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2.4 FERGIRFER OBEREREA
TA4NITF =T

E=Prg

B 1 SEFEOTF ML CHER INIZ[MC) 7 A VA TF =T D EEAREW oo
B2 74T F=7 ROFETEIZIS T D HEE B OREE N NS in vivo HEE MRS



2.4 FERGARTABR O AT

T4 NIF=T
e —Ex
s 5 JERE A AGE

ATP adenosine triphosphate TT s g

API active pharmaceutical ingredients = HE A RISy

AUC the area under the concentration versus time curve & — RE[E R T iofg

BCRP breast cancer resistance protein -

BCOP bovine corneal opacity and permeability U AN A D IR K DN
P

BSEP bile salt export pump -

CES carboxylesterase HNVRF VIV AT T —F

Caco-2 human colonic adenocarcinoma cell line b G R H R MRk

CETP cholesteryl ester transfer protein VAT YNNI AT )NVERE S
VA

CIA collagen-induced arthritis a7 — 5 R AR

Crnax maximal concentration e R

CYP cytochrome P450 v K7 | A P450

FSH follicle stimulating hormone GRS AR L

GLP Good Laboratory Practice I ORI 5 IR R
Rk D FE i D H: e

GM-CSF granulocyte-macrophage colony-stimulating factor JEF K-~/ mn 77—y an =
— A 7

GMP Good Manufacturing Practice = 38 i M OV = B A4 i o B 3 A
R OV B S TE

HDL high density lipoprotein EHEY R N IH

hERG human ether-a-go-go related gene t | ether-a-go-go BEEE 5T

ICso inhibitory concentration that produces at 50% of ~ 50%PH 5 &

maximal response

ICH International Conference on Harmonisation 125 5t 5 1) 0 [ B

Lir delayed rectifier potassium current PEIEHEFR A1 U T N

IL interleukin A —aAfF

JAK Janus kinase YXAFF—E

K dissociation constant et o 2

Ki inhibitory constant FH. T E 5

Km Michaelis constant I REEK

LC-MS/MS high performance liquid chromatography coupled

to tandem mass spectrometry

LDL low density lipoprotein
LH luteinizing hormone
LOAEL lowest observed adverse effect level
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2.4 FERGARTABR O AT

T4 NIF=T
s 7= JERE A AGE

LXR liver X receptor JiFleE X =2 2544

MATE multi-drug and toxin extrusion -

MTD maximum tolerated dose I K

NK natural killer (cell) FTFa2TuxT7— ()

NRU neutral red uptake =a— 7Ly REGAA

NZW New Zealand white —a—Y—J 2 REA

OAT organic anion transporter -

OATP organic-anion-transporting polypeptide -

OCT organic cation transporter -

P-gp P-glycoprotein PHEX L RUE

PK pharmacokinetic(s) I Eh e

pSTAT phosphorylated STAT U Pt STAT

QTc heart rate corrected QT interval DECCHEIE L7 QT FEIk@

RA rheumatoid arthritis MY o~F

STAT signal transducer and activator of transcription T NVARE K ORGP &
protein VAV

TK toxicokinetic(s) ¥y akxxs 7

TPO thrombopoietin fevRRzF

TQT thorough QT/QTc QT/QTe #¥Aifh

TYK tyrosine kinase Furrxf—+t

UGT uridine 5' diphospho-glucuronosyltransferase AUV B IV [ S/ 7/ = IV

FRERTS I R
Vs volume of distribution at steady state EHOIRRE D S AR



2.4 FERGIRFER OBEREREA
TA4NITF =T

1 JEER PR S BRET EIBERS
1.1 JEER PR S BRRAE DR

ZOWEITIX, T4 NV TF =T OIEEIRFHIICBE T 2 RA T LTz, 7T F=T DI
MR R PREABR . HpEhRe (PK) RBR. FMRBROBEE T Y 22— 2.6 12, FEEARRER OB
E%%/J~W4&%/1~W5LW%LKO%Eéﬂf%é74”ﬂ%%7@ﬁmﬁk%ﬁ
HEoix, B Y w~F RA) OOz he—LThd, FEHKRRREZOTEELMRLOESE
P& ZMPEIZ O TEE LS Rl L TV 5
TANITF=T1E, YPXAFF—F 1 (JAKL) OfliE N2 A NkEET DT T /v o-5-=0 v
iz (ATP) (X7 2Bl OBRINMBAELCTH 5, JAKL (X, HRGE K OVESGZICEET 5
BEDOYA A, RERFRONTEDA VZREOTHICEH DV 7T IREOREEIR AT 4
T—H—ThbD, BERYA MIA UZRIKS 7 FnEIL, RA 28105 < OIEMERIEMIEH
WBHE LTS, 74 3T =71F \MKIWTEV?TWE%@E%%ﬁLTﬁ4Fﬁ4V§
KR T I IGREEZLETHZ LKV, RA TR DRIE, MAaiETE LK OV e o 85I
5452 D7 ut A& HET S,
TA4NIAF=TOFEELE MG TH D GS-829845 1L, 7 4 I F =7 LIFIFFEIER: JAKL
BRI 7T 07 7 A VERLIEN, 0 JAKL T —BIEHIE 7 4 VI F =T L0 57z, B b
WCBWTIEHRHEME LTOREDSZIND, EENRIHVW 2 BE 2 CTHBRBEEMIZIT 7 4L TF
=7 OREBIRIEVEIZHF G L TND EE2 LD, B TH, GS-829845 137 4 L TF =7 DR
WL LTRSS, B MEEDORETIIR, 7 4 L IF = TVEMEREW DA MR OV 4
PE~DFBELERE L, EHRER, EYEEaiR &k OB Emi 2 & OIERARRRIC B WX, 74
A F =7 KN GS-829845 Dl 7 3G 47z, B R TAH HALTZ GS-829845 DIEFE &L, FEERIK
RERIZ I\ TIE, GS-829845 DHMBL 5L 7 4 VI F =7 L OO L - TRIEFEETH - 72,
FEINTWDT 4 LTF =7 O RA BE~O R R LB 2 IEERAR BRI X2 THER L7,
H SR N O RIR SR PR SR 22 VESRE iR W, oA, 1R, BRI, SEWMMEER
Zate PK B, A X2 IT 2 HERAO#KGHEERER, 7 v M RO XIZH T 2 KW EEaER,
Ty MR TR 2=y =7 AT B0 AR in vitro & OV in vivo DB {mE M RER
in vitro &2 OV in vivo D EMHERER, 7 > MII T D MR6e - AR AR, HZE R - 2B R 38 A 5
PERER, 7 v PR FICBT D BIRORABERR, 7 v MIB T 2915 EmRER, T v
MZBIT LMD 1 5 AMEGEERRE I LZ, 7> F&A XL, b & EYEREFE L
LTHEY, MWBEERNHBOLND Z 00, KERGEERBRIEY 2B &5 2 b,
FERFIRIEBEBR (X, LT ORICERE Y TTHEM L7, 1) AR O To JAK 7
7 IV =AU R—%Et 450 HEEZE 2T T A X —RBICKHT L7 4 TF =T KD
GS-829845 D)1 e ON&EIRME, 2) > 7 F AR, YA b I A ARG NI L & Ok 72 &
D JAKL BTS2 7 4 0 TF =7 KO GS-829845 OFMEITEH. 3) BRI T 07 7 A L
AT DO JAK BLEH] & i Uiz & & ORI Y 7 ) s K OIS EE 12 53 2 38R JAKI
FLE I KX D ERIR]S, 4)in vivo 7 v b2 T —7 U FBEEIR (CIA) E7 /L CTORIAE MK OB
Bz T#énml/afwméwmi CHSBE, cnbo®EmET AT 21X, 740



2.4 FERGIRFER OBEREREA
TA4NITF =T

F =7 KN GS-829845 D JAK1 ¥ 7 FNARER O A R B A AR 3T 2 Jil2h IR A i A i
ALTEBY, Z4N0ITF=T7% RA DIRFRIEHT 22 L OBARIBINE 25D TH D,
7 4NV TF =T KON GS-829845 XA M HAZ L 0 RAFICWIN L, EtERHAM Ci R L /- Bl
(T7obb, Zv b, VA, UHXROA X) IZBWTHoRBEENG LN, EELHME
HERIT., 74V TF =T L GS-829845 D 7 = WRME L L TfTo 72,

TANTTF=TEEHO, 74 NTF =TT 2 EH OBREE B (AUCo24s) O LERITA BN
FEC0.23~1.57 [ED#FPATH 7= (CTD 2.6.4328 TH, #* 11), I EIIRMRANIC, ZDOHRT
ERTIH MRS, Z40TF=7 1 B 1 EERGZICITHN 21 E T WIho5HETHREET
otz (CTD2.7.232.1.1 ), ZDOFEROT 4V ITF =7 xﬂ*mﬁf%@ﬂi@ wmILOMIL, EFRR
|36 B 72 N R i C K ATE M e OV M 2 B ISR 9 5 72 D I2iE, FEERAERIC H W o B fE
WZBWTIE, R E 2 E ML 7 4 /I/:F?:f}:{#ﬁﬁ&ﬁﬁ“éué%i#%é Z&ZxERLT
W5,

7 43I F =7 KINGS-829845 IZBI LT, ¥ k7 m A P450 (CYP), VU 5 Vg7 v
7 v UgERRESE (UGT) . organic-anion-transporting polypeptide (OATP) | P ¥ % > /X7 & (P-gp) .
breast cancer resistance protein (BCRP) . organic anion transporter (OAT) . organic cation transporter

(OCT) 1 KU bile salt export pump (BSEP) (Zxf9 2AFEEH, W NZ CYP1A2, CYP2B6 K T*
CYP3A4 \Zxt T 28 EH 2/t Lz, 200 ORGEHCHE LAV EH ORE K OERRIRE &4 5
L. BUTOBIIT A 2 2 ZNZ0E - TRl L 72 /6 K, 7 ¢ /L35 =7 & OCT2, multi-drug and toxin
extrusion (MATE) 1 & T MATE2-K OME & O T, BRKRFEWHEAIENREBR O LEW /RS

(CTD 2.6.5.14 I, AD-417-2019), L/ L. A hAv 2 & AW EEREYFE AERRBRICB W,
T, 7403 F =71 OCT2. MATEI } O MATE2-K |Z%} L CHERANZE R D & 2 FLEEH % R
S7pnEEZ 5N (CTD 2.7.2.2.4.3 TH, GS-US-417-4107), 74»:% 7 KON GS-829845 1
P-gp DEEETH D Z L DR ST, BRIREWEAAERRBRICI VT, P-gp D) Z2BHEH 7
HAANEAFLTH 7 4V IAF =7 OBEEEITDT 0 LT Q ERBOZE) ., BRI E
RlIhsneBz oz (CTD2.7.23232.1H), 74/ TF =7 K GS-829845 I%, invitro T
CYP3A #BHEXITFHET HI/ERIEITV DS, BEIR COREA MR 5 7= DERR I AE AR R %
Fhe LR, 74 VT F =T 1L CYPIA DIETHDHI XY T L RRZORHW 1-8 Fax
KT LOREBEREICEEE 5 22> (CTD 2.7.2.2.4.1 TH, GLPG0634-CL-103),

T ANTF =T AT LR, EERBRE N R ax T 4 7 X (TK) JEIX
IThY, ERLEHFTIERESE ICH) ICXoTHEMmINTZHA RI 14, [:%nu@i%/ﬂél‘iil
FA4 2 FERE R AR D FE i D HHE (GLP) SULEIBRA 2R OREE 2 R 0> & A0 S 7= 2 Ot D Fi i) - HiH1]
2> THEME L7z, PimatBr, BERER, MAmEEtBRIc oW TiX, GLP Bl R L < 30E
THM, XIIXT —F OEFEELZ MR T 272 OIZ@E ) 2 BRE R E & AT — Fiskic Lo THEE L
776

LMK BT, 7 4L 3F =7 O GS-829845 (2 L D R ~D I D & 5 FAX fh
TR, I R ORI R ~D BT e o 7o, FEERRRBR TV >/ CRICAHA BT B3R
2B L2 i, TEER Y BRI DR & 2T ) —IREONZR Y v SEAR D ZERE T
JAKI BAENOHEE SN EBEERHICL 2 b0 EE 2O, 25O RIFHEIEFRIEIC X Y (A
BHENHER SN, TOMOFTIKITEES L5 LB bNLEME(LE LT, BEAMGR DR

(ZANITF=TDOR), 7 v MIEIZEBIT 2= AVERMRAREL T F A VEMIE O R4,
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2.4 FERGIRFER OBEREREA
TA4NITF =T

BROER T LR OELE S TR JEEA~DORE T v b 2 FRINAFHERBRIC T 5 Bk
FAT 4 v B MRAIEOF AN & AR R LR Hitlc, T OmMERTRIL, B
THIENTE D0, BRMIEBAIRETH D0, BAD RA BEEM ~DOIMFPER 72t L
JIFFEESNTWARWLWS, XTI TFESNDLBEEHTI %@éhévx7kﬁﬁéﬂﬁé%®f
HD, wERBRICE T OBERELBEEMNO PK 7—& LI U-BEREL OB HICIT, Rk
& Tz,

ARG i U7 BRI, TESINTND 7 4 v ITF =T ORAD RA IHIFICE
TN, RRXT7 4y b VR T 77 A VOBENOHRTHDL I EE2LZFFLTWD, &
BT L OBEF IR SN D R & IEHARBRICE T D WL R CERE I M EN TV D
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2.4 FERGIRFER OBEREREA
TA4NITF =T

2 EEGER
2.1 A TRl T HHER

%32 K O -2 2 W =3BRICEB W T, 74 v F =713 hod JAK 77 3 U — & ik L ¢,
JAK1 Z 38RO I HE T2 2 L n S vz, JAKL KT 7 v, A A U4
B ONZHIRR b e OMEFR I 63 D EA 2 /ifiaR, b bolfSHia k Vel 2 AW CRHME L=, %
< OERBRICBWT, 7 4L TF =7 L GS-829845 D&Y ) A EHEICHE L=, /2. 7413 F
=7 O JAK BRI EIC L 2 a7 2 B EZ D710, BB RET a7 7 AL
ZHT 5 JAK LEACH L e 77y A4 ) 7 %ﬁoto B#%IZ, 7Y FCIA TV TDT 4
NV IAF =T KT GS-829845 D B BE G- K OMF & 512310 R &2 gt L7,

211 e

T 4N TF=TUE, ATP AR A7 JAKL LEAITH 0 . AL T 7 4L =
F =7 JAK] IZxF 5 50%FLERE (ICs) 1L 10~53 nmol/L TH Y, JAK2 I1Zxf L TlE 28~
70 nmol/L T&H-7- (CTD2.6.3.2.1.1 TH, 30, 109, 0163), 7 4L ITF =7 D JAK3 L OF 1
- —8 (TYK) 2 1Zxt9 B BHEEA LTS < \1Cso 1LZ 241 311~810 nmol/L 2 TY 116~177 nmol/L
Toho7- (CTD2.6.3.2.1.1 TH, 31, 0163), fhiod JAKI IS D 7 7 IV — X 83— L ik LT, JAK2
D ATP 1ZxtT 253 =V ZEH Ko HMEWNZEE2EZBEL, 740 ITF =7 OBRMEIILEE
B (K) e (Ko) 23252 & TiMiiL7e, 74035 =7 ® JAKI1, JAK2, JAK3
K ONTYK2 IZ%3 5 Kbk, Z30241 39,205,353 LTV 356 nmol/L TH Y, 7 4 L TF =7 D JAKI
WK D @BIMEIL, D JAK 77 I U — A N"—=L g L TS5 fEETho T,

%< D MIRRICBW T, 742 F =139 A M I A R K D JAKL MEMED > 7
IAGEE R QR EIEMAL 2 > 378 (STAT) OV U ER{bZ B3 L, ICso 1% 179~465 nmol/L ™ #GFH
Th o=, JAK2 SMTEMED STAT VU U EE{kIZxf9 5 ICso 1X 3524 nmol/L LA LT -7= (CTD
263213 HH, 0163), 74 /vFF=7L, B, 7y FEO~TALMOD cm*%ﬂmﬁf@/r B
—ua A% (IL) -6 §lPk Y Bt STAT (pSTAT) 1 KX pSTAT3 DAL A 524 IZBHE L, pSTATI
WK 5 ICso 1. EHEF 0.629~1.18, 1.57 L T*3.10 pmol/L TdH YV, pSTAT3 (ZxF7 5 ICso 1
FALEI 341, 443 V1027 pmol/L Th o7z, & MM TORBRIZIBNT, 74T F =713
JAKR2 IKTFHERERIER —~ 7 v 7 7 — VY a o =—fil4IK 7 (GM-CSF) I L % pSTATS DAL &
Wb rRARZF > (TPO) FIKIZ K% pSTAT3 DK AR IZIHE L, ICs X2 17,453
KON 7118 nmol/L TH - 72, MAHIINCA T, TNHDT — X b &M THT7 4 )L ITF =7 D JAKI
WX 2 BIRMEIX JAR2 IZX L CO 145 Th D Z Evnainiz (CTD 2.6.2.2.1.3 TH),

T4 NIAF =T O MBI D EERBHM TH D GS-829845 (2O T H in vitro TOELFHY
AR O e A ToORER & £ L7-, GS-829845 DIEMIXT 4 v IF =T L H#E L TH 1/10 T
bolen, 74T F =7 LA JAKL MlaSR 7' e 7 7 4 V&R LTz, GS-829845 MDAk
FHIRER T JAKL OV JAR2 FHFEICXTT 5 ICso 1d, ZALE 4L 546 K TN 646 nmol/L T > 7223,
JAK3 KON TYK2 (23 D HEFEERIFES < . ICso i, £ILZ 41 3606 nmol/L i & T} 2996 nmol/L #
TdHo72 (CTD2.63.2.1.2TH, 95), JAKI LS D 7 7 I U — X 3 — L ik LT JAK2 @ ATP I
KD K 1FMENZ L Z2EET D & GS-829845 DOIERMEITHINEABR IZ BT LY HfEIRT 2
LN TE D, GS- 829845 X, & h2Iflo CD4 iR To JAKL S (e IL-6 #IBIZ X 5 pSTAT1 K Y
pSTAT3 DA ZFEARIZIHE L, ICso 1, ZAZ4L 11.9 KT 28.9 umol/L TH -7z (CTD 2.6.3.2.1.3
T, PC-417-2003), *ﬁ JAK2 SMEM: GM-CSF #ili% 12 X % pSTATS A RkiZ%f L CiE 100 umol/L
EPHBZOBEEICBWTCHLHEEEHEZ RS 2> 7= (CTD 2.6.32.1.4 H, 152), L7=2->7T,
GS-829845 DIEMEKR Ve MBI 2 MEFEEICHS< & GS-829845 1, JAKIL LIAMI*F L CidifllE
AREZR L ETEMEITA L Wi e E X b D,

11



2.4 FERGIRFER OBEREREA
TA4NITF =T

N7 7o F =T NYF=2TROURE T =T 7 EOMd JAK [HEANCBE T 5 A %K
BT, TNHHEEANCLD U U EREE T F 27 /vF% 77— (NK) filagkolid, ~E7 e
YO NAKLE Y RZ X7 E (LDL) @&tk BE Y R X7 (HDL) o B2 E &
HZENREINTWS, LLERS, 74 VI F =7 OBKABRTIZ., 2hbDRF A —%

WCBBIZ A LN NI ERHLNE INTNDH I NG, 74T F = 7Gi\MK1%ﬁﬁV
iof%h%éhéﬁ@%ﬂﬁﬁ%é_&#Téhf%éMJMQ&U&%B/7%»6%@
ZAVE VIR M ERRS AL B OV NK MR FEIZ 3 L CEEREE CTH L Z LM 6TV 5, In vitro D
AIEERER CORER, 7 4 VT T =7 ORI K OBCEIR M ER A7 BKHE AR A EE DN NK K E 2 %)
T HIEMEIEZF <, ICs 1ZZFNZEH 1.96, 1.14 XY 0.315 pmol/L TdH~7= (CTD 2.6.3.2.1.3 IH,
PC-417-2007, PC-417-2009), In vitro (28T, 7 4 /L TF =7 KN GS-829845 1%, ATlE X =4
& (LXR) 7A=A NCTHEH LI a L AT a0 — VEWICERT 2MEATH LAV AT VLT RT
NHRIE X 37 (CETP) OFBLZTHE L, ICso lTZ4E4 153 LT 19.4 ymol/L Th o7, =
DOFERNG, 100 LT 200mg DHED 7 4 VAF =T %2t MG Lz L X DOREL LTI,
CETP {EMENENZN 1T% M R 2T%E T T 5 EHfEE SN D, JAKBHERTHL AN F=7 b
77 v F =T RO RE U TF =T TIEERRINCA R I EEIZ B C CETP BB EEMEZ R S 72
#ok(ﬂDl&MiB@ PC-417-2008), 25 I AHEGE AR #RER O Darwin RA RERICEBW T, 7 4L
IF =T EEICEY . iEF o LDL/DHL O F &Y CETP LUV DD FRD 5 v [2],
;Nﬂwiﬁmm%fﬁ%@mmmAﬁ% IBWT bR S -, CETP SR E %35 JAKI
PELZE O EHERY 72 B 1 ZH & 2y TIZZR W A3, invitro TRO LN 7 4 v ITF =712 X % CETP 38
m%i& KR CRR® H AL/ CETP L XLV ORI E —E L TEBY, 74 I F =7 OEFIKHERT

aath B L7 LDLHDL DK (fhod JAK FHEAITIXA LTV eWY) ZiB] T& 5 algefEDs
%&

2.1.2 FETILIZEITS invivo TOIA

In vivo SFLFABR I\ T . JAKL OFHE X STATL V VBRI OBEE R LEZ 725 L, B9
ET/LTO RA DFREEZNET D2 LRSIz, RADT v b CIA ET/VIZBWT, 74403
F =7 KN GS-829845 |2 L 5 JAK] DOFLEX, CIA BIET v O EEERE, LA 71 a7 —
7 HUR M K OB HR B AR L O SGE Ik L CHEKRGFP CHE LRI EZ R LT, 7> b
CIA ETNVIC, lBRHABRCEONZ7 VT T = 7&UGS&%%@mﬁm&RﬁEw Ew%
E%@@&ﬁﬂi%%&ﬁbtk A, T4 NTAF =T KON GS-829845 D B PEH- 2 . RIE
@%%ﬁ%ﬁ&%ém(mbzwzzwi0$\M@cnnﬁmzﬁiomw\é%mﬁm&
HIZEY Ty FCIAET A TOAMENR E LT (CTD 2.6.3.2.2.34,158,000194, PC-417-2006) ,
T4 NTF =T L GS-829845 DL (7 4 )L TF = 7/GS-829845:1/20.3/60 K O 5/100 mg/kg)
\Z& D pSTAT1 OIESZET S L DEIN L, EBEEIEE, 1214 7 11 27 —57 Uikl kO
BAET O B A b O Tk D2 R S v7- (CTD 2.6.3.2.2.3 TH, PC-417-2006)

2.2 BI R B ER

T 4N IF =T D in vitro FEEITEEA T ) —= L TR E O S —BiEE T e 7 AV T
450 A B2 D 70T A4 X —BE AW TEM LR, JAKL (X3 238 RMED 10 f5A7
ToH->7=DILFLT3, FLT4 KL O'FMS O 3 O F T —F DL TH Y | BIRMEIZZFN LTI 6.4, 5.2
K94 fETdHho7= (CTD 2.6.3.3.1.1 TH, 159, 35, 66), 74 —7 v 7REBRLE LT, ZhbHD
X F—BlZOoWTHERABR T e 774 Y v 7% {ToT-, 74T F =71 FLT4 #[HEL7=H
(ICso : 6.9 pmol/L) . FLT3 &Y FMS (Z%f LTI \mmmmwﬁfifm TR B o Tz
(CTD2.6.3.3.1.1 A, 000184), L7=2-> T, MAKBFEEICBNTITZ zh%@é? 7y MZH LT
i%@&é%%iﬁh%@k%z%ﬂé 74»:% 7Lowr G-# X7 EREE S RAR,
4%/%kzw SRETr Y UXF—E, AT RZFEEONKN T UV AR—F—%5T 70
FEFE DO Z RARAE N 22 FEEOBERIC W T HREBR LR, SR 26 5Ll ETH 7= (CTD
2.6.3.3.1.1 IH, 67, 0403),
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2.4 FERGIRFER OBEREREA
TA4NITF =T

GS-829845 (%, FHfiZ1T -7 10 2830 umol/L DIEFEICB N THF T —B R OZRIRICH L TE
b HRFEEMEZ RS oo Tz,

2.3 T e EEHER

LM O a7 Ny T U —RBRICBW T, 7 4 T F =7 KT GS-829845 1 XikER L /-
EHETH S 180 mgkg IZBWTH T v hHRMRRSR L OMERAERE I B L2 5.2 2o 72, In
vitro £ I ether-a-go-go BiEE R (hERG) #BRICIBWT, 7 4 b TF =7 K GS-829845 L
PFRIEEEE A U 7 NEE () ZFAET 2 ARErEIRW Z 2R ENT2, A X TOLMERITXT

% BRIz %wf16H%txéﬁ%v—y/@74wﬁ%:7%ﬁm&ﬁbt&:5Mmﬁ@%\
DEX T A —F L ORIRIC R 268 EERITERD S o7z, GS-829845 @ 100 mg/kg (HRiE
7~V/i%f43P\%TSJP)@%gT%F@@%@@WM(Mkﬁ2wm)&@ﬁf@¥
BMEDIK T (-4~25 mmHg) 234 537208, QTe DEAL K UMD LER /R T A — F (T T
SR oTz, A XITBWTRD ST GS-829845 $5-12 1 A8 o D AN K OV & oD 1fiy J
DIETIX, 74 /vIF =7 D QT/QTc iffli (TQT) Bk (GS-US-417-3911) TIXINHD/IT R
— AT BN TN LD, BRERMEEME IR E b s,

24 ENFHEYHEEER
TR B AE AN B3 2 BRI F0E L Tuh7euy,

25 EHABRDERN

74»2% TR 7 ATP BiA IO ) JAKL THERTH S, 740 ITF=T71%, 1)
JAKL IZxf L CRWEEABIFME AR L, 2) A N UA ViFR Y 7TV BZE R EENICHEFE L, 3)
AR, X —PEEERR L ORI BV T, BB L7t T F—B RO HFR L i L
T, JAKI \ZEIRICHEA L CTIAKL ZHFE L, 4) 7 v b CIA 7 /WCHBW T, RIEKR OFLRE
5% Bl L7=,

b MUHEY T H D GS-829845 L. in vitro XN in vivo IZBW T, 7 4 ITF =T & EREDOTE M
%fbhﬂ FOMNINTIT 4NV IAF =T L L TR 1/10 TH o7, GS-829845 1%, 47 X —4
v hFFT =B ROZHFERICH L TE®ROD D EEHZ2 RS0 T,

MR O a7 Ny 7 U —REBR Clra R R, FEWR R MO M RIS xE L CRER I B
HOHAVERILRO SR o T2, A XIZBW T, GS-829845 ¥ X v | DA OV F |2
EOENRILINTZMN, 74NV IF =T ORKABR T, 250 LixA N7,

HIEEER & N in vivo M) ET L CTOZNHL DT — X b, 7 4 I F =T O JAKIL ¥ 7 F VIR
EHEERICE O YA N IA 2 T MREOIHINE Z 0 . BEfIRE T /VIZI T D RIE K ONHE
HHREDOWENLTZHEND ZERENT, ZhbDT—H %, RA IBIRICH LTI 4L TF
=7 EMHT L EOEMTERD LD TH D,
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2.4 FERGIRFER OBEREREA
TA4NITF =T

3 EYEREFER

CD-1 ¥ 7 A, Sprague Dawley 7 v F, ==2—Y—F 2 RHf (NZW) UHF¥, BE—7 LK,

=7 A4 B KO Gottingen X =7 X EHNTT 4 /v IF =7 OHEFKEHXOEYERE (PK) %
Pl L7, 74 TF =X AREN S FREDOMSE S VT T X (0.244~2.87 Lihkg) &R L,
FEREARRBR THEA L8O R KD EEZ B2 2P EEOEFIREODARME (Vs @ 1.54~
104 Lkg) ZRL7o, 74T F=7oEEFmEMEILE <, b MEGEBROMAZE (Caco-2) %
= in vitro SRBRICEB W CHEHERE 23217 2 Z L AVR SN, mWEEErE S —& LT, BB L
T2 TOMPFEIZBNT, 7 4 ITF =7 THARE O 5% ISECOITRI S v, FRES &
VRAONA AT XA Z YT 4 24.7%~110%) ZR Lz, ZTHHDT —H0nb, B MIEBWT
BT 4N TF =T OEODIBERIEN SRR I N, 74T F=TF, v/ aery I Kk
DMK ERIZ L0 . FERENAE TH 5 GS-829845 (Ui & D, GS-829845 X7 4 /L 2F
=7 O PK OEEGEHET L7 OICEHERRBHW TH Y . £< D in vitro KW in vivo R T
afETz, 1M GS-829845 DARRITHEC/TH V| #kBk L 7= 2 COEYFED M IEF CZ DIFETE
DR STz, FERRRBR CHEH L7222 CoEMMEIZIV T, GS-829845 D2 H IRk mld ARk
R EFRRRESIIZENLL T Th o 72 CRE(LIRIZX 95 GS-829845 oD I HH i — RF i dl AR T i A
[AUC] tb, ~ T R :2~3, ZOMOEMHE : 1 K, — 5. b MIBIT S GS-829845 o ifi 4%
IREE RIS, REMED 21 f5mnroT,

t hEELETOEYHRIZIBW T, 7 LI F =7 KT GS-829845 D IMHEHX > /37 fhEAHITIK
FED S PFLEE (25%~70%) T olzs 7 4/ IAF =7 KN GS-829845 DML,/ MHE R T
1 1ZE<, 2 TOMYRECHEELL TR Y, Mk oMIRE 5y & AR E 3 12 i — 2045 %
ZENBBNE o7 (IR AR E L ONERE, 7 4 L TF =7 :0.81~1.29, GS-829845 :
0.89~1.52), AKX OHEEGT v MI[UCl7 A NI F =T 2R OKE Lz & &, BRI &L O
R IZIA < A Ly E D%, M HIECHITHE Lz, 138 A EOMEIZIW T, HBURRIEH
H1% 1 RERIRGR ISR ICE L, & 5% 8 R E Tl sl eotz, BT v T,
Pe5-1% 48 BERINZ 7 R o K OV (6 B RS ISR Y PTRE 7R U BE DS FB O v, A 7 = E A Fik~DH
FOMEA R STz, NBIEME OSSR IEMIEM N A T = VGRS T2 Z LI3m b TV D08,
bFEVEELERT L, BEELEZ TRISES O TRV, 7 0T F =7 KO GS-829845 D
7w MZHBIT 5 invivo HEMEREBR TIE, WML bIZEETHhH o7 (47 1),

vt MNFI 7y —AEgEHNC, 7403 TF=7OFERHY TH D GS-829845 D AR % FF
L7z, 74 NITF=T1F. FICHLRXF LN T AT S5 —F (CES) 2L - CTREfSI S Z Las,
AR CES2 PHEA] (227 2 F) Z V= GS-829845 DARNIHERERIC LI VLN E o7,
7 43 F =7 ORH LN GS-829845 DAERKIZES S5 CES Z[AET 5 7= fi#fi x & k CESIb,
CESlc XN CES2 # AW TR L7z, ZOREHE, 7 4 v I F =7 ORFHTIZEIC CES2 2335 L,
CESl OG5 IT/NENWZ ERBHLNE 2o T,

VA, Ty PEOA XIZ[MC)I7 4 NV ITF =T OG- Lz L& JREOES OM T ORRE
24 U CHRE S v, BUNBEDIZIT 2R B HER S 4172 GRIEIEIX 90%) . 246 DOfEE
NH, ¥TA Ty MRS XIZBIFD 7 A NVITF =T OMEREKEE L TCRTHEENEETH S
ZEDBHBMNE o (B ED 252%~45.8%), RER L= TOEMYEIZE T, EPOFE
L7 4 NV AF =T REETH o7 (BeEHRED 23.7%~25.6%)

7 4 IAF =7 KON GS-829845 (2R LT, CYP, UGT, OATP, P-gp. BCRP, OAT, OCTI1 }&
Y BSEP (254 A EMEM, I ONZ CYP1A2, CYP2B6 KUY CYP3A4 ([Zx4 25 EMEH 2 M L
oo OB THOLNTIEHORERORKBEEEZZE L, BUTOBGIT A X 226
CHEI L7255 5 (CTD 2.6.5.14 TH, AD-417-2019) . 7 4 )V I F =7 & OCT2. MATE1 } T8 MATE2-K
OB L OMT, BREYHEERRBEO LB RSN, 7 4L TF =713 OCT2, MATEI
&Y MATE2-K 1Zxf L CREMERZ R L, ICso fEIZZE A ZF 4 8.70 umol/L (A RAR/NL I V),
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2.4 FERGIRFER OBEREREA
TA4NITF =T

8.63 umol/L (7 L7 F =) K521 pmol/L (A FAH/LI ) Thoto, GS-829845 1% OCT2 K
O'MATE2-K (Zxt L CHHEEHZ R L, £0 ICso fEIZZNEIN 149 pmol/L (7 LT F =) KO}
10.9 pmol/L (A FABR/AI V) Tholo, LanL, A MR I & W2 ERREDHE BAEHRERIC
BWT, 74T F =71 0CT2, MATE1 & MATE2-K (Z%f L CERERIZEE D & 25 [HE/EH
BRIV EEZ LN (CTD2.7.2.2.43 HH, GS-US-417-4107), 7 4 /L3 F =7} X GS-829845
% P-gp DIETH D Z &R INT, BERIEDFEAAEHRBRIZIVW T, P-gp ORI 72 HEH
SHBERINEFLCHL 7 4 VI F =T OBRBERITD T LEEYT Q ERmOE(L) . BKM
RERIINIWEEBZ BN (CTD 2.7.2.22.4 TH, GS-US-417-3900 & (X CTD 2.7.2.3.2.3.2.1 1H),
7 4 )V TF =7 KN GS-829845 1L, in vitro T CYP3A % [HLEIIFHE T H/EAITTIVS, BFE T
DRBEZ MR T D T2 DRI AR 2 i L7 f5 5%, 7 43 F=71% CYP3A ORE
THHIFXY TLARORZONREW 1- FaXx I X4 T AOBRBREICRER 5 270 -7 (CTD
2.7.2.2.4.1 TH, GLPG0634-CL-103),

3.1 DT

CD-1 ¥ A, Sprague Dawley 7 v ~, NZW UH# ¥ B —Z7 /LR, T =2 A ¥/L LR Géttingen
R=T7XOHREIROKGHO PK B THE OB PO 7 4 VI3 TF =7 R OHRHY
GS-829845 DWEZIRIKI v~ NI T T 4 — « XU T LAV AANY hr A R — (LC-MS/MS)
ETHE Lz, 2D OOHEIR, WAL NERE KOG DIE0>, SR, B N ONE RS
BN S A7z,

FIERBR TIL, Y F— h &Nz LC-MS/MS ExE AW THEFR D7 4 v 2F =7 R OREY
GS-829845 DIRFE A E& LT,

3.2 AR B VB [l 5 1% D RN RE

T4 ITF=7 (1. 10 O 100 pmol/L) @ Caco-2 HIIE B DR bR EFE it ILEm < (3.4
~3.6x10% cr/s) . efflux ratio 1% 6.9~9.1 Tdh 7= (CTD 2.6.5.3.1 TH, AD-417-2018),

T4 TF =T OHEEE%O PK ., CD-1 ¥ 7 % (CTD 2.6.5.3.2 TH. GLPG0634-PK-006 &
' GLPG0634-PK-033) . Sprague Dawley 7 v & (CTD 2.6.5.3.3 H. GLPG0634-PK-008 .
GLPG0634-PK-009 } 1* GLPG0634-PK-030) . NZW 7 # % (CTD 2.6.5.3.5 X, GLPG0634-PK-029) .
v — 27 LK (CTD 2.6.5.3.6 TH, GLPG0634-PK-007, GLPG0634-PK-011 & T8 GLPG0634-PK-037) .
=2 4%/ (CTD 2.6.5.3.8 T, GLPG0634-PK-016) iff ONZ Géttingen < =7 4 (CTD 2.6.5.3.9
IH, GLPGO0634-PK-041) Z#HWTiHMEi L7z, U F 2R ETOMPFECEIRN L O O& 5%
1TV, MR O NA T XA T8V T 4 3RO TZ, GS-829845 (2D T & HRRE O£ 5-% O PK
% . Sprague Dawley 7 » b (CTD 2.6.5.3.4 T, GLPG0634-PK-015), NZW 7% X (CTD 2.6.5.3.5
TH, GLPG0634-PK-029) M O't—Z /LK (CTD 2.6.5.3.7 Y, GLPG0634-PK-014) % FWCEEE L
7o 7 v hD 17 Bk (CTD2.6.5.3.3 T, GLPG0634-PK-030) TIX[UCHEi~7 4 L IF =7 % HW
T2, FOMORER TIIae CTIFERR 2 AV CRHE L 7=,

CD-1 ¥ 7 A, Sprague Dawley 7 v ~, NZW UH ¥ B —Z /LR, T =27 A ¥ /L L Géttingen
R=THCBILZ T AN T =T ORE 7 VT T RATERENSCHFRETHD (0244~
2.87L/M/kg), & MIBOEG LIz ED 7 VT 7 A& -7z (745LM), Bk L7-2TOH)
MIFEIZERBW T, Vi (1.54~10.4 Lkg) (3K EL D B RE < R ONgss~ B 72171
DRI, REB LS TOEYREICKWNT, 74 VI F =T 2HEROKE Lz & X ORI
TN THoTo, ~TA, Ty b, AXKONI =T X, 74T F =7 (S5mgkg) % BEIK
ELTROEG LIS, TRENLEWAATT AT YT 027 LT (36.2%~110%), X
HY) GS-829845 DAERITHL/TH Y, B L2 CodpfEo Mgt o sy, L7z
ETOEWFEIZIBV T, GS-829845 OA&HIRER &I ALK L RRRE TZNLUL FTChoTo, 7
v R RO R EMERBR T STk R— 2B A AW T, 7 4 V2 F =7 % F Bl e
RO Lol &, IRERE (AUC) 1TRAMIZ HEHFIRIICHEIN L 72,
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2.4 FERGIRFER OBEREREA
TA4NITF =T

3.3 REHRSEOEYERE

KEHG%O PK 1%, BERBo—RELTEONTEZTK 7077 A VX VEMEL7Z, T v b
KOS X AT E N L 7= ERBRO TK 7 1 7 7 A /U id a2 5% (CTD 2.6.71H) 12”7,
T MEROA XICKERG LI ED TK 707 7 A Vinh . REELR ORI 0 KB # 512
KV EBETLHLUIEONT, EELRD LN ST,

3.4 VKl

t hNEELETOMPMEIZBNT, 7 4 IAF =7 RO GS-829845 D IEH /R 7 fhE
RITIKEE D> B PREE (25%~70%) T - 7= (CTD 2. 6 5 5 IH. GLPG0634-PK-002, GLPG0634-PK-034
J&OY GLPG0634-PK-013), & MiFI 7 v Y —AHES (0.5mg/mL) FT, 74T F =T KD
GS-829845 DX LRI FERITITE A ERBD BT, ## RoEE CELE) (X, 74T F=
7T 85.6%. (GS-829845 T 95.4% T -7 (CTD 2.6.5.5H, AD-417-2016), 7 4 /L TF =7} X
GS-829845 D ifn i,/ MAEFIREELIX 1 12 < (IR, mAEFRELROFEHE, 74T F=7
0.81~1.29, GS-829845 :0.89~1.52), 2 TCO#HYF THEIL TRV | M+ ORI 53 & #AHE
IV — 2T Z E R B E 7e o7 (CTD 2.6.5.6 TH, AD-417-2014),

H {4 Sprague Dawley 7 » b & OV 2 Long Evans 7 v MMI[“C]7 4 VI F =7 K O[HC] I /LR F
VT A4NAF =T % 60mgkg OB THRERROKE L7z & & OMBRN AR 27l L7= (CTD
%ﬁ]@\GHG%M?K%Z&@GHG%M?K%% B 5% 48 Bl £ TO[MCHEFRARH KD
R OTRRIRE (7o VI F=TWE) 2 EENEST A — N7 V4777 4 —2 AW THE
L7c, REREN OB REIL, m@kﬂﬁ’ﬁﬁm_ﬂ9b MEFTIHR LTz, 13 E AL DM
e T AR RIS b o T, AT ORI TIHLE A K OB BEIZ S EE O
T #%;éht_ki\ﬁ&@ﬁ¢m@ﬁ%%@%ﬁ%ﬁ(d®2ﬂﬁﬁ)k%@ﬁf\7
SV TF =T NTHELCNTIE L Lz, 1T A E O/ T, #55% 24~48 R £ IO RE TR R
RULF &7 0 MfEA~OREAIXA R TH D 2 EDRB Iz,

3.5 a5t

T 4NIF =7 (70.6 ymol/L) ZEETHM=aF LT I RT T =0TV X 7 LATF R UEEOIFLE
TROFEGFETTE MFIZ7a Yy —A LRI ITRA o FaX—h LTzt &, 7403 F=T1F
GS-829845 12t & 7= (CTD 2.6.5.8.1 IH, GLPG0634-PK-020), #H#ax B2 %2 W T-at D
T4 TFF=TIHXCES] LV HEICCESR2ICE > TRFEND Z ENRENT-(CTD 2.6.5.12.1 TE,
GLPGO0634-PK-048), Z D Z &2 5 GS-829845 1M K OFlg Iz 31 5 7 4 v T =7 D fJ)[aldiE
RN K> THERT S Z R I T,

YA, Ty b AX PR OE S ORHFERAFEITHTZ VT, [“C]17 4 v FF =7 (0. 3.
10, 30 & TF 100 pmol/L) DA% §Ffi L7~ (CTD 2.6.5.8.2 TH, GLPG0634-PK-001), {4 MF-1
(M1), MF-2 (M2) &KOYMF-3 (M3) O#iEIL LC-MS/MS JEIZ L W BEMICFEE S (K 1,
CTD 2.6.5.8.2 TH, GLPG0634-PK-017), M2 (% GS-829845 T 5 Z L MR &AL, ML 7 4 /L=
F=TDNIN-TVAXFY-FAENARY VEBROBILIZCEDZREH THY . M3 1L 1,1-U4F V-F4F
ARV VBROBAKZBIZLLI2RHMTHDL LB LT,

~TA, T b, £ XKLL MZEBITD in vivo KA M L7~ (CTD 2.6.59 A,
GLPG0634-PK-018 } " AD-417-2013. EUGszllMSEiGHG%MCLmﬂ KBl
DHEEERRE 2 X 2 12RT,
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2.4 FEEGIRRER OMEAEREAML
T 4NAF =T

M1 EBYEOHMR THERE SN[YCI74LIFZIDETERBEY

a /N>*—NH
N/ )/-—<]

N~
0o

MF-1 (M1) ,,S\) MF-3 (M3)
monkey o (rat, monkey)

GS-829845 (MF-2, M2)
all species
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2.4 FEEGAABR OWAE AR
T 4NAF =T

2 T4NTFZITRUEHMEICE (T HEERBMOEEL VI in vivo HEE K BEHEER

o]
A NN (

X N‘N/>_ "“2 1 D_r-cqu’\coou

’N,)—NH © CPCA-7'Y v
Ney —< <R M R OB

d e o (0% R
o — " 4 4 Eh B R R
o ‘
COOH -} voa7Fany HvEyB ) /C°°“
M9 GS-6034 ~ (cpen) V)Lo fiMtes
w92 M R & v mf R K ek R RED

S b m¥E R OB X
A XM R X
b ko mEE, R B

CPCA-HIL=F ¥
< 7R M KRB
A XM, R
e b m3E SR

o}
D,&/\,xm

CPCA-Z Y ¥
AR R

&bk :ER GEED

GS-829845 (M2)
< 7R M3 ROEK

S bo:mif R e ¥
A% mEE, R, B
ke bo:msE R B

< 7R M3 R B

N
© =§©
©Gs-829845 -N-Z Lo A= F

<924 M R &

AX M3 R E
b mdE R OE
: EN,)—NHZ'
M1-0-ZLsa=F +glu
A% 3 R B o
ek R :
FUN7OVERASAIR. EEET
3.6 Bt

~YUA Ty REROE—=7 LV REMAWTMC)7 4 VI TF =7 Ot 25l L 7= (CTD 2.6.5.10
TH, AD-417-2012. GLPGO0634-PK-030 K (8 GLPG0634-PK-059), ~ 7 A TIEfk 0% 5 L= ahe
D] 54.0% % Y 37.7% N ENZENFE L RFICHEE S e, 7 v P TIRER IR~ 22
AR OB B D 40% K N 46% B HRIE S iz, IIE D —a — LALET v MIROEG L& x, &
B8O 15%3 B I Sz, 4 X A#G Uiz & & Ehgait s E 2Rt cdh v (HE
MERITH G- B D 59%) . R ~DOPEIERIT 25% Th > 72,

PLEDFERNS, ~ TR, T MRS XIZBITH 7 4V IF =7 ORI L LT, RAPHE
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2.4 FERGIRFER OBEREREA
TA4NITF =T

WNEHELRE THDH Z LR ENTZ, ETOTERNNIREETH -T2, RiEtb 7 4 TF
=7 OERICE L CTEERRE TH O . MAKSHIZ LY GS-829845 LN 7 a7 a /N VR
AR S, &SI UTA Iz X A28 2= 1) THRAMCHR S L 5,

3.7 EMBEFHIEMEEER
3.7.1 CYP BV UGT [Zxt9 5 EEEA

In vitro |28 T, CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4/5

(XX T L), CYP3A4/S (FARATrY) KO CYP2EL (Zx3 57 4 v3F =7 (ICs fH
>70.6 pmol/L) TN GS-829845 (ICso fiE>224 pmol/L) D FHEIERITEI VA, SUIBLEEH 2 /R &
2o 7= (CTD 2.6.5.11.1 T2, GLPG0634-PK-023, CTD 2.6.5.11.3 5, GLPG0634-PK-024), E h
W7 4vITF=7200mg % 1 B 1EHERGLIEEEDT7 4 VI F =7 KT GS-829845 DIk
TR (Coax 1 T, 1012 K TN 3490 ng/mL) i ONZ CYP BLEIERA TV Z & 2B EIZ AN,
BRI 72 B R BAE R A 2 2 ZHE - Tl L7/ 8. 2872 Wi BEH 2 M58 5729
DOEEFERBRIILE 2N E 2 57 (CTD2.6.5.14 TH, AD-417-2019), 7 4 /L 3F =7 % 200 mg
BeH Uiz & X DOERNOEDEEE DD 13, CYP3A FE A 7= B PR 5K AR A 3R BR 0 B )
IRENTZ, CYP3A HEHETHLIFX Y T L LT 4V ITF =7 200mg (kEHESREAHE) %
BH LTEBKRBRTIE, IS4 Y 7L2K020R@MTHL 1-t Rax IV 7 AOEREERITY
BAZ T2 EDURE T (CTD 2.7.2.2.4.1 T, GLPG0634-CL-103), L7=R3-> T, 74 /L3 F
=7} O GS-829845 Nt h CYP ZPHET S Z L2 XK - CHERM 23R EAEA 25 &t 24 7]
BEMEIHMEWEE 2 5% (CTD2.7.2.2.3.4 T, GS-US-417-4048)

T 4N TF =T KON GS-829845 X, THNEH 60 KON 80 pmol/L DIEFEE T, Miat L7724 UGT
Wk L CHEFEER Z RS oo T,

3.7.2 EYRBEBERDFEDAIEEMS

T 4 I F =T TN GS-829845 NEMHEER A HE T D e 2 d M L=, ZOREE. 7«
)V IF =T KN GS-829845 A EEH 20 L CERWAHAEIERA 25 & 2 algEE iV e B 2 5
7= (CTD2.6.5.14 TH, AD-417-2019),

3.7.3 S URR—E—EDHEEER

P-gp 3\ /L BCRP IZX LT, 7 4/ FF =7 (200 umo/L) K OF GS-829845 (40 umo/L) 1EfRF}L
ol E £ CIHEMRZ R & -7~ (CTD 2.6.5.13 M, GLPG0634-PK-036, AD-417-2001,
AD-417-2004, AD-417-2005 }2 T8 AD-417-2008) , 7 - /b TF =7 (1 pmo/L) K& T* GS-829845 (1 umo/L)
I%. P-gp ODFEE TILH 523, BCRP DIEE Tix7e/->72 (CTD 2.6.5.13.1 T, AD-417-2001 K}
AD-417-2007), EERERBRIZIBWNT, P-gp HEAITHLA N T a2y — A2 0fHFEG L&, 7
S V2T =T OWLIGEFE K OWE UL B ZHE N L7228, GS-829845 @ PK (ZITHAEENFERD H19 (CTD
2.7.2.2.2.4 T, GS-US-417-3900) . in vitro DFEFRZ KM L T, EERH&E T P-gp OFFEHITH
HY T 7o EHERERG LI & T 4 L TF =7 KON GS-829845 DR R R LR EE T
L7z (CTD2.7.2.2.43 T, GS-US-417-4107), FRIRIEMFH BAEHRRERIZISVNT, P-gp DRI 22 [HE
B FHERNDIAETH & TT 4V IF =7 OUREGE RN ITHIN, D Q EREDOZE() L
7o EiE, BRIITERO R WRER B X2 b (CTD2.7.2.3.2.3.2.1 1),

ff k7 v AR—% —0OATPIB1. OATP1B3, OCT1 K O BSEP, if TNZ& k 7 v AR — X —OAT1,
OAT3. OAT4, OCT2. OCT3. MATE1 K& X MATE2-K (259 % 7 4 /L TF =7 K X GS-829845 D
FAEAERIZ DWW CEME L 7= (CTD 2.6.5.13 TH,09DMWO068., GLPG0634-PK-019, GLPG0634-PK-036.
AD-417-2003, AD-417-2008, AD-417-2010 } % AD-417-2011), 7 4 /L3 F =7} N GS-829845
IZ. OATPIBI1 K& T} OATPIB3 O TlE72h 7= (CTD 2.6.5.13.2 T, AD-417-2002), 7 4 /L=
F =7 TN GS-829845 L. OATPIB1 K ® OATPIB3 (Z%F L CHIWHEEM 2R L7z (ICs fE
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2.4 FERGIRFER OBEREREA
TA4NITF =T

>90 umol/L), 7 4/ IF =71F, OCT2 (A had/L I | ICsfH : 8.70 umol/L) . MATEL (7 L7
F =1 ICso f : 8.63 pmol/L) } O MATE2-K (A hA/LX 2| ICso fE : 5.21 pmol/L) ZBRVT,
BER P E ) 72 I E TR L7 b T v AR —4 —IZk L CHEERZ RS e o7 (CTD
2.6.5.13.3 T, GLPG0634-PK-036 K} AD-417-2011), 7 4 /L TF =71F OAT3 (25} L THW[HE
YEH %7~k L7z (ICsof : 65.1 pmol/L) , GS-829845 [Z, OCT2 (7 L' 7 F =2 ICs fH : 14.9 pmol/L)
KTYMATE2-K (A FAs/L I 2| ICsfH : 109umol/L) IR UTCHEBEERZ R LI, LarL, A b
RV /%ﬁﬂb‘tﬁﬁﬁi%%ﬁ_ﬁ{’ﬁﬁﬂﬁ% BWT, 7443 F=7(F OCT2, MATEl KO
MATE2-K (2% L THEMICERZRO SO 2 EMEH 2 RS eo o 7= (CTD 272243 IH,
GS—US—417-4107)0

3.8 EMBEGRBROFT EH

7 4N TF =T O PK Zill U iE R, FEEERRRER TR U 7Bl 35\ TR EE 2> & FR RS
DI VT T AER L, KK EEBLZDDMEBEMEAR LW, 7 4/b3TF=7F invitro TD
BoEEIERE <, BROEE L X ICHFEENLEWAALFT XA T )T ¢ &R Lz, TEMER
HY) GS-829845 DAERITHL/TH Y, B LI CodEo Mg ichktian, 7 v bk
O X ZF@ERBR A éi’bfdkf\“_X@%ﬁi%ﬁﬂb\f\ T 4V IAF =7 % F S R O
H L&, BERE (AUC) 32 HELRBIZHEM LT, 7 v PR XOKERHKYS TK
AR ORE R ﬂ%ﬁft%&w&uﬁwwﬁiﬁ IO oNT, HELALNRh-T-, BT E, 7
ST F =T OEWIZEIT D PK I, i{M: LTiEE MZEBIFD PK EHELE LTS, 7402
F =T B GS-829845 DIEFE R (AUCo04n) Foid., #kBR L7284 C 0.23~1.57 O#iJH
Toholz (CTD 2.6.4328 1, & 11), —F, ZOIe FTEHIFEMIZEL, K21 ThoT,
2 COEIDS UCABIFEIZ GS-829845 B, XX 7 4 VI F =7 L L L THRET L 7=,

t R ROEICEIT DT 4L TF =7 KON GS-829845 DILHEZ o 3 7 ESRITIKREE ) & PR
Tholz, MK,/ MFEPEELRIIE FEEWTREETHY., 1 Thoi,

T 4N TF =T ORFRERIZ L0 | BBE WL O )RS O BB TRONCAE T DR AT v
“myﬁufuawY‘PgwmmAmT%b Z U X0 TR GS-829845 M ERKT S Z
EMALNE TR o T, ZOMREBHEREIX CES1 LV § I CES2 12 X » Tl <415 (CTD 2.6.5.12.1
IH, GLPG0634-PK-048), 7 /L TF =7 GS-829845 KN 7 u 7 /X LR U BEIX, & 61
Rtz =21, G R O AR & LTRAMCHEt S D, 7 4 v I F =7 OREIZ W T
iﬁdéhfkw\ﬁé RO ST 2 TS TnD (4 H),

T4 ITF=Tide PEOEMTEICREOESICHM SIS (CTD 2.7.2223 IH,
GLPG0634-CL-105) .

T 4N TF =7 KON GS-829845 1%, FEEAYIC CYP (2% L CILEULFFE/EM 28 &9, UGT
HIEE LR, 7 4 LI F =7 KN GS-829845 [Xilklk L7-1F b 7 o AR — 4 — (OCT1, OATP1BI1,
OATP1B3 KON BSEP) W NI kT AR —%— (OCT2, OCT3., OAT1, OAT2, OAT3, OAT4,
MATE1 K O MATE2-K) DFE T3 < . 2N O T 2 HEEH LR & - 72 (CTD 2.7.2.2.2.4
TH, GS-US-417-3900 & T} CTD 2.7.2.2.4.3 I, GS-US-417-4107),

7 4V TF =T KN GS-829845 1 P-gp DIE TixdH 573, P-gp (2T HEEHZ R ST
P-gp OFFEAIIFIHEHR & OM CHERMICERD & 2 KW E/EH 25 & 2 3 rfaetfid/h &
WwWeEZH5 (CTD 2.7.2.22.4 18, GS-US-417-3900\ CTD 2.7.2.2.2.1 T2, GS-US-417-4107 }x ¥
CTD2.7.2.3.2.3.2.3 IH),
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2.4 FERGARTABR O AT

T4 NIdF=7
4 =R
4.1 FEH

T4 N IF =T KO b OFEGHY) GS-829845 & W TRA
B 55 26 B O OB 521

nft%&[/fj: 7 v MZ

A 72 FEBGIR TRk & Sk L 7=,
ERER, A XRS5 39 AR O &S

BRI OVRE E OVRFZ 8 C D 39 3B [ 1 £ 5- 32 MERRER L in vitro & Vin vivo TOE R MERER,

7/%&lN7ﬁ#
WNZT » N

B o A L R A GLP A T CHEM L7z, oMz
VERER O HEBERBR L OARBR, 7 v b0 2 FFRE A28 AR L O b

L OtEERER

7/Xy1:y7(mmﬂﬂvﬁX@éwﬂ%ﬁhﬁﬁﬁﬁ%imbto%Tbtﬁﬁmowf

X FRROE 11

HEF O ME AUC (CTD2.7.2 1H) THKL. B

ZHIZE L, CTD 2.6.6 TEHIZFEMICRELEL L7z, BB oE o=t AUC %, B3
REELL AR LT,

£ 1 TJ4)L3TF=TRU GS-829845 NEMAB—ER
) ) BEEIIBE
RER RBRE S (mg/kg/H) BB MEE
K& 5B R
HEE R LIS O RER
CD1 ¥ 7 Z J¢ U} CB6F1 TgrasH2 NN
B~ 7 A % AV 7 S | GLPGO634-TX-032 0,00, 150, 509 7é££££7 2.6.7.6.1
E oA N , 150,
S 54 B
%%F7E%ﬁm&5m%ﬂﬁ GT1540-TX-002 0,30, 75, 175 T4 dF=7 | 26761
=y,
S . 54 B
éébmaﬁﬁu&gmiﬂi GLPG0634-TX-004 0, 20, 60, 180 T4 dF=7 | 26761
=y,
BRI 1: 45 T4NITF=T
BRI 2: 60 GS-829845
AAES SR R SE v GLPG0634-TX-017 BRI 1: 90 TANTF=T | 26.7.6.1
BRI 2: 120 (GS-829845
BRI 3: 250 (GS-829845
EEREuN-s .
A X 14 HEAR DG HEHER GLPGO634-TX-005 1 #8:10, 30, 100, 300 JinaF=7 | 26761
7 11 #6: 200
EEREuN s
%;14nguﬁg%%“ e GLPG0634-TX-008 10, 30, 100 T4NITF=T | 2.6.7.6.1
7R
CBG6F1 TgrasH2 AR~ 7 2 % 0, 150, 500, 1500/1000 T4 NIF=T
FAN T 4 TR R £ 5 GLPGO634-TX-033 150, 500, 1500 GS-829845 26771
Z v N AERRE DG KON E ] NN
(1] ok S B GLPG0634-TX-006 0,5, 15, 45 TA4NTF=7 | 26772
T F3p AHRARE RS 0, 20, 60, 180 T4 NIF =T
T R [ 4 M 2 B GLPG0634-TX-011 60, 180 GS.829845 26773
5 W p = 0, 20, 45, 100 T4 NTF=T
7 v b6 n F R R GRER GLPG0634-TX-027 75, 150 GS-820845 2.6.7.7.4
A X AR 5RO 2BAE] | o a0 tx 007 0,5, 15, 30 T4NIAF=T | 26775

EPERABR
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2.4 FERGARTABR O AT

T4 NIdF=7
BREEXIIEE
B HBRE S (mg/kg/H) wWEYE BEER
. 0,2.5,6,15 T4 NIF=F
A X3 5 AR5 GLPG0634-TX-012 20. 50 GS-820845 2.6.7.7.6
A X6 H HFREOHRE LU 8HEH 0,2.5,6,15 T4NITF=T
[E]48 P ER GLPG0634-TX-028 20, 40 GS. 829845 2.6.7.7.7
. oy 2.5,5,10 T4 NIF=F
A X9 o e £ GaER GLPG0634-TX-029 20,40 GS-820845 26.7.7.8
HEA X 39 B RRE D Gk GLPG0634-TX-043 3.7 T4NITF=7 | 26779
In vitro 78R
HE 2 WA EIR RS EEE | GLPG0634-TX-001 | S9-mix DFEIE FFEEET | 74T F =7 | 2.6.78.1
S9-mix FEFFTE T, 24 W5fH]
N 4 0.16-500 pg/mL
! M @) . N N
TR A VRIRER | G pGe034-TX-002 | S9-mix OFF(E FIEAEE | 74 ATF=T | 26782
2 Yu i iR B R
T, 4 K
4.4-250 pg/mL
In vivo A5k
Z v b 4R D &R U . R
= -TX- 1% =
KR A2 70 GLPG0634-TX-006 0, 5,15, 45 T4NIF=T | 26.79.1
In vivo 7 » h/MZRRER GLPG0634-TX-021 | 0, 500, 1000, 2000 mg/kg T4NTF=T | 26792
D3 AU TR R
rasH2 ~ 7 & 26 # R 08 5-53 0, 15, 50, 150 T 4NTF=F
A JRIERRER TX-417-2002 150, 500 GS-829845 2.6.7.10.1
Sprague-Dawley 7 > k 2 #Ffij#¢ 0,5,15,45 TA4NTF=T
M 578 AR PR R GLPGO634-TX-041 25,75 Gs-g2084s | 207102
EFHR A TR
FE A RBR LS OB
T Y RIZEBT DR R AT B 0, 15, 30, 60 T 4NTF=F
425 23 E R GLPG0634-TX-018 125,250 (GS-829845 2.6.7.11
7 v MBI M- BRI R AT 0, 20, 60, 180 T 4NTF=F
7 B B GLPG0634-TX-015 60, 180 GS-820845 2.6.7.11
F R R
M7 > MBI 5% éﬁ%&zﬁ?& RN
R COPBIRREAEICET 58 | GLPG0634-TX-023 0, 15,30, 60 TANAT =T N 67121
it 60, 180 GS-829845
M 53
BT > MR T D2 IREER OVE RN
BE COYMIEREIC T 5/ | GLPG0634-TX-024 0, 15,30, 60 TANAT =T N 67122
— 60, 180 GS-829845
RES RN
7 v MBI - BB IEFAEICE 0, 25, 50, 100 T 4NTF=T
73t GLPG0634-TX-016 60, 180 GS-820845 2.6.7.13.1
7YX AR RS A B 0, 10, 25, 60 T4NITF=7
5348 GLPG0634-TX-019 60, 150 GS-820845 2.6.7.13.2
7 v MBI 2 HAER LA NP
% DA DN RHARKEAE I B3 TX-417-2001 0,2,5,15 TANIT=T 6714
gt 10, 30 (GS-820845
% RBR
S o W s = 0, 20, 60, 180 T4NTF =T
AT > MR EGH TR | GLPG0634-TX-039 60, 180 GS-829845 2.6.7.15.1

22



2.4 FERGIRFER OBEREREA
TA4NITF =T

BEBXTEE
B HBRE S (mg/kg/H) wWEYE BExR
T v b 1I3EBREOEELD 0,2, 6,20 T4 NIF=F
13 S S TX-471-2022 30,90 GS.879845 2.6.7.15.2
SRR R
Eig%k‘n@ﬁ%%t hREETN TX-417-2012 20 mg + 2 mg T4NTF=T | 26716
v AR N D IRE R e N 20% w/v; 750 pL s
AR TX-417-2010 (4 BE = 10 49) T4 F=7 | 26.7.16
~ T ARETY VRET v A TX-417-2008 0.01, 0.02, 0.05% w/w T4nIF=7 | 26.7.16
PR . o 30, 60, 180 T4 IAF=F
X = -2 i ! | ) )
3 HERE OO GEEERE | GLPG0634-TX-044 60, 360 GS-820845 2.6.7.16
Z DD FEBR
67.42,99.11, 145.69,
3T3 NRU Y5t BR GLPG0634-TX-035 | 214.16, 314.81, 462.77, T4 NIF=7 | 26.7.16
680.27, 1000 pg/mL
7> R B BRFENIH ; ;
%%F%%L%”@%*Mﬂﬁ GLPG0634-TX-020 0, 45, 80 TynaF=7 | 267172
S9-mix DIFTE T, IE(FAE
FHEE 2 O D 18 I 22 SR 48 B R G254445-TX-001 T (GS-829845 2.6.7.17.1
100-5000 pg/ 7" L-— b
P S9-mix DFE T, FEAFIE
1]~ —<H =) ’
gzg%g%gﬁvﬁh%%b\ GLPG0634-TX-022 iy GS-829845 2.6.7.17.1
SRR IS 125, 357 pg/mL
Invivo 7 v h/NZRABR GLPG0634-TX-031 0, 500, 1000, 2000 GS-829845 2.6.7.17.2
Z v b 4EBRRORE L D2
i G254445-TX-002 0, 20, 60, 180 (GS-829845 2.6.7.17.2
A X 4 W RR 0BG TR GLPG0634-TX-014 0, 10, 25, 50 GS-829845 2.6.7.17.2
A X 26 RO G L D IEEE = v
A B GLPG0634-TX-030 40, EBEEL O R (GS-829845 2.6.7.17.2
3T3 NRU Y&k Br GLPG0634-TX-036 4.71-1000 pg/mL GS-829845 2.6.7.17.1
7 v b 4 B[R 0G5 TX-417-2003 45 T 4NIF=7 | 267172
S - ¢ E=R= W=
;% b7 AR PG A RERE TX-417-2025 100, 300, 1000 2% 2.6.7.17.2
Z v b 28 HREROEGRBRE O
Pig-a7 vtEA (aAy T vtk TX-417-2024 0, 100, 300, 1000 2% 2.6.7.17.2
A ZETe)
12*
S9-mix DFTE T, FEFIE 18
HHE A WD A1 IR 22k s BB -mix , *
ekt BRRINERAR GLPG0634-TX-037 T 1; 2.6.7.17.1
0.008-250 pg/ 7 = /L 16%
17*
S9-mix DIFTE T, IE(FAE
MR E AW D EIRIRAERAB | GLPG0634-TX-038 T 18* 2.6.7.17.1
0.008-250 pg/ 7 = /L
S9-mix DIFTE T, IE(FAE
R E AW D EIRIRAERABR | GLPG0634-TX-040 T 19* 2.6.7.17.1

312.5-5000 pg/ ™7 =L
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2.4 FERGARTABR O AT

T4 NIdF=7

B

HBRES

BEEXITRE
(mg/kg/H)

HERYE

BEER

M 2 O 2 18 IR Z2 IR 28

SR

GLPG0634-TX-045

S9-mix DIFTE T, IE(FAE
T

5-5000 pg/~7"' L — h

20*

2.6.7.17.1

M 2 U 2 18 IR Z2 IR 8

FLaRE

&

GLPG0634-TX-046

S9-mix DIFTE T, IE(FAE
T

5-5000 pg/~7" L — h

21*

2.6.7.17.1

M 2 O 2 18 IR Z2 9828

FLaRE

&

GLPG0634-TX-047

S9-mix DIFTE T, IE(FAE
T
5-5000 pg/~" L — h

22*

2.6.7.17.1

HEE 2 U 2 18 IR Z2 IR 8

Sl

&

GLPG0634-TX-048

S9-mix DIFTE T, IE(FAE
T

5-5000 pg/~7" L— b

23*

2.6.7.17.1

HIEE 2 IO D IR 522

GLPG0634-TX-049

S9-mix DIFIE I, FEFFTE
T
5-5000 pg/~7" L— b

24*

2.6.7.17.1

S|

HIEE 2 IO D1 IR 522

GLPG0634-TX-050

S9-mix DIFIE I, FEFFTE
T
2-2000 pg/~7" L — b

25*

2.6.7.17.1

S|

HEE 2 IO DA IR 522

TX14-219

S9-mix DIFAE T HEAFIE
T

1.60-5000 pg/~" L — b

27

2.6.7.17.1

HIEE 2 IO D1 IR 522

TX15-208

S9-mix DIFIE I FEFFTE
T
0.3-1000 pg/~7" L — k

28*

2.6.7.17.1

HEE 2 U 2 18 IR Z2 IR 8

SR

GLPG0634-TX-025

S9-mix DIFTE T, IE(FAE
T

78.13-5000 pg/ 7 L — k

26*

2.6.7.17.1

Z v b 14 HERR ORGP

GLPG0634-TX-009

0, 10:60, 30:180 KX
60:360
(FA4NIF=7"
GS-829845)

T4 dF=7
GS-829845 (HfH)

2.6.7.17.2

A X 14 B MR 0 FE TR

GLPG0634-TX-010

0, 4:25, 8:50 % O} 16:100
(74 NAF=T:
GS-829845)

T4 F=7
GS-829845 (ff-FH)

2.6.7.17.2

4.2

BRI ESEHER

TA4NIAF =T DA XHEEERE5EE (CTD 2.6.7.5.1 T, GLPG0634-TX-008) 22\ TCi%, 2
B T E LTS Lz, 38E (HERE 1 DT/RE) 127 4 v F=7% 10, 30 Xi 100 mg/kg D H
B (ENTEEE 1, 2, 3 THRRD CHEERG L, WTho@i b AT LT, 100 mgkg $5-

(R0 uEr (AR R OVARE3) ROVRHE (B 2) 2580 biviz,

RERSSHHER

4.3

FAE B G- MERBR O PR &K OB L, ~ 7V A TiE 4. 7 v h TR 26 BRI K OA
X TR 39 BB OB G TIEM LTz, 74 VT TF =7 IC K DEMERE X U oSl KEAEgE

WROE (v hOA) Thov-, GS-829845 OFEHIZ LY .

D3, WEERESS K O (X2 GIT A Do Tz,

24
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2.4 FERGIRFER OBEREREA
TA4NITF =T

4.3.1 YRS :b 2N} -4

7y MROA XZBITHETORERGHEET, Vo Rk ORI IET 7 o v F =
TEGICEDEENITETORGHBE TR bz, KE#GFEERBR TR L ZEMIZRD 5
N2 biE, EfmEREL, T Mia GRMIIE. ~ L S—Hia. MaEErEmin) $0% 08 NK #iiako
P U KRR O AR TR U VR ERREE T h o T, E 0 KE R G EMEO 1 S ORER (CTD
2.6.7.7.8 IH, GLPG0634-TX-029) TiL, AEHIEY (B W : Demodex spp) (k3 2 MEDHY
RSO, ZDDZEMIT JAKL [HEEH E/FET b0 THY, 74T TF=T0F—5
v MR EZEZ LN TS, [AROZEIE GS-829845 IZHB W T HERD LT,

432 HEEIRANDEE

HRAEE-WIE T A AF =T ORI T DB HOWTOREMZRELEIT, Fiio
4922 HIZFLHE L7,

T4 N AF =TI R DMEATERRICIT 5 T R, ERGHBRICHW -2 En oBTE
THRRDBFEETEHNL D, SRR CO—BMERA OGN, BEATRZRICI T D0 RIE, TerasH2
B R o 2B D 4 R RBR (CTD 2.6.7.7.1 TH, GLPG0634-TX-033), 7 v MMZHBIT 5 4
#5385 (CTD 2.6.7.7.2 TH. GLPG0634-TX 006). 13 #R&5#R B (CTD 2.6.7.7.3 I,
GLPG0634-TX-011) K& Tf26 BRI 5385 (CTD 2.6.7.7.4 TH, GLPG0634-TX-027) FTNIA X2
BIF5 13 HEBEHAE (CTD2.6.7.7.6 TH, GLPG0634-TX 012). 26 #[E#& 576 (CTD 2.6.7.7.7
IH, GLPG0634-TX-028) K UOf39 MM 538 (CTD 2.6.7.7.8 T, GLPG0634-TX-029) T3\ T
RO BT, NGB IO T L 2 B AR P L (CERERI OALVE . AERERI O Z5ME . RS
DZEfAb) K OWER BRTIZBEES 7R (&R, Milah ofn) nabini, Zabo
T RAZ DWW TEI D GEREE O 2L RO LA HETIE, AT RE, FFRENRT A —
A ROZIRRIZ T A VT F =T REICLDEERBO N2 & (T v N TOHRFER)
IR SND LD ITHERERIR BT A DL o Tz, 2D OZARITWT OB FE C H 455058k CIH
RIZRO LN, 13 BHENS 39 BEICEGHIRNEE SVTH, AT OIBBIUEE K OVEEKIC
HWEEALNAT, HEHRORILICE D RZEDEIT NN E0VRB SV, 2 OFRE DOGREE
T EHIEE TIL, WO RIZ b ERREIEMEN A BT, 8O b RO EEEITHED
e & HIZHm L, SREE CITHREEEORD . FHlEZER, AMMaoiis, B s
TA—HZDE TR OEARTAHALNTAENDIRT (M7 v bOFk) BNAHrbLNT, FTRNHRD
NTBEBE RIS & A XTFHT S 72 EFE O 1 Tl b IS ERN /I < BEATRZR ~ DR 2T
B89 % NOAEL (9 » HRI#5-3k : 5 mg/kg/H) 123175 AUCo24 13 12,100 ng'h/mL T, FREE&E
%27 THo7 (CTD2.6.7.7.8 T, GLPG0634-TX-029),

GS-829845 (ZDOW\WTIE, il L7z G- & TREA ISR ~ DR BT O b, IREREITRS
73 ThHhotz (A X 13 BRI 5RER - CTD 2.6.7.7.6 T8, GLPG0634-TX 012),

4.3.3 YE~ADEE (T FDH)

Z v h®D 26 BEEGRBET, 7 NOUIEIZT 4 VI F =T ICEET LB b
(CTD 2.6.7.7.4 T8, GLPG0634-TX-027), 45mgkg/ B FOHETZFANVEDOMRSELE LTEN
(Z DWED AUC g4 [ TMEES T 42,050 ng'h/mL) . 100 mg/kg/ H TiE—F A /VIEHIE O A /5
KT AEDRBD B, wHOEIN 1 HRO b, Hth (FERUEICHEET 2 HE) ~0%
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2.4 FERGIRFER OBEREREA
TA4NITF =T

BIIAH NIRRTz, Ty NMTERIT Ao #5738 & O BB CIXERE O JIIT A~ 5
ipinoiz (CTD 2.6.7.15.2 TH, TX-417-2022), F£7=. 4 XOXEHRGFERTH B ~OLEILH
NNy AWAY RSN

4.4 BinEH
HEZ WA EIFREARE RSB (CTD 2.6.7.8.1 T, GLPG0634-TX-001). in vitro ~ 7 AU 7
+—~ TK 3ER (CTD 2.6.7.8.2 I, GLPG0634-TX 002) }% W invivo 7 v h/MZakER (CTD 2.6.7.9.2
IH. GLPG0634-TX-021 ®—p L L TEM) 1I2BWWT, 7 4 NV ITF =B EEMEITRD S

-7,

x 2 TJ4NIFTDEREHERR

Metaboli
c Resu
Test Lot Number Test System activation® Dose/Concentration Its
Microbial 52-5000 pg/plate
reverse . . Without and | (Plate incorporation method)
mutation - S. typhimurium With 110-2000 pg/plate ©)
assay (Pre-incubation assay)
L5178Y mouse
lymphoma cells,
In vitro Clone 3.7.2C Without 4.4 -250 pg/mL =)
mouse _ (in vitro) Without 0.16 - 500 pg/mL =)
lymphoma 4 hour With 1.7 - 100 pg/mL )
24 hour
4 hour
In vivo ] Sprague-Dawley
micronucleus | rat ) 0,5, 13, 45 mg/kg/day ©)
In vivo B | Vs henrat N/A 0, 500, 1000, 2000 mg/kg ©)
micronucleus

N/A — Not applicable. (—) Negative result.

a.  Aroclor-induced rat liver S-9 fraction from male SD rats.

The mean Cmax and AUClast values for filgotinib in male rats administered 2000 mg/kg on Day 2 were 51,900 ng/mL and
858,000 ng-h/mL, respectively.

4.5 BNARM

7 4V AF =T D CB6F1-TgrasH2 ~ 7 X 26 MBI IS 1T DR L3R K 124 () U
13.9 () T, BAJFMEITRO B2 h -7z, Sprague-Dawley 7 v b D 2 [ 75 AJFMERER Cix
EAED 45 mgkg/H TRMET A T 1 v b MR I ASEE OB & 913 £ T O W O 8EHE I
BT, 5 KNS mgkg/ B G- TIERO N7, BYEIZEIT S 1 H 110200 mg #% 5K
® AUC (4455 ngh/mL) (ZH5< &, 15 mg/kg/ HIZBIT 2 ELLIT 1.6 TH - 7=,

TAT 4 v eMIEL, B THL N7 7 o F =T THROONTEBY[]E]., 7uno7F v
FTIREEIZEBIT 5 JAK2 FrRAHE L WD 7y MERZRETFICE 200 TH D Z LR EN
TW5, 74 0IF=TFJAK2 £V JAKI IZEIRWTHY, 74NV ITTF=TREIZE->TH T
v hDOT T I F AT HZevy (CTD 2.6.7.7.3 T, GLPG0634-TX-011), L2>L 725
5. 13 7Bk (CTD 2.6.7.7.3 T, GLPG0634-TX-011) TlZ 180 mg/kg/ H $¢ 512 Xk v | 26 #7ER (CTD
2.6.7.7.4 TH, GLPG0634-TX-027) Ti% 45 %O 100 mg/kg/ H#% 512 & FHIRE A LVE Y (LH)

OEMNFRO Tz, LH I, Z< EEWTH LN TND Ty FOTA T ¢ v e HifafED
N & ORHENR A B H[4], GS-829845 DT v b 26 HREIFBR TIX, WINOHAEIZE W TH LH
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DOEINFFEO HNT, T4 7 4 v B IAEOCHMLED bILed oz, 7y "DFAT 4 v il
faid, & M>74’74 v MY & bl U C LH 2853003 % < LH ST 2 2 AR O RSVED &
WEDOZ L OEBFEEE G, B MR L Y § LH OZLIcx LT 0 IESZ R mWV 2 &R
FAEEN TS, BT AT ¢ v e fiflafEiL, & b EDOBEMENMEWNEEZ X BTV H[4],

GS-829845 1%, b MERIKHEICK T DIREEEA I 2 2 5-HE Tl L 72 CB6F1-TgrasH2 ~ 7
AD 26 MG (BFEREL : HET6.1, HET9.6) KO'T v ho 2 FHFAER (MR &L JET 1.8,
HET 2.0) THAFMEITED Lo,

4.6 AREFRE S

M7 ~ MBI 5% REERBR (CTD 2.6.7.12.1 T, GLPG0634-TX-023) TlX. WD #5E A
BlZBWTYH, 74T F =7 KO GS-829845 DAFHEE S DFREE~DFEITFRD Lo T2,
mME (60 mgkg/H) TiE, M1 Hld72 0 ORI K ORI N L -T2 &b, 1EDH
7o 0 OFRERBIBDRREEL Y bEhoTlo, TORRE, M1 61570 OAEFR I ORAD 2
BOOLNTE, LIEBN-T, 74T F =712 27 >~ FOZRARICEI T % NOAEL 13X 60 mg/kg/
H (AUCo24 : 8320 ng'h/mL, BREFEEIL 1 1.9) &2 6T,

HEZ v MBI 2% ek (CTD 2.6.7.12.2 T, GLPG0634-TX-024) TiX n%ﬁészm‘:74
NAF =T OMAE (15 mgkg/H) XiE GS-829845 DWW o (60 ik 180 mg/kg/H) |
WTh, ZRE~OEBIIA LN o T-, 74NV F=TOHHE 30mgkeg/H) TiE, FE%
@@@J PR O HE A~ D72 NGB DALY, TAVDIEFH L 72 MBEE/ X7 A —Z DOWnTi

CHBEE LTS ehoTlz, EHE (60mgkg/ H) TiE, SHEOIELTRA LIV CRHEEE 95%

ﬂb 5%) . 9 FFORFEHIE Cef BEET 3/5 BT L 2/4 Bl MRz CIXBEIEM R 22 7
HLOD, 5~6 ORI TIXEE Lis o7, ZIREEOIK T, EiE T REZENIER S
DSRANSUTNEE RN LIS AR ORE RO B OBEE O, WRERORMD, 747 1>
=R Fﬂﬁ/ﬁk **%@Fﬂﬂ”%ﬂ@fb R BRI A 72 EOBEERKER~OZED L L TEL
720 60 mg/kg/ H 512 L VB LT BT S & | HED— M R OS2 IGHRENE N IRFE A= 12 B
TH7 4T = 7“@ NOAEL (X 30 mg/kg/ H & & 2 btz Mi%alli Tl TK HIE 2 i L7222
ST, 7w ho 13 @R OFEGREE (GLPG0634-TX-011) T 60 mg/kg/ H 5 D% E & mﬁu
ESINTHEY, YEHEIZBITS AUCo 24 13T 32,500 ng-h/mL T, W/J\ﬁrii (LOAEL) |
JOMRERIL 73 Tholo, BERICHEMBREDRH D LIUET S & NOAEL | TESH;%@E'

3.6 ThoT=,

R > M2 DR - IRV AICEE 3 535 (CTD 2.6.7.13.1 X, GLPG0634-TX-016) TiX
7 4V TF =7 UL GS-829845 DR IT AT O G HETH I UILEREZFHER LI, 74/1/:1%
=7 OEHE (100 mgkg/H) Tix, EEBRIREORED & & Hic, RE&RO% RIS O H 0
MWRDOONTe, 74N ITF =T OREEHET, WKBIE, RELRR SRR O3 E
KO FABIEFRBNN I STz, 7 4 v 3F =7 L[ARRIC, GS-829845 51k~ T, 2%
5 & CHIBE T L OB ATEORENAL LN, 743 F =7 GS-829845 L & W HALH
EIZBIF 5 NOAEL #3RkHDH Z L1XT& 2o 7-, LOAEL [X, 7 4 /LI F =725\ T
25 mg/kg/ H (AUCo.24: 17,200 ng-h/mL. BEFE &It :3.9) . GS-829845 (22U Ti& 60 mg/kg/ H (AUCo.24:
120,000 ng'h/mL, BREZELL : 1.7) Th o7,

7 v FOREREFERIC, VHFICBTHIE - R AEICET 523 B (CTD 2.6.7.13.2 I,
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GLPG0634-TX-019) TlE, 7 4 /L ITF =7} X GS-829845 D&% G AR THEN A LNIZ, Wik
EOVEOTHEERN T 4 LV AF =7 O A& CTHEERGFIIC A LI, B & O% I
IR D HENN R OVEAEIR 2 DD 23 i B D 60 mg/kg/ H TRRO BT, 7 4 v ITF =7 L[FREIC,
GS-829845 & 51 L v | & EHABR CTEKRTEOBMNRD bz, 7 4V TF =7 GS-829845
Eh, WHEAROFAIZE T D NOAEL 2R D Z L3 TE 2 -7z, LOAEL X, 74 VvIF =7
(22T 10 mg/kg/ H (AUCo.4 : 9650 ng-h/mL, BEE & LL 1 2.2) | GS-829845 (Z-DV Tl 60 mg/kg/
H (AUCoa4 : 137,000 ng'h/mL, BRI : 1.9) Th o7,

7w MZBIT L HAERAOHABROFREIZET 23k (CTD 2.6.7.14 TH, TX-417-2001) TIiL,
REMW) O — %@ MEIZB 75 NOAEL W NI REENY) O A58 Kk 'R AR O AAFRE ) & iR IZBIT 5
NOAEL (X7 4 L TF =722\ Cid 15 mg/kg/ H . GS-829845 (22 Tl 30 mg/kg/ H T, Wi
LB CRITeEmARE TH o, AR (B 10 B) IZBTFS5 7 4 3 F =7 KT GS-829845
DOIEFER (Cinax : 7 4 /LT F =7 T 50 ng/mL Ajili, GS-829845 T 150 ng/mL i) 1L, WT D
BH5EONEY (HE 10 H) OBRERE LV IK»-72,

PrEERBRO R 2 IBIRT 5720, HaEsEsiR (CTD 2.6.7.15.1 B, GLPG0634-TX-039)
HEM LT, ZORBRTIE., 7402 F =7 D 180 mgkg/ H 5 ITK KiliE (MTD) 2B 2. £
TobHE (20, 60, 180 mgkg/H) THREBA A, 60 mg/kg/HLL EDOFEHIZ LV FEEA~DH
5N BN IR BTz, GS-829845 (. fixm 180 mg/kg/ H G L » CTH B2 BEM 2R L
7=

T v FOFMERER (CTD2.6.7.152 T, TX-417-2022) Ti%, 7 v hHERICTZ 41 aF=
7 X% GS-829845 &, A% 14 HD 91 HE T, TAEK 14 B0 13 ML L, BIHEEDRT
il TN 13 W O EIEH BRI L7 580 G RITERBER N O ESNTZ D LA LT
BO U RO (RERBBBREICKS T2 Y V)RS Ty MEORIGET 2L EHED)
K OV EEAL R F R A (2 380 D g e OVE BE ORI E DR T ARO b7z, Zhus 02 ki,
13 EFEOREHMZITITHER L T2 e, B (L L 3A R I ol HiE, FEEW
SR NS E RO OFE~DEEZ G, TOMITITT v TF =7 KT GS-829845 12 K 55
BB DN o T, hEBWO—EEIZRT 5 NOAEL 1X, 7 4 /L 2F=7"T 20 mgkg/H

(AUCo.4: 15,800 ng-h/mL, B fH 2 3.5) . GS-829845 T 90 mg/kg/ H (AUCo.24 : 237,000 ng-h/mL.
IR 0 33) Tholz,

4.7 R R A ER

7 4 AF =T KON GS-829845 DY EEEIZ- OV T in vitro TRHMEE L., 7 4 /LI F=T7(ZDONT
X ARAME R R TH > 722, GS-829845 IO W TIIHMHETH - 7= (CTD 2.6.7.16 .
GLPG0634-TX-035, CTD 2.6.7.17.1 T, GLPG0634-TX-036), Z DOfEH%51F T, invivo TOY:5H
Mk E2 7~ FCTHEME L (CTD 2.6.7.16 T, GLPG0634-TX-044), 7 4 /L TF =7 GS-829845 &
HRFETREETH o, . VARSIV SIREBE K OGRS (BCOP) 7 v A Tik,
TN AF=T70F PRI IS, BERFIMIENR S D Z LR LN o725 (CTD
2.6.7.16 TH, TX-417-2010) , EpiSkin® in vitro & kR ZE 7 /L TIEEEMEITFRD e -7z (CTD
2.6.7.16 T, TX-417-2012),
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4.8 Z DD EMEER

4.8.1 R R

TN IF=TR U AR CRET v A TIHREWE ClE o 72 (CTD 2.6.7.16 A,
TX 417-2008), GS-829845 |Z- DV TIELFUFMEIZEE 9~ 2% FEERIRFER 1L 520 L TR,

4.8.2 REEMEHER

74T =T KU GS-829845 [T 0N TC, SIERMEDORENILIN L Ty, T4 I F =7
DIIIER > B 1T R~OREN TS, BB, T MR GE T Mk, ~L =T i
gk, MR EE T AIIE%0) KON NK MO, U o SRk O Ml EAR T U3 Y o/ SERES
BRRO bz, £io, A XOKERGEEMER (CTD 2.6.7.7.8 H, GLPG0634-TX-029) T
FAEAUEGR (BER) (1T 2RO BIREED b,

4.8.3 BERBOHUFICEYT HEER

T 4N AF =TI L DR OMFEZRA ST 5720, 7 ARG 2R E T v
FCHEME L7z (CTD2.6.7.17.2 3, GLPG0634-TX-020), Z DikBa Tld, Mo EHRGRBRTHS
NI b L FERIC, 3 AL LD GIZ X0 R OB R S A, ERPT AT m A&
(180 mg/kg/H) BETHA LN, BIETREDOZEILIL, 7 4 VIAF =T OEE 5% 4 KN 6
ALTEY, ZOZ LiE, HEWEOIERMNEZENTHY . Wh7RL—KRFEZHLHLEL LN
EEREBETHHDTHD, 74NAF=TITNTHOHEIZBWN TS, FERO JAK #E (FEARE
1) (CBE T 28 n R TICE R NI T Z L3 BB TA LN ZABIT JAK I3 BE 72 )
DR SN, BoNTEER TR T T v A iE, BEARKORAILDO T — 42 X—2D\\
no7a 7y ANnEL—H LN LD, FHOKEREEOEFICE s REELH D, £2To
R CT7 v 7L X2 b— hSN7ZDiX 1| FEHOBEEF Movl0|l) OFHTholz, sy R ke
BB R 7 M OVEFEHIfR S A8 B 71, EICEAERICBW T, R 3 B O RIUTER A LN
Tey, IR B T IXERBR O K 0 BB T (B4 4 FERICIY) BENREO LR, 7 a4 b
IF=TVE, TAT 4 v e MR N EORIEICEREEE A R T A RN S 5 BE T
{RICIT L KT S oo Tz, MEEEE o 2 ERIEL, BEHMET%Z 2 HORER9 H
WIEREIC A DN o T 2 e D | FBHROBRTRBUI T2 7 VI F =7 OERIT—IFHT
Hol,

484 IRTFIEELER

7 4V IF =T KO GS-829845 [T W THRIFMEIZ BT 23 BRITFEE L CTuvew, 7 v MBS
D RRIEGR 7 4 L A F =T B WA AR (CTD 2.6.4.4.2 1H) Tlx., MR R THRE
SN H BRI IR D TIRIRE T LR o 7,

485 KB D EHER

EMCBITFA74NVITF =T OTFERBFY TH S GS-829845 12O\ TCiE, 74 /vITF =T DI
FER MR CE OB T 0 7 7 A AR LN ENT WD, S 51T, GS-829845 D224k
D—Eg L LT, GS-829845 DAL L 7-ikBr 2 550 L 7=, GS-829845 1%, #lipE % 21 I7%E
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SRS BR (CTD 2.6.7.17.1 TH, G254445-TX-001) . in vitro ¥~ 7 A U > 7  —~ Bk (CTD 2.6.7.17.1
TH, GLPG0634-TX-022) K WNinvivo 7 v h/MMEZaER (CTD 2.6.7.17.2 BH, GLPG0634-TX-031) T
(LB H#ENEZ 7R S 72D 72, In vitro 3T3 NRU w438 (CTD 2.6.7.17.1 TA, GLPG0634-TX-036)
TIE, GS-829845 1% [EMEH D ) LHIESNIZA. in vivo JeEEMERBR Tld GS-829845 (&t T
Ho7- (CTD 2.6.7.16 TH, GLPG0634-TX-044), GS-829845 O FMmEMRERO HERED -0, 7
v & (CTD2.6.7.17.2 TH, G254445-TX-002) KA X (CTD 2.6.7.17.2 TH, GLPG0634-TX-014) T
4 G RERE S Lo, 4 X0 26 HEEE 53R (CTD 2.6.7.17.2 I, GLPG0634-TX-030) %,
GS-829845 DX HAZ X D BE~DOBEEO G MO B AN T 572 D2 FE i L7z, BEEZEOHE
. Ltk OB G- O [ Tz B M ONEMERBLIC EZRITRD b o 7o,

4.8.6 T D E R ER

7 4V AF =TI\ ZFEE T D AN ST AR DS ER ARGy (APL ) AU
DOry MTTHERINTWS, FERKEMERBRCHEH Lz AP UTHF Or v hOARHH T a7 7
A VX CTD 2.6.7.4 THIZFE# L 7=,

FLE TR TAELDE 7 4 VI F =T BEEORMMICHONT T v b TIMSL L7z KER S BB &
FEhi L, ZDREMIZOWTEHME L7 (CTD 2.6.7.17.2 T, TX-417-2003), #&5- (2B L7
RO LT, 74 v IF=TREETRBXAMY 2 Een v 2R 5 Lc®opr ik, i
FEWE L7 4 NV IAF =7 ORI e v N TAHALNFTRE EZRIT oo, 74T
=T O, G 1T LA OWTHIE 2 O D18 IR 28R 28 B BR 2 320 L 72653, W h b e
M -o7= (CTD 2.6.7.17.1 ., GLPG0634-TX-037, GLPG0634-TX-038, GLPG0634-TX-040,
GLPG0634-TX-045, GLPG0634-TX-046, GLPG0634-TX-047, GLPG0634-TX-048, GLPG0634-TX-049,
GLPG0634-TX-050, TX14-219, TX15-208) , R4 26* |2 DO\ TCEEE L2 [RIEE DM 2 VW 5
HIFZRE BB T, REHNEH LGB 0b 5T ERFIENGETHY  (CTD 2.6.7.17.1
IH, GLPG0634-TX-025)., ZOARKMTELEEEWE L L TRV,

2 fxE o I ) ( 2* K ¥ 7% ) IZoWT, 7 HE O ERE
B (CTD 2.6.7.17.2 TH, TX-417-2025, TX-417-2026) %3 L7z, W THORFIIZONTH,
1000 mg/kg/ H #% 5T, BRI R AEMER A BTz, UKW T, 28 HIR O BB K V= A
v 8T A BMBIAAT Piga T vEA ZFER LT (CTD 2.6.7.17.2 H, TX-417-2024,
TX-417-2027), 2* KO 7* X, Pig-a BRI MER K O Pig-a 78 BA R EREIR if.
EROFERMEW N invivo 2 A Y F T v EAIZOWTRERMETH Y | BIEFMEWE TIE/aun &l S
niz,

BHERER (GLPEH) ICHWo B oe y o7 4 VvIF =T, ZORMM 707 7 4
IVING . FARINZIZ, GMP (Good Manufacturing Process) JFUEHZ KT 2 1 D EE 2 Hiv, TR
s AEFE R B SN A OREREMBOZ LML IFFT 56D THDH (CTD3.2.54.5 5 : #i
¥ K ORBR 715D 4, CTD 3.2.P.5.6 TH, Bk K OGRBR 7 HE D3 41) ,

4.8.7 Z Dith DA ER

T4 F =T L GS-829845 OO K G EMERBKRE T v b (CTD 26.7.17.2 I,
GLPG0634-TX-009) &1 X (CTD 2.6.7.17.2 TH, GLPG0634-TX-010) THlii L7=FE%E. S5z
TR, ZN ORI 28 2 ([ KAE#R G LR BRI B O CREOREZERE TR bz
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AT ERI%ETH -7,
4.9 EERREIEHABRD T & &

4.9.1 BMTREBEE L OBE

FHEARFTRE 7 4V IF =T OMBFERRE R OZE OREOBRE R EZ R 3 IR, oRENATH
HIRFE R, R THE Lz AUC & RA B (U TER A& :200mg, 1 H 1 [E#45.)
(2B DEEFERE (AUC: 4455 ngh/mL, CTD 2.7.2.3.2.1.2 TH) & O HfgicH-—S< , [FEEIC, GS-829845
WZOWTORERFTREBFERILER 41277,
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2.4 FERGARTABR O AT

T4 NIF=T
® 3 FELMRETAILIF=TREE
Dose of AUC(0-tlast)™4 Cmax?® Exposure
Filgotinib (ngeh/mL) (ng/mL) Margin®
Key Response(s) (mg/kg) (M/F) (M/F) (M/F)
Safety Pharmacology Studies
Respiratory Study in Rats (6 males/dose)
20 ND ND N/A
No noteworthy findings 60 ND ND N/A
180 (NOAEL) ND ND N/A
Cardiovascular Study in Telemetered Beagle Dogs (3/sex/dose)
10 35,658/35,913 4110/4440 8.0/8.1
No noteworthy findings 30 71,404/73,731 7190/8830 16.0/16.6
100 (NOAEL) 72,717/95,342 5450/10,300 16.3/21.4
CNS (Irwin) Study in Rats (6 males/dose)
20 ND ND N/A
No noteworthy findings 60 ND ND N/A
180 (NOAEL) ND ND N/A
Single-Dose Toxicity Studies
Single Dose Escalation Phase 1 of 2-Week Toxicity Study in Dogs (1/sex/dose)
10 12,300/10,200 1200/880 2.712.3
Vehicle 1
L . 30 27,100/40,600 3400/4500 6.1/9.1
Clin signs: Vomiting
100 (NOAEL) 22,600/51,500 2200/6900 5.1/11.6
10 35,500/34,100 5300/5200 8.0/7.7
Vehicle 2
L S 30 55,800/52,200 6700/7400 12.5/11.7
Clin signs: Hypersalivation
100 (NOAEL) 25,100/29,700 2700/3300 5.6/6.7
] 10 24,500/14,600 3200/2400 5.5/3.3
Vehicle 3 i 30 47,800/45,900 5200/6100 10.7/10.3
Clin signs: Vomiting
100 (NOAEL) 118,000/58,400 11,100/6400 21.9/10.9
Repeat-Dose Toxicity Studies
7-Day Toxicity Study in CD-1 and CB6F1 nonTgrasH2 Wild Type Mice (5/sex/dose)
Clin path: | WBC (lymphocytes). 1 glucose. (CS];)I) 20,642¢/19003¢ 11,933/10,790 4.6/4.3
. 50 (Non
Clin path: | WBC (lymphocytes). 1 glucose. 20,066%/24,262¢ 14,300/10,690 4.5/5.4
TgrasH2)
Clin path: | WBC (lymphocytes, neutrophils, 150
eosinophils). 1 glucose. (CD1) 58,892¢/67,785°¢ 21,733/17,133 13.2/15.2
OW: | spleen, thymus.
Clin path: | WBC (lymphocytes, neutrophils, 150 (Non
eosinophils). 1 glucose. TerasH2) 50,950¢/65,015°¢ 20,433/22,200 11.4/14.6
OW: | spleen, thymus. &
Clin signs:1 BW gain.
Clin path: | WBC (lymphocytes, neutrophils, 500 . .
cosinophils), hgb, PCV. 1 glucose. (CDI) 161,693¢/214,986 45,667/40,467 36.3/48.3
OW: | spleen, thymus.
Clin signs:1 BW gain.
Clin path: | WBC (lymphocytes, neutrophils, 500 c .
cosinophils), hgb, PCV. 1 glucose. (Non TgrasH2) 126,356¢/203,751 38,233/32,933 28.4/45.7

OW: | spleen, thymus.
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Key Response(s)

Dose of
Filgotinib
(mg/kg)

AUC(0-tlast)™d
(ngeh/mL)
(M/F)

Cmax*®
(ng/mL)
(M/F)

Exposure
Margin®
(M/F)

4-Week Toxicity Study

in CB6F 1-nonTgrasH2 Wild TypeMice (10/sex/dose)

Clin signs: | BW gain.

Clin path: | WBC (lymphocytes,
eosinophils). 1 bilirubin.

OW: | testes, epididymides, 1 liver.
Microscopic: Lymphoid depletion

(thymus, spleen). Hepatocellular hypertrophy.

150
(NOAEL M)

71,700/46,900

21,600/29,300

16.1/10.5

Clin signs: | BW gain.

Clin path: | WBC (lymphocytes, neutrophils,
eosinophils), red cell mass. 1 bilirubin. |
protein, Ca?".

OW: | testes, epididymides, ovary, spleen,
thymus, 1 liver.

Microscopic: Atrophy/degeneration of
seminiferous tubules, reduced sperm count.
Lymphoid depletion (thymus, spleen, LNs,
GALT, bone marrow). Hepatocellular
hypertrophy, 1 mucous cells in mandibular
gland. 1 pigment in spleen, mandibular LNs.

500
(NOAEL F)

143,000/108,000

56,200/41,900

32.1/24.2

Clin signs: Mortality. Dyspnea, hunched
posture. | BW, FC.

Clin path: | WBC (lymphocytes, neutrophils,
eosinophils), red cell mass. 1 platelets. 1
bilirubin, phosphorus, cholesterol,
triglycerides, ALP, | protein, Ca®*.

OW: | testes, epididymides, seminal vesicles,
ovary, spleen, thymus, 1 liver.

Microscopic: GI tract ulceration.
Atrophy/degeneration of seminiferous tubules,
reduced sperm count. Lymphoid depletion
(thymus, spleen, LNs, GALT, bone marrow).
Hepatocellular hypertrophy, 1 mucous cells in
mandibular gland. 1 pigment in spleen,
mandibular LNs.

1500/1000

307,000/190,000

61,100/61,700

68.9/42.6

Tolerability Study in Pregnant Rabbits (3F/dose)

No noteworthy findings

45
(NOAEL)

ND

ND

N/A

Clin signs: Hunched posture, | fecal output, |
BW, FC.

90

ND

ND

N/A

2 Week Toxicity Study in

Rats (5/sex/dose)

Clin path: | WBC (all subtypes).
OW: | spleen.

20

8450/8130°

1910/2250

1.9/1.8

Clin path: | WBC (all subtypes), 1 bilirubin.
OW: | spleen, thymus.

60

56,700¢/29,600°

10,200/7750

12.7/6.6

Clin path: | WBC (all subtypes), RBC, Hb,
PCV, retics. 1 Bilirubin, ALT, BUN.
OW: | Spleen, thymus, testes.

180

200,000¢/216,000°

16,500/20,000

44.9/48.5

4-Week Toxicity Study in Rats with 2 Week Recovery and

with Micronucleus (10

sex/dose + 5/sex recovery)

Clin path: Reversible | WBC (lymphocytes,
neutrophils, basophils, monocytes).

Microscopic: | Cellularity of bone marrow, > 3869/3170 795/1203 0.9/1.2
| lymphoid aggregates in spleen.

Clin signs: Hypersalivation.

Clin path: Reversible | WBC (lymphocytes,

neutrophils, basophils, monocytes). 15 11436/10524 2127/3077 2.6/2.4

OW: Reversible | spleen, thymus, adrenals.
Microscopic: Cellularity of bone marrow, |
lymphoid aggregates in spleen.
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Key Response(s)

Dose of
Filgotinib
(mg/kg)

AUC(0-tlast)™d
(ngeh/mL)
(M/F)

Cmax*®
(ng/mL)
(M/F)

Exposure
Margin®
(M/F)

Clin signs: Hypersalivation.

Clin path: Reversible | WBC (lymphocytes,
neutrophils, basophils, monocytes).

OW: Reversible | spleen, thymus, adrenals.
Microscopic: Partially reversible | cellularity
of bone marrow, reversible | lymphoid
aggregates in spleen. | Bone marrow M:E
ratio, T % erythroid cells.

Micronucleus: No evidence of genotoxicity.

45
(NOAEL)

34814/28563

6143/7880

7.8/6.4

13-Week Toxicity Study in Rats with 8-Week Recovery (10/sex/dose [main],

6/sex/dose[recovery])

Clin signs: Hypersalivation.

Clin path: Reversible| WBC (lymphocytes).
OW: | Spleen wt.

Microscopic: Reversible |
cellularity/lymphoid atrophy of lymphoid
tissues, 1 adipose cells in bone marrow, 1
hemosiderin pigment in spleen.

20
(NOAEL M)

11,600/15,900

3570/4180

2.6/3.6

Clin signs: Hypersalivation.

Clin path: Reversible | WBC (lymphocytes).
OW: Reversible | spleen, testes,
epididymides.

Microscopic: Reversible |
cellularity/lymphoid atrophy of lymphoid
tissues, 1 adipose cells in bone marrow, 1
hemosiderin pigment in spleen. Partially
reversible impaired spermatogenesis, | sperm
and cell debris in epididymides. Reversible
Kupffer cell pigments/centrilobular
hypertrophy in liver, tubular pigments in
kidneys, 1 apoptosis, | zymogen in exocrine
pancreas.

60
(NOAEL F)

32,500/54,800

6960/9120

7.3/12.3

Clin signs: Hypersalivation. | BW, 1 BW, FC.
Clin path: Reversible | WBC (lymphocytes
[T lymphocytes and NK cells], eosinophils),
red cell mass, 1 retics.

Serum hormones: 1 FSH/LH, | inhibin B.
Urinalysis: { urine vol, | specific gravity.
OW: | Spleen, thymus, testes, epididymides,
prostate and seminal vesicles.

Microscopic: Reversible |
cellularity/lymphoid atrophy of lymphoid
tissues, 1 adipose cells in bone marrow, 1
hemosiderin pigment in spleen. Partially
reversible impaired spermatogenesis, | sperm
and cell debris in epididymides. Hypertrophy
of adenohypophyseal cells in pituitary, chronic
nephropathy (M only), vacuolation adrenal
gland, Kupffer cell pigments/centrilobular
hypertrophy in liver, tubular pigments in
kidneys, 1 apoptosis, | zymogen in exocrine
pancreas.

180

149,000/158,000

16,300/20,200

33.4/35.5
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Key Response(s)

Dose of
Filgotinib
(mg/kg)

AUC(0-tlast)™d
(ngeh/mL)
(M/F)

Cmax*®
(ng/mL)
(M/F)

Exposure
Margin®
(M/F)

6-Month Toxicity Study in

Rats (20/sex/dose)

Clin signs: Ptyalism. Hunched posture.
Clin path: | WBC (lymphocytes [all subsets
and NK cells], eosinophils, basophils).

20
(NOAEL M)

16,100/23,600

4750/7370

3.6/5.3

Clin signs: Ptyalism. Hunched posture.

Clin path: | WBC (lymphocytes [all subsets
and NK cells], eosinophils, basophils). |
glucose, 1 phosphorus.

Urinalysis: Calcium oxalate in urine.
Serum hormones: 1 FSH/LH.

OW: | spleen, thymus, epididymides.
Microscopic: Seminiferous tubule
degeneration, | sperm, sloughed cells in
epididymides.

45
(NOAEL F)

40,500/43,600

7150/10,900

9.1/9.8

Clin signs: Ptyalism. Hunched
posture/piloerection. | BW gain, | FC.

Clin path: | WBC (lymphocytes [all subsets
and NK cells], eosinophils, basophils). | red
cell mass, 1 platelets. T ALP, | glucose, 1
phosphorus.

Urinalysis: Calcium oxalate in urine.
Serum hormones: 1 FSH/LH, | inhibin B,
testosterone.

OW: | spleen, thymus, testes, epididymides.
Microscopic: White discoloration of teeth.

1 vacuolated/hypertrophic cells in pituitary,
seminiferous tubule degeneration, | sperm,
sloughed cells in epididymides, ameloblast
degeneration and malformed enamel in
incisors. Pigment in liver, spleen, kidneys;

| inflammatory cell foci in liver and prostate,
1 vacuolation in adrenals and kidneys,

1 adipose in bone marrow, 1 foamy
macrophages in lung. Lymphoid atrophy of
lymphoid tissues.

100

83,900/106,000

18,000/23,200

18.8/23.8

2-Week Toxicity Study in Dogs (1/sex/dose

- Part 1 (3 days), Part

2 (14 days)

Clin path:| WBC (neutrophils, monocytes,
eosinophils), retics, red cell mass. 1 AST,
ALT, fibrinogen (| M/1F), | bilirubin.

10

25,000/24,000

3100/3700

5.6/5.4

Clin path: | WBC (neutrophils, monocytes,
eosinophils), retics, red cell mass. 1 AST,
ALT, fibrinogen, | bilirubin.

30

6100/19,000

610/2700

1.4/4.3

Clin path:| WBC (neutrophils, monocytes,
eosinophils), retics, red cell mass. 1 AST,
ALT, fibrinogen, | protein, albumin.

100

32,000/35,000

3900/4000

7.2/7.9

Clin signs: F only: Vomiting, liquid feces,
BW loss, | FC.

Clin path: | WBC (all subtypes), retics, red
cell mass. 1 AST, ALT, fibrinogen, | protein,
albumin.

300

23,000/146,000

2400/13,700

5.2/32.8

Clin signs: Vomiting, liquid feces,
dehydration, BW loss, | FC in F initially
dosed with 200 mg/kg, prompted dose
reduction on Day 3 to 100 mg/kg. No
noteworthy findings at 100 mg/kg.

200/100 (F)

11,000

880

2.5

Clin path: | red cell mass, WBC (all
subtypes).

200 (M)

10,000

1000

2.2
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Key Response(s)

Dose of
Filgotinib
(mg/kg)

AUC(0-tlast)™d
(ngeh/mL)
(M/F)

Cmax*®
(ng/mL)
(M/F)

Exposure
Margin®
(M/F)

4-Week Toxicity Study in Beagle Dogs with a 2-Week Recovery Period (3/sex/group[main], 2/sex/group [recovery])

Microscopic: Glycogen depletion in
hepatocytes.

5
(NOAEL)

14,105/15,652

1920/1963

3.2/3.5

Clin path: | retics, red cell mass, WBC, 1
APTT, | phosphorus.

OW: | thymus, testes.

Microscopic: 1 adipose tissue in bone
marrow, | lymphocytes in lymphoid tissues.
Germ cell degeneration/reduced sperm in
testes/epididymides. Glycogen depletion in
hepatocytes.

49,958/48,069

6443/5937

11.2/10.8

Clin signs: Mortality (1M/1F).
Hypersalivation, gum bleeding, | activity,
vomiting, hard abdomen. | BW, FC.

Clin path: Reversible | retics, red cell mass,
WBC, platelets, lymphocytes. Reversible 1
neutrophils, APTT, fibrinogen, AST, globulin,
cholesterol, | phosphorus.

OW: Reversible | spleen, thymus. | testes
(not fully reversible).

Microscopic: Reversible | erythroid cell
density and adipose in bone marrow, lymphoid
depletion in lymphoid organs, salivary gland
inflammation with single cell necrosis and
duct dilatation, osteoblast atrophy, crypt cell
degeneration/cell debris. Germ cell
degeneration/reduced sperm in
testes/epididymides (not fully reversible).

30

53,228/68,043

5605/9325

11.9/15.3

3-Month Toxicity Study in Beagle Dogs with an 8-Week Recovery Period (4/sex/group

[main], 2/sex/group

[recovery])

No noteworthy findings.

2.5

7610/7370

986/955

1.7/1.7

Clin path: Reversible 1 AST, | phosphorus.
Microscopic: Reversible germ cell
degeneration in testes, reduced sperm and cell
debris in epididymides, lymphocytic
inflammation in prostate.

6
(NOAEL M)

18,500/16,500

2180/2130

4.2/3.7

Clin signs: Salivation, vomiting, diarrhea.
Clin path: Reversible | WBC (lymphocytes,
[T helper and cytotoxic T cells], eosinophils),
red cell mass, T APTT. 1 AST, bilirubin, |
phosphorus.

OW: Reversible | testes and epididymides.
Microscopic: Reversible lymphoid atrophy in
mesenteric LN, 1 hematopoietic foci and
congestion in spleen, lymphocytic
inflammation in prostate, | zymogen in
exocrine pancreas. Reversible germ cell
degeneration in testes, reduced sperm and cell
debris in epididymides.

15
(NOAEL F)

42,100/43,400

4590/4470

9.5/9.7

6-Month Toxicity Study in Beagle Dogs (5/sex/group)

No noteworthy findings.

2.5
(NOAEL M)

6560/8720

1030/1110

1.5/2.0

Clin signs: Gingival bleeding, cutaneous
lesions.

Clin path: | WBC (lymphocytes [T helper,
cytotoxic T cells, activated lymphocytes],
basophils, eosinophils, red cell mass, T APTT.
Microscopic: |cellularity in mesenteric LN
and GALT. Extramedullary hematopoiesis in
spleen, germ cell depletion, reduced sperm,
and cell debris in epididymides.

6/5

14,900/14,900

2070/2770

3.3/3.3
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Key Response(s)

Dose of
Filgotinib
(mg/kg)

AUC(0-tlast)™d
(ngeh/mL)
(M/F)

Cmax*®
(ng/mL)
(M/F)

Exposure
Margin®
(M/F)

Clin signs: Mortality (1F, GI ulceration,
lymphoid atrophy). Gingival bleeding,
cutaneous lesions, ptyalism.

Clin path: | WBC (lymphocytes [T helper,
cytotoxic T cells, activated lymphocytes],
basophils, eosinophils, red cell mass, 1 APTT.
OW: | testes.

Microscopic: | cellularity of mesenteric LN
and GALT, extramedullary hematopoiesis in
spleen, germ cell depletion, reduced sperm,
and cell debris in epididymides. Unilateral
ovarian Cysts.

15/7.5/10
(NOAEL F)

26,100/35,000

5190/5270

5.9/7.9

9-Month Toxicity Study in

Dogs (5/sex/dose)

Clin path: | WBC (lymphocytes, basophils,
eosinophils).

Microscopic: | germinal center development
in spleen. Extramedullary hematopoiesis,
pigment in spleen. Pulmonary inflammation.

2.5

5130/5440

1050/999

1.2/1.2

Clin path: | WBC (lymphocytes basophils,
eosinophils).

Microscopic: | germinal center development
in mesenteric LN, GALT and spleen.
Extramedullary hematopoiesis, pigment in
spleen. Germ cell degeneration and cell debris
in epididymides. Pulmonary inflammation.

5
(NOAEL M)

12,100/13,700

2340/2770

2.7/3.1

Clin signs: Mortality, Skin lesions
(demodectic mange).

Clin path: | WBC (lymphocytes [T helper,
cytotoxic T cells, activated lymphocytes, B
lymphocytes], basophils, eosinophils, 1 APTT.
Semen analysis: |sperm counts, motility.
OW: | testes.

Microscopic: | germinal center development
in mesenteric LN, GALT and spleen, lymphoid
atrophy in mesenteric LN, GALT and thymus.
Extramedullary hematopoiesis, pigment in
spleen. Pigment in Kupffer cells. Germ cell
degeneration, reduction in sperm and cell
debris in epididymides. Cutaneous
inflammation associated with mange.
Pulmonary inflammation. Stomach ulcer,
tracheal ulcer.

10/7.5/10
(NOAEL F)

22,500/24,000

4490/3990

5.1/5.4
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Dose of AUC(0-tlast)™4 Cmax*® Exposure
Filgotinib (ngeh/mL) (ng/mL) Margin®
Key Response(s) (mg/kg) (M/F) (M/F) (M/F)
Repeat Dose Toxicity Studies - Other
39-Week Testicular Toxicity Study in Dogs (8 males)
3.7 at start, dose
adjusted at
. Weeks 3, 9 and 9580 (Mean from
No noteworthy findings 14 to maintain Weeks 35/39) N/A 2.2
targeted
exposure levels.
Mechanistic Study of Testicular Toxicity in Rats (15M [low dose], 35M [high dose])
No noteworthy effects. 45 ND ND N/A
Clin signs: Salivation.
Clin path: | WBC (lymphocytes, neutrophils,
eosinophils, monocytes), red cell mass, retics.
Serum hormones: 1 inhibin B.
OW: |seminal vesicle, testes and
epididymides.
Microscopic: Degeneration of spermatocytes
in Stage XIV tubules, germ cell depletion,
tubular atrophy, Sertoli cell vacuolation. 180 ND ND N/A
Reduced sperm and cell debris in
epididymides. Effects reversible with
exception of small proportion of atrophic
tubules with focal vacuoles/germ cell loss.
Electron microscopy: Toxicity to Sertoli
cells, stage XIV spermatocytes, early stage
round spermatids. Reversible cell cycle gene
expression changes in testes.
Carcinogenicity
26-Week Carcinogenicity Study in CB6F1-TgrasH2 Mice (25/sex/dose)
No noteworthy findings 15 3550/5550 2400/5070 0.8/1.2
No noteworthy findings 50 12,000/14,600 8640/7640 2.7/3.3
Microscopic: Decreased testes weight,
increased testicular tubular 150 55,300/61,900 25,000/27,100 12.4/13.9
degeneration/atrophy
2-Year Carcinogenicity Study in Rats (60-70/sex/dose)
No noteworthy findings 5 2830¢/5340°¢ 1290/1680 0.6/1.2
. 15 . .
No noteworthy findings (NOAEL) 7220¢/7710 2630/3550 1.6/1.7
Microscopic: Increased incidence and
shortened latency of benign Leydig tumors,
increased testicular degeneration/atrophy, 45 18,700¢/34,900¢ 6310/8650 4.2/7.8
reduced sperm content and increased sloughed
cells in the epididymis
Developmental and Reproductive Toxicity Studies
Fertility and Early Embryonic Development Study in Male Rats (20/dose)
No noteworthy effects. 15 ND ND N/A
Seminology: | sperm motility.
Microscopic: Reversible tubular 30
degeneration/tubular debris in testes and (NOAEL) ND ND N/A

epididymides.
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Dose of AUC(0-tlast)™4 Cmax*® Exposure
Filgotinib (ngeh/mL) (ng/mL) Margin®
Key Response(s) (mg/kg) (M/F) (M/F) (M/F)
Fertility indices: Partially reversible |
pregnancy rate
Seminology: | reduced or no sperm.
Serum hormones: 1 FSH, | inhibin B.
OW: | epididymides, seminal vesicles, testes
(incomplete recovery). 60 ND ND N/A
Microscopic: Testicular tubular degeneration,
Leydig cell hyperplasia, cell debris in
epididymides, | secretory content seminal
vesicles. Incomplete recovery of histology
findings.
Fertility and Early Embryonic Development Study in Female Rats (20/dose)
No noteworthy findings. 14 ND ND N/A
No noteworthy findings. 30 ND ND N/A
1 post-implantation loss, early and late 60
resorptions, | viable fetuses. (NOAEL) ND ND N/A
Peri- and Postnatal Development Study in Rats (25/sex/dose)
No noteworthy findings 2 1200 433 0.3
No noteworthy findings 5 3440 872 0.8
. 15
No noteworthy findings (NOAEL) 8320 2500 1.9
Embryo-Fetal Development Study in Rats (22 females/dose)
. . . 25
Visceral and skeletal malformations/variations. (LOAEL, fetal) 17,200 3360 3.9
Visceral and skeletal malformations/variations. 50 37,200 5390 8.4
Early and late resorptions, Decreased viable 100
fetuses. decreased fetal wts, visceral and (NOAEL, 61,300 10,200 13.8
skeletal malformations/variations. maternal)
Embryo-Fetal Development Study in Rabbits (22 females/dose)
10
. . (LOAEL, fetal
Fetal: Skeletal malformations. NOAEL, 9650 2710 2.2
maternal)
Maternal: | fecal output, | BW, FC.
Abortion. 25 19,100 6120 4.3
Fetal: Skeletal malformations.
Maternal: Mortality. Adverse clinical signs, |
fecal output, | BW, FC. Abortion.
Fetal: 1 early and late resorptions, | viable 60 110,000 17,800 24.7
fetuses, fetal wts, skeletal and visceral
malformations/variations.
Preliminary Juvenile Toxicology Study in Rats (9/sex/dose)
Clin signs: Ptyalism, | BW gain.
Clin path: | CI-. 20
Microscopic: Rarefaction of elongating (NOAEL M) 11,200/11,400 27103810 2.52.6
spermatids, | sperm.
Clin signs: Ptyalism, | BW gain.
Clin path: | WBC (lymphocytes). 1 ALP.
Microscopic: Testicular tubular degeneration, 60
| sperm in epididymides, ameloblast (NOAEL F) 31,300/41,600 7870/9040 7.1/9.3

degeneration and malformed enamel in
incisors.
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Dose of AUC(0-tlast)™4 Cmax*® Exposure
Filgotinib (ngeh/mL) (ng/mL) Margin®
Key Response(s) (mg/kg) (M/F) (M/F) (M/F)

Clin signs: Poor condition (hunched posture,
piloerection, hypoactivity, partially closed
eyes, thin appearance) in 1 male, salivation.
Ptyalism, | BW gain.

Clin path: | WBC (lymphocytes, eosinophils,
basophils), | red cell mass, |retics and APTT
(M only). 1 phosphorus, triglycerides, ALP 180 101,000/150,000 10,800/12,000 22.7/33.7
and bilirubin.

OW: | testes.

Microscopic: Testicular tubular degeneration,
| sperm in epididymides, ameloblast
degeneration and malformed enamel in
incisors.

13-Week Juvenile Toxicity Study in Rats With 13-Week Recovery Phase (50/sex/dose)

No noteworthy findings 2 1230/1330 286/464 0.3/0.3

Microscopic: | cellularity of bone marrow

Immunophenotyping: | NK cells - reversible 6 4150/4260 1170/1250 0.9/1.0
Clin path: | lymphocyte count and white

blood cell count — reversible

OW: | spleen weight

Microscopic: | cellularity of bone marrow — 20

reversible (NOAEL) 14,500/17,200 5010/4940 3.3/3.9

Immunophenotyping: | NK cells, T cells,
helper T cells, and cytotoxic T cells -
reversible

MTD = Maximum Tolerated Dose.

NOEL = No Observed Effect Level.

NOAEL = No Observed Adverse Effect Level.

LOAEL = Lowest Observed Adverse Effect Level (defined as the dose immediately above the NOAEL dose).

a  Inrepeat-dose studies, AUC and Cmax values indicate mean serum concentrations. Reported values were obtained near
termination, or as specified.

b  Exposure margins were calculated based on an estimated clinical AUCtau of 4455 ngeh/mL for a 200 mg dose of

filgotinib (m2.7.2). Not calculated for studies in which exposure was not measured.

AUCo-t used in this study.

d  AUCo.ast is equivalent to AUCo-24 unless where noted.

(¢}
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Dose of AUC(0-tlast)™¢ Cmax?* Exposure

GS-829845 (ngeh/mL) (ng/mL) Margin®
Key Response(s) (mg/kg) (M/F) (M/F) (M/F)
Safety Pharmacology Studies
Respiratory Study in Rats (8 males/dose)
No noteworthy findings 40 ND ND N/A
No noteworthy findings 100 ND ND N/A
No noteworthy findings 180 ND ND N/A
Cardiovascular Study in Telemetered Beagle Dogs (3/sex/dose)
No noteworthy findings 25 181,000/179,000 | 16,500/16,100 2.5/2.5
No noteworthy findings 50 208,000/354,000 | 16,400/25,100 2.9/4.9
I ;‘fjgﬁagt)e (+41 to 52 bpm), | bp (-4 to 100 314,000/373,000 | 24,400/29,400 | 4.3/5.1
CNS (Irwin) Study in Rats (8 males/dose)
No noteworthy findings 40 ND ND N/A
No noteworthy findings 100 ND ND N/A
No noteworthy findings 180 ND ND N/A

Repeat-Dose Toxicity Studies

4-week toxicity study in rats with 2-week recove

eriod (10/sex/dose [main stud

5/sex/dose [recover

Clin path: Reversible | lymphocytes. 20

31,500/33,400

5930/9170

0.4/0.5

Clin signs: | BW gain.
Clin path: Reversible | WBC
(lymphocytes), platelets.

Organ wts: Reversible | spleen, thymus.

60

(NOAEL) 170,000/150,000

22,800/20,400

2.3/2.1

Clin signs: | BW gain, 1 FC.

Clin path: | WBC (lymphocytes,
eosinophils; partially reversible). Reversible
| platelets and 1 fibrinogen. Reversible 1
bilirubin, cholesterol, triglyceride,

phospholipid.

Organ wts: Reversible | spleen, thymus.
Microscopics: Partially reversible
lymphoid atrophy (spleen, thymus, LN,
Peyer’s patches). Reversible myeloid

atrophy of bone marrow.

180 430,000/487,000

42,900/32,400

5.9/6.7
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Key Response(s)

Dose of
GS-829845

(mg/kg)

AUC(0-tlast)™¢
(ngeh/mL)
(M/F)

Cmax?*
(ng/mL)
(M/F)

Exposure
Margin®
(M/F)

13-week toxicity study in rats with 8-week recover

10/sex/dose [main stud

6/sex/dose [recove

Clin path: Reversible | WBC
(lymphocytes, [T lymphocytes, cytotoxic T
cells]).

OW: Reversible | spleen.

Microscopic: Reversible |
cellularity/lymphoid atrophy of lymphoid
tissues, 1 adipose cells in bone marrow,

1 hemosiderin pigment in spleen.

60

89,800/126,000

8390/18,000

1.2/1.7

Clin signs: Hypersalivation. | BW (M), |
BWG.

Clin path: Reversible | WBC
(Iymphocytes [T lymphocytes, cytotoxic T
cells]), | PT. Reversible 1 AST, ALP, |
BUN, creatinine (F only).

OW: Reversible | spleen, thymus.
Microscopic: Reversible |
cellularity/lymphoid atrophy of lymphoid
tissues, 1 adipose cells in bone marrow,

1 hemosiderin pigment in spleen,t
apoptosis in exocrine pancreas, vacuolation
adrenal gland.

180
(NOAEL)

289,000/384,000

23,000/26,500

4.0/5.3

26-week toxicity study in rats (20/sex/dose)

Clin signs: Ptyalism and hunched
posture/piloerection.

Clin path: | WBC (lymphocytes [all
subsets and NK cells], eosinophils,
basophils).

OW: | spleen.

Microscopic: |germinal centers in lymph
nodes.

75

186,000/183,000

24,700/22,600

2.6/2.5

Clin signs: Ptyalism and hunched
posture/piloerection. | BW gain, | FC.
Clin path: | WBC (lymphocytes [all
subsets and NK cells], eosinophils,
basophils). 1 ALP.

Urinalysis: Calcium oxalate in urine.

OW: | spleen.

Microscopic: |germinal centers in lymph
nodes, | splenic PALS, | inflammatory cell
foci in prostate and liver, 1 adipose in bone
marrow.

150
(NOAEL)

404,000/512,000

48,300/48,700

5.6/7.1

Preliminary juvenile toxicity study in rats (9/sex/dose)

Clin signs: | BW gain.
Clin path: | WBC (lymphocytes), 1 ALP.

60
(NOAEL)

79,500/92,500

18,000/15,500

1.1/1.3

Clin signs: | BW gain.
Clin path: | WBC (lymphocytes). 1 ALP,
talbumin and | CI-.

180

269,000/312,000

25,300/35,300

3.7/4.3
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Key Response(s)

Dose of
GS-829845

(mg/kg)

AUC(0-tlast)™¢
(ngeh/mL)
(M/F)

Cmax?*
(ng/mL)
(M/F)

Exposure
Margin®
(M/F)

13-Week toxicity study in dogs with an 8-week recover

4/sex/dose[main stud

2/sex/dose [recov:

Clin path: Reversible | red cell mass.

20

159,000/131,000

14,100/11,400

2.2/1.8

Clin signs: Salivation, diarrhea. Cutaneous
papillomas.

Clin path: Reversible | WBC
(lymphocytes [T helper, cytotoxic T cells],
eosinophils, red cell mass, 1 fibrinogen,

| phosphorus.

Microscopic: Lymphoid atrophy, |
cellularity mesenteric LN and thymus with
1 hematopoietic foci and congestion in
spleen. Germ cell degeneration,
multinucleated spermatid giant cells. 1
lymphocytic inflammation in prostate. All
microscopic findings reversible.

50
(NOAEL)

533,000/322,000

32,900/23,100

7.3/4.4

26-Week toxicity study in dogs (5/sex/dose)

Clin signs: Gingival bleeding, cutaneous
lesions, ptyalism.

Clin path: | lymphocytes (T helper,
cytotoxic T cells, activated lymphocytes),
basophils, eosinophils.

Microscopic: | germinal center
development in mesenteric LN and GALT,
extramedullary hematopoiesis.

20/15¢

103,000/100000

9180/9750

1.4/1.4

Clin signs: Mortality (2M, GI
inflammation/ulceration, lymphoid atrophy,
pulmonary inflammation). Gingival
bleeding, cutaneous lesions, ptyalism.
Clin path: | lymphocytes (T helper,
cytotoxic T cells, activated lymphocytes),
basophils, eosinophils.

Microscopic: | germinal center
development in mesenteric LN and GALT,
extramedullary hematopoiesis. Ovarian
luteal cyst.

40/20/30°
(NOAEL)

240,000/190,000

18,300/15,500

3.3/2.6

39-Week toxicity study in dogs (5/sex/dose)

Clin path: | WBC (lymphocytes [T helper,
activated lymphocytes,], basophils,
eosinophils.

Microscopic: | germinal center
development in mesenteric LN, GALT and
spleen. Pigment in Kupffer cells, spleen,
extramedullary hematopoiesis. Alveolar
inflammation.

20/15¢
(NOAEL M)

108,000/140,000

9960/11,200

1.5/1.9
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Key Response(s)

Dose of
GS-829845

(mg/kg)

AUC(0-tlast)™¢
(ngeh/mL)
(M/F)

Cmax?*
(ng/mL)
(M/F)

Exposure
Margin®
(M/F)

Clin signs: Mortality (2M, generalized
demodicosis). Skin lesions (demodectic
mange). Ptyalism.

Clin path: | WBC (lymphocytes [T helper,
cytotoxic T cells, activated lymphocytes],
basophils, eosinophils.

Microscopic: | germinal center
development in mesenteric LN, GALT and
spleen, lymphoid atrophy in mesenteric LN,
GALT. Pigment in Kupffer cells, spleen,
extramedullary hematopoiesis. Cutaneous
inflammation associated with mange.
Alveolar inflammation.

40/20/30°
(NOAEL F)

224,000/270,000

16,500/20,900

3.1/3.7

Other Studi

€S

26-Week food effect study in dogs (2/sex/dose)

Clin signs: Red gum discharge, wart-like
nodule, liquid feces.

Clin path: | WBC (lymphocytes,
eosinophils).

Microscopic: | germinal center
development in mesenteric LN, GALT and
spleen.

40 (fasted)

415,000/520,000

25,700/30,400

5.7/7.2

Clin signs: Red gum discharge, liquid
feces.

Clin path: | WBC (lymphocytes,
eosinophils).

Microscopic: | germinal center
development in mesenteric LN, GALT and
spleen.

40 (fed)

311,000/389,000

19,900/27,000

4.3/5.4

4-Week toxicity study in rats with a 2-week recove

10/sex/dose [main stud

5/sex/dose [recover

No noteworthy findings

20

31,500/33,400

5930/9170

0.4/0.5

Clin signs: | BW gain.

Clin path: | WBC (lymphocytes), |
platelets.

OW: | spleen, thymus.

60
(NOAEL)

170,000/150,000

22,800/20,400

2.3/2.1

Clin signs: | BW gain, 1 FC.

Clin path: | WBC (lymphocytes,
eosinophils), | platelets, fibrinogen. 1
triglycerides, cholesterol, bilirubin,
phospholipids.

OW: | spleen, thymus.

Microscopic: Lymphoid atrophy (thymus,
spleen, LNs, Peyer’s patches), myeloid
atrophy in bone marrow. apoptosis in
exocrine pancreas.

180

430,000/487,000

42,900/32,400

5.9/6.7

4-week toxicity study in dogs (2M/dose [Group 1], 3M/dose [Group 2, 3])

Clin signs: Salivation/head shaking.

OW: | thymus.

Microscopic: Lymphoid atrophy, epithelial
cyst (thymus).

10

63,800

4720

0.9

Clin signs: Salivation/head shaking.

OW: | thymus.

Microscopic: Lymphoid atrophy, epithelial
cyst (thymus).

25

157,000

9710

2.2
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2.4 FERGARTABR O AT

T4 NIdF=7
Dose of AUC(0-tlast)™¢ Cmax?* Exposure
GS-829845 (ngeh/mL) (ng/mL) Margin®
Key Response(s) (mg/kg) (M/F) (M/F) (M/F)
Clin signs: Salivation/head shaking.
Clin path: | WBC (lymphocytes,
neutrophils, eosinophils), retics. T AST.
OW: | thymus. 50 441,000 29,600 6.1
Microscopic: Lymphoid atrophy (thymus,
spleen), epithelial cyst (thymus). Germ cell
degeneration.
Carcinogenicity
26-Week Carcinogenicity Study in CB6F1-TgrasH2 Mice (25/sex/dose)
No noteworthy findings 150 175,000/205,000 | 49,700/48,200 2.4/2.8
No noteworthy findings 500 440,000/698,000 | 78,300/82,300 6.1/9.6
2-Year Carcinogenicity Study in Rats (60-70/sex/dose)
No noteworthy findings 25 44,700¢/42,600° 8630/8090 0.6/0.6
No neoplastic findings.
Microscopic: Increased brown pigment in
renal tubular cells, increased lymphoid atrophy 75 128,000¢/147,000°¢ | 18,000/20,700 1.8/2.0
and sinusoidal red blood cells in mesenteric
lymph node
Developmental and Reproductive Toxicity Studies
Embryo-Fetal Development Study in Rats (22 females/dose)
. 60
Visceral and skeletal (LOAEL, 120,000 18,600 1.7
malformations/variations.
fetal)
Maternal: | BW and BW gain. 180
Fetal: Visceral variations and skeletal (NOAEL, 366,000 34,800 5.0
malformations/variations. maternal)
Embryo-Fetal Development Study in Rabbits (22 females/dose)
60
. . (LOAEL
Materssl: | el i Abtin.
’ ’ NOAEL,
maternal)
Maternal: Mortality. Adverse clinical
signs, | fecal output, | BW, FC. Abortion.
Fetal: 1 late resorptions, | viable fetuses, 150 840,000 69,100 116
fetal wts, skeletal malformations.
Fertility and Early Embryonic Development Study in Male Rats (20/dose)
Serum hormones: .T testosterone.
1(\)/[W l serr{lr}al vesicles. . 60 ND ND N/A
icroscopic: | secretory content seminal
vesicles.
Serum hormones: 1 testosterone.
OW: | seminal vesicle, epididymides. 180
Microscopic: | secretory content seminal (NOAEL) ND ND N/A
vesicles.
Fertility and Early Embryonic Development Study in Female Rats (20 /dose)
No noteworthy findings. 60 ND ND N/A
1 post-implantation loss, early and late 180
resorptions. (NOAEL) ND ND N/A
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2.4 FERGARTABR O AT

T4 NIdF=7
Dose of AUC(0-tlast)™¢ Cmax?* Exposure
GS-829845 (ngeh/mL) (ng/mL) Margin®
Key Response(s) (mg/kg) (M/F) (M/F) (M/F)
Peri- and Postnatal Development Study in Rats (25/sex/dose)
No noteworthy findings 10 12,300 3970 0.2
30

No noteworthy findings 48,000 9990 0.7

(NOAEL)

13-Week Juvenile Toxicity Study in Rats With 13-Week Recovery Phase (50/sex/dose)

Clin path: | lymphocyte count and white
blood cell count- reversible

OW: | spleen weight (F)

Microscopic: | cellularity of bone marrow 30
— reversible

Immunophenotyping: | NK cells, T cells,
helper T cells, and cytotoxic T cells -
reversible

71,800/75,200 9970/13,400 1.0/1.0

Clin path: | lymphocyte count and white
blood cell count- reversible

OW: | spleen weight

Microscopic: | cellularity of bone 90
marrow — reversible (NOAEL)
Immunophenotyping: | NKcells, T
cells, helper T cells, and cytotoxic T cells -
reversible

250,000/225,000 | 26,100/26,000 3.4/3.1

MTD = Maximum Tolerated Dose.

NOEL = No Observed Effect Level.

NOAEL = No Observed Adverse Effect Level.

LOAEL = Lowest Observed Adverse Effect Level (defined as the dose immediately above the NOAEL dose).

a  Inrepeat-dose studies, AUC and Cmax values indicate mean plasma or serum concentrations. Reported values were
obtained near termination, or as specified.

b  Exposure margins were calculated based on an estimated clinical AUCtau of 72,600 ngeh/mL for a 200 mg dose of
filgotinib (m2.7.2).

¢ Due to toxicity, dose level lowered during the study. In some cases dose level was subsequently increased due to good
tolerability at the reduced dose level.
AUCo-24 is equivalent to AUCo.-tlast €xcept where noted.

e  AUCo- used in this study.

492 Z Rl s 4E A

BAEN BRI, 73T =T L MBI D274V I F =T OFEENRFMTH D
GS-829845 Dl JFIZHOWTHENE L7z, B & LTIX, 7 v MIBIT 2 5E 26 B O 0 #& 55
AR, A X2 5 39 MR O 53R & ORFE OIRER £ C 0 39 @R 0 i G- 3 M aliR,
in vitro & N in vivo TOEEFEHRER., 7 v ]\&U\‘?‘H‘# BT B A5 AR %2 GLP 1@ H
TCELE, ZOMIch, HEERBRIEONC T » M EiEaiR o H &5 iR L OAHER
Ty bO2EMBANAVEMERBRE PN A 2=y 7 (TgrasH2) ~AD 6 5 AN AR
RBRAEFER LT-, 74N ITF=TOEREET, Vo oSR0MEOMAM JAKL FREIC X EE
SNHEHEM) ., 7y bOBRMT AT 4 v e flilaEL ST, 7 bt (A RA FBEE
F~OAEMET RN EEZ BILD) . KO- RIS 5B ThH -7, GS-829845 1%, VU /™
B R OREARE N IR BRIR~NT 7 4 VT F =7 L RO Z R LT M ORER S E IS
ERIES IR o T,
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2.4 FERGIRFER OBEREREA
TA4NITF =T

4.9.2.1 JUIRBERVERBADFE

T v heA XIBTHETOEREGEERR T, U SROMIEE ORERIZT 57 40T
F=TICEE L AR, ZERETCoORGHE TR b, KERGEERR T BN
Ko iE, AmERE. T A GRRIRL, ~L S—ffa, MR ErERL) %% O NK HER
BOWA, VSRR OMIIE IR T KON LBk, VU B EOERERERD R EThH o7,
Mz T, FEDEY (Demodex spp.) \ZxkE 2 &S MEDHTRGRD /-7 (CTD 2.6.7.7.8 I,
GLPG0634-TX-029) b -7z, ZNHDOEITIAKI HEEHFETHHLOTHY, 74T F=
TOE =7y MERIZE Db D EEZ LN, ZHDOFTRIT o REEIR (] 20X 8 i)
WZE 0., BHEHERA LT,

4922 HAETERANDFE

YU RIBIT LR 4B, Ty MIBITHRE 26 B, A XIZBIT 55 39 R OKE KR
HREBRClE, BHRoAMEIC 7 4 VI F =7 ICBE L2 AR bz, Friznho
PRI BWTHRETH 72, FHEFND NOAEL ICB T BB RIS L. Zh b DA
W% LTl bR MER m W B RRIZ A X TH o 72, GS-829845 (2 2\ TiE, WIno#&EHE,
BEWMTROKEG LT, BT ~OREIIA LR Do T,

A& (B M OREEEDOK 2~3 fF) Tl FEER OB T8 72 FALRRET R, (EREHI D O Ak
8. BRI DM, K Oz k) K ONEE HMATORES 5 R O &R, filafs o
B NHESNTE, LA ETOEIL., M ARALE U EE B TRE T A —X KO
JREEIZ 7 4 VA F =T BB L D EENRRO LN hoTeZ & (BT~ N TORFHE) 1ZREH
% X O ITHRERIRRBIIX 72 v o 72, B OB EIE, WThoBiigkE, &5 HHORBRICBW T
FETH o7, 13 O 39 BEA~OHIMOIERIZ L > TH, PR OR BB & OVEIEE DO
BRITA DR o7, ZiuE, LV RHMOBRGIZE > THITRBPEITLAR2NZ L 2R THDT
bDH, TIHDOFTRRD b IREEE R O ROBEREE TV T, FrilEeaicmE Lz,
ZRH DI O TS @ D NOAEL TO AUCoa4 X, A X D 39 & G- #MRER Iz 1T
% 12,100 ng-h/mL T (CTD 2.6.7.15.1 T8, GLPG0634-TX-039), t k 200 mg $¢5-RF DOIREFZ £\ %}
T OHRBEREILIL 2.7 TH D,

T 4N AF =T ORGEOEME & IR RIX LV EELEL Y —HoBmTIE, &
SRR DR Ve, AEFEARAL D ZE M OGS O ZE R b3 PSR T L EOBEFEEICE L, S
HIZ, ELWEBRBEETIE, 747 4 v el EE L2 5L H o7, —H, FrsH
EREITENLL EOEEEICET D & RO FRENT A —Z KM ARVE AREIZEVL T,
WRDHEARRBOOND, BHEDOZ7 4 VIAF=TTiE, 7y bEAXOWET, 1k FrE
FHIIER 22K R OEEEZ AT 2K - OFIG O BRO bivle, 7 —XICEBIH -7
HLOD, WTNOHEGHEIZBWTHA XDOT A AT v 2 K OPIERIEA LT (FSH) L
JWAZEALIER D b e o Tz, OB NLEANTONTIE, A X TIEEME Lo, SR
(40,500 ng-h/mL VL EOBREEE) OF v M TIL, 7 A MAT 8w U ORERENE & HI2, FSH &
LH OB 5237288000 (26 R B 57RBR TO A, CTD 2.6.7.7.4 I, GLPG0634-TX-027) M358 5
7=

HeZ > s DOZREERER (CTD 2.6.7.12.2 TH, GLPG0634-TX-024) Ti%. 30 mg/kg/H & 512 LV,
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2.4 FERGIRFER OBEREREA
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FEREO RIS O R B IT R DR IS A SN Te, 72, 60 mgkg/ H B TIX, HBHROSRE
FEERD & & BRI RO EE(ER A LN, WThoRGERAEIZBNTH, 74035
=7 IERETE (REE, REBEER, KRETOMHM) ITREBERIT S o, LPLRENRL,
60 mg/kg/ H ¢ 5-Tld, 4E4E L7 MEIX 120 BlOAHTH - 7=, EMOIEIRIRIEITER T, BIE T X
—ZICBITR O b o T, 60 mgkg/ H L4, 9 BRIAE IS METIZ, —H OB TIX

ERATRIZREE LA BV o 1oy, AR H K O IR 3 I3 B & [R1% ClRIE /M 23 A b7z,
RPN AT, KR T 280 S 7o AR O 2 M U8 2 EIR & L7z RO T AL
B, WTNOEBHREICEBWTHIEKRGENORD BN, KLEZEOFEVEME CTH LA XD
NOAEL [Z8B T D&%, & MBI 5 200 mg #HRFORFER & K4 25 & BERT 27
Tholo, BEEOHIMIED, B HICHEENREENEOOND L2120 | HEER A B
U 7o HARWIRE R IE, A X 0 39 @& G- BRIZHB 1T HIRERILD S5 Th-7-(CTD 2.6.7.7.8
I, GLPG0634-TX-029), W OEMREICEB W TYH, QAR TDH 7 4 VIF =T D
WX, T~ FORERLEB 25 ETCHEETH- T,

49.2.3 ARERAESMN

T4 NTAF =T O BIREE~OKEIT, T v b (CTD2.6.7.13.1 B, GLPG0634-TX-016) &
O HX (CTD 2.6.7.13.2 T, GLPG0634-TX-019) OB CiMi L7z, 7 v b, XL b,
WFROEEHEICBWTHRIMEETRED Doz, FRBRICBT2EHE (v T
1% 100 mg/kg/H . 7 ¥ X Tl 60 mgkg/H) TiE, FEAFEBREEORD KO IEEORD & & i
TR O IR B OB MRS vz, 7> b, UHFOEREBRTIEZ, WTNhOHAETYH
%E@wE&UT%#Mwan FEMRAFHNC R BIBEE NN LT, IRIBOERSLTHITTEITE
CThH BN, W DOIAEIZET 5 NOAEL I3V oI B\ T HRD bz,
EHEICBIT 2BEREIL, 7 v b T 17,200 ngh/mL (BEFEEIL : 3.9), 7T 9650 ng-h/mL (F
FEell:22) Thol,

FLCTy hETHRITET LM RIERAEITET 23T, GS-829845 (2 O\ T % [AARIZEHAN L
7o DX TIHBEMEENEHE (150 mgkg/H) TH LI, BRI K > UIFREICE - 72,
T4NIAF=TLERRIZ, Ty b UYFEL BELTEATOHET, BEOZERLEFHE (F

WZEHS) DR DL, AEKFIICHEBBEE NN L7, kL EEMNICALNTZREX, 7y b

T “WraoBd”, vrX ik (BEETLIMEEREOREICH»DLT) “HEOEE” Tho
towﬁﬁmﬁi’%?éN@mLim$h®%%@’kw1%*®%hﬁ#otoﬁ%%’%

T HUREFERIL. T > b T 120,000 ng'h/mL (BREEELL : 1.7), 79 T 137,000 ng-h/mL (MR
1.9) Th-oT,

T4 NIF =T L GS-829845 - R IR AEIZ RITTREOKIFIZH OISR TWRY, &
HED7 4 vIF=71%, MigEIcBEET 2 8E1FORBUCELE 726 L (CTD 2.6.7.17.2
IH, GLPG0634-TX-020), & ODO#EH., BV ﬂK%E%$:¢§%&£Lﬁék%igmé
T4 NAF=TEETEZ, Ty FORALEUREIICHEEEZKIFTL (LEC 4922 HHBR) .
bR IRER A %@%Eiéﬁ%ﬁﬁ%KEHéoéE;\F77v%%7m&0A)v?
=761 E o JAK HEAITH, #GHEDEN. ZHIL, 74NV ITF =T THALNTD LH
FROBERANIKTT HRE LORENRREIN TS, LEB> T, BRI THA LT IRk
RFRAEIZIBIT D JAK FAEDOFRER TH L AIREES RIE SN D,
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4924 Zv MIBITHEADEE

7 v MBI D 26 BEK G HEMERER (CTD 2.6.7.7.4 T, GLPG0634-TX-027) TiX, 7 4/ =
F=TICE#E LR T v OO TR bz, Al (THRUIEICERET 2HH) ITI3RE
ITA BNz o T2, ZOFTRIFA X TIERO v o iz,

74 NVFF =7 100 mgkg/ HEGAIZ XLV . MERET > N OYIHEIZEREE D & BEEE O = F A VIR

DEEVE /8K TERAR BN BT, T F A VIO ZEMEIIEE L T, K& LTEIMMET Bz
T AVEREN) BE Lo AVE (R BAIEICHE Y &8 & Blsl % KR < Bk~
U w7 R) EfEoT, 100 mgkg/ B 25 L2 1 Bl CTHEAEIT LT < 2o Tzl oIz,
INHDOREX, X THREL TWDUWRICEELKIZL, BHLLo3<T52E0b, Ty b
ICBWTIEEEA L Ml S iz, Mz T, 74 v 3F =7 % 45 X% 100 mg/kg/ H %5 L -8

TIE, BRER L METAL D N =) A VE O X0 b 70 2540 A% F B AR AR 7 8 A SR ] OVERSE JEE C
HHNTz, LL7enn, MERICHET 2= A VB ITEY) B2 > TRV | :@ﬁﬁi%
WEAL LT BT S 2o T2, 20 mg/kg/ B BEH-Tix, YIHIZ 7 4 VI F =7 1CBEH L 72 R A 1358
Hivieinotz, YIE~OFEIZEET % NOAEL (X 20 mgkg/H EEx bz, YEHAREICBIT S
AUCoos (MEHEAT) 1319,850 ng'h/mL T, ZAVUZMRFE R 45 (T4 LT,

T v FEMRER (CTD 2.6.7.15.2 IH, TX-417-2022) \ZBIT A HOFHETIE, 4% 14 B>
5020 mgkg/ 512> TH, A% 92 H XL 183 HE THICAILITR O b hoTz, ZD
AR DO AT A IZ W TR, ATERAEDIIE~DOREN R INT-Z L6, LUVEHAETO
PRI T D72 o 72, 20 mgkg/ HEGICB T 524% 91 HOMMESHIZL S AUCow IE
15,800 ng-h/mL T, ZAVIIREREL 3.5 (2F% 45,

7y MBI HUEOFTRIE, MHABED 7 4 VI F =T R A VEOFREICEE L KT
AREMENSH D Z EERBETHEDTH S, & MEITRRY, Ty FOUwIE—AERE Ll
M2 TH LD T AV EHRE S TS, 2D O/MGEMICKET 28X, 74 VI F =785
ICRDBIZ LY, = ANVFHE LS, = F AVEORER OERMEANIIEE Lc=F
ANVEZELSETIZ OB ET L FT LT AVERER ST A XORER Tl
HA~OEEIIFRD SN2 hoT, B N T, M‘éw#%T#é&i%wa@%%ime
THUFT—RIZ 10 REZLFITE Z D, L7ed > T, BAD RA BEEMOEIZ, 74 VTF =T KD
GS-829845 |[Z L HENALNT | MEHICHKET 22 LDV T vy FOHEIZELVEITHD &
Bboihs,

4925 B4 74 v eHiiafE

7 4V 2AF =71, CB6F1-TgrasH2 ~ 7 A D 26 i M5 (e KRR &LL< 12.4, T 13.9)
T, DARMEZ RS2 o7, Sprague-Dawley 7 v F D 2 FRHAEBR T, 74 VI F =7 IXEmHE
D 45 mgkg/ H CRYEZ AT ¢ v & HFRIEOF LS O & YR O B LA b =23, 5
KO 15 mgkg/ H#& G- TIIRBO 6N hoTc, BHEICK TS 1 H 1 [ 200 mg & 5RO AUC
(4455 ng'h/mL) (225 < &, 15mgkg/ HIZHIT HIBREEIT 1.6 ThoTz,

TAT 4 v efilafEL, FETHDL N7 7 F =T THROLNTEBY[3], 7rI77F v
+wﬁém%ﬁ%n«z%ﬁ%m%km5?y%%ﬁ%@%ﬁ L6 THDZ EREBIN
TWb, 7403 F =713 JAK2 LLEIZ JAKL ICRIRTHY . 74 3 F=THFHEICL->ThH
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TA4NITF =T

Ty hOTa T T EALITR D D vy (GLPG0634-TX-011), LU, 13 #HR B
(GLPG0634-TX-011) TlX 180 mg/kg/H #5128V, 26 HiR (GLPG0634-TX-027) Tl 45 &
V100 mg/kg/ H 512 X 0 LH OEEMARD Hiviz, LHEME, Z2< ObamTHLNTND Z
v NDTAT 4 v e HAEOREIN & ORE AT 5L 5H[4], GS-829845 DT b 26 # HFER TIL,
WTHILOHBEIZE N TS LH O¥INEERO 6T, 747 ¢ > B HIEOEIN HF80 HivZe o
oo 7Y MOIFAT 4w BRI, B FOT AT ¢ v Ml & g L C LH 2568734 < . LH
WX T D RO EZ N EWEDL S OAEF PR NG, B MIlE Y b LH O kicx L
TRV EZMERENZ EVRFFESNT WD, BT AT ¢ v EMIEEIL, & b & OBEMENE
WEEBZ LTV D4,

GS-829845 1%, b FOERKHREIZEIT HIRFERELE X 5% 5 HE THEi L 72 CB6F1-TgrasH2 +
7 AD 26 WS (RFEEL BT 6.1, T 9.6) & TN Sprague-Dawley 7 » k@ 2 A-[AER (W%
BRI HMET 1.8, MET2.0) THAFMEITRD Lol
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5 4R R O R

5.1 REXEICH T HXEDEM

FEINTWD T 4 VI F =7 OBRMCEITIT, FEERREMRBRIZEE T 2 EHmA Bk ST
%o KRB OFTRND, 74NV AF=TIZBWVWTEETRIEEIONDIEERLZE EOKR
A MITFOSHATHL : (1) U /7SR B A OMB~ORBO T Rett, (2) HEATHZR~D
RO, 3) BRBIER OMEFIIEO RN, (4) E~OFEOFRENE, 5) 747 14>
b IR 53 O Al RE M,

INHOFREMEOH DAL T, UTFTORIZOWTEETLINERHDL EEZBND,
() 7y RS XCBTH>ETORERGHABOIZIFETOREHAET, VI ROHEELNY

FRRICHRT L CT7 4 VI F =TRSO EENRD Divlz, KERGHERIZE O TR b EEIC
AT, AmEkE, T M GaMifa, ~nos—fla, MaEEdEmE) % NK
HRREL DWW U > SR OB IR T ROV R BkEE e, U VB E ORI 7R LT
bole, MAT, ARG (Demodex spp.) (X3 2 S MEDOHIRNTED S RS &
o7, TNHOEMITIAKI FHELFETE2HLOTHY, 74 vIF=TDX—"7 v MEA
LD bDEEZ BN, ZNOOFTRIT 072 RIERIR (B AIX 8 W) kv, HfEHE
NHHNT-, FEOZEIE GS-829845 THIRD HLTZ, TNHDOE(LIZF —7 > MR L5
Z B, BEARRER CRME L7z,

Q) T ANITF =T OREREGRER ClEAMEOBL DR SN TS, —J7, GS-829845 (F1»
TNOEGHEICBW T, BTG EEZ KT S R0 oTc, LT RIE, R OB
FREZ (Thbb 7 L— R 1 XE2) WEERET R (G ORES, AFHMI D2,
FEME OZEfaft) R ONER ERTOREST 20 &Y. Mildh o) Th o7z,
BHE RBEZMERE WA XTI, & b 200 mg &GHRFOBRERED 5 HELULF) TiX, Zh
B OEACITHEDSZREHE & BEER 7 FHBARIMRIZ A DT, 7 4 VT F =7 ORIEIIRE TREIC
IXEEMER A BTz, B HEOHEIZHEY (B b 200 mg #5-REORFERO S EL L), &
EIXEIEEN L, SHETIHMP AT BE, B TRAE T A —2 RO IRREIC T ¢
NAF =T EHIZ L DBEREMAENRO bz, SHICEARE (B b 200 mg #5FRFOIRGE
;O 7~9 %) TIE, ROLNEZIIMT LHREE LehoTz, TNHD 7 4 VAF =T
IZRDEbE S HICHEIC L, BRMEEIRAET D202, BYECTHERAIIZEHME L7,

(3) 74 NFF =7 L GS-829845 DAEFEFRAETER TIX, &HKREOMIB I NG D ZEH K% O
b bz, ARITTEICERICBITA2HDOTHY , Ol T L @5 & TR
KT, EREOMBRITEARE BREEL : 7 FTI13.8, UHXT24.7) TOHLRD
bR, BROER L FRITETO®RGE (BEREK : 7> FT39, v¥¥T22) TH
bz, AHF o7 4 VI F=TREORIEIZIEN L TV Wnn, BERN T 4 v F =T
(CHREE SR OMERIC 7 4 LV IF =T B &, it &2 LI2BITR LI
o7, B RIBA~DOREIT JAK FHEAITITRERZ L TiER<, Zhbo ) 27 3BT
PNB 2 bNDHERH 5,

@ 7w ho26 HEEGRBIZEBNT, YO T ANVE~DORENR, 74 NVIAF=T D45 K&
V100 mg/kg/ H# 5 (BFEREL : T2 9 LD21) I2XE DAL, 100 mgkg H 5 Tl
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TS ANV DM, R TERR AR TR HALTZA, GS-829845 TIXW T Db &I
‘wf%ﬁ%m&#otom@’%ﬁféﬂﬁ’iﬁﬁﬁ&%m&#oto@%@%ﬁ%@
W, HET 3.3, MET 3.9 OIRBREIZBWTH, HIZT 4L IF =7 KON GS-829845 [ZRHiHE L
ERBIEERO BN oz, B N EERRY . Ty boUIEIEATERE LT, X T
LNWTZF AN EHESE TS, & FTIE, B AWK T T2 T AVEDOERITET
L. ZHUT—MIZ 10 REBEFICEZ D, 2O o B EICREET 2 b0 THhDH 2 &
EEETDLE, 74N AF =T ERATD RA BEFICEKRR Y A7 & 67253 al etk gun
EZEZBND,

(5) EBREHOT—ZIL, TA4NIATF=TICEEBEEER W L AR LTS, 7y O 2 F[H
DAJEMERRBR TlE, BYET AT 1 b HINIE o> 7 A BEHE N & 78 AL B3] L 3 38D BT,
ZOENIE, T4 TTF =T EEGHZICRDO O TS LH OEIN & BHE L T 5 ATREMED &
<, 7w it PERRTEYVEZERENE], Z0LHI12, Iy MZBITFDHI7A4T 4k
MIEOREIL, 74V IF =T 2 RAT S RA BEIZEKRR Y A7 %2472 63 alREEIXK
WeEZHh5,

5.2 FFERRE R

HRPZHZIE, 7 4 v IF =7 O RATRERT 2L, in vitro X2 TN in vivo D IERG KRR T —
ANORFENCRG B 2D, 74T F =T L Z0O hEEGEHD O GS-829845 DI EHE
VOFMERN T 0 7 7 A4 WE, BEOBYEICBWTHSICHLMNIENTWD, LLFOMEHE
(S & FERRERBRIIR A, 7T F =T O RENERMNT TN D EEZD,

TANAF =T FRAFT—E 1 (JAKL) O N A A AAZHERT D ATP Ik D HiH o
BIIBAPLEAITH 5, JAKL 1L, HRGE R OEREICEET 28801 A2, Bk
ERFEOTrEDA VZRRO TRICH D T T IREOEEIR AT 4 T—H—Th D, R
YA DIA VZRES T FNMREIZ, RA 2502 < OERMERIEMREBICEEL TS, 744
IF=71%, JAKL KGMES 7 F RO EZ I LT A NI A U /IRY T s a2 RE
THZELITEY, RA IZBITDRIE, MR O EOBIEIZRE T 5% < 07 rE X
ZRET S,

T4NTF=T Ok MBI EERBHY TH D GS-829845 (X, BIEMIZT 4 v IF =T L[H
BEDIBIRMET 0 7 7 A NVEHTHN, 74T F =7 L il LT JAK] ¥ F—PBEMEICKH 5%
RAOBLETEEAGH N, B CTld, GS-829845 (X7 4 VA F =T D GHZITAER I NI, TOE
ITe b ERRRETIEZRV, & R TH BT GS-829845 OIEFEREIL. FERGARBR TlX GS-829845 M
HMBEG XX 7 VI F =T L OB GIC IV EETE 2, 7o AT =T IEERS OF L)
PEROLRME~DHBELZBRET D & AR, EKYERERER &k 05 2 & IR R BRI
BWTHE, 74/ ITF =7 KON GS-829845 Ol iR & iz & 2 5.,

T A NIAF =T ORI R T, SR AW ZEREIC S W TR O 512 X 0+ 7elgiE
BB OND, 740 ITF=7F, FICHLVRFL LT XTI —F (CES) (kb runrny
T X RIEDIMK G iE A 8T GS-829845 ICREF S 415, GS-829845 DIEFE &L, W OB fE
WCBWTYH, 740 I3F=TEEHOT7 4N ITF =T RSN, TNE VK- 72, PRI
bt MIBIT D7 4 VT F =T E55%I12, GS-829845 DOIMMERERIT 7 4 L IAF =7 KV 15557
STz, FORER FHRBRIZI U TIL GS-829845 A BIARFEAT L 7=,
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7 4V TF =7 KN GS-829845 [ L P-gp X ONBSRP OFEE TH D Z L R S iz, 7 4 3T
=7 K TN GS-829845 1%, in vitro #BRIZ IS TEL pmol/L DR T OCT2, MATEIL & U MATE2-K
W LCHEER 2R T 2 ERMER SN, Ll A ML & AW R Ry A /ERR
BRiZBWT, 7403 F=71F OCT2, MATE1 K OY MATE2-K {Z%f L CTEEIRIIIZE R D & 5 BHE
VB Z/RE 2o 7= (CTD2.7.2.2.43 T, GS-US-417-4107),

TARVEEBRBRICB N T, 7 4 VI F =7 RN GS-829845 12 X B BEIR ~DSMEIED & 2 H
TR, DE R ORGSR ~OEBIIGRO HRnotz, ~ T A, Ty hEROA XIZBITD7 «
NEF =7 ORAER A TG FEERBRIZ SO TR, ERENREILY SREMTH 0 | B ERE,
T MR GiRe, ~v S —fifa, AR ErEMA) 2% O NK A opd . U o Sk o/l
BT RO BB RO bz, MA T, TAEREY: (Demodex spp.) (k3 2 s
DOEFEPFRO LN R b HoTo, ZHUDITIEEH TH S JAKBHENSHESNDL LD T, K
8 W F ORI % I EER A DT,

KERGRBRTIX, TN L7 oV IF =7 1CBE# L= A, 7 L7242 CoBhifEo i
EHEE R OYT v N OUIE TR b v, AR ofE, 20, BEROBMEZRIL, B K
ORIV GEFEOWRD . M O 72 EOREAEREG~DOREENR, & b 200 mg B5-FF
DOIRFERED 2.7 1% (EBBEZMEOE WA X) U EOBRBEE TR LN, 74T F =7 ORH
~OREEITRGE EOWIN & & ITHBUSAE & BEEE O FEO b, BRI L - TIdg
BEILN T~ HGEB A5 ETIEHREETH -T2, BRIZHTH 7 0 VT F =T OB, &5
MOIERIZ L > THRBEBHESCEEE SRS 2 Z LideroTe, 7 v MO A VEITK
THT 4 NTF =T ORENT R OEAE (NOAEL IZBIF ABEREL 1 4.5) THLIL, &%
T F AVEMROTER AR 2L OEE LR bz, b OEOEbiT, ShEEY RO A
X DOKEBERBR TIEIA LN o7, B FEIERZRY, Ty FOUIMITEEZ®BL CTRETD
T EMD R 10 RS AR T LT AVEOERNE T T 5 MTBWTIE,
LT AVE E G HERE S8 5 & S IXERRAICEZE TIE 20,

T4 NIF =T L GS-829845 (W Tuh . T v R E U X O IEIEAICEE T o RBRIC W
T, RIROER L HFROAREFNLBENNGERO SNz, 7 v MIBW T, BRICEEL LT
THENETORGHETRD LN, 7 VI F =7 TlifERE (BT D008 R of %8
DD BN ROWE R A, GS-829845 TIIINE OB MNA L, X0 EHAE Tt R
LD LT, FREOEAS T FITBWTE AL, BRGENETORGHETHED b,
XV EHETIZZEOMOZ LS BTz, - R IRFEAIZEI T 5 NOAEL [TW T OB fEIZ I
ThHROLNR 2Tz, Ty FEROTH XD LOAEL 2B D7 4 VA F=T7igHEREIL, &
200 mg G REOBRBEEDOZNEN 3IHEL D225 THh o7

7 4V AF =T J O GS-829845 1L, AR EMERIER K U CBOF1-TgrasH2 ~ 7 2D 6 # H [HA AR
PEERBRIZIB W TR TH o7z, T v FO 2 FMDAJFPHERER TlX, GS-829845 1T KL D8I A6
NIRRT b DD, 74N IAF =T TIEEMET AT ¢~ & HBANED A SEEE RN & 584 Ry 1 B4
ERRBO LN, THUIEHEICE TS LH OBMEBEL TV D LS, LaBn->Te b
~OMMEEITZ LWEEZ BN D,

ED XSz, 74T F=7Lt NTOFERHW TH S GS-829845 DIFFRKRZ 2T 1 7
7 AL, BEOBME (FowEEIET - ltH) 1T 53O in vitro 2 WV in vivo 7k T+
FICHALMIZENTWD, BoNET —FIE, TESNLTND 7 LI F =70 RATEEIZET
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HFEHN, REX T4 R - VR0 T7 7 A NVNOBENSER THAZ L2 KL TS, ER
PEEE B VB TR S D R X FER IR RBRICEI T 2 1SR IE, I SCEREICKBEI TV 5,

54



2.4 FERGIRFER OBEREREA
TA4NITF =T

»

S5 3

Winthrop KL. The Emerging Safety Profile of JAK Inhibitors in Rheumatic Disease. Nature Reviews
Rheumatology 2017:1-10

Galien R, Brys R, Van der Aa A, Harrison P, Tassat C. Absence of Effects of Filgotinib on
Erythrocytes, CD8+ and NK Cells in Rheumatoid Arthritis Patients Brings Further Evidence for the
JAK1 Selectivity of Filgotinib [Abstract 2781]. Presented at: ACR/ARHP Annual Meeting; 2015
November 10; San Francisco, CA.

Chapin RE, Ball DJ, Radi ZA, Kumpf SW, Koza-Taylor PH, Potter DM, et al. Effects of the Janus
Kinase Inhibitor, Tofacitinib, on Testicular Leydig Cell Hyperplasia and Adenoma in Rats, and on
Prolactin Signaling in Cultured Primary Rat Leydig Cells. Toxicol Sci 2016.

Cook JC, Klinefelter GR, Hardisty JF, Sharpe RM, Foster PM. Rodent Leydig cell tumorigenesis: a
review of the physiology, pathology, mechanisms, and relevance to humans. Crit Rev Toxicol 1999;29
(2):169-261.

XELJANZ®, Pfizer Labs. XELJANZ® (tofacitinib) Tablets, for Oral Use. XELJANZ® XR
(tofacitinib) Extended-Release Tablets, for Oral Use. U. S. Prescribing Information. New York, New
York. Revised: May. 2018:

OLUMIANT, Eli Lilly and Company. OLUMIANT (baricitinib) Tablets, for Oral Use. U. S.
Prescribing Information. Revised: May. 2018:

55





