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1 FTEDH

CD-1 ¥ 7 A, Sprague Dawley 7 v b, ==2—Y—7 2 RAMG (NZW) UH¥, B —27 LK,

T =7 AP IVKED Gottingen X =T X EHNTT7 4 IAF=7 (F 1) OHEREIEL%OEYERE
(PK) Z 7l L7z, 7 4 VT F = 71X ARENSHFREOMIE S U T Z 2 A (CL:0.244~2.87 L/h/kg)
Zon U, FEERARRER CHEM L 7B DRk o & 8 2 5 THREE O EFRIE D 3 A A HE (Vs : 1.54
~104Lkg) LT, 7403 F =7 OEEMEILE <, v MEBEHROMIEE (Caco-2)
% F = in vitro BBRICEB W CHEHEAE 2321 5 2 L AVURE T, EOESENE & B L <, BB
L7e 2 TOEBWFEIZIB T, 7 4 /I F =7 1 3HERR O & 57 ISHECITHI S v, FREND
FVRRANRAFTT AT YT 4 (F:247%~110%) 2~ L71z, ZHbHDOT—HZnb, B MIEB
WCH 7 4N ITF =T OEWIBEWINMEN RSNz, 74V F=T71F, vraZae Ly
RAEE OMKSHRIZ LY EERIEHEAHY TH 5 GS-829845 [ZfRHf & D, GS-829845 137 «
NAF =T O PK DG EHET H-DICEERRBEM THY . £ < D in vitro X W in vivo ik
BrCRET S e, I GS-829845 DARKITHELTH Y . B M2 ELRTOBEMMD MiEH T
T DOIFEDPMER ST, FERERRBR Tl L7222 CoOIMREICISV T, GS-829845 4= By iR &
IARZAR L FIRRE U ZNLLT Th o 72 (REMERIZ T2 GS-829845 D (i Hh i B -Re ] i
THEfE [AUC] th, v 7R :2~3, ZOMOBMFE : 1 Ki), —FH. b MIBITDH GS-829845
OIEPRRTE X, RE(LED 21 fFE0 > 72 (CTD2.7.2.3.2.1.1 IH),

t hEELETOEPYRIZEBWNT, 74T TF =7 LMY GS-829845 DIHE» X7 fEG
RITMLE S PRE (25%~70%) ThHhot-, 74T F =7 L UOHEY GS-829845 DIfiLik /I
BERE T 1120, 2 TOBWRE CHELL TRV, Mg+ oML 5y & AR B 5712 L
—ZOMT D R LN E o (MR AR RE L OYEE, 7 4V FTF=7:0.81~1.29,
GS-829845 : 0.89~1.52), AGKOEMGT v MI[UCl7 4V ITF =T 2K AKG Lz &,
RE VIR B OMIBERR L2 IR < 297 Ly & DO MRk HIERCNTHA LTz, 13 & A EOMIZ I VT,
ORI 5% | ReEIRTZ IR miREEICE L, & 5% 48 R E Clomti s e e o7, A7
v NTCIE, #5% 48 FFEIC 7 R U R OV R IR FTRE e U BEDR RO b, A 7 =5 F
FARE~ OBV R STz, IBEYEOGHIEIEMESEM R A 7 = G A MM ST 5 Z L3 b
TWDR, HEVHEEREKITR, BHEEEZ TFRIED DO TIER,

EMFI 7Y —AESERHWT, 74 03T =T OFEENRBEM TH D GS-829845 DAL % T
L7z, 74T F=71%, ¥ FZ 1L P450 (CYP) Tixe<l, ECHVRF L NLTRAT T —F
(CES) IZXL > TRE&N D Z &8, BIRMW CES2 BHER] (<7 2 K) ZFHV 7= GS-829845 O
ARBERBRICI VAL E oz, 74 I F =7 OREH KON GS-829845 DAERKIZE ST 5
CES Z[FET 5=, ##x t ; CESIb, CESlc XN CES2 # W T L=, FDfEER, 74
N IAF =7 ORFHTIZEIZ CES2 2335 L, CES1 OB H /NS WZ ERHAL N E 2o T,

YUA, Ty NEOA XZMCI7 4 Vv ITTF =T k0 b Uiz & & JREOFEP O T O
2N LT, BEREDIZIFE R EIN S MR Iz (REINERIT 90%HE), 2D DFERNL, <
TA, Ty MR RIZBTHT7 4 VIAF =T OIERREE L TRTHEENEE CTH S Z &3
ke ots (BHED 252%~45.8%), #HOEBER LT 4 VI F =T RENMKTH- 7= (&
B0 23.7%~25.6%), 7 A4 /V3AF =7 OIEKEK & LT GS-829845 KN 7 v 7 a /X Jp Vil

10
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M (CPCA) DK X 5 b HERZRE THY ., T b ORFWITS BT E=Z
L BB SUTRAR E LTHRMCHRIES LD,
T 4N TF =T K GS-829845 IZBH LT, CYP, VUV 5-T U UR-7 VT v RIS
(UGT) . organic-anion-transporting polypeptide (OATP), P ¥ % > /N7 & (P-gp). breast cancer
resistance protein (BCRP). organic anion transporter (OAT). organic cation transporter (OCT) 1 &
U bile salt export pump (BSEP) (Z%F9 2 BHF/EM. I ONZ CYP1A2, CYP2B6 & UF CYP3A4 (Zxt
TOHFEERERF Lz, O ORFTHOLNTEAORELCHARBRERLZSE L, BliTO
BT A 22 (1, 2, 3] 296> TRl L7=#6 2R, 7 4 v 25 =7 & OCT2, multi-drug and toxin
extrusion (MATE) 1 }2 O MATE2-K OFEE & ORIT, WA R EAEARBROLEEN RSN
(CTD 2.6.5.14 T, AD-417-2019), 7 4 /L35 =71% OCT2, MATE!1 } (" MATE2-K (Zxf L CBH
EERZR L, S0%MERE (ICs) fEIXZTNZH 8.70 umol/L (A hA/L2 ), 8.63 umol/L (7
L7 F =) FO¥521 pmol/L (A FAR/LIv) Thoto, GS-829845 X OCT2 J (N MATE2-K (Z
s UCHEEHZRL, ZO ICso EIXZ1E41 149 pmol/L (7 L7 F=>) KT 10.9 pmol/L (A
RELIY) Tholz, LinL, A MR rEHWEZEREDHEAERARBRICENT, 711
IF=71% OCT2, MATE] } T MATE2-K {Z%f L CERIRMIICERO & 2 HEEH 2R S o7t
(CTD 2.7.2.2.43 T8, GS-US-417-4107), 7 4 V2 F =7} T GS-829845 I in vitro 7Bk T CYP3A
OEERITZFH< . FBEEH LRV ERHLMNICENTWDN, TNEMHERT D720 DK
e BEAERRBRIZ VT 74»:% 7iCW%A@%ET%é‘ﬁY?A&@%@ﬁ%%T-
EReXU I YT AOBREBERE LS SR -72 (CTD2.7.2.2.4.1 T, GLPG0634-CL-103),
ST F = 7&0GS&%%tu@p@% g CH DM, BCRP DIE CTlienz &ﬁ%ménto
E AR S AE BAEFRBRIC I T, Pgp DT 72 [HER FEADHF L THE 7 4 LI F =T DR

FEITOT U QSR . BEMRERIT/ N NIWEEZ 57z (CTD2.7.23.23.2.1
TH),

11
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2 oA

2.1 PKEEBRTHEAL-AEAREHMPEMEESTE

CD-1 ¥ A, Sprague-Dawley 7 v ;| NZW U H X B —Z /LR U =7 A B/ Kk Gottingen
R=T7XOHRKROKEG%O PK R TEHEOLNZIERE RO 7 4 v I F =7 KOG
GS-829845 DREARIK/ u~ NI T T 41—+ BT AV AAXZ fr A FY— (LC-MS/MS)
ECTHE LT, TG O0HTEIR, ST HEANERE R OREE D), BIRME, K ONERRIED
HWYNCFE Sz, 2o OGHEERLLTO PK BB CTHEH I L © CTD 2.6.53 T,
GLPG0634-PK-006, GLPG0634-PK-007, GLPG0634-PK-008, GLPG0634-PK-009, GLPG0634-PK-011,
GLPG0634-PK-014, GLPG0634-PK-015, GLPG0634-PK-016, GLPG0634-PK-029, GLPG0634-PK-033.
GLPG0634-PK-037 & U GLPG0634-PK-041,

2.2 GLPHE& XX ATV RARBRTHERA LI-AEKRRHPEMEESTE

FHERBTIX, N T — b3 LC-MSMS EEHWTSEFT O 7 4 VI =7 R OREHY
GS-829845 DIEEZER LT, 7 4 /L 2F =7 KN GS-829845 % TE T 5 72 O DA D 3L,
Z v b, UHXROS XOMEEE Hv, WEEEYE & LT GS-1062541 (|4 Ds-7 4 L TF =7
XX G249601) ZfH LT 10~10000 ng/mL O SAi#iPH CT/NY 75— h Iz (CTD 2.6.5.2 M,
GLPG0634-BA-011, GLPG0634-BA-023, GLPG0634-BA-009, GLPG0634-BA-022, GLPG0634-BA-012,
GLPG0634-BA-010 & T* GLPG0634-BA-021) , Z DZMESL S NTc~ T AKROT v MSEDSHTEI,
TANITF =T EEDTZODONEREYE L LT GS-833369 (Ds-7 4LV 2F=7) %, GS-829845
EBDT- O DOWNEEREY)E & LT GS-833368 (Ds-GS-829845) Z{# ] L T 10~10000 ng/mL DR &
WEPHCTAY F— h &7 (CTD2.6.52 TH, BA-417-2004 TN BA-417-2002), & 512, v b &
F 2 AT R ONHAE R O3 A BRI A2 AT 572012, 7 4 T F =7 KT GS-829845 D L
D ARIRE DR EAREIPE  (1~1000 ng/mL) O3ATiEEB% L, NU 7 — K~ L7z (CTD 2.6.5.2 M,
BA-417-2005), NV 7 — a3 VIHEBIL, @A ATRE 72 A REH R SEIRE S HED NN T — a3 v
BT DM A 2 A% [4, 5, 6, 7] ICHEIL L, SR, JRE, BEME, v U —F——
SINT BN RS BE Je VBB | Ay BT BT [RGB B VLS | IR DL EME, ~ b U » 7 Z5h 5 IR,
FHEAORELE, B ENE, FBHRIRE O ENE, SR ENE, RIIRFLEMEIL O
WCAROZ ML Uz, MR T 5 723082 JHV T Incurred Sample Reanalysis (ISR) % 5
B L. WL O FEBLE & B LT,

2.3 In vitro SXER TO T

2.3.1 Caco-2 fifg EBIR THFE A

Mo ATz LT L —h ETCHE LT Caco2 DEEEZAWT, 74003 F=7 (1. 10 L
100 pmol/L) O A5 [\ D gz P 1259~ 5 e BEARAFME 2 34l L 72 (CTD 2.6.5.3.1 T2, AD-417-2018),
Caco-2 MR B fEIE D FE ML, Mt E L LT r e 7T ) m— v Jeilifss RS
LLTvaxvrEAn, REEBEREN., 77 v @ESREL OV Y T 7 — A o —FiE
R EOFRIEEL T Z L AR Lc, PUBFIREEIL LC-MS/MS JEIZ L 0 JlE L7,

12
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2.3.2 migR NS

T 4N AF =T J N GS-829845 DIMHEHS L8 fhiS A — B SNSRI K0 FEE L7,
W RER, X N BREROSEITRTOEMEEZE L, FEEROREEH T LT,
[4C17 4 v TF =7 (10 pmol/L) % M\ . EHTHEME M ML OB RE A k> o F L—
AT —TCHEHEHNETHZ EICED, Ty b, A X, LK MEFO & X7 fEE
L& FH L7= (CTD 2.6.5.5 TH, GLPG0634-PK-002), F£7-. ik 7 4 L 2F =7 (10 pmol/L)
SN GS-829845 (56 pmol/L) Z VN, i@ kR iR K OVIAE R D 3EW) i FE 2 LC-MS/MS 15 CHIE S
HZEWZED, v TR Ty b, UYE, A XK MSEF O X Ry EEEFHME LT (CTD
2.6.5.5 T, GLPG0634-PK-034), [RARDOFIEICLY, T b, 4 X KO MEF D GS-829845
(56 pmol/L) DIEFELT DOEIE ZFHE L7 (CTD2.6.5.5 1, GLPG0634-PK-013), & 52, 7 4
JAF =7 (2 umol/L) M T* GS-829845 (2 ymol/L) % AV, BHTHEME IR M OVILIE o oD SR M i s %
LC-MS/MS {ETHIET 22 22k, C57BL6 ~ 7 A (MEHERNIZHIE) . BALB/c ~ 7 A, NOD
~ A, DBA/1J =7 A, db/db =~ 7 AN Lewis 7 v MHEHF D7 ¢ v TF =7 L Y GS-829845
DX R FEEREFME L7 (CTD 2.6.5.5 1, AD-417-2015),

233 5t

T A NIF =T O EME, B MFI 7 1Y —2 (CTD 2.6.5.8.1 T, GLPG0634-PK-020) .
~YTUA Ty b AX, B=T A FARKRE SO (CTD 2.6.5.8.2 T, GLPG0634-PK-001) .
WONZHHHE % & b CESIb, CESlc X TN CES2 (CTD 2.6.5.12.1 T, GLPG0634-PK-048) % FV > TRaF
i L 7=,

EMF 7Y —A K07 4 vIF =7 (70.6 umol/L) % 1 B§fElA > FaX— L7tk 7%
=R VUL (4°C) CTRIGZEFEILESE, FERDO T 4 v 3F =7 KT GS-829845 2 % LC-MS/MS
ECHETHZEICEY, B MNFI 7 v Y — 2 OREMZFHE LT,

[“Cl17 4 2 F =7 (100 umol/L) % M~ T A D7 — )L L= BRI (0.3 x 10° cells)
N, Ty b AX, D= A4AFAELLIL 3 Bloe b RE—0 b & EEREFMmRE (%
1 x100cells) &3:20, 2, 6 XN 24 FEfij A % =2 ~~— | (duplicate) §5Z &IT LV, FHfa<T
ORFOMPFEAZZFM LTc, A FaX—Ta & T#H, 7 b=V LOTRINENNCEE
PAVERIZ X MR ORI K 0 BROGZE 1 LTz, Milaskik 2= 00 c L0 BRE . Hon B
MET7E =M LVERET Z27-08EM L7z (one replicate), 4> 74 > 7 VA a1 % 7=
WAREERIK 7 v~ h 77 7 4 — (HPLC) IZXVRABH O 7 4 VIF =T DWHKRESHT L, M
S 472 GS-829845 % & Eo X & E MR FEAM L 7=,

MCI7 4 NTAF=THZHNT, vUA, Ty b AX, B=T AP LVKOE b OFFERAITAE
JioB T2 7 40T F =7 OMRFHICHE L TR RN 21T > 72 (CTD 2.6.5.82 IH,
GLPG0634-PK-017), AFfifd & A > F =— h L7230kt (CTD 2.6.5.8.2 TH, GLPG0634-PK-001)
Z. LC-MS/MS IEIZ X v T LTz, RtWoliE%r, oo a7 M 4 A7 FVTHE
BENTE~TARART NVT T T AT —2a DN E—ZESWTEHERICRE LT,
GS-829845 [T DWW TId, ZDIEEME L Hid 5 Z LIC X Vg L7z,
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2.3.4 RBER

##a % & N CESIb, CESlc XN CES2 & 7 4 /v IAF =T % 6 LT 60 umol/L DIEETA v F =
NR— KL, LC-MS/MS HEIZE D 7 4 v BF =T OIER KON GS-829845 DA ZF G+ 5 Z & T,
7 4 3AF =T OH Y GS-829845 DAERKICEIS5-9% CES #[EEL7- (CTD 2.6.5.12.1 1A,
GLPG0634-PK-048) , CES2 OIERIIIAFEAITH D127 I RIZ LD GS-829845 DAERHHNHI
7o e, GS-829845 MEITHAMEZ B N CES2 I L » TARKT 2 2 & 3R S iz,

2.3.5 CYP RV UGT IZxd A[EE

7 4V TF =7 KT GS-829845 O CYP1A2, CYP2A6. CYP2B6, CYP2C8, CYP2C9. CYP2C19,
CYP2D6, CYP2El KT CYP3A4/5 (Zxt T HMHEFEFEMICONWT, B MFI 7Y —L%HWT in
vitro CTaffi L7~ (CTD 2.6.5.11.1 T8, GLPG0634-PK-023), 5 BED 7 4 ITF =7 (0.47~70.6
1% 105.8 pmol/L) 1% GS-829845 (1.4~224 ymol/L) % T, £ CYP (R M7 7 o — 7 5L
B OGERFIEEE (72721, O EOFHE NS CYP2A6 DR RIEE THH 7~ v DHZRI )L
ZEH (Km) TH DK 1 umol/L D 10~20 fEDHE]) ITkT HiEEZFIH LT, 74 0T F =7
1% GS-829845 At R CYP ZBAET 5 AlEMEIC W CREl L 7=, #Fffi L7z CYP OIEMEITLLT
DEBYVTHD  7xFEFL O-F=FF7—F (CYPIA2), /7~ VUV 7-t Fu®xv 7 —+

(CYP2A6), 77’rbE4 bt ek 77— (CYP2B6), /37 U ZFE/)L 6o-t Fux 7—+F

(CYP2C8), M7 H# I KAFNE FrFxv 77— (FIZ CYP2C9), S-A 7 ==k 4- K
nXx 7 —¥ (CYP2C19), TFA X M7 72 O-TAF 77— (CYP2D6), 7 mjLy &
Vo 6-t ¥ T —+F (CYP2ELD)., IS4 Y J A4 1-t Ru¥xs 55—+ (CYP3A4/5), =7 =IF
VA XL HE—F (CYP3A4/5) YT A R ATy 6p-t Rk T —+ (CYP3A4/5), LC-MS/MS
B X0 BER R R R O AL BGEE Z#JE L, AR ThHIUL ICs fEzH I L=, % CYP ®
WIRRERTH D7 haF ) —/L(CYP3A4) . 75 7 1 U L (CYPIA2) . A M3 L o (CYP2A6) .
F A5 % (CYP2B6), 7L &F o (CYP2C8), A/NT7 7 7 =)V —/L (CYP2C9)., hT =L
73 (CYP2C19), =2 (CYP2D6) MOV AT 4T L (CYP2EL) %[5kt L L Cfif
ML, BBRE D2 Y P& RGIE L7z,

T4 TAF =7 (6 TN60 umol/L) K T8 GS-829845 (1. 8 K TF80 umol/L) D#f#ix b k UGT
W DB EEH 2L UGT IR R 72 BT X 3 DR DO B b 2 U IR & bl 45 Z &1 &V
FHM L7z, B MBI ES 5 287 5 O UTG TH D UGTIAL, UGTIA4, UGTIA6,
UGTI1A9 &K TN UGT2B7 1Zxt4 5 BHEEH 27l L 72 (CTD 2.6.5.11.2 ¥, GLPG0634-PK-049), =
Tr 7B —=THD Immol/L DY Y P 5-T ) g7V bl (UDPGA) 174E T C 20 pmol/L
T2 T PF4—/L (UGTIAL), lumol/L MU Z7AA~F5 Y (UGTIA4)., 1mmol/L 57 =V 7
> (UGTIA6). 75 umol/L 7R 7 4 —,L (UGTIA9) KO} 70 umol/L ¥ K7 (UGT2B7)
WHERT D7 V7 v=R%E LC-MS/MS {EIZ XV HIE Lz, FEEOREIL, Kn fHIEXITZ
DLFIZRE LT, 4 UGT OfERITH LS b= — (UGTIAL), ~=a =2 (UGT1A4),
ka7 ) &> (UGTIA6)., =7V AEE (UGTIA9) KON 7 /L2 —)v (UGT2B7) % kgt
& LTREA L, RBROZSYEZREE LT,
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2.3.6 Fzo0V—LEDESE

A= AN TP (05mg/mL) FETFIZBT D7 VI F =7 KON GS-829845 D IEfEGH
DEEGZEFMT A7, 7I NI TFV U Z25BmE E LT, 2421 3 umol/L DR TRt
L7z (CTD 2.6.5.5 I, AD-417-2016) , B NNEAE 2 E&D 0.1 mol/L DV 7 U v LFEE R (pH
7.4) 12%F L CiEMT L 7= (duplicate) , iBHTICIZ HTD 96 (777 1 B 96 7 = /LI B B b s 8
HTDialysis #) % MV, HRNCEEE L 0 — A E & 57 U OFRBEEIRICIRIE S THM LT,
PRI (37°C. 5% [viv] COx MBEE 95%D ST T—HiA ¥ a— a3 ) %, BEERED
I v Y — LS OEYIEE A% LC-MS/MS JEIC X 0 JlE LTz,

237 CYP FE DA REME

F%722 CYP 0 FFEiCTdH 5 CYPLA2, CYP2B6 KX CYP3A4 (FhZH, ﬁ%#rmmﬁxﬁ%

[AhR]. HERRCHNEMELT o Fu 2 2 2K [CAR] RO L7 ) X 25K [PXR] |
HEEND) 27 4 L ITF =7 J O GS-829845 NN B 5 Al EM: 2 Hig R L7 HepaRG®,%EHH@%
FAWTCEME L7 (CTD 2.6.5.11.3 T8, GLPG0634-PK-024), RERFZDZ UM AMFET D720, B
PRI CH DA AT Z > — (CYP1A2 ;50 ymol/L), 7 = / 73/LE X — L (CYP2B6 ; 1 mmol/L)
KO 778y (CYP3A4 ; 10 pmol/L) 1IZ2OW T HIF T L CiRBR L7=, CYP #5E D alREM: %
BT o2REEE LTT7 = F8F > O-li=F ik (CYPIA2), 77 ubt 4 b Rr¥xii

(CYP2B6) MM &Y T Ak FuFkiql (CYP3A4) ZHRIH L. 22 oM % LC-MS/MS
EIZEVBE Lz, Z OB THU - HepaRGPMIEIL, FATIZERE LB B ERA ORLAEL 7= L
Bt BRI 69 2 SUGE b Ch o 7=, 7 4T F =7 TiL 7umol/L F T, GS-829845 Tl
224 pmol/L F TOPREEZ VN 48 Kl DA » F 2 _X—3 3 112 CYP1A2, CYP2B6 U CYP3A4
DIEMEZRIE LT,

3BIDORN R FT—ofGbilty Mo vy FiEe MNFlEHWT, 74 v 3F =7 K]
GS-829845 7% CYPIA2, CYP2B6. CYP2C9., CYP3A4, UGTIAl, CES1. CES2, BCRP KT} P-gp
ZHET 5 REMEA R L72 (CTD 2.6.5.11.4 T, AD-417-2017), CYP #FHE/EHOREIX, WNIE
Prar he—n e LT UVEAT AT R3-U T Kas - —+€ (GAPDH) % M\ 7-ifilx
HRY AT —BE#HEKIE (RT-PCR) (TagMan) (2125 A vE> P v — VU REEE (mRNA) L~L
DOPE N NNET A V7 4 — KRR T a0 — 7 58 % F 2 CYP BEERIGEMHEORIELC X 0§l L7z,
TAE b MITHIRG 2 | I B5 e IR FRYET IR E 7 v 2 F =7 (3,10, 30 & TF 60 pmol/L)
U GS-829845 (10, 30, 100 K TN 350 pmol/L) & 3EIZ 72 B A > F = <X— | L72, mRNA %5
#iX. & b CYPIA2, CYP2B6. CYP2C9., CYP3A4, UGTIAl, CESl, CES2. BCRP, P-gp &}
GAPDH IZFF M7 7 T A ~— /T a—T7 Ok v N HWTEEN 7 1 b a— L IEWEE L
2o CYPIEMEIX, Yu—T7HETHDLH 7 =T EF > (CYPIA2), 7 7rE4 L (CYP2B6) KON
XV N (CYP3A4/S) #HCWTHIE LT, Yu—T7EoR#mTH5 O-T7 VI b7 =
FtEF > (CYPIA2), b Ruxifb7 7o’ 4 (CYP2B6) KX 1-b Fuxi kLI &Y T L4

(CYP3A4/5) % LC-MS/MS ¥EIZ X v lllE Lz,

2.3.8 S VRAR—E2—LDEEER
7 4 TF =T TN GS-829845 D R T o AR — 2 —DORHEHR T HE L 72 A AT REME A ) 7o
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AR TR L7z, b7 v AR—F —DOMHFAIIIFEE L UTOFMIEH LBk, 7 —
THEER OB ER R E 2 &K 2 17T,

TANTTF =T LR N T AR—F— L OMAIER %, Caco-2 MG 2 H 7= B 5 1 D%
WEPEFER TR L7= (CTD 2.6.5.3.1 TH, AD-417-2018), 7 4 /L3 F =7 KN GS-829845 7% Pg-p
(ABCB1) OIEE L5 AMREMEZ . BT VLERE LT 7 rARY A (CsA) Z VTR
L7- (CTD2.6.5.13.1 T, AD-417-2001), 7 4 /L3 F =7 k¥ GS-829845 3 Pg-p DHEHITH 5
AIREME A . A X BRI LR T (MDCKID) KONET/VIEE E L ThLEeA v AM 2 H0
THHii L7= (CTD 2.6.5.13.3 TH, AD-417-2004 2 O} AD-417-2005), 7 « /b 2 F =7 KT GS-829845
23 BCRP (ABCG2) OFHFEAIIIEE CTHHAlHeME, N7 Ay =7 L — b ECHE S 7z
MDCKIT 5l e B 5 K T BCRP Z i R B L 7= il 2> © FHE U 72 [IKHRIBE A~ 7 /L 00 BUF7 1) D ik
AL Z LI L VM L7z (CTD 2.6.5.13.1 B, AD-417-2001), 7 ¢ /L3 F =7} ¥ GS-829845
23 BCRP OFEE T 5 /REM: 2 FEMi3 5 72, BCRP Zi@FIZEHL L 7= MDCKIT Al i B g i 2 F v
T, B OIS % BCRP EIFEBLO 23~ BCRP [LEHITH 5 Kol34 DR %
MR L7z, ZORBRTIZ, 7n—THETHLT 7V OMkicddT 57 4 0 ITF =T KW
GS-82984 MDA F1ffi L7~ (CTD 2.6.5.13.3 TH, AD-417-2004 & T8 AD-417-2005),

fFh7 v AR—4%—To% OATPIB1 (SLC21A6), OATP1B3 (SLC21AS8). OCT1 (SLC22A1).
P-gp (ABCBI1) % O'BSEP (ABCBI1) NI b7 AR —% —Tdh5H OAT1 (SCL22A6) . OAT3
(SCL22A8). OAT4 (SCL22A11), OCT2 (SLC22A2) K. (XMATEl (SLC47A1) (%9257 4L
TF =T KON GS-829845 OAHEAEHIZOWTHEEE L 72 (CTD 2.6.5.13.3 IH, 09DMWO068,
GLPG0634-PK-019, GLPG0634-PK-036. AD-417-2003, AD-417-2008 &% X AD-417-2010), 7 V-
TF =7 N GS-829845 D FERIHAMEE A EE L T, £ b OAT2, OCT2., OCT3 K&K U* MATE1
2L 57 VLT F=r Otk % HET 5 TRt 42334 f L7z (CTD 2.6.5.13.3 ¥, AD-417-2011), &
BT, 74 AF =T KO GS-829845 A3, MATE2-K (255 A RV v Ok % fLE T 5 Al HE
PEIZHOWTHRMii L7= (CTD 2.6.5.13.3 T, AD-417-2011), {4 D kT > AR —H —i&fs - EA
F ¥ A =—ANLAHZ =P (CHO) FlpIn293 iz f U8 MDCKII AHAEAZ ONZ BSEP Z i IR EL L
AN SR LRy 7 VA FWT, 7 a— 7 B Ot A REVEA 2 310 L=, B
DIAHEZ I AETRIOMI X II_XT 7 VOV AHBE LR L, 2 G285 N7V AR—F—FF
FELY A B DS MRS ST 56 e E iR & U Cxtif & 72 2 L EANC k2 B v 2 5l L 7= (8
2),
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x2 FIUVAR—F—LDOHEEERFTMDI=-ODMAR KR VHAREY

Transporter Cell Line Substrate Positive Control
P-gp MDCK II Calcein AM Verapamil
P-gp (substrate assay) MDCK II Vinblastine Cyclosporin A
BCRP MDCK II Pheophorbide A (Ph A) Fumitremorgin C
BCRP (substrate assay) MDCK II Prazosin Kol34
OATP1BI1 CHO Estrone 3-sulfate or Fluo-3 Cerivastatin ot
Rifampicin
OATP1BI (substrate assay) CHO Rifampicin Atorvastatin
OATPIB3 CHO Fluo-3 F;zzﬁzzfr
OATP1BI (substrate assay) CHO Rifampicin Atorvastatin
OCT2 CHO Tetraethylammonium or Metformin \/Ceirffeigliizr
OCT2 MDCK II Creatinine Quinidine
ocTl HEKCZI?;“T o Tetraecthylammonium Verapamil
OCT3 MDCK II Creatinine Quinidine
OAT1 CHO Para-aminohippurate Benzbromarone
OAT2 MDCK II Creatinine Indomethacine
OAT3 Flp-In 293 Estrone 3-sulfate Probenecid
OAT4 HEK-MSRII 6-Carboxyfluorscein Benzbromarone
MATE1 CHO Tetraecthylammonium Pyrimethamine
MATEI MDCK II Creatinine Cimetidine
MATE2-K MDCK II Metformin Cimetidine
BSEP Sf9 vesicle Taurocholate Cyclosporine A

CHO = Chinese hamster ovary; MDCK II = Madin-Darby canine kidney; OATP = organic anion transporting polypeptide;
P-gp (Caco-2 and MDCKII) Parental MDCKII Digoxin or Calcein AM Verapamil and CsA; BCRP = breast cancer resistance
protein; BSEP = bile salt export pump; Caco-2 = human colonic adenocarcinoma cell line; OAT = organic anion transporter;
OCT = organic cation transporter; MATE = multi-drug and toxin extrusion; HEK = human embryonic kidney; MSRII =
macrophage scavenger receptor 2; Flp-In 293 = OAT3-expressed HEK cell line;

24 BEHEFRI S A

MC17 AN IAF=TDOR@HE, ~TVA, Ty AX, I=7 AP LEUE FOIFHIIEZHW
7= in vitro #AB% (CTD 2.6.5.8.2 TH, GLPG0634-PK-001), WNZ~T A, T v h RS XA
B U7 & & o K Ok & O CREff L 72 (CTD 2.6.5.9 TH, AD-417-2013, CTD 2.6.5.10.2 IH,
GLPG0634-PK-030 }2 ¥ CTD 2.6.5.10.3 T2, GLPGO0634-PK-059), #7107 7 A )V K OEE
X7 OA RO TN (UV) BHERE2H 272 LC-MS/MS JEIC L VRl L7z, o f A A DX
VT NEBEHTEATODEDEEARY SISO TR O S 2 8 L T2, /TRE7R 56 1T,
FEE RO & T 20, IREMO s v~ 777 4 — R OWEEARY MVEIEAEYE -
5 Z Llc k- TS AR LT,
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2.6.4 HYEHREFER DO 2L

TA4NITF =T
3 U\
3.1 In vitro IR UG E&

T4 I F=7 (1, 10 KO 100 pmol/L) @ Caco-2 HifiE @D FRBoEEMETE< 3.4
~3.6x10° cm/s) . efflux ratio |X 6.9~9.1 TH-7- (CTD 2.6.5.3.1 TH, AD-417-2018), 7 (/LT F
=7 O efflux ratio |XILE DG & DT TR Lz, 3B L7z femiicE T 2 100 pmol/L
ICBWTHEFIIRD b hotz, 7 4V ITF =T DOIFEWRIND A J1 = X LTI RS D%
LB E B DI, BREREWZ LB EERNA BRI TH D Z LN R E NIz, 74/
F =7 K Y GS-829845 (412 1 umol/L) 1% P-gp DFEE TH 5 A3, BCRP O IEE Tlx7eh»~ 7= (CTD
2.6.5.13.1 IH, AD-417-2001),

3.2 HEKE PK

3.2.1 e

T ANTF =T ORREE T, a7 a7 I RS OMKSRRC X0 AT DIEMEAH
¥) GS-829845 AAIE S 472, GS-829845 OEMIZIIT 2L, H, Pk OSSR EAER % A
FUCEHMI L2y, 7 — 2 2@RICKBE L, BRBEEONR L EEMELK 572012, CTD 2.6.4
T BE 5 TH H H T GS-829845 DR itk L 72,

T4 NTF =T OHEEE%D PK %, CD-1 ¥~ 2 (CTD 2.6.5.3.2 ¥, GLPG0634-PK-006 }%
' GLPG0634-PK-033) . Sprague Dawley 7 > bk (CTD 2.6.5.3.3 . GLPG0634-PK-008 .
GLPG0634-PK-009 &% T8 GLPG0634-PK-030) . NZW 7 ¥ = (CTD 2.6.5.3.5 I, GLPG0634-PK-029) .
B — 27 LK (CTD 2.6.5.3.6 I, GLPG0634-PK-007, GLPG0634-PK-011 } (O} GLPG0634-PK-037) .
=2 4%/ (CTD 2.6.5.3.8 T, GLPG0634-PK-016) i ONZ Géttingen < =7 % (CTD 2.6.5.3.9
T, GLPG0634-PK-041) Z#HWCHA L7z, VX AR STOBYRE CEIRN L O N &5 %
TV, MR O NSA T XA T U T ¢ (F) ZRD7z, GS-829845 2O\ T & Hi[EIRE O 514
® PK %, Sprague Dawley 7 »» k (CTD 2.6.5.3.4 X, GLPG0634-PK-015) \NZW 7 %% (CTD 2.6.5.3.5
TH, GLPG0634-PK-029) K (‘e —2Z /LK (CTD 2.6.5.3.7 T, GLPG0634-PK-014) % FCEEAf L
77 7 v hD 17 B (CTD2.6.5.3.3 T, GLPG0634-PK-030) TIX[UCHE~7 4 L IF =7 % HW
e, OMORER TIlIe TIFEHMAR %2 AV CRHE L 7=,

3.2.2 TIOR
HECD-1 v AT 4 N TF =T ZHEHRE LT ZDOMIEF PK ST A—F —%2F 3177,
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R 3 HCDARYIRIZTANIF=TEHEARS LIz EDMEFT 4 )LITF =T RUREY
GS-829845 M PK /85 A —% —

Mean N = 21/group
1 mg/kg | 5 mg/kg
1 mg/kg TVPe 5 mg/kg POP 30 mg/kg PO

v PO g/kg g/kg g/Kg
Parameter GS-6034 | GS-6034 [ GS-6034 | GS-829845 | GS-6034 | GS-829845 | GS-6034 | GS-829845
Tinax (h)¢ NA 0.5 NA 1.0 1.0 1.0 0.25 0.50
Chmax (Ug/mL) 0.637 0.920 0.757 0.0435 0.823 0.881 6.07 2.83
AUCo+

0.321 1.77 0.438 0.201 2.03 1.90 7.27 11.4

(ngh/mL)
AUCo-»

NA 1.81 0.465 0.224 2.17 2.05 NA 11.4
(ng-h/mL)
ti2 (h) NA 1.72 8.43 2.14 10.2 2.48 NA 2.14
CL (L/h/kg) 2.87 NA 1.86 NA NA NA NA NA
Vs (L/kg) 6.03 NA 10.4 NA NA NA NA NA
F (%) NA 110 NA NA 81.9 NA 44.6 NA

NA = Not applicable or not recorded
Formulation: IV - PEG200/saline (60/40 v/v; solution); PO - 0.5% Methylcellulose (suspension);
Sampling method: composite (N = 3/time point)

a Data from study GLPG0634-PK-006.
b Data from study GLPG0634-PK-033.
c N = 24/group.

d Median.

B~ T AT 4 VA F =T EFHEFRNE S L2 L&, 7400 TF =T 0O Ve T RE <, Ml
CLIZHRETH Y | fHRE U TERIEIERM (1) X84 R ERNoTe, 74T TF =T
DV PEKRFELY REDSTZZ NG, v 7 AOFMBEA~O RAF R 5B RE STz,

B~ AT 4N TF =T R E L TROKE LIZEE, 74 0T F =T 130T
S, MAET OB R ERER ] (Tm) 1% 1.0 BELL T TH o7, 5 mgkg TGHED BT D&
K tip (102 KE) IXEFAIRNEEGEED t1p EELL TR, 74 VI F =T OWINB~ T AZTE
7% PK OFLEE M TIIan 2 EVRB ST, Smgkg BHRETO 7 4 VITF =T ORANA A
TXAZEUT 4 (F) X 81.9%~110%TH D, ¥ 7 A TO @R A RIGE &AW TR R R
B Xz,

TANTF =T EFRIRN R O OG- L7z & & GS-829845 [HRN THOHMZAERM L (Tmax 1
1.0 BEREILAT) . HER O -T2 (b 13589 2.3 FFfE) . GS-829845 DURFE EIXH E OV, B
U7z, BREE 8D GS-829845 / RE(AKRELIZ, FHIRNFZ G- T 0.5, A& 5T 0.94~1.6 Th o7z,

3.2.3 AN

I Sprague Dawley 7 > MI7 4 )V AF =7 ZHEIFE Lo & EOMBEH PK XT7 A —F—%FK
412, RE GS-829845 A HARFR O # 5. L7- & XD ififff PK 8T A —X —% K 510577,
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% 4 W Sprague Dawley 5 MZ 74 LOdF—JZ#HEEHRELI-EEOMBR T )LITF=T
DPKING A—R—

Mean (CV%) (N = 3/group)

1 mg/kg IV? 5 mg/kg PO? 30 mg/kg POP 100 mg/kg PO 300 mg/kg POP
Parameter GS-6034 GS-6034 GS-6034 GS-6034 GS-6034
Tmax (h)° NA 1.0 1.0 1.0 1.0
Crnax (g/mL) 1.41 (28.2) 0310 (33.1) 2.89 (27.7) 8.44 (25.3) 9.11 (56.7)
AUCo-

0.722 (1.98) 1.43 (23.5) 11.7 (6.89) 51.5 (8.28) 41.0 (31.5)
(ng-h/mL)
AUCO-oo

0.739 (1.95) 1.604 12.5 (7.47) 52.04 49.3d
(ng-h/mL)
ti2 (h) 1.65 (1.53) 3.944 1.80 (5.15) 3.734 4.66¢
CL (L/h/kg) 1.35 (1.96) NA NA NA NA
Vs (L/kg) 1.76 (3.29) NA NA NA NA
F (%) NA 40.6 (21.9) NA NA NA

NA = Not applicable or not recorded
Formulation: IV - PEG200/saline (60/40 v/v; solution); PO - 0.5% Methylcellulose (suspension);
Sampling method: serial (N = 3/group)

a Data from study GLPG0634-PK-008
b Data from study GLPG0634-PK-009
c Median

d N=2

% 5 I Sprague Dawley 5 v kIZ{XH{Y) GS-829845 ZHEIFAKRE L1- & =DM
GS-829845 M PK /INT A —H —

Mean (CV%) (N = 3/group)
50 mg/kg PO 150 mg/kg PO
Parameter GS-829845 GS-829845
Tmax (h)? 1.0 2.0
Crmax (ng/mL) 9.28 (20.3) 23.7(21.7)
AUCo-24h (ug-h/mL) 88.3 (17.6) 332 (17.4)
tiz2 (h) 7.26° 7.47 (21.3)

Source: GLPG0634-PK-015

Formulation: 0.5% Methylcellulose (suspension);
NA = Not applicable or not recorded

a Median.

b N=2

GERRY = 2 — LALERES v b (N =3/ 107 4 VI F =7 % HEEIRNE S L, 5% 24
FRE £ COREORFMICHERICEML Lz, 7 43T F =7 OIfsE CL (1.35 L/hkg) (FHFEET
HY. Vsl 176 Likg ThHolz, 7A4NTF =T D VGHERKSELD REDST-2 8005, Ty
N ORERE A~ BAF 7200 DR STz,

Ty M4 NIF=TEBREKE LTROBRE L X, 700 I F =7 OWIPUTHELH T
HY ., Tox T L EEITH T2, AT D tinld 2~5 B ThH o7, RANA AT A FTEY T 4
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2.6.4 P E)REGER OAEE L
T4 NIF=T

(F) 1% 41%ThHVH, 74 N0ITF=T DTy N TORINRIIFERETH Y . JFoIELEEZD RN E
E9 52 ENRB S LTz, fREMY) GS-829845 A HilER O G- L7z & & WIS/ TH Y, A
DT tp 3 7 TH-7= (& 5),
3.2.4 Ry

HENZW 7 FICHEE G Uiz & & 0 PK 8T XA —& —%F 6 1TRT,

= 6 HENZW 9 Y XTI )LTF=T, GS-829845 X [z MEM #HHERRAOZS LIz Z2D
Mmigch PK /85 A —4 —

Mean (CV%) (N=3)

GS-6034 GS-6034 20 mg/kg GS-829845

20 mg/kg and GS-829845 20 mg/kg 20 mg/kg
Parameter GS-6034 GS-829845 GS-6034 GS-829845 GS-829845
Tiax (h)? 2.0 2.0 1.0 1.0 1.0
Crax (ug/mL) 6.24 (29.5) 1.71 (13.8) 9.91 (35.1) 9.45 (28.4) 5.49 (24.9)
AUCo24n (ng-h/mL) 25.5(25.8) 10.0 (6.38) 31.2 (19.7) 41.3 (14.9) 21.9 (8.12)
ti2 (h) 3.84 (13.9) 4.63 (10.2) 3.64 (31.6) 5.21 (14.3) 5.03 (37.7)

Source: GLPG0634-PK-029
Formulation: 0.5% Methylcellulose (suspension)
a Median.

TR T 4N AF =T EREIRE LTRAKE L2 &, 740 VT F =T ORIUTESHT
HY | Tox X2FEH T oo, 74N IAF =T DORNTO tip i34 TH o7, 740 TF =
THEBOKE L L X OREY GS-829845 DIRFEEIIAZILIEDOK 12 Th-7- (AUC O
GS-829845 / RZAAKRELIT 0.39),

3.2.5 1 X

e —INRIZT 4 NVIF =T R ARG L L SOMMEF PK ST A —2—%F 712, 3
) GS-829845 ZHAERE OG- L7~ & ZDIMMEF PK NT A —F —%F 8 ITRT,

{if
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2.6.4 FpEhREGAER DM T L

T4 NIdF=7

RT7T BE—TLRIZTAINIF_TEZHEEBELI-EEDMBEHPKNS A —5—

Mean (CV%)
1 mg/kg 5 mg/kg 10 mg/kg PO, 10 mg/kg PO, 10 mg/kg PO,
Iva PO? 90 mg/capsule® solution® 100 mg/capsule®
N=2) N=2) N=3) N=3) N=3)
Parameter GS-6034 GS-6034 GS-6034 GS-6034 GS-6034 GS-829845
Tiax (h)¢ NA 1.5 1.0 2.0 8.0 24.0
Cinax (1g/mL) 1.14 1.81 5.21(19.9) 1.04 (55.7) 3.83 (41.5) 0.656 (44.5)
AUCo-24n
3.84 13.5 31.2(23.9) 8.63 (52.1) 39.2 (34.4) 9.20 (22.6)
(ngh/mL)
ti2 (h) 7.47 5.18 4.57 (12.4) 6.30° 6.85(23.1) NA
CL (L/h/kg) 0.244 NA NA NA NA NA
Vs (L/kg) 1.64 NA NA NA NA NA
F (%) NA 67.1 NA NA NA NA

NA = Not applicable or not recorded
Formulations: IV- PEG200/saline (60/40 v/v); PO -5 mg/kg: 0.5% Methylcellulose (suspension); PO 10 mg/kg solution:
20% hydroxypropyl B-cyclodextrin (HPBCD)

a Data from study GLPG0634-PK-007

b Data from study GLPG0634-PK-011

c Study GLPGO0634-PK-037 evaluated several batches and data is shown for a single batch (-) as a
representative example
Median.

e N=2

=® 8 ME—/FILKIZGS-829845 ZEEIFOHXS L1-L TnMmiEd GS-829845 M PK /85 A —

9 —_
Mean (CV%) (N =3)
10 mg/kg PO 30 mg/kg PO 100 mg/kg PO

Parameter GS-829845 GS-829845 GS-829845
Tmax (h)? 1.0 2.0 1.0

Cuax (ng/mL) 6.08 (17.1) 15.6 (31.6) 36.8 (9.80)
AUCo-24n (ng-h/mL) 63.6 (16.7) 188 (17.7) 480 (13.3)
ti2 (h) 8.80 (8.97) NA NA
Source: GLPG0634-PK-014

NA = Not applicable or not recorded
Formulation: 0.5% Methylcellulose (suspension)
a Median.

HEEe—27NRIZT7 g VIAF =T HHEFRNE G L& &, 70 v T F =7 Ol CL 13/hS
< (0.244 L/h/kg) . Vs IIHREETH 7= (1.64LKkg), 7 ANITF =T DO Ve DEKDGEI Y KE
Mol Z b, A XOMEEA~D BIF 72 500 D RE S 7,

HEe—27NVRIZ7 43 F =7 (Smgkg) ZREIKE L CHRROKE LIZEE, 70 0TF
=T OWRIUNTHELNTH Y . Toax (X 1S TH o7z, AN AT A TV T 1 (F) 1367%
TholeZ b, A XTEZ 4 NVIAF =T OIFHSEMELS . WA RFTHDH Z ERIB S
iz, A X7 4 NIF =T %A TvARANE LTHRE Lz L S OBREELFHI L7, 10 mgkg
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2.6.4 P E)REGER OAEE L
T4 NIF=T

OFARET2 O N 7V BA 2B E Uiz & & O M REEIIFERE TH Y . ME— Thax 1272
DROOLNTZ, TANITF =T D tpl3S~THRRIThHoTo, 74 NVIAF =T %0 7 VRA L
LTHE L7z & ORI GS-829845 DIz 4 I E L7 f5 R, GS-829845 @ AUC X ARZE(LIK
DFI1/4 TH-7- (CTD 2.6.5.3.6 TH, GLPG0634-PK-037), ABRD—E L LT, f X7 4L IF
=7 (10 mg/kg) Z#IWKE L TRAOEE L7z (CTD2.6.53.6 T, GLPG0634-PK-011), AFERTOD
T4 NTF =T OREFREIT, AN HE L7Z S mgkg OHETHRG L2 B COREEE & ik L
TIED - 7203, JEIROIBRITERE L2 h > 72,

HEE— 7V RICARHY) GS-829845 # R L L CRROK G Lz & &, WIUTECTH Y | 1
PRI R EA L, BRB 3 IR Th o7 (& 8),

3.2.6 HIL
W=7 AN T7 g NV TF =T HHEEE Lz & EOMMER PK RT A —H —%F 91T,

R BAZIVAFNICTALNITFZIZERRES LI-EEDMEF PKNSA—4—

Mean (CV%) (N =3)
1 mg/kg IV 30 mg/kg PO, gavage
Parameter GS-6034 GS-829845 GS-6034 GS-829845
Tmax (h)? NA 2.0 2.0 6.0
Crmax (pg/mL) 0.756 (10.9) 0.0510 (21.7) 1.79 (8.64) 0.538 (47.6)
AUCo-24h (ug-h/mL) 1.33 (5.52) 0.594 (17.4) 9.94 (38.8) 7.84 (52.9)
ti2 (h) 6.55(9.16) 7.09 (6.57) NA 20.2 (21.5)
CL (L/h/kg) 0.731 (5.07) NA NA NA
Vs (L/kg) 3.13(9.34) NA NA NA
F (%) NA NA 24.7 (32.8) NA

Source: GLPG0634-PK-016

NA = Not applicable or not recorded

Formulation: IV - PEG200/saline (60/40 v/v; solution); PO - 0.5% Methylcellulose (suspension)
a Median

el =7 AN T 4 NV ITTF =T ZHEFRRNE S L&, 703 F =7 O CL 1ZH
FEEE (0.731 L/hkg) TH Y., VsiE 3.13Lkg Tholz, B LIhoEWRE L Rk, 7 4102
F=TD Vi MEKDELY KRE o722 L b, VILOMEA~D BN g Sz, 7
A NV AF =T ZFRIRNEE S LTz & & O SR GS-829845 DARZEALIRIZ k9 % 1% £ (AUC)
X045 TH oI,

D=7 APV T gV ITF =T 2R E L CHERARG L&, 74T F =700
PUTIHSCNTH Y | T X2 K TH 72, 30mgkg 2R OHK G- LI EDARA AT AT
T4 (F)IFHFRRED 25% ThHh 72, 74 NV IAF =T 2R O#KE L & & omfEP{EY GS-829845
LORECROBRFE R (AUC) XFRIEETH T,

3.2.7 =74
I Gottingen X =7 X7 4N IF =T 2 HERE L& EOMEF PK NF7 A—F—%FK 10
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2.6.4 P E)REGER OAEE L
T4 NIF=T

A yr

% 10 1 Gottingen S = JRICT 4 LOdF - JZHEAKE LIzEE0MBER PK/INSA—42—

Mean (CV%) (N =3)
1 mg/kg IV 5 mg/kg PO 30 mg/kg PO

Parameter GS-6034 GS-829845 GS-6034 GS-829845 GS-6034 GS-829845
Tmax (h)? NA 1.0 4.0 4.0 4.0 6.0
Cumax (ng/mL) 1.31(28.1) 0.110 (13.5) 0.362 (48.8) 0.205 (58.7) 2.16 (18.7) 1.22 (46.0)
AUCo-24n

(ug-/mL) 1.69 (15.3) 0.875 (5.44) 2.78 (37.8) 2.52 (54.7) 19.1(19.1) 16.7 (49.3)
ti2 (h) 3.87(17.2) 6.37 (28.2) NA 6.96 NA NA
CL (L/h/kg) 0.633 (16.4) NA NA NA NA NA
Vs (L/kg) 1.54 (17.3) NA NA NA NA NA

F (%) NA NA 36.2 (37.8) NA 41.7 (14.3) NA

Source: GLPG0634-PK-041

NA = Not applicable or not recorded

Formulation: IV - PEG200/saline (60/40 v/v; solution); PO - 0.5% Methylcellulose (suspension)
a Median

I =727 4 VI F =T ZHAFRAKRG LT E, 703 F=7 00 CL X
0.633 L/h/kg RIMER~FES L 72\ EARE L C I & 3.7 Likg @ 17%) [8]1 T&H ¥ | Vi 13 1.54 Likg
Tholz, 74NVIAF=TD Vi BDEKGEIDRKRENSTZZEND, I =7 X OFR~D BIF
ORI S Tz, 7 4 VI F =T HFARNE S LTz & & oA GS-829845 D ARZH L
RICk9 2R (AUC) Hi%0.52 TH -7z,

R=THIETANTTF =T ERERE UCHEIREAR S Lo &, 7 4 3 F =7 OWRIUTHE
RMTHY . T (L4 FRTH 72, S KN 30mgkg R OHG LIzt DAL T XA TEY
T4 (F) 1£36%~42% CTh-oT-, 74 NVIAF =T %Kk 0#KE L& & omEP R GS-829845
R ORZEACED AUC IZIFFRRE T - 77,

3.2.8 REILIRIZ* 9 £ KB GS-829845 MIRZEE L

B EFE D ARZAVARIT R T A GS-829845 DIRSE It A3 11 (TR 7, ko=, & b
W74 NV3F=7% 1 H | BEROKELEZLEEOEFEIREBIZE T 52 REERICKT 2838 0
AUC kt (AUCR) 13821 TH Y, il L7-HEFFE TIZIE—ETH-7- (CTD2.7.2.3.2.1.1 TH),
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2.6.4 FpEhREGAER DM T L

T4 NIdF=7
&1 BEBYCTAIWIF-_IZEEBEARE LI-& TORELARVARBY GS-829845 D
REE
Mouse Rat Dog Monkey Minipig Rabbit

Parameter 30 mg/kg 10 mg/kg 10 mg/kg 30 mg/kg 30 mg/kg 20 mg/kg
GS-6034 AUCo-24n

7.27 9.52 39.2 9.94 19.1 25.5
(g-h/mL)
GS-829845 AUCo-24n

11.4 6.64 9.20 7.84 16.7 10.0
(ng-h/mL)
AUCR 1.57 0.70 0.23 0.79 0.87 0.40

AUCR = metabolite AUCo-24n over parent drug AUCo-24n exposure ratio

3.3

REREPK (FF2aFRT49X)

KE#G%O PK X, #HERBRO—RELTHEONE MR adxT 72370774080
FHl L7, 7y REROAM XERWTER LZERBRO M ax X7 4 7 27w 7 7 A VL5
PERBRIE 2 (CTD 2.6.7 T) 127 d. 7 v MROA RIRERG LSO hFvaxxT
JAT BT 7 AN, REEROEH D RG220 ERT 25U G 1T, 2D

WO LRI,
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2.6.4 FpEhREGAER DM T L

T4 NIF=T
4 il
4.1 In vitro M#F 4 /NI #HFEE R UMK IT

FrFTiEz VT in vitro FRBR T, v 2 (6 %% . 7 v b QK. v¥F A X, B
KOt MZBT 274 NVAF =T DML 7 GG EFHE L, TORRER 12177,

R 12 EHPWETOIAILITF=TIRY GS-829845 MMiEAR VNI #HEEER

Species/Compound™® Unbound (%) Bound (%) Study #
Mouse/GS-6034
CDl
C57BL6 (male/female)
BALBc 35-71¢ 29-65
NOD
DBA/1J
db/db AD-417-2015
Mouse/GS-829845 GLPG0634-PK-034
CDI
C57BL6 (male/female)
BALBc 45-74 26-55
NOD
DBA/1J
db/db
Rat/GS-6034
Sprague-Dawley 48, 49 51,52 GLPG0634-PK-002
Lewis GLPG0634-PK-034
Rat/GS-829845 GLPG0634-PK-013
Sprague-Dawley 47-61 39-53 AD-417-2015
Lewis
NZ White Rabbit/GS-6034 30 70 GLPGO634-PK-034
NZ White Rabbit/GS-829845 45 55
Beagle Dog/GS-6034 64 36 GLPG0634-PK-002
GLPG0634-PK-034
Beagle Dog/GS-829845 71,75 25,29
GLPG0634-PK-013
Cynomolgus Monkey/GS-6034 68 32 GLPGO634-PK-002
Cynomolgus Monkey/GS-829845 ND ND
Human/GS-6034 45, 64 36, 55 GLPG0634-PK-002
GLPG0634-PK-034
Human/GS-829845 66, 68 32,34
GLPG0634-PK-013

a Unlabeled GS-6034 (2 or 10 pmol/L) and ['*C]GS-6034 (10 pmol/L) were used to determine protein binding
b Unlabeled GS-829845 (2 or 56 umol/L) was used to determine protein binding

c Where N>2 determinations or strains a range is provided. If N = 2 values are separated by a comma

Each measurement was made in triplicate with SD = 0-10

T 4N AF =T OMIES R FEERICHATRD T, BERIIE L RhoTo, WY
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2.6.4 FEhReF SR O E ST
T 4T F=7

GS-829845 ([ZOWT Halli L7243 (3 12). GS-829845 DIMHEH /37 FhERITAREIA & FE L
LTz, GS-829845 DIMAES 7 fEARICHEITFR O T, fEaRbm< oz, £%
HEOME R e OFER & DS EIL, SEpEERBRI 2L (CTD 2.6.51H) 12”7,

t MFIZ7 vy —AHE% (0.5mg/mL) F T, 7 4/VIAF =T KO GS-829845 DX /X7 fEE

FFEALEROOENT, EHEHOEIE CEUHE) (X, 741 TF=7"T 85.6%. GS-829845 T
95.4% T ->7- (CTD2.6.5.5TH, AD-417-2016),

7 4V AF =7 KON GS-829845 D & H DR IE Sy & WRAR ] 5y ~D 43 A &2 B L 7= (CTD
2.6.5.6 TH, AD-417-2014), # 13209 X 92, 74 A TF =7 K1 GS-829845 DI I
EELIETOHMETHLLTEY, 1 &:35< CESMEIE 7 4 v TF =7 1 0.81~1.29,
GS-829845 : 0.89~1.52) . MM 4y & AR S ICIFIFH—I120/H LTV AD Z LR S (MEk
SRR E L [CPR] 1 0.61~2.71), db/db vﬁx B TIMERA~DE WA TR H T3,
CHUTHE R RICEEE RIET~~ b7 Uy MEDR 0.16 LIFEFITENA o722 LITER LTV D
AIREMEDNE 2 B LTz,

x 13 T4 ITF=TRUKBEY GS-829845 Mk miFdRELL (CPR) RUM%E. ~fiEd
RELE (N (FYfE + B#ERE. N=3)

Filgotinib Metabolite
Species® CPR A CPR A
db/db mouse 1.53 (25.1%)° 1.29 (25.1%)® 2.71 (6.7%)° 1.52 (6.7%)°
C57BL/6]J Mouse (F) 1.04+0.14 1.02 +0.06 1.11£0.19 1.05+0.08
DBA1/J Mouse (F) 1.29+0.32 1.13+0.14 1.31+0.39 1.14+0.17
CD-1 Mouse (M) 1.03 +£0.06 1.01+0.03 1.17+0.08 1.07 £0.03
BALB/c Mouse 0.96 £0.28 0.98+0.12 1.45+0.27 1.20+£0.12
Sprague-Dawley Rat (M) 0.87 +0.06 0.94 +0.03 1.03 £0.04 1.02 £0.02
Lewis Rat (F) 0.61+0.12 0.81 +£0.06 0.76 £0.28 0.89+0.13
Beagle Dog 1.35+0.17 1.17+£0.08 1.67 +0.03 1.31+0.02
Gottingen Minipig 1.34 +£0.10 1.14+£0.04 1.38£0.19 1.16 £ 0.08
Cynomolgus Monkey 1.56 £0.20 1.25+0.09 1.56 £ 0.20 1.24 £ 0.09
Human 1.03+0.21 1.02+0.11 1.75+£0.59 1.39+0.31
a Mixed gender pool, except (F) = female only, (M) = male only

b Mean (N =3) and CV

4.2 Z v kBT HHEERSH

H 4 Sprague Dawley 7 » k Jx OV 4. Long Evans 7 v MZ[MC]7 4 /v T F =7 R OCI I VR %
V-4 NIF=T (F 1) & 60mgkg OFETHRERROEG Uiz L & OG22 580 L 7=
(CTD 2.6.5.7 T8, GLPG0634-PK-032 } O GLPGO634-PK-039) e 5% 48 R & CO[MUCHERR A
HOR DA F AN REIRE (7 4 VI TF=THEH) &2 EENEH A — T V3777 0 —%Hn
THIE L7z, £ VIORTMCHEBRNLE D, [UCl17 4 VI T =T 54 OGP HEREIX. RE
bR, K3 % D GS-829845 K& O OBIEMRHMICHIKRT 5, FIERIZ, [MCIA AR F -7 4L

27



2.6.4 FpEhREFER OWLEE ST
T4 NIF=T

IF =T G OB GTERIX. RECIR, MK E% D CPCA KOV O BRI k4
Do LTeMoT, HHBAE DR 2 FEOEMREEZ NS Z 2IZL-T, 74T F =T KD
PEH) O IEME 72 HRE PN 70 AT ORI 2 v BE T o T2,

BELC, MEGRAZ &G Uiz & & ORIl C T S v, BRI A < 20 L, Rk
WIRE I 5% 1 RN R EIREICE L (R 14 RO 15, N 1~ 4), &5 8
RE £ TITIRE NI BEN GRS B v, /NMENICEIRE O MSRENTFAE L= Z s, JEH-PEiE
DATREMENRE 2 bivTe, 13 A EOMMET, MSRRIREITMIE & FRENOCE N7z, AT =
VIEE A TIX, B (Sprague Dawley) 7 > k& A t4 (Long Evans) 7 > b CIRIXRFEE D fik
HEEREZ R Lo, FERPOBSABREX, 5% 1~8 FFIZB W TR PIREE L v Ik< | &5
% 48 Il £ CTIZE & FRZ FlEl - 72 Z & 06 FEEF DRI 2 0 SUITFRE D 72N T LIRS
iz, A7y FOROT RUBENICE S @ WESRES B S ey, & 54 5 Ref TR L.,
FEFRALE DE W TR BEREIZZEIIRO b ho Tz, ABKOERT v NOKE T, M
I L CRRETH Y | AL E OEWIZ X AR E DO ZIX 2~3 (LN Th - 7=, I5IE
PEDGHHEIFNMIEM N A T = EEBRIZHE ST 2 Z LITHM LN TWD D, HE D HERERILR
<, IREMHEZTHISEL SO TIE W [9], MENORSTRIZ, Mk & FERICRRERIIZRD L,
MERITHR LT, 13& A OIS T, Frir R BMEITRE O b o Tz, B2 TORR
TVHALE NEY K OWERENIC SR E OB RES R Sz 2 ik, IREOER ~DOHBINREDOHEH
FEREFEET (6TH), 7 4 VAT =T ITHPITIHER Lz, 1TE A EOMMT, 514 24~48
RFfE] E CTITHUHRBIFRR R LL T & 72 0 | Mk~ ORI AR TH S Z L BRIB I Tz,
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2.6.4 FWEHREFIER DO SC
T4 NTF=T

1 I Sprague Dawley 5 v RZ[“C]Z 4 JLTF =T (60 mg/kg. 136 uCikg) ZHEFZEOHK
ELiLE0RER1BEOEEA— S OF TS5 L (KERH)
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2.6.4 FWEHREFIER DO SC
T4 NTF=T

2 I Long Evans 5 FIZ[MC]Z 4 JLTF =7 (60 mg/kg. 136 uCikg) ZHEFEOAZRSEL
fLZ2OBRER1BREIOEEF— 5 OF T 5L (RERH)
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2.6.4 P E)REGER OAEE L
T4 NIF=T

% 14 ¥ Sprague Dawley & Uf Long Evans 5 v K IZ['C] 7 « JLTF =T (60 mg/kg. 136 pCi/kg)
ZHRERZEOKRS Lz 20OMBRRUEBRKRSERE (EEMEEA— 204557 14—)

Concentration (ng-equivalents/g)
Tissues/ 1 hour 3 hours 5 hours 8 hours 24 hours 48 hours
Organs SD LE SD SD LE SD SD LE SD LE
Adrenal gland 17.2 25.5 15.1 18.0 14.5 9.6 1.0 1.9 BLQ* BLQ"
Aorta 19.0 20.4 15.3 15.5 12.2 5.7 0.5 0.6 BLQ* BLQ®
Blood 8.7 9.2 5.8 6.0 4.5 2.1 BLQ* BLQ® BLQ* BLQ®
Brain 0.4 0.5 0.4 0.4 BLQ BLQ" BLQ" BLQ® BLQ"® BLQ®
Bone 0.6 1.4 0.6 0.4 0.7 BLQ" BLQ" BLQ® BLQ" BLQ®
Epididymis 7.1 11.5 5.0 5.5 4.8 2.1 BLQ* BLQ" BLQ* BLQ®
Eye (uveal tract) NC 136 NA NC 126 NC NC 64.2 NA 8.4
Eye (whole) 1.5 22.7 1.66 1.87 14.6 0.965 0.645 8.8 BLQ* 3.9
Kidney cortex 23.9 27.8 16.9 15.3 14.5 8.5 0.4 0.5 BLQ* BLQ"
Kidney medulla 24.5 214 12.7 13.8 14.0 11.5 0.5 0.5 BLQ* BLQ®
Lachrymal ) )
10.3 12.2 7.7 7.7 5.4 2.89 BLQ* BLQ® BLQ* BLQ®

glands®
Liver 25.8 27.4 17.0 15.3 12.4 9.3 0.4 0.4 BLQ? BLQ"
Lung 9.9 10.8 6.8 6.9 53 2.4 BLQ" BLQ® BLQ" BLQ®
Preputial gland 18.3 17.6 14.5 114 NS 10.3 NS NS BLQ* BLQ®
Skin (Skin,

. 8.5 11.4 7.1 6.0 5.2 4.1 0.8 0.5 0.6 BLQ®
non-pigmented)
Skin, pigmented NA 13.6 NA NA 13.4 NA NA 1.6 NA 1.7
Spleen 10.4 11.3 7.1 7.2 6.3 3.0 BLQ 0.4 BLQ* BLQ®
Testis 3.3 5.1 3.9 4.6 2.8 1.6 BLQ* BLQ® BLQ* BLQ®
Urinary bladder )
contents 109 412 500 85.9 148 NS 1.7 44 BLQ* BLQ®
Urinary bladder b
wall 17.9 18.3 20.4 11.8 12.4 23.0 BLQ 0.4 0.4 BLQ
Remaining
tissues 04-124 | 05176 | 0593 | 0ass | B | BLQ | BLQ- 1 BLQ- b oo 1 proe
(excluding GI 6.2 5.6 0.6 0.7
tract)
GI tract (caecum,
large intestine, 0.5- 4.4- 7 6.963 12.9- 9.1- 5.9- 0.4— BLQ- BLQ- BLQ-
small intestine, 1239 1441 969 1336 1791 22.5 33.8 1.3 2.6
and stomach)

BLQ = Below level of quantification; GI = gastrointestinal; LE = Long Evans; NA = Not applicable; NC = Not calculable;
NS = No sample; SD = Sprague Dawley

a BLQ <0.319 pg equivalents/g for SD rats
b BLQ <0.342 pg equivalents/g for LE rats
c Mean of radioactivity in ex-orbital and intra-orbital lacrimal glands

MCIINVARX-T 4N ITF =T %G L& & B LEDA TR S EW SRR E 2 7R L7k
fkix, N—x =g, BEfEN, EREORE EETH -7, KR EERFOBKNRIREZ, 2To
Re Rl TP EE 2 BED CREER B Mg R EE L DB KA, 8 IR 9.3) . W[ & IRk
D UTeD, BeH-14 48 HEfE]C 6 E & AT e 7R AU BE SR B vz (9.86 ug equivalents/g) .
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2.6.4 FWEHREFIER DO SC
T4 NTF=T

3 1 Sprague Dawley 5 v MZ[“C]hILHRF-T 4 )LTF=T (60 mg/kg. 136 pCikg) #
HABOKSLE-LETOBRER 1BREROEEA— S OF T 5L (RERH)

Spleen  Muscle
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2.6.4 FWEHREFIER DO SC
T4 NTF=T

4 i LongEvans 5w MZ["“ClhILKRFL-T 4 )LTF =T (60 mgkg. 136 uCi/kg) % Bi[a]
BO/ELELEZOBREZ1BRIOLEF— SO TS L (REH)
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2.6.4 P E)REGER OAEE L
T4 NIF=T

% 15 iff Sprague Dawley X U\ Long Evans 5 v M IZ["C]AIILARF -7 4 )LTF =T (60 mg/kg.
136 uCitkg) ZHEFAOH/REG LI TOMBRRVHEBRNBAEEE (EENEFF— 54T
574—)

Concentration (ng-equivalents/g)
1 hour 3 hours 5 hours 8 hours 24 hours 48 hours

Tissues/Organs SD LE SD SD LE SD SD LE SD LE
Adrenal gland 17.7 17.9 10.5 12.2 11.8 9.43 3.92 6.45 2.43 2.04
Aorta 24.5 29.7 10.6 12.3 14.0 6.41 2.21 5.46 BLQ* 1.08
Blood 8.44 11.1 4.97 4.86 6.84 2.43 BLQ* 0.498 BLQ* BLQ
Brain 0.411 BLQ* BLQ* 0.579 0.470 0.957 0.754 0.613 0.399 0.488
Bone 1.65 0.809 0.595 0.766 0.745 0.686 BLQ* BLQ BLQ* BLQ
Epididymis 9.36 13.1 5.33 24.0 19.1 22.6 5.13 14.3 9.86 5.71
Fat (brown) 10.1 9.65 11.6 16.4 16.1 20.1 20.1 28.3 7.02 11.1
Harderian gland 19.3 20.2 25.7 39.0 14 9.7 52.3 49.5 123 26.5 20.6
Eye (uveal tract) NA 39.6 NA NC 64.5 NA NC NS NA 31.6
Eye (whole) NA 7.23 NA NC 8.23 NA NC NS NA NS
Kidney cortex 24.0 30.5 12.7 17.2 16.0 9.5 1.6 3.48 0.738 1.21
Kidney medulla 45.7 28.4 26.5 41.4 23.1 19.2 4.77 7.66 1.83 2.06
Lachrymal
alands 9.69 13.0 6.77 11.7 9.22 10.5 18.2 18.2 6.01 8.98
Liver 25.5 28.4 14.8 14.1 13.7 10.1 2.18 3.65 0.801 1.05
Lung 10.2 9.86 6.55 6.75 7.31 6.24 1.91 2.75 0.409 0.723
Preputial gland 18.9 11.8 7.45 NS 9.65 NS 4.15 5.32 3.19 0.787
Skin (Skin,

. 11.7 9.01 7.52 10.2 5.28 7.09 3.56 3.07 1.19 1.10
non-pigmented)
Skin, pigmented NA 10.9 NA NA 7.87 NA NA 9.36 NA 2.48
Spleen 10.1 10.1 5.04 5.22 7.06 4.8 1.05 1.87 0.409 0.780
Testis 3.32 3.57 1.64 2.29 248 1.28 0.504 0.514 BLQ* BLQ
Urinary bladder .
contents 759 496 217 235 323 44.8 NS 30.9 3.04 4.23
Urinary bladder
wall 15.1 16.5 8.09 8.01 18.4 7.08 NS 6.14 0.400 1.62
Remaining
tissues BLQ- 0.5—- 0.572— 0.57— 0.499— 0.759— 0504— 0.730— BLQ- 0.379-
(excluding GI 154 17.6 9.5 13.3 11.1 10.9 2.57 9.29 2.02 2.67
tract)
GI tract (caecum,
large intestine, 2.69- 4.4- 17.5— 8.87— 12.2— 10.2— 0.455— 4.87— 0.391- 0.518-
small intestine, 5326° 1441° 1284° 1702° 1844° 1348° 333 55.0 12.6 7.45
and stomach)

BLQ = Below level of quantification; GI = gastrointestinal; LE = Long Evans; NA = Not applicable; NC = Not calculable;
NS = No sample;

SD = Sprague Dawley

a BLQ <0.369 pg equivalents/g

b Above limit of accurate quantification (634 pg equivalents/g) — extrapolated value reported
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5 R (EIER O LLE)
5.1 Fz/oo0vy—LRUHE#EZ CES BB%

7 4N TF=7(70.6 ymol/L) B TR =aF T I KT T =0 VX7 LATF KU Uk (NADPH)
DIFETROFHEFETFTE MFI 70 Yy —A 1A v FaX— L X, 74T
=71% GS-829845 |2 @ s 17 (CTD 2.6.5.8.1 T, GLPG0634-PK-020), L7 ->7T, 7 /L=
F=71%. NADPH FEEMFEDOREE TH 1 MR 22T 52 LR Eniz, 2O &%, AR
FUNTRAT T —PBHEA THLEAp-= bR T 2= VIR AT = — MZK Y GS-829845 DARK
NHESNT-ZETOMERINTZ, 2L, ZORBRTHWE I 7 0 Y — A DNKS fEEE TR
EINRroT-,

GS-829845 DAERICHGTH D NVARF VN AT T —BE2RETH7-0I Mz & b CESIb,
CESlc M ONCES21Z &5 7 4 v AF =7 ORF £ #5t L 72 (CTD 2.6.5.12.1 2, GLPG0634-PK-048) ,
ZOFER. GS-829845 IZF KM Z b h CES2 12Xk - TAR L. CESIb XX CESlc DR EIF/NE
WZ EAURENT, b b CES2 DiEMEIX. CES1 O 5 15 < . CES2 OBINAPLERTH 5 12
72 FIC L > TREICHE SN TZ, GS-829845 DAERRIT, 7 4 NV IAF =T DIEE) 6 pmol/L T

72%. 60 pmol/L T 26% Td ¥ . i CORERAF O WEEMEA /R S /-, & b CESIb OFR/HY
MBI RHERTH D 27-E FeXxial RAFao—Li, 743 F =7 ORBITEEL &
ES 2otz UIEDFRERNS, 7 4L TF =705 GS-829845 ~D U, CES2 A EICRE 5
LTWDZ EARBINTZ, CSE2 IIHNTORBAEN RS MWD, 74 I F =7 DGEN
UL DB FIEhEEE AL & LT ) OED GS-829845 AR L TWAH Z EWN R EIN5[10.11],
EMFI 7Y —AIZBWTH 7 4 A F =T N5 GS-829845 ~DORENHER SN2 LD,
JHFlg AR 12 CEST J2 O CES2 WA ET 5 Z E MESFIT bivT,

5.2 FFHaAE

YA, Ty o AX PAKROE S ORFEREFEZ VT, [“C]17 4 v FF =7 (0, 3,
10, 30 & T 100 umol/L) DA FHl L7~ (CTD 2.6.5.8.2 1, GLPG0634-PK-001), ##i& o [FE
(CBE 7 B ORHMY 2 k3 2 72912, 100 pmol/L DOJEE T 24 FF £ TA v F 22— F LT, R
ZALR DWW 2 (%) ZRIE LTz, 24 REEE ORZEACRBDFIZ, =214 20%) >~ T X,
7w b (15%) >4 X (T%) OIETH -7, 3BlOE b KT —ONFMIRIZI T 5 24 KR O
DIHRIT 8% ~18%Tholz, 7 a~ N7 77 4 —IZL Y 3 FEOMEHY (MF-1, MF-2 } (X MF-3)

WOBERE S 47z, B M2 B LR TOR T, MAERED 5%LL FIZH Y 3 5 GH#IEL MF-2 O 4T
& o7z, MF-1 X OXMF-3 1YV CRER XL, MF-3 137 hf%*ﬁﬁémto

R MF-1, MF-2 } OY MF-3 O3 13 LC-MS/MS ¥:(Z HEMICEE S 7= (CTD 2.6.5.8.2
TH, GLPGO0634-PK-017), MF-2 i% GS-829845 T&bh 5 Z &M Eﬁa Ehtz (X 5), MFE-11%1,1-4
XV-FAEARY VEROBILICE DB THY . MF3I1E 1L,1-UA4F V- FAEARY VEOM
KEFEIZEDRBTHD LB DT,
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B 5 REMMEOHMBCHEESINL[CIZAILIF=TOTEREY

[ | =
N-

o
Ny ’ mi Y N _N'i_
1 o =N o
H [ ‘I' —NH,
) I SN
. ( Pf H [ ] . I N:
O=g J:+0 O=g J: -2H
o | o :
............. aul )
MF-1 (M1) S MF-3 (M3)
monkey o (rat, monkey)
GS-829845 (MF-2, M2)
all species
5.3 Invivo RKEI TR T 741 )L

v UA, Ty b, A XKL MIBITF S in vivo X2 5EM L7~ (CTD 2.6.59 I,
GLPG0634-PK-018 K (Y AD-417-2013, IFTNZ CTD 2.7.2.2.2.3 I, GLPG0634-CL-105), @i
DOHEERHRRIE A 6 127

KREY O MR CHER IR O—EE2 R 1610, MEHRREY T2 7 7 AL %EIK 612
R, 7 v RS XOMBER TIEEITREAEZ R S, 2GR 86%~
97% K X 68%DENEThHh -7, NTFTLv AV x=w I~ AKOE FTiE., GS-829845 M ifiEd o
FHEESTHY . TRENMBEFRBEFED 57%M O 2% DEIA T - 7=, GS-829845 O N-7 /L
7 =K (GS-1062542) I T LV AV z=v 7T ATLEMRBIIN, & RS X TIEMER
Han (¥ 6 LU 16),
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2.6.4 FpEhREGAER DM T L

T4 NIdF=7
#® 16 [“Cl7qLdF=TJ&RAOKELIzE =D MmBERKEY
% of Total Radioactivity in Plasma®

Component Transgenic Mouse Sprague Dawley Rat Beagle Dog Human
Dose PO 50 mg/kg IV 2 mg/kg PO 10 mg/kg PO 15 mg/kg 100 mg®
GS-6034 25 86 97 68 3.0
GS-829845 57 22 68 31 92
GS-829845-N-glucuronide 10 NM NM <1 1.2
M9 3.8 M M ND ND
M8 1.8 M M ND ND
Total 97.6 88.8 165° 99 97

ND = not detected

NM = not measured

a AUC pool plasma = area under the plasma '“C concentration-time curve from time zero to 24 hours post dose in
transgenic mice and rats, from time zero to 120 hours post dose in dog, from time zero to 168 hours post dose in
human subjects

b The sum of the AUCs of GS-6034 and GS-829845 exceeded the AUC of total radioactivity calculating a total
>100%. The ratio of GS-829845 to GS-6034 was similar to that estimated by quantitative LC/MS analysis in
an oral study conducted in rat at 10 mg/kg with unlabeled compound (Table 10).

c The dose used in the human ADME study (m2.7.2, Section 2.2.3 GLPG0634-CL-105).

Source: AD-417-2013, GLPG0634-PK-030, GLPG0634-PK-059, and m2.7.2, Section 2.2.3 GLPG0634-CL-105

Bl 6 IR LI, T4 NTF=THOT I REAOMKGARIZ Z YD GS-829845 K Y CPCA A3
T 5, [MCHEFRONMEIZ LY, CPCA KUZ OREEMREMI SR N EENnNT, 747
0w h7 77 4 =X VRSNV EERS D, Lin- T b OiFER R 2 1 E 3
DT, FERESR OREEY)E [ OV E RN AR CTHE R L 72 IR E A W 72 LC-M/MS JEIC L 5
INTIE BRI Uiz, ZOOHREIC X DR E2F 17 12879, CPCA 1X, EBESCHNIE 5725
AR EZ T, EIZ CPCA-INLV=F U FOMED CPCA-Z7' ) v ARG s s Z L3, [C)
T4 NAF =T AW PK R CTHLNE 2572, CPCA-H/L=F %, & MEERE O fiEF
\CHEFR S, MR REMIRBEROKN 20%%2 505 EHEE S (CTD 272223 A,
GLPG0634-CL-105), L7223>C, CPCA KO Z DGR DOREFE R b LT 5 7-0I2, #iE
AR SN~ T 2 (FoWf) KO X GEF omf) AW TRERLZFHME L7 (CTD
2.6.5.9 T, AD-417-2013, CTD 2.6.5.10.3 ¥, GLPG0634-PK-059 } U8 CTD 2.7.2.2.2.3 X,
GLPG0634-CL-105), T DFEHR, =7 A KNS XDIMIEF CPCA-H IV =F L OIEZERIT, ThE
ERRIZEROH HHET, B FERFEXIIZENLU LETHS Z NS,

38
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F 17 TY9R AXBRUVEMZBITET74)LTF=T, GS-829845 KU CPCA-AIL=F>D
PK /S5 A —4— (FEHiE)

Dog, 15 mg/kg Tg Mouse, 50 mg/kg Human ADME, 100 mg
(GLPG0634-PK-059) AD-417-2013) (GLPG0634-CL-105)
PK CPCA- CPCA- CPCA-
GS-6034 | GS-829845 GS-6034 | GS-829845 GS-6034 | GS-829845

parameter carnitine carnitine carnitine
AUCo-24n

40500 20500 3350 28300 47900 13900 10202 273002 68202
(ngeh/mL)
AUCo-»

40800 20800 5610 n/a 48100 18600 1030 27400 8000
(ngeh/mL)
Crax (ng/mL) 5600 683 73.2 22100 14000 2750 217 858 437
Tmax (h) 1 4 6 0.5 0.5 0.5 1 5 6
a AUCo-168n
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2.6.4 FpEhREGAER DM T L

T4 NIdF=7
6 Heite

VDA, Ty hROE—=I NV RERWNCUC]I7 4 VI F =T OHEMAFl L= (£ 18, CTD
2.6.5.10.1 TH, AD-417-2012, CTD 2.6.5.10.2 M. GLPG0634-PK-030 }% (® CTD 2.6.5.10.3 &,
GLPG0634-PK-059)

NZVAY 2=y 7~ RA[MCI7 4 I F =7 (50mgkg) ZHERROKLG UL X, EY
ok D RN, BB 514 24 BRI DL 30 P & 472 (CTD 2.6.5.10.1 TH, AD-417-2012) ,
O G4 72 R E T2, &5 L2 U RE DY) 54.0% M O 37.7%703 4023 K YR HIZ HEM:
Edz, BOEG%OBFEEDRIIIRIT Y 96.1% Th o 7=, JREOFEF O EHEL /T IERE(L
KThY, TNETNEGEDK 25% KN 27T1% B AREbRE L THRt ST,

& 18 YVR, TV FRUARIIMCIT 4 LTFZTZHERS L& EDHMER

Collection Recovery of Radioactivity (% Dose)
Species Time (h Urine Feces Bile /S:ls;:lz:ls:l ExTcort::tlaa
Mouse 0-24 37.4 52.2 NA NA NA
50 mg/kg (N =4) Total 37.7 54.0 NA 4.43 96.1
Intact SD Rat (IV) 0—-12 52.5 19.2 NA NA NA
2 mg/kg (N =3) Total 59.4 39.9 NA 11.8 111
Intact SD Rat (PO) 0-12 42.3 21.5 NA NA NA
10 mg/kg (N = 3) Total 45.8 40.1 NA 5.12 91.0
BDC SD Rat (PO) 0-12 13.6 20.8 12.5 NA NA
10 mg/kg (N = 3) Total 16.0 46.9 14.9 11.2 88.9
Intact Beagle Dog (PO) 0-48 23.1 553 NA NA NA
15 mg/kg (N=2) Total 25.2 58.6 NA 6.44 90.1
BDC = bile duct cannulated; NA = not applicable; SD = Sprague Dawley
a Total recovery includes radioactivity in excreta carcass, cage rinses, cage wash, cage wipe, cage debris, bile

cannula rinse, and jacket rinse
Source: AD-417-2012, GLPG0634-PK-030, and GLPG0634-PK-059

HRALESNINE ) =2 — 1 (BDC) LET v MI[MC)7 4 v T F =7 (10 mg/kg) % RN X
SRR OEEE L= b & KE O eI X 5% 24 BRI £ Tl S 7= (CTD 2.6.5.10.2 IH,
GLPG0634-PK-030), #& M 5% 24 K] F TOMSREDREILFIX, RIAE T v N THEE 91%,
BDC L7~ N CTHHI89% Th o7z, RAET v MIFFIRNE G LT & & JREOFE P ~O R
77y AVTEL L TRBY ., 2RENEEED 59%K N 40%8PEIES vz, RORGHZ DR
DEERIIREAETH Y GBS BED 87.8%IHHY) . #rh 2 & 3B T BED 9%I24H
VI DAREE B Sz (CTD 2.6.5.10.2 1), BDC ALEZ » MIgEA&LG Lz &, &h&
D 15%IFE 2§ 5 S REA I I S v, EEMIOHTICE D . R, B R OEF DKLk
ROEIET, ZNENEEERED 7.7%. 1.8% & N 5.9%TH -7,

4 Sprague Dawley 7 » M2, [*C]7 4 /v T F =7 % 2 mg/kg O H & TEARNEE G- & T 10 mg/kg
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OHETRAOELE Lz &0 PK LIEIRFHCFHME L, BEICR L72NAE (323 1H) EREOR RS

Y g

A RIZMC]17 4 v FAF =7 (15mghkg) ZHEREOKREG L& &, KOO BRI 5% 48
W[ & ikt &7z (CTD 2.6.5.10.3 TH, GLPG0634-PK-059) , $¢5- 8 HE D KER Sy A3 AN & 4,
e 5-1% 168 FifE £ TOFHEIRITH 90% T o 72, $5- U 2 b BED 2 < 133 s g & (8
59%) . JRH~OYEIFEF L 0 Do T2 (9 25%) o JREOFEF O EBR I REETH Y |
ZNENEGEFED 20.9% K X 25.6% T - 72,

PLEDOFERMN S, ~ U A, Ty MEOA XIZBITDH 7 4 I F =7 OPRIRREE L LT, JR8E
MWREERRE TH D Z LIRENTZ, ETOTEEMIIREETH 72, R#fb 7 4 TF
=7 OHRICE L CTEERZEE TH Y | IARSRIZE Y GS-829845 K TF CPCA MRS L, &6
WA SUTHARIC L D2 REt & = 1 TIRZMZHRt S v D,
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7 MBI EYMEREER
7.1 CYP x93 SHE/ERA

In vitro (23 T, CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4/5

(XY T L5), CYP3A4/S (T ARMARTrY) KO CYP2EL IZxd 57 4/vAF =7 (ICs fE
>70.6 pmol/L) 2 ¥ GS-829845 (ICso fiEi>224 umol/L) DFHESEM XTI 2, TP EER 2R &
7o Tm (3 19, CTD 2.6.5.11.1 TH, GLPG0634-PK-023), 7 4 /L3 F =7 N GS-829845 DIfi.
BEH Coax X U5V CYP FHEAEH 2B BIC A L, [EERAI 23R BAER T A & 2 220 - TRET
L7ziE R, 202 EMMEEIER 2R T 5720 0lRRBRIILERWNEEZ LN (CTD
2.6.5.14 TH, AD-417-2019), 7 4V TF =7 % 200mg &5 L7z & & DIGENOEMLIE ) D IX,
CYP3A JE 7 H W2 EEIREMAE AAERRBR O LB RSz, CYP3A EETHHIF Y T A
T 4NV TF =T 200mg BHEEH LIRKRRBR T, IS4V T7LK0ZFOREMTHD 1-t
Fady 24T LDOBRERIT, 74NV IAF =T E> THELZIT RN LAVRENT (CTD
2.7.2.2.4.1 H, GLPG0634-CL-103), L7=->T, 74/ ITF =7 %N GS-829845 3t k CYP %
PRET D 2 LIS Ko THRIRNZREWH AN 25 S 25w efRidikn e &2 6h 2,

®19 EFFIIOV—LPDCYPIZHT ST 4ILTF TR GS-829845 DIEEEA

Inhibition at Inhibition at
Highest Conc. ICso (nmol/L) Highest Conc. ICso (nmol/L)
Enzyme Activity Filgotinib (%) Filgotinib GS-829845 (%) GS-829845
Phenacetin
> >
CYP1A2 O-decthylase 23.5 70.6 16.1 224
CYP2A6 Cumarin 7- 21.1 >105.8 22.8 >224
hydroxylase
CYP2B6 Bupropion 10.4 >70.6 5.0 224
7’-hydroxylase
CYP2C8 Paclitaxel 4.0 >70.6 -10.0 >224
6a-hydroxylase
CYP2C9 Tolbutamide 8.3 >70.6 49.6 >224
4-hydroxylase
cypacio | S Mephenytoin 1.0 >70.6 39.0 >224
4’-hydroxylase
cypape | Dextromethorphan 11.0 >70.6 5.0 >224
O-demethylase
Chlorzoxazone 6-
CYP2E1 -20 >70.6 -24.0 >224
hydroxylase
’Mldazolam 0.0 ~70.6 4.0 >224
1’-hydroxylase
Cyp3a/s | Testosterone 6f- 226 >70.6 35.0 >224
hydroxylase
Nifedipine -1.0 >70.6 4.0 >224
oxidase

CYP = cytochrome P450; ICso = concentration resulting in 50% inhibition
Values are the mean of triplicate (N = 3) determinations except for CYP2A6 (N =4)
Source: GLPG0634-PK-023
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7.2 UGT 29 S EEEA

UGT ORF RGOV TH & MR LA v FaX—ra v T52LICLD, 74 03T
=7 J UVGS-829845 12 & 5 UGT DRAEEMH 2 5Ffl L 7=, FIZHFIBICAFET 2 UGTIA1, UGT1A4,
UGT1A6, UGT1A9 KX UGT2B7 (2B L TRl L7z (CTD 2.6.5.11.2 B, GLPG0634-PK-049), %
DFEFR, 74NV TF =7 KT GS-829845 X, ZHEiUat L7z 60 KT 80 umol/L DIRFEE T, £
UGT IZzxf L CILEEH 2 R & einoTz, 7 4 v 3F =7 KT GS-829845 O & MAUEF Coax (FERE
BRIREIX, ZZ1 1.52 KT 6.64 pmol/L) KON UGT IZxt3 2 FLEMEH 2B EIC AL, EERR
IREEMHAE I A 0 RN - TRl L7251, BRI EAE R INEE N2 LR E
iz (CTD2.6.5.14 TH, AD-417-2019),

7.3 RBIER

T ANTF =T 00 GS-829845 ~DRFHINIEHEGT LA NARF LN AT T —EIZOWTIE 5.1
THIZEM Lz, B MIFI 27 v Y —ATlX, NADPH FEFEFIZBWTH, 74 0T F =T 05
GS-829845 DAL HERR S ALT= AHHL 2 b MEEFE &2 W23 BRIC LV GS-829845 DA ¥ 1% CES1
X0 CES2DHNENZ EAVRENT (CTD 2.6.5.12.1 TH, GLPG0634-PK-048), Zh HDZ &
MH, T4 TF =T N6 GS-829845 ~DOREHNTIX, FIZ CES2 BB H L TWDH Z ERIEI
72, CES2 @Bﬁiﬁu X DHEMHEAMEHORE LN [11, 12], 7 4 /v TF =775 CES2 [
E%IJ W R T D AREMEITIR VN E B X B D, GS-829845 Db MMIIIT D TR TH AR

zKEPTéFrﬂif%é (B 5B x4 2 RZELD GS-829845 DHEMERIT 54%, CTD 2.7.2.2.2.3 A,
GLPG0634-CL-105) o

7.4 CYP FE/FH

7 4 TF =7 KTNGS-829845 73 CYP1A2,CYP2B6 2 (N CYP3A4 % #5389~ % wlHEM: % . HepaRG
HBE A A Cin vitro TREAR L 72 (CTD 2.6.5.11.3 T8, GLPG0634-PK-024), = D&%, 7 4 L35
=7 (7umol/L £T) KO GS-829845 (224 pmol/L FT) 7, CYPIA2, CYP2B6 K1} CYP3A4
%%ﬁ?é:kﬁiofﬁ%mﬁﬁﬁﬁéuéﬂ EMEIIR W E ST,

I T o R v FREE L2360 RP—D oo n-8ifte MFMlazH\ T, 7
7 /v:z% 7 KON GS-829845 @ CYP ##HEAEH O RIHEM: % in vitro TRHIE L7= (CTD 2.6.5.11.4 IA,
AD-417-2017), FHEEEIL, —K~—HF—Tbh D CYPIA2 (AhR {EHALD EREE~—H—) .,
CYP2B6 (CAR JEMALDEREE~—H—) LKTO'CYP3A (CYP3A4 mRNA, PXR JEMAL D & EE ~
—7—) @ mRNA HEHELWNEEOZELTHD, W< DO IR~ —7—>@ mRNA BEHEDOXE
{EHFHm L7z, 3 Bl TOFMIZIBWT, 3 FEEO—Kk~—T—IZx LT, BtExtfo mRNA
B EITEES R THH AT L ANEXT K (DMSO) £V & 8.1~200 fGFEo7=Z & X0,
i L7 Milaon 4 CYP #F8 ANkt 3 2 s 2 el S iz, ”‘Eiﬁ@&ﬁ&o?m&ﬂm}@%ﬁ%ﬁ

(LDH) OHEMNS, 7 4 v2F =7 (3~60 umol/L) DHULEIZ XV . 60 umol/L D T
B 7oA FENEDY . 30 umol/L DR TITMME A b L A D3RR ézmio 1 B> R F—DAFHIIICF
W ORI 2 R L A2 K D GAPDH OIfilIC X - T/ U= CYP2B6 mRNA O 5L 7228k (7272 L
CYP2B6 {EMED ERIT/2 L) ZBRWT, WO —k~—7F—I1Z%f L TH mRNA FEHE K& OEME
O EFITFED SN o7, R GS-829845 (10~350 pmol/L) ALE TORA 5 H 7 izt
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WO BRI Te, 3O CYP (—R~—A—) @ mRNA HBEEOEINITIFED bivieiroTz,
FERTETEDOW &3 728k, CYPIA2 J&ME (1 Bilod NI — @ Bt B D 10.7%LL ) KU CYP3A
IEME (1 Bd RF— 1 100 pmol/L @ GS-829845 TR 21.0%, 7272 L. 350 umol/L DSE

TEER L) TROLN, Bk L7z —k~—F— (CYP2C9, UGTI1AIl, CESI1, CES2, P-gp }
U'BCRP) TlE, BPERIBCOINEIIMR I NN, 7 4 T F =7 KT GS-829845 Tk

g %mr‘mxoto iz kv, 7403 F =7k GS-829845 /¥ CYP #FHEEHZI LT
ﬁe%*ﬁﬂf/ﬁﬁﬁ ZHIEE T AREMEIIRVWEE X BND, 7 4T TF =7 LT GS-829845 @ in vitro
TO CYP3A PHLEULFHEIERIZTIVA, BEE CORE LRI 5 7= DR H Ve R %
FEhi L=, TORE., 7 4V ITF =7 O GS-829845 X CYP3A DIETHH I XV T LK%
OB 1-t FeF IV T LOBRERICEELH 2> (CTD 2.7.224.1 H,
GLPG0634-CL-103),

7.5 S URR—E2—LDBEER

7.5.1 B b S D AR—2—EDHEEER

P-gp X% BCRP (Zxf L C, Mgt L7ZBEE T, 744 2F =7 (200 pmol/L) } T GS-829845

(P-gp : 40 pmol/L, BCRP : 50 umol/L) 1FMHEFEEMZ R & 72h» 7 (F 20, CTD 2.6.5.13 I,
GLPG0634-PK-036, AD-417-2001, AD-417-2004, AD-417-2005 2 (X AD-417-2008), 7 4 /L TF =
7 (1 pmol/L) & T* GS-829845 (1 pmol/L) 1%, P-gp DHEE TixdH 575, BCRP OIE TlLRh-
72 (CTD 2.6.5.13.1 TH, AD-417-2001 }2 % AD-417-2007), FGRRBRIZEB VT, P-gp FLEAITH S
A NTaFy—nNEPARE LT X, 7 4V TF =7 ORI FE K ORI &30 L 7= 28,
GS-829845 @ PK (ZITENED T (CTD 2.7.2.2.2.4 IA, GS-US-417-3900) . in vitro Dk R %
KL TNz, BRRFE T P-gp DFFERITHDL Y 77 B KRG LIZEE, 740 0T
=7 RO GS-829845 DIEFE EIFFFEEEICHD L7z (CTD 2.7.2.2.4.1 3, GS-US-417-4107),
PR Y FE AR BRI T, P-gp O AeBLER FHEANGHET LTIV ITTF =T
OVEFZREPRFE I Q EREOEM, ) LizZ &1k, BRMICITERO 2 WER B X
bz (CTD2.7.2.323.221H),
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® 20 FIUVRR—F—IIHT BT 4 ILTF=TRUY GS-829845 DIHEVER

Filgotinib GS-829845
Maximum Inhibition at Maximum Inhibition at
Highest Concentration ICso Highest Concentration ICso
Transporter Tested (%) (umol/L) Tested (%) (umol/L) Report
AD-417-2004,
P-gp 3.0 >200 No inhibition >40
AD-417-2005
GLPG0634-PK-036
BCRP 20.9 >200 No inhibition >50 AD-417-2008,
AD-417-2005
OATPI1BI 84.5 (at 350 pmol/L) 110 91.9 (at 500 pmol/L) 90 AD-417-2010
OATP1B3 77.5 (at 350 pmol/L) 168 81.3 (at 500 pmol/L) 158 AD-417-2010
GLPG0634-PK-036
OCT2 99 (at 300 umol/L) 8.7 92.0 (at 300 umol/L) 14.9
AD-417-2011
OCT1 72.9 (at 350 umol/L) 151.6 83.1 (at 500 pmol/L) 140 AD-417-2008
OCT3 69.3 (at 300 umol/L) 188 26.0 >300 AD-417-2011
OATI No inhibition >100 No inhibition >300 GLPG0634-PK-019
OAT2 43.7 >300 11.4 >300 AD-417-2011
-38.4 >100 21.0 >300 GLPG0634-PK-019
OAT3
58% (at 100 pmol/L) 65.1° - - 09DMWO068
OAT4 69 100 - - 09DMWO068
MATEL1 90.7 (at 300 pmol/L) 8.63 48.7 >300 AD-417-2011
MATE2-K 97.1 (at 300 pmol/L) 5.21 85.0 (at 300 pmol/L) 10.9 AD-417-2011
MDRI1 No inhibition >50 No inhibition >50 GLPG0634-PK-036
BSEP No inhibition >170 No inhibition >500 AD-417-2008

OATP = organic anion transporting polypeptide; P-gp = P-glycoprotein, BCRP = breast cancer resistance protein; BSEP =
bile salt export pump; OAT = organic anion transporter; OCT = organic cation transporter; MATE = multi-drug and toxin
extrusion;

a Extrapolated value from Table 10, m2.6.5 Section 14 AD-417-2019

752 FRERUB RS VAR—F—LDEEEHR

Jff b 7 > AR —% —0ATPIB1, OATP1B3, OCTI1 K& TX BSEP if (N k7 > AR — % —OAT1,
OAT3., OAT4, OCT2. OCT3. MATE1 } () MATE2-K (2%l % 7 4 L TF =7} T GS-829845 D
FAAERIZ W CEHEE L 7= (CTD 2.6.5.13 TH, 09DMW068., GLPG0634-PK-019, GLPG0634-PK-036.
AD-417-2003, AD-417-2008, AD-417-2010 &% AD-417-2011), 7 4 /I F =7 KT GS-829845
IZ. OATP1B1 KO OATP1B3 O FE Tlx/eh~7= (CTD 2.6.5.13.2 T, AD-417-2002), 7 (/L=
F =7 KT GS-829845 (X, OATPIB1 KT OATPIB3 (Zx%f L CHIWHE/EM 2~ L7z (ICs &
>90 umol/L), 7 4 /I F=71F, OCT2 (A hd/L 2 | ICsfH : 8.70 umol/L) ., MATEL (7 L7
F =2 ICso i : 8.63 pmol/L) } O MATE2-K (A haA/LX 2| ICso fE : 5.21 pmol/L) ZBRVNT,
FERANCHE ) 2 RECRBR L N T VAR —F — 1 L CHEEREZ RS o7 (CTD
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2.6.5.13.3 TH, GLPG0634-PK-036 2 TN AD-417-2011), 7 4 /b3 F=71F OAT3 |Zxf L CTHH\HE
YEF %7~ L7z (ICso i : 65.1 pmol/L) , GS-829845 |%, OCT2 (7 L' 7 F =2 ICs i : 14.9 umol/L)
L OMATE2-K (A RV 2 >, ICsofE : 10.9 umol/L) (Zx%f L CPLEEAZ /R L=, LrL, A bk
A v E AW EREDA B ERRBRICBW T, 7 4L IF =7 13K A& T OCT2. MATEL
K OYMATE2-K (ZxF L CHEER 2R & 7eiho7- (CTD2.7.2.2.4.3 TH, GS-US-417-4107),
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8 T Dith D EYBREEAER

T DO IERHIR PK FABRIL I L 727> 72,
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9 ZER VR

CD-1 ¥ A, Sprague Dawley 7 v b, NZW U ¥ B —27 /LR, U =7 A B/ Kk Gottingen
R=TRIIBTFL 7 ANAF2TOMET VT T RAFIKRENSFRETHD (0244~
2.87Lh/kg), b MIRAFLE L&D 7 VT T U RTK -T2 (CLF : 43.6 Lh), AR L7242
TOEFEIZINT, Vi (1.54~104 L/kg) 1THKGEEI D & RE < kL DS~ B4F72
BATHEN TR SN, B L2 TOoFPREICBWN T, 74 VI F =T ZHEROKG L- L&
DOEFPUTHEL/)TH -T2, ~T A, Ty b A XKONI =T X, 74T F =7 (Smgkg) %
Bl L TR L&, TRENOEEONS AT XA TV T 42Uz (36.2%~
110%) ., R GS-829845 DAEFKITH LM TH Y . b MEEORER L7222 TOEMREO mAE+IC
M Enz, RBRLZETOEMREICI T, GS-829845 O HRFR BT ARELIR & [FIFEE i
ENLUTTHoT, 7 v MRS XIZHEERBR CHEH SN ARX—ZADFEEEZHNT, 7403
F=T7 E HEEEEEROKRES Lz L &, BERE (AUC) I3 EmMICHEFIMICHEm L, 7
v FEROA XOKERE Ny axxT ¢ 7 ZARBROFER, REMKRE OREMOEREITRED S
g, MELA LR ST,

t hEELETOEPRIZEBWT, 74 I TF =7 LMY GS-829845 DIHE & X7 fEG
FITREN S HRE (25%~70%) Tholz, 7 4/bAF =7 KT GS-829845 DIk, / MAEH iR
EIZ1ISELS . 2 ToEECHEEIL TRV Mk oML S & HAHE 5 12 Higrg %) —12 5
M3 ERALMNERoT (MK METREROYEHE, 74 TF =7 :081~1.29,
GS-829845 : 0.89~1.52),

HELOAEET v MIMCI7 4 VI TF =T 2R NOEE Uiz & & BUREEI R & O a2 A <
A L, 5% 48 IR E TSR D DB SUTAD Uie, e b @ OO RERR FE 27 U 7= fik T
BTy NOAT =V EAMBECTHL T RUETH 7=, IRIEMEOEIENEIRY N A T =TS
THZLFHOLNTWDEA, bE Y EEREWRIT R, IREEICITEZBER 2N E8ms T
W5 [9], FERFEAY CES PLEANC X0 U GS-829845 DA MNILESND Z &, K UNHH#H 2
CES BE 2 L 2 RHBROFE RN S, 7 4 A F =7 O T BN IL, CYP TIE72 <, CES I
LT HLZ RN E RS, MEXBEREHW MmN e, 7 4 v 3F=71% CESI
XV HEICCER Ik TR END Z LR ENTZ, DO E0 D, GS-829845 |35 & Ol
BT D7 4 A F =T OYEREBREHC L - TEKRT D Z LRI T,

VA, Ty MROA XIZ[MC]7 4 v IF =T RO E G UIEFIRNE S (7Y hodk) Lz
L& DI R BINSHER SN (0%IB), ZOZ b, ~T A, Ty FEOA X
WZBTD7 4V TF =T OHEKKRRE LT, RPPEEPEERRE CH L Z Limahi, #h
WHEE SN2 EERNIEIREBIE TH -T2, 74 VT T =T OFERFEEE E LT GS-829845 KN
CPCA ~DMKDRZ X 2RO EERARK THY . 2O ORBWITE IRt a2 =), Bk
BUTRAR E LTRaMc it S D,

TANTF =T RORZOTFERH TH D GS-829845 X, %&FE CYP., UGT. P-gp K} BCRP
ZPHEITFFET ARt RV B oD, 7 4 TF =7 KT GS-829845 (%, P-gp DIE
TiEdH D5, BCRP DIETIH AW ENRHALMNE 2oz, BAREMMREERRERIZIHB VT, P-gp
DS 72 EA FHERNIHE G SN THL 7 4 VI F =T OREZEEITDT 0 LTS (2
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AR . BRI ERIT/hEnWEEB 2 b, 740 3F =7 K GS-829845 %, in vitro T
CYP3A #MHEXITFHET 2 /EAIEITO D, BEIR COREE R 5 7 ORI FE AR Rk %
Fh L7-fE R, 7 4 LT F =7 O GS-829845 1L CYP3A DIEE TH D I ¥V T LK OFE O
W1l-e FeXxv I 4y T L00BBEICEELH5E 2> 7 (CTD 272241 IH,
GLPG0634-CL-103),

T 4N TF =7 1E, OCT2 (A FA/ v, ICsff : 8.7 umol/L) . MATE1 (7 L' 7F =2 ICs
& : 8.6 umol/L) 2 TN MATE2-K (A h7AR/L 2 > ICsofl : 5.2 pmol/L) ZBRWT, FREMIIZE ) 72
RETRBRLEZFN I VAR—F =2 L THEENZ RS20 >7 (CTD 2.6.5.13.3 I,
GLPG0634-PK-036 } N AD-417-2011), GS-829845 1%, OCT2 (7 L' 7 F = ICso fifi : 14.9 pmol/L)
KON MATE2-K (A RV >, ICso fiE : 10.9 pmol/L) 1Zx%F L COREMEMZ R L=, LavL,
A RFBNI U ERAOWTEEREDHEEERARBRICBWN T, 7403 F =7 3R A ET OCT2,
MATE1 & O MATE2-K (2%} L CREMEM 2R & 72 o7 (CTD 2.7.2.2.4.3 IH, GS-US-417-4107),

49



2.6.4 FpEhREGAER DM T L

T4 NIF=T
10 SEXM

10

11

12

US Department of Health and Human Services, FDA, CDER, CVM. Safety Testing of Drug
Metabolites, Guidance for Industry, Washington, DC: US Department of Health and Human Services,
FDA, CDER and CVM; November 2016

US Department of Health and Human Services, FDA, CDER, CVM. [n Vitro Metabolism- and
Transporter-Mediated Drug-Drug Interaction Studies, Guidance for Industry, Washington, DC: US
Department of Health and Human Services, FDA, CDER and CVM; October 2017

US Department of Health and Human Services, FDA, CDER, CVM. Clinical Drug Interaction
Studies, Study Design, Data Analysis, and Clinical Implications, Guidance for Industry, Washington,
DC: US Department of Health and Human Services, FDA, CDER and CVM; October 2017

US Department of Health and Human Services, FDA, CDER, CVM. Guidance for the Industry:
Bioanalytical Method Validation. Washington, DC: US Department of Health and Human Services,
FDA, CDER and CVM; May 2018

V P Shah et al: Bioanalytical Method Validation: A Revisit with a Decade of Progress. Pharmaceutical
Research, Vol 17, No 12, pp 1551-1557, 2000.

Viswanathan, CT, et al.,, Workshop/Conference Report — Quantitative Bioanalytical Methods
Validation and Implementation: Best Practices for Chromatographic and Ligand Binding Assays.
AAPS Journal 2007; 9(1) Article 4, E30-E42

EMA Guideline for Bioanalytical Method Validation, 21 July 2011, Effective 01 February 2012
EMEA/CHMP/EQP/192217/2009

Beglinger, R. and M. Becker, Herz und Kreislauf, In: P. Glodek and B. Oldigs (eds.), Das Gottinger
Miniaturschwein, Paul Parey, Berlin, 1982, 75-85.

Leblanc, B., Jezequel, S., Davies, T., Hanton, G., and Taradach, C. (1998). Binding of drugs to eye
melanin is not predictive of ocular toxicity. Regul Toxicol Pharmacol 28, 124-132.

Ross MK, Crow JA, Human carboxylesterases and their role in xenobiotic and endobiotic
metabolism, ] Biochem Mol Toxicol. 2007; 21(4):187-96.

L. Di, The Impact of Carboxylesterases in Drug Metabolism and Pharmacokinetics, Curr Drug Metab.
2019

University of Washington Drug Interaction Database (UW DDIDB)

50



2.6.5 HYEh e 2
T4 NIAF=T

J4J)LdF =T

T 2E CTD O#f=E
2.6 FEEERABRDMENXRUOBESR
2.6.5 EYF BRI ER

FUTFE - YA ToL Xttt

1



2.6.5 HpyEhreiERiE EER

T4 NIdF=7
B R
1 SENHETRIR © 2 oo 6
2 YW ITIERLOVR Y T3 2 B RBR e 10
3 SFRDBNRETRER WU oo 11
3.1 T AN TF =T D A0 Vitro BETEIEME ... 11
32 TURIBTFDL T AN TTF =T OB PKoeeeeeeeeee e 12
3.3 Ty MIBTFDTZ A NTF =T OBHAIEEG PK .o 13
3.4 7 v MZBIT 5 GS-829845 D FH S HLAIRE 3542 D PKoeeceees 15
3.5 — V=V FAAUYRICBITL 7 4 VI F =T DOHEEEG PK . 16
3.6 AXIZBT DT 4V TT =T DOHAEE: PK oo 17
3.7 A XNZBIT 2 GS-829845 D HAAIEE G- PKo...oooooeeeeeeeeeeeeee e 19
3.8 NI APFVIERBT D7 4 ITF =T DHAHE G PK oo 20
3.9 Géttingen X =7 ZIIBITDH T 4/ IF =T DOHFEEKE PK ..o 21
4 S ENRETRER © SUEIE A DU oo 22
5 S ENRERRER « MIE S LRI FEBE NI 70— B L DFEB oo 23
6 FEENRERR « MEREAT (MR MSEFFIREEEL) e 25
7 TR RETRER ¢ A0 71T oo 26
8 FEENAERRER ¢ AR 1 I VIO oo 30
8.1 FHI7my—2W5IZ8T567 4 0ITF =7 in vitro [ ENE oo 30
8.2 BORERTIERTAIIIC BT B 7 4 v T F =7 D i VItro FE e, 31
9 ENENEETRER 1 TR 1 T0 VIV ettt ettt ettt ettt et et eaeee e 33
10 FERENRETRER & FEIE oot 35
10.1 NTUVAY 2= 7<= AZ[UCIT7 A NV IAF =T RO HZROPEMN 35
10.2 JRAE 71 = = — VALE ] OVIRALEE 7 »~ MIZ[MC) 7 4 VT TF =7 % E RN R O D
FEEAZ DB .ottt 36
10.3 E~7wﬁ’Wq74wﬁ%”7%WD?5%®#ﬁ ................................................. 37
11 EyEaeakEh - EWHAEAEN - AR OFFETHE e 38
11.1 T 4N TF =T KN GS-829845 (2 K D CYP (29 5 [H5E & Rl 5 in vitro ABR
................................................................................................................................................. 38
11.2 7 4N TF =7 K ONGS-829845 12 K D UGT (Zxd 5 BHE & FF{fi9~ 5 in vitro 705k
................................................................................................................................................. 39
11.3 T 4N TF =T KON GS-829845 (2 KD CYP (2% 5 #5842l 5 in vitro ABR
................................................................................................................................................. 40
11.4 74N AF =T O GS-829845 |2 L AFHEEM ARG 5 v MFMIEA W=
T10 VIETO BEIR ettt et ettt e et e ettt e et e e et e e et et eee et et et es et eeeue et eae et eaenanas 41
12 FEWENREGRER ¢ FEIIENTITETE oo 44
12.1 HNVKRFIINVERAT T —RIZLD T 4V TF =75 GS-829845 ~ in vitro {8
B ettt 44
13 FEENRERAER : T U AR —F =L DFHAAER oo 45

2



2.6.5 HKEhREABRIE 2R

T 4T F=7
13.1 7 4 VA F =7 K N GS-829845 73 in vitro TP P-gp X N BCRP O FEE Th % Al HE
PEDIFTA <ottt s et anenas 45
13.2 7 4 VI F =7 TN GS-829845 73 in vitro T OATP1B1 K (X OATP1B3 O AE T
8D FTBEPED T .ottt 47
13.3 7 4V TF =7 KN GS-829845 |2 X % in vitro TOGHEHIF ONCHF RO + 7 >
AT BHE ettt 48
14 EMEHRERER 7 4 LI F =7 J X GS-829845 D HMFA HAEF O ATREVEZEAM . ....ooee 55
15 FERENRETKER © Z DML oo 60



2.6.5 A EHAEABRBEE R

T4 NIF=T

T4 LITFITRVEELEYDRHTRUEE

FUT RV A XL 201645 1 AICH T RT AL DT A v ALY 7 402
F=TOHMETRSG L, 74V 3F =7, BELEMROCREMIEFY 7 K - A = v Xt
DEANE ST TR LUIZ, BEDD, £ 1127 42 F =7 (GS-694083, GS-6034 X |* GLPG0634)
LOBE(\LEY (Rt zxEte) OAFKORE B2 R,

K1 J4LIFTRUBELEVOEHRVBE—E

Name Alternative Names Identity Structure
Filgotinib GS-694083, Parent Compound =N
N )—NH
GS-6034, GLPG0634 NN )<
o
O
O:,,S\)
6}
GS-829845 G254445 Filgotinib Major
Metabolite

o}
Ds-filgotinib GS-1062541, G249601 Deuterium Labeled Z=N
~N- 7N
Filgotinib (Internal N )/'—<}—D4
(6]
Standard for the Parent
and GS-829845
Compound) N
O:IS\)
0]

D4-filgotinib GS-833369 Deuterium Labeled 0

Filgotinib (Internal
Standard for the Parent

Compound)
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T4 NIdF=7
Name Alternative Names Identity Structure
D4-GS-829845 GS-833368 Deuterium Labeled Z =N
GS-829845 (Internal N N\N/>_ N
Standard for GS-829845 D D
Compound)
D D
N
@)
GS-1062542 G499284 GS-829845 A~ =N
N-Glucuronide A N‘N/>_ NH—glu
o)
$
14C-filgotinib 14C-GS-6034, Radiolabeled Parent AN
[“C]-GS-6034, Compound ~ N‘N/ N/'>4_<]
4C.GLPGO634, 4
[C]-GLPG0634
G146034
N
O . o g
14C-carboxy- 14C-carboxy-GS-6034, Radiolabeled Parent AN
filgotinib [14C]-carboxy-GS-6034, Compound soN-y N/;'*_<]
14C-carboxy-GLPG0634, 0
['4C]-carboxy-GLPG0634,
G146034 (\
N
O:”S\) * = 140

CPCA-carnitine

GS-1064413, G446297

Carnitine Conjugate of
Cyclopropanecarboxylic
Acid (CPCA)
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Test Article: Filgotinib

Method of Gilead Study No.
Type of Study/Description GLP? Test System Administration Testing Facility (CRO Study No.)
Analytical Methods and Validation
Rat Plasma Yes NA In Vitro GLPG0634-BA-011
Rat Plasma Yes NA In Vitro GLPG0634-BA-023
Dog Plasma Yes NA In Vitro GLPG0634-BA-009
Dog Plasma Yes NA In Vitro GLPG0634-BA-022
Rat and Dog Plasma Yes NA In Vitro GLPG0634-BA-012
Rabbit Plasma Yes NA In Vitro GLPG0634-BA-010
Rabbit Plasma Yes NA In Vitro GLPG0634-BA-021
Rat Plasma Yes NA In Vitro BA-417-2002
Mouse Plasma Yes NA In Vitro BA-417-2004
Rat Plasma Yes NA In Vitro BA-417-2005
Absorption
In Vitro No Caco-2 Cell Monolayers In Vitro Gilead Sciences, Inc., US AD-417-2018
Single-Dose No Mouse PO, IV Galapagos, France GLPG0634-PK-006
Single-Dose No Mouse PO, IV . vk GLPG0634-PK-033
Single-Dose No Rat PO Galapagos, France GLPG0634-PK-008
Single-Dose No Rat PO Galapagos, France GLPG0634-PK-009
Single-Dose No Rat PO [ RUS GLPG0634-PK-015a
Single-Dose No Rat PO, IV [ RuS GLPG0634-PK-030b
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Test Article: Filgotinib

Method of Gilead Study No.
Type of Study/Description GLP? Test System Administration Testing Facility (CRO Study No.)
Single-Dose No Rabbit PO . < GLPG0634-PK-029¢
Single-Dose No Dog PO, IV Galapagos, France GLPG0634-PK-007
Single-Dose No Dog PO . vk GLPG0634-PK-011
Single-Dose No Dog PO -, UK GLPG0634-PK-037
Single-Dose No Dog PO -, UK GLPG0634-PK-014a
Single-Dose No Monkey PO, IV . v GLPG0634-PK-016
Single-Dose No Minipig PO, IV [ RU GLPG0634-PK-041
Distribution
Plasma Protein Binding No Rat, Dog, Monkey, Human In Vitro -, France GLPG0634-PK-002b
Plasma Protein Binding No Mouse, Rat, Rabbit, Human In Vitro -, UK GLPG0634-PK-034c
Plasma Protein Binding No Rat, Dog, Human In Vitro -, UK GLPG0634-PK-013a
Organ Distribution No Rat PO . < GLPG0634-PK-032b
Organ Distribution No Rat PO [ RuS GLPG0634-PK-039b
B/P Ratio all species No Mouse, Rat, Dog, Minipig, In Vitro Gilead Sciences Inc., US AD-417-2014

Monkey, Human

EQDS Data No Mouse, Lewis Rat In Vitro Gilead Sciences Inc., US AD-417-2015
Human Microsomal Binding No Human In Vitro Gilead Sciences Inc., US AD-417-2016
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Test Article: Filgotinib
Method of Gilead Study No.
Type of Study/Description GLP? Test System Administration Testing Facility (CRO Study No.)
Metabolism
Metabolism in  Hepatic Microsomal No Human In Vitro -, France GLPG0634-PK-020
Fraction
Plasma Metabolite Profile No Rat, Dog, Monkey, In Vitro -, UK GLPG0634-PK-018
Human
Metabolism in Hepatocytes No Mouse, Rat, Dog, In Vitro _, UK GLPG0634-PK-001b
Monkey, Human
Hepatocyte Metabolite Profile No Mouse, Rat, Dog, In Vitro _, UK GLPG0634-PK-017b
Monkey, Human
Metabolite Profiling No Mouse Oral -, US AD-417-2013
Excretion
PK, Absorption & Excretion No Mouse Oral , US AD-417-2012
Mass Balance and Biliary Excretion No Rat PO, IV , UK GLPG0634-PK-030b
Mass Balance and Biliary Excretion No Dog PO, IV , UK GLPG0634-PK-059
Pharmacokinetics Drug Interactions
Cytochrome P450 Inhibition No Human liver In Vitro , France GLPG0634-PK-023
microsomes
UDP-Glucuronyltransferase Inhibition No Human liver In Vitro -, France GLPG0634-PK-049
microsomes
Cytochrome P450 Activation No HepaRG® cells in In Vitro , France GLPG0634-PK-024
monolayer cultures
Human Hepatocytes Induction No Human In Vitro Gilead Sciences, Inc., US AD-417-2017
Enzymology of Metabolism No Recombinant In Vitro -, France GLPG0634-PK-048

hCES1b, hCESlc
and hCES2
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Test Article: Filgotinib

Method of Gilead Study No.
Type of Study/Description GLP Test System Administration Testing Facility (CRO Study No.)
Transport Filgotinib, P-gp, BCRP No P-gp or BCRP In Vitro Gilead Sciences, Inc., US AD-417-2001
overexpressing Cells
Assessment Metabolites GS-829845, No Human OATP1B1 In Vitro Gilead Sciences, Inc., US AD-417-2002
OATPI1BI1, OATP1B3 and OATP1B3
Inhibition of Intestinal Efflux, Hepatic and No Human In Vitro B GLPG0634-PK-036
Renal Transporters Hungary
Inhibition of OAT1, OAT3 and OAT4 No Human In Vitro , UK 09DMWO068
(filgotinib)
Inhibition of OAT1, OAT3 and OAT4 No Human In Vitro GLPG0634-PK-019
(GS-829845) Hungary
Inhibition GS-829845 MATE1 No Human MATE1 In Vitro Gilead Sciences, Inc., US AD-417-2003
Transporter
Inhibition P-gp and BCRP No Human In Vitro Gilead Sciences, Inc., US AD-417-2004
Inhibition GS-829845 P-gp and BCRP No Human In Vitro Gilead Sciences, Inc., US AD-417-2005
Substrate GS-829845 Monolayers No Human In Vitro Gilead Sciences, Inc., US AD-417-2007
Inhibition GS-829845, OCT1, OCT2 and No Human In Vitro Gilead Sciences, Inc., US AD-417-2008
BSEP
Inhibition Filgotinib and GS-829845, No Chinese Hamster In Vitro Gilead Sciences, Inc., US AD-417-2010
OATPI1B1 and OATP1B3 (CHO-WT) human
GS-694083, GS-829845, GS-493645 and No Human In Vitro Gilead Sciences, Inc., US AD-417-2011
GS-623452, MATE1, MATE2-K, OAT?2,
OCT2 and OCT3
Drug-Drug Interaction Liability No Human In Vitro Gilead Sciences, Inc., US AD-417-2019

Assessment for Filgotinib and its Major
Metabolite, GS-829845

IV = intravenous; PO = oral; UK = United Kingdom; GLP = Good Laboratory Practices (applicable portions)

a Study conducted with the major metabolite GS-829845.
b Study conducted with *C-filgotinib.

c Study conducted with filgotinib and the major metabolite GS-829845.
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Test Article: Filgotinib
Study No. Matrix Analyte Analytical Method
GLPG0634-BA-011 Rat Plasma Filgotinib LC-MS/MS
GLPG0634-BA-023 Rat Plasma GS-829845
GLPG0634-BA-009 Dog Plasma Filgotinib
GLPG0634-BA-022 Dog Plasma GS-829845
GLPG0634-BA-012 Rat and Dog Plasma Filgotinib, GS-829845
GLPG0634-BA-010 Rabbit Plasma Filgotinib, GS-829845
GLPG0634-BA-021 Rabbit Plasma Filgotinib, GS-829845
BA-417-2002 Rat Plasma Filgotinib, GS-829845
BA-417-2004 Mouse Plasma Filgotinib, GS-829845
BA-417-2005 Rat Plasma Filgotinib, GS-829845
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Test Article: Filgotinib
Report Title Study Type Test Article Report Number
Bi-Directional Permeability of Filgotinib Absorption Filgotinib AD-417-2018
Through Monolayers of Caco-2 Cells
Study System: Caco-2 Cell Monolayers (Maintained on 12 well Transwell Plates)
Method: The concentration dependence of the bidirectional permeability of filgotinib through monolayers of Caco-2 cells was determined

at concentrations of 1, 10 and 100 pmol/L, sample analysis by LC/MS/MS.
Papp (< 1076 cm/s)

Incubation Concentration (umol/L) Forward (A—B) Reverse (B—A) Efflux Ratio
1 3.39 30.7 9.1
10 3.40 30.1 8.9
100 3.64 25.2 6.9

Papp = apparent permeability, A = apical, B = Basal
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Test Article: GLPG6034
Study Number GLPG6034-PK-006 GLPG0634-PK-033
Species Mouse, CD-1 Mouse, CD-1
Sex (M/F)/No. of Animals M/21 M/21 M/24 M/21 M/21
Feeding condition Fasted Fasted Non-fasted Non-fasted Non-fasted
Vehicle/Formulation PEG200/saline 0.5% MC PEG200/saline 0.5% MC 0.5% MC
(60/40 v/v) (60/40 v/v)
Method of Administration v PO v PO PO
Dose (mg/kg) 1 5 1 5 30
Sample Plasma Plasma Plasma Plasma Plasma
Analyte GLPG6034 GLPG6034 GLPG6034 (G254445 GLPG6034 (254445 GLPG6034 (G254445
Assay LC-MS/MS LC-MS/MS LC-MS/MS | LC-MS/MS | LC-MS/MS | LC-MS/MS | LC-MS/MS | LC-MS/MS
Mean PK Parameters:
Coor Cax (ng/mL) 637 920 757 43.5 823 881 6073 2826
AUCy.; or AUCy.1ast (ng-h/mL) 321 1770 438 201 2030 1900 7268 11353
Trmax (h) - 0.5 1.0 1.0 1.0 0.25 0.5
AUC. (ng-h/mL) - 1808 465 224 2174 2049 - 11358
tin (h) - 1.72 8.43 2.14 10.2 2.48 - 2.14
CL (L/W/kg) 2.87 - 1.86 - - - - -
Vs (L/kg) 6.03 - 10.4 - - - - -
F (%) - 110 - - 81.9 - 44.6 -

- = No data, not applicable or not recorded; MC = methylcellulose
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Test Article: GLPG0634

a

Study Number GLPG0634-PK-008 GLPG0634-PK-009
Species Rat, SD Rat, SD
Sex (M/F)/No. of Animals M/3 M/3 M/3 M/3
Feeding condition Fasted Fasted Fasted Fasted
Vehicle/Formulation PEG200/saline (60/40 v/v) 0.5% MC 0.5% MC 0.5% MC 0.5% MC
Method of Administration v PO PO
Dose (mg/kg) 1 5 30 100 300
Sample Plasma Plasma Plasma Plasma Plasma
Analyte GLPG0634 GLPG0634 GLPG0634 GLPG0634 GLPG0634
Assay LC-MS/MS LC-MS/MS LC-MS/MS LC-MS/MS LC-MS/MS
Mean PK Parameters:
Co or Cpax (ng/mL) 1407 310 2887 8440 9113
AUCq., (ng-h/mL) 722 1429 11712 51477 41003
Tinax (D) - 1.0 1.0 1.0 1.0
AUCo. (ng-h/mL) 739 1603° 12467 52023 49257°
t12 (h) 1.65 3.94° 1.80 3.73b 4.66°
CL (L/h/kg) 1.35 -
Vs (L/kg) 1.76 -
F (%) - 40.6
- = No data, not applicable or not recorded; MC = methylcellulose
Median
N=2

b
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Test Article: '“C-GLPG0634*
Study Number GLPG0634-PK-030 GLPG0634-PK-030
Species Rat, SD Rat, SD
Sex (M/F)/No. of Animals M/2-4 M/3-6
Feeding condition Non-fasted Non-fasted
Vehicle/Formulation PEG200/saline (60/40 v:v) 0.5% MC
Method of Administration v PO
Dose (mg/kg) 2 2 2 10° 10° 10°
Sample Plasma Plasma Plasma Plasma Plasma Plasma
Analyte GLPG0634° GLPG0634 (254445 GLPG0634° GLPG0634 (254445
Assay LSC LSC LSC LSC LSC LSC
Mean PK Parameters:
Coor Cpax (ng/mL) 2300 1930 15.2 1637 2034 847
AUC.24n (ng-h/mL) 5230 4500 115 9725 9515 6638
Tinax (h)° - - 0.75 1.0 1.0 2.0
AUCo. (ng-h/mL) - - - 9793 9543 6672
ti2 (h) - - - 34 3.0 3.1
CL (L/h/kg) 0.45 0.57 - - - -
Vs (L/kg) 2.95 2.86 - - - -
F (%) - - - 433 543 -

= No data, not applicable or not recorded; MC = methylcellulose; LSC = liquid scintillation counting
14C-GLPG0634 with specific activity 136 uCi/mg
Total radioactivity
Median

o o
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Test Article: G254445

Study Number GLPG0634-PK-015
Species Rat, SD
Sex (M/F)/No. of Animals M/3
Feeding condition Fasted
Vehicle/Formulation 0.5% MC
Method of Administration PO
Dose (mg/kg) 50 150
Sample Plasma Plasma
Analyte G254445 (254445
Assay LC-MS/MS LC-MS/MS
Mean PK Parameters:
Co or Cpax (ng/mL) 9280 23700
AUC,., (ng-h/mL) 88300 332000
Tinax (D) 1.0 2.0
AUCo. (ng-h/mL) 87000 365000
ti2 (h) 7.26° 7.47
CL (L/h/kg) - -
Vs (L/kg) - -
F (%) - -
- = No data, not applicable or not recorded; MC = methylcellulose
a Median
b N=2
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Test Article: GLPG0634 and G254445
Study Number GLPG0634-PK-029
Species Rabbit, NZW
Sex (M/F)/No. of Animals M/3
Feeding condition Non-fasted
Vehicle/Formulation 0.5% MC
Method of Administration PO
Test Article GLPG0634 GLPG0634:G254445 GLPG0634 G254445 GLPG0634:G254445
Dose (mg/kg) 20 20:20 20 20 20:20
Sample Plasma Plasma Plasma Plasma Plasma
Analyte GLPG0634 GLPG0634 (G254445 G254445 G254445
Assay LC-MS/MS LC-MS/MS LC-MS/MS LC-MS/MS LC-MS/MS
Mean PK Parameters:
Crax (ng/mL) 6240 9910 1713 5490 9447
AUC.24n (ng-h/mL) 25512 31228 9961 21904 41269
Tmax (h)? 2.0 1.0 2.0 1.0 1.0
AUCy. (ng-h/mL) 25698 31432 10193 22372 42463
ti2 (h) 3.84 3.64 4.63 5.03 5.21
MC = methylcellulose
a Median
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Test Article: GLPG0634
Study Number GLPG0634-PK-007 GLPG0634-PK-011
Species Dog, Beagle Dog, Beagle
Sex (M/F)/No. of Animals M/2 M/3
Feeding condition Fasted Fasted
Vehicle/Formulation PEG200/saline (60/40 v/v) 0.5% MC capsule 20% HPBCD solution
Method of Administration v PO PO PO
Dose (mg/kg) 1 5 10 10
Sample Plasma Plasma Plasma Plasma Blood
Analyte GLPG0634 GLPG0634 GLPG0634 GLPG0634 GLPG0634
Assay LC-MS/MS LC-MS/MS LC-MS/MS LC-MS/MS LC-MS/MS
Mean PK Parameters:
Crax (ng/mL) 1143 1807 5210 1037 1180
AUCy., (ng-h/mL) 3839 13526 31200 8630 10200
Tinax (h)° - 1.5 1.0 2.0 2.0
AUC., (ng-h/mL) 4097 13908 32000 7470¢ 11100
ti2 (h) 7.47 5.18 4.57 6.30¢ 7.03
CL (L/h-kg) 0.244 - - - -
Vs (L/kg) 1.64 - - - -
F (%) - 67.1 - - -

- = No data, not applicable or not recorded; HPBCD = hydroxypropyl B-cyclodextrin; MC = methylcellulose

a
b
c

Mean dose 10 mg/kg.
Median.
N=2.
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Test Article: GLPG0634
Study Number GLPG0634-PK-037
Species Dog, Beagle
Sex (M/F)/No. of M/3
Animals
Feeding condition Non-fasted Non-fasted Non-fasted Non-fasted Non-fasted
Vehicle/ Formulation 25 mg capsule 25 mg capsule 100 mg capsule 100 mg capsule 40% HPBCD solution
Batch Batch Batch Batch Batch
Method of PO PO PO PO PO
Administration
Dose (mg/kg) 10 10 10 10 10
Sample Plasma Plasma Plasma Plasma Plasma Plasma Plasma Plasma Plasma Plasma
Analyte GLPG0634 | (254445 | GLPGO0634 | G254445 | GLPG0634 | G254445 | GLPG0634 | G254445 | GLPGO0634 | (G254445
Assay LC-MS/MS | LC-MS/MS | LC-MS/MS | LC-MS/MS | LC-MS/MS | LC-MS/MS | LC-MS/MS | LC-MS/MS | LC-MS/MS | LC-MS/MS
Mean PK Parameters:
Crnax (ng/mL) 2540 474 2720 581 3830 656 3150 544 1300 181
AUCy., (ng-h/mL) 26900 9050 33200 8410 39200 9200 34600 10200 13600 3430
Tmax (h)? 4.0 10.0 8.0 24.0 8.0 24.0 4.0 10.0 2.0 10.0
AUC. (ng-h/mL) 30600 - 39600 - 45700 - 38900 - 15100 -
t12 (h) 7.2 - 7.3 - 6.9 - 7.2 - 7.4 -

- =No data, not applicable or not recorded; HPBCD = hydroxypropyl B-cyclodextrin

a

Median.
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Test Article: G254445
Study Number GLPG0634-PK-014
Species Dog, Beagle
Sex (M/F)/No. of Animals M/3
Feeding condition Non-fasted
Vehicle/Formulation 0.5% MC
Method of Administration PO
Dose (mg/kg) 10 30 100
Sample Plasma Plasma Plasma
Analyte G254445 (G254445 G254445
Assay LC-MS/MS LC-MS/MS LC-MS/MS
Mean PK Parameters:
Crax (ng/mL) 6080 15600 36800
AUC.24n (ng-h/mL) 63600 188000 480000
Tinax (D) 1.0 2.0 1.0
AUC. (ng-h/mL) 76400 NC NC
ti2 (h) 8.80 NC NC

- = No data, not applicable or not recorded; MC = methylcellulose; NC = Not calculated

a Median.
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Test Article: GLPG0634

Study Number GLPG0634-PK-016
Species Monkey, Cynomolgus
Sex (M/F)/No. of Animals M/3
Feeding condition Non-fasted
Vehicle/Formulation PEG200/saline (60/40 v/v) 0.5% MC PEG200/saline (60/40 v/v) 0.5% MC
Method of Administration v PO v PO
Dose (mg/kg) 1 30 1 30
Sample Plasma Plasma Plasma Plasma
Analyte GLPG0634 GLPG0634 G254445 G254445
Assay LC-MS/MS LC-MS/MS LC-MS/MS LC-MS/MS
Mean PK Parameters:
Co or Cpax (ng/mL) 756 1790 51.0 538
AUC.24n (ng-h/mL) 1330 9940 594 7840
Tinax (h)? - 2.0 2.0 6.0
AUCy.. (ng-h/mL) 1370 - 663 14700
ti2 (h) 6.55 - 7.09 20.2
CL (L/h/kg) 0.731 - - -
Vs (L/kg) 3.13 - - -
F (%) - 24.7 - -

- = No data, not applicable or not recorded; MC = methylcellulose

a Median.
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Test Article: GLPG0634

GLPG0634-PK-041

Study Number
Species Minipig, Gottingen
Sex (M/F)/No. of Animals M/3
Feeding condition Fasted
Vehicle/Formulation PEG200/saline 0.5% MC 0.5% MC PEG200/saline 0.5% MC 0.5% MC
(60/40 v/v) (60/40 v/v)
Method of Administration v PO PO v PO PO
Dose (mg/kg) 1 5 30 1 5 30
Sample Plasma Plasma Plasma Plasma Plasma Plasma
Analyte GLPG0634 GLPG0634 GLPG0634 (254445 (G254445 (G254445
Assay LC-MS/MS LC-MS/MS LC-MS/MS LC-MS/MS LC-MS/MS LC-MS/MS
Mean PK Parameters:
Co or Cuax (ng/mL) 1310 362 2160 110 205 1220
AUCq.24n (ng-h/mL) 1690 2780 19100 875 2520 16700
Tmax (h)* - 4.0 4.0 1.0 4.0 6.0
AUC. (ng-h/mL) 1700 - - 943 3030 -
t12 (h) 3.87 - - 6.37 6.96 -
CL (L/h/kg) 0.63 - - - - -
Vs (L/kg) 1.54 - - - - -
F (%) - 36.2 41.7 - - -

- = No data, not applicable or not recorded; MC = methylcellulose; QD = once daily

a Median.
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Test Article: *C-GLPG0634

Study System: In vitro equilibrium dialysis of plasma

Study No.

Species: Rat, Dog, Monkey, Human

GLPG0634-PK-002

% Bound
Concentration(s) Tested Rat Dog Monkey Human
10 umol/L *C-GLPG0634 50.6 35.6 32.4 35.6
Test Article: GLPG0634 and G254445
Study System: In vitro equilibrium dialysis of plasma Study No.
Species: Human, Rabbit, Mouse, Rat, Dog GLPG0634-PK-034
% Bound
Concentration(s) Tested Mouse Rat Rabbit Dog Human
10 umol/L GLPG0634 64.6 - 69.6 - 55.0
56 umol/L G254445 33.6 39.1 55.3 25.2 34.1
- = not evaluated
Test Article: G254445
Study System: In vitro equilibrium dialysis of plasma Study No.
Species: Human, Rat, Dog GLPG0634-PK-013
% Bound
Concentration(s) Tested Rat Dog Human
56 pmol/L G254445 47.5 28.9 31.8
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Test Article: Filgotinib
Study System: Protein Binding Study by Equilibrium Dialysis Study No.
Species: C57BL6 Mouse (male and female), BALB/c Mouse, NOD Mouse, AD-417-2015
DBA/1J Mouse, db/db Mouse, Lewis Rat
% Fraction Unbound
Concentration(s) C57BL6 C57BL6
Tested Mouse Male Mouse Female BALB/c Mouse NOD Mouse DBA/1J Mouse Db/db Mouse Lewis Rat
2 umol/L Filgotinib 352 36° 35+£5b 40 £+ 3b 71 £3b 58 £3Pb 48 £ 2°
2 umol/L GS-829845 45° 48° 54 +£2° 51+£2° 74 £ 7° 62 £ 10° 47°
a Mean (N =2)
b Mean + Standard Deviation (N = 3)
Test Article: Filgotinib
Study System: Human Hepatic Microsomal Binding by Equilibrium Dialysis Study No.
Species: Human AD-417-2016

% Fraction Unbound?

Concentration(s) Tested Human

3 umol/L Filgotinib 85.6+1.5
3 umol/L GS-829845 95.4+2.7
3 umol/L Amitriptyline® 37.6 2.0

a Mean + Standard Deviation (N = 3)
b Control compound
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Report Title Study Type Test Article Report Number
In Vitro Assessment of Blood Distribution Filgotinib AD-417-2014
Distribution of Filgotinib and its GS-829845
Major Metabolite
Study System Blood samples from mouse (various strains), rat (various strains), beagle dog, minipig, cynomolgus monkey, and human
Method Filgotinib, its major metabolite (GS-829845), and control compounds was incubated in triplicate at an initial concentration of
0.5 pmol/L (except for db/db mice) with blood or reference plasma or reference cell fraction for 60 minutes at 37°C and then
chilled on ice. The db/db blood study was incubated at an initial concentration of 2 umol/L, and determined by the plasma
depletion technique. Blood samples were then centrifuged at 4°C to separate the cellular and plasma fractions. Test article
concentration in each fraction was determined by LC-MS/MS.
Filgotinib Metabolite (GS-829845) Control Compound?
Species® CPR B/P ratio CPR B/P ratio Compound B/P ratio
db/db mouse 1.53 (25.1%)° 1.29 (25.1%)° 2.71 (6.7%)° 1.52 (6.7%)° Chlorthalidone 37.0 (21.1%)°
C57BL/6J Mouse (F) 1.04+0.14 1.02 +0.06 1.11 £0.19 1.05+£0.08 Chlorthalidone 6.59 £0.36
DBA1/J Mouse (F) 1.29+0.32 1.13+0.14 1.31+0.39 1.14+0.17 Chlorthalidone 6.55+1.34
CD-1 Mouse (M) 1.03 £0.06 1.01 £0.03 1.17 +£0.08 1.07 £0.03 Chlorthalidone 7.57+1.47
BALB/c Mouse 0.96 + 0.28 0.98 +0.12 1.45+0.27 1.20+0.12 Chlorthalidone 4.77+0.23
Sprague-Dawley Rat (M) 0.87 £0.06 0.94 +0.03 1.03 £0.04 1.02 +£0.02 Chlorthalidone 29.0+54
Lewis Rat (F) 0.61+0.12 0.81 +0.06 0.76 + 0.28 0.89 +0.13 Chlorthalidone 16.12 £ 1.17¢
Beagle Dog 1.35+£0.17 1.17 £ 0.08 1.67 +0.03 1.31 £0.02 Chloroquine 3.12+0.39
Minipig 1.34+0.10 1.14+0.04 1.38+0.19 1.16 = 0.08 Chloroquine 3.48 £0.42
Cynomolgus Monkey 1.56 £0.20 1.25+0.09 1.56 £0.20 1.24 +0.09 Methazolamide 73.1+14.9
Human 1.03+0.21 1.02 +0.11 1.75 +0.59 1.39 +0.31 Methazolamide 343+3.1
a Mixed gender pool, except (F) = female only, (M) = male only
b Mean (N =3) and CV
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Test Article:

4C-GLPG0634

Species:

Rat, Sprague Dawley (albino), Long Evans (pigmented)

Study No.

Sex (M/F)/No. of Animals:

M/6 SD and M/4 LE

GLPG0634-PK-032

Vehicle/Formulation: 0.5% methylcellulose Feeding Condition: Non-fasted
Dose (mg/kg): 60 mg (free base)/kg Method of Administration: PO, gavage
Radionuclide: '*C Specific Activity: 136 uCi/mg
Sampling Times: 1, 3,5, 8, 24, and 48 hours (SD); 1, 5, 24, and 48 hours (LE)
Concentration (pg-equivalents/g)
1 hour 3 hours 5 hours 8 hours 24 hours 48 hours

Tissues/Organs SD LE SD SD LE SD SD LE SD LE
Adrenal gland 17.2 25.5 15.1 18.0 14.5 9.6 1.0 1.9 BLQ* BLQ"
Aorta 19.0 20.4 15.3 15.5 12.2 5.7 0.5 0.6 BLQ?® BLQ®
Blood 8.7 9.2 5.8 6.0 4.5 2.1 BLQ? BLQP BLQ*® BLQP
Brain 0.4 0.5 0.4 0.4 BLQ BLQ?* BLQ*® BLQP BLQ*® BLQP
Bone 0.6 1.4 0.6 0.4 0.7 BLQ? BLQ*® BLQP BLQ*® BLQP
Epididymis 7.1 11.5 5.0 5.5 4.8 2.1 BLQ? BLQP BLQ*® BLQP
Eye (uveal tract) NA 136 NA NC 126 NA NC 64.2 NA 8.4
Eye (whole) NA 22.7 NA NC 14.6 NA NC 8.8 NA 3.9
Kidney cortex 23.9 27.8 16.9 15.3 14.5 8.5 0.4 0.5 BLQ* BLQ"
Kidney medulla 24.5 21.4 12.7 13.8 14.0 11.5 0.5 0.5 BLQ* BLQ"
Lachrymal glands® 10.3 12.2 7.7 7.7 54 2.89 BLQ* BLQ" BLQ* BLQ"
Liver 25.8 27.4 17.0 15.3 12.4 9.3 0.4 0.4 BLQ* BLQ"
Lung 9.9 10.8 6.8 6.9 53 2.4 BLQ* BLQ" BLQ* BLQ"

BLQ = Below level of quantification; LE = Long Evans; NA = Not applicable; NC = Not calculable; SD = Sprague Dawley

a BLQ <0.319 pg equivalents/g for SD rats.

b BLQ <0.342 ng equivalents/g for LE rats.

c Mean of radioactivity in ex-orbital and intra-orbital lacrimal glands
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Test Article:

4C-GLPG0634

Species:

Rat, Sprague Dawley (albino), Long Evans (pigmented)

Study No.

Sex (M/F)/No. of Animals:

M/6 SD and M/4 LE

GLPG0634-PK-032

Vehicle/Formulation: 0.5% methylcellulose Feeding Condition: Non-fasted
Dose (mg/kg): 60 mg (free base)/kg Method of Administration: PO, gavage
Radionuclide: !“C Specific Activity: 136 uCi/mg
Sampling Times: 1, 3, 5, 8, 24, and 48 hours (SD); 1, 5, 24, and 48 hours (LE)
Concentration (ug-equivalents/g)

1 hour 3 hours 5 hours 8 hours 24 hours 48 hours
Tissues/Organs, continued SD LE SD SD LE SD SD LE SD LE
Preputial gland 18.3 17.6 14.5 11.4 NS 10.3 NS NS BLQ*® BLQ"
Skin (Skin, non-pigmented) 8.5 11.4 7.1 6.0 5.2 4.1 0.8 0.5 0.6 BLQ"
Skin, pigmented NA 13.6 NA NA 13.4 NA NA 1.6 NA 1.7
Spleen 10.4 11.3 7.1 7.2 6.3 3.0 BLQ 0.4 BLQ* BLQ
Testis 3.3 5.1 3.9 4.6 2.8 1.6 BLQ* BLQ" BLQ* BLQ
Urinary bladder contents 109 412 500 85.9 148 NS 1.7 4.4 BLQ*? BLQ"
Urinary bladder wall 17.9 18.3 20.4 11.8 12.4 23.0 BLQ 0.4 0.4 BLQ
Remaining tissues (excluding GI 0.4-12.4 0.5-17.6 0.5-9.3 0.4-8.5 BLQ-6.2 | BLQ-5.6 | BLQ-0.6 | BLQ-0.7 BLQ*® BLQ"
tract)
GI tract (caecum, large intestine, 0.5-1239 | 4.4-1441 7.6-963 12.9-969 | 9.1-1336 | 5.9-1791 0.4-22.5 | BLQ-33.8 | BLQ-1.3 | BLQ-2.6
small intestine, and stomach)

BLQ = Below level of quantification; LE = Long Evans; NA = Not applicable; NS = No sample; SD = Sprague Dawley
BLQ <0.319 pg equivalents/g for SD rats.
BLQ <0.342 ng equivalents/g for LE rats.

a
b
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Test Article: !“C-carboxy-GS-6034

Species: Rat, Sprague Dawley (albino), Long Evans (pigmented) Study No.
Sex (M/F)/No. of Animals: M/6 SD and M/4 LE GLPG0634-PK-039
Vehicle/Formulation: 0.5% methylcellulose Feeding Condition: Non-fasted

Dose (mg/kg): 60 mg (free base)/kg Method of Administration: PO, gavage

Radionuclide: !“C Specific Activity: 138 uCi/mg

Sampling Times: 1, 3, 5, 8, 24, and 48 hours (SD); 1, 5, 24, and 48 hours (LE)

Concentration (pg-equivalents/g)
1 hour 3 hours 5 hours 8 hours 24 hours 48 hours

Tissues/Organs SD LE SD SD LE SD SD LE SD LE
Adrenal gland 17.7 17.9 10.5 12.2 11.8 9.43 3.92 6.45 2.43 2.04
Aorta 24.5 29.7 10.6 12.3 14.0 6.41 2.21 5.46 BLQ® 1.08
Blood 8.44 11.1 4.97 4.86 6.84 2.43 BLQ® 0.498 BLQ* BLQ
Brain 0.411 BLQ® BLQ® 0.579 0.470 0.957 0.754 0.613 0.399 0.488
Bone 1.65 0.809 0.595 0.766 0.745 0.686 BLQ® BLQ BLQ® BLQ
Epididymis 9.36 13.1 5.33 24.0 19.1 22.6 5.13 14.3 9.86 5.71
Fat (brown) 10.1 9.65 11.6 16.4 16.1 20.1 20.1 28.3 7.02 11.1
Harderian gland 19.3 20.2 25.7 39.0 149.7 52.3 49.5 123 26.5 20.6
Eye (uveal tract) NA 39.6 NA NC 64.5 NA NC NS NA 31.6
Eye (whole) NA 7.23 NA NC 8.23 NA NC NS NA NS
Kidney cortex 24.0 30.5 12.7 17.2 16.0 9.5 1.6 3.48 0.738 1.21
Kidney medulla 45.7 28.4 26.5 41.4 23.1 19.2 4.77 7.66 1.83 2.06
Lachrymal glands 9.69 13.0 6.77 11.7 9.22 10.5 18.2 18.2 6.01 8.98
Liver 25.5 28.4 14.8 14.1 13.7 10.1 2.18 3.65 0.801 1.05
Lung 10.2 9.86 6.55 6.75 7.31 6.24 1.91 2.75 0.409 0.723

BLQ = Below level of quantification; LE = Long Evans; NA = Not applicable; NC = Not calculable; NS = No sample; SD = Sprague Dawley

a BLQ <0.369 ng equivalents/g

28



2.6.5 FyEhERRBRIIE R

TA4NITF =T
Test Article: '“C-carboxy-GS-6034

Species: Rat, Sprague Dawley (albino), Long Evans (pigmented) Study No.
Sex (M/F)/No. of Animals: M/6 SD and M/4 LE GLPG0634-PK-039
Vehicle/Formulation: 0.5% methylcellulose Feeding Condition: Non-fasted

Dose (mg/kg): 60 mg (free base)/kg Method of Administration: PO, gavage

Radionuclide: '*C Specific Activity: 138 uCi/mg

Sampling Times: 1, 3,5, 8, 24, and 48 hours (SD); 1, 5, 24, and 48 hours (LE)

Concentration (pg-equivalents/g)
1 hour 3 hours 5 hours 8 hours 24 hours 48 hours

Tissues/Organs, continued SD LE SD SD LE SD SD LE SD LE
Preputial gland 18.9 11.8 7.45 NS 9.65 NS 4.15 5.32 3.19 0.787
Skin (Skin, non-pigmented) 11.7 9.01 7.52 10.2 5.28 7.09 3.56 3.07 1.19 1.10
Skin, pigmented NA 10.9 NA NA 7.87 NA NA 9.36 NA 2.48
Spleen 10.1 10.1 5.04 5.22 7.06 4.8 1.05 1.87 0.409 0.780
Testis 3.32 3.57 1.64 2.29 2.48 1.28 0.504 0.514 BLQ* BLQ
Urinary bladder contents 759° 496 217 235 323 44.8 NS 30.9 3.04 4.23
Urinary bladder wall 15.1 16.5 8.09 8.01 18.4 7.08 NS 6.14 0.400 1.62
Remaining tissues (excluding GI | BLQ-15.4 | 0.5-17.6 | 0.572-9.5 | 0.57-13.3 0.499— 0.759- 0504-2.57 0.730— BLQ-2.02 | 0.379-2.67
tract) 11.1 10.9 9.29

GI tract (caecum, large intestine, 2.69- 4.4 17.5— 8.87— 12.2— 10.2— 0.455—- 4.87— 0.391- 0.518-
small intestine, and stomach) 5326° 1441° 1284° 1702° 1844° 1348° 33.3 55.0 12.6 7.45

BLQ = Below level of quantification; LE = Long Evans; NA = Not applicable; NS = No sample; SD = Sprague Dawley

a
b

BLQ <0.369 ng equivalents/g.

Above limit of accurate quantification (634 nug equivalents/g) — extrapolated value reported
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Report Title Study Type Test Article Study Number
Identification of the phase I enzyme (non-CYP dependent) responsible Metabolism GS-6034 GLPG0634-PK-020

for the formation of the metabolite G254445 from GLPG0634

Study System: Hepatic microsomal fraction from human

Method: GS-6034 was incubated at 70.6 umol/L in triplicate over 60 min at 37°C in the presence or absence of NADPH (2 mmol/L) and

bis-p-nitrophenyl phosphate (20 and 100 pmol/L), a carboxylesterase inhibitor. The final concentration of microsomal protein
in the incubations was 1.0 mg/mL. The reaction was stopped with acetonitrile at 4°C and the supernatants were analyzed by
LC-MS/MS for the quantification of GS-6034 and the metabolite GS-829845.

GS-829845 Measured Concentration GS-829845 Measured Concentration

T =0 min T =60 min
Incubation Condition (umol/L) (umol/L)
Control: Microsomes +NADPH BLQ BLQ
Control: GS-6034+NADPH BLQ BLQ
Microsomes+GS-6034+NADPH BLQ 3.10+0.300
Microsomes+GS-6034-NADPH BLQ 3.48 £0.823
Microsomes+GS-6034+NADPH-+inhibitor (20 umol/L) BLQ BLQ
Microsomes+GS-6034-NADPH+inhibitor (20 pmol/L) BLQ BLQ
Microsomes+GS-6034+NADPH+inhibitor (100 umol/L) BLQ BLQ
Microsomes+GS-6034-NADPH-+inhibitor (100 pmol/L) BLQ BLQ

NADPH = B-nicotinamide adenine dinucleotide phosphate (reduced form); BLQ = Below Limit of Quantitation
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Test Article: “*C-GLPG0634

Study System: Hepatocytes, reverse-phase HPLC

Study No.

Concentration: '*C-GLPG0634 at 100 umol/L

GLPG0634-PK-001

Metabolite Fraction
Species Time Point Parent (% decrease)? MF-1 MF-2 MF-3
Mouse 2 hours 3.8 - P -
6 hours 6.1 - P -
24 hours 14.6 - P -
Rat 2 hours 2.7 - P -
6 hours 6.6 - P P
24 hours 14.4 - P P
Dog 2 hours 1.5 - - -
6 hours 3.1 - P -
24 hours 7.1 - P -
Monkey 2 hours 4.2 P P P
6 hours 9.7 P P P
24 hours 19.6 P P P
Human® 2 hours 1.6t03.1 - P -
6 hours 3.6t08.5 P
24 hours 7.5t0 18.2 - P -

= <1% total chromatogram radioactivity; P = metabolite fraction present at >1% total chromatogram radioactivity

% of total chromatogram radioactivity associated with this region of the radiochromatogram after subtraction from the control value.

a
b Range for 3 individual donors.
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Test Article: “C-GLPG0634

Study System: Hepatocytes, LC-MS/MS metabolite structural identification

Study No.

Concentration: '*C-GLPG0634 at 100 umol/L

GLPG0634-PK-017

Species®

Time Point

Metabolite Fraction, Structural Identification

MF-1

MEF-2

MF-3

Mouse, Rat, Dog,
Monkey, Human

2 to 24 hours

Possibly oxidized GLPG0634 on the
thiomorpholine sulfone ring

Confirmed as G254445 by comparison to

a reference standard

Possibly a reduced form of GLPG0634
on the thiomorpholine sulfone ring

14C-Filgotinib Major Metabolites Across Species in Hepatocytes

Incubated samples from GLPG0634-PK-001 (Section 4.2.2.4.2).
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Test Article: GLPG0634

Study System: Plasma metabolite profiling Study No.
Assay: Mass spectrometry GLPG0634-PK-018
Time GLPG0634 G254445 M3
Species (Sample Source) Dose Day Point Mean Peak Area Mean Peak Area Mean Peak Area
Rat, Sprague Dawley 45 mg/kg 28 0.5 hour 141 16.3 3.0
(GLPG0634-TX-006) 1 hour 219 31.6 4.7
3 hours 64.6 18.9 1.9
6 hours 74.1 30.5 1.7
24 hours 4.6 2.1 0.2
Dog, Beagle 5 mg/kg 28 1 hour 43.2 4.8 0.1
(GLPG0634-TX-007) 3 hours 46.1 7.6 0.4
6 hours 15.4 6.4 0.1
24 hours 1.3 2.5 0.0
Monkey, Cynomolgus 30 mg/kg 1, single 2 hours 47.3 5.4 33
(GLPG0634-PK-016) dose 4 hours 33.4 10.2 2.6
8 hours 11.5 12.7 1.0
24 hours 3.5 5.6 0.5
Human 25 mg BID 1(10) 1 hour 1.6 (1.9) 3.4 (24.4) ND
(GLPG0634-CL-101) 3 hours 1.3 (1.1) 10.8 (28.5) ND
8 hours 0.2 (0.2) 8.4 (22.2) ND
24 hours 0.1 (0.0) 13.9 (12.4) ND

BID = twice daily; ND = Not detected.
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Test Article: GS-6034
Report title: Metabolite Profiling and Identification of Metabolites of ['*C]GS-6034 in Study No.
Selected Mouse Plasma, Urine, and Feces Samples after a Single Oral Administration of
['*C]GS-6034 from Study No. AD-417-2012
Assay: Liquid chromatography-high resolution mass spectrometry (LC-HRMS) AD-417-2013

Study System:

Plasma, Feces, and Urine from Transgenic Mice Following Administration of an Oral Dose of ['*C]-GS-6034 at 50 mg/kg

Method: Plasma, urine, and feces samples were pooled through 48 hours postdose, as appropriate, and prepared for analysis. Radioactivity in
samples was profiled, and metabolites were identified by LC-HRMS
Major circulating species in plasma, urine and feces:
o]’ . M2 (structure confirmed by comparison with a reference
[ ] z’i;, ' . " - standard GS-829845), GS-6034, M5 and
‘ ~ ™~ ¥ cyclopropanecarboxylic acid (CPCA)-carnitine
O 2 (confirmed by comparison with a reference standard):
G (2 : M6 O‘, i:’_. O_ :
$ M () M3 () D Plasma | Urine | Feces
N Ml () v MS(p )
N y O t - Component Percent of radioactivity injected®
{. l . - o Designation (%)
B ‘“ 1 T~ GS-829845 57.11 9.85 13.8
5’"’ @ GS-6034 24.68 9.34 27.1
M7 . ~ 1. smids hyckolysis
|¢ / N (2, 1) @2 ;:'_d(::um M5 10.21 7.50 1.8
’ N GS-6034 (p. o oy S M9 3.80 3.67 2.75
| [ é??il O e M8 . 1.80 2.50 2.16
z’%" ' : M~ ’ CPCA-carnitine 11° NM NM
‘ ' on ¥ r\l’\ R *Percent of radioactivity from the chromatographic run
J\l \ volize found in bl y grap.
p = metabolite found in plasma
N ’ N ! u = metabollte found i wrine "Estimated based on measured cold parentAUC,.,4 vs. metabolite
CPCA-caminne /] NO(p ) £ = metabolite found in feces

AUC .4 ratio; NM = not measured
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Test Article: “C-GS-6034

Study Number AD-417-2012
Report Title Pharmacokinetics, Absorption, and Excretion of ['*C]GS-6034 Following a Single Oral Administration to Transgenic Mice
Species Ras H> mice [CBYB6F1-Tg (HRAS) 2Jic]
Sex (M/F)/No. of Animals | M/34
Feeding condition Non-fasted
Vehicle/Formulation 0.5% Methylcellulose
Method of Administration | PO
Dose (mg/kg) 50
Analyte Radioactivity
Assay LSC
Collection Recovery of Radioactivity (% Dose)
Time (h) Urine Feces Carcass (residual) residual(residual) Total Excreta®
0-12 24.3 NA NA
52.2
1224 13.1 NA NA
24-48 0.265 1.69 NA NA
48-72 0.0602 0.13 NA NA
Total 37.7 54.0 4.43 96.1
a Total recovery includes radioactivity in excreta carcass, cage rinses, cage wash, and cage wipe
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Test Article: “C-GLPG0634
Study Number GLPG0634-PK-030
Species Rat, SD Rat, SD (bile Rat, SD
duct cannulated)
Sex (M/F)/No. of Animals M/3 M/3 M/3 M/3
Feeding condition Non-fasted Non-fasted Non-fasted Non-fasted
Vehicle/Formulation PEG200/saline 0.5% MC 0.5% MC Vehicle/Formulation PEG200/saline (60/40 0.5% MC
(60/40 v:v) Viv)
Method of Administration v PO PO Method of Administration v PO
Dose (mg/kg) 2 10 10 Dose (mg/kg) 2 10
Analyte Radioactivity Radioactivity Radioactivity Analyte Radioactivity Radioactivity
Assay LSC LSC LSC Assay LSC LSC
Study Type Excretion Route Biliary Excretion | Study Type Metabolite Quantification
Parameters: Total Radioactivity (%) Percent of radioactivity injected®
Urine 59.4 45.8 16.0 Urine (0—12h)
Feces 39.9 40.1 46.9 GLPG0634 10.3 87.8
CO, trap BLQ BLQ NA (254445 1.9 7.6
Bile NA NA 14.9 Feces (6—24h)
Cage wash 2.4 1.4 5.6 GLPG0634 6.0 9.4
Carcass 9.4 3.7 5.6 (254445 0.21 1.0
Total 111.1 91.0 88.9 NA NA NA

LSC = liquid scintillation count; BLQ = below limit of quantification; MC = methylcellulose; NA = Not applicable;
a Percent (%) of radioactivity from the chromatographic run;
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Test Article: “C-GLPG0634

Study Number GLPG0634-PK-059
Species Dog, Beagle Dog, Beagle
Sex (M/F)/No. of Animals M/3 M/3
Feeding condition Non-fasted Non-fasted
Vehicle/Formulation PEG 400/30% HPBCD, (20/80, v:v) Vehicle/Formulation 0.5% MC
Method of Administration PO Method of Administration PO
Dose (mg/kg) 15 Dose (mg/kg) 10
Analyte Radioactivity Analyte Radioactivity
Assay LSC Assay LSC
Study Type Excretion Route Study Type Metabolite Quantification
Parameters: Total Radioactivity (%) Percent of dose
Urine 25.2 Urine (0—168h)
Feces 58.6 GLPG0634 20.9
CO; trap BLQ (254445 5.93
Bile NA Feces (0—168h)
Cage wash 4.68 GLPG0634 25.6
Vomit 1.68 (254445 2.63
Total 90.1 NA NA

LSC = liquid scintillation count; BLQ = below limit of quantification; MC = methylcellulose; NA = Not applicable;
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Report Title Study Type Test Article Study Number
In Vitro Assessment of Human Liver Cytochrome P450 Inhibition Potential Drug-Drug Interaction GS-6034 GLPG0634-PK-023
of GS-6034 Potential (GS-829845
Study System: Human liver microsomes
Method: GS-6034, its major metabolite GS-829845 or control inhibitors (up to 70.6 and 224 pmol/L, respectively) were incubated with human liver
microsomes and NADPH in the presence of probe substrates for individual enzymes. All assays were conducted under conditions that were linear
with respect to time and protein concentration. Probe substrates were present at non-saturating concentrations.
Activity Inhibition at Highest Conc. ICso (pmol/L) Inhibition at Highest Conc. ICso (pmol/L)
Enzyme GS-6034(%) GS-6034 GS-829845 (%) GS-829845
CYP1A2 Phenacetin O-deethylase 23.5 >70.6 16.1 >224
CYP2A6 Cumarin 7- hydroxylase 21.1 >105.8 22.8 >224
CYP2B6 Bupropion 7’-hydroxylase 10.4 >70.6 5.0 >224
CYP2C8 Paclitaxel 6a-hydroxylase -4.0 >70.6 -10.0 >224
CYP2C9 Tolbutamide 4-hydroxylase 8.3 >70.6 49.6 >224
CYP2C19 S Mephenytoin 1.0 >70.6 39.0 >224
4’-hydroxylase
CYP2D6 Dextromethorphan 11.0 >70.6 -5.0 >224
O-demethylase
CYP2E1 Chlorzoxazone 6- -20 >70.6 -24.0 >224
hydroxylase
CYP3A/5 Midazolam 1’-hydroxylase 0.0 >70.6 -4.0 >224
Testosterone 6f- hydroxylase 22.6 >70.6 -35.0 >224
Nifedipine oxidase -1.0 >70.6 -4.0 >224

CYP = cytochrome P450; ICso = concentration resulting in 50% inhibition
Values are the mean of triplicate (N = 3) determinations except for CYP2A6 (N =4)
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Report Title Study Type Test Article Study Number
Evaluation of Human UDP-Glucuronyltransferase Inhibitory Properties of Drug-Drug Interaction Potential GS-6034 GLPG0634-PK-049
GLPG0634 and G254445: In Vitro Experiments GS-829845

Study System: Human microsomal fraction containing human UGT1A1, UGT1A4, UGT1A6, UGT1A9 and UGT2B7

Method: The inhibition of human recombinant UGTs by GS-6034 (at 6 and 60 umol/L) and GS-829845 (1, 8 and 80 umol/L) was assessed

substrate was below its measured K, value.

with UGT-specific substrates by measuring the change in activity relative to solvent controls. Five human drug-metabolizing
UGTs, mainly presented in the liver, were investigated. The analytes were monitored by LC-MS/MS and a decrease in the

formation of the metabolite compared to the vehicle control was used to calculate an ICso value. The concentration of the

Inhibition at Highest Calculated I1Cs0 (pmol/L) Inhibition at Highest Calculated I1Cs0 (pmol/L)
Enzyme Activity Conc. GS-6034 (%) GS-6043 Conc. GS-829845 (%) GS-829845
UGT1ALl B-Estradiol-glucuronide 31.02 > 60 4.19 > 80
UGT1A4 Trifluoperazine-glucuronide 15.19 > 60 0.0 >80
UGT1A6 Deferiprone-glucuronide 13.53 > 60 23.22 > 80
UGTI1A9 Propofol-glucuronide 22.35 > 60 21.65 > 80
UGT2B7 Zidovudine-glucuronide 2.25 > 60 37.77 > 80

UGT = uridine diphosphate glucuronosyl transferase
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Report Title Study Type Test Article Study Number
Evaluation of human cytochrome P450 induction properties of GLPG0634 and its Drug-Drug Interaction Potential GS-6034 GLPG0634-PK-024
metabolite G254445: in vitro experiments GS-829845

Study System: | HepaRG® cells in monolayer cultures
Method: The induction potential of GS-6034 and GS-829845 on major cytochrome P450 isoforms CYP1A2, CYP2B6 and CYP3A4 (regulated by AhR, CAR and
PXR nuclear receptors, respectively) were assessed. The positive controls were: omeprazole (CYP1A2; 50 pumol/L), phenobarbital (CYP2B6; 1 mmol/L)
and rifampicin (CYP3A4; 10 umol/L). Activity measurement of CYP1A2, CYP2B6 and CYP3A4 were performed following a 48-hour incubation period
with up to 7 pumol/L of GS-6034 (minor morphological cell alterations were noticed at 23.5 and 70.6 pmol/L) and up to 224 pmol/L of GS-829845. The
respective metabolites were monitored by LC-MS/MS.
Percent of Reference Fold Activation Over Percent of Reference Fold Activation Over
Inducer (%) 0.2% DMSO Control Inducer (%) 0.2% DMSO Control
Enzyme Activity GS-6043 (7 pmol/L) GS-829845 (224 pmol/L)
CYP1A2 Phenacetin O-deethylation 4.55 1.26 -2.30 0.838
CYP2B6 Bupropion hydroxylation 7.86 1.65 -3.99 0.667
CYP3A4 Midazolam hydroxylation 6.29 1.91 -0.541 0.922
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Report Title: Study Type Test Article Study Number

Induction Potential of Filgotinib and its Major Human Metabolite Assessed in Human | Drug-drug interaction (in vitro) Filgotinib AD-417-2017

Hepatocytes

Methods: The induction potential of cytochrome P450 (CYP) isoforms, UDP glucuronosyl transferase (UGT) 1A1, P-glycoprotein (P-gp), Carboxylesterase (CES1
and CES2), and breast cancer resistance protein (BCRP) by filgotinib and its major human metabolite (GS-829845) were assessed in cultured human
hepatocytes. The test articles were incubated in 3 donors of cryopreserved human hepatocyte cultures at 4 concentrations with vehicle control and
appropriate positive controls. Based on cytotoxic potential results (morphology and LDH release test), filgotinib was tested at 3, 10, 30 and 60 pmol/L,
and GS-829845 was tested at 10, 30, 100, 350 umol/L. Following 3 days of exposure, induction was determined in situ by catalytic activity assays, and
mRNA expression using real-time PCR (RT-PCR). The results address as response of percentage of positive control and fold induction for mRNA and
CYP activity.

Filgotinib mRNA Expression in Human Hepatocytes

Concentration Response of Percentage of Positive Control

(pmol/L) CYP1A2 CYP2B6 CYP2C9 CYP3A4 UGTI1Al P-gp CES1 CES2 BCRP

3 0.7+2.4 2.8+3.0 13.5+14.7 1.5+1.8 12.2+19.5 1.4+3.1 -195.1 £ 210.9 589.3 + 936.1 62.3+78.0

10 7.1+£5.0 8.0+0.3 24.8+£31.5 1.5£2.2 82+122 7.9+255 559.8+1041.4 -93.6 £ 131.8 18.5+157.4

30 -23+93 6.3+9.0 57+52.5 -6.2+4.1 53.7+101.5 23.3+39.5 150.3 + 683.3 -556.2 + 1194.8 241.5+344.9

60 -93+33 11.7+16.7 -52.1+29.2 -6.7+3.4 36.9 £ 60.2 -71.2 +£38.3 274.6 + 655.6 -604.0 + 1631.3 -329.7 £ 614.0

Filgotinib mRNA Expression in Human Hepatocytes

Concentration Fold Induction

(nmol/L) CYP1A2 CYP2B6 CYP2C9 CYP3A4 UGT1A1 P-gp CES1 CES2 BCRP

3 1.1+0.2 1.3+£0.2 1.2+£0.2 1.2+£0.2 1.1£04 1.0£0.0 09+0.1 1.1+£03 1.0+0.1

10 1.6+0.3 1.9+0.3 1.4+0.5 1.3+£0.3 1.1+£04 1.1+£0.3 0.9+0.1 1.0£0.1 1.3+0.2

30 0.8+0.8 1.6£1.0 1.0£0.5 03+03 0.5+0.1 1.1£03 0.6+£0.2 0.7+0.3 1.0£0.5

60 0.1+0.1 22+1.9 0.5+0.1 02+0.2 1.4+0.7 0.3+0.1 0.8+0.3 0.4+0.1 0.3+0.2
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GS-829845 mRNA Expression in Human Hepatocytes

Concentration Response of Percentage of Positive Control

(pmol/L) CYP1A2 CYP2B6 CYP2C9 CYP3A4 UGT1A1 P-gp CES1 CES2 BCRP

10 39+£5.7 48+1.8 20.4 + 30.5 2.1£23 143+17.8 40.2 £44.0 193.3 +£63.3 616.6 + 1061.1 -26.7 +£204.1

30 7.0+£8.5 50+1.1 345+439 1.1+£2.1 31.4+304 31.8+£33.7 -46.7 £471.7 2199.7 £ 3704.4 -24.6 £132.6

100 8.0+6.7 57£13 27.5+40.8 1.3+34 21.5+19.6 13.8£29.7 -206.0 £ 953.6 1627.6 = 2875.9 -29.8 + 66.8

350 7.8+4.7 11.4+6.5 33.4+354 39+3.5 13.8+10.7 54.4 £58.0 -572.7+1376.8 2115.9 +3878.3 -3.7+207.7

GS-829845 mRNA Expression in Human Hepatocytes

Concentration Fold Induction

(pmol/L) CYP1A2 CYP2B6 CYP2C9 CYP3A4 UGT1A1 P-gp CES1 CES2 BCRP

10 1.3+04 1.6+0.4 1.3+£0.5 1.3+£0.3 1.4+0.6 1.5+£0.5 1.3+£0.3 1.1+£0.2 1.4+0.3

30 1.6 £0.5 1.6+ 0.3 1.6 +0.8 1.1£0.3 1.6+ 0.9 1.3+0.4 1.3+0.4 1.4+£0.9 1.3+£0.2

100 1.7£0.4 1.6+0.2 1.5+0.7 1.1+04 1.5+£0.6 1.2+04 1.5+£0.5 1.4+0.6 1.1+£0.2

350 1.8+£0.2 24+1.2 1.5+0.7 1.4+0.4 1.3+£0.3 1.4+0.5 1.4+£0.2 1.6+ 0.7 1.5+£0.2
CYP Activity

Filgotinib Concentration Response of Percentage of Positive Control Fold Induction

(pmol/L) CYP1A2 CYP2B6 CYP3A CYP1A2 CYP2B6 CYP3A

3 -0.7+0.2 05=+1.7 0.1+04 0.9+0.0 1.0£0.1 1.0+ 0.0

10 02=+1.4 1.8+4.4 1.2+13 1.1£0.2 1.1+£0.2 1.1+0.1

30 -53+27 -12.8+12.5 -11.4+8.6 03+0.4 0.5+0.6 0.3+0.3

60 -7.8+1.8 0.3 £+ NA? -14.1+75 0.0£0.0 0.4 £ NA? 0.1+£0.1

a CYP2B6 activity at initial concentration of 60 pmol/L was BQL in 2 lots of human hepatocytes.
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CYP Activity

GS-829845 Response of Percentage of Positive Control Fold Induction

Concentration (umol/L) CYP1A2 CYP2B6 CYP3A CYP1A2 CYP2B6 CYP3A
10 23+2.0 48+45 0.1+0.4 1.3+0.3 14+04 1.5+04
30 35+£1.6 8.1+33 1.2+1.3 1.5+0.2 1.6 0.5 1.6+0.4
100 7.6+1.9 94+5.5 -11.4+8.6 2.0+0.3 1.7+0.7 1.8+0.6
350 7.4+42 45+14.2 -14.1+£7.5 2.0+0.8 1.4+0.7 1.0+0.3
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Report Title Study Type Test Article Study Number
Identification of the carboxylesterase involved in the metabolism of Metabolism GS-6034 GLPG0634-PK-048

GLPG0634 using hCES1b, hCES1c and hCES2 supersomes

Study System: Recombinant hCES1b, hCES1c and hCES2
Method: Test compound GS-6034 incubations were performed at 6 and 60 pmol/L incubations for 15 minutes for hCES2 and 30 minutes for
hCES1b and hCESlIc (at 0.1 mg/mL of each recombinant enzyme). The major involvement of hCES2 in the formation of GS-829845
was confirmed by inhibiting selectively its activity with loperamide (10 pmol/L). The disappearance of GS-6034 and appearance of
GS-829845 were monitored by LC-MS/MS. Activities were calculated based on metabolite formation (GS-829845) and inhibition
percentage was determined using incubation without inhibitor as control.
Enzyme Activity (nmol/L/min/mg) Enzyme Activity in the Presence of Percent inhibition of Enzyme Activity in
Loperamide (%) the Presence of Loperamide (%)
GS-6034 GS-6034 GS-6034 GS-6034 GS-6034 GS-6034
Enzyme Substrate at 60 pmol/L at 6 pmol/L at 60 pmol/L at 6 pmol/L at 60 pmol/L at 6 pmol/L
hCES1b | p-Nitrophenyl acetate 1.26 £0.22 ND 1.25+£0.27 ND 1.24 ND
hCESlc p-Nitrophenyl acetate 1.22 £0.05 ND 1.07+£0.12 ND 12.3 ND
hCES2 Fluorescein diacetate 5.14+1.29 1.44 + 0.06 1.62 +0.03 ND 68.5 >54

ND = not detected
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Test Article: Filgotinib,GS-829845

Study Number

AD-417-2001

Study System:

Non-transfected, P-gp- and BCRP- overexpressing MDCKII cells

Method:

Bidirectional permeability of Filgotinib and GS-829845 (both at 1 umol/L) across monolayers of non-transfected and MDCKII cells

overexpressing P-gp and BCRP was determined in presence and absence of known P-gp or BCRP inhibitors.

P-gp-overexpressing MDCKII BCRP-overexpressing MDCKII
Papp (% 10 cm/sec) of + inhibitor + inhibitor
_Filgotinib Wild Type MDCKII - inhibitor (cyclosporin A, 10 pmol/L) - inhibitor (Ko134, 5 pmol/L)
Papp (A to B) 3.8 2.1 5.1 4.2 4.7
Papp (B to A) 14 19 11 19 13
Efflux Ratio 3.7 9.3 2.1 4.6 2.8
P-gp-overexpressing MDCKII BCRP-overexpressing MDCKII
Papp (% 10 cm/sec) of + inhibitor + inhibitor
GS-829845 Wild Type MDCKII - inhibitor (cyclosporin A, 10 pmol/L) - inhibitor (Ko134, 5 pmol/L)
Papp (A to B) 9.5 5.6 13 8.2 11
Papp (B to A) 14 22 18 18 18
Efflux Ratio 1.5 3.9 1.4 2.2 1.6
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Test Article: GS-829845

Study Number

AD-417-2007

Study System:

BCRP-overexpressing MDCK cells + inhibitor

Method:

Bidirectional permeability of GS-829845 (tested at 1 pmol/L) across monolayers of MDCK cells overexpressing BCRP was determined
in presence and absence of known BCRP inhibitor, Ko143.

Papp (x 10 cm/sec) of
GS-829845

BCRP-overexpressing MDCK

+ inhibitor
- inhibitor (Ko143, 0.5 pmol/L)
Papp (A to B) 2.06 3.27
Papp (B to A) 23.5 9.93
Efflux Ratio 11 3.0

46



2.6.5 BRI IR
T4 NIAF=7

13.2 T4 ILTF=TRUY GS-829845 MY in vitro TD OATP1B1 R U OATP1B3 DEE T H 5 AIREME D EF(h

Test Article: Filgotinib,GS-829845

Study Number AD-417-2002

Study System: Chinese Hamster Ovary wildtype (CHO-WT) and human OATP1B1 and OATP1B3 Transfected CHO Cells

Method: The uptake rate of Filgotinib and its Metabolite GS-829845 was evaluated in CHO-WT and human OAP1B1- or
OATP1B3-overexpressing CHO cells. Filgotinib and GS-829845 was dosed to suspended cells at 1.0 pmol/L and co-incubated with
and without rifampicin for 1 min at 37°C. Cells were then centrifuged and washed three times. Pellets were lysed with organic
solvent containing internal standard. Samples were analyzed on LCMSMS and quantified to determine the uptake rate.

Uptake Rate Filgotinib GS-829845 Atorvastatin Antipyrine

(pmole/minute/1.0x10° cells) 1.0 pmol/L 1.0 pmol/L 0.1 pmol/L 10 pmol/LL

CHO-WT 19 0.39 0.093 1.9

CHO-OATP1B1 20 0.37 0.45 2.1

CHO-OATP1B3 21 0.37 0.76 2.2

OATP1B1 / WT Ratio 1.0 1.0 4.9 1.2

OATPI1B3 / WT Ratio 1.1 1.0 8.2 12
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Test Article: Filgotinib,GS-829845

Study Number GLPG0634-PK-036

Report title In vitro interaction studies of GS-6034 and GS-829845 with human MDR1 (ABCB1/P-gp), BRCP (ABCG2) and BSEP (ABCBI11) (efflux)
transporters, and with human OATP1B1 (OATP2, OATP-C), OATP1B3 (OATP8), OCT1 and OCT?2 uptake transporters

Study System: Human OATP1B1, OATP1B3, OCT1 and OCT?2 transfected Chinese Hamster Ovary (CHO) Cells, Madin-Darby Canine Kidney (MDCKII) cell lines
overexpressing MDR1 or BCRP efflux transporters; inside-out membrane vesicles prepared from BSEP (ABCBI11) transporter overexpressing cells;

Method: Uptake experiments were performed on CHO cells expressing the respective uptake/SLC transporters. Cells were plated on standard 96-well tissue
culture plates. Parental cell lines were used as negative control for human OATP1B1, OATP1B3, OCT1 and OCT2. Reaction was initiated by
transferring the pre-incubated (37°C, 10 min) reaction mixture onto the cells. After the incubation time, cells were rinsed with Krebs-Henseleit buffer
and lysed.

MDCKII cell monolayers assays: Bidirectional transport of probe substrates, digoxin (MDR1) and prazosin (BCRP) on parental and transfected
MDCKII cells was determined in the presence and absence of each test compound. Apical to basolateral permeability of Lucifer yellow was assessed
for low permeability control and antipyrine was used as a control for high permeability. After incubation (60 or 120 min, at 37°C for MDCKII-BCRP
or MDCKII-MDRI, respectively), aliquots (100 pL) were taken from the receptor chambers to determine the translocated amount of the probe
substrate (in the presence and absence of the test compounds or the reference inhibitor).

Vesicular transport inhibition assays (BSEP): Low permeability probe substrate taurocholate (2 pmol/L) is transported into the vesicles by the BSEP
transporter. At the end of the incubation period, the vesicles can be separated by filtration and the amount of probe substrate trapped in the vesicles
quantified. The transporter has been expressed by in insect (Spodoptera frugiperda [Sf9]) ovarian cells. The membrane
vesicles were prepared and supplied by

The probe substrate concentrations were measured by ﬂuorescence detection or by liquid scintillation counting.

Filgotinib GS-829845
Maximum Inhibition at Highest Maximum Inhibition at Highest
Transporter Concentration Tested (%) ICso (nmol/L) Concentration Tested (%) ICso (nmol/L)
BSEP NIO at 60 pmol/L ND NIO at 60 pmol/L ND
OATP1B1 26.7 at 60 umol/L ND NIO at 60 pmol/L ND
OATP1B3 23.0 at 60 umol/L ND NIO at 60 pmol/L ND

ND = Not determined; NIO = No inhibition observed
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Filgotinib GS-829845
Maximum Inhibition at Highest Maximum Inhibition at Highest
Transporter Concentration Tested (%) ICso (nmol/L) Concentration Tested (%) ICso (nmol/L)
OCT1 24.0 at 60 uM ND 20.3 at 60 uM ND
OCT2 98.8 at 300 uM 8.7 77.5 at 300 uM 67
BCRP NIO at 50 uM ND NIO at 50 uM ND
MDR1 NIO at 50 uM ND NIO at 50 uM ND

ND = Not determined; NIO = No inhibition observed

Test Article: Filgotinib,GS-829845

Study Number

09DMW068

Report title

An in-vitro investigation into the inhibition by GLPG0634 of Xenobiotic Transport via human OAT1, OAT3 and OAT4.

Study System:

Human embryonic kidney MSRII (HEK-MSRII) cell line, transduced with BacMam baculovirus OAT1, OAT3 or OAT4.

Method: Inhibition of the probe substrate 6-carboxyfluorescein (6-CFL) by GS-6034 (0.027-100 umol/L) was measured by monitoring the
fluorescence (RFU) using a FLUOstar Galaxy.
Filgotinib
Inhibition of 6-CFL Uptake at Highest Concentration

Transporter Tested (% Control) ICso (nmol/L)

OAT1 21 at 100 umol/L ND

OAT3 58 at 100 umol/L ND

OAT4 35 at 100 umol/L ND

ND = Not determined
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Test Article: Filgotinib,GS-829845
Study Number GLPG0634-PK-019
Report title An in-vitro investigation into the inhibition by GLPG0634 of Xenobiotic Transport via human OAT1, OAT3 and OAT4
Study System: OAT3-expressed Human Embryonic Kidney 293 (HEK293) and OAT 1-transfected Chinese Hamster Ovary (CHO) Cells
Method: Inhibition of the probe substrates para-aminohippurate (PAH) and estrone 3-sulfate (E3S) for OAT1 and OAT3, respectively, by GS-6034
(0.13-100 umol/L) and GS-829845 (0.41-300 umol/L) was measured by liquid scintillation counting.
Filgotinib GS-829845
Inhibition of PAH Uptake at Highest Inhibition of E3S Uptake at Highest
Transporter Concentration Tested (% Control) ICso (nmol/L) Concentration Tested (% Control) ICso (nmol/L)
OAT1 NIO ND NIO ND
OAT3 -38.4 at 100 pmol/L ND 21.0 at 300 umol/L ND

ND = Not determined; NIO = No inhibition observed

Test Article: Filgotinib,GS-829845

Study Number AD-417-2003
Study System: MATEI-overexpressing CHO cells
Method: To assess inhibition of MATE1-mediated transport at various concentrations (up to 100 pmol/L), Filgotinib was incubated at

37°C with non-transfected or MATE1-transfected cells in the presence of TEA. To assess inhibition of MATE1-mediated
transport at various concentrations (up to 100 pmol/L), GS-829845 was incubated at 37°C with non-transfected or
MATE]1-transfected CHO cells in the presence of TEA. The amount of TEA inside the cells was determined by liquid
scintillation counter.

Compound Maximum inhibition (concentration observed) ICso
Filgotinib 52% (100 pmol/L) 94 umol/L
GS-829845 33% (100 umol/L) >100 umol/L
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Test Article: Filgotinib
Study Number AD-417-2004
Study System: Monolayers of P-gp- or BCRP-overexpressing MDCKII cells in 96-well black cell culture plates with clear bottoms.
Method: To assess inhibition of P-gp-mediated transport at various concentrations (up to 200 umol/L), Filgotinib was incubated for 1

hour with P-gp-overexpressing MDCKII cells (5 x 10* cells/well) in the presence of 10 umol/L calcein AM. To assess

inhibition of BCRP-mediated transport at various concentrations (up to 40 umol/L), Filgotinib was incubated for 18 hours with

BCRP-overexpressing MDCKII cells (2 x 10* cells/well) in the presence of 1 pmol/L pheophorbide A. Each well was analyzed

for fluorescence after washing the cells. BCRP data reported up to 13.3 pmol/L due to loss of viability at higher

concentrations.

Efflux Transporter

Maximum inhibition (concentration observed)

I1Cso

P-gp

3.0% (200 pmol/L)

> 200 pmol/L

BCRP

NIO (up to 13.3 umol/L)

> 13.3 pumol/L

BCRP = breast cancer resistance protein; MDCKII = Madine-Darby canine kidney cell line; P-gp = P-glycoprotein; NIO = No inhibition observed

Test Article: GS-829845

Study Number AD-417-2005
Study System: Monolayers of P-gp- or BCRP-overexpressing MDCKII cells in 96-well black cell culture plates with clear bottoms.
Method: To assess inhibition of P-gp-mediated transport at various concentrations (up to 40 umol/L), GS-829845 was incubated for 1

hour with P-gp-overexpressing MDCKII cells (5 x 10* cells/well) in the presence of 10 umol/L calcein AM. To assess

inhibition of BCRP-mediated transport at various concentrations (up to 40 umol/L), GS-829845 was incubated for 18 hours
with BCRP-overexpressing MDCKII cells (2 x 10* cells/well) in the presence of 1 pmol/L pheophorbide A. Each well was

analyzed for fluorescence after washing the cells.

Efflux Transporter Maximum inhibition (concentration observed) ICso
P-gp NIO up to 40 umol/L > 40 umol/L
BCRP NIO up to 40 umol/L > 40 umol/L

BCRP = breast cancer resistance protein; MDCKII = Madine-Darby canine kidney strain II; P-gp = P-glycoprotein; NIO = No inhibition observed
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Test Article: Filgotinib,GS-829845
Study Number AD-417-2008
Study System: OCT1-transfected HEK293 cells, OCT2-transfected CHO cells, or BSEP-transfected vesicles, or BCRP-overexpressing
MDCKII cells
Method:

Accumulation ratio of Filgotinib and GS-829845 in transfected cells or vesicles over control compounds. Filgotinib was

tested at concentrations up to 350 umol/L in OCT1 and OCT2 inhibition assays.

Due to solubility limitations in assay

buffers, Filgotinib wat tested at 170 or 200 pmol/L in BSEP or BCRP inhibition assays, respectively. GS-829845 was tested

up to 500 umol/L in each respective assay buffer.

Filgotinib
Efflux Transporter Maximum inhibition (concentration observed) 1Cso
OCT1 72.9% (350 umol/L) 151.6 umol/L
OCT2 94.3% (350 pmol/L) 27.8 umol/L
BSEP NIO (up to 170 umol/L) >170 umol/L
BCRP 20.9% (200 pmol/L)

>200 umol/L

GS-829845

Efflux Transporter Maximum inhibition (concentration observed) 1Cso
OCT1 83.1% (500 umol/L) 140 pmol/L
OCT2 83.7% (500 umol/L) 102.9 umol/L
BSEP NIO (up to 500 umol/L) >500 umol/L

OCT1: organic cation transporter 1; OCT2: organic cation transporter 2; BSEP: bile salt export pump; BCRP: breast cancer resistance protein; NIO: No inhibition observed
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Test Article: Filgotinib,GS-829845
Study Number AD-417-2010
Study System: Chinese Hamster Ovary wildtype (CHO-WT) and human OATP1B1 and OATP1B3 Transfected CHO Cells
Method: The dose-dependent inhibition of OATP1B1- or OATP1B3-mediated transport of the fluorescent model substrate Fluo 3 by Filgotinib
and GS-829845 was determined in plated cells. Compounds were dosed at 7 concentrations and co-incubated with Fluo 3 for 1 hour
at 37°.  Cells were then washed and lysed with buffer containing 0.05% SDS in a 1 mmol/L CaCl; solution. Wells were analyzed for
Fluo 3 fluorescence at an excitation of 485 nm and emission of 530 nm. ICso values were calculated using non-linear fitting of %
inhibition versus concentration to a sigmoidal curve with a variable Hill Coefficient using GraphPad Prism 5.
Uptake Transporters ICso (umol/L)
Transporters OATP1B1 OATP1B3
Filgotinib 110 168
GS-829845 90 158
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Test Article: GS-694083, GS-829845, GS-493645, GS-623452

Study Number AD-417-2011
Study System: MATEI, MATE2-K, OAT2, OCT2, and OCT3-overexpressing MDCKII cells and Control MDCKII Cells
Method: The uptake test system for the transporters represented by the SLC family, MATE1, MATE2-K, OAT2, OCT2, and OCT3 was a

polarized monolayer of MDCK-II cells grown on permeable supports. The MDCK-II cells were treated to express the transporter of

interest or treated with a control vector. The transport of each probe substrate was determined by radiometric detection.

Experiments were performed under the same conditions for the cells expressing the transporter or those treated with the control vector.

ICso (nmol/L)

Compounds OAT2 OCT2 OCT3 MATEI1 MATE2-K
Tofacitinib (GS-493645) >10 >10 >10 0.316 6.49
Baricitinib (GS-623452) >10 >10 >10 >10 3.65
(GS-829845 >300 14.9 >300 >300 10.9
Filgotinib (GS-694083) >300 45.2 188 8.63 5.21
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Report Title Study Type Test Article Report Number
Drug-Drug Interaction Liability Assessment for Drug-drug interaction Filgotinib AD-417-2019
Filgotinib and its Major Metabolite, GS-829845 GS-829845

Method: The liability for filgotinib and GS-829845 to cause drug interactions was assessed by calculating concentrations of filgotinib and GS-829845 relevant for
the interactions, compiling the enzyme and transporter interaction parameters determined in vitro, defining properties of the various victim enzymes and
victim drugs, and then calculating the various Guidance metrics and comparing the results with the threshold values in the Guidance documents.

Parameter Identity Compound Value Source

MW Molecular weight Filgotinib 425.5 g/mol -

(GS-829845 357.4 g/mol

Dose Maximum dose strength Filgotinib 200 mg (470 pmol) GS-US-417-0302

ka Absorption rate constant Filgotinib 0.345 hr'! population PK report
m2.7.2, Section 2.5

Fa Fraction of dose absorbed Filgotinib 1.0 Guidance default

Fg Fraction of absorbed dose Filgotinib 1.0 Guidance default

reaching portal vein

Crnax Steady state maximum plasma Filgotinib 1.012 pg/mL (2.38 pmol/L) population PK report

trati i
concentration GS-829845 3.49 pg/mL (9.76 umol/L) m2.7.2, Section 3.2.1
fy Unbound fraction in human Filgotinib 32.35% GLPG6034-PK-002
plasma GS-829845 31.8% GLPG634-PK-013
Rs Whole blood to plasma Filgotinib 1.0 AD-417-2014
concentration ratio GS-829845 14
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Report Title Study Type Test Article Report Number
Drug-Drug Interaction Liability Assessment for Drug-drug interaction Filgotinib AD-417-2019
Filgotinib and its Major Metabolite, GS-829845 GS-829845

Calculated Filgotinib and GS-829845 Concentrations Used for Drug Interactions
Concentration Parameter Filgotinib GS-829845
Chnax,u O Imaxu 0.77 pmol/L 3.1 pmol/L
Lgu or [1], 1880 pmol/L 0
[1]e 157 uM / 9.0 pmol/L 0
[I]n or [T]u,intetmax OF Imaxuinlet 10.2 uM / 1.31 pmol/L? 3.1 pmol/L
Lin,max 31.5 uM / 4.05 pmol/L? 9.76 umol/L

Lintet,max 31.5 pM / 4.05 pmol/L? 13.67 umol/L
Guidance Calculation Results for Basic Reversible In Vitro Inhibition of CYP Enzymes by Filgotinib
Enzyme Kiu (umol/L)P FDA Ri and PMDA Metric EMA Metric
CYP1A2 105.6 1.007 0.007
CYP2B6 197 1.004 0.004
CYP2C8 17547 1.000 0.000
CYP2C9 256 1.003 0.003
CYP2C19 996 1.001 0.001
CYP2D6 243 1.003 0.003
CYP3AM 1478 1.001 0.001
CYP3AT 84.7 1.009 0.009
CYP3AN > 320 <1.002 <0.002
CYP3AM gut 1478 2.3 1.3
CYP3AT gut 84.7 23.2 22.2
CYP3AN gut > 320 <6.9 <59
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Report Title Study Type Test Article Report Number
Drug-Drug Interaction Liability Assessment for Drug-drug interaction Filgotinib AD-417-2019
Filgotinib and its Major Metabolite, GS-829845 GS-829845
Guidance Calculations for Reversible CYP Inhibition Liability for GS-829845
FDA R: and PMDA
Enzyme Kiu (pM) Metric EMA Metric Hepatic Component AUCR
CYP1A2 >108.8 <1.036 <0.036 0.91 1.00
CYP2B6 >102.1 <1.039 <0.039 0.95 1.00
CYP2C8 >102.1 <1.039 <0.039 1.00 1.00
CYP2C9 >103.9 <1.038 <0.038 0.96 <1.03
CYP2C19 >26.0 <1.151 <0.151 0.99 <1.04
CYP2D6 >103.9 <1.038 <0.038 0.96 1.00
CYP3AM >108.8 <1.036 <0.036 0.99 1.00
CYP3AT >106.8 <1.037 <0.037 0.89/0.98 1.00
CYP3AN >108.8 <1.036 <0.036 > (.97 1.00
Calculations for Induction Liability for Filgotinib and GS-829845
Target Filgotinib GS-829845
CYP1A2 Negative (maximum signal < 20% of Enax) Negative (maximum signal < 20% of Enax)
CYP2B6 Negative (maximum signal < 20% of Eax) Negative (maximum signal < 20% of Eax)
CYP3A4 Negative (maximum signal < 20% of Enax) Negative (maximum signal < 20% of Enax)
Guidance Calculations for Intestinal Efflux Transporter Interactions for Filgotinib
Transporter ICso,u (nmol/L)¢ Kiu (nmol/L)¢ FDA EMA 0.1 x [I]gut PMDA
P-gp 7302 3651 0.3 188 pmol/L 0.5
BCRP 425 213 4.4 188 umol/L 8.8
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Drug-Drug Interaction Liability Assessment for Drug-drug interaction Filgotinib AD-417-2019
Filgotinib and its Major Metabolite, GS-829845 GS-829845
Guidance Calculations for Hepatic Uptake Transporter Interactions for Filgotinib and GS-829845
Filgotinib GS-829845
EMA 25 x EMA 25 x
Transporter ICs0,u (pmol/L) | Imaxu,iniet (nmol/L) FDAR PMDA ICs0u (umol/L) | ImaxXu,iniet (nmol/L) FDA R PMDA
OATP1B1 110 254 /33® 1.09 1.18/1.02* 90 78 1.03 1.07
OATP1B3 168 254 /33° 1.06 1.12/1.02* 158 78 1.02 1.04
OCT1 194¢ 254 /33® 1.05 1.10/1.01* 146¢ 78 1.02 1.04
Guidance Calculations for Hepatic Efflux Transporter and Renal Transporter Interactions for Filgotinib
Guidance Metric
Transporter I1Cs0,u (nmol/L) Ki,u (nmol/L) FDA EMA 50 x Cmax,u (pmol/L) PMDA
OAT1 276° 138° 0.00 38.5 1.01
OAT3 65.1°¢ 32.5¢ 0.01 38.5 1.02
OCT1 194¢ 97¢ NA 38.5 NA
OCT2 8.7 4.35 0.09 38.5 1.2
MATEI 8.63 4.32 0.09 38.5 1.2
MATE2-K 5.21 2.61 0.15 38.5 1.3
P-gp 7302° 3651°¢ NA 38.5 NA
BCRP 188° 94¢ NA 38.5 NA
OATP1B1 110 55 NA 38.5 NA
OATP1B3 168 84 NA 38.5 NA
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Drug-Drug Interaction Liability Assessment for Drug-drug interaction Filgotinib AD-417-2019
Filgotinib and its Major Metabolite, GS-829845 GS-829845

Calculations for Hepatic Efflux Transporter and Renal Transporter Interactions for GS-829845

Guidance Metric

Transporter I1Cs0,u (nmol/L) Ki,u (umol/L) FDA EMA 50 x Cmaxu (nmol/L) PMDA
OAT1 3000¢ 15004 0.00 155 1.00
OAT3 920¢ 460¢ 0.00 155 1.01
OCT1 1464 734 NA 155 NA
OCT2 14.9 7.45 0.21 155 1.4
MATEL1 2954 1474 0.01 155 1.02
MATE2-K 10.9 5.45 0.29 155 1.6
P-gp 4004 200¢ NA 155 NA
BCRP 1702¢ 8514 NA 155 NA
OATP1B1 90 45 NA 155 NA
OATP1B3 158 79 NA 155 NA
a Value calculated using Guidance default ka (0.1 min™') / value calculated using measured ka (0.345 hr'!)
b Determined using extrapolated ICso values, as listed in Table 6, AD-417-2019
c Values from Table 10, AD-417-2019
d Calculated using extrapolated ICso value

CYP3AM: determined with midazolam 1'-hydroxylase, CYP3A T: determined with testosterone 6B-hydroxylase, CYP3A N: determined with nifedipine 25-hydroxylase

NA: Not Applicable (transporter does not fall within this classification for that Guidance document)
Values potentially exceeding the respective threshold are in bold

Note: For reversible UGT inhibition assessment of filgotinib and GS-829845 see Section 4.2 of AD-417-2019

59



2.6.5 FpEhRe R
T4 NIAF=7

15 EYBERER : £0ft

B=FAON

60





