivo TEOLA-REY (ITDX, Sy, 4X, EF)

Rty HE m/z (g PR # REFT
M1 SN (et SIRLN 357 R R
MI-B  =KfgfbHE Tk 357 R R
M2 SN[ Aeet SIRLN 357 R R
M2-B  =Kig{bHE TR 357 R R
M3 Ty a L F - TR 339 R

M4 oy a TR R 339 R R

MS5 27 m Ry F L3 A-0-Glu AR 499 R R
M6 27 m Ry F L3 A-0-Glu AR 499 R
M7 oy a T3 KR A 323 M,RDH M,RH M,R,D,H R
M8 Sy AT L3 KR 323 M,RRD,H MRDH MRDH

M9 VA= W N NI21 321 M,R,D,H M,R D R, D R
M10 27 m Ry F L3 A-0-Glu AR 499 R
MI1 S U TN Rk 321 M,R,D,H MRH M,R,D,H R
MI12 27 a Ry F L MK B EHE TR 325 R

M13 —IKERAIR 339 R

M14 Ty a L F LD MAKER R 323 R,D R

M15 27 m Ry F L3 A-0-Glu AR 499 R
M16 Sy m T3 R 323 M,RRD,H MRDH MRDH R
M17 27 m Ry F L3 A-0-Glu AR 499 R R
MI18 Sy T D WK 323 M,R,D,H M,RD M, R, D, H
M19 VN Y (A8 SN 341 R R R
M20 > 7 a Ry F LK bA-PPP-KER LR 339 R

M21 > a Ry F LK ER{EA-PPP-OK R LR 339 R

M22 7 a Ry FU3 MK R ORI EE 403 R

M23 CPP-= /Kb 4 355 D

M24 CPP-= /Kb ff 355 D

M25 CPP-O-Glu 414 499 D R
M26 CPP-O-Glu 414 499 D R
M27 7 a R F L3 MK ER R 323 M,R,D,H M,R,D,H M,R,D,H
M28 CPP-O-Glu $14 4 499 D, H R
M29 CPP-% b1k 321 D

M30 CPP-KER{b+E 1 U o /KER AR 339 D

M31 I a R T2 NKER LR 323 D D D,H
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Rty HE m/z  IfAE 73 # fEH
M32 CPP-/KERALR 323 D
M34 CPP-O-Glu $ &4 499 D R
M35 CPP- kg b+t m U ¥ Lok ER{ iR 355 R D
M36 CPP-—KERL+E 1 U U /KR LIR 355 D
M37 CPP-/KB b+t 1 U kg fbik 339 D M, D, H M, D
M38 CPP-/Kgfb+E 1 U o L KERfb iR 339 H D
M39 (== AT 7 IR 321 D
M40 CPP-—KERL+E° 1 U U /KR LIR 355 M M
M4l CPP- /KL 339 R M M
M42  CPP-—KML A 339 M
M43 CPP- kL fk 339 R H
M44  CPP-KE{LiA 323 H
M45 CPP- /K {Lik 339 H
M48 U a R F LD R R AR 323 R M, R M, R
M49 ERER RN (Al 2 339 H R, H H
M350 va Y DL okEMb i 323 M R M R
M50-B v U U okmgfbik 323 R R
M51 CPP-O-Glu 1414 499 H
M52 FR{b+i s 7 /K 312 R
MS53 U a S F R AR 305 R R
M54 e VS 367 R
LRV F =T REEK 307 M,R,D,H R,DH M,R,D,H R

Source: Table 2.6.5.9A-INCYTE-DMB-08.154.1, Table 2.6.5.9A-INCYTE-DMB 08.169.1, Table 2.6.5.9A-INCYTE-DMB-

09.84.1, Table 2.6.5.9A-INCYTE-DMB 08.61.1, Table 2.6.5.9B-INCYTE-DMB-08.149.1, Table 2.6.5.9B-INCB 18424-134
MCHERIAE R RICR O NI E R LTEY, M (w7 A) , R(Fv R, D (AX), H ()
JBHIEZ v F OB THE LT,

Glu: Zvr v Uk

PPP : pyrazolpyrolopyrimidine

CPP : cyclopentylpropanenitrile
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Figure 5-1 LE VY F IO ERBEE
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5.3 RKHAVOREE (HMEMODLLER)

NEVYF =T 25mgx b MIHERRO®KE LZE &0 §FEOMHPIMT, M8, M9, M11, M14,
M16, M18 K T* M27)?® AUCinf 726, KK ETH D 1 H 2FH 25mgRAKG L& EDE
HIRBEIC BT 28R D AUCO-24h DHEEMEAFIH L, ~vU R, Tv b, A XZHBTDH)EHE
B4% D AUC0-24h & &5 TR L7 (Table 5-2)

XY F =T M~ T A (125 mgkg) XIFMEZ » b (60 mgkg) ITREROHEGL-EED 8
FEOMRHO AUC IE, WINLEERAE (1 B 2\ 25mg) [ZHB175E hd AUC 22 Tz,
—J, HEZ v MZRROES 30mgkg) L7-& &, M7, M8, M9, M11, M16, M27 ® AUC it k%
FZ TV, M14 KOV MI8 Ok MIXkd 2% AUC X 04 X TX 03 THY, b hEDIRENK
Mol-, MEEA Xk n&E (1.5mgkg) L7zt &Eob MIxtd b AUC ik, M9 (T 0.3,
T 0.5) KOYMI8 (HET0.4) ZBRWNT, WInvd 0.3 K &Ko7,

b MZBT 2 ERBHIL, BEERBRTHOW W ThoBwiE (vU X, vk, 4X) THiR
HHN, vV AKNRT v b TiEe MNERHETORERL EE-> Tz Z &b, JEREZFMER
BRiZkBEW T Y U F=T7 oM@ LFisii T\ E 2 b,

Table 5-2 TIR, vk, AXRVE MZBITFZLFY)FZTKEMD AUC
(N7 e b <A 7 v b A X
i3 e i3 e iz i3
25 mg 125 mg/kg 125 mg/kg 30 mg/kg 60 mg/kg 1.5 mg/kg 1.5 mg/kg
R 10700 67135 (6) 116024 (11) 1640 (0.2) 30431 (3) 868 (0.1) 1847 (0.2)
M7 596 28369 (48) 47917 (80) 2480 (4) 3305 (6) 70.8 (0.1) 110 (0.2)
M8 834 3105 (4) 5132 (6) 6833 (8) 11202 (13) 35.6(0.04) 75.9(0.1)
M9 176 10415 (59) 18787 (107) 2212 (13) 2162 (12) 51.9(0.3) 94.0 (0.5)
Ml11 922 5827 (6) 9264 (10) 3930 (4) 5252 (6) 42.7 (0.05) 119 (0.1)
M14 258 4414 (17) 6459 (25) 97.7(0.4) 853 (3) 23.4(0.1) 52.6(0.2)
M16 248 899 (4) 1360 (5) 404 (2) 881 (4) 1.69 (0.01) 4.45(0.02)
M18 2728 11693 (4) 22858 (8) 795 (0.3) 6816 (2) 673 (0.2) 1161 (0.4)
M27 1212 1891 (2) 3413 (3) 1133 (1) 1995 (2) 83.6(0.07) 190 (0.2)

Source: 5.3.1.4-3-INCYTE-DMB-10.55.1-Table 2, 4.2.2.4-12-INCYTE-DMB-10.54.1-Table 2~Table 4
A 1E AUCO-24h (BEAL : nmol'WL) &R L, @ T —% DA v aNide MIXT 5 AUC . @/t ) %&RT,

6 Pt

6.1 R, BERUBEAHRADHEM

HZ > MZBWT, “CAF Y U F =T %855 96 R £ TOR, i & O ~0 RAEHEE
i, MAKGHZ T 52.0%, 36.7%K T 11.9%, FHRIRNFE G514 T 48.8%, 36.5%K T 11.8% TH Y,
PEMERR I 138 5K L B [AIEE T d - 7=[Table 2.6.5.13A-INCYTE-DMB-08.61.1], M7 v ~Ziks
JORAFEGHDIR, B ROEP~ORFEPEIERIZ, 45.4%, 39.5% K% 20.1%TH Y, L F
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£k Td o> 7=[Table 2.6.5.13A-INCYTE-DMB-09.82.1], MEHEZ v NOWT BN TS, HHEHZOMHE
JANTHLNTH Y, 24 FFE F TITHR G EDITIF 100%03HE S iz,

A RZBWT, HCvx Y U F =T RO 96 i £ TORER ~0 BIEHERIE, T
34.4% (R) KO 548% (%) , MET363% (R) KU57.9% (3) THY, MHETHEKRTH -7
[Table 2.6.5.13B-INCYTE-DMB-08.62.2], 7=, 7 —VEIUR G FH7-HK 5% 96 KEfHl E TOMRR
FEEICEIL 94.0% (HE) KTN96.1% () ThH o7,

b M MC-AX VU F =T EROKRE L L X, 192 Bl E TORL OF DR 74%&0“
2% TH Y, #MPEMERIT 96% Td - 7-[Table 2.6.5.13B-INCB 18424-134], t M B HEMIT
RMNTH Y, 24 BFEE TIZ 70%Lh B2 RFEF YRS Tz,

6.2 ith~DBT

BAFOT v M2 "C-Ax YV F 2T 2ROEE Lz & &, MBER RO U RE i 13 %
H4% 1 R LD 2 FEICR b E <, ZZE4 3.02 ug-eq/g, 14.0 pg-eq/g T > 7= [Table 2.6.5.7B-
INCYTE-DMB-10.50.1], 4% Ot AUC 1% 10.8 pg-eq-h/g, 145 ng-eqh/g TH Y, FLit/i
Heh AUC HIZ 134 Th o2 &b, Ax Y U F=THRBE RO BITHEE W EE XD
iz, FUTTHORSREIT R 2 %ISR ESIREICERE LB NTR T L2 &b, Fit
FAOFFIEITERNEZ 2 DT, T ONEINT 2.93 B TH Y, Mg 5o R (2.19
KFfH]) L IRIEFEER CTh o 7o,

7 EYSEEHEYMHEEER
71 BEXREE

FAHEZ CYP SUFAFR 7 1 vV — AIZBW T, CYPIA2, CYP2B6, CYP2CS, CYP2C9, CYP2C19 & OF
CYP2D6 (2T 2% Y U F =7 OHERIIMK, IC50 #EIX 25 pmol/L LL T - 7-[Table
2.6.5.12A-INCYTE-DMB-07.13.1], [Table 2.6.5.12B-INCYTE-DMB-09.87.1], CYP3A4 (Z%}9 % /1%
VU F =T OREREICOWTL, M Z CYP 2 WS A IIIENGE O bz (IC50
=88umol/L) , B "iFI 7 v Y —L2Z2HWEHERIFEEAEHEINR -2 (IC50
>25 pmol/L) [Table 2.6.5.12B-INCYTE-DMB-09.71.1], [Table 2.6.5.12B-INCYTE-DMB-07.13.1], &
52, EMFIZ7 Yy —AlNx Y UF=7% NADPH fF/E F CF LA > F 2 ~_— h L CHEIK
TR EZ B LI2RER, %Y U F =71 CYP3A4 2% T 5 Mechanism-based FHEH| Tl 72
735 7= [Table 2.6.5.12D-INCYTE-DMB-09.92.1],

FREHTHD MI8 DIHEREIZOWTHFIZ Y —AZHWTHRFI L& 25, CYPIA2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 K U} CYP3A4 (%4 % IC50 1% 3 pmol/L BL ETH
0, 1Z&AEEIRSNM > 72 [Table 2.6.5.12C-INCYTE-DMB-11.07.1],
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7.2 BRBE

T REOe NF LT X ZEE (PXR) 7 vEA1EZHWT,CYP3A 73 FREICKHT 51 %
VU F =T OFYURE A MFET L= [Table 2.6.5.12E-INCYTE-DMB-07.05.1], £7-, t MM Z FV
T, CYP1A2 O CYP2B6 (ZxT 2 /0% Y U F =7 OFFEAE & st L 7=[Table 2.6.5.12F-INCYTE-
DMB-11.06.1],

T RN PXRT vEADRER, ¥V Y F=TYREN 3~10 pmol/L DA O CYP3A Bin 55
VIR R D 2 LN TH - 72723, 30 umol/L Tl 4.8 fEDOFBEN R LNT=, BB TH D
pregnenolone 160-carbonitrile (Z & 7551 30 umol/L T 205 Toh -7, & K PXR 7T vt A OFER,
VU F=TREEMN 3 umol/L DA D CYP3A4 G T iF TR B D 2 (LN TH - 7273,
10 pmol/L }2 TF 30 pmol/L TiX 6 5K N 10 (FOFFENR A LT, BERTHLY 77 e iz
X 258X 30 umol/L T 385 ThH -7z,

b MFHIRE A T CYPIA2 KON CYP2B6 IS T /0% YV ) F=T OFFEREA R L& 25,
WO FREICKR L CHFBEIL R oo T,

UL EDFEREY, x>V U F=71L CYPIA2 ¥ CYP2B6 ZiFi&E L7225, L%V U F =7
FEDRmWIGEIZIE CYP3A 0 FREZFHET D WREMEN 5 Z LRI ST,

8 T DD EMENREELER

B W pH a)ﬁeus

WD =7 A PN FY U F =T % 25mgkg OHBETEME FHEBERROKS L (Day0) , 7
Af# Wash-out L721%, 7 7EF T (2 mgkg fIRNFHGiRG) |, KEEA /LT D L (500 mg % H
Beh) THW pH # EHIETOOLHELX YV F =T % 2.5mgkeg ODHETES LT (Days) ,
XY UF =T ORI KIETHN pH O 2% FFt L 72 [Table 2.6.5.15A-INCYTE-DMB-09.60.1],
Day0 % O) Day8 23317 %5 AUC 1% 1630+184 nmol-h/L  (Day0) % ON 1373+394 nmol-h/L (day8) T
HY, Cmax IE 294+140 nmol/L (Day0) MO 370£276 nmol/L (Day8) T o7z, F72, Tmax &
N TIZ2 bREEETH 722 D, XV ) F =T ORAWIEIZR L CEHW pH O _EFITEEL
BRNEBZ BT,

9 ERR U

FHERBREMEL O MCBWT, AV UF =T ORI, 56, 1S, KOSV TR
L7,

YU, Ty b, AXKROY BT L BEER 5% OIFEMENRERR O, XY ) F=713%
A& G-#Z LRI S, Tmax 1% 0.5~2 K] Th o7z, AN AT XA TV T 4 —(F 22
~105% CTH VEBHREIC LV B2 D0, ZHIEZ VT 7 AOFEEICLDLOTHY, FEOWIL
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IR EBZOND, FBIRNEKOR O 55 ORI <, 04 B (F v ~) ~2.5 FEfH

(X)) ThoT,

~ A, A XKV MBI ELE YY) F =T EEHROREA R OGEY OB E RIS
Aoniginote, 7 v MIRAKRGHOREAOBRERITIIMZENH Y, HEZH~TH &)
SN, ZHIREZ VT I 20MEICLI L bDEEZ B,

RN RO 7 VT 7 A1 048 Likg (4 X) ~94L/kg (HEZ » k) & REZENR
bz, £z, TEIRESAARMIL 38Lke (HEZ >~ F) , 1.6Lkg (MEZ > k) , 1.1Lkg (A
X) , 081Lkg (HV) THY, A XKOPATEAF YY) F=TONMAERBITELS Vv &R
AR ENTz, T v MERIERERBRORE, I IERHFE A R, B VR REEh ) if
RN 1 2 FE- TW2Z b, XV U F=THKOHBHREOREEEEIIIK, B
~OBFEIIREL N EB 2 olz, A7 v MIEEHOIA/MAES AUC X 134 Th o7
ZEnG, XV Y F=THRFREOIBATIEILE WA, it 6 O RITMAE & RERIZHE
RN THDHEZZ 6N, MFEAIFRGRITEBMEICLY BV, 3.1% (v TV R) ~14% (T
v R) THY, B FTIE33%THoT,

In vitro BEROFER NG, VF Y VF =7 ORFHNIEEE-T 2 E72GmEFEIL, CYP3A4 LEX D
No, V&YV F=TKROERHPHTHD MI8 (7 a2 F L2 fiKER{EIK) @ CYPLIA2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 K T* CYP3A4 |[ZxI4 5 EREIZELS (IC50 >
25 umol/L) , ERIRICEBWT I GO CYP 4 FflA I LI EWRIHE AAEH 234 U 2 rTaetE i
LFZEZBbND, F£iz, CYPIA2 O CYP2B6 Z ki L 72 A%, PXR 7 v A 726 CYP3A 757
IZXTT DRFEREN R STz, LA L, FEREIR K ORRARRRER ) O IXE R 52 L 2 B O e R
BT 5RO TELT, Lx YU F=TRERICEWVT CYP3A4 27583 5 Al gEtEiZ
EEZBID,

YU A, 7y FROE MIRARGZOBHIEERIL T O EHFIIREETH 720, T v b
TIERBIRZ o7, XV U F=T1, FICRH BN Lk THEAT I EEZ LN
7o REROREAPHIERITONTHOBHETHEN -T2 0D, WXV U F=T13IEFIC
Rtz Z TV LRI ST,

NFRYVF=T % MCRARGZOMFETITR L EOONTZOIIREMETHY, HIE
L7 Y U F=T7HERID AUC DK 60%Th -7, b MFEKRHAZETORBYOGREE LT
LT, mERBRCTHWEEE (v VX, Ty b, A X) OREGEHEAEICKT HBREEN L
STWEZ EnD, FEFEEEERBRICB O TLE Y Y F=7 OREOEMED @Y FH ST
WizEtEZ2z 65,
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R

-7 B L TOWZRWEREL (38) BHEL TWZ2nREL (H)

AUCO0-24h area under the drug concentration-time curve 0 BEfEI D 5 24 B & C o 3 L - R il
from time 0 to 24hours B A

AUCinf area under the drug concentration-time curve 0 FREE D> & MERRARIRE R & CTHME L 7= 3R
from time zero to infinity BT B T s

BA bioavailability NAFTTXAZEVT 4 —

BQL below the lower limit of quantitation TE & FIRA

Cmax maximum drug concentration TR IRE

CL clearance 7T TR

CYP cytochrome P450 F ~ 7 m— 2 P450

GLP Good Laboratory Practices B D22 M B9 2 FERE R R ER 0 F i

D HHE

ICs concentration producing 50% inhibition Bt % 50%PH5E4 % e

iv intravenous RN

Km,app apparent Michaelis-Menten constant BT DI I T Y A T UER

LC-MS/MS liquid chromatography-tandem mass WKy a~ 757 4——4% 2T NGRS
spectrometry Wik

LLOQ lower limit of quantification TEETIR

LSC liquid scintillation counting Wk T L— g Rl

PK pharmacokinetics SEyEhTe

Papp apparent permeability coefficient R o itR K

PXR pregnane X receptor TV X ZR/IR

QC quality control SHE A B

QWBA quantitative whole-body autoradiography ERNEH A — T VAT T 7 41—

T1/2 elimination half-life EES R

Tmax timet to reach the maximum drug concentration  f /& FK M & I 3R [H]

ULOQ upper limit of quantification E IR

Vmax velocity max B RO

Vss distribution volume at steady state RN
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265 EPHESBREER

2651 HyBERER: —%

Type of Study Test system Meth_oc_l ot . Testing Facility Report Number GLP status Location in CTD

Administration

Absorption and excretion CD-1 mouse oral Incyte Corp [INCYTE-DMB-08.170.1] Non GLP 42221

Absorption and excretion Rats oral, iv [INCYTE-DMB-06.169.1] Non GLP 42222

Absorption and excretion Dogs oral, iv [INCYTE-DMB-06.182.1] Non GLP 42.2.2-3

Absorption and excretion Monkeys oral, iv [INCYTE-DMB-07.08.1] Non GLP 42272-4

Absorption with famotidine Monkeys oral [INCYTE-DMB-09.60.1] Non GLP 42.2.2-5

and calcium carbonate

Absorption and excretion Human oral [INCB 18424-134] Non GLP 53314

Single-dose tissue Rats (Sprague- oral [INCYTE-DMB-07.109.1] Non GLP 42237

distribution Dawley)

Single-dose tissue Rats (Long-Evans)  oral [INCYTE-DMB-08.58.1] Non GLP 4.2.2.3-8

distribution

Brain and CSF partitioning Rats v [INCYTE-DMB-07.12.1] Non GLP 422306

Placental transfer Rats oral [INCYTE-DMB-10.50.1] Non GLP 42239

Plasma protein binding Mice (TgRasH2) in vitro, oral Incyte Corp [INCYTE-DMB-08.158.1] Non GLP 42.2.3-2

Plasma protein binding Mice (CD-1) in vitro, oral Incyte Corp [INCYTE-DMB-08.191.1] Non GLP 42231

Plasma protein binding Mice (hairless) in vitro, oral Incyte Corp [INCYTE-DMB-09.62.1] Non GLP 4.2.2.3-5

Plasma protein binding Rats, dogs, in vitro, oral Incyte Corp [INCYTE-DMB-07.11.1] Non GLP 42.2.3-3
monkeys, humans

Plasma protein binding Rabbits in vitro, oral Incyte Corp [INCYTE-DMEBE-09.61.1] Non GLP 42234

In vitro metabolism Rat in vitro Incyte Corp [INCYTE-DMB-07.01.2] Non GLP 42.2.4-1

In vitro metabolism Human CYPs and  invitro Incyte Corp [INCYTE-DMEB-07.02.1] Non GLP 53223
liver microsomes

In vitro metabolism Human liver nvitro Incyte Corp [INCYTE-DMB-09.93.1] Non GLP 53224
MiCrosomes

In vitro metabolism Human liver nvitro Novartis Pharma AG [DMPK R1100644] Non GLP 53222

IMICTOSOIMES
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265 EPHESBREER
Method of . - L

Type of Study Test system Adiiniaretie Testing Facility Report Number GLP status Location in CTD

In vitro CYP inhibition Human CYPs and  in vitro Incyte Corp [INCYTE-DMB-07.13.1] Non GLP 53.2.2-5
liver microsomes

In vitre CYP inhibition Human CYPs nvitro Incyte Corp [INCYTE-DMB-09.24.1] Non GLP 532206

In vitro CYP inhibition Human liver in vitro Incyte Corp [INCYTE-DMB-09.71.1] Non GLP 53227
microsomes

In vitro CYP inhibition Human liver in vitro Incyte Corp [INCYTE-DMB-09.87.1] Non GLP 53.2.2-8
Imicrosomes

In vitro CYP inhibition by Human liver in vitro Incyte Corp [INCYTE-DMB-11.07.1] Non GLP 53.2.2-9

MI18 IMicIosomes

In vitro CYP inhibition Human liver in vitro Incyte Corp [INCYTE-DMB-09.92.1] Non GLP 53.2.2-10
microsomes

In vitro CYP induction Rat and Human in vitro Incyte Corp [[NCYTE-DMB-07.05.1] Non GLP 5.32.2-11
PXR

In vitro CYP induction Human invitro e [INCYTE-DMB-11.06.1] ~ NonGLP  532.2-12
hepatocytes

Metabolites inplasma, urine ~ Mice (TgRasH2)  oral ] [INCYTE-DMB-08.154.1] NonGLP  42.2.4-3

and feces

Metabolites in plasma Rats oral Incyte Corp [INCYTE-DMBE-08.169.1] Non GLP 4.2.2.4-5

Metabolites in plasma, bile, Rats oral Incyte Corp [[NCYTE-DMB-09.84.1] Non GLP 42246

urine and feces

Metabolites in urine, bile and ~ Rats oral, iv [[NCYTE-DMB-08.61.1] Non GLP 42244

feces

Metabolites in milk Rats oral Incyte Corp.  [INCYTE-DMB-10.51.2] Non GLP 4.22.4-10

Metabolites in plasma, urine Dogs oral [[NCYTE-DMB-08.149.1] Non GLP 42249

and feces

Metabolites in plasma, urine  Humans oral R [INCB 18424-134] NonGLP  533.1-4

and feces

Excretion mass balance Rats iv, oral [INCYTE-DMB-08.61.1] Non GLP 42.2.4-4

Excretion mass balance Rats oral [INCYTE-DMB-09.82.1] Non GLP 42.2.5-1

Excretion into mulk Rats oral [INCYTE-DMBE-10.50.1] Non GLP 42239

Excretion mass balance Dogs oral [INCYTE-DMBE-08.62.2] Non GLP 42252
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265 EMBHEABRBES
Method of . - L
Type of Study Test system Adiiniaretie Testing Facility Report Number GLP status Location in CTD
Excretion mass balance Humans oral _ [INCB 18424-134] Non GLP 53.3.1-4
Drug interactions : Caco-2 cells in vitro Incyte Corp [INCYTE-DMB-08.147.1] Non GLP 53.2.3-1

permeability assessment
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2.6.5.2A EMEREHRER . P AE

Test article: ruxolitinib

Study title: Method validation for the quantitation of INCB018424 in rat plasma by turbo ion spray LC/MS/MS
GLP compliance: Not required
Report number: [INCYTE-DMB-06.164.2]
Location in CTD: 4.2.2.1-5
Species, Matrix: Rat, Plasma
Method description: Protein precipitation and LC-MS/MS analysis
Substance analyzed: ruxolitinib
Internal Standard: INCB019203
Results:
Assay Range 0.010 ~ 10.0 pmol/L using 50 pL of plasma.
Accuracy 93.1 ~ 111% (Intra-day), 95.7 ~ 109% (Inter-day)
Precision 1.6 ~ 14.9% (Intra-day), 4.9 ~ 9.6% (Inter-day)
Stability Stock solution: -0.7% after storage for 82 days at 2 ~ §°C.

Extracted Sample: 95.9 ~ 107% after storage for 1 day at room temperature
QC sample: -2.0 ~ 0.0% difference after 24 hours at room temperature
-3.1 ~0.9% difference after three freeze/thaw cycles from -70°C to room temperature
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2.6.5.2B EWMERERE . oA

Test article: ruxolitinib

Study title: Method validation for the quantitation of INCB018424 in dog plasma by turbo ion spray LC/MS/MS
GLP compliance: Not required
Report number: [INCYTE-DMB-07.56.1]
Location in CTD: 4.2.2.1-8
Species, Matrix: Dog, Plasma
Method description: Protein precipitation and LC-MS/MS analysis
Substance analyzed: ruxolitinib
Internal Standard: INCB019203
Results:
Assay Range 0.010 ~ 10.0 pmol/L using 50 pL of plasma.
Accuracy 97.4 ~ 105% (Intra-day), 100 ~ 102% (Inter-day)
Precision 2.5 ~ 8.8% (Intra-day), 3.9 ~ 6.8% (Inter-day)
Stability Stock solution: -0.7% after storage for 82 days at 2 ~ §°C.

Extracted Sample: 100 ~ 105% after storage for 1 day at room temperature
QC sample: -3.0 ~-2.0% difference after 24 hours at room temperature
-1.6 ~ -1.0% difference after three freeze/thaw cycles from -70°C to room temperature
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2.6.5.2C EMBRESER . oHAE

Test article: ruxolitinib

Study title: Abbreviated method validation for the quantitation of INCB018424 in rat plasma by turbo ion spray LC/MS/MS
GLP compliance: Not required
Report number: [INCYTE-DMB-09.42.1], [INCYTE-DMB-09.42.2]
Location in CTD: 4.22.1-6,4.2.2.1-7
Species, Matrix: Rat, Plasma
Method description: Protein precipitation and LC-MS/MS analysis
Substance analyzed: ruxolitinib
Internal Standard: INCB028452 ("*C,-ruxolitinib)
Results:
Assay Range 0.010 ~ 10.0 pmol/L using 50 pL of plasma.
Accuracy 90.3 ~ 102% (Intra-day), 96.8 ~ 98.7% (Inter-day)
Precision 1.1 ~ 4.0% (Intra-day), 3.5 ~ 5.9% (Inter-day)
Stability Extracted Sample: 98.8 ~ 105% after storage for 1 day at room temperature

QC sample: 1.50~ 2.78% difference after 489 days at -70°C

BRD: NEBEEYEME & PC-L B FINARICZEH L7-72%, INCYTE-DMB-06.164.2 (2.6.5.2A) OB NIFER & L T %Eff
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2.6.5.2D EWMERERE . 2 A

Test article: ruxolitinib

Study title: Abbreviated method validation for the quantitation of INCB018424 in dog plasma by turbo ion spray LC/MS/MS
GLP compliance: Not required
Report number: [INCYTE-DMB-09.43.1], [INCYTE-DMB-09.43.2 ]
Location in CTD: 4.2.2.1-9,4.2.2.1-10
Species, Matrix: Dog, Plasma
Method description: Protein precipitation and LC-MS/MS analysis
Substance analyzed: ruxolitinib
Internal Standard: INCB028452 (**C,-ruxolitinib)
Results:
Assay Range 0.010 ~ 10.0 pmol/L using 50 pL of plasma.
Accuracy 93.4 ~ 117% (Intra-day), 97.0 ~ 108% (Inter-day)
Precision 0.9 ~ 5.5% (Intra-day), 2.7 ~ 8.6% (Inter-day)
Stability Extracted Sample: 99.5 ~ 105% after storage for 1 day at room temperature

QC sample: -0.33 ~ 2.78% difference after 489 days at -70°C

BRI EAEYE & BC- 2B RINAARICZE B L 7= 725, INCYTE-DMB-07.56.1 (2.6.5.2B) OiBIIEkER & L T 5 M
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2.6.5.2E FEYEIEHER . WA E

Test article: ruxolitinib

Study title: Method validation for the quantitation of INCB018424 in CD-1 mouse plasma by turbo ion spray LC/MS/MS
GLP compliance: Not required
Report number: [INCYTE-DMB-09.45.1], [INCYTE-DMB-09.45.2]
Location in CTD: 4.22.1-2,42.2.1-3
Species, Matrix: Mouse (CD-1), Plasma
Method description: Liquid/liquid extraction using methyl t-butyl ether (MTBE)/NaHCO; and LC-MS/MS analysis
Substance analyzed: ruxolitinib
Internal Standard: INCB028452 ("*C,-ruxolitinib)
Results:
Assay Range 0.025 ~25.0 umol/L using 50 pL of plasma.
Accuracy 92.5 ~ 103% (Intra-day), 93.4 ~ 101% (Inter-day)
Precision 1.2 ~5.7% (Intra-day), 1.8 ~ 5.0% (Inter-day)
Stability Stock solution: 4.2% after storage for 391 days at 2 ~ §°C.

Extracted Sample: 96.5 ~ 107% after storage for 54 days at room temperature

QC sample: -0.1 ~ 0.2% difference after 24 hours at room temperature
0.7 ~ 1.6% difference after three freeze/thaw cycles from -70°C to room temperature
-1.57 ~ 2.61% difference after 116 days at -70°C
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2.6.5.2F EMEAERER : 2 AEx

Test article: ruxolitinib

Study title: Method validation for the quantitation of INCB018424 in transgenic (CByB6F1) and hairless mouse plasma by turbo ion spray LC/MS/MS
GLP compliance: Not required
Report number: [INCYTE-DMB-09.46.1]
Location in CTD: 4.2.2.1-4
Species, Matrix: Mouse (transgenic (CByB6F1) / hairless), Plasma
Method description: Liquid/liquid extraction using methyl t-butyl ether (MTBE) /NaHCO; and LC-MS/MS analysis
Substance analyzed: ruxolitinib
Internal Standard: INCB028452 (**C,-ruxolitinib)
Results:
Assay Range 0.025 ~25.0 pmol/L using 50 pL of plasma.
Accuracy Transgenic(CByB6F1) :96.6 ~ 107% (Intra-day)
Hairless: 94.8 ~ 110% (Intra-day)
Precision Transgenic(CByB6F1) :2.3 ~ 6.5% (Intra-day)
Hairless: 2.0 ~ 3.8% (Intra-day)
Stability Transgenic(CByB6F1) :

QC sample: -11.7 ~-3.2% difference after 24 hours at room temperature
-4.1 ~ 3.0% difference after three freeze/thaw cycles from -70°C to room temperature
Hairless :
QC sample: -5.6 ~3.3% difference after 24 hours at room temperature
-4.7 ~ 3.9% difference after three freeze/thaw cycles from -70°C to room temperature

JBEE: INCYTE-DMB-09.45.1 (2.6.5.2E) D 7 1 A Y 5 —3 g kB & L CHEM
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2.6.5.2G FYEIREHER . WA E

Test article: ruxolitinib

Study title: Method validation for the quantitation of INCB018424 in rabbit plasma by turbo ion spray LC/MS/MS
GLP compliance: Not required
Report number: [INCYTE-DMB-09.44.2], [INCYTE-DMB-09.44.3]
Location in CTD: 422.1-11,4.2.2.1-12
Species, Matrix: Rabbit, Plasma
Method description: Protein precipitation and LC-MS/MS analysis
Substance analyzed: ruxolitinib
Internal Standard: INCB028452 (**C,-ruxolitinib)
Results:
Assay Range 0.010 ~ 10.0 pmol/L using 50 pL of plasma.
Accuracy 95.2 ~ 106% (Intra-day), 96.7 ~ 105% (Inter-day)
Precision 0.5 ~ 5.4% (Intra-day), 1.3 ~ 4.7% (Inter-day)
Stability QC sample: -0.7 ~-1.8% difference after 24 hours at room temperature

5.83 ~ 10.3% difference after 811 days at -70°C
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2.6.5.3A EMEESR  EEEOKS

Test article: ruxolitinib / [14C] ruxolitinib

CD-1 Mouse Rat Dog Monkey Human

Report Number: [INCYTE-DMB-08.170.1] [INCYTE-DMB- [INCYTE-DMB- [INCYTE-DMB- [INCB 18424-134]
06.169.1] 06.182.1] 07.08.1]
GLP compliance: Not required Not required Not required Not required Not required
Location in CTD: 4.2.2.2-1 42222 42223 4.2.22-4 5.33.14
Gender / number of animals: Male/3*  Female/3"  Male/3*  Female/3*  Male/2 Female/2 Male/2 Male/3 Male/6
Feeding condition: Fasted Fasted Fasted Fasted Fasted
Suspension / 0.5% methylcellulose Suspension / 0.5% Solution / 0.5% Solution/0.2% Tween- Solution / Water
Vehicle / Formulation: methylcellulose methylcelluose 20in 0.5%
methylcellulose

Method of administration: oral oral oral oral oral
Dose: 15 mg/kg 100 mg/kg 50 mg/kg 10 mg/kg 10 mg/kg 25 mg
Sample: Plasma Plasma Plasma Plasma Plasma
Analyte: ruxolitinib ruxolitinib ruxolitinib ruxolitinib ruxolitinib
Assay: LC-MS/MS LC-MS/MS LC-MS LC-MS/MS LC-MS/MS
PK parameters
Tmax (h) 0.5 0.5 0.5 0.5 0.5 0.5 2.0 1.7 0.63
Cmax (pmol/L) 2.09 1.76 39.8 62.5 2.24 30.4 8.71 1.52 1.09
AUCinf (umol-h/L) 2.64° 3.05° 97.0° 168° 5.40 39.3 38.9 8.05 3.20
T1/2(h) 0.899 0.821 0.938 1.65 1.7 1.2 2.2 1.5 2.3
BA (%) NS NS NS NS 29 105 57 22 NS

NS:not studied

a) per time point (21 total)

b) AUCO0-24h
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2.6.5.3B EMEREHE : HEFHIKAKRSE

Test article: ruxolitinib

Rat

Dog

Monkey

Report Number:

GLP compliance:

Location in CTD:

Gender / number of animals:
Feeding condition:

Vehicle / Formulation:

Method of administration:

[INCYTE-DMB-06.169.1]
Not required
42222
Male/2 Female/2
Fasted

Solution/2.0 mg/mL in 10% dimethyl
acetamide, 30% SBE-beta-cyclodextrin (50%
w/v) and 60% saline

v

[INCYTE-DMB-06.182.1]
Not required
4.22.2-3
Male/1
Fasted
Solution/1 mg/mL in saline

iv

[INCYTE-DMB-07.08.1]
Not required
4222-4
Male/2
Fasted

Solution/1 mg/mL in 10% dimethyl acetamide,
30% hydroxypropyl beta-cyclodextrin (45%
w/v) and 60% normal saline

v

Dose: 10 mg/kg 5 mg/kg 5 mg/kg
Sample: Plasma Plasma Plasma
Analyte: ruxolitinib ruxolitinib ruxolitinib
Assay: LC-MS/MS LC-MS LC-MS/MS
PK parameters

CL (L/h/kg) 9.4 4.8 0.48 0.91
Vss (L/kg) 3.8 1.6 1.1 0.81
AUCinf (pmol-h/L) 3.75 7.49 34.1 18.0
T1/2 (h) 0.41 0.43 2.5 0.88

% dose in urine as unchanged <1 <1 <1 <1
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2.6.5.5A EMEERER . 2% (v k : Sprague-Dawley)

Test article: [14C]ruxolitinib

Study title: Quantitative whole-body autoradioluminography tissue distribution of '“C-INCB018424 in Sprague Dawley rats following a single oral dose
GLP compliance: Not required
Report Number: [INCYTE-DMB-07.109.1]
Location in CTD: 4.2.23-7
Species, strain: Rat (Sprague-Dawley)
Gender / number of animals: Male/10 (2/time point for blood and plasma; 1/time point for QWBA)
Feeding condition: Fasted
Vehicle / formulation: Solution/0.5% methylcellulose in water
Method of administration: oral
Dose (mg/kg): 25
Radionuclide: C
Specific activity: 57.25 mCi/mmol
Analyte / assay: Total radioactivity / QWBA for tissue slices, LSC for blood and plasma
Sampling time: 1,4,24,48 and 96 h

Concentration (pg-eq/g)
Tissues / organs: lh 4h 24 h 48 h 96 h
Aorta 23.907 4.749 0.852 1.106 0.509
Blood (cardiac-QWBA) 8.436 1.153 BQL BQL BQL
Blood (cardiac-LSC) 6.232 0.786 0.044 BQL BQL
Plasma (LSC) 6.266 0.783 0.049 BQL BQL
Bone Marrow 7.206 0.768 BQL BQL BQL
Bile (in duct) 965.632 31.960 2.376 BQL BQL
Renal Cortex 60.112 13.922 0.446 0.125 BQL
Renal Medulla 42.559 5.149 BQL BQL BQL
Liver 40.696 9.668 0.638 0.407 0.141
Urinary Bladder 142.539 2.535 BQL BQL BQL

Urinary Bladder Contents 3337° 179.857 1.220 0.262 BQL
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Tissues / organs: 1h 4h 24 h 48 h 96 h
Adrenal Gland 20.665 2.652 BQL BQL BQL
Pancreas 10.246 1.188 BQL BQL BQL
Adipose (brown) 8.372 1.074 BQL BQL BQL
Adipose (white) 1.912 0.149 BQL BQL BQL
Skin 13.435 5.481 1.881 0.421 0.218
Skeletal Muscle 8.595 0.914 BQL BQL BQL
Lung 9.369 0.993 BQL BQL BQL
Cecum 13.367 2.185 1.661 0.146 BQL
Cecum Contents 22.669 403.574 51.103 3.131 0.196
Stomach (gastric mucosa) 20.846 1.025 0.179 BQL BQL
Stomach Contents 739.442 55.245 74.880 0.459 BQL
Duodenum 501.183 18.051 0.484 BQL BQL
Duodenum Contents 2377% 152.051 4.551 0.193 BQL
Jejunum 67.482 142.962 0.450 BQL BQL
Jejunum Contents 348.328 5813° 13.759 0.963 0.141
lleum 10.624 28.583 3.312 BQL BQL
Ileum Contents 291.793 788.553 26.366 0.611 0.286
Colon 14.309 4.119 1.173 0.236 BQL
Colon Contents BQL 31.642 46.702 4.853 0.316

a) Above Upper Limit of Quantitation (ULOQ)

BQL - Value is below the Lower Limit of Quantitation (LLOQ)
LLOQ =0.118 pg-eq / g tissue

ULOQ = 1140.605 pg-eq / g tissue
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2.6.5.5B EWMEAESER . 2% (Z v k : Long-Evans)

Test article: [14C] ruxolitinib

Study title: Quantitative whole-body autoradiography of rats following oral administration of “C-INCB018424

GLP compliance:

Not required

Report Number: [INCYTE-DMB-08.58.1]

Location in CTD: 4.2.2.3-8

Species, strain: Rat (Long-Evans)

Gender / number of animals: Male/5, Female/5 (1 /time point)
Feeding condition: Fasted

Vehicle / formulation: Solution/0.5% methylcellulose in water
Method of administration: oral

Dose (mg/kg): 25

Radionuclide: C

Specific activity:
Analyte / assay:
Sampling time:

57.25 mCi/mmol
Total radioactivity / QWBA for tissue slices, LSC for blood and plasma
2,8,24,168 and 336 h

Male

Concentration (pg-eq/g)

Tissues / organs: 2h 8h 24 h 168 h 336 h
Adrenal gland 2.12 ND ND ND ND
Bile 30.2 ND ND ND ND
Blood ND ND ND ND ND
Blood (LSC) 1.40 0.178 0.0448 0.0146 BLQ
Plasma (LSC) 1.42 0.170 0.0333 BLQ BLQ
Bone BLQ ND ND ND ND
Bone marrow 0.950 ND ND ND ND
Cecum 5.71 121 ND ND ND
Cecum contents 91.5 498 1.55 ND ND
Cerebellum BLQ ND ND ND ND
Cerebrum BLQ ND ND ND ND
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Tissues / organs: 2h 8h 24 h 168 h 336 h
Diaphragm 1.42 ND ND ND ND
Epididymis 1.08 ND ND ND ND
Esophageal contents 1.40 ND ND ND ND
Esophagus 5.01 ND ND ND ND
Exorbital lacrimal gland 0.754 ND ND ND ND
Eye 2.17 0.852 BLQ BLQ ND
Eye (lens) BLQ BLQ BLQ ND ND
Fat (abdominal) BLQ ND ND ND ND
Fat (brown) 0.844 ND ND ND ND
Harderian gland 1.01 ND ND ND ND
Intra-orbital lacrimal gland 1.03 ND ND ND ND
Kidney 5.42 0.673 ND ND ND
Large intestinal contents 1.06 634 4.06 ND ND
Large intestine 10.5 31.4 ND ND ND
Liver 9.71 2.14 BLQ ND ND
Lung 1.06 ND ND ND ND
Lymph nodes ND ND ND ND ND
Medulla BLQ ND ND ND ND
Muscle 1.46 ND ND ND ND
Myocardium ND ND ND ND ND
Nasal turbinates 0.613 ND ND ND ND
Olfactory lobe BLQ ND ND ND ND
Pancreas 1.55 BLQ ND ND ND
Pituitary gland 0.835 ND ND ND ND
Preputial gland 1.41 0.590 ND ND ND
Prostate 1.24 ND ND ND ND
Renal cortex 4.91 ND ND ND ND
Renal medulla 5.95 ND ND ND ND
Salivary gland 1.25 ND ND ND ND
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Tissues / organs: 2h 8h 24 h 168 h 336 h
Seminal vesicle 1.08 ND ND ND ND
Skin (nonpigmented) 1.30 ND ND ND ND
Skin (pigmented) 5.86 3.31 1.40 ND ND
Small intestinal contents 3980° 26.7 ND ND ND
Small intestine 104 1.37 ND ND ND
Spinal cord BLQ ND ND ND ND
Spleen 1.19 ND ND ND ND
Stomach 1.91 ND ND ND ND
Stomach contents 65.0 ND BLQ ND ND
Testis 0.753 ND ND ND ND
Thymus 1.12 ND ND ND ND
Thyroid ND ND ND ND ND
Urinary bladder ND ND ND ND ND
Urine 46.6 ND ND ND ND
Uveal tract 14.4 6.24 3.32 1.09 ND
Female

Tissues/organs 2h 8h 24 h 168 h 336 h
Adrenal gland 12.2 0.409 ND ND ND
Bile 111 ND ND ND ND
Blood 3.20 ND ND ND ND
Blood (LSC) 4.83 0.183 0.0407 0.0144 BLQ
Plasma (LSC) 5.13 0.163 0.0363 BLQ BLQ
Bone 0.492 ND ND ND ND
Bone marrow 3.06 ND ND ND ND
Cecum 15.7 58.9 ND ND ND
Cecum contents 73.4 329 7.22 ND ND
Cerebellum BLQ ND ND ND ND
Cerebrum BLQ ND ND ND ND
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Tissues/organs 2h 8h 24 h 168 h 336 h
Diaphragm 5.12 ND ND ND ND
Esophageal contents 35.1 ND ND ND ND
Esophagus 5.50 ND ND ND ND
Exorbital lacrimal gland 5.01 ND ND ND ND
Eye 291 1.01 0.477 BLQ ND
Eye (lens) BLQ BLQ BLQ ND ND
Fat (abdominal) 0.515 ND ND ND ND
Fat (brown) 5.12 ND ND ND ND
Harderian gland 5.32 ND ND ND ND
Intra-orbital lacrimal gland 4.63 ND ND ND ND
Kidney 18.7 1.02 ND ND ND
Large intestinal contents 1.33 415 9.48 ND ND
Large intestine 14.6 27.3 ND ND ND
Liver 25.3 3.07 0.449 ND ND
Lung 3.52 ND ND ND ND
Lymph nodes 4.05 ND ND ND ND
Medulla BLQ ND ND ND ND
Muscle 4.16 ND ND ND ND
Myocardium 5.98 ND ND ND ND
Nasal turbinates 2.44 ND ND ND ND
Olfactory lobe BLQ ND ND ND ND
Ovary 1.85 ND ND ND ND
Pancreas 5.92 ND ND ND ND
Pituitary gland 4.45 ND ND ND ND
Preputial gland 3.51 ND ND ND ND
Renal cortex 19.5 1.12 ND ND ND
Renal medulla 15.9 0.739 ND ND ND
Salivary gland 5.52 ND ND ND ND
Skin (nonpigmented) 4.68 ND ND ND ND
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Tissues/organs 2h 8h 24 h 168 h 336 h
Skin (pigmented) 6.12 ND ND ND ND
Small intestinal contents 2890° 16.4 ND ND ND
Small intestine 98.5 ND ND ND ND
Spinal cord BLQ ND ND ND ND
Spleen 4.40 ND ND ND ND
Stomach 7.66 ND ND ND ND
Stomach contents 363 1.01 ND ND ND
Thymus 4.07 ND ND ND ND
Thyroid 4.14 ND ND ND ND
Urinary bladder ND ND ND ND ND
Urine 138 7.15 ND ND ND
Uterus 3.69 ND ND ND ND
Uveal tract 19.0 7.36 3.63 2.35 ND

a) Above Upper Limit of Quantitation ( > 2230 pg-eq/g).
BLQ - Below the limit of quantitation (< 0.398 pg-eq/g) for QWBA).
ND - Not detectable (sample not discernible from background or surrounding tissue).
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2.6.5.6A ZEMENRESRER : in vitro MFFEAKES

Test article: ruxolitinib

Ex vivo and in vitro protein binding of INCB018424 in CByB6F 1 hybrid (wild-type TgRasH2) mouse plasma (INCYTE-DMB-08.158.1)
Ex vivo and in vitro protein binding of INCB018424 in CD-1 mouse plasma (INCYTE-DMB-08.191.1)
In vitro and ex vivo protein binding of INCB018424 in hairless mouse plasma (INCYTE-DMB-09.62.1)

Study title: In vitro and ex vivo protein Binding of INCB018424 in rat, cynomolgus monkey, dog, minipig, and human serum and plasma (INCYTE-DMB-
07.11.1)
In vitro and ex vivo protein binding of INCB018424 in rabbit plasma (INCYTE-DMB-09.61.1)

GLP compliance: Not required

Method: Equilibrium dialygis was carried out in teflon cells separated by a dialysis membrane with a molecular weight cut-oft of 10,000 Da. The cells were
rotated at 12 rpm in a 37°C water bath for 2 hours. Separated buffer and plasma samples were analyzed.

Analyte / Assay Ruxolitinib / LC-MS/MS

Species Concentration range (umol/L) % Unbound Report Number: Location in CTD:

CByB6F1hybrid mice 11 5.2 [INCYTE-DMB-08.158.1] 42232

CD-1 mouse 1~10 2.7~3.4 [INCYTE-DMB-08.191.1] 4.2.2.3-1

Hairless mouse 0.43~4.3 3.8~5.2 [INCYTE-DMB-09.62.1] 42235

Rat 1.0~3.0 12~17 [INCYTE-DMB-07.11.1] 4.22.3-3

Rabbit 0.5~5 9.5~12.8 [INCYTE-DMB-09.61.1] 422.3-4

Rabbit (gestating) 0.5~5 10.0~13.7 [INCYTE-DMB-09.61.1] 42234

Dog 1.0~10 11~13 [INCYTE-DMB-07.11.1] 4.2.2.3-3

Human 10 33 [INCYTE-DMB-07.11.1] 4.2.2.3-3
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2.6.5.6B ZEWMENRERER : in vitro MEFERHES

Test article: ruxolitinib

In vitro and ex vivo protein binding of INCB018424 in rat, cynomolgus monkey, dog, minipig, and human serum and plasma (INCYTE-DMB-

Study title: 07.11.1)

GLP compliance: Not required

Method: Equilibrium dialygis was carried out in teflon cells separated by a dialysis membrane with a molecular weight cut-oft of 10,000 Da. The cells were
rotated at 12 rpm in a 37°C water bath for 2 hours. Separated buffer and serum samples were analyzed.

Analyte / Assay Ruxolitinib / LC-MS/MS

Species Concentration range (umol/L) % Unbound Report Number: Location in CTD:

Rat 3.0~10 14~15 [INCYTE-DMB-07.11.1] 4.2.2.3-3

Dog 3.0~10 9.2~10 [INCYTE-DMB-07.11.1] 4.2.2.3-3

Cynomolgus monkey 3.0 5.6 [INCYTE-DMB-07.11.1] 4.2.2.3-3

Human 3.0~10 2.6~3.6 [INCYTE-DMB-07.11.1] 4.2.2.3-3
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2.6.5.6C EWMIRERER : Ex vivo IFEERQKES

Test article: ruxolitinib

Ex vivo and in vitro protein binding of INCB018424 in CByB6F 1 hybrid (wild-type TgRasH2) mouse plasma (INCYTE-DMB-08.158.1)
Ex vivo and in vitro protein binding of INCB018424 in CD-1 mouse plasma (INCYTE-DMB-08.191.1)
In vitro and ex vivo protein binding of INCB018424 in hairless mouse plasma (INCYTE-DMB-09.62.1)

Study tde: In vitro and ex vivo protein Binding of INCB018424 in rat, cynomolgus monkey, dog, minipig, and human serum and plasma (INCYTE-DMB-
07.11.1)
In vitro and ex vivo protein binding of INCB018424 in rabbit plasma (INCYTE-DMB-09.61.1)

GLP compliance: Not required

Method: Equilibrium dialygis was carried out in teflon cells separated by a dialysis membrane with a molecular weight cut-oft of 10,000 Da. The cells were
rotated at 12 rpm in a 37°C water bath for 2 hours. Separated buffer and plasma samples were analyzed.

Analyte / Assay Ruxolitinib / LC-MS/MS

Species Concentration range (umol/L) % Unbound Report Number: Location in CTD:

CByB6F1 hybrid mice 1.2~13.6 4.9~5.0 [INCYTE-DMB-08.158.1] 42232

CD-1 mouse 5.7~19.5 2.4~3.0 [INCYTE-DMB-08.191.1] 4.2.23-1

Hairless mouse 1.3~14 3.0 [INCYTE-DMB-09.62.1] 42.2.3-5

Rat 43 18 [INCYTE-DMB-07.11.1] 4.2.2.3-3

Rabbit (gestating) 0.7~3.1 11.8~13.1 [INCYTE-DMB-09.61.1] 422.3-4

Dog 0.39~4.8 7.3~12 [INCYTE-DMB-07.11.1] 4.2.2.3-3
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2.6.5.7A EMBRESER . FIEFMICH TSHE REEEN)

Test article: [14C]ruxolitinib

Study title: Placental transfer and lacteal excretion of '*C-INCB018424 following administration of a single oral dose to pregnant Sprague Dawley rats

GLP compliance:
Report Number:
Location in CTD:
Species, strain:

Not required
[INCYTE-DMB-10.50.1]
4.2.2.39

Rat, Sprague Dawley

Gestation day / number of animals: Day13, Dayl8 /1 animal per time point

Vehicle / formulation: 0.5% methylcellulose in water

Method of administration: oral
Dose (mg/kg): 30
Radionuclide: ¢

Specific activity:

59.98 mCi/mmol

Analyte / assay: Total radioactivity / QWBA for tissue slices, LSC for blood and plasma

Dam Concentration/Amount (p1g-eq/g)

Day of Gestation 13 18

Tissues / organs: lh 2h 4h 8h 24 h lh 2h 4h 8h 24 h
Maternal plasma 3.35 2.08 2.61 0.513 0.047 4.57 2.81 3.69 0.751 0.047
Placenta 2.77 1.11 1.39 BLQ ND 4.28 2.20 3.88 0.625 BLQ
Amniotic fluid BLQ BLQ BLQ BLQ ND BLQ BLQ BLQ BLQ ND
Adrenal gland 11.9 7.02 6.20 1.37 ND 10.8 5.73 14.6 2.11 ND
Amniotic sac 6.24 9.72 10.1 8.17 BLQ 3.66 2.84 5.77 1.23 0.789
Aorta 7.47 5.03 5.00 1.84 1.43 9.66 6.05 8.64 2.87 1.30
Bile 27.5 30.1 36.2 ND ND 84.2 42.1 50.1 13.3 ND
Blood 2.86 1.53 1.89 BLQ ND 3.54 1.97 2.55 BLQ ND
Bone BLQ BLQ BLQ ND ND BLQ BLQ BLQ BLQ ND
Bone marrow 3.41 1.34 2.00 BLQ ND 4.62 2.28 3.88 0.671 ND
Brain cerebellum BLQ BLQ BLQ ND ND 0.652 BLQ BLQ BLQ ND

Brain cerebrum BLQ BLQ BLQ ND ND 0.624 BLQ BLQ BLQ ND
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Day of Gestation 13 18

Tissues / organs: lh 2h 4h 8h 24 h 1h 2h 4h 8h 24 h
Brain choroid plexus ND 1.52 2.09 ND ND ND ND ND ND ND
Brain medulla BLQ BLQ BLQ ND ND BLQ BLQ BLQ ND ND
Brain olfactory lobe BLQ BLQ BLQ ND ND 0.855 BLQ BLQ BLQ ND
Cecum 4.07 7.86 6.45 3.30 0.947 5.63 4.28 13.9 ND ND
Contents, cecum 15.7 21.2 322 547 5.09 11.9 20.4 294 498 7.19
Contents, esophageal 2.72 23.0 113 BLQ ND 10.9 0.637 19.1 BLQ ND
Contents, large intestinal 2.28 11.3 27.3 289 37.3 1.66 3.92 39.0 470 34.1
Contents, small intestinal 202 806 555 71.9 ND 45.7 642 395 60.7 1.41
Contents, stomach 1440 260 522 1.69 ND 1170 1180 224 2.64 ND
Diaphragm 4.24 2.61 3.39 0.772 ND 5.73 2.78 4.69 1.13 ND
Esophagus 4.05 2.38 2.80 BLQ ND 7.14 3.03 4.11 0.845 ND
Exorbital lacrimal gland 4.54 2.01 3.38 ND ND 5.63 3.06 5.85 0.950 ND
Eye BLQ BLQ BLQ BLQ ND 0.904 BLQ BLQ BLQ ND
Eye lens ND BLQ BLQ ND ND BLQ BLQ ND ND ND
Eye uveal tract 2.73 0.612 1.12 ND ND 3.69 1.17 1.70 ND ND
Fat (abdominal) BLQ BLQ BLQ ND ND 0.650 BLQ 0.682 BLQ ND
Fat (brown) 2.94 1.51 2.80 ND ND 4.27 1.51 3.38 ND ND
Harderian gland 5.49 2.74 4.77 BLQ 0.862 8.00 4.60 8.06 1.41 0.977
Intra-orbital lacrimal gland 4.47 1.44 3.42 ND ND 6.51 2.84 6.05 ND ND
Kidney 17.5 7.88 13.4 2.44 BLQ 19.7 9.34 15.6 3.94 0.897
Kidney cortex 17.4 8.74 14.1 2.67 ND 20.9 9.25 16.8 3.40 ND
Kidney medulla 15.4 6.58 12.7 1.79 ND 17.4 9.05 14.3 4.50 ND
Large intestine 3.71 2.48 3.79 2.05 1.53 4.58 3.30 8.97 4.80 ND
Liver 21.9 12.3 26.2 4.80 2.56 26.2 17.9 23.9 10.3 3.40
Lung 3.00 1.91 2.31 BLQ ND 5.27 2.84 3.95 ND ND
Lymph nodes 2.77 1.50 2.24 ND ND 4.48 2.23 4.10 0.641 ND
Mammary gland 2.36 1.38 1.52 1.13 ND 5.89 3.39 6.84 3.87 BLQ
Muscle 2.93 1.84 2.18 ND ND 4.25 2.73 4.17 0.792 ND
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Day of Gestation 13 18

Tissues / organs: lh 2h 4h 8h 24 h lh 2h 4h 8h 24 h
Myocardium 5.22 2.68 3.95 BLQ ND 7.43 3.98 5.78 1.08 ND
Nasal turbinates 0.780 BLQ 1.08 BLQ ND 1.90 0.739 1.24 BLQ ND
Ovary 1.52 1.06 1.15 ND ND 2.42 1.25 2.34 ND ND
Pancreas 5.68 2.64 3.99 BLQ ND 7.06 3.82 6.08 0.859 ND
Pituitary gland 3.72 2.59 2.95 BLQ ND 7.47 3.08 4.05 0.761 ND
Preputial gland 6.30 2.20 4.18 2.28 ND 5.29 2.71 NR 0.692 ND
Salivary gland 4.30 2.37 3.43 ND ND 6.52 3.28 5.19 0.820 ND
Skin 2.48 1.54 2.27 1.66 0.669 2.81 1.79 4.31 1.64 BLQ
Small intestine 10.0 11.0 10.1 5.45 ND 7.27 6.75 12.7 6.82 ND
Spinal cord BLQ BLQ BLQ ND ND BLQ BLQ BLQ ND ND
Spleen 3.56 1.83 2.80 BLQ ND 5.64 2.76 4.45 0.675 ND
Stomach 4.22 3.96 3.31 BLQ ND 6.77 6.14 3.90 1.18 ND
Thymus 3.30 1.77 2.17 ND ND 4.41 2.51 4.11 BLQ ND
Thyroid 4.06 3.15 4.28 1.90 ND 6.55 5.13 7.07 2.75 1.67
Urinary bladder 8.35 2.13 1.41 7.77 ND 7.72 1.70 NR NR ND
Urine 243 152 85.2 33.7 ND 27.1 20.6 NR NR ND
Uterus 4.36 1.60 1.90 BLQ ND 4.15 2.13 2.48 0.639 ND
Fetus

Whole fetus 0.923 BLQ 0.711 BLQ ND 2.12 1.22 2.26 BLQ ND
Fetal blood ND ND ND ND ND 1.77 0.722 1.62 ND ND
Fetal brain ND ND ND ND ND 1.73 0.866 1.51 BLQ ND
Fetal eye ND ND ND ND ND 2.45 1.20 2.53 ND ND
Fetal gastrointestinal tract ND ND ND ND ND 2.39 1.38 ND ND ND
Fetal heart ND ND ND ND ND 3.05 1.82 3.25 ND ND
Fetal kidney ND ND ND ND ND 2.66 1.53 ND ND ND
Fetal liver ND ND ND ND ND 2.95 1.64 3.38 0.628 ND
Fetal lung ND ND ND ND ND 2.42 1.18 2.47 ND ND

Fetal muscle ND ND ND ND ND 2.53 ND ND ND ND
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Day of Gestation 13 18
Tissues / organs: lh 2h 4h 8h 24 h lh 2h 4h 8h 24 h
Fetal spinal cord ND ND ND ND ND 2.02 0.909 1.72 ND ND

BLQ : Below the limit of quantitation (< 0.611 pg-eq/g).
ND : Not detectable (sample not discernible from background or surrounding tissue)
NR : Not represented (tissue not present in section)
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2.6.5.7B EMBEHER : HIRSBMICH T HHER (FLiTBTH)

Test article: [14C] ruxolitinib

Study title:

GLP compliance:

Report Number:

Location in CTD:
Species, strain:

Lactating day / number of animals:
Vehicle / formulation:
Method of administration:
Dose (mg/kg):
Radionuclide:

Specific activity:

Placental transfer and lacteal excretion of '*C-INCB018424 following administration of a single oral dose to pregnant Sprague Dawley rats
Not required
[INCYTE-DMB-10.50.1]
42239

Rat, Sprague Dawley

Day 10 / 3 animals per time point
0.5% methylcellulose

oral, Not fasted

30

140

59.98 mCi/mmol

Analyte / assay: Total radioactivity / LSC
Concentration/Amount (p1g-eq/g) T1/2 AUCinf
Tissues / organs: 1 hr 2 hr 4 hr 8 hr 24 hr (h) (pg-eqh./g)
Milk: 12.0 14.0 12.7 7.25 0.128 2.93 145
Plasma: 3.02 2.09 1.02 0.307 BLQ 2.19 10.8
Milk/plasma ratio: 4.02 6.72 12.6 24.8 NA NA 13.4

BLQ : Below the limit of quantitation (< 43.2 ng-eq/g for plasma and < 51.1 ng-eq/g for milk)

NA : Not applicable

AR MRV T BB LTS, I L kR R 12,

FLH M OMRH R ORB T 07 7 A N EBR LR, LR oREREInEIC X TEANICEW b OO, REORSEIZnE L RETHY, KLEBOLNK
1L M8 Td> - 72[4.2.2.4-10-INCYTE-DMB-10.51.2],
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2.6.5.8 EWEIEHER . TOMDLHAHER - MR UEFHRE~DS T

Test article: ruxolitinib

Study title: Brain and cerebrospinal fluid concentrations of INCB018424 in rats

GLP compliance: Not required

Report Number: [INCYTE-DMB-07.12.1]

Location in CTD: 4.2.2.3-6

Species: Rat

Gender / number of animals: Male /3

Vehicle / formulation: Solution/10% dimethylacetamide in saline

Dose (mg/kg) and method of Intravenous bolus of 3.0 mg/kg, followed by 6.0 mg/h/kg iv infusion for 4 h.
administration:

Sample Concentration at 4 h (umol/L) Tissue / Plasma ratio
Plasma 3.77 -
Brain 0.309 0.082
Cerebrospinal Fluid 0.053 0.080°?

a) CSF / unbound plasma concentration. : calculated using rat ex vivo fraction unbound of 18%
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2.6.5.9A EMEREFRER : in vivo ITH T B

Test article: [14C] ruxolitinib

Gender (M/F)/Number of animals: Mice: M/21, F/21 (3/timepoint) Rats: M/6 (plasma); M/4 (excreta) Rats: F/4

Feeding condition: Not fasted Fasted Fasted

Vehicle/Formulation: 0.5% MC in water 0.5% MC in water 0.5% MC in water

Method of Administration: oral oral oral

Dose (mg/kg): 50 25 (plasma); 50 (excreta) 25

Radionuclide: e e e

Specific Activity: 57.25 mCi/mmol 57.25 mCi/mmol 59.98 mCi/mmol

Analyte / assay: Metabolite profiles in plasma, urine and feces by HPLC with radioactivity detection; Metabolite structures by LC-MS/MS
Mice (Male) Mice (Female) Rat (Male) Rat (Female)

Species Pl Ur Fe P1 Ur Fe Pl Ur Bile Fe P1 Ur Bile Fe

Sampling Time or 025h 4-8h 8-24h 025h 4-8h 824h 1h 0-96 h* 0-96 h* 0-96h* 1h 0-8h 0-8h 0-24h

Period

% of Dose in Sample - 15.4 16.4 - 22.6 10.3 - 52.0 36.7 11.9 - 40.1 36.8 18.6

% Radioactivity in Sample

Parent 64.2 ND 2.8 60.1 ND 2.7 6.7 0.3 ND 4.6 34.5 0.1 0.1 1.4

M1 10.1 2.6 4.3

MI1-B 0.9 1.8

M2 1.1 2.5

M2-B 2.5 1.4

M3 33 5.2

M4 4.6° 35 3.7

M5 7.1

M6 7.4

M7 15.3 22.8 11.5 19.9 27.4 14.8 10.0 30.5 33.7 4.2 5.0 3.4 14.2

M8 2.3 6.8 10.1 ND 6.9 10.3 18.9 20.2 17.8 29.4

M9 1.3 2.8 ND 1.3 3.5 ND 14.0 29.0° 9.2f 8.8 2.3 5.1 1.7 2.6

Ml11 ND 7.8 3.7 1.6 7.5 2.3 18.2 21.88 11.3 19.1 6.6 5.6
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Mice (Male) Mice (Female) Rat (Male) Rat (Female)
Species Pl Ur Fe P1 Ur Fe Pl Ur Bile Fe P1 Ur Bile Fe
M15 11.6 9.2
M16 ND 5.9 5.3 0.7 5.1 5.7 6.8 4.1 6.5 3.8 1.3 5.7
M17 31.4 0.7
M18 53 1.8 4.9 4.3 1.9 6.4 1.7 2.4° 3.7 0.6 1.0
M19 12.1 4.7 4.9
M20 3.8 2.5
M21 3.2 2.9
M25 12.7
M26 3.7
M27 3.5 2.8 2.1 2.1 34 5.7 12.3
M28 22.0
M34 0.5
M37 1.0 8.2 1.5 6.2
M40 4.6 2.7 3.7 2.3
M41 ND 9.2 5.9 11.0 7.1
M42 11.3 53
M43 2.9
M48 1.5 1.4 1.9 34 4.8 4.1 2.2 2.8
M49 0.5
M50 4.1 0.8 2.8 0.3 0.5 1.9
M50-B 23 2.9
M52 1.7
MS53 2.7 3.6
M54 1.1
Unknown peaks 19.2 15.9 1.6 0.9 4.4 13.5

Others 7.4 1.2 13.4 3.1
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Study Number: [INCYTE-DMB-08.154.1] [INCYTE-DMB-08.169.1] (plasma) [INCYTE-DMB-09.84.1]
[INCYTE-DMB-08.61.1] (excreta)
Location in CTD: 4.2.2.4-3 4.2.2.4-5 (plasma) 4.2.2.4-6

4.2.2.4-4 (excreta)

ND : not detected

MC : methylcellulose

Pl : Plasma, Ur : Urine, Fe : Feces

a) ~ 30% of each sample was pooled from each time point such that 90% of the excreted dose from one rat was contained in a single sample.
b) In rat urine, M5 co-eluted with M4

¢) In rat urine, M11, M12, M13 co-cluted with M9

d) In rat urine, M17 co-eluted with M16

e) In rat urine, M 19 co-eluted with M18

f) In rat bile, M10 co-eluted with M9

2) In rat feces, M14 co-eluted with M11

BRLHET v MZBWT, BRI G-% OPR h G 2 — 03, RO&G# LR TH o7,
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2.6.5.9B EWMBEHEE : invivo [T 1T 5K H

Test article: [14C] ruxolitinib
Gender (M/F)/Number of animals: Dogs: M/2 Dogs: F/2 Humans: M/6
Feeding condition: Not fasted Not fasted Fasted
Vehicle/Formulation: Solution / 0.5% MC in water Solution / 0.5% MC in water Solution / Water
Method of Administration: oral oral oral
Dose (mg/kg): 3 3 25 mg
Radionuclide: e e C
Specific Activity: 57.25 mCi/mmol 57.25 mCi/mmol 57.25 mCi/mmol
Analyte / assay: Metabolite profiles in plasma, urine and feces by HPLC with radioactivity detection; Metabolite structures by LC-MS/MS

Dog (Male) Dog (Female) Human

Species Plasma Urine Feces Plasma Urine Feces Plasma Urine Feces
Sampling Time or Period (h) lh 0-4h 0-24h lh 0-4h 0-24h lh 0-8h 24-48 h
% of Dose in Sample - 10.3 46.8 - 10.8 45.5 - 45.1 9.7
Mean% Radioactivity in Sample
Parent 27.3 4.6 19.8 31.0 2.6 25.1 74.1 0.5 1.2
M7 1.3 ND 0.8 1.9 ND 1.0 3.8 14.3 9.9
M8 2.5 6.5 4.2 34 2.7 6.4 3.6 17.8 22.1
M9 2.7 4.1° 3.3 3.2 2.3° 1.2 ND ND ND
Ml1 1.1 ND 0.9° 1.5 ND 1.2¢ 3.7 23.6 ND
M16 2.9* 2.9 ¢ 5.0° 5.9 ¢ 2.3 5.2 4.5
M18 12.5 5.8 2.8 16.3 9.6 4.2 7.3 6.3
M23 3.2 5.2
M24 2.8 3.2
M25 5.2 6.4
M26 2.0 7.1
M27 2 8.4 3.6 2 10.2 3.9 18.9 14.5
M28 2.8 2.5 1.3
M29 4.5 4.6
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Dog (Male) Dog (Female) Human
Species Plasma Urine Feces Plasma Urine Feces Plasma Urine Feces
M30 4.3 ND
M31 2.6 2.0 3.5 3.6 2.9 4.0 4.6
M32 7.3 6.3
M34 1.9 1.3
M35 5.5 8.8
M37 5.9 22.9 14.7¢ 5.0 22.4 7.2¢ 1.4
M38 4.8 3.8 1.6
M39 22.6 10.6
M43 6.2
M45 2.3
M49 2.2 11.0 15.6
M51 1.9
Unknown peak 11.4 10.8
Study Number: [INCYTE-DMB-08.149.1] [INCB 18424-134]
Location in CTD: 42249 5.3.3.14

ND : not detectable

MC : methylcellulose

a) In dog plasma, M27 co-eluted with stereoisomer, M16
b) In dog urine, M 14 co-eluted with M9

¢) In dog feces, M 16 co-eluted with M 11

d) In dog feces, M37 co-eluted with M36
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2.6.5.10A ZEMENRESRER : in vitro 2B 1T 5 tH (CYP HB|R)

Test article: ruxolitinib

Study title: The in vitro metabolism of INCB018424 by rat liver microsomes and
individual rat recombinant cytochrome P450(s)

The in vitro metabolism of INCB018424 by individual recombinant
human cytochromes P450(s)

GLP compliance: Not required Not required

Report Number: [INCYTE-DMB-07.01.2] [INCYTE-DMB-07.02.1]
Location in CTD: 4.2.2.4-1 5.3.2.2-3

Study System: Rat recombinant CYPs Human recombinant CYPs
Concentration: 1 pmol/L 1 pmol/L

Incubation time % parent remaining after 60 min % parent remaining after 60 min
CYP1A2 5 67

CYP2BlI 102 -

CYP2C6 | -

CYP 2C9 - 60

CYP 2Cl11 2 -

CYP 2C12 101 -

CYP 2C13 78 -

CYP 2C19 - 29

CYP 2D1 42 -

CYP 2D6 - 74

CYP 3A2 2 -

CYP 3A4 - 2
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2.6.5.10B ZFWEIRESRER  invitro [CHBTHH (FFI/0Y—LR)

Test article: ruxolitinib

Study title:

GLP compliance:

The in vitro metabolism of INCB018424 by
rat liver microsomes and individual rat
recombinant cytochrome P450(s)

Not required

The in vitro metabolism of INCB018424 by
individual recombinant human cytochromes
P450(s)

Not required

Human CYP isozymes that are responsible for
the in vitro metabolism of INCB018424

Not required

Report Number: [INCYTE-DMB-07.01.2] [INCYTE-DMB-07.02.1] [INCYTE-DMB-09.93.1]
Location in CTD: 4.2.2.4-1 5.3.2.2-3 5.3.2.2-4

Study System: Rat liver microsomes Human liver microsomes Human liver microsomes
Concentration: 1 pmol/L 1 pmol/L 1 pmol/L

Gender Male (pool of 10) Female (pool of 10) Male/female mix Male/female mix
Extrapolated clearance 2.54 L/hr/kg 1.02 L/hr/kg - -

Hepatic extraction ratio 0.88 0.35 - -

% parent remaining

Vehicle ND 75 35

+ Furafylline (5 pM)* ND 84 38

+ Sulfaphenazole (5 pM)® ND 75 40

+ Benzylnirvanol (5 pM)* ND 76 35

+ Quinidine (5 pM)" ND 69 42

+ Ketoconazole (1 uM)® ND 85 74

+ All inhibitors ND 90 86

- : not determined

a) Furafylline is a specific inhibitor of CYP1A2

b) Sulfaphenazole is a specific inhibitor of CYP2C9
¢) Benzylnirvanol is a specific inhibitor of CYP2C19
d) Quinidine is a specific inhibitor is CYP2D6

e) Ketoconazole is a specific inhibitor of CYP3A4
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2.6.5.10C ZFEWEIRESER : invitro [CHBTHH (FI/0OY—LR)

Test article: [14C]ruxolitinib

Study title:

GLP compliance:
Report Number:
Location in CTD:
Species/sex:
Study system:
Specific activity:

Identification of cytochrome P450 enzymes involved in the oxidative metabolism of INC424 in HLM

Not required
[DMPK R1100644]
53222

Human / mixed

Human liver microsomes / human recombinant CYPs

5.321 MBg/mg (referring to phosphate salt)

Method: In vitro incubation of ["*C]ruxolitinib with human liver microsomes and recombinant enzymes, chemical inhibition by enzyme-selective inhibitors.
Enzyme kinetic experiments to determine Km and Vmax

Assay: HPLC with radioactivity detection

Results:

Enzyme Kkinetics

Chemical inhibition
Concentration (umol/L)
ICsp (umol/L)

Maximal inhibition (%)

CYP isoforms contribution
Km (pmol/L)
Vmax (1/min)
Vmax/Km (pL/min/pmol)
fm,cyp

Vmax (pmol/min/mg)

2936+82

Furafylline (1A2)
0.16~10
>10
17

1A2

13.5
3.458
0.256
4.2%

Montelukast (2C8)
0.008~2
>2
13

2B6

184
1.632
0.009
0.12%

Km,app (umol/L) Vmax/Km,app(uL/mg/min)
55.3+4.0 53.1
Sulfaphenazole (2C9) Ticlopidine (2C19) Quinidine (2D6)
0.08~50 0.16~10 0.008~2
>5 >10 >2
19 12 4
2C8 2C9 2C19 2D6
213 21 19.4 162
9.765 2.854 4.224 5.708
0.046 0.136 0.218 0.035
1.44% 18.5% 0.58% 0.06%

Hill constant
1.19

Ketoconazole (3A)
0.008~1
0.112
71

3A4

15.6
33.66
2.157
75.1%
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2.6.5.11 FEVEIEHFER . #ECHER

Test article: [14C] ruxolitinib
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M37,M38,M4 1,M42,M43,M45 LN/ N IlN/ N I\N/ N
H

M23,M24,M35,M36,M40 M1,M1-B,M2,M2-B M19

Plasma  Urine Feces Bile® Plasma  Urine Feces Bile®
M1 R R M26 D R
MI1-B R R M27 M/R/D/H M/R/D/H M/R/D/H
M2 R R M28 D/H R
M2-B R R M29 D
M3 R M30 D
M4 R R R M31 D D D/H
M5 R M32 D
M6 R M34 D R
M7 M/R/D/H M/R/H M/R/D/H R M35 R D
M8 M/R/D/H M/R/D/H M/R/D/H M36 D
M9 M/R/D/H M/R/D R/D R M37 D M/D/H M/D
M10 R M38 H D
M1l M/R/D/H M/R/H M/R/D/H R M39 D
Mi12 R M40 M M
M13 R M41 R M M
M14 R/D R M42 M
MI15 R M43 R H
Ml6 M/R/D/H M/R/D/H M/R/D/H R M44 H
M17 R R M45 H
M18 M/R/D/H R/D R/D/H M48 R M M/R
M19 R R R M49 H H H
M20 R M50 M M R
M21 R M50-B R R
M22 R M51 H
M23 D M52 R
M24 D MS53 R R
M25 D R M54 R

mice (M), rats (R), dogs (D),human (H)
a) bile collected in rat.
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2.6.5.12A EVEEHER . FPKBHBFROFTE HE (HH#Z CYP ZALV/- CYPEE)

Test article: ruxolitinib

Study title:

GLP compliance:

Report Number:

Location in CTD:

Type of study:

Study system:

Method:

Ruxolitinib concentration:

The in vitro inhibition of cytochrome P450(s) by INCB018424 (INCYTE-DMB-07.13.1)

The in vitro inhibition of CYP2B6 and CYP2C8 by INCB018424 (INCYTE-DMB-09.24.1)

Not required

[INCYTE-DMB-07.13.1] [INCYTE-DMB-09.24.1]
5.3.2.2-5 5.3.2.2-6

In vitro enzyme inhibition

Human recombinant CYPs

The potential of ruxolitinib to inhibit recombinant CYP activity was determined using fluorescent substrates.

0~25 pmol/L

Results:

CYP isozymes

Probe substrate
Substrate concentration
ICs0 (wmol/L)

Inhibitor (positive control)

IC 50 (]J,l'IlOl/L)

CYP1A2 CYP2C9 CYP2C19 CYP2D6 CYP3A4 CYP2B6 CYP2C8
BFC MFC EFC AMMC BFC EFC DBF
50 pmol/L 75 pmol/L 50 pmol/L 1.5 pmol/L 50 pmol/L 2.5 pmol/L 1.0 pmol/L
>25 >25 >25 >25 8.8 >25 >25
a-naphthoflavone Sulfaphenazole Tranylcypromine Quinidine Ketoconazole Tranylcypromine Quercetin
(0.019) (0.141) 4.9) (0.012) (0.037) 2.1 (4.0)

BFC : 7-benzyloxy-4-trifluoromethyl-coumarin

MFC : 7-methoxy-4-(trifluoromethyl)-coumarin

EFC : 7-ethoxy-4-trifluoromethyl-coumarin

AMMC : 7-methoxy-4-methylcoumarin

DBF : Dibenzylfluoresein
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2.6.5.12B EWEIREHER . EYRBBFEOFE HE (EFMFS/70Y—LZFHALV-CYPHEE)

Test article: ruxolitinib

Study title:

GLP compliance:
Report Number:

Location in CTD:
Type of study:
Study system:
Method:

Ruxolitinib concentration:

The in vitro inhibition of human liver microsomal CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19 and CYP2D6 by INCB018424 (INCYTE-
DMB-09.87.1)

The in vitro inhibition of human microsomal CYP3A4 by INCB018424 using midazolam as a substrate INCYTE-DMB-09.71.1)
The in vitro inhibition of cytochrome P450(s) by INCB018424 (INCYTE-DMB-07.13.1)
Not required

[INCYTE-DMB-09.87.1] [INCYTE- [INCYTE-
DMB-09.71.1] DMB-07.13.1]
53.2.2-8 5.3.2.2-7 5.3.2.2-5

In vitro enzyme inhibition
Human liver microsomes

The potential for ruxolitinib to inhibit selective substrates for human liver microsomal CYP were determined using human liver microsomes by
LC-MS/MS.

0~25 pmol/L

Results:
CYP isozymes
Probe substrate

Substrate concentration
ICs0 (wmol/L)

Inhibitor (positive control)
ICso (wmol/L)

CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP 2D6 CYP3A4 CYP3A4

Phenacetin Bupropion Amodiaquine Tolbutamide Mephenytoin Dextrometh- Midazolam Testosterone
orphan

50 pmol/L 60 pmol/L 3 pmol/L 125 pmol/L 37.5 pmol/L 5 pmol/L 2.5 pmol/L 70 pmol/L

>25 >25 >25 >25 >25 >25 >25 >25

Furafylline Ticlopidine Quercetin Sulfaphenazole Benzylnirvanol Quinidine Ketoconazole Ketoconazole

(2.41) (0.120) (3.12) (0.169) (0.112) (0.271) (0.01) (<0.1)
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2.6.5.12C EWEIREHER . EYRBBFROFE HE (EFMFS/70Y—LZFHALV- CYPEE)

Test article: metabolite M18

Study title: The in vitro inhibition of human microsomal CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6 and CYP3A4 by the M18,
metabolite of INCB018424

GLP compliance: Not required

Report Number: [INCYTE-DMB-11.07.1]

Location in CTD: 5.3.2.2-9

Type of study: In vitro enzyme inhibition

Study system: Human liver microsomes

Method: The potential for ruxolitinib to inhibit selective substrates for human liver microsomal CYP were determined using human liver microsomes by
LC-MS/MS.

M18 concentration: 0~3.0 umol/L

Results:

CYP isozymes CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4 CYP3A4

Probe substrate Phenacetin Bupropion Amodiaquine Tolbutamide Mephenytoin Dextrometh- Midazolam Testosterone

orphan

Substrate concentration 50 pmol/L 60 pmol/L 3 pmol/L 125 pmol/L 37.5 pmol/L 5 pmol/L 2.5 pmol/L 50 pmol/L

ICsp (umol/L) >3.0 >3.0 >3.0 >3.0 >3.0 >3.0 >3.0 >3.0

Inhibitor (positive control) Furafylline Ticlopidine Quercetin Sulfaphenazole Benzylnirvanol Quinidine Ketoconazole Ketoconazole

IC5o (pmol/L) (1.89) (0.035) (8.22) (0.090) (0.782) (0.040) (0.055) (0.003)
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2.6.5.12D FYEIEHER . FPKBBFROFE HE (CYP3A4[HE)

Test article: metabolite ruxolitinib

Study title: The metabolism dependent inhibition of human microsomal CYP3A4 by INCB018424 In vitro
GLP compliance: Not required
Report Number: [INCYTE-DMB-09.92.1]
Location in CTD: 5.3.2.2-10
Type of study: In vitro enzyme inhibition
Study system: Human liver microsomes
Method: Ruxolitinib was pre-incubated with or without NADPH with human liver microsomes, and CYP3A4 activity was determined by LC-MS/MS
using testosterone as the substrate.
Results:
% Initial CYP3A4 Activity Remaining vs. Vehicle Control
Time (min) Ruxolitinib (10 pmol/L) Troleandomycin (20 umol/L)
NADPH(-) NADPH(+) NADPH(-) NADPH(+)
0 98+2 98 +2 84+1 83+2
10 95+0 95+3 84+2 28+0
20 94 +1 96+ 1 83+1 24+0

30 91+2 94+ 2 86+2 22+1
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2.6.5.12E EMEEFER . EMABBROFE THE (CYP3AFE)

Test article: metabolite ruxolitinib

Study title: Pregnane X Receptor (PXR) activation by INCB018424
GLP compliance: Not required
Report Number: [INCYTE-DMB-07.05.1]
Location in CTD: 5.3.2.2-11
Type of study: Pregnane X Receptor (PXR) Activation Assay
Study system: Rat and human, in vitro
Method: The potential for ruxolitinib to induce human CYP3A4 or rat CYP3A was determined using the pregnane X receptor (PXR) assay.
Results:
Human Rat
Ruxolitinib concentration: 3 pmol/L 10 pmol/L 30 pmol/L 3 pmol/L 10 pmol/L 30 pmol/L
Fold induction compared to vehicle control: 2 6 10 1.0 2.0 4.8
induction of positive control * 2 14 38 8 11 20

a) Rifampicin for human and pregnenolone 16a-carbonitrile for rat.
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2.6.5.12F EVEEHER . FPKBHBFROFE THE (CYP1A2,2B6 FE)

Test article: metabolite ruxolitinib

Study title: In vitro evaluation of INCB018424 as an inducer of cytochrome P450 expression in cultured human hepatocytes

GLP compliance: Not required

Report Number: [INCYTE-DMB-11.06.1]

Location in CTD: 5.3.2.2-12

Type of study: In vitro hepatocyte induction experiment

Study system: Primary cultures of cryopreserved or fresh human hepatocytes

Method: Hepatocytes were treated once daily for 3 days with DMSO (vehicle control), ruxolitinib (1, 3 or 10 pM), or positive control.

After treatment, the cells were incubated with substrates for the analysis of phenacetin O-dealkylation (marker for CYP1A2) and
bupropion hydroxylation (marker for CYP2B6) by LC-MS/MS.

Results:
CYP1A2 (Phenacetin O-dealkylation)
Fold induction compared to vehicle control: Induction as% of positive control
Subject *: H768 HC2-14 H1016 Mean H768 HC2-14 H1016 Mean
Vehicle control (0.1% DMSO) 1.00 1.00 1.00 1.00
1 puM ruxolitinib 1.41 0.990 1.09 1.16 1.52 -0.00826 0.0994 0.536
3 uM ruxolitinib 0.993 0.969 1.11 1.02 -0.0275 -0.0269 0.118 0.0212
10 uM ruxolitinib 1.17 0.967 1.26 1.13 0.629 -0.0286 0.292 0.298
100 pM omeprazole (positive control) 27.8 117 91.2 78.8 100 100 100 100
CYP2B6 (Bupropion hydroxylation)
Vehicle control (0.1% DMSO) 1.00 1.00 1.00 1.00
1 uM ruxolitinib 1.09 1.07 1.39 1.18 1.35 2.26 3.59 2.40
3 uM ruxolitinib 1.31 1.25 1.59 1.38 4.90 7.73 5.41 6.01
10 uM ruxolitinib 1.47 1.02 1.75 1.41 7.44 0.735 6.84 5.01
750 uM phenobarbital (positive control) 7.37 4.29 11.9 7.85 100 100 100 100

a) Subjects H768 and HC2-14 were cryopreserved hepatocytes and H1016 was freshly isolated hepatocytes
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2.6.5.13A EYEREHER . ARG

Test article: [14C]ruxolitinib

Species: Rat

Rat
[INCYTE-DMB-08.61.1]
Not required

4.2.2.4-4

M/4

Fasted

Solution / 10% DMAC, 30% of SBE-beta-
cyclodextrin aqueous solution (50% w/v), and
60% saline

Intravenous
10 mg/kg
57.25 mCi/mmol

Rat
[INCYTE-DMB-09.82.1]
Not required

4.2.2.5-1

F/4

Fasted

Solution / 0.5% methylcellulose in water

oral
25 mg/kg
59.98 mCi/mmol

Report Number:: [INCYTE-DMB-08.61.1]

GLP compliance: Not required

Location in CTD: 4.22.4-4

Gender (M/F)/Number of animals: M/4

Feeding condition: Fasted

Vehicle/Formulation: Solution / 0.5% methylcellulose in water

Method of Administration: oral

Dose: 50 mg/kg

Specific activity: 57.25 mCi/mmol

Radionuclide: e

Analyte / assay: Total radioactivity / LSC

Result

Excretion (% of dose) : Urine Bile Feces Total
Time
0—-24hr 51.6 36.5 12.6 101
0—48 hr 51.9 36.6 13.1 102
0-72hr 52.0 36.7 13.3 102
0-96hr 52.0 36.7 13.5 102

Urine Bile Feces Total
48.3 36.3 12.9 97.5
48.6 36.5 14.1 99.2
48.7 36.5 14.2 99.4
48.8 36.5 14.4 99.7

Urine Bile Feces Total
44.8 39.1 18.6 102
45.2 39.3 19.8 104
453 39.5 20.0 105

45.4 39.5 20.1 105
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2.6.5.13B EYEREGER . ARG

Test article: [14C]ruxolitinib

Species: Dog Dog Human

Report Number:: [INCYTE-DMB-08.62.2] [INCYTE-DMB-08.62.2] [INCB 18424-134]

GLP compliance: Not required Not required Not required

Location in CTD: 42252 42252 5.3.3.14

Gender (M/F)/Number of animals: M/2 F2 M/6

Feeding condition: Not fasted Not fasted Fasted

Vehicle/Formulation: Solution / 0.5% methylcellulose in water Solution / 0.5% methylcellulose in water Solution / water

Method of Administration: oral oral oral

Dose: 3 mg/kg 3 mg/kg 25 mg

Specific activity: 57.25 mCi/mmol 57.25 mCi/mmol 59.98 mCi/mmol

Radionuclide: e

Analyte / assay: Total radioactivity / LSC

Result

Excretion (% of dose) : Urine Feces Total Urine Feces Total Urine Feces Total
Time
0—24hr 32.1 46.8 78.9 32.8 45.5 78.3 69.9 0.5 70.4
0—48 hr 33.9 53.1 87.0 35.8 51.9 87.7 73.0 9.9 82.9
0—-72hr 343 54.5 88.8 36.2 57.3 93.5 73.4 16.1 89.5
0—-96 hr 34.4 54.7 89.1 36.3 57.9 94.2 73.5 18.8 92.3
0-192 hr - - - - - - 73.6 21.9 95.5

BEL A —VEIE S B O T-A X ORREIERIL 94.0% (KE) , 96.1% ()
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2.6.5.14 FEWEHRESER : fRrhHEM
TR TOFERIT2.6.5.13AC7#H LT,
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2.6.5.15A EWEERR - RYHAEHER (RIVZKRIETEAN pH OEE)

Test article: ruxolitinib

Study title: Effect of elevated gastric pH on the oral absorption of INCB018424 in cynomolgus monkeys
GLP compliance: Not required
Report Number: [INCYTE-DMB-09.60.1]
Location in CTD: 4.2.2.2-5
Type of study: Absorption and pharmacokinetics in the presence and absence of famotidine and calcium carbonate (pH-altering agents) in monkeys
Method: Species / Gender / number of animals: cynomolgus monkey/ Male / 4
Feeding condition: Fasted
Vehicle / Formulation: Solution / 0.5% methylcellulose
Dose: Day0: single oral dose,2.5 mg/kg of ruxolitinib

Day8: single oral dose 2.5 mg/kg of ruxolitinib
+ 2 mg/kg/10 min infusion of famotidine (1-hour prior dosing of ruxolitinib)
+ 500 mg/10 mL water oral dose of calcium carbonate (0.5-hour prior dosing of ruxolitinib)

Sampling schedule: pre-dose, 15, 30 min, 1, 2, 3, 4, 6, 8, 12 and 24 h post-dose
Sample / Analyte / Assay: Plasma / ruxolitinib / LC-MS/MS
PK parameters ruxolitinib alone ruxolitinib + famotidine + calcium carbonate
Tmax (h) 3.5 1.8
Cmax (nmol/L) 294 370
AUCinf (nmol-h/L) 1630 1373

T1/2(h) 1.5 1.2
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2.6.5.15B EWEREFER : EYWHEEER (Caco-2 [EF:@1H)

Test article: ruxolitinib

Study title: Biopharmaceutical classification of INCB018424 - Part II Evaluation of permeability in Caco-2 cell monolayers

GLP compliance: Not required

Report Number: [INCYTE-DMB-08.147.1]

Location in CTD: 5.3.2.3-1

Type of study: In vitro permeability assessment and transporter interactions across Caco-2 cell monolayers

Study system Human intestinal cell Caco-2

Method: The apparent permeability coefficient (Papp) as well as the bi-directional transport of ruxolitinib was determined across the Caco-2 cell monolayers in the

absence and presence of P-glycoprotein(P-gp) inhibitors by LC-MS.

Results:

Substrate Ruxolitinib Digoxin Nadolol Metoprolol
(nmol/L) 1 1 1 10 50° 100 5 5 5 50° 50°
Inhibitor - CSA Quinidine - - - - CSA Quinidine - -
Papp (x 10°® cm/sec)

(A-B) 28.6 32.3 30.6 20.0 21.5 17.9 0.97 3.11 2.84 0.41 17.4
(B-A) 22.4 21.7 20.5 17.5 - 12.9 8.69 4.99 4.12 - -
Ratio (B-A/A-B) 0.79 0.67 0.67 0.88 - 0.72 8.94 1.60 1.45 - -

CSA : cyclosporine A

a) in the presence of 4% BSA
CSA J O Digoxin |d P-gp DFEESK CH Y, Digoxin 1 P-gp DX F~—2, Nadolol & U Metoprolol (3% 71LZ 1 P-gp DFE M & OEFE@EIERE & L THWE



	2.6.4　薬物動態試験の概要文
	2.6.5　薬物動態試験概要表



