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264. EDIEABROBMEX

2.6.4.1. FLH

~YUA, Ty b, UYR A X, FAKOE MREEHNTE T T 2 AKX v BT
[MCHER& L7 7 a7 2 24 v b ([M4CHERRR) ORI, oA, ARE & OHREl 2 BEt L7,
BRR COR G Th 218 05 UTFIRNE G- COFEYENRE (PK) K ONA AT XA Z
U7 o (F) Z3Hii L7z, —BOIKBRER K V2R Clde N TOREWE L TR S
L7, F7z. BAFHIE & 722 o 7o O I E TS D 72 9012 Fe i L 7o fR R e H-alBRIZ DV T,
ARBRRAE D A% 2.6.5 128 LTz, Invitro iBRCTlL, 70T 2 A% v MR OMHE (—o
RER) OMEEAREAR, MERBITH, BEEEME, F 7 AR —F —%250 Lot L O E
EH. CYP T X G A OMREIEESE OFFE - BREIEH 2 et L7z, ST dmmalin & [AkR
DRMEE A, BERBRCTOBRER (Fryaxx7 07 A, TK) ZHifL, & MBI
HETAT 2 ALy NOREMRORFINAREL 7D L HBE Lz, VHXROY /L Tlke b
EHUILT-REDN R SN DT, TNO0EYTIIF I nT a2 Ay Mefkh Lz L &
DOLEEMEFME LT, ~TAKRONT v N Tkt MIBIT D E2 3 EOMNRHEY [GSK2391220

(M2) . GSK2506104 (M3) K TNGSK2531401 (M13) ] AHo@EAEmIninizd, Zh
OLOREME EHERG L T ETFM L7z, ZETICH/ELNLY BT 224y hD
PK B, ~T A, v b, X, A X, =T X OV LERHWZHGIL, 470
T aALy NOBKRTOZEMFHMIICAEHTH D LB X b,

AR R ANIZ 25 mg D[ 14CHERR A Z HElIRR O G- Lz & & | AEF G RE D £ 7l o1k
PAUETH - 7=, MIEF O F2R31E. M2 (GSK2391220) . M3 (GSK2506104) KX
M13 (GSK2531401) T, MAEHFAHHRED 7.6~83%ThH V. KT M4 (GSK2487818)
M5 (GSK2506102, MI14 & co-elute) . M6 (GSK2531398) 73 3.6~5.7%Th -7, & DMIZ
M15 e TIYM33 EH A BT,

B IEB R (CKD) OBMHEMEBEICAY 7 eT 2 A% v hO Smg ZKERAOKS Lz L
ZOMFFEFOFEZ 3 FEOMRHY (M2, M3 LOMI3 : AEFEY BEYE D 10%E) KO
ZOMD 3 SOMEHEY (M4, M5 LTM6 : 10%A00) 235788 H 7z [2012N157420

(PHI115573 #5#%) X 2017N338206 (200942 5k6%) 1 ., Zh 60 6 OGN e K TE
WCERSNAORBE THLEBZZ DI, ZhHDHH M2 2#FRE, M3, M4, M5, M6 K}
MI3 1ZF T AHLERS, BEOSAREEEDIET H BRIV, ZDD,
PHX111427 #BRO & NRF D M3, M4, M5, M6 KT MI3 % 7 V08T LIzfkE R, M3,
M4 L O M13 ONARBEMERIZZNE 7 M3 (GSK2506104) . M4 (GSK2487818) M (X M13

(GSK2531401) TH 2D Z LWRENT, M5 KUNM6 ONARRMERIZZNZ 2 FH Y |
M35 1% GSK2531399 } (8 GSK2506102, M6 % GSK2531398 } (8 GSK2531407 Th - 7= (3
2.6.4.1-1) . PPO116097 iBrD & MIHEZ 7 V00T L7-fER. M3 OSLIREMERIT
GSK2506104 % U8 GSK2531403 T, GSK2531403 (% GSK2506104 @ 10%Aifi K& OV M3
D 10%AT L2RBD LR Z E D GSK2506104 N L@ TchH L EEZ BN, F
72, MI13 ONARFEMERIL GSK2531401 DA TH -T2, FIZ, M3 D 2 DO NAREMERD Iz

May 15 2020 18:58:43 264-p.1



2.6.4.  SEMEHREFER O L

TR e AL NI DR o T Z 0D, B MMAERKN TN R BRI a2 En
NI,

INHDZE XD, M3 KU MI3 OFE7 KRBT GSK2506104 K T GSK2531401 Th
5 ENTRENT,

~UAKOT v hTlHEE b TOERRBFA o BEAER S NN, L OB TE
i U7- R o mtERBR O % < Tld, M2 (GSK2391220) . M3 (GSK2506104) T M13
(GSK2531401) Z#&5- L Tk L7z,

VDU AE T T 2 AHX v bR OYM2 (GSK2391220) . M3 (GSK2506104) % (O M13
(GSK2531401) Z 85 L7- 13 HFKEFRMERBR T, M2 7 000 L72AER. M3 KO
MI3 (385 LSRRI RO L3 S vz, ~ o Ao TR EMEAR (M3 -
GSK2531403, MI13 : GSK2531400) M SN0zl &b, v U A THIVAREMERA~
DOEBITHE Z BN &R ENT,

b FNOERRHY GLEREVMEREEGT) Z7Hh L7 BRREBRZ £ 2.64.1-1 ([T T, £/,
BHOREBR—EITIX, YT 5 HREEOLIT KO GLP OBESFRILA R~ LT (R 2.64.2-2,
# 2.643-1, & 2.644-1 L& 2.64.52) . S FEOFEMITRIG 112, RABEIIEE £
Mo 2RO —E &P 2 1R, £72, 2.6.5 D tablel |IATETIL2.6.5.1.809) K9 IZid
#H L7,

May 15 2020 18:58:43 264-p.2
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+® 26411 EIFTOELZ6REOKHY GIHEREAHEZET) ZFEL-HE—K
Metabolite |GSK Percent DRM (P+6M’s) in  |Percent DRM (total Relative Abundance of  |Approximate relative Nonclinical species demonstrating
number compound  |human plasma of CKD radioactivity) in circulation |each enantiomer of abundance of each metabolites in circulation via
number patients at Steady State in human plasma metabolite M3 and M13  |stereoisomeric form in endogenous production®
(Study 200942 and (Study 200232) [Report in circulation in human  [human urine Ms Rt Rb D Mo
PHI115573) 2018N376203]° plasma (Study PHX111427)
[Report 2017N338206 and (Study PPO116097) [Report2012N1379951°
2012N157420] [Report 2014N221116]°
Daprodustat |GSK 1278863 |16.0 to 39.4% 39.5% NA NA Y Y Y Y Y
M2 GSK2391220[14.8 to 19.3% 8.1% NA 100 % of M2 (Achiral) Ne Ne Y N Y
M3 GSK2506104 [18.4 to 25.1% 7.6 % ~94% of M3 100 % of M3 Ne Ne Y N Y
GSK2531403 ~6% of M3 0 % of M3
(not detectable)
M4 GSK2487818 (6.2 to 6.8% 57 % NA 99 % of M4 N N Y N Y
GSK2499166 NA 1 % of M4
M5 GSK2506102 (5.1 to 6.8% <4.5% NA 79 % of M5 N N Y N Y
GSK2531399 NA 20.5 % of M5
M6 GSK2531398 (5.6 to 7.1% 3.6% NA 89 % of M6 N N Y N Y
GSK2531407 NA 10 % of M6
MI13 GSK2531400 (12.9 to 20.7% 83% NQ 0 % of M13 Ne Ne Y N Y
(not detectable)
GSK2531401 100% of M 13 100 % of M13
Key:

a = Methods used did not discriminate between chiral metabolites. b = Chiral methods where used for detection.
¢ = Mice and rats produced no or very limited metabolites M2, M3 and M13. Thus for several key studies, the relevant stereoisomeric forms for M2, M3 and M 13 were administered

SC with or without oral co-administration of daprodustat.

D = Dog; DRM = Drug-related material; M3, M4, M5, M6 and M13 = Stereoisomeric forms of chiral metabolites of daprodustat; M2 = Achiral metabolite of daprodustat;

Ms = Mouse; Mo = Monkey; N = Species did not sufficiently produce metabolite for metabolite qualification; NA = Not Appricable; NQ = Non-quantifiable; Rb = Rabbit; Rt =Rat; Y =

Species produce sufficient metabolite for metabolite quantitation and qualification,

Note: The six predominant circulating human metabolites of daprodustat are M2, M3, M4, M5, M6 and M13.

stereoisomeric form of the human circulating metabolites that are chiral are separately shown.
Note: Systemic exposure of nonclinical species to the relevant stereoisomeric forms of the major metabolites, see Table 2.6.4.8.2.

Of these, M2, M3 and M 13 are major (>10% DRM). The predominant

'9°C

(& h3

T
o35
=34
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AKETIE, vUA, v b, UX A XROPAVTEEINTZL T DT 2 A5 v hOR
WL A, AR OHEIEER O ) K OB L4773, Invitro fAHFRER I~V A, T K,
7YX (FFROR) o A X, v, ~NARZ— (FFllaod) . =7 % (o)
KOt hOFF 7 v Y — A ROl E AVWCEm L7z, B2, X7 a7 2 A%y O
22T in vitro & OV in vivo FAER 2 E i L 7~

R 4R

o HFFuTaAXv b (RR) EZROKEGELEZEEDOFIL, v UATEULNRT v R T
100% & E <. A X T46% LY NV T 3% EFRETH-T-, £, A XIF a7 =
2By b REIR) ZRO%TG5 L &0 FImEK L0 bE»- 72,

o VUR Ty AXKOVNVICEHIRNEG LT E0XTaT 2 A2y N0 VT Z
YA (CL) 1HMEL, AR (Vss) IIMREEREL D b/hS 0, FRETH-o T,

o TUR Tv b AXKRUOVMIKERAKE LIZEEOXTaT 2 A%y FOREEEE
I, L CEREEEMOEA Z TRl TN L, BE & ORE G OBREEIZIH 6078
237, FTERALRMEL AL o T,

VoKl

o T MI[4CHEBARZ BEH LT & S HERBITIECMIC IS HRRIC A L, AR
BRI P EE & 0 HAR< . PN B RE X IR R BE DK 2% Th - 7=, FT-. K
SRR D> DB MTTH R Lz,

e Invitro lZBWTC, B8 (w7 A, Ty b, UHX A XKOH L) KOk hTOXT
07 2 AKXy MOMFEEAMERITE S, ZREI 93.6%LL ELTY 9% THY . M2,
M3, M6 xO*MI13 Dt kIR ARG HIL 34% A0 ThH - 70,

o YK OE hTOMEK,/ MAEIZ, FHE 0.45~1.64 1 0.75~1.23 THY . MmEkL
DFEEIHENZ LR ENTZ,

i

o M2, M3 KU*MI3 X, UHF MI3 <) KO AOMPEFR TRD LT, w7 A
7 v P ROA XOMBEFIZITZRD Sie o Tz,

e b MI[U4CHERRAZ R OBE Lz &, MR OTRRS T REBATH -2, £,
EMIBWTE T 2 A%y MIKEIRE S, Ty 7 o~ Umaiibsn
e bR R O = R S D, v MIUERIZIE, EOMOEBELAED DT 0N
iz,

o BN (CKD) MBFEIZI T DERRAMAL (200942 580k K& O PHIT15573 #iR) 726
EFARECOMBTRICER 3FOMRHY (M2, M3 XO'MI13) BB L, ZhZEi
MmH Y BEYE (DRM) O 10%E TH Y . RT3 ORI (M4, M5 T M6)
N 51~T71%8 BTz,

e Invitro Dk MFIZ B Y —AIIBWT, #7087 2 A v hORUSMERE N AR
LD ATREME IO TR W Z & R STz,

May 15 2020 18:58:43 264-p.4
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T by A XKLV IVC[I4CTHERRAR 288 D48 5 U T2 & & OSHREIL. Tl s HEm
&, RE~NTIVETH ST, BDC 7 v b, BDC A XKL BDC YW [14CHERR A % %
AfE L7 & &, BURRRIL, 7 > N TIEZ AR, v TIEERICHEA FICgRt S
v, A XTE—EBEFPIcgRtt s, 7> b A R&U%ﬂ/@ﬂﬂﬁqﬂ L. T
NG EOK 42, 8 LU 53%1HEt S 4v, B K OURHFHREIER LY | EnEh G 8D
D7pd &b 49, 8 KD 69% NN SN2 LB bivle, 7 v MIBIT DU REDRRENY
X 96%HH, A X T 86%iH, YL TPBUETHHT-,

EVSEPHEYHEEER

May 15 2020 18:58:43

In vitro IZFBWT, ¥ 77 a2 X4 v FOBALIIEIZIL CYP2C8 28 95% % 5- L .
CYP3A4 DEHIX 5% E DT ThH-o7-Z L b, CYP2CS PHE ILFHEA & OO
FAZ X0 EWHEBEAERNE L 2 /RN H 5, CYP2CS BFEAITH %5 gemfibrozil XX k
UARNTY LGRS LTEERIREDH A ERRBRICIB N T, 7 mT 2 X% v O
BENEMT 5 2 LR EnT,
Invitro IZBWT, #7057 2 A% v MIBCRP DEE THH-T1-Z &b, #7787 a
A&y N&5R7)7% BCRP FAEAI & O G-T 256, BERD LA TR H D,
Invitro |IZBWTC, #7105 2 A% v hMI CYPIA2, CYP2C9, CYP2CI19 K (¥ CYP2D6
DOIETlx72 o7z, £7-. P-gp. OATPIBI, OATPIB3, OATP2BI, OCT1, OATI,
OAT3. OCT2., MATEl )} T MATE2-K DFE TH o7z,
M3 K TOYM13 (X OAT3 DIETH Y . M2 1F OATI LN OAT3 OFFWHE THH-7-Z &
225, OAT1 XU OAT3 FHEIK & O fFHIX, M2, M3 XiI MI13 DIRFEEZ NI 5
AREME B D,
In vitro (ZBWT, #7105 = A% v MME CYP2CS, OATPIB1 LT OATPIB3 Z#BHE L
T2, WITNO IC50 bR EHECOMEFH X 7T 2 A% v MEE LY L &Eho
72o CYP2CS OFEE THDHE A7V ¥ XX OATPIB1 LT OATPIB3 DHEE TH 5
0 ANRAZF L OEFRIEYFASERRBROFER NS, ¥ 70T 2 A%y NI4T
B E0 ARNALF U DIRB R B MIE S o Tz,
In vitro (ZHBWT, ¥ 77 2 A% v hME CYPIA2, CYP2A6, CYP2B6, CYP2C9,
CYP2C19, CYP2D6 }2 () CYP3A4, P-gp. BCRP, OATI, OAT3, OCT2, MATEl &}
MATE2-K #PE Loz, £, X705 2 AX v ME CYPIA2, CYP2B6 KX
CYP3A4 Z7HE L 72 o7z,
In vitro {238V T, M2 (GSK2391220) . M3 (GSK2531403) . M4 (GSK2487818) .
M5 (GSK2506102) . M6 (GSK2531398) K& TrMI13 (GSK2531401) I%, CYP1A2,
CYP2C8, CYP2C9, CYP2C19, CYP2D6 &% U CYP3A4 %#HEHR T, M3

(GSK2506104) 1% CYP2B6 % [HE L7eh~7=, £7-. M2 (GSK2391220) . M3

(GSK2506104) . M4 (GSK2487818) . M5 (GSK2506102) . M6 (GSK2531398) X
Y M13 (GSK2531401) %, OAT1, OAT3., OCT2, MATEl & MATE2-K % [H&EHT,
M3 (GSK2531403) X OATPIB1 Z[HE L2272,

264-p.5
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2.6.41.1. HERYE
RERIZIL, FFRCLRWIRY BUbEY 2 v, &5 &L OEEITBILA TR Lz, RBriC

VEIEEGR A B OVE BB DIR B AL ENNIEHR LT-[14C1F 7T 2 A X v b ([14CTEGRIA)
ZHAWE (K 2.64.1-1) . £7-. b FTOFRRHFMOMEEELZK 2.6.4.1-2 12777,

)E )J\ OH
N~ " ™c N/\W
H

P N

) N

2.6.4.1-1 [1ACHEHMA DIERLLE

HO,,,
. O\ OH o
N H/\COZH

H

M2 (GSK2391220)

Ol

2.6.4.1-2 E FTOXHERBMOEE
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M6 (GSK2531398 stereoisomer)
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N CO.H
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oH
: OH 0
o/l\ N 0

o
M6 (GSK2531407 stereoisomer)

ErTOELERBYOEE (HEE)

YUAL Ty b UYER A XKL OMBETREGRIT, EREREE (WIS
TEMEAIEE) CTREBMZ R L 72, LC-MS/MS Z AW TER L7z, AR oARL1
EOEREIZIT, BBRREDO Y 70T 2 24y Mei M UIZRE K DS b7 mEsR (BlYmE
M) Wz, BOEOZYMET, BEE, KR, ERRIE, #EPH AR OVERIRR OFHEIZ &Y
MR L7, HIZ, QC K& RIRHI T L. ST ORER ) 72 2 ENE A2 PRGIE L 72,

FIuT aAFy FOREWRRTIE, ~ VA, Ty b U¥F A XL Lo MmEEH

(20, 25 XX 50 uL) DORZEAGIKIRE O ERIT,

BB R ORI A AT 53 7 b &

M=oz vz, IEEIE 50~50000 ng/mL O¥EEFFH TN Y 7 — k&7,
FIREOBEE L ONEE T, & MSEEROYRF (50 ul) ORZE{LIRZ 1~1000 ng/mL DFHE
FpHC, Hize MiEF (100 pL) ORZE{EIARZE 0.100~100 ng/mL D FiFH CHIE AIHEZR

bk B LTz,
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Frz, U A ROV VImEEFR (50 ul) O M2, M3, M4, M5, M6 xO*M13 (b F TOFE
2AGHY) OEREROTZ®, 1~1000 ng/mL OYRFEHIFH TN Y 7 — k SiL7z LC-MS/MS HIE VA
AR LIz, TNODOFERT I INARAEETH L0, v 7 ALY v EFICFET
LR OSSR BMERICOW TR CE 220, F2, & MigER (S0 L) ToOE7e 6 ff
ORE % ERET D72, 1~1000 ng/mL OILEFPH T/ 7 — bk 47z LC-MS/MS HIE 4
H RS L7,

bt RTO 6D ERRHHD 5B, M2 (GSK2391220) Z#ERE, M3, M4, M5, M6 KO}
MI3 (ZF T FbZRio7od EEOSKBMEERPFET D2 B2 bl D,
PHX111427 3R (2012N137995) @ b R R#EEL L N PPO116097 3R (2012N221116) Dt K
MAERREL T, SERBRMEROMIE 2 VT 7 A0 2170, M3, M4, M5, M6 KT MI13
DEINAREMERZ R E LTz, £ OSSR, E7 TR MEARIT, M3 Tk GSK2506104, M4 T
1% GSK2487818, M5 Tl GSK2506102, M6 Tlix GSK2531398 } () M13 Ti& GSK2531401
ThdIENRENT, ZDDERRBRIERIL, EOB%ROAERRKESITE (TXFT 1
HPLC) OBFREKONY T —3 a T S0, F 7 V0T 3T IR BRI R O M H
HFARBIC 72 o e RITBEA SN2, ~ U A, BV RO FOT 7 /L4547 OBR%E TldtEvE
WL U LSRR L 1T —F LTy, L LARR S, 7% 5 L 0EES B
WHEDOBFE KON 7 — MZBWTE, +0727 ) vy P r 78BN FEfi S, 1 >OREY
DFEFEVEYEINZ % U CHEBO SR BMAR OIEEYE 2 AW T2 55 RIS OB R K OV
HERTF LN TS, WEEO FERONRY F— 9 O E % Appendix 1 12787,

[1ACHEFRAA B 574 D ARFREH R OIS REOWE X, Wik v FL—rar v 2—X
XEBNEHA— NI VAT T 7 4 —TiTol=, @O 7Ta 7740 7 LRIEITIE,
SEE KON UV B AR & HPLC, BURRERR HH#R(T & LC-MS, APCI/LC-MS, LC-MS/MS &}
NMR % Hv 7z,

PK XN F a7 427 A (TK) 1L/ a3 s3— KA MNETHT LTz,
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2.6.4.2. 5 R

YUR, Ty b, UFX AXKOICF T BT 2 Ay NERBIROKEREG L&
ZOMmAEF O PK LONTK ZHat LTz, BT EICHEREGRE TH R O#&E, KOk
NG TITo72, 72, —HORBRTIX, #7075 2 A% v M XUIEm & Fomk 5 L= &
XORBWIREZRE Lz, BIZ, FolmEIcB T Mo 2/ (M2, M3 &
U'MI13) BHaEAERISNRNT LD, —HOZEERRTIX, ¥ 7 u7a224y e
o DOREME DS Lz & & OMREIEEIZOWTHRE Lz, ek, HIE L7E3Y
D56, GSK 22— FESZFOMRBEMWITIRDOBY ThoTo, T70b0H, M2 (GSK2391220)
M3 (GSK2506104 } OF GSK2531403) . M4 (GSK2487818 K OF GSK2499166) . M5
(GSK2506102 K TF GSK2531399) . M6 (GSK2531398 K UF GSK2531407) . M8
(GSK2391804) . M9 (GSK2399022) . M10 (GSK2531408) . M13 (GSK2531400 }z (}
GSK2531401) . K O'M22 (GSK2632557) Toh -7z,

2.6.4.21. BHRE®E
2.6.4.2.1.1. XIR

2.6.4.21.1.1. gO®s

2.6.4.2.1.1.1.1. A7O0Fa1R48y b+

BT Cli~v AT aT 2 A4y b 1.9 LTN39mgkeg (RiK) THEREO®&ES L
& E D PK et L7z (UH2008/00002) , 7235, AFER CRIFFZENM LIRS L &
EORARIT 2.64.2.1.1.2.F0# L=,

ARBRRGE A 2.6.5.3.1.1T” T, 19mgkg &G LI EORANATT XA T T ¢

(F) 1%, 88% & Eh-oiz,

2.6.4.2.1.1.1.2. KEw
BEEEs

Mo T Clft~ 7 212 M13 (GSK2531401) @ 50 mg/kg (BRiEiR) ZHEREOEEG L L
O PK ZMFf L7 (2012N137345)

AR 2 2.6.5.3.2.07”" %, MI13 O MBI G1% 6 FFH] £ TEREAIRETH > 7,
M13 @ Cmax i 0.171 pg/mL, AUCO-t {% 0.564 pg-h/mL, tmax [T 5-%% 0.5 FEfi] ThH - 7=,

HEis

e A T ClE~ 7 212 M13 (GSK2531401) @ 150 mg/kg (i) # HERE OGS L
L&D PK Zat L7z (2011N130731)

ABREE & 2.6.5.3.210" 3, M13 O ML R34 B1% 24 BR[O~ TORMA A >k
FTCEREABE TH -7, MI13 @ Cmax (% 0.476 pg/mL, AUCO-t |% 2.13 ug-h/mL, tmax (% 5-
#% 05K T o7,

May 15 2020 18:58:43 2.64-p.10



2.6.4.2.1.1.2. R E
2.6.4.2.1.1.21. F7OTFaREy b
LAk

M~ 2CHE T T 2 A% v b 1.3 mgkg ZHBEIFRNIE G L7- & &0 PK 2K

2.6.4.

S EhRERER OB L

L=

(UH2008/00002) ., 7pds. AeBR CRIFFICHEM LR O& G L2 & X ORiEIT 2.6.4.2.1.1.1.

\ZRCEL L7z,

ARBGEZ R 2.64.2-1 K1 2.653.11277, &7 V7 72 (CL) 1%0.7mL/minkg
(42 mL/hWkg) LA o7z, EFIREOSMER (Vss) 1203 Lkg THY | KRR
[Davies, 1993]1& 0 H/hS o7z,

® 26421 EBDYICEHERARS L& EZ0OEVBE/ NS A —4
Species Dose CL Vss MRT tin
(mg/kg) (mL/min/kg) (L/kg) (h) (h)
Mouse — Non-fasted 1.3 0.7 0.3 7.8 -
Rat - Non-fasted 0.6 0.2 0.4 36.7 33.5
Dog - Fasted 1.2 0.9 0.5 8.8 6.6
Monkey - Fasted 1.1 8.4 0.8 1.6 1.9

May 15 2020 18:58:43

Data source: UH2008/00002

2.6.4.2.1.1.2.2.
BEEEs
W~ 212 M13 (GSK2531401) @ 40 mg/kg % HialFRNEE 5 L7- & & O PK it L7z
(2012N132320) . 7235, ARBRIZIWTIR, FTE OBRIMRFEIZ AFNR A OV RN M13 JRE S
HE L, BB 2.6.43.2.1. 12504 L=,

AR % 2.6.5.3.2.1” T, 7 ATO MI3 O CL T/, M M13 J2EE 3 L
THEH% I E T LMNERTERN o722, PK AT A—Z ZEIHTE otz

&%

EFEORERT MI3 O PK T — X NG oo 7=Z Lot 1BINEER 2 It L7,

BEEEs

K~ A2 M13 (GSK2531401) @ 40 Y 100 mg/kg, XIZX 7 a7 2 A% v h®D 20
mg/kg Z HEIFARNHS G L7 & & O PK ZEf L7z (2012N156583) . 75, ATE DOERIMLEF
MBI O MI3 O 7 a7 2 A v MEELHE L, % 2.64.3.2.1.125# L7,
ARER AR A 2.6.5.3.1. % 10 2.6.5.3.2.127" 7, 40 & T¥ 100 mg/kg O FAEICBWT, fiEd
MI3 JREIXZNENE G4 24 KOS ] E CEBEAIRE ChH Tz, —FH, ¥ 7aT7 a2 A%y
N O M AE R 134 5% 24 BRI O T R TCTORIMAA » hE TERAFETH -7,

MI13 OIEFER (Cmax LN AUCO-t) 1%, BH-EHMIZHE> THM L7, CL I 1.090~
1210 L/wkg EIED o723, 7 a7 2 24y b EHT 5 LK 40 f5mE0r -7, MI13 @D Vss
135104 Lkg THY, 7T aA%y M ERRRET, IR E[Davies, 19931L 0 H/hE />

ST,

2.6.4-p. 11
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2.6.4.2.1.1.3. RT#HE
KEY

K~ 22 e hsEF O ERHE TH D M2 (GSK2391220) . M3 (GSK2506104) KON
M13 (GSK2531401) ZEdeh 7 7V & ZZE4 2.0, 2.5 XM 1.3 mgkg (BHR) OF5&ET
BRI T b Lz & 2 OFRBWD PK Zfat L7z (2013N174038) . 7ed6, M2, M3 KT
MI13 OFERGEIZAEOEGED 60% & VIK)r>7-b DD, MEBROBRFHIITEZEIT 2\ &
Ez b,

AERRAE A 2.6.5.3.3.108F, M2, M3 K ONMI13 OBEFE R (Cmax M X AUC0-2) 1 ZIEIEHH
PlLTWaD Z Enmrainie,

2.6.4.2.1.2. A
2.6.4.2.1.21. gOKs

2.6.4.2.1.2.1.1. A7O0Ta1R4y b+
HEEE

M7 M7 a7 2 A%y 0 0.02, 0.1, 0.8 XU 7.0mgkg (FIR) ZHFERRO#KE L
oL ZTOBERELRE L. (2013N184197)

B A 2.6.53.1.12~ 7, BEEERE (Cmax XN AUCO-t) 13, H&G5EIMOBIEIZHE- T
wmL =,

BEzs

MBETORET v M T aT 2 A% v hO 1.6 mgkg (FR) XL 31.1 mgkg (&R %
AR DG L7z & &0 PK /e L7z (UH2008/00002) , 7233, AGBR CRIFRHC I L7-
RN 5 L7z & & OFGEIE 2.6.4.2.1.2.2. 12708 L 7=,

ABRRAE % 2.6.5.3.1.1Z7R T, 1.6 mghkg #H5- L2 XD FIX, 100%& @ho7,

2.6.4.2.1.2.1.2. K&
M8 X, & MIFI 7 v—2% MWz invitro REHEBR T, ¥ 707 2 2% v F OBbry G
e UCRESIL, CYP2CS FHEANC LY o & AN IHESINZMREmTH D
(2.6.44.1.19.) , MI3 X, E FTO6FHOERRHFHDO S LD 1 >ThH S,

HEEE

HEZ v MIREW TH S M8 (GSK2391804) @ 100 mg/kg % HilE#Fk O h- L7z & & D M8

(GSK2391804) ., M2 (GSK2391220) . M3 (GSK2531403) . M4 (GSK2499166) . MS

(GSK2531399) . M6 (GSK2531398) }(O*MI13 (GSK2531401) @ PK % faFt L 7=

(2012N153861) ,

B AE A 2.6.5.3.4128 LT=, M8 (GSK2391804) ¢ Cmax, AUCO-t &2 O tmax I%. T4
2 0434 ug/mL, 2.33 pgh/mL KL OFE# 0.5 B TH Y . FIX2% ARl CTH -7, M2 134
72 &b M8 OFEH% 3R E TERATRE TH 7243, M3, M4, M5, M6 KT MI13 | L/E &
T&ERRMoTo, £z, M2 D M8 DEFE I3 % i 0.008 Kiili Td o 72,

May 15 2020 18:58:43 2.64-p.12
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BEzs
HEZ ~ M2 M3 (GSK2531401) @ 150 mg/kg % Hlalfk 0 # 5 L7 & & 0 M3
(GSK2531401) @ PK &5t L7z (2012N145868) .
ABRAE & 2.6.5.3.2.1278 L=, Cmax, AUCO-t & (N tmax X, =124 0.35 ug/mL,
1.72 pg/h/mL O 5:-4% 0.5 il TH Y | FIX 0.85% Th - 72,

2.6.4.2.1.2.2. R E

2.6.4.2.1.2.2.1. A7O0T1R4y b+
BEEEs

Ty MZETaT o A%y FO 0.6 mgkg & 1 FEEHEARNKR G- L= & & D PK 2k
f L7z (UH2008/00002) . 72k, AGER CRIFFZING L= O#E Uiz & & OpEIX
264212112508 L=,

B AR 2 & 2.6.4.2-1 11 2.6.53.1.1Z7~x7F, CL % 0.2 mg/min/kg (12 mL/hkg) &{E<
Vss (£ 04 Lkg TH Y, BIAKEL Y L/NE o 7=[Davies, 1993], F£72. tinld 33.5 B TH

277,

BHEOis
W7y McE 7T o A4y b 17.5mgkg (RFIR) % 22 RN &E S, X
11.1 mg/kg (A % 2 RefFseesrRN R 5 L7 & & @ PK Z /i L7 (CD2008/01285)
AR 2 2.6.5.3. 112”3, 22 ZrfiRskeix5- L 72 & & D Cmax KUY AUCO-t [N Z
39.2 pg/mL X T 371 pgvmL T, 2 FfilFrik 5 L7z & & O Cmax Y AUCO-t 1%, ThE£h
54.6 pg/mL & O 423 pg-h/mL ToH o7z,

2.6.4.2.1.2.2.2. K#M
HEEE

HEZ > M2 M8 (GSK2391804) O 40 mg/kg % HERIFRARMNIE L L= & & D M8

(GSK2391804) . M2 (GSK2391220) . M3 (GSK2531403) . M4 (GSK2499166) . M5

(GSK2531399) . M6 (GSK2531398) K UFMI13 (GSK2531401) @ PK Zfat L7

(2012N153861) ,

ABREAE 2 2.6.5.3.4.1278F, M8 @ CL 1L 12.2 mL/min/kg &K< . Vdss 1% 0.485 L/kg TH
0. RS LY H/hE < [Davies, 1993], ti21X 537 Kl ThH - 72, M8 @ Cmax &}
AUCO-inf IZFE 4 134 pg/mL K TY 52.9 pg.h/mL TH o7z,

M2 1Z M8 D#e 5.1 3 Il £ CERAFETH 72, M3 K ONMA |3 L TR G5-% 1 R £ T
EEAIRETH - 72A, M5, M6 KUNMIB ITERTE 2o Tc, £72, M2, M3 I M4 D
M8 DR &2k 5 FelX 0.008 Kjifi ThH - 7=,

May 15 2020 18:58:43 2.64-p.13
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EREEE

HEZ » M2 M3 (GSK2531401) @ 40 mg/kg % HEIEHIRAN G L7z & & D MI13
(GSK2531401) @ PK Z#ist L7= (2012N145868) ., 72k, FEHK G EIT 19.2 mgkg TH-
776

B 2 2.6.5.3.2.12/k L=, CLIZ 14.8 mL/min/kg 1K<, Vdss i%0.83 L/kg TH Y |
IR R &L D B R E < [Davies, 1993], ti2 1% 0.93 FE#] T, MRT (% 0.96 FFff] CTh - 7=,

2.6.4.2.1.3. 13X

2.6.4.2.1.3.1. #gO®Ls
BEzs

A X HF T aF 2 2y T T 32mgke BLAY. IR XIIFEHERET T
5mgkg CBULAEW. 1 U v LML N Y A—KFu¥,/ B 7 AD, WONTIERAE T T 1.0,
3.1 1% 30.6 mg/kg (BULAWY), H¥ER) OFETHERROKES L- L 2O PK Z2HRa L7z
(UH2008/00002) ., 7233, AGER CRIFICIENE L7 BRI G L7z & & O IE
264213212508 L=,

ABREE 2 2.6.53. 110" T, BT THX BT 2 A% v FD 32 mgkg ZIAiKE LTREN
BHLICEEDFIL46% THo7oh, FEHE T T 1.0~30.6 mg/kg ZREIK & L TROKS:
LizEEDFIE, 16~40%Thotz, o, ¥7aT72AxA%y b BULEW. 1) v LKk
R U R—KFn#n,/ 71 72 VAD) O 5mgkg R NHE Lz ZOREFEE (Cmax KO
AUCO-t) (XFfEETH -7,

BHEOis

Wil XX T T 2 AKX v RO 120 mg/kg & HIEREAOK G L7z & O TK Z2#Hef L7z
(CD2006/01837) , 72ds, ARBRITHEEZNZN 1 IET OOIHTH D,
AR 2 2.6.535.107 T, ¥ 70T 2 A% v FOMSEFRREITRG% 24 KR O3~ T
DEFIMAA > P ETERAETH 7, HEOBREFERE (Cmax &N AUC0-24) 1% 11.8 pg/mL K
1899.0 pgh/mL TH Y . METIE 252 pg/mL KON 313 pgh/mL T, HEZHEARTHEDO R Zh 2
21RO 32 FEmnoTohy, HETITRGEK 0.47~4 IR ORI 3 BIERES 2 B 7z Z
EMG | EEDEORBERICHE LB LD,

2.6.4.2.1.3.2. FRIRAEE

A XIZF T aT 224y O 1.2mgkg (RKR) % 1 FERFHEEIRNE 5 L7 & 2D PK
Zlgat L7z (UH2008/00002) . 7235, AFRERCRIFFCENM LR A& E Lz & & OffEIX
26421311508 L=,

R 2 £ 2.6.4.2-1 X 112.6.53.1.127~87, CL 1L 0.9 mL/min/kg (54 mL/hkg) &K<,
Vss 13 0.5Lkg ThH Y, KK E[Davies, 19931 L 0 00/ S o7, £72, tinld 6.6 KFH
ThHoT,
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2.6.4.2.1.4. ==J4%

2.6.4.2.1.4.1. BRES5
ARFIRAFOD, I=THORFF T 0T 2 A% v hEHERA LTz & & ORBR

FAE DA% 2.6.5.3.6.127~7 (2013N180775) .

2.6.4.2.1.5. val%

2.6.4.2.1.51. gO®s

EREEE
MRETOHEIVZE TaT 2 2% v hd 3.0mgkg (K ZHREFREOEE LZLE &0 PK

ZRat L7z (UH2008/00002) o 7233, AGBRCRIFFIZ b L 72 AR B G- L7z & & DRl
1% 2.642.1.52.1Z508 L7,
HE A 2.6.42-1 H1N2.6.53.1.127T, F I35 34% L FRETHH-T-,

BHEOis

MEED VI E T a T 2 AKX v RO 10~600 mgkg (IR ZHEREAKS L-L &0 TK
Z Rt L7z (CD2009/00639) ., 7233, 300 mg/kg LA D 5B ClEERS 74 541, 600 mg/kg
TIXAEMEDRRBD Do T, BRI, 300 mg/kg 75 600 mgkg ~DHEEIZ - T
AUCO-t Al L7y, ZOZ L3RG LKIEHIZEDZ D EE XD,

ABRRGE A 2.6.5.3.7.107 7, BEEE (Cmax KUY AUCO-t) (ZH B ZeE2IT A DR
7oo F7o. BEL T Cmax KON AUCO-t (38 5 &HIINMOEFNG % Tlal> T L7221, £0—K
E LT, MIEENIZE T D9 E OFRMREIEDNEER & 72 0 I 2N HI R & 4072 AT REME S it
(300 mg/kg LA E) &z bl

2.6.4.2.1.5.2. RN S

P E T aT 2 A%y MO 1.1 mgkg KR % 1 RERRFRERARN G- L 72 & & D PK
A L7z (UH2008/00002) . 7235, AGABR TRIFHZFEM L 728 N4 5 L7 & X DRl
2.6.42.1.5 11508 L7z,

ARBREGE A % 2.6.4.2-1 KT 2.6.53.1.127”F, CL 1% 8.4 mL/min/kg (504 mL/hkg) &AK<,
Vss 1% 0.8 Lkkg TH V. IR E[Davies, 19931 & FIRRE CTH 72, £, tip X 1.9 KEHTH

ST,

2.6.4.2.1.6. EFk

2.6.4.2.1.6.1. BRis
ARHEFBIIROADOEZD, & MEEICETaT 2 A v AL E & ORI, RBRAk
EOIE 265127 Lz,
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2R RN
t NEIEICA T 0T 2 A E y FEBA LT L EWIUZOWTORAE (2012N152036) %
2.6.5.5.1.1277,

BEEZE&aH
b MNEEICA T T 2 Ay NERA LT L X OREMSE (ERLOER) ~OFiEkED
A 2.6.5.5.2.1277 (2012N152038) .

F7O0TF21R2y FORLGLIHFEFRW-RESEBMY
b NEBICA T T a2 H v b (A 7 ad A ZWENTIE~ A 7 oA A BB
L7 & X DR EFBBMEOREZ 2.6.5.53.12777 (2015N230888) .

2.6.4.2.2. REERE
2.6.4.2.21. YR
2.6.4.2.211. #O®ks

2.6.4.2.2.1.1.1. A7O0T1R4y b+
14 HREIRE®RE

Mt~ 2 X 7T 22X v O 30mgkg/ B (GEIK) % 14 BRERDEES L
EOHE 14 HHO TK Z k5 L7z (CD2009/00900) .

ARBRRAE 2 2.6.542.12R T, X7 a7 2 A% v hOMBEFTRETEE 14 B B OB 5#% 24
R O X TORMA A > b ETERAGETH 72, MEHED tmax 13, T4 KOV
KM Ch o7, Fio, MHEOREFE R (Cmax LN AUCO-t) (B B Ze 22T bl inoT,

13 BRIRERS

M~ A F T e T 2 A%y b3, 30 XIE 60 mgkg/ H (BREHR) % 13 BRI KERD
BhH L& 1 HELRO4HBIC TK ZH5 L7z (2011N112096) .

AR RGE A 2.6.543.10" T, ¥ 70T 2 A% v bOMBERIREITEE L T G-% 24 K]0
TRCOFMAA > N ETERAFETH -7z, MEHED tmax (38 5-% 0.5~8 FE#H] TH - 7=,
KR ERBETOBRER (Cmax L TNAUCO-t) ([ZH BT, 51 HRELD4EA D
MCTHHOREIADNRNoT, £z, BETEEIIEGEHNOES % TEl- THEMLE
B, FO—RE LT, HLENICIIT DB E OVEFRIEDS R & 72 0 WIAHIFR S 7= w]
REMENE 2 bz,

2.6.4.2.2.1.1.2. K#M
13 A RERE
M~ 22X T eT 2 A% v hD 30 mgkg/H (BEIR) % 13 BEBKEROKS LZ L
XORGITHAOXY 0T 2 A%y RO (M2 (GSK2391220) . M3
(GSK2531403) . M4 (GSK2499166) . M5 (GSK2531399) . M6 (GSK2531398) KX
MI13 (GSK2531400) ] @ TK Z#iafL7= (2011N117145) .

May 15 2020 18:58:43 2.64-p.16
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ABRRGEZ 26541107 T, 707 2 A% v hOMBERREITEG% 24 K] O3 T
ORIMAA > N E TERER %?%otoﬁfu?:z&yh®mn@m?&5%1%ﬁ\
MECTHEG% 4R CTh o 70, EER (Cmax LTV AUCO-t) (1, BB 7T A b7 o
oo o, 6 HORFHMDO S H, M2 231 fflo~ T A Lkb\f%ﬁf& 1 FEfICER&R SN0
HTHoT,

2.6.4.2.2.1.1.3. R&MEDpERARE
13 BRIRERS

M~ o A X T aT 2 AKX RO e SiER o E 22 2 O T 13 BRKER S
Lictxokb 1 AKX 4HA O TK ZfF L7z (2014N199031) , #7072 A% v b
1% 6 L 20 mg/kg/ B (BR¥ETR) %0 T, M2 (GSK2391220) . M3 (GSK2506104) }% ¥
M13 (GSK2531401) X717 7/v (ZZ4L2, 2.5 KN 1.3mgkg/H) TR THRE LT,
ARERRAE 2 2.6.5.44 18T, X7 a7 2 Ay hOMBEFTRE T, &5 1 HELXT4HE
D54 24 FEOFT R CORIMA A > hECTCERARETH -T2, — . RO
BTG 1 HEROC4EBIZEBN TR L 8 E CEREAIRE Ch STz, ¥ /BT 2 A
X N RO O tmax 1T F N ZE N 5% 1~8 ]2 10 0.083~0.25 Kl Th-7=, 5 1 H
HOMI3 Zfr&, L C, 7 a7 2%y MM OEFE R (Cmax &Y AUCO-t)
2, AR, 51T HEERC4EBEORTHH LN REIA DNl &
TaT 2 AKXy N OBREX, BE BN THEINL,
ZTaTaAsy N EREEIRESG L&, REWOBREEIZY 7T 222 v K
DG (6 XiFX20mgkg/H) [ZBADLLTRUTHY, REMOBEELRRBECTChH-72Z
EMRFER I N,

2 FBRERE

Wi~ 7 A T T 2 Ay N ROREE O T2 FRINERG LIt &2k 4 &
V26 HO TK it L7z (2014N221714) . # 7 w7 2 A% > hd 0.2, 0.8 XX 3 mg/kg/
HZ# DT, M2 (GSK2391220) . M3 (GSK2506104) K TXMI13 (GSK2531401) OH 77
o (ENEN 2, 2.5 KON 1.3 mgkg/H) TR TF#E LT,

ABGEZ 26545108 F, 707 2 A%y hOMBERREZ, &5 4 8E K26 H
HOHH% 24 FEH DT X TORMAA » NETERAIRBTH -7, —J7, PO Mg
BT, MI3 2FRE, BH 4B LD 260 HBIZBWT 8K E CTERAETH -T2,

AT0T 2 AH v bO tmax 13K 5% 0.25~8 I TH v . ML Y HlEOREFER (AUCO-
t) N21~24 Lot E 20 HEARE, MILTH Y07 2 X ¥ v hOBEFER (Cmax
K ONAUCO-t) [T DRI A DN o Tz, Fiz, $5 4 KON 26 3 B OMRFE ST L
THEEGEBMOFN G > TN LZ, BiZ, 54 k0260 BEOXY T 07 224y D
MREZ E (Cmax KON AUCO-t) ([ZH B2 2213 bR Do T2,

R O tmax 1335 4 KT 26 1 H TH G- 0.083~0.25 R TH 0 | P OIRE &
(Cmax L OV AUCO-t) [ ZHEZEIT Do Tz, Fio, BG4 KON 26 B O OgE &
(Cmax LN AUCO-t) [ZH B MR 2T A LR oT,
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XIaTrTaRxsy hERBMEIHLZ &, REMOBRGEIIY T 0T 224 v O
H& (02, 0.8 XiEL3mgkg/H) IZEHLLTRELUTHY, REMHOBREELREE TH- -
T EDRER S T,

2.6.4.2.21.2. ET#&E

2.6.4.2.2.1.2.1. K#M
14 HEIREHRES 4BEREREICK HEEHR)

i~ 7 212 M2 (GSK2391220) . M3 (GSK2506104) K UXM13 (GSK2531401) OH 7T

v (ZFRER 20, 25 KON 1.3 mgkg/H) % 14 AMRKER FHELZEED TK Z#Hif L
(2014N208198) ,

AR 2 2.6.5.4.6.17~ 7, RO MIEHIREIX, &5 14 B BIZBW TR 5% 8 KA
FCTEEAETH 72, M2, M3 L OXMI13 @ tmax (£Z N NHEE# 025, 0.08 KT 0.25
R CTdH -7, M2, M3 ZO'MI13 @ Cmax (XZ1E4 2,67, 3.03 KXT2.04 ug/mL TH Y |
AUCO-t [ZZFH 1.61, 1.68 KT 1.26 pgh/mL T - 7=,

2.6.4.2.2.2. Zv bk
2.6.4.2.2.21. #O®ks

2.6.4.2.2.2.1.1. AF7AFa1REy b
5 AERRERS

BT > Mex7TaT7 A%y O 30mgkgH (&R %5 ARIKEROI#EG Lz =
OEESHEOX T vT 2 2%y FOREY [M2 (GSK2391220) M3 (GSK2531403)
M4 (GSK2499166) . M5 (GSK2531399) . M6 (GSK2531398) . M8 (GSK2391804) .
MI10 (GSK2531408) . M13 (GSK2531401) M (FM9 (GSK2399022) ,M22

(GSK2632557) ] @ PK #faif L7 (2012N153858)

ABRRE A 2654818 F, 70T 22X vy b FRUOYM2, M8, M9/M22 & TXMI10 O ifi.
BERIREE L, BEE 5 B HIZRB W TG 24 IFEOT X TORIMAKA A > FE TERRETH
ST, —J . M3, M4, M5, M6 XO*MI13 (X, &5 5 BHOWTNORERIZBWTH ER
ENiemoiz, 55 HRIZBWT, ERINZREMOEGE R (Cmax X TNAUC) DX
0T 2 AKXy MIXT 5 I > 72 (0.0003 Aif)

14 BRIRERS

BT > McHE7aT 2 2%y hd 10, 30 Xi% 60 mgkg/ B (EEIR) % 14 BHREIXKERD
BHELEZEEZO®E 1 KON 14 HEBIT S TK Z#H L7 (RD2006/01192)

R % 2.6.54.1012" 7, ¥ 70T 2 A%y hOIMSERREL, 51 K014 BED
B 5% 24 BEl DT R COFMAA > N ETERAETH 72, tmax (I L THEE5% 1~4
Kl Cdh o 70, EEZE (Cmax KN AUC0-24) (35 &EINOEIG % TEl> THINL7, £
7. WINOHAEIZBWTYH, &5 1 KON 14 HEHOBRBEEICHO D REZA LN -T2,
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14 BRIRERS

M7 > M7 aT 2 A% v FO 100, 250 X% 500 mg/kg/ B (B#K) % 14 B RKER
Highb Uizl &b 1 5T 14 HHO TK Z#Et L7z (CD2008/01306) . 7235, 250 mg/kg/
AL EORETIZRABMENED ST, 500 mg/kg/ B RETIIEM 245 14 B B L 0 AlicsE
AT ZIE ST 72, 500 mg/kg/ B R GREZ OV TITHRE 14 HH D TK 28T A —Z 0355
N not,

ARERAEZ 2.6.54111T7R T, #7072 A%y hOMBERREL, 51 K014 BED
B 51% 24 BFRE O R COEIMAA > FETEERRRTH -7, 51 HRIZB W T, tmax
I3 5% 2~24 B CTH Y . 5 14 B H TiE tmax (38 E5% 1~15 ] Th 7=, WIh
OFGEOEERRED, FRECTHoTo, £, WTHLORGETHHE G 1 & 14 B HOBEE
& (Cmax L TNAUCO-t) ([ZHI S RZE13 0o,

4 BEREERE

MEED ~ MizF 7 aT 2 A% v hd 2, 7 X120 mgkg/ B (IR % 4 WM ER O
HLizLExo5 1 BAKD 4B O TK ZHa L7z (RD2007/01333)

R % 2.6.54.1312" 7, ¥ 70T 2 A%y hOIMERREL, 51 BELXO4H
HO# 5% 24 FEOFT R COERIMAA > b E TERARETH > 72, tmax [T L THEE# |
~2 I ChoTe, WTNOHEIZEW T, &5 1 HEH KO 4 HEOEREFERE (Cmax LT
AUCO-t) [ZHA B e EZE T A Do 7o, R RIIHR G- EHEINOF G % FEl-> T L
776

5 EERERE (R#ME DGR

HUAE R DN AR O34T NS RHA ORI BT 2 3 BRI\ T, RS v McF T e s
2 A4y M ROMRGEM A LT 5 BRRE®R G Lo L O 9 A B XKORA.21 HE®
ZTaTa ARy N ROREYO TK 25t L7z (2018N365151) . ¥ /a7 2 A% > hO
0.8, 7 X140 mg/kg/ H Z##¢ 1T, #HHz6 A B H#F. 21 A H £ TM2 (GSK2391220) M3

(GSK2506104) K& TXMI13 (GSK2531401) % 2.5, 32 KON 1.8mgkg/H (1 H2[A]) THETF
Bh5 L7,

AR % 2.6.5.4.121279, RO HATIX, 70T 2 A X v b KON M2 O i
FE 13 5-1% 24 FE O X TORMA A > b E T, M3 KOMI3 (I 5-1% 12 FEf £ CE&A[
BETh-oTm, MIL2MBATIE, 70T aAX vy b, M2, M3 O MI13 [T8:5-# 24 BFRE
FCERAPETHo7, IR BBLKORIL 21 HETH 70T 2 A% v NOEFERE (Cmax
KON AUCO-t) &, HGEIMOEEE FEl-> TN L7, #7052 A% v b, M2, M3
K OMI13 OlgFE & (Cmax X AUCO-t) 134EHR 9 B B R OMZFL 21 HH CRIEETH -7,
ZFraT oAy NEREWEIAEEG L&, Kok GREIIXY 7aT 2 2% b0
Beh&E (0.8, 7K 40mgkg/H) ICBDLLTRILTHY . R OREELFRE CThH-o
T2 EDHERR S LT,
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2.6.4. IEAEhRERER O

13 BRIRERS

MEEZ >~ MicX T aT 2 A% v b 08, 4, 20 XX 100 mgkg/H (BREIR) % 133 F‘ﬂ)i
wEROEELZEEo&kb5 1 BB, 4 K13 E O TK ZE L7 (CD2009/00951)

. 100 mg/kg/ A HETITFE TR IC K 0 AAEMENTEO 54007, 100 mg/kg/El%—"}ﬁK
ONWTIEHEE 13 B D TK X7 A= B G572 o7,

AREREAE 2 2.6.5.4.14.1277, X7 a7 2 A%y NOIMFEFRRE X, 51 HH, 4 KO
13HEOTXTOEMAA > NETEREAETH-72, 51 HHE, 4 KO 13 awtmax
ITENENEEH 1~8, 0.5~8 K 0.5~2 Bl TH - 7=, BEFEE (Cmax MO AUCO-t) |
4 mg/kg/ H & TIIE L &G BN L THIIN L 7223, %h%ﬁ%@%&@%ﬂi&“@%tﬁm
DOEEE Tlal-> TN L7, £/, 0.8 X4 mgkg/ HEEOEE 4 KOV 13 H (20 mg/kg/H
FECI3MED 13 H O Cmax O &) TOREFEE (Cmax L NAUCO-t) (F#%5-1 HE &g L
THEL T 1.5~2 fFminr o 7228, 20 mg/kg/ H &Y 100 mg/kg/ A BETIXH 603722134 B
Molz, 7y MTCREA 7T 224y NOMEKEEMINE (33.5~37.2 K], 2.6.53.1.) .
1 H 1 EOKERGIZE > TERBENRALND AREMENRE 2 b=y, &5 4 XX 13 B
@ Cmax N AUCO-t 234 5-1 H B D 2 (52 2 7= D1XE 28 OFHMEE L ORERD 5 6 2 1D
HT, TOREIX2HEDTNTBELTRE (202 XWN2.13) Thoto, ABREIKZFHN L
TRER, 11 RIKERAZRGHOX T T 2 2% v N OREEICHELERETZED b
TRNEHIT LT, IS, O RMEL AL o T,

26 ARREHRE

Ml » Mo 7T a2 2% v o 08, 4 X 10 mg/kg/ B (BRI % 26 B RER O
BeH LIz x4, 13 KO26H O TK #fMEf L7z (2011N126130) . 7235, 10 mg/kg/
HaE&5 Lo (2F) 13#%5 26 1 B AN TE IILHIE S H =720, 526 1 B O
D TK /XT A —HR1FHN7e -T2,

%ﬁ%ﬁﬁi‘z%%r 2.6.5.4.15127~79, tmax | :ﬂﬁ% LTHEE% 0.5~ 2Kl CThHh o7z, BehH- 4, 13 LD

B O R (Cmax L TNAUCO-t) (2, BSNRZETRL< . HLNREEDL LR D

oto D B A L R RN H:oftﬁéﬁu L7z,

2 FBRERE

HeZ v MHE7aTa A%y o 0.02, 0.1, 0.8 Xi%4mgke/ H., HEZIi%0.02, 0.1, 0.8

X 7Tmgkg/ B % 2 FEMKEROBEE L= 05 4 L 26 H O TK Z#ia L7
(2014N196080)

AEREAE 2 2.6.5.4.16.12"7, X7 0T 2 A% v NOIMFEFRE L, Bh% 24 R o5
TORIMAA > NETERETH 72, &5 4B K260 E ? tmax 3% 5% 0.5~2
K CTh o7z, WThoKRE5ET N&% 4 KO 26 1 H OIE#E R (Cmax &Y AUCO-t) |

DM EI A LN o T2, £, IEFEE (Cmax LY AUCO-t) 13, &Ef%tmuc:ﬁﬁof
WLz, WInoEEEIZB T, 5 4 KO0 26 H B OREZEREIZH D)7 EITA LI
ol
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2.6.4.2.2.2.1.2. K&
5 AFRRERS
AR Z v M T aT 228y S ROMREMZ O TS5 AMRER G Lz & DR 10
AEOX a7 2 A%y s RO O TK 5t L7z (2016N305715)
ol 72— AT, HIET Y MIF7aT 2 2% v FO 60 mgkg Z#%0 T, M2
(GSK2391220) . M3 (GSK2506104) M T*MI13 (GSK2531401) % 2.5, 3.2 ¢ T 1.8 mg/kg/
H XX 7.5, 9.6 RO 54mgkg/ BHEH 27 TE L TR TFICHIE6~10 HH £ TH5 LT,
H2 72— XTI, WHET v Mo 7T 2 2% v b 10 KT 40 mgkg 0T, M2
(GSK2391220) . M3 (GSK2506104) M T*MI13 (GSK2531401) % 2.5, 3.2 ¢ T 1.8 mg/kg/
Hah 770k LCR FICHEE 6~10 A HE CRE Lz, $£72. 40 mgkg BB G 64757,
B A 2.6.549.12~7, &5 1 HRIZBWTH 70T 2 A% v h, M2, M3 KO
MI13 O MSEFREE L, 5% 24 FEOT X CORIMA A > hE TCERARETH -T2, 47
07 2 A%y MO tmax (355 2 R TH O | A TIIE % 0.25 R CTh o 7=, Rt
WM OgEEE & (Cmax KON AUCO-t) (3% G- &I - TN L 72,

2.6.4.2.2.2.2. FIRAEE
14 BRIRERS

BT > MZHE7TaT 2 A%y hd 20 Xit 40 mgkg/H % 14 A EHIRNES LT- &=
OFH 1 &4 HEHO TK Z#E L7 (CD2008/01740) .

B GEZ 26547108 F, 707 2 A%y hOMBERREZ, 51 K014 HED
B 544 24 BRI O R CTORMA A > FETERAETH o772, tmax 1F, ML TEEHZ2 K
W4 TH o770, BERE (Cmax L ONAUCO-t) (&G EBIMOES % Fal-> T L7,
Fo, B5 1 LN 14 HEO Cmax LT AUCO-t [ZBH B2 213 BV o 7,

2.6.4.2.2.3. iy

2.6.4.2.2.3.1. #Ofs
5 HEIRERE

R 7T~11 BEOUHFIZX T aT 2 A% v b 60mgkg/ B (IR % 5 HFRER
NG L& 7 aT a X%y FROMHY (M2 (GSK2391220) . M3

(GSK2531403) . M4 (GSK2499166) . M5 (GSK2531399) . M6 (GSK2531398) KX
MI13 (GSK2531400) 1 D55 HH® TK Zfaf L7z (2012N140611)

R % 2.6.54.1712R7, X707 2 A%y b, M2, M3, M4, M5 O M13 DI
HIREEIX, B5 5 BB OB 24 B OT R CTORIMAA > FETERARETH-TZ, —
J. M6 1354 8 FEl £ CERARECTH 72, LT, ¥ 7 uT 2 A% v b ROREH O
tmax [T 5% 2~4 Rl CH 7=, ¥ 7 a7 2 A% v FOBREEE (Cmax & O AUCO-t) 13,
WTNORE LV b 16 5L EEmoTa,
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13 HREIRER S

IR T~19 HEOUYRIZF TaT 2 A%y hd 4, 30, 60, 125 i 250 mg/kg/H (&
WIR) % 13 HRIER ARG L & oh 5 XN 13 HE (Ctrough OA) O TK ZEt
L7 (CD2008/01041) ., 72%3. 250 mg/kg/ BREOEY Tk, WEE/LDOT-D, #5 13 HH
D TK /NT A—=Z B EFELNRD T,

RERAEZ 2.6.54.1812" T, ¥ 70T 2 A%y OMBEFREL, 55 K13 HED
B 5-4% 24 BEfI DT R CTORMAA > N ETERFAFETH -7, tmax [T 5% 4~8 KEH] T
HoiTe, £lo, WTHOHEICEW TS, &5 5 HE & 13 A HO®E 24 FFEZICBIT 5
MAEFRREEIZB D e I3 A B LR D > T2,

13 HREIRERS
R 7T~11 BEOUHFIZH T a7 2 A4y D4, 30 Xix 60 mgkg/H (B#EiKR) %5
AFER OB L &0& 5 5 HHO TK /5 L7z (CD2009/00390)
BRI & 2.6.5.4.19.0279, 55 B B O tmax (3& 5% 4~8 Kl CH - 7=, BFEE
(Cmax &N AUCO-t) (5 EMOEIA % Flal-> THEMm L7,

2.6.4.2.2.3.2. BRES
AHFEIIROFI O, U XOREIF TaT 2 A v M RIEEBA LIz L & ORBRK
REOI A 26542012 77F (2011N125481)

2.6.4.2.24. 14X

2.6.4.2.2.4.1. #gO®s
3 HERERE

WA XX 70T 2 Ay O 90 mgkg & H 7RAVE] FERT) ITEETR GEfs

T) LLT3HREIREROKES Lz Eo®E 1 HEOBREREZ LT
(RD2007/01367)

AREREAE 2 2.6.5.421.027 7, X7 0T 2 A% v NOIMFEFRE L, B5% 24 R o3
TOEIMAA > FETERARETH 77, tmax (THE% 4~8 R TH - 7=, IBEFEE (Cmax
KON AUCO-t) 121, TNENOFEIE T Ltz enoT-, 17 'VAl (fafe T T
H) CRRER GEER T C&E) LolT, BERICALHREIALNRNS T,

7 BRRERS

MEfEA XX T T 2 AKX v hd 20, 60 Xt 120 mgkg/H  (BE#iR) % 7 BRKERD
BHLILL oG 1 K0T HBEO TK ZkEs L7z (CD2007/00353) . 7235, 120 mg/kg #¥
OF5-7 BHHOEE 0.5 B £ TI2@EEnNH - 72729, 120 mgkg B CTHRE 1 X7 B H
DOIEFER (Cmax LN AUCO-t) Z T 5 Z L IT#EU Thne B2 b,

ARERAE 2 2.6.542212" 7, ¥ 70T 2 AKXy bOMAERREL, 51 K07 HEOD
B 514 24 FEEI O T X CTORIMA A~ N ETERAIE TH o7z, BEEE (Cmax &Y AUCO-
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t) [ZHA S RMEEITA LN -T2, 51 HBOBEFEE (Cmax LN AUCO-t) [F#&5H-&
HEhoEE % Flal-> TEmL 7=,

4 AR REHRE

WA XX 7T a2 Ay hd 3, 30 XX 90 mgkg/H (B 7ELAl) % 4 BEERER
OG- L-e &b 1 BAKO4EAB O TK 285 L7z (RD2007/01336) , 72%.,

90 mg/kg/ H & GREOEY) TIL, REE(LD-D, BH 4B O TK 3T A —2 B3G50
277,

ABRRAE 2 2.6.5.4.23.12" 7, X7 0T 2 A v N OMBEFIRE I3 5% 24 FEH OF X T
ORIMAA > PETEERTH -T2, tmax 1T L THEREGH% 1~ 4FEITh-o7-, &5 1 H
HEO4EE (90 mgkg #EEFR<) OIREFERE (Cmax L TNAUCO-t) (ZH] B MEZEITA S
Nignoiz, BERIIHRS 1 AALR4EAONTICEBN T, L CTRGEBEINOEE
ZFEl->THEM LT, WInoOHETHEE 1 HHE 4 HHOREFERE (Cmax LT AUCO-1)
[ZH DRI A BN o T2,

13 B RERE

WA XX 7T 2 A%y O 1, 3 T 30mgkg/H (0 7&AAD) % 13 BEERER
A%G-LcéEokb 1 B, 1I7RA, THELOD 13 B O TK 2 L7
(CD2009/00952) . 7235, Mt 30 mg/kg/ A& G-#F CTId# G- 17 B B LR 15 mg/keg/ B (2R
L7,

RERAE % 2.6.5424 12", X7 0T 2 AKXy b OMBEHFIRE TR 5% 24 R O3<T
OFRMARA  FETEENRETH 77, tmax 1T L T HH% 1~24 Bl Th -~ 7-, BRE
(Cmax XN AUCO-t) &, BEL TG EHIMOEIG % Tl T L7, 3 mgkg BEO#EE
THZBRNT, ML TR G 7 X O 13 8 B OBREEICHA LR ETA LR o T, £,
Mg S L CHEEII A DN o Tz,

2.6.4.2.2.5. ==J4

2.6.4.2.2.5.1. BERE
ARHPFEIIROF DD, =T XOKREILTaT ARy M ERA LT & & OBk
FAE D Fr % 2.6.5.128 LTz,

14 ARIREERE
ST EADOEBIIAT T ALy M 14 BIRKERA LT- & & O PK A
(2012N148386) % 2.6.5.4.25.12177,

14 AIRERE

FJEREMRBR I RB N T, S =7 XDEEICF T T 2 AX Yy b 14 AESH LT
L XD PK kA (2013N185591) % 2.6.5.4.26.127+7,
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28 ARIREHRES
R=THORBICA T T 2 A K v M E 28 ARIKESA Lz L & O PK G
(2015N231048) % 2.6.5.4.27.12757,

13 BRRERE
RSTHOREICE T T 2 AKXy M 13 EBIRERL LT- L & O PK S
(2016N273683) % 2.6.5.4.28.127177,

2.6.4.2.2.6. val%

2.6.4.2.2.6.1. #OK/E
14 B

MEHEY- M X 7 e T 2 A4 > > 10, 30 1T 100 mg/kg/ H (@R % 14 B BKER D
BhHL-L&xo®E 1 K14 HAO TK 25 L7- (CD2009/00780)

ABREAE 2 2.6.5.4.29.108 7, X7 0T 2 AX v FOMBEFEEIL, 10 mg/kg/ A B Tl
5.1 BoOFE54% 8 I L UG- 14 H H OF5-1% 24 FFfH, 30 3% 100 mg/kg/ A B T35
1 B O 14 H B 04514 24 BfE O§~TORIMAA > b ETEREARETH -7, 100 mgky/
ARECOHE 1 HHIZBWTHEOEREZE R (Cmax X AUCO-t) NMEIZH_RTENEN 2.4 &
2GR TeDZERE | B ORMEEITALNRD T2, AUCO-t 134 L T H- 2N
DEIEIZLES THI L7223, Cmax 134 L CHEGBHEMOES %Z Flal> THEM L, £,
10 mg/kg/ HREDOMEA FRE . BEL CT5 1 &0V 14 B HOBREFEE (Cmax & OV AUCO-t) (2B 5
ARVA:=Y TNV A WA Rl

13 BRIRERS

MEE M E T e 2 A%y b5, 20 T 100 mgkg/ B (Biik) % 13 @M ERD

BHELEEEZORE1THE, 4 BERQRIBEAOXY V0T 2 A% v hO TK 2t L7-
(2010N108482) .

ARRAAE 2 2.6.5430127"7, ¥ 70T 2 A%y bOMAERREIL, 5 &0 20 mgkg/ H #f
TIIELCTHE 1 HH, 4 8HKEO138A OE5% 8 B £ T, 100 mg/kg/ HREETIIES 1
AHE. 4 HHE&RKK®NI3EEBOES% 24 FEHOT X TORMAA  FETERAGETH 72,
X7 T 2 AKX v MO tmax X, 5 &N 20 mg/kg/ HEETIEHG1% 0.5~3 FEfE, 100 mg/kg/H
BECIIE % 2~6 I Th o7, WITNOHEREL ORI SICBWN TS, BFER (Cmax
F OV AUCO-t) (2B S etz bninoiz, £72. L CREEITRGEENOES
ZFES>THEMLEZ, WTFROHABERICBWTHHEEG 1 B, 48 B &0 13 HA OREE
O T DN o7,

13 BMRERE

MEED M E T aT 2 A4y b5, 20 T 100 mgkg/ B (k) % 13 @M ERD
BHELIZExo®E 1B, 4 AL IBEBOX 70T 2 2% v s ROEY (M2
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(GSK2391220) . M3 (GSK2531403) . M4 (GSK2499166) . M5 (GSK2531399) . M6
(GSK2531398) K&K U*MI13 (GSK2531400) ] @ TK ZAkFfL7= (2011N117143) .

ARRAAE 2 2.6.5.431.127" 7, 6 FOMRHM O MATHIRE L, B51% 24 R O F~CTHfL
A METEEMRETH- 2, ZREO tmax 1T L TEEH 1~8EFETH-o72, &%
P OVEFE E (Cmax K OYAUCO-t) ([ZHA Sz A Lo T-, LT, 51 HH,
4 H LK OC13 B TO 6 EOMRHMOIEFE R (Cmax LY AUCO-t) 135 EIIMOEIS %
TS THEMLE, £72, WThoORGERICBNTH, 5 1HH, 4 AKX 13HE
DOAHM DURETE BT SR 2T DR o 1=,

39 BERRERE

MEE M Z T aT 2 A4y b 3, 10 T S0mg/kg/ B (WEHKR) % 39 WM RERE 0 #%
HlizbEgoFrar a2y NROMGEHY [M2 (GSK2391220) . M3 (GSK2531403)
M4 (GSK2499166) . M5 (GSK2531399) . M6 (GSK2531398) K TXMI3

(GSK2531400) ] @451 HH, 4, 26 XO'39H® TK # it L7 (2011N126131)

ABRRGE A 2.6.5.4.32.12"7, ¥ 70T 2 AX v NO tmax (I L TG 0.5~8 FEfi] ©
Hol, WTNOEEREIZBWTH, 6 EOMRHMAER S, RO tmax 1TE5#% 1~
Sl Ch -7, WINOEGER, KOEE 1 HE, 4H, 26 #HH &K 39 18 H O
FilckBnWThH, L THF 7T 2 A% v FOBREEE (Cmax KON AUCO-t) (2B & 7tz
IXHRENIRDoTz, BT 2 A%y hO AUCO-t [T E 5 &R MO BN ST E-> TN L
7o, Cmax (XEGBEHMOEIGZ Tl THM L, £/, WThORGEIZENTDH,
BH1IHBE, 4B, 26 ALK EBDOX 0T 2 A% v NOIRERFEREIZH L7 21T A
LR oTz, B 3OWBEIZBWT, ¥7 a7 2 A ¥y MIxH 2 &G D AUCO-t b
T O(EY . 7 a7 2 AKXy ME) 10T 0.09 K TH - 7=,
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= 2.6.4.2-2 RN EAER — B
Type of Study Species No./Sex/ Method of Form Dose Duration of GLP | Testing Report No. Location
(Strain) Group Administration (mg/kg/day) or Dosing Facility (Study No.) in CTD
Concentration (Sampling
Occasions)
Percutaneous Human skin 3M Ex vivo A 5 mg/cm? Single No | N 2012N152036 m4.2.2.2
absorption (0.2% cream, (R10-1824)
gel, ointment)
Percutaneous Human skin M Ex vivo A 10 mg/cm? Single Yes | N 2012N152038 m4.2.2.2
absorption (0.2% cream) (GK1202-01)
Percutaneous Human skin 3F Ex vivo A 1, 5,15, 30% Up to 24hrs No [ 2015N230888 m4.2.2.2
absorption (w/w)
Pharmacokinetics Mouse 27M2b IV (bolus) A 1.3 Single No GSK UH2008/00002 m4.2.2.2
(CD-1) 24M*° Oral (gavage) 1.9,3.9
Pharmacokinetics Rat 3MP IV (1 hour A 0.6 Single No GSK UH2008/00002 m4.2.2.2
(SD) infusion)
3M© Oral (gavage) 1.6
3M© Oral (gavage) 31.1
Pharmacokinetics Rat M v A 17.5 Single No GSK CD2008/01285 m4.2.2.2
(SD) (22 min. (08DMMO039)
infusion)¢
(2 hour 11.1
infusion)¢
Toxicokinetics Rat 3F Oral (gavage) A 0.02,0.1,0.8,7 Single No GSK 2013N184197 m4.2.2.2
(SD) (R70458N)
Pharmacokinetics Dog 3Me© IV (1 hour A 1.2 Single No GSK UH2008/00002 m4.2.2.2
(beagle) infusion)
3Me© Oral (gavage) 3.2
3MP Oral (gavage) 1,3.1,30.6
Pharmacokinetics Dog 3Me Oral (capsule) A 5 Single No GSK UH2008/00002 m4.2.2.2
(beagle) B 5¢
C 5°
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Type of Study Species (Strain) [ No./Sex/ Method of Form Dose Duration of GLP | Testing Report No. Location
Group Administration (mg/kg/day) or Dosing Facility (Study No.) in CTD
Concentration (Sampling
Occasions)
Toxicokinetics Dog IM/1F Oral (gavage) A 120 Single No GSK CD2006/01837 m4.2.2.2
(beagle) (D06386)
Toxicokinetics Minipig M Topical A 10%, 35% Single No GSK 2013N180775 m4.2.2.2
(Gottingen) (F43142N)
Pharmacokinetics Monkey 3Me IV (1 hour A 1.1 Single No GSK UH2008/00002 m4.2.2.2
(cynomolgus) 3Me infusion) 3.0
Oral (gavage)
Toxicokinetics Mouse 18M/18F | Oral (gavage) A 30 14 days No GSK CD2009/00900 m4.2.2.2
(CD-1) (Day 14) (D09169)
Toxicokinetics Mouse 42M/42F | Oral (gavage) A 3, 30, 60 13 weeks Yes | R 2011N112096 m4.2.2.2
(CD-1) (Day 1, Week 4) (G10121)
Toxicokinetics of Mouseg 21M/21F | Oral (gavage) A 30 13 weeks Yes GSK 201IN117145 m4.2.2.2
daprodustat and (CD-1) (Day 7) (10DMMO034)
metabolites
Toxicokinetics of Mouse 48M/48F | Oral (gavage) A 6,20 13 weeks Yes | R 2014N199031 m4.2.2.2
daprodustat and (CD-1) SC (Injection) (daprodustat) |(Day 1, Week 4) (M70456G)
metabolites 2.0 M2),2.5
(co-administered) (M3), 1.3 (M13)
Toxicokinetics Mouse S5IM/51F | Oral (gavage) A 0.2,0.8, 3! 104 weeks Yes | R 2014N221714 m4.2.2.2
(CD-1) (Weeks 4 and (M70585G)
26)
Toxicokinetics Rat 6M IV (4 hour A 20, 40 14 days No GSK CD2008/01740 m4.2.2.2
(SD) infusion) (Days 1 & 14) (108185)
Pharmacokinetics Rat M Oral (gavage) A 30 5 days No GSK 2012N153858 m4.2.2.2
(SD) (Days 5) (12DMMO037)
Toxicokinetics of Rat 6F Oraln (gavage) A [10°, 40P, 409, 607, 5 days No [ 2016N305715 m4.2.2.2
daprodustat and (SD) (pregnant) 60° (GD 6 to GD10) (R71028N)
metabolites
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Type of Study Species No./Sex/ Method of Form Dose Duration of Dosing | GLP | Testing Report No. Location in
(Strain) Group Administration (mg/kg/day) or (Sampling Facility (Study No.) CTD
Concentration Occasions)
Toxicokinetics Rat 3M Oral (gavage) A 10, 30, 60 14 days No GSK | RD2006/01192 | m4.2.2.2
(SD) (Days 1 & 14) (R41921)
Toxicokinetics Rat 3F Oral (gavage) A 100, 250, 500 14 days No | I | CD2008/01306 | m4.2.2.2
(SD) (Days 1 & 14) (D08114)
Toxicokinetics of Rat 6F Oral (gavage) A 0.8,7,40 38 days Yes | N 2018N365151 m4.2.2.2
daprodustat and (SD) (pregnant/ SC 2.5(M2) (GD6, GD9 and (R71242G)
metabolites w lactating) 3.2 (M3) LD21)
1.8 (M13)
Toxicokinetics Rat 3M/3F Oral (gavage) A 2,7,20 4 weeks Yes | GSK | RD2007/01333 | m4.2.2.2
(SD) (Days 1 & 28) (R42197)
Toxicokinetics Rat 3M/3F Oral (gavage) A 0.8, 4,20, 100 13 weeks Yes | Il | CD2009/00951 m4.2.2.2
(SD) (Day 1, Weeks 4 & (G09057)
13)
Toxicokinetics Rat 9M/9F Oral (gavage) A 0.8,4, 10 26 weeks Yes | GSK 2011N126130 m4.2.2.2
(SD) (Weeks 4, 13 & 26) (G10276)
Toxicokinetics Rat 3-9M Oral (gavage) A [0.02,0.1,0.8,or| Up to 99 weeks Yes | N 2014N196080 m4.2.2.2
(SD) 4 (Weeks 4 and 26) (R70375QG)
99 weeks
3-9F 0.02,0.1,0.8, or | (Weeks 4 and 26)
7
Toxicokinetics of Rabbits 4F Oral (gavage) A 60 5 days Yes | GSK 2012N140611 m4.2.2.2
daprodustat and (DB) (Day 5 of dosing/ (G12109)
metabolites (pregnant) Day 11 GD)
Toxicokinetics Rabbits 3 or 4F Oral (gavage) A 4, 30, 60, 13 days No GSK | CD2008/01041 | m4.2.2.2
(DB) 125,250 (Day 5/Day 11 GD) (D08163)
(pregnant) & Day 13/Day 19

GD)
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Type of Study Species No./Sex/ Method of Form Dose Duration of Dosing | GLP | Testing Report No. Location in
(Strain) Group Administration (mg/kg/day) or (Sampling Facility (Study No.) CTD
Concentration Occasions)
Toxicokinetics Rabbits 9F Oral (gavage) A 4, 30, 60 13 days Yes | I | CD2009/00390 | m4.2.2.2
(DB) (Gestational Day 5 (G09061)
(pregnant) of dosing/
Day 11)
Toxicokinetics Rabbit 3 or 6M Topical A 2% 14 days Yes | GSK 2011N125481 m4.2.2.2
(NZW) (Days 1 & 14) (L42845)
Toxicokinetics Dog 2M/2F Oral (gavage & A 90! 3 days No GSK | RD2007/01367 | m4.2.2.2
(beagle) capsule) (Day 1) (D42209)
Toxicokinetics Dog IM/1F Oral (gavage) A 20, 60, 120 7 days No GSK CD2007/00353 | m4.2.2.2
(beagle) (Days 1 & 7) (D07078)
Toxicokinetics Dog 3M/3F Oral (gavage) A 3,30, 90 4 weeks Yes GSK RD2007/01336 | m4.2.2.2
(beagle) (Days 1 & 28) (D42196)
Toxicokinetics Dog 4 or6M/ | Oral (gavage) A 1, 3,30/15" 13 weeks Yes | Il | CD2009/00952 | m4.2.2.2
(beagle) 4 or 6F (Day 1, Weeks 7 & (G69058)
13)
Toxicokinetics Minipig IM/1F Topical A 0.5%, 1%, 14 days No B | 2012N148386 m4.2.2.2
(Gottingen) 2% w/w applied (Days 1 & 14) (D12086)
daily to 10%
BSA
Toxicokinetics Minipig IM/1F Topical A [10,20,35% w/w 14 Days No [ ] 2013N185591 m4.2.2.2
(Gottingen) applied daily to (Days 1 & 14) (F70438N)
10% BSA Days 2, 3,4, and 7:

one sample 21 hours
post-dose

'9°C

(& h3

T
o35
=34

I s i O ¥



£1:8G:81 020C GI Aen

oc d-v9¢

*& 2.6.4.2-2 RN EAER — B
Type of Study Species (Strain) | No./Sex/ Method of Form [Dose (mg/kg/day)| Duration of Dosing | GLP | Testing Report No. Location
Group Administration or Concentration |(Sampling Occasions) Facility (Study No.) in CTD
Toxicokinetics Minipig M Topical A 2,10, 35% w/w 28 days No - 2015N231048 [ m4.2.2.2
(Gottingen) applied daily to (Days 1 & 28) (F70727N)
10% BSA
Toxicokinetics Minipig 4M/4AF Topical A [5,10,20% (w/w) 13 weeks Yes | I | 2016N273683 | m4.2.2.2
(Gottingen) (42, 84, (Weeks 4 and 13) (F70916G)
168 mg/kg/day)
Toxicokinetics Monkey IM/1F Oral (gavage) A 10, 30, 100 14 days No GSK | CD2009/00780 | m4.2.2.2
(cynomolgus) (Days 1 & 14) (D09121)
Toxicokinetics Monkey 4-6M/ Oral (gavage) A 5,20, 100 13 weeks Yes | I | 2010N108482 | m4.2.2.2
(cynomolgus) 4-6F (Day 1, Weeks 1 & (G10005)
14)
Toxicokinetics of Monkeyj 4-6M/ Oral (gavage) A 5,20, 100 13 weeks Yes | GSK 2011N117143 [ m4.2.2.2
circulating (cynomolgus) 4-6F (Day 1, Weeks 1 & (10DMMO033)
metabolites 14)
Toxicokinetics of Monkey 4M/AF Oral (gavage) A 3,10, 50 39 weeks Yes | I | 2011N126131 | m4.2.2.2
daprodustat and (cynomolgus) (Day 1, (G10277)
metabolites Weeks 4, 26 & 39)
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Type of Study Species (Strain) | No./Sex/ Method of Form [Dose (mg/kg/day)| Duration of Dosing | GLP | Testing Report No. Location
Group Administration or Concentration |(Sampling Occasions) Facility (Study No.) in CTD
Studies with Metabolite GSK2531401 (M13)
Pharmacokinetics Mouse Daprodustat IV (bolus) A 20™ Single No | GSK 2012N156583 [ m4.2.2.2
of daprodustat and (CD-1) 15M (12DMMO041)
GSK2531401 GSK2531401 E 40/100 (M13)
(M13) 18M/16M"
15M"
Pharmacokinetics Mouse 18Mbkv Oral (gavage) E 150 Single No | GSK 2011N130731 [ m4.2.2.2
(CD-1) (11DMMO060)
Pharmacokinetics Mouse 18MPHY Oral (gavage) E 50 Single No | GSK 2012N137345 [ m4.2.2.2
(CD-1) (12DMMO004)
Pharmacokinetics Mouse 15MY IV (bolus) E 40 Single No GSK 2012N132320 | m4.2.2.2
and EPO response (CD-1) (11DMMO049)
Pharmacokinetics Rat 4MP IV (bolus) E 19.2 Single No GSK 2012N145868 | m4.2.2.2
(SD) 4MP Oral (gavage) 218 (12DMMO019)
Studies with Metabolite GSK2391804 (M8)
Pharmacokinetics Rat 4MP IV (bolus) M 40 Single No | GSK 2012N153861 [ m4.2.2.2
(SD) Oral (gavage) 100 (12DMMO038)
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Type of Study Species No./Sex/ Method of Form Dose Duration of | GLP | Testing Report No. Location
(Strain) Group Administration (mg/kg/day) or Dosing Facility (Study No.) in CTD
Concentration (Sampling
Occasions)
Studies with Metabolites GSK2391220 (M2), GSK2506104 (M3), GSK2531401 (M13)
Pharmacokinetics Mouse 24M SC (Injection) | D, E, | 1.2 (M2), 1.5 Single No GSK 2013N174038 m4.2.2.2
(CD-1) N (M3) (13DMMO16)
0.77 (M13)
Toxicokinetics Mouse 15F SC (Injection) | D, E, | 2.0 (M2), 2.5 14 days No GSK 2014N208198 m4.2.2.2
(CD-1) N (M3) (M70590N)
1.3 (M13)
Key: BSA = Body surface area, DB = Dutch Belted, EPO = Erythropoietin, IV = Intravenous, pc = post coitum, w/w = weight/weight Testing Facility:

ratio, M2 = GSK2391220, M3 = GSK2506104, M13 = GSK2531401, GD = Gestation day, LD = Lactation day, NZW = New Zealand
White, SC = Subcutaneous, SD = Sprague Dawley.
A = Daprodustat (Parent form).

B = Daprodustat (Potassium salt).

C = Daprodustat (Tris monohydrate salt).

D = M2 metabolite of daprodustat, GSK2391220 (Parent form).
E = M3 metabolite of daprodustat, GSK2506104 (Parent form).
M = M8 metabolite of daprodustat, GSK2391804 (Parent form).
N = M13 metabolite of daprodustat, GSK2531401 (Parent form).

GSK = GlaxoSmithKline.
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Type of Study Species No./Sex/ Method of Form Dose Duration of | GLP | Testing Report No. Location
(Strain) Group Administration (mg/kg/day) or Dosing Facility (Study No.) in CTD

Concentration (Sampling

Occasions)

a = Composite sampling design; n=3/time point.

b = Non-fasted animals.

¢ = Fasted animals.

d = Animals received either a 22 or 120 minute IV infusion.

e = GSK1278863B, the potassium salt of daprodustat was used.

f=GSK1278863D, the tris monohydrate salt of daprodustat was used.

g = Samples obtained from the 13 week toxicity study in the mouse, [Report 201 1N112096].

h =On Day 17, the dose was reduced from 30 mg/kg/day to 15 mg/kg/day for females only.

i =2MJ/2F fasted animals were administered the 90 mg/kg/day dose in a capsule, and 2M/2F fed animals were administered an oval gavage dose of 90 mg/kg/day.
j = Samples obtained from the 13 week toxicity study in the monkey, [Report 2010N108482].

k = Suspension in 1% aqueous methylcellulose.

1= Amorphous spray dried dispersion suspension in hydroxypropylmethylcellulose.

m = GSK2531401 (M13) dosed at either 40 mg/kg/day or 100 mg/kg/day. Daprodustat dosed at 20 mg/kg/day.

n = Daprodustat was administered orally, but some groups were also administered a cocktail of metabolites (M2,3 and 13,) of daprodustat or vehicle subcutaneously.
o = Given daprodustat at 10 mg/kg/day and metabolite cocktail - 2.5, 3.2, and 1.8 mg/kg/day (for M2, 3 or 13, respectively).

p = Given daprodustat at 40 mg/kg/day and vehicle (25 mM Phosphate Buffer, pH 7.4).

q = Given daprodustat at 40 mg/kg/day and metabolite cocktail - 2.5, 3.2, and 1.8 mg/kg/day (for M2, 3 and 13, respectively).

r = Given daprodustat at 60 mg/kg/day and metabolite cocktail - 2.5, 3.2, and 1.8 mg/kg/day (for M2, 3 and 13, respectively).

s = Given daprodustat at 60 mg/kg/day and metabolite cocktail - 7.5, 9.6, and 5.4 mg/kg/day (for M2, 3 and 13, respectively).

t=0.2, 0.8 and 3 mg/kg/day daprodustat groups were also administered a cocktail of metabolites (M2, 3 and 13)at 2, 2.5, and 1.3 mg/kg/day, respectively.
u =2 to 3 mice/timepoint.

v =3 mice/timepoint.

w = Daily Subcutaneous Dose metabolite cocktail [GSK2391220 (M2); GSK2506104 (M3): GSK2531401 (M13)] mg/kg/day [dosed as 1.25, 1.8 and 0.9 mg/kg/dose BID every 6

hours].
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2.6.4.  SEMEHREFER O L

2.6.4.3. VoKl
70T o AX vy hOMEE AR, WEREIT. N7 AR—%— (P-gp. OATPIBI
J O OATPIB3, OATI1, OAT3. OCT2, MATEIl., MATE-K X% X BCRP) %" L7=#§ik KN
kT AR—Z—BLE, WOIZFHFRN AR % in vitro & N invivo CEEi L7z, F7-, & h T
DFE7 6 FOMGEHM (M2 (GSK2391220) . M3 (GSK2506104 & TF GSK2531403) . M4
(GSK2487818 K TF GSK2499166) . M5 (GSK2506102 T GSK2531399) . M6
(GSK2531398) & TMI13 (GSK2531401 KUY GSK2531400) ] (22T H—HBD in vitro 3
BhA Sihe L7z,
Wb —E A £ 2.643-1 1277,

2.6.4.3.1. In vitro
2.6.4.3.1.1. mREAEEERUEESER

2.6.4.3.1.1.1. A7ATaR2y FOMBEEEHEER

~YUA, Ty b, UPX A X FAKOE hOMSEE XY T T a2 Xy b (02, 1, 10
F 50 pg/ml) %A v 2N— b L7z & & O MEE F 563 &2 ST 5 & OV LC-MS-MS
ZHW TR L2 (CD2010/00340)

ABRRGE 2 2.6.5.7.1.128 T, BMMIECOX 7 uT 2 AKX v b OMmEE AT 93.6%
PIE. B MIUETIE 9% & Wb E o T, B TEAYZREER (UH2008/00002) &
LT, ¥UA, v b, A X, FALEDPe METCOXTaTax2H v b (1 KO
10 pg/mL) O MR AREERERFT L TR Y | BRBRE D A % ARER & R 2.6.5.7.1.1T%
L7,

2.6.4.3.1.1.2. 70724y tOEBRSE

Z7ara Ay b (02, 1, 10 X O*30ug/mL) Ot MLET7 /L7 2> (HSA, 0.600
mM) KON al-FRVEREE B (AAG, 0.015 200 0.150 mM) ~D#5E A % gk & O LC-
MS-MS % Tt L7z (CD2010/00340)

R Z 2.6.5.73.18F, ¥ 70T 2 A% h®D HSA ~DFEGZIT 99.3%LL & @<,
AAG ~DFEGHRIT AAG ORI 53 20% A0 K-> 7-, F72. 0.2~30 pg/mL O
IR C HSA KN AAG ~DE BHFESICIRERFIEI LA B e o Tz,

2.6.4.3.1.1.3. KREYVOLFEELFEE

bt holfifEl B FTOER 6 FEOMHY (M2 (GSK2391220) . M3 (GSK2531403 K O
GSK2506104) . M4 (GSK2499166) . M5 (GSK2531399) . M6 (GSK2531398) & U*MI3

(GSK2531400 % TF GSK2531401) 1 % 18 Wff#lA > F 2 _X— h L7z & 2O MBFEE AR AFEE
Pl ZEHTIE M OV UPLC-MS-MS % W TG L7z, SRS ORI 10, 100, 250 KO
500 ng/mL & L7= (2012N131897) .

BRI & 2.6.5.7.2.12x9, M2, M3 (GSK2531403 }2 T8 GSK2506104) . M6 K (X M13

(GSK2531400 & T* GSK2531401) DO IMAEE A5 S RIXTNTIVOMRE TH 34%Am &K< |
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2.6.4.  SEMEHREFER O L

BRI DR o T2 —T7. M4 (M4 DO ETITARWILRRMEMLR) M5 (M5 D
FE TR WVAREMER) OIEIRE (10 ng/mL) CTOIMBEEAFESRITES (EEh 68 &
W 74%) . IREOHEIIEN 98%FE T LA L, REIKFT 2 EZ2 67z, b, &1
HT 18RI DA v F 2 _X— MEBIREDE T IIA LT, ZEL TV,

2.6.4.3.1.2. MmERBITHE
YUA, Ty b AX, PARQPE hoOMEEF T T2 A%y b (1 KOV 10 pug/mL) %
30 53A ¥ 2 — b L7z & & DO MERBAITICOW TRIRAICHET L 72 (UH2008/00002)
RBEZ 2.6.5.741077, B KO hTOX T 0T 2 A% v MO,/ iERIZEh
FI045~1.64 KN0.75~123 L, F7uF 2 A%y hOMEKBITIIML ThThTho7-,

2.6.4.3.1.3. A5 A4TF7YIR
BRI T aT 2 AXy B LT EOBRFHELE LT~ 27X A7V v A%EBIL
7= (2015N228833) 23, AHFHIIROA|IDT=D, RERAAE DA% 2.6.5.9.2.12R7,

2.6.4.3.1.4. BEEBERY P-gp 4 L1-#%

2.6.4.3.1.4.1. S EIHIRZE B

MDCKII-MDR1 #fifid & FHu T, P-gp FLEFTH D GF120918 (2 uM) DFFFE F T, [14C]
AR (3 OS5 uM)  DOSZBENIIEE R PEIC SV THRET L 7=, apical fllD#i{A & LT pH7.4 D
DMEM % . XIXBEIHEDOIREE HE T 572912 pH5.5 N pH7.4 O N T (FaSSIF) %
v 7= (UH2008/00018 & TF CD2008/00421)

B RAE A 2.6.5.9.1. (1 2.6.59.3.12~F, [14CHEFRIR (3 V5 uM) DOZ B M
X pH7.4 ® DMEM FCHEE (ZEh 21 XX 20nm/s) THo7z, F£7z, pHS.S KN
pH7.4 @ FaSSIF T CO[I4CHE#MA 3 uM) OREHEFREE 325 XV 191 nm/s &, WTivd
W B EEMEZ R L, RFIZ pHS.5 TE-o T,

2.6.4.3.1.4.2. P-gp &4 L 1-i#fii%

MDCKII-MDR1 #if %z T, P-gp BLEHK TH 5 GF120918 (2 uM) DIE(FIER OMFAE T
TOXTaT 2aRAZ v~ (5uM) @ P-gp 24 L7Z#iik OV TRGET L7z, GF120918 DIEAF
{E T T efflux ratio 7% 2 £ W K& WIEAIZ P-gp OIVE &I L7 (UH2008/00018) .

ABRRGE A 2.6.5.93.10" T, X707 2 A ¥ v b efflux ratio £, GF120918 DIEFF/E T
TIRWBCTHoTZZ e, X7 BT 2 AKXy NI P-gp DIEE TIElen &l S vz,

2.6.4.3.1.5. P-gp lHE

MDCKII-MDR1 #ifid & FH T, [3H]Y T3> (0.030 uM) D P-gp %4> L 7= basolateral 8l
7> apical I ~DHEEICKTHX T 0T 224 v b (0.1~100 pM) DFLEMERIZ OV TH
L7z (CD2008/00669) ,

ARRAAE 2 2.6.5.9.111Z7R T, 70T aAXHy MEP-gp ZHE Lol
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2.6.4. HRYEHREEKER O L

2.6.4.3.1.6. BCRP %4t L 7=#ii%

2.6.4.3.1.6.1. <) X Berp1
~ 7 A BCRP1 %78l =72 MDCKII-Berpl #ifid 2 v C, BCRP FAEZK TH 5 GF120918
5uM) OIEFEROFETTOX T T 2 A% v~ (3uM) @ Berp 21 L7Z#@ik D0
TR L7, efflux ratio 23 2 L EDIFAEIT Berpl OFE & ¥k L7~ (UH2008/00018)
AHBRAE A 2.6.5.94.12~F, #7807 2 A% v MO efflux ratio |XZE 4 E 4 60 LTS5 T
Hotz, BT OFEERE (Papp) 1% 79 nm/sec & Fir- 7273, GF120918 DIE(E T (Berpl
DOFIFIIRIE) ITB W TCHBRRALNIZZ D, EBEOFBRBEIIFEICEWEEZHND,
7T a XSy MIvTABerpl DIEETHDLZ EWRINT, 70T 2 A% v M
in vitro (23T~ A Berpl OFEE TH V. MDCKII Tk} L CHEREE D & & O % 7=
L7,

2.6.4.3.1.6.2. E + BCRP

t ~ BCRP % %3l X 72 MDCKII-BCRP ifiifiid & F{\ T, BCRP fHEZETH 5 GF120918 D
HFETKMFHETTOX T T 2 A%y~ 3uM) Ot bk BCRP &4 L 72k l2 o\ T
Fiat L7 (2015N237800) . efflux ratio 75 GF120918 JE/FE FTIX 2 LA ETH Y . GF120918
TFE T T 1K T3 585612 BCRP ORE &Il L7,

AR 2 2.6.5.9.5.1277 3, GF120918 DIEFE(E F R OMFE FICBIT A X T 0T 2 A X v
k@ efflux ratio X Z N EI 4.4 KR 0.65 THHTZ b, X707 2AX v MI3uM D
JREETE F BCRP OEE TH D Z LAVRI NI,

2.6.4.3.1.7. BCRP [HE

MDCKII-BCRP #fifid &2 FHV T, [14C]3 A F P> (0.5 uM) @ BCRP %4 L 7= basolateral il
726 apical il ~DHGEIZXTHX T T 2 A% v~ (0.01~100 uM) DOFLFEIEHIZ OV TR
L7 (2012N151642) .

ARBRRAE & 2.6.5.9.12.127797, [14C] A F ¥ 2 D basolateral 17> & apical 8-~ i D555 i
1% 102£0.75 pmole/cm*hr TH Y, X7 BT 2 AH v MIWTHORETH[14C)T ATV
Bk A PHE Lo Tz,

2.6.4.3.1.8. OATP1B1 B U OATP1B3 %4t L f=#i%

HEK293-OATP1B1 & O HEK293-OATPIB3 fifd z -\ CTH¥ 7' a7 o A% » h N6 FEDK
# (M2 ; GSK2391220, M3 ; GSK2506104, M4 ; GSK2487818, M5 ; GSK2506102, M6 ;
GSK2531398 KT M13 ; GSK2531401) @ OATPIB1 K () OATPIB3 %41 L 72 ik l2 >V T
ALz, 7T a2 A%y FOBEEIT0.1~100 uM %2, M2 X OXM3 OEE IV 0.01
~10 uM %, M4, M5, M6 K TUMI13 OFEE TV Y 1~30 uM & 7= (2015N255319)

R Z 2.6.5.9.7.107" T, #7 BT 2 A% v MME, OATPIBl DIEE TH o723,
OATPIB3 OIE Tid/2h o 72, MI13 13X OATPIB1 ORE Tld7en-> 727, OATPIB3 ORE
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T olz, M2, M4, M5 T M6 (3 OATPIB1 J TN OATPIB3 ORE ThHh - 73, M3 1EW
THOERETHeh o T,

2.6.4.3.1.9. OATP1B1 R Uf OATP1B3 [HE

2.6.4.3.1.9.1. AFoFazxEy b

CHO-OATP1B1 /% U HEK-MSRII-OATP1B3 #fifa % FV T, OATPIB1 & TF OATPIB3 %4
L 72 [3H]Estradiol 17B-D-glucuronide ([3H]EG) D#iikiZxfd 54 70T 2 A% v K (0.1~
100 uM) DOFHEMERIZOWTREF L7Z (CD2008/00231)

ABRERE A 2.6.5.9.1312"7, ¥ 707 2 A% v X OATPIB1 LT OATPIB3 Z[HE L
IC50 IXZENZIL 6 KN 11 uM Th o7z,

2.6.4.3.1.9.2. K#M
HEK293-MSRII-OATP1B1 ffifidz T, A b F L¥tE— k@ OATPIB1 %41 L7z ikl
kT oxTaT ALy hO 6 FEORHY (M2 ; GSK2391220, M3 ; GSK2531403, M4 ;
GSK2487818, M5 ; GSK2506102, M6 ; GSK2531398 & (X M13 ; GSK2531401) DFHENEM
IZOWTHGET L7z (2013N166580) . AR OIREITWT 0 0.085~50 uM & U=,
AR Z 2.6.5.9.14.127897, M2, M3, M4, M5, M6 KU MI13 [3HEL T 50 uM D
% T OATPIBI ZHE L2 o7,

2.6.4.3.1.10. OAT1, OAT3, OCT2, MATE1 R U MATE2-K

2.6.4.3.1.10.1. OAT1, OAT3, OCT2, MATE1 BT MATE2-K #4 L f-#i%

S2-OAT1, S2-OAT3. HEK293-OCT2., HEK293-MATEI-} T) HEK293-MATE2-K #ijd % H
WT, #7aT 2%y MRO 6 mORHY (M2 ; GSK2391220, M3 ; GSK2506104,

M4 ; GSK2487818, M5 ; GSK2506102, M6 ; GSK2531398 &U MI13 ; GSK2531401) @
OATI1, OAT3, OCT2, MATEl }¢ (X MATE2-K %/ L7zl W TRt Lz, # 75
A K N OPREIX 0.1~100 uM %, M2 O X 0.01~10 uM (OAT1. OAT3 K (¥ OCT2)
XX 1~30 uM (MATE1 X T MATE2-K) %, M3, M4, M5, M6 KX M13 DRI 1~

30 uM Z 72 (2015N249257)

AR AR 2 2.6.5.9.9. %11 2.6.5.9.10.1Z7~7F, M3 LT M13 1% OAT3 DIEE Th - 7223,
OAT1, OCT2, MATE!1 } () MATE2-K ®IE TiX72 o 72, M2 1Z OATI TN OAT3 D55
WIEE TH 7248, OCT2, MATEl (N MATE2-K OIEE CTlx/ehotz, X705 oA Sy
k. M4, M5 & TYM6 (X OAT1, OAT3, OCT2, MATEI } (} MATE2-K O IE TlE72h»
776

2.6.4.3.1.10.2. OAT1, OAT3, OCT2, MATE1 B U MATE2-K [E&

S2-OAT1, S2-OAT3. HEK293-OCT2, HEK293-MATEI } (" HEK293-MATE2-K #llfit % f
WT, #7aTaAxZy RO 6 ORHY (M2 ; GSK2391220, M3 ; GSK2506104,
M4 ; GSK2487818, M5 ; GSK2506102, M6 ; GSK2531398 & (X M13 ; GSK2531401) &
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OATI1, OAT3. OCT2, MATEI } O MATE2-K (Z%}3 5 LEERIC DWW THRET LT
(2015N242070) , ARBRICITHESREIETR L7 7 0 — T WE R OWEBRmE h 7 7 (X7 a
Fa2aAH v b 14pM, M2 ;20 pM, M3 ; 20 uM, M4 ; 10 pM, M5 ; 5 uM, M6 ; 10 pM &
'MI13 ; 10 uM) Z iz,
B & 2.6.59.151279, 70T 22X v bR 6 ORIV Y OATI,
OAT3, OCT2, MATE1 X () MATE2-K % [H5E L7y~ 7=,

2.6.43.1.11. ZFO#D in vitro TOH WA
2.6.4.3.1.11.1. E FFHEBA~NOTGAH

264311111, #7O0Fa1R4v

v MFMIAE AT, ERD 7 T AVOFET T, #7a7aAxA4% v b (03~0.5uM)
D FFAMfE~DZ B HIBGAIZ DOV TRRERET L7z, #BRIZIZ OATPIB1, OATP1B3, OATP2BI
K ONOCT1 OFRESR A 7 7/ [OATPIBl X TNOATPIB3 ; UV 7 7 ~A > (10 uM) KV
7 AKRY A (10uM) . OATP2BI1 ; E> 7 /LA K~ (10uM) K OVOCTL ; £ 2773
> (100 uM) ) 1 &= (2015N232657)

ABRRAE 2 2.6.5.9.6.1ZR T, X7 0T a2 AKX vy hOb MFHIE~OBUAZIZ, FHERE D -
T E DAL DR EZA DN DS D, 7T 2 AH v K t.’tﬂﬂfﬂﬂ’? FiTZ
BICED IAEND &EFE X B, OATPIBI, OATPIB3, OATP2B1 KX OCT1 ORE Tld/s
WEEZ BN, AL, KN T U AR—F —REZTORRE (2.64.3.1.8) Lid%s
I B Uo7y, BERI D LI COARRBRO TN L0 222 BRRThHo &
NE, X7 F 2 A H v I OATPIBl, OATPIB3, OATP2BI K TX OCTI DIE Tide
EEZ LN,

2.6.4.3.1.11.1.2. M4 (GSK2487818)

bt MFHilRAZ LT, BESED 7 7V OFE T T, M4 (GSK2487818)  (0.2~15uM) @
FEHIRE ~DZ B BGA I DWW THRET L7z (2015N259558) , akB& (21X OATPIBI,
OATP1B3. OATP2BI1 KX OCTI FHLEH D 7 T v % -,

BRI & 2.6.5.9.8.127xF, M4 (GSK2487818) d b MFHIFI~DEBGAIZ, FLEH D 7
TN L DA ORI EIZA SN -T2 26, MA ITAFIIIC I ZBIIC Y A
nz &%z 54, OATPIBI, OATPIB3, OATP2B1 M} OCT1 DIEE Tl Ez bz,
ABARIL, &R T U AR—F —RELRTO/MKE (2.643.1.8.) LITFERITIFT—HLero
oD, BRI LIFHR CORRBRO SN LD B2 BRATHLZ L, MA I
OATP1B1, OATPIB3, OATP2B1 KN OCT1 OIE T2t &2 b,
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2.6.4.3.2. In vivo
2.6.4.3.21. XIR

2.6.4.3.2.1.1. BN IRE

Mg~ o 2ZH T a7 2 A4y FO 20 mgkg XIiE M13 (GSK2531401) @ 40 } T 100 mg/kg
ZHRIFARNE G Uiz & & ofmlE, Bk ORI IR E 2 5 L7z (2012N132320 K OF
2012N156583) .

AR 2 2.6.5.6.2. % 11 2.6.5.6.3.1Z~ T, MAEHIREE & RIERIC, MI13 OB OV i
X, ZNEN&EE% 2 KOSl E CER SN, ¥ 7 uT 224y hofk5EIIMI3
IZHEAED o T IC b B BT, BIENY 7 m T 2 X4 v MREEIXMI13 @ 15~500 {5 T -
776

2.6.4.3.2.2. Sy bk

2.6.4.3.2.2.1. ik~ ML B U FHig.~ ik b

WEREZ »~ MZ[14CHERRIAR D 10 mgkg Z B NG LIz ED0X T a7 2 A% v Lol
R/ A IR e K OV, i HR i BE BE 2 1 5d L 7= (CD2008/00100) 1.tk Kz OMF i+
YTME, G 1, 40 8, 24 OV 168 IR (MR A) RICERIRL . ik, K Ol
DS re 2 HE Lz,

AR & 2.6.5.7.512R" T, [T > SO MR & OMSE T REIZ R G- 1 BRI Clek & 72
. ZTNEN374 LD 721 pgeqlg Tholo, MET7 v M CTHEL 1B TRRERD, £
NZEIN 414 L1V T76.1 pgeqlg Tholo, D%, FERFAYITILT L, 168 K% Tl
0.15 pgeq./g Kifi & 72 o7z, F7o, HH1% 168 KFE £ TOMESTRED MR M 2 X
0.505~0.560 TH V. MERBATITIERW L Z 2 BT,

F7o, MEHET © b OAFIRA ST REIZ IS | BRI TR E 20 . TR 222 KDY
30.7 ugeq./g T o7z, FHBEDIFNR, Mk A HIE 0.319~0.825 Th o7,

2.6.4.3.2.2.2. QWBA

HEOHFET » MI[14CHEFRIAD 10 mg/kg Z HEREOHEG L, 5 1, 4, 8 KUY 24 e,
O 3, 7 O 35 H % OFERNOAIZ OV T QWBA Z W THREF L7z (CD2008/00271)
ABRAGRE 2 2.6.5.6.1.17R T, HURBEITERECDMTR < RIS L, 1F & A & ORI e
REIT MR PO RE (62510 pgeq./g) £V BIKLS . ¥ 70T 2 A v NOZMABEFENR /NI
LB U, BN BRI IR T B RE DK 2% Tdh o 72, URBEIE. 1F & A L DO
THEE 1R bELS, &5 7HEBETICEE TR (0038 pgeq/g) Rl 2-7=, IR
KL OB ED A T = EHRAEA~ OB REDFE G IL A B ho Tz,

2.6.4.3.2.3. 13X

2.6.4.3.2.3.1. ik miELt
WEE D AL E A X OBEDIRE 1 = 2 — LALE (BDC) A XX T T 2 A v hD
20 mg/kg & HEHR O 5 Uiz & & o i b 2 it L2 (CD2008/00025)
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RERAE A 2.6.5.7.5.1007 7, #70T 2 A v bOIMK,/ MERERIT, BOAE A X T
e 5 24 BERE#: £ T 0.72~0.87. BDC A X TlI#H 5 72 B4 T 0.84 &, IMERBITIHEK ) >
Y

2.6.4.3.2.4. val%

2.6.4.3.2.4.1. mi%k /MLt

HEDHEALE Je X BDC WX T 0T 2 24 hO 10 mgkg Z HERROF G L2 & &0l
i/ MAEPIRE LA AT L7z (2018N355713) o

R Z 2.6.5.75.17" T, ¥ 0T 2 A% v FOMKR/ MR E I, BAE Y LT
0.615~0.839, BDC # /LT 0.606~0.668 Th v, Bl L2 MERBITIZARWVEB X HivTe,

2.6.4.3.2.5. R EB R SCRBIR~DBAT

Z v FORE « FRIEFEAIZE T 2B TIL. 60 mgkg/ HREEIZEHB W T, IRILIZERBIRIE LT D
BN OVERAZRNRD LN TEY (2.6.6.64.1.1.) . ZOHMH & L TRBETH SN REE)
MFEMEORREME, RO 7 aT a2 A v NBREEZERT DA ReERE 2 b, £i2, &
TaT a ALy NMIBEWPER T & KIS DY 300~600 FREE DKL, NrEE
B LT S [BAFIL, 2018], ¥ 70T 2 AKX v KOy &1L 39343 THHZ b, I
i AR AIREME B 2 bz,

INHOZENnG, X7aTa AKXy MIBERBERTHARENRDH D B LT,
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+& 26431 HHRBE—E
Type of Study Species (Strain)/ [ No./Sex/| Method of Form |Dose (mg/kg/day)| Duration of Dosing | GLP | Testing Report No. Location in
Test System Group | Administration or Concentration (Sampling Facility (Study No.) CTD
Occasions)
Plasma protein Mouse (CD-1), NA In vitro A 1 and 10 pg/mL NA No GSK UH2008/00002 | m4.2.2.3
binding Rat (SD), Dog
(beagle), Monkey
(Cynomolgus),
Human
Plasma protein, Mouse, Rat, NA In vitro A 0.2, 1, 10, 30, NA No GSK CD2010/00340 m4.2.2.3
HSA and Rabbit, Dog, 50 pg/mL (09DMMO060)
AAG binding Monkey, Human
Blood cell Mouse (CD-1), NA In vitro A 1 and 10 pg/mL NA No GSK UH2008/00002 | m4.2.2.3
association Rat (Sprague
Dawley), Dog
(beagle), Monkey
(Cynomolgus),
Human
Kidney Mouse 15Mi IV (bolus) N 40 Single No GSK 2012N132320 m4.2.2.3
distribution (CD-1) (11DMMO049)
Kidney Mouse 15M IV (bolus) A 208 Single No GSK 2012N156583 m4.2.2.3
distribution (CD-1) (12DMMO041)
18M/ N 40/100 (M13)
16M"
15Mh
Blood to plasma Rat 3M/F; Oral [14C] 10° Single Yes | R CD2008/00100 | m4.2.2.3
and blood to liver 3M BDC (gavage) (intact: up to 7 days) (7717-705)
ratio (BDC: up to 4 days)
Blood to plasma Dog 3M/3F; Oral [14C] 20° Single Yes | I | CD2008/00025 | m4.2.2.3
ratio (beagle) 3M BDC (gavage) (intact: up to 7 days) (AFA00607)
(BDC: up to 3 days)
Blood to plasma Monkey 3M; Oral [14C] 10° Single No [ ] 2018N355713 m4.2.2.3
ratio (cynomolgus) |2M BDC (gavage) (Up to 168 hours) (8361764)
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® 26431 SHHBR—E
Type of Study Species (Strain)/| No./Sex/ Method of | Form Dose Duration of Dosing| GLP | Testing Report No. Location in
Test System Group  |Administration (mg/kg/day) or (Sampling Facility (Study No.) CTD
Concentration Occasions)
Hepatic uptake Human NA In vitro A 0.5& 0.3 uM NA No GSK 2015N232657 m4.2.2.3
(14DMMO039)
Inhibition of S2 cells NA In vitro A Varying® NA No [ ] 2015N242070 m4.2.2.3
OATI1, OAT3, HEK293 cells (XS-0661)
OCT2, MATE1
and MATE2-K
transporters
(daprodustat and
6 metabolites)
Substrate for HEK?293 cells NA In vitro A Varying NA No [ ] 2015N255319 m4.2.2.3
OATPI1BI1 and (XS-0674)
OATP1B3
transporters
(daprodustat and
6 metabolites)
Substrate for S2 cells NA In vitro A Varying® NA No | N 2015N249257 | m4.2.2.3
OATI, OATS3, HEK?293 cells (see key) (XS-0662)
OCT2, MATEI1
and MATE2-K
transporters
(daprodustat and
6 metabolites)
Interaction with Human NA In vitro A 5 uM NA No GSK UH2008/00018 [ m4.2.2.3
P-gp and
membrane
permeability
P-gp-mediated Human NA In vitro A 0.1 to 100 uM NA No GSK CD2008/00669 | m4.2.2.3
transport inhibition (08DMMO040)
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+& 26431 SHHRBE—E
Type of Study Species No./Sex/ Method of Form |Dose (mg/kg/day)| Duration of Dosing | GLP | Testing Report No. Location in
(Strain)/ Group | Administration or Concentration (Sampling Facility (Study No.) CTD
Test System Occasions)
Passive and NA NA In vitro [14C] 3 uMP NA No GSK CD2008/00421 m4.2.2.3
absorptive (08DMMO021)
membrane
permeability
Microdialysis NA NA In vitro A |2.5and 25 ng/mL NA No [ ] 2015N228833 m4.2.2.3
OATPI1BI and HEK-MSRII NA In vitro A 0.1to 100 uM NA No GSK CD2008/00231 m4.2.2.3
OATPI1B3 transport (07DMM163)
Interaction with MDCKII- NA In vitro A 3 uM NA No GSK UH2008/00018 [ m4.2.2.3
Berpl and murine Berpl
membrane cells
permeability
Evaluation as MDCKII- NA In vitro A 3 um? NA No GSK 2015N237800 m4.2.2.3
substrate BCRP cells (15DMMO007)
BCRP mediated Human NA In vitro A 0.01 to 100 uM NA No GSK 2012N151642 m4.2.2.3
transport inhibition (12DMMO014)
Whole body Rat ™ Oral [14C] 10° Singl® Yes | Il | CD2008/00271 | m4.2.2.3
autoradiography (Long Evans) (gavage) (Up to 35 days) (85-0708)
Studies with Metabolites
Plasma protein Human NA In vitro D,E, | 10,100,250 and NA No GSK 2012N131897 m4.2.2.3
binding G, J, K, 500 ng/mL (11DMMO027)
NC
Hepatic uptake of Human NA In vitro Gd 0.2,2,15uM NA No GSK 2015N259558 m4.2.2.3
GSK2487818 (cryopreserve (15DMMO035)
d
hepatocytes)
OATPI1BI transport Human NA In vitro D,E, | 85 nM to 50 uM NA No GSK 2013N166580 m4.2.2.3
G, LK,
Ne
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% 2.6.4.3-1 SHRBR—E

Type of Study Species No./Sex/ Method of Form |Dose (mg/kg/day)| Duration of Dosing | GLP | Testing Report No. Location in
(Strain)/ Group | Administration or Concentration (Sampling Facility (Study No.) CTD
Test System Occasions)

A = Daprodustat (Parent form). D = M2 metabolite of daprodustat, GSK2391220 (Parent form). E = M3 metabolite of daprodustat,

GSK2506104 (Parent form). G = M4 metabolite of daprodustat, GSK2487818 (Parent form). ] = M5 metabolite of daprodustat,

GSK2506102 (Parent form). K = M6 metabolite of daprodustat, GSK2531398 (Parent form). N = M13 metabolite of daprodustat,

GSK2531401 (Parent form). [14C] = 14C labelled daprodusat.

AAG = al-acid glycoprotein. Berpl = Murine breast cancer resistant protein 1.

BCRP = Human breast cancer resistant protein. ~ BDC = Bile duct cannulated.

HEK-MSRII =Human embryonic kidney expressing macrophage scavenger receptor II.

hMDR1 = Human multi-drug resistant 1 gene. HSA = Human serum albumin.

MATE! = Multidrug and toxin extrusion transporter 1. MATE2-K = Multidrug and toxin extrusion transporter 2-K.

MCDK = Madin Darby canine kidney. NA = Not applicable. OAT1 = Organic anion transporter 1.

OAT3 = Organic anion transporter 3. OATP1B1 = Organic anion transporting polypeptide 1B1.

OATP1B3 = Organic anion transporting polypeptide 1B3. OCT2 = Organic cation transporter 2.

P-gp = P-glycoprotein. w/w = weight/weight ratio.

a =30 pg/mL was employed in the binding of HSA and AAG only.

b =[14C]GSK1278863.

c¢=1.4 uM GSK1278863, 20 uM M2 (GSK2391220), 20 uM M3 (GSK2506104), 10 uM M4 (GSK2487818),
5 uM M5 (GSK2506102), 10 uM M6 (GSK2531398), and 10 uM M13 (GSK2531401).

d=0.1,1,10, 100 uyM - GSK 1278863, 0.01,0.1, 1, 10 uM — M2 (GSK2391220) & M3 (GSK2506104), 1, 3, 10,30 uM  for
M13 (GSK2531401), M4 (GSK2487818), M5 (GSK2506102) & M6 (GSK2531398).

e=0.1,1,10, 100 uyM - GSK1278863, 0.01,0.1, 1, 10 pM and 1, 3, 10, 30 uM (for MATELI assay only) — M2 (GSK2391220),
1,3,10,30 uM  for M3 (GSK2506104), M13 (GSK2531401), M4 (GSK2487818), M5 (GSK2506102) & M6 (GSK2531398).

f=GSK1278863D, the tris monohydrate salt of daprodustat was used.

g=GSK2531401 (M13) dosed at either 40 mg/kg/day or 100 mg/kg/day. Daprodustat dosed at 20 mg/kg/day.

h =2 to 3 mice/timepoint.

i =3 mice/timepoint.

Testing Facility:

GSK = GlaxoSmithKline.
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2.6.4.4. R
In vitro X N invivo TOX 7 a5 =2 A% v FOR#EEaH Lz, (CEEERo —E 2 %£
2.6.4.4-1 12, HEEHHRIE % 2.6.5.12. 127,

2.6.4.4.1. In Vitro B8
2.6.4.411. 70721 X48y FORBRER

2.6.4.4.1.1.1. e TOREMH

bt MEEOE 7 aT 2 A% v b (1 K OV10 pg/mL) % 37°C TleE 2 FE £ CTA v % =
NR— K L7z & 2P TCOREMEEZHEF L7 (UH2008/00002) .

AERGEZ 2.6.5.11L.1 12T, ¥ RT aAZy Mit MR T &b 2 FEHLET
HoT,

2.6.4.4.1.1.2. Fs2/0v—LRUHERTOEEI VTS VAR
VA, Ty b, AX, PLERE MFI 78 Y —AKOIFMEE Y 7aT 2 A X v k
(0.5uM) % 37°C T30 0MA > Fax—hrL, BHEZ VT T A et Lz
(UH2008/00018) . [EAH 27 U7 T ABEZ 0.5~5 mL/min/g AT, 5~8 mL/min/g T
8 mL/min/g D & & ZZEHRY, FREEKDEWE LT,
ABRRGE A 2.6.5.11.21277, ~UA, Ty b, AX, FARPE hOFIr/n Yy —2K
WHMila ToOX 7 a7 2 A%y bOEA 27 V7T 7 A X0Tivb Koo 72 (1.1 mL/min/g IT
LIF)

2.6.4.4.1.1.3. Z v MEF S9 B4 TOR B
T s a—)b 1254 THESEZT v ORISR L2 S9 K O14CHERE A % . HIE
WD EIFEARERRBR I~ R ) 7 —~<ilBR (2.6.6.42.1.1.5182.6.6.422.1.) T
HWEOERICHRETTA v aX— Lzt O EHREF L7z (2011N114076)
ABRRGE 2 2.6.5.11.5.1277, WTNORERSEMFTHREEOL DA B, REWITHR
HE o iz,

2.6.4.4.1.1.4. v MEHFERERTORE
HEBDC 7 v b HAESL U 7= i R REE A (IPRL) Z H W, [14CHERIAD 30 mg/kg %
Feh Ui & & ot K OE RE A et Lic, £72. HEZ v MI[14CHERRAD
10 mg/kg & B[R OG- Lz & Z Db -4, 8, 24 J O 48 Rl o A & Mgt L7z
(CD2008/00941)
B EAE 2 2.6.5.10.2. %11 2.6.5.10.10.{Z7~ 3, IPRL Tix, MHHHEEORIR L, &5
B 14~34%ThH V| BHFOERBDIIRENMETH o722, ZOMIZ 3 O —ERbigk
(M8, M9 K O'M10) KO Z@{bik (M2) A Sz,
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BEALE T > b OMIEFEREIL, &5 4. 8. 24 KO 48 Wiff#4 TEI 4 53918, 49961,
23683 J U" 14578 ng equivalents/g T o 7=, KRR COIMBEH G RED F 22l o1 3R ZE R
T, FTNENMBEFRIETEED 87, 94, 89 K (N 87% TH V. #RIFHIZIHA L=,

2.6.4.4.1.1.5. i T DR B D RE

VDA, Ty b, UYX A X ALK OE b O &L O[14CHERR K% 37°C Tk 24
Refl A 2 _X— L, @A G L7z (CD2008/01286)

RERAE % 2.6.5.11.41277, & MFMIRCRE S -—B(LETH D M8, M9 Jx X M10
X, 2 EoEmicBWwWTREINZ M8: vV A, Ty b, TRV M9 T
v b ORIV L MI0 0 ROV L) o PRI TOR# T r 7 7 A LD E b
FFAIAE & e DAL L T2y, A BRIl 7 a7 2 A% v N2 Lo o7,

REKIT, TRTOBOIFME TRIE S, M8IX, BV IV U4 VEROERK
FAZKF LT BT UV BRO AN ORFIZBILIENE LT OTHY (F 7 A B
) . ~UA Ty b ORI VO TR b, ST 5 ARMERTH D
M9 XT7 v b, UL VO CRD b, MIO X, BU IV UF UVEROER
JAFAZK LT 7 e~ U VBRO 3MORFIZBIEPELTE DO THY . VXLV LD
A TR bT-, TR EIATH D ML, M2, M3 KUNM4 1L, 7 X KOV /Lo
TR B, M5, M6 KTIMT7 1%, VLD TS BTz, FrrEDN BT ST
WL T a AR (M12) X L O TR TR BT,

NGO s, Bk O MFMlETOX 7 a7 2 2% v h OREREIKIL, —R(IbXk
O ThH Y, b MM CAER S NGHIE 1 FELL EOBM) CTAMR R I,

2.6.4.4.1.1.6. S Ja il ToRHE

R=THAFRE Y T e T 2 AKX v b (19 uM) % 37°C T 24 BfflA > F 2X— kL,
Rt /et L= (2011N125815)

ABRRGE A 2.6.5.11.417 7, 707 a2 X%y MIgbEih, 4 EO—E{EE (M8, M9,
MI0 T M22) KOr 6 oD —Fgfbil (M2, M3, M4, M21, M23 }ON M24) 2[FEE STz,
2REOMRHY (M23 LTUIYM24) 1%, LaTORER CIIBO b2 noTzdd, 2 2D v 7 o~k
VENRENZEN L EFTT ORI NTZ b O THY, M2, M3, KO M4 ONTARRPER T
MERMEARTH D, Fio, REMKE LR SN,

=T AR AR SN AREIE, B b, YL, RO SAFHIR L R CThH o 72
(2.6.4.43.6.1. % 112.64.4.1.15.) .

2.6.4.4.1.1.7. INLR S —RFlaTORE

NAAZ—IFAL OF T aT 2 A% v k(20 uM) % 37°C Thek 24 A > &% 2~ —
L., A a2 R L2 (2013N160562) .

ARERAAE 2 2.6.5.11.410R T, NAARZ—[FHIA T, ¥ 707 2 A% > MIFEANAGH
S, 4O LA (M8, M9, MI0 KTAM22) NFEIE S, REMELHBE S, =
DO HFIEL TN EBZ BN, ARBRGEU T ClIm oz, Fio,
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2.6.4.  SEMEHREFER O L

INIA AL =T CAH LN —RbiRIL, ZHLEIORBRTE b, YL, ROV Y-S
THRHENEmE R TH 72 (2.6443.6.1.%002644.1.15.) ,

2.6.4.4.1.1.8. FF#ifa®k U CYP RERTORSHMORE

~YUA, Ty b YR A X FAKOE FOFHMEE T CYP (CYPIA2, CYP2CY,

CYP2C19, CYP2D6 KN CYP3A4) HELRATH 7T o2 A v NORHZ TR Lc
(UH2008/00018)

ARERAE % 2.6.5.11.312R 7, TARMIZRIRET CliX, PR < 19 FBEoOMREm RN A Hiv, 7 b
D N 2 % NN 2 {1 N0 Rl NIV & NN - [ NN 3 [ N7V 2 = Vg 2 O R NGl -4 |
oIV e BBAGIKTH -T2, 2095 4FEOREHILE MTMRETHLA LT,

CYP2C9, CYP2D6 K TX CYP3A4 FH A TIX 3 D —ALIEN A b T=A, CYPIA2 KR
CYP2C19 TITREMIL A B2 o T,

2.6.4.4.1.1.9. REBRDORE

b MFI 78 Y —LKOCYP (CYPIA2, CYP2C8, CYP2C9, CYP2C19, CYP2D6 K}
CYP3A4) FBLRZ W TIHACHERIL (5 uM) OBLRORBNCEE 5T 2R 2 Mt L7,

E MFI 7 Y= W BT, @R CYP BREAITHL T LY v ALT 77
== =T BT ABARN, ROV ) =LK RNT T T 4 ) (FRE
U CYP3A4, CYP2C9, CYP2D6, CYP2C8, CYP2C19 & TF CYP1A2 OFHEH]) #Hu =

(CD2010/00300)

AR 2 2.6.5.11.6. 510 2.6.5.11.7.127"7, & MFI 7 m Y —AZBWTREMEKL D3
FEO—@E (M8, M9,/ M22 LTXMI10) BA LTz, EOMIZ, W DD E—7 B3Hh b
TP, BEEITRE CE o T, 2O OREM DRI CYP2CS DEHRIFLERITH 5
EUT T A ML K AS%IHE SN2, 0o CYP ORIRAIFAEHR TIZH 67
FHEIZR O oTz, F7z, CYP2C8 HBLA TIE M2, M3, M4, M5, M6, M7, M8,
MO/M22, MI10 &z DX M17 NFB B ALTZA, M2~M7 (CER{BIR) 13k RIFI 7 v Y — A Tlidk
H &N o72, CYP3A4 HBLRTIEI M8 LN MIM22 DIHRF B AL, S%UFREE DR &
72T & Do 7, CYPIA2, CYP2C9, CYP2C19 } O CYP2D6 FHL A T fU# it <
N not,

W2, #7aT o A%y FOBRLIEHE~D CYP2CS K () CYP3A4 DF 5L 1T, TnE
A 95% M N 5% ThH -7,

INHOZT END, invitro IZBWTHX BT 2 A% v NORBLAIHHIZIZEIZ CYP2CS
NS5 L. CYP3A4 OFHITOTNH D Z LEOVRIBINT-,

2.6.44.1.1.10. RIEHEREMOLER
t MiFI 7 v Y — A% NADPH OIEFIEK OFTE T C4CHERRA (10 uM) & 37°C T 60
DA U FaX— MEICREZ A L, A7 4 v — RICBRFF S idtie (BERG L
) BMETDHZ EICLY ., ROSERE A ER S D ATREEE BRET LT
(CD2007/01464) . 728, BHERFRIZIZTE N T I 722 HW e,
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2.6.4. IEAEhRERER O

AR 2.6.5.11.8.1287, A7 (/L F — EICIRE S - BElE. NADPH JE(7/E
K OMFAE T TZENZH 1.7421.05 & TN 0 pmol/mg protein Td ¥V . NADPH {KAFEMHEDFE G A3 A~
SIRinoT-, ¥, T BT 2 7 =2 Tid NADPH JEEAE N OMEE F TENEN 1.50+
5.65 2 TX 212£14.7 pmol/mg protein T&H - 7z,

:@’&w%\:@ﬁ%%@?fﬂﬁfm?;x&yb@ﬁmﬁﬁ%%ﬁéﬁéﬂéﬂ%

FIFAR O TRV Z &R EnT-,

2.6.4.4.1.2. A7O0T2R8y Mz&3BFZFE - HE

2.6.4.4.1.2.1. CYP &

B b MIFMIIRE Y 7 e T 2 A% v b (0.1~100 pM) % 48 B > F a2 _X— R L7z &
XD CYPIA2. 2B6 TR 3A4 D mRNA L~ U2k 28284 21f L7- (CD2008/01088) .

ABRRAEE 2.6.5.13.1.127" 7, ¥ 7 BT aAZy MLV, CYPIA2, 2B6 K TN 3A4 D
mMRNA L ~UUIZH 5 232 B INEER S b /e hno 7=,

ZOZENDL, BETLTRESRBENICENTY e T 2 AKX v I CYPIA2, 2B6 KT}
3A4 EFHFE LW EEB LN,

2.6.4.4.1.2.2. ENFSIRAY—LTOCYPHE (FEHs

7T 2 AH v b (0.1~100 uM) 28 CYP1A2, 2C9, 2C19, 2D6 } () 3A4 % EHEH
VIR KRS E T ATRetEZ . b MFI 7 r Yy — A% W TRE L7

(UH2008/00018) , EHEMHEOFECIX, ¥ 7 a72A% v Nk MNFI 781 Y —L4
24 CYP ORI 7T o —T7HE L 37°C TS5 7 LA Fa~—hL, NADPH & A1 > %=
NR— |k L7z, BRREFEAREOFETIZ, NADPHFEFCTHF I 70 V=LA RO Fu T =
2By N30 AryFaX— L, F7a—THELA o FaX—F LT,

ABREAE A 2.6.5.13.2127 7, ¥ 77 2 A% v MECYPLIA2, 2C9, 2C19, 2D6 KT}
3A4 ZEHEAOICBAERE T (IC50 : 37T 100 uM #1) | FERURAFRIIC HELE Lo o T2,

2.6.4.4.1.2.3. ENFS/RAY—LTOCYPHE

X7aTrT AKXy~ (0.1~100 uM) (2& 5 CYP1A2, CYP2A6, CYP2B6, CYP2CS8,
CYP2C9. CYP2C19, CYP2D6 } TX CYP3A4 DB A M ORI A A PH - 2 AT HEME &
t MFI 7Yy —2Z2HOTHREF L (CD2008/01013) , EHZHIBAE OFEAMH CTIL. 57°:z
T oAy NEOE MFI 7 v Y —A%2% CYP ORI T v —7 HE LK) 37°C TR S 4
LA vFa~_—k L, NADPH & A > F = _— k L7z, FEEURIFAIFEE OFEAM Tk, NADPH
DIFETTHIZ Y=Lk OFTaT 224y ha2 2057 rFa—h L, £7n
—THEEA X a_— LT,

ABRRGE 2 2.6.5.133.12"7, ¥ 7' BT 2 AX v MNICYP2C8 ZfHE L, D IC50 1%
21 uM ThH 72723, CYP2C8 A REMMKFANCIZIAE Lero7=, £72. CYPIA2, CYP2A6,
CYP2B6, CYP2C9, CYP2C19, CYP2D6 & TX CYP3A4 (Zxt L CiL, 100 uM & TOJRFE CTEH
B2 2 OISR TR 2 HEO W T b R S o 7,
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INHDOZ END, X7 T 2 AKXy MEICYP2CS ZfHET S Z LR ENT,

2.6.4.4.1.3. REYICk SERRAE

2.6.4.4.1.3.1. ERERHYICLHESE

M2 (GSK2391220) . M3 (GSK2531403) . M4 (GSK2487818) . M5 (GSK2506102) .
M6 (GSK2531398) K TXMI13 (GSK2531401) 12X 5 CYP DEEM K OFRFEK AR 72 fHE %
CYP1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6 }2 OF CYP3A4 FHL A% VTG L7
(2013N167801) , [E#2H9 M WK AFRIFRE OFHlIC W T, £ (Zh 24 0.1~
100 uM) J N CYP 3HLR %245 CYP OBIRE 7 0 — 73 (CYP3A4 TlEY=— hd v 74
LA T-_N DO FFRTF )T y) E31°C TS v A Fax—RLTz,
ARBREE A 2.6.5.13.4.127 7, AR T2\ T, M2 (GSK2391220) . M3
(GSK2531403) . M5 (GSK2506102) ., M6 (GSK2531398) M TUrMI13 (GSK2531401) &
CYP % HEMN H D WIXRFRURAFINCBLE Lo~ 7=, — )5, M4 (GSK2487818) 1L CYP %
EREAICEE L > 7245, CYP2C8, CYP2C19 . (NCYP3A4 (BHE : Y= hF v 74 L
A ) HRFRMKAARIICIEE LT,

2.6.4.4.1.3.2. M4 2k ZFEE

M4 (GSK2487818, 0.1~100 uM) (Z X % CYP2C8, CYP2C19 KX CYP3A4 O EHH K
REEAFN7elE A2, B MFI 7 v Y —AZ HWTHRE L7 (2014N223000) . EHEIIFHSE
OFHETIX, M4 (GSK2487818) KUk MiFI 7 1Y — A% % CYP ORI T 10— 7 HE
ERIZTC T2 057 VA vFaX—hL7=Db, NADPH 28I L7z, BEFMETEAIPHLSE OFF
i TlZ. NADPH OfFE T T M4 (GSK2487818) KOWFI 71V —AhZ 20557 A ¥
NR—hL7EDOH, % CYP OERW T v —7 HEARIMN LT,

ABRARE % 2.6.5.13.6.12779, M4 (GSK2487818) %, CYP2C8, CYP2C19 K& TX CYP3A4
DWTILH EHER B D VOITRERURTFROICEAE Lo 72,

2.6.4.4.1.3.3. M3 2k BFEE
M3 (GSK2506104, 0.07~100 uM) (Z X 5 CYP1A2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6 KU} CYP3A4 DEHEN & OWFFKF el E %, & MNiFI 7 v Y —A
VTR L7z (2018N382188) ., EHEEAIFHE ORI CIX, M3 (GSK2506104) 'k h
/vy —A%%CYP OB 7o —7HE L 37°C T30 LA FaX—hLTz
DB, NADPH Z WAl L7z, WK AFRIBEE OFHE CTlL, NADPH DO fF(E T C M3
(GSK2506104) KO 7 a Y —2L%3007 b A FaX—hLzDb, % CYP DR
W7o —7EEZIRMLTE,
ARBRRAE & 2.6.5.13.5.1279, M3 (GSK2506104) (%, CYP1A2, CYP2B6, CYP2CS8.
CYP2C9, CYP2C19, CYP2D6 } T} CYP3A4 DN BN & 5 UMK fERIC L L
IRt
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2.6.4.4.2. Ex Vivo XE&

2.6.4.4.2.1. KREYOILAEERERDO R

M3 KOYMI3 13F Z AL ERDICO, SEREMEAR S LT, M3 I121E GSK2506104 & T
GSK2531403 78, MI13 (2% GSK2531401 % OY GSK2531400 N TFET D A[fEtER H 25, D2
EMDB, B MR AMAERTO S OSLAERBRMERZ R L, IS REME RO RN
TOEW (F72H M3 TIiE GSK2506104 7> 5 GSK2531403 ~DOZHa, KT MI13 Tl
GSK2531401 7> GSK2531400 ~DZ#1) O r[REMEZFEAR L7= (2014N221116) . B b #E
1L PPO116097 #ER (2014N194711) »H, vV AMBEZF T 0T 2 A H v h & M2

(GSK2391220) . M3 (GSK2506104) }U'MI13 (GSK2531401) % [RsgeS- L7z 13 HE5E
PERER (2014N199031) 7B ARz Hu =,

ABRRAE 2 2.6.5.10.11.12~7 7, & MAEF TlE, M3 X GSK2506104 & U GSK2531403 @
7 ASFELE L7275, GSK2531403 1% GSK2506104 D 10% A0 T 0 | EIA IR 72 285 ki
Rholze ZOZEND, b MEKNT M3 ONARBMR~OERIT /N LRS-,
£/, b MIEEFIZIE M13 1 GSK2531401 DIMNFIE LT,

TURIATaT a2 Ay b ERE M2, M3 KTUYMI3 85 Lz & X oI,
5 L7z M3 KON MI13 OSLARBRMARD BN FFAE LTz, M3 KT MI3 OZ UK T D
SEARBMER N IR SR Do 122 LD = 7 ZAEKKN T M3 O M13 OSLARRMER~DZE
Bz LR E N,

INHLDZENDL, B MR~ T A E BT, IEHF M3 KT MI13 O F 2R NARRMERITE
FLEIL GSK2506104 }2 TN GSK2531401 Th 5 Z LRI, F/2, B PR T72ADWN
FTIUZEBWNTHEERNTONAREMERA~OELLIT /2N RS,

2.6.4.4.3. In Vivo SRE&
2.6.4.4.3.1. E4rF.

2.6.4.4.3.1.1. REHE LIz LE0mBEHREY
VDRI TaT 2 AKX v hD 30 mgkg/ B & KER O Lz & & oER{REY & K
FFL72 (2010N109722) . 7235, MEHIIEHEER (CD2009/00900) TH:7=ImEE 7,
ARBRRGE A 2.6.5.10.1 (12”77, MAEFITITREMAR KR O—mbiA (M8, M9 kTIM22) 73
BT,

2.6.4.4.3.2. Zv bk

2.6.4.4.3.2.1. HEgOKS L-EE0mE, BitRVUREDRED
HEREDARALE K OED BDC 7 > MMI[14CHEFRIAD 10 mg/kg & HIERE A G LIz L D
MmAE CRALEZ v o) | JAH (BDC 7 > hD &) K ORFEF ORI % Gt L=
(CD2008/01663) . 72¥3, 7 b OHEMIZEIF 2RI, 2.6.4.5.1.127" 7,
BRI 2 2.6.5.10.3. 571 2.6.5.10.8.17~ ¢, MEREDARILE T ~ b+ O IHFEFITITRE LR D
HPRBD BTz, BEORIET v b ORFEFOEREIH THY . FEPTlE—mbIk
O BALAR D 5B D 46%, JRHETIE 6% TH 7=, NEIE—BRLIK (M8 LTI M9) 28
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TR LY b 2o T, BEBIRFOREEKIZIZNENHGED 33 KN 1% TH 72,
MEDRIE T~ FORFH; T a7 7 A VTHEE R TH - 72,

1D BDC 7 v b DFEFREAKITHGED 33% THY . RO STHDH EEZ LN
770 F72. AR ORFRZIGRITIZINLEI 18 LN 03% TH 7=, MHHFOREY (—f
B O FAEAR) 13 20%., JRFUSIT 2% 3B BT, RAE T » b ERBRIC, I —
Rtk (M8 L UYM9) A bR L D &0 -7,

IO ENL, Ty hOMBEFITIIRERD BB B AL, JRIER ONEH I IXEE{E
R OREACIRR - B AT,

26.4.43.22. REEORS LI ESOLERREY

MEEZ >~ MoX T eT 2 A% b 20 mgkg/ B & AR DG Lz & & ofiEh A
ZREF L7 (2010N109722) . 7eds, MEHTIZAIEER (CD2009/00951) TR/ AE 2 Hv 7z,
ARG Z 2.6.5.10.1 (3T MAEFICITRZALAR K OBk (M9 KTNM22) 237+ 6
iz, MIERORBY T 07 7 A VERIZ A LR T,

2.6.4.4.3.3. Y

2.6.4.4.3.3.1. REROKRSLzEEomEDREY

MiRES »~ McZ 7T aF 2 2% v D 60 mgkg/H Z KIEHRO#E L= & & omEdhR#Ey
ZRET L7 (2010N109722) . 7eds. MREHTIFHIRER (CD2009/00390) THF7- itz v iz,
ARBRRGE A 2.6.5.10.1 (12”77, MAEFITITRER, —F(BIR RO i kil (M2, M3,
M4, M5, M8, M9, MI10 XX M22) A LTz, UHXOMmFEFOREY 7 a7 7 14 T
P EFALIL TWad, U XTI L THA LA M6, M7, M13 KT M21 134 672

277,

2.6.44.34. 13X

2.6.4.4.3.4.1. HEgOKs L-&EnmiE, BitRVUREDREY

e D ARALE A X K OED BDC A XUZ[14CHEFRIA D 20 mg/kg & HARR O &5 L= & &
DOIE CRALEA X D) | ¥ (BDC A XDH) KR ORFEFNHY A2 B L=
(CD2008/01662) , 7235, A X DOHEMIZEIT 2 ARIE, 2.6.4.52.127~7,

AR 2 2.6.5.10.4. 571 2.6.5.10.9.1 7~ ¢, MEREDAALE A X D MIAEFITITRZE AR D 7
NI B T, MERED RAE A X K OED BDC A X DFEHFIZH RECIKD AN N NS
B0 80%A (MErE) KO 74%:88 i1, BDC A X DEAEN B2 < ISR DSy T 5 &
Fx bz, Fiz, HEREORLE A X ORPPEERITK S, FICRE(E L L TRt S vz,
1 BDC A X OEHHTH EICREE (6%) BB T-, MEORUE A XONRH7 1~
7 ANWVITHE L RRTH -T2,
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2.6.4.4.3.5. val%

2.6.4.4.3.5.1. RELOKRS LI-EE0nNRRREY

P HE T T 2 A% v hd 100 mg/kg/ B & RAERF D5 LT & & o iR R % et
L7 (2010N109722) . 7ed3. MRFHZITBIEER (CD2009/00639 & O CD2009/00780) L v 15
7o e 2 N2,

AR A 2.6.5.10.1 (2”9, MEPICITRZIIE, —R{biA (M8, M9, MI10 &Y
M22) | bR (M2, M3, M4, M5, M6, M7 X U'M21) KO =FB{biR (M13) 23745
Nz, M9 KTYM22 k&, MAEHIZRIE S AU RHMIR B 1 A% 5- T & D 7 B N3 4
DRI, M9 LUIM22 1351 HB & 14 HE T 0IcEmL 7,

2.6.4.4.3.5.2. HEROZS L-LE0mnE, EARUVRERREY

HEDFRALE L J O BDC Y /UIZ[1ACHERRIR D 10 mg/kg % HilERE OB G- Uiz & & o

(R o) | B (BDC D H) KOBRIEHRHY 2 MG L7z (2018N386289)
M TEEH# 1, 4, 8 ROV 24 B CHeL L7z, 7eds. YL OFEMNCEIT 2 Bokb i,
2.64.513.127,

ABRAAE 2 2.6.5.10.5.127" 7, RAE L OG- 1~24 K] O AR I IR bR
NABHI (M REEED 47%H8) . M18 (Z V7 a VERIAIR) 28 20% @B CTH LN, &
Oz, —ER{EAR (M8, M9, MI10 (X M22) MO bk (M2) MBbdncHbiiz,
EHRIZITFRICRECED B G RO 39%H DL, £ OMITHEEDERLIARDEFHT 30%4 54
7=

BDC VLV DOFEFITITRE(LERHEED 17%:80 B, RO THD EEZ BN
T2o RHICIZEICEMEAE L LTHRIES L, 207 b USRI 72 < . REMEIZ DT )
Th oz, B HITIERE(LR D BH P HEHRED 33%, BRLIRD 46%, BEO I vy v
R R (M18~M20, M25~M29) 2349 20%HEt X7z, LU s, i sy
o UBRAERITRED DRBRWZ S, B S V7 a R A RGN E
WL IKGfRENTZEFE 2 BT,

2.6.4.4.3.6. Ekr

2.6.4.4.3.6.1. HEZO/E L-LZOMRRUVRFREY (FEHRE

FEEERAICE 70T 2 24 v DK 300 mg Z HLERE O #5- L7z & & o OYR
H & TR L7z (2010N109720) o AREHIEEH U 72 M8 M OVRIZES 1 FHEER

(PHX111427 5B&%, ZM2009/00008) X v 157-,

AR 2 2.6.5.10.6.127~7, #5544 0~8 KEH O 7 — /L iSRRIz, — ik
bR (M8, M9, M10 KT M22) . —fgfbfk (M2, M3, M4, M5, M6, M7 KU*M21) f
NI =R (M13) BTz, Z OIS B b EUE & OWiKE OGS & 5 A

(M17) QN —FR(LI & B 7 2 FBRE IS,/ KSR BSOS DFLAE DRI X 5 3 ORI

(M14, MI15 KXTYM16) DEFEN TV, # 5% 8~24 K]0 7 — v fEhicix, K&k
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Kz, M2, M3 X OYM13 3A Bz, MAEHFREYITT T, REICBOTHRIE S
Nz,

Uk, B RcETuTFaxyy baROkE Lz s & ol ia R R O DOR
bl (—BbiR, BRI R O = GR) BNabiiz, Zofis, RPIE7ve a s fgi
A (M18, M19 LT M20) RHA BTz,

2.6.4.4.3.6.2. HERORS L-LE0mnE, EARUVRERREY

fERER NI [14CTEERRAR D 50 pg & HEIFIRNIZ, KOV 727 2 A% > D 6 mg % HiA|
O CHEHEGZIC, [14CHERIAD 25 mg # AR D& 5 L7- & oMMt JRIEZLONEH
R & Bt L7z (2018N376203)

AR AL 2 2.6.5.10.7.12~ 7, [14CHERRIAD 25 mg 2 R AK G L7 & & O5% 0~8
REf] O 7" — VIR IE BRI R A B, B BUIREED 40% Th o7, 1FEAED
RWIT 7 v ~F O NVBROKEBLAETH Y . M2 (GSK2391220) . M3 (GSK2506104)
OYM13 (GSK2531401) 23T AHARED 7.6~83% & %<, RV T M4 (GSK2487818)
M5 (GSK2506102, Ml14 & co-elute) 2 TYM6 (GSK2531398) 73 3.6~5.7%ThH V., ZDf
IZMI15 XY M33 E BB BV, T, RPUITITHERGED 21%03 ki < v, —BRfkik, —
FRALIR RO, B bR A DI, REMEE O V7 a USRI S e hotz, &
7o BT 74% 03RS AL, 20 9 BRZEIKITL 0.5% Th o7z, MR URFEF D F722
REWILFER T o 72,

PEED[TACHEFRAR 2 AR 5- LT & 2 Ot oREwIE, RO&E5%OFEFD
REDEFETH ST, ZOZEND, X7 uaTaAXy MaefRO&h Lz &, KEan
W S 4L, FECEEROREIC L 0 RN DIEJ L, IFIRIE R K OVR PR RR I 2 L CHk:
INdEBZ LN,
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*® 26441 RHEHR—E
Type of Study Species (Strain)/ | No./Sex Method of Form |Dose (mg/kg/day)| Duration of | GLP Testing Report No. Location
Test System /Group Administration or Concentration Dosing Facility (Study No.) in CTD
(Sampling
Occasions)

Blood stability Human NA In vitro A 1, 10 pg/mL NA No GSK UH2008/00002 | m4.2.2.4
Clearance in liver |Mouse, Rat, Dog, NA In vitro A 0.5 uM NA No GSK UH2008/00018 | m4.2.2.4
microsomes Monkey, Human
Clearance in Mouse, Rat, Dog, NA In vitro A 0.5 uM NA No GSK UH2008/00018 | m4.2.2.4
hepatocytes Monkey, Human
Bioactivation in Human NA In vitro [14C] 10 uM NA No GSK CD2007/01464 | m4.2.2.4
liver microsomes (07DMM137)
Qualitative Human NA In vitro A 10 uM NA No GSK UH2008/00018 | m4.2.2.4
identification of
metabolites
following
incubation with
human
CYP enzymes
Preliminary Mouse, Rat, Dog, NA In vitro A 10 uM NA No GSK UH2008/00018 | m4.2.2.4
identification of Monkey, Human
metabolites
following
incubation with
hepatocytes
Metabolism in Mouse, Rat, NA In vitro [14C] 12.5 uM NA No GSK CD2008/01286 | m4.2.2.4
hepatocytes Rabbit, Dog, (07DMM139)

Monkey, Human
Metabolism in Minipig NA In vitro A 19 uM NA No GSK 2011N125815 | m4.2.2.4
hepatocytes (Gottingen) (11DMMO021)
Metabolism in Hamster NA In vitro A 20 uM NA No GSK 2013N160562 | m4.2.2.4
hepatocytes (Syrian) (12DMMO025)
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+® 26441 RHEHHABR—E
Type of Study Species (Strain)/ No./Sex Method of | Form |Dose (mg/kg/day)| Duration of | GLP Testing Report No. Location
Test System /Group Administ- or Concentration Dosing Facility (Study No.) in CTD
ration (Sampling
Occasions)
Metabolism in rat Rat liver S9 NA In vitro [14C] | 4,40,400 uM NA No GSK 201IN114076 | m4.2.2.4
liver S9 (10DMMO007)
Oxidative Human NA In vitro [14C] 5 uM NA No GSK CD2010/00300 | m4.2.2.4
enzymology in liver (09DMMO51)
microsomes
CYP induction in Human NA In vitro A 0.1 to 100 uM NA No GSK CD2008/01088 | m4.2.2.4
hepatocytes (08SDMMO042)
Inhibition of human Human NA In vitro A 0.1 to 100 uM NA No GSK UH2008/00018 | m4.2.2.4
CYP enzymes in
liver microsomes
Inhibition of human Human NA In vitro A 0.1 to 100 uM NA No GSK CD2008/01013 | m4.2.2.4
CYP enzymes in (07DMM 149)
liver microsomes
Metabolism in Rat 3 Ex vivo [14C] 30 NA No GSK CD2008/00941 | m4.2.2.4
isolated perfused (Sprague (07DMM151
rat liver Dawley)
In vivo metabolism Rat 3M/3F; Oral [14C] 10 Single No GSK CD2008/01663 | m4.2.2.4
(Sprague 3M (BDC) (gavage) (07DMM161)
Dawley)
In vivo metabolism Rat 14M Oral [14C] 10 Single No GSK CD2008/00941 | m4.2.2.4
(Sprague (gavage) (07DMM151
Dawley)
In vivo metabolism Dog 3M/3F; Oral [14C] 20 Single No GSK CD2008/01662 | m4.2.2.4
(beagle) 3M (BDC) (gavage) (07DMM160)
Metabolite Mouse, Rat, NS Oral A NS NS NS GSK 2010N109722 | m4.2.2.4
characterization Rabbit, Monkey?, (09DMMO062)
Human®
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*® 26441 RKRHFHABR—E
Type of Study Species No./Sex Method of Form Dose Duration of | GLP | Testing Report No. Location
(Strain)/ /Group | Administration (mg/kg/day) or Dosing Facility (Study No.) in CTD
Test System Concentration | (Sampling
Occasions)
Metabolite characterization Monkey 3M; Oral [14C] 10 Single No . 2018N386289 | m4.2.2.4
(cynomolgus) M (gavage) (Up to (8361764)
(BDC) 168 hours)
Metabolite characterization Human® 4 (NS) Oral A 300 mg Single No GSK 2010N109720 | m4.2.2.4
(08DMM117)
Metabolite characterization Human 4M v [14C] 50 pg Single No GSK 2018N376203 | m4.2.2.4
Oral A 6 mg (17DMMO043)
Oral [14C] 25 mg
Studies with Metabolites
Inhibition of human CYP Human NA In vitro D,E,G, | 0.0 to 100 uM NA No GSK 2013N167801 | m4.2.2.4
enzymes J, K, N° (12DMMO032)
Inhibition of CYP Enzymes Human NA In vitro E¢ 0.0729 to NA No . 2018N382188 | m4.2.2.4
by GSK2506104 (M13) 100 uM (180538)
Inhibition of CYP Enzymes Human NA In vitro Ge 0.1 to 100 uM NA No GSK 2014N223000 | m4.2.2.4
by GSK2487818 (M4) (Liver (13DMMO003)
Microsomes)
Determination of Mouse NA Ex vivo Af NA NA No GSK 2014N221116 | m4.2.2.4
stereoisomeric forms & (plasma) (14DMMO007)
stereoisomeric conversion Human At
(plasma)
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% 2.6.4.4-1 REHBR—%E

Type of Study Species No./Sex Method of Form Dose Duration of | GLP | Testing Report No. Location
(Strain)/ /Group | Administration (mg/kg/day) or Dosing Facility (Study No.) in CTD
Test System Concentration | (Sampling
Occasions)
Key: Testing Facility:
A = Daprodustat (Parent form). D = M2 metabolite of daprodustat, GSK2391220 (Parent form). GSK = GlaxoSmithKline.
E = M3 metabolite of daprodustat, GSK2506104 (Parent form). G = M4 metabolite of daprodustat, GSK2487818 (Parent form). . =

J=MS5 metabolite of daprodustat, GSK2506102 (Parent form). K = M6 metabolite of daprodustat, GSK2531398 (Parent form).

N = M13 metabolite of daprodustat, GSK2531401 (Parent form). [14C] = 14C labelled daprodusat. BDC = Bile duct cannulated.

CYP = Cytochrome P450. NA = Not applicable. NS = Not specified.

a = Samples obtained during toxicity studies CD2009/00639/00, CD2009/00780/00, CD2009/00900/00, CD2009/00390/00 and CD2009/00951/00.

b = Samples obtained from clinical study PHX111427 (GSK Document Number ZM2009/00008/00).

¢ = Study assessed metabolites M2 (GSK2391220), M3 (GSK2531403), M4 (GSK2487818), M5 (GSK2506102), M6 (GSK2531398), M13

(GSK2531401).

d = Study assessed metabolite M3 (GSK2506104).

e = Study assessed metabolite M4 (GSK2487818).

f= Daprodustat was administered in vivo, but metabolites M2 (GSK2391220), M3 (GSK2506104) and M13 (GSK2531401) were monitored in the study.

g = Daprodustat was administered in vivo, but stereoconversion between metabolite form for M3 (GSK2506104 to GSK2531403) and M13 (GSK2531401
to GSK2531400) were monitored in the study.
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2.6.4.5. e
Ty b AXBROPMIE T 0T 225 v MO Ui & X Okl it Lz, 25
D—EEFK 26452177,

2.6.4.5.1. vk

MEREDARALE T » - K OVEBDC 7 MC[14CHERRIA D 10 mg/kg % HRIRE 05 L7 &
E O, SR ORISR O ~DOHkt 2 et L7z (CD2008/00100)

AR A F 2.6.45-1 KX 2.6.5.14. 1.6 TNC 2.6.5.15.1.10~7, MEHEDORALE T » ~ Ti,
FRBED KR oy N #E I PR S 4L, 2 ENEG-ED 87.5 L1 86.3% TH V| JRFIZIE, £
ALEI 8.74 KON 10.5% M e Stz MERET » DO 168 Kifii]#h £ T OHU BE DFRIENN =R
X, ENENHEEED 96.9 L Tr97.6% Th V| HEHIZH B R MEEITA LN o T,

1D BDC 7~ b ORI IZITHE 5B D 42.0%3FE S v, LR OYRF I, EEh 45.7
KO 6.61% 03k S a7z, MRV R OVYRPERIERN G | RO E LcHRGEO R LD
48.6% DRI S 4Tz & F 2 b LTz, &5 96 Kifil# £ CTOMSREDMREIERIL 96.4% Th > 7=,

2.6.4.5.2. 14X

HERE D AMLE A X e O BDC A XAZ[14CHERAR D 20 mg/kg Z HiERE A& G- L7 & & D
F R D PR3 K O H A~ O PR A #Et L 72 (CD2008/00025)

ARERAE 2 £ 2.6.4.5-1 KT 2.6.5.14.1. TN 2.6.5.15.1.127~, MEREDARMLE A X T,
R RED Ry BF PP S 4, ENENHEGED 814 L1V 86.4% ThH VD . JRHE~DHE
13K 2% & b Th o7, WA X D 168 B £ TOMSREDREINRIT, ThEh
88.0 L1 90.2% T v . HEMIZH] B eI A b5 T2,

KD BDC A X DRI G- 7.77% 058 S 41, #ERORF AT, 2nZEh 763 &
W 0.52% 03k S A7z, BB R YR FI~OPEMEFEN G | ARG LG EDO DR L
8UMMMIN INT=EBZ biID, 5 72 FFH# £ TOHEREDORIEIEIL 86.8% T - 7=,

2.6.4.5.3. L

HEDAALE L B OV BDC H /U Z [14CHERRIR D 10 mg/kg & HAIRE D5 L7 & 2 Dk
SEED PRI KON ~D Pkt 2 5T L7z (2018N355713)

RERARE A2 2.6.4.5-1 K10 2.6.5.14. 1. TNT 2.6.5.15.1.1R" T, ARALEH /L KT BCD /L
OWFTHIUTE N T HPEITHEC) T, &5 48 Ffiitk TENZE K G-2D 85 L1 89% TH >
776

HRALE S LTI, BEHBEDO KE s FEHIC Pt S 4, IR~ Iy <0 £
T8 LN 13% TH Y | 5 168 K% £ TOHBINREOMIENHIL 93% Th - 7=,

BDC YL Tl BERED IR AE R ~PEit S i, 58D 53% Th o7, REV#H
X, ZRE 16 KO 24% 03 HE S e, TR R ORF~DOPRIERNG | RO 5 Lz
BeHEODIR LD 69%BRIENT- EEZ HILD, Fh 168 il & TO S HE DORRIEIIE
1% 94% TH -7z,
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# 2.6.4.5-1 Sy b, 41 XBRUHILICH4ACHEHEEZROBRELI-LZD

FRE R BB+ Rt 3
Report No. Species/ Sex/ Route Dose Percent of Dose Recovered in:
Status Number (mg/kg) | Feces | Urine Bile Total?
CD2008/00100 | Rat/Intact 3M Oral 10 86.3 10.5 - 97.6
3F Oral 10 87.5 8.74 - 96.9
Rat/ BDC 3M Oral 10 45.7 6.61 42.0 96.4
CD2008/00025 | Dog / Intact 3M Oral 20 86.38 1.79 - 90.16
3F Oral 20 81.41 2.03 - 87.95
Dog /BDC 2M Oral 20 76.29 0.52 7.77 86.80
2018N355713 Monkey / 3M Oral 10 77.5 13.4 - 93.1
Intact
Monkey / 2M Oral 10 24.1 15.8 53.0 93.9
BDC

Key:

Data shown are means

a = Includes, as appropriate, radioactivity recovered in cage rinses/washes/wipes/debris GI tract and residual carcass.
- = Not determined.

BDC = Bile duct cannulated.

2.6.4.5.4. Er
R AN BRI [14CHERR A 2 Hin i 5 L7z & & D~ AT v ZRBROAE R 1T
27221214127 L, ZBREHORBWIZHONTIE, 2.6.4.43.62.)782.6.5.10.7.1275F
(2018N376203) ,

2.6.4.5.5. B ~DBAT

Ty MW HE T T 2 ALy N RO 7 7 M2 (GSK2391220) . M3
(GSK2506104) & T*MI13 (GSK2531401) ] A5 L7z HAERT M OV AL O AT NS RHMA
OHEREIZRET 2587 (2018N365151) 2B\ T, AR (% 10 A) omiEficy 7 es
2 AKXy NEOR3FEO e MU S 2 b REIOHLABITIHENRIE S e
(2.6.5.82.%112.6.6.65.1.1.) ,
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#+ 2.6.4.5-2

BB R

Type of Study |Species (Strain)/| No./Sex/ Method of Form |Dose (mg/kg/day) Duration of GLP Testing Report No. Location in
Test System Group Administration or Concentration | Dosing (Sampling Facility (Study No.) CTD
Occasions)
Elimination Rat 15M/15F; Oral [14C] 10 Single Yes HEl | CD2008/00100 | m4.2.2.5
(Sprague 3M (BDC) (gavage) (Up to 168 hours) (7717-705)
Dawley)
Elimination Dog 3M/3F Oral [14C] 20 Single Yes [ ] CD2008/00025 | m4.2.2.5
(beagle) 3M (BDC) (gavage) (intact: up to 168 (AFA00607)
hours) (BDC: up to
72 hours)
Elimination Monkey 3M; Oral [14C] 10 Single No [ ] 2018N355713 | m4.2.2.5
(cynomolgus) [ 2M (BDC) (gavage) (up to 168 hours) (8361764)
Milk transfer Rat 6F Oral (gavage) A 0.8, 7,40 38 days Yes [ ] 2018N365151 | m4.2.2.5
(SD) (pregnant/ SC 2.5 (M2) (GD6, GD9 and (R71242G)
lactating) 3.2 (M3) LD21)
1.8 (M13)
Key: Testing Facility:
BDC = Bile duct cannulated. = I
- I
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2.6.4.  SEMEHREFER O L

2.6.4.6. Y PREYEEER

70T 2 A%y M S TOERGEHH TH S M2 (GSK2391220) . M3
(GSK2506104) ., M4 (GSK2487818) . M5 (GSK2506102) . M6 (GSK2531398) M X
MI13 (GSK2531401) A CYP X b T v AR—F—DIE L7205, U ET 5 rlEMEICHS
W in vitro R CRHE L7, F72, ¥ 7' BT 2 A% v MZL 5 CYP FHEIZOW T in vitro
TRl L7z, S OFERN G, ERIK CEYEhRE FRSEME BAER 2 2 2 "lRetk & fEt L
776

2.6.4.6.1. F7O0Ta2RXEy FOBRBEICRIZTEE (BHEAEFAEOTREY)

In vitro IZEBWT, ¥ 707 a2 X% v FOBLIIEHIZIZEIZ CYP2C8 23B5 5 L. CYP3A4
DOEGIZOT N Tholz, ¥7rT 2 A% v ke CYP2C8 BHEHITH 5 gemfibrozil i K
UARNTY LEDEKREMHEAERRRT, #7087 224y NOBEENHENTHZ &0
RSN (2723410

In vitro IZBW T, #7052 A% > Mt BCRP DIEETHDH Z LARENT, ZD0,
XTI T a RSy &R BCRP REAIE OFH LI-HEG, ¥ 707 2 A% > hOlgiE &N
N9 2 ATReMEDNE 2 HivTe Ay, RESEASEY B EAEITIZ LV . BCRP (HEAILY 707 2 A
X N DOIYEIREIC B A B2 ot E 2 b (2.723.1.2.1)

v N TO 6 DO ERRFHYD OATPIB1 LT OATPIB3 I X A ik % OATPIB1 &Y
OATPIB3 JEHMIE A2 AV CTRET L 72 . M4 23 OATPIB1 }2 () OATPIB3 Tk S
2o L2L72M D, M43t MFHIFZIZEB W CEICZBMICHICIRYIAEND LB 2 iz
ZEDG, A OATPIBI 2 X OATPIB3 A4 L 7= 38 AVER % 2 Z 3l Rt 13K
LEZ LN,

In vitro (23T, M3 KT MI3 (X OAT3 OIE T, M2 1% OATI LT OAT3 OFHWIEE T
Holz, B hTOM2, M3 KUIMI3 @ CLr (PHI115573 3Bk) 1%, MAEE AR SR TH
ELFEARERIEAEZE (fu*GFR) LV bk 7-2 8, TN R TV AR—Z—%/ L
T IRAE DT T N TH DL EBEZ LI, B NIV AR—F =% LI AAEH O FTHE
PR EB 2 BT,

2.6.4.6.2. BHRARORBEEICRIFIZE (HEERAEOTTREM)

Invitro (ZBWT, 717 2 AF v hMEI CYP2C8 #BLE L, IC50 1% 21 uM (8.3 pg/mL)
Thol, BARHEHETCOMPERZY TaT 2 2% v NEFE (0485 pg/mL, * 2.6.4.8-1)
EEETDLE, XT7uT o AX y O CYP2CS FLEIERIC X 0 BK CERUMBE/ER S EZ 5
ATHEMEIZMRV [MHLW, 20181 &£ B 2 H iz, CYP2C8 DIE TH L A7) X Vv L&
H L7 REYH EERARBRICBWNT, 7 a7 2 Ay NIEAF T U X ORggERICE
A NIES o7z (2722132) o Invitro IZBWT, 705 2 A% v MME CYPIA2,
CYP2B6 KX CYP3A4 ZiFE Lo 7,

t R TO 6 D ERRHWIC LD P-gp XU BCRP OFLEMERIIHRGF L TR H 00,
RET T D CYP2C8 IC L > TAEREIND Z b, EICHE TOWIICEED 5 P-gp
J QN BCRP OFHEIZ X G OB RE~DO BT/ NS N EE X B 5, Invitro (28
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2.6.4. IEAEhRERER O

T, A7ua5 2 A%y T OATPIB1 KT OATPIB3 Z[H5E L7y, RS IE B &
TaT 2 ALy NI ANRREZF ORI E L RES 2o 2 ERHER I NLTWD
(2.7.2.2.1.32) .

2.6.4.7. T DD EYENES R
ML,

2.6.4.8. ERRUEHR

VXX OV TOXTaT a Ay hOREM7Tr 7 7 A4 W%, B EFELIL T,
ZOMOEY TIEe NTEKINDIF T BT 2 AX v NOERRFHMO—H LVER SR
W, v AKRDT v M ERHWE LR OSEYERERER Clde M ToEle 3 EORHY
[GSK2391220 (M2) . GSK2506104 (M3) MK UFGSK2531401 (M13) 1 Z# 5L, Lotk
I Ty ANERE LI, 7R Ta Ay NEROEE LILEEDXTaT 2 AZ y bO
Y, b MEFERILER 2648112, b N TOERRFWOEY ' FgEELEE
2.6.4.8-2 1T~ T,

FraT oAty b (FR) #ROFKGLIEZEEDFIL, v~V ATRWEDT v b T
100% & @< A X TA46% KONV T 3% EFRETH T2, £lo, A XIF T T 2 AH
v b (BEIR) 205 L EDOFIIEKRE D bk, ¥ 7mT 224y NOWMR
PEPMENZ Sl L D EBZ LN, v VA, Ty b, A XK VITEIRNEES L&D
Z 70T 2 A%y 8O CLITEL , Vss [T AR E[Davies, 199318 0 H/h Sy, [RIFEE T
Hol,

VA, Ty b, AXKOPNVIIKERABG L2 T aT 2 A% v NOREERIT
BEL TR EEINOFIEZ TlEl> THEM L, BE R ORE#R G ORI b 7213 <
FTRAONRMEEL RO T,

Z7aT 2 ALy MIERLMITIA < MR oA L, ARG RE 1T e L 0 bR
<o B RE T MSE T BE DRI 2% Th o 72, F7-. BETREITARRE 2> & NI L
776

Invitro IZB W T, Bt hTOX 7 aT 2 A v FOMEEAEERITIELS., £
ZI 93.6%LL E RN 99%IE T - 7=, Bk Nt b TOMR ML, i 045~
IM&UO%~M3T%D MER & OFEB TR &R ENTZ,

WC[4CHERR AR 2R DB L= & & 1 ¢®£&ﬁAiﬁwm¢f&ot@cm9$
%L&7n7:x5/%%&ﬁthfmm(mw@ﬁ%&vymnﬁnﬁ%)w
AR TOMAEEFICER 3 FEOREHY (M2, M3 LTU'MI3) 235890 b, %ﬂ%MDMMD
10% B TH Y. IRWT IO (M4, M5 LTIM6) 23 10%A0 T o 7=,

t MFI 7 v Y —2A%F= invitro RERICBWT, #7125 2 A% v A ISEREY
RS D ATREMEIIRR D TRV 2 & AR ST,

7w by A X KOV IVZ[M4CHERIR 2R N B G- LT & & o F e Rk X, #EhTho
72zo BDC 7 v k. BDC A X}y (XBDC H/UIZ[I4CHE A AR DG L2 X, Ty PR
VTSI IR PR &, A XTI 8t Ic Bt S =, v b, A

May 15 2020 18:58:43 2.6.4-p.62
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XK OY ORI HIZIE, TN ENEEGEDORK 42, 8 KT 53% 03Pkt S, JEyH K OR Tk
MRy, TNENHEEGEEODR LD 49, 8 LD 9% NI Szt B2 bl

In vitro IZFBWT, ¥ 7 a7 2 2% v b OBLIIREHIZIL CYP2C8 28 95% 7% 5- L. CYP3A4
DHEEIZ 5%E DTN TH-o72Z Lnh, CYP2CS BLE XITFEEA| & DA G2 L v
FIREAEH N C 2 AREMENE 2 Hiuiz, CYP2C8 BLEAITH % gemfibrozil (X kU A R 7V
L EPERES U BRI BEEARBRICBWT, 705 2 24 v FORBEENEINT S
ZEDIRERNTE (27234.1)

Invitro T, #7807 2 A% v MICYP2C8 ZfHEL, £DIC50 1L 21uM Tho7z, L
L7255, CYP2C8 DIETHDH AT U &V v LS LR e RBRIC
WTC, 70T aAXy MIVA T ) 2 OBEREIZRE L RIT I eho 7=
(2.722.1242) .

b MFEHEICBWT, ¥7 a5 2 A%y MZX % CYPIA2, CYP2B6 XX CYP3A4 DL
IS Lo T2,

Flo, X7 T 2 AKX MIBCRP OB TH 7203, RHEERIEKY B REMHTIC
BCRP FAEANL X 7' 0T 2 A% v N OIEYBREICHEL 52 20 EeEZ B
(27.23.1.2.1) ,

Invitro TH¥ 7’07 2 A4 v MEI OATPIBI (XY OATPIB3 Z[HE L. D IC50 (X212
6 K1 uM Th o7z, LL72R23 5, OATPIB1 TN OATPIB3 OEE THHH AR
2T EOFRBE LT REMM A ERRER T, ¥7 a7 2 A v MIg AR ZF Ol
BEICWEBLE RITS otz (2722132)
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2.6.4. IEAEhRERER O

= 2.6.4.8-1 £7O0T21REy FOBOBREROESY. & FEREL

ULz B % Cmax | AUC(0-24h) /e b

(P 5-11) (mg/kg/ F) (ng/mL) [ (pg-hr/mL) Wik 5 R b
[ EE 7] P 5 R TR Cmax AUC
<~ A (13 ) 3ESHR) IR 14.5 181 29.9 153
[2011N112096] 30 e 50.7 669 105 565
60 N 60.5 833 125 704
~ U A (2 4/ 0.2 7L 1.35 20.6 2.78 17.4
M2,M3,M13 ] 0.8 (EHMR) | 2 4.93 68.0 10.2 57.4
[2014N221714] 3 e 14.9 238 30.7 201
F v b (26 W) 0.8 Ne 14.5 233 29.9 197
[2011N126130] 4 (EREE) e 46.8 785 96.5 663
104 Ne 75.0 1377 155 1163
F v b (2 FR) 0.02 Ie 0.484 8.47 0.998 7.15
[2014N196080] 0.1 e 2.64 40.9 5.44 34.5
0.8: (BEEME) | ¢ 18.0 274 371 231
4 F 58.0 889 120 751
7 ? 83.5 1430 172 1208
Fw b (- JRIEHRAE) | T ESHEE) ] 69.7 1086 144 917

[CD2009/00388]

F v b (HAERTHIEED 0.8 ? 8.51 146 17.5 123
M2,M3,M13 fif i 7 (EEHER) 2 52.0 855 107 722
[2018N365151] 40 ] 128 2240 264 1892
TR (I - BRI AE) D 4 ? 1.49 22.8 3.07 19.3
[CD2009/00390] 30 Q 9.24 133 19.1 112
60 (EHEME) L 11.8 197 24.3 166
A X (13 JE) 1 Ne 1.31 7.73 2.70 6.53
[CD2009/00952] 3 (EFER) I e 2.34 19.1 4.82 16.1
30/15¢ Ne NA NA NA NA
v (13 ) 5 7L 0.758 4.55 1.56 3.84
[2010N108482] 20 (BEEME) | 2 1.40 14.8 2.89 12,5
100 Ie 3.34 433 6.89 36.6
L (39 M) 3ESHR) IR 0.655 3.49 1.35 2.95
[2011N126131] 10 Ne 1.30 9.46 2.68 7.99
50 Ne 2.58 29.8 5.32 25.2
v b HEE)? 24 mg/H I 0.485 1.184 NA NA

W KFIEEEEEEZ TR T, RTOBZEZT, WHEZLFNIZOE AKXV TYX (2R Yy o
V7)) TiEn=2~3, 7v b, £ XLOH VLT n=3~6 DOFHHE, NA= %47

a. BOIRERE (BEHEE TROIREKIER) &, EFREO e MEERFER (Cmax LU AUC)

EHAWTEN L, MEEITEE (AAAN, KE 54k 124 mg 5 L-& XDEFRE GEBEITR) I

B DBEFEREZHETE L7z (2019N405983)

b. A XD 13 M ERR (I 7L HE) ZRE, BHROERGICIV Y TaT a2y y NeHb L

c. ERIETIRED TK MIEMEZ /R LTz, T v FO2EMBEGHER, ~ 7 A0 13 #5558 & O 2 4/
3B, WNC X - JRIEBERBRIZOWTIE, ZTNEaBR 26 . 48R 0ON26 0, WOUIIER 11
H (%55HH) oEEs~RLE

d. MEDBOE, HEZRER 20 BICAFERIE F OO L SET-

e. R TRNIFELE XiT— iR EE LD 7= f%%éﬁt

f. 7w b@4ﬂF‘WD#ﬁ5?ﬁ%ﬁ@*xﬁ%ﬁ4ﬁ®H}%

g Ty F2EMBLERR (F 7T xSy hmé&fxmﬁfr) KO~ 2 2ERBEERR (¥ 707 2
2By NEROEE, TIZ3EOe MU ZE L TEE) 128 2 BB RIZ W T o M &

h3fEDt MUY (M2, M3 TN MI3) DRI _ou\mﬁ% 2.6.4.8-2 &
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+* 26482 HIBRUEHERIYIFAOFATOTaARE Y FOROB/ERIEITHIIARUIT
RSy F(ADEERTREICKSE FMEMOEY. £ FMREERL
R iy 7T a ALy b EHE) 4 Y W R /e b
YRR SR You (FER 39 1H) Wik R B L @
(v AKRTT v MF TR (R 11 H)
KRB O T 5 5) Z> b (WHE9 H)
(mg/kg/H) ~ A (FRER 26 8 Y)
Cmax AUC(0-24h) | Cmax AUC
(ng/ml) | (ughr/ml)
GSK2391220 L 3 (39 M, MEMER) 0.0312 0.266 0.32 0.21
M2) 50 (39 WM, FOiE) 0.0899 1.27 0.91 0.99
S 60 (I - flr i, IEFHME &) 1.02 11.7 10.4 9.11
7k 2.5 M2 (HHAERITE RS AE) © 1.55 2.50 15.7 1.95
~ A 2 M2 (2 F#)° 3.87 1.66 39.3 1.29
t b2 (HEE) 24 mg/ H 0.0985 1.285 NA
GSK2506104 L 3(39 M. MWFEMER) 0.0110 0.0789 0.10 0.04
(M3) 50 (39 W, e KMHH) 0.0329 0.468 0.29 0.27
S 60 (I8 - JRIEFA, MEHMER) | 0.222 2.69 1.98 1.53
7 v b 3.2 M3 (HAERT#BIEAE)C 1.72 247 15.4 1.40
~ A 2.5 M3 (2 4E[#)) P 4.55 1.84 40.6 1.04
t b (HEE) 24 mg/H 0.1120 1.761 NA
GSK2531401 L 3 (39 M., HERMERE) 0.00642 0.0362 0.14 0.04
M13) 50 (39 WM, i) 0.0171 0.247 0.38 0.28
S 60 (I8 - JRIEFRA, MEIER) | 0.0158 0.194 0.35 0.22
7> k 1.8 M13 (HERITRFEAE) 1.19 1.94 26.4 2.24
~ A 1.3 M13 (2 F[#])° 2.70 1.34 59.9 1.54
t b2 (HEE) 24 mg/ H 0.0451 0.868 NA
E o NA= #4485

a. WORER (RSP TROUIRKER) &, EFREO e FMHEERIEE (Cmax LT AUC)

ZRWTHEE Lz, migEirEs (BAAN, KE 54kg) |

B HRERELAHEE L= (2019N405983)

b. ¥ U X 2 M ASRPERABR O FAER 26 1 IZ
(M2: 2.0 mg/kg/H. M3:2.5mgkg/H, M13: 1.3 mgkg/H) DIRE

c. 7v bOHARFIKRIEEICET DRERDO 7 mgkg/ B (W)
) D -1 g

Wa 1 H1ERETHEL, T

(e ML) REOMEIR 9 I

Data source: 2014N221714, 2018N365151, 2012N140611, 2011N126131
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Davies B, Morris T. Physiological parameters in laboratory animals and humans. Pharm Res.
1993;10:1093-5.

GlaxoSmithKline Document Number 2012N137995 Study ID NA. Chiral method development and
analysis of GSK 1278863 A metabolites in human urine isolates. Report Date 30-Nov-2018.

GlaxoSmithKline Document Number 2014N194711 Study ID NA. Quantitation of GSK1278863,
GSK2391220, GSK2531403, GSK2487818, GSK2506102, GSK2531398, and GSK2531401 in
Human Plasma from Study PPO116097 via UPLC® with MS/MS Detection. Report Date 1-May-2015.

GlaxoSmithKline Document Number 2015N246875 Study ID NA. Population pharmacokinetic and
pharmacodynamic analysis of GSK 1278863 and its metabolites in non-dialysis dependent and
hemodialysis dependent patients with chronic kidney disease. Report Date 7-Dec-2015.

GlaxoSmithKline Document Number 2015N247095 Study ID PPO116097. A Phase II, Randomized,
Placebo Controlled, Double-Blind (Sponsor Open) Study of GSK 1278863, a HIF-Prolyl Hydroxylase
Inhibitor, to Reduce Ischemic Events in Patients Undergoing Thoracic Aortic Aneurysm Repair.
Report Date 14-Feb-2017.

GlaxoSmithKline Document Number 2017N338206 Study ID 200942. A repeat-dose, open-label,
parallel-group study to assess the pharmacokinetics of GSK1278863 and metabolites in subjects with
End Stage Renal Disease undergoing peritoneal dialysis. Report Date 6-Jul-2018.

GlaxoSmithKline Document Number 2019N405983 Study ID NA. Population Pharmacokinetic
Modeling, including Covariate Analysis, of Daprodustat (GSK1278863) and its Metabolites in
Healthy Volunteers and Chronic Kidney Disease patients from Phase 1 and Phase 2 data. Report Date
4-Jul-2019.

MHLW. [ 3£ 5 B¢ &l E 7o it 0 7= D O FEWF BAEF 74 R A > Available at URL
(2019.7.10): https://www.mhlw.go.jp/hourei/doc/tsuchi/T18072410150.pdf. 2018 Jul 23:.

SARFEEN. 1 e « FRFLm~ O I EIE D FEARNIE 2 5. In: AT, editor. ibha « 52 F b
DI BET 2 F. 2018:1-5.
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APPENDIX1  ANALYTICAL METHODS USED FOR THE
DETERMINATION OF DAPRODUSTAT IN
BIOLOGICAL FLUIDS

Mouse Assays

Five methods for the determination of daprodustat (and/or metabolites of daprodustat) in
mouse plasma have been validated using HPLC-MS/MS. Daprodustat was extracted
from mouse plasma by protein precipitation using acetonitrile containing an isotopically
labeled internal standard. Extracts were analyzed by HPLC-MS/MS using multiple
reaction monitoring. The methods are selective, and summaries of the validation data are

tabulated below.
Report CD2009/00955 Report 2010N109787
(GSK1278863MOPLVALA) (GSK1278863MOPLVALB)
Calibration Linear weighted 1/x2 Linear weighted 1/x2
model
MS/MS interface Turbolon Spray Turbolon Spray
Validated range 50 to 50000 ng/mL 1 to 1000 ng/mL for all metabolites
GSK2391220: <4.6%
GSK2531403: <4.0%
Precision (%CV) <6.8Y% GSK2499166: <4.4%
within-assay =000 GSK2531399: <3.2%
GSK2531398: <3.7%
GSK2531400: <6.2%
Precision (%CV) NA NA
between-assay
GSK2391220: -3.8%< Bias <13.7%
GSK2531403: -2.6%< Bias <8.0%
Accuracy (% . (GSK2499166: -2.5%< Bias <11.8%
bias) “40%<%Bias<2.2% | GoK0531399; -2.0%= Bias <11.6%
GSK2531398: -1.9%< Bias <12.7%
GSK2531400: -1.6%< Bias <6.4%
At least 24 hours at ambient
temperature
Stability in At least 24 hours at room At least 160 days at -20°C and -
mouse plasma temperature 80°C

(In mouse whole blood: At least 4
hours at ambient temperature)

Freeze-thaw

At least 3 cycles from -20°C

At least 3 cycles from -20°C to
ambient

stability to room temperature
temperature
Processed At least 8 days at ambient
o NA
extract stability temperature
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Mouse Assays (continued)
Report 2013N182744 Report 2014N1985032 Report 2014N2197562
(P1248) (P1248) (P1248)
Calibration model Linear, 1/concentration? NA NA
MS/MS interface Turbo lon Spray NA NA
10 to 10000 ng/mL
(GSK1278863)
Validated range 0.200 to 200 ng/mL NA NA
(GSK2391220, GSK2506104,
and GSK2531401)
<6.33% (GSK1278863)
Precision (%CV) <8.02% (GSK2391220) NA NA
within-assay <12.1% (GSK2506104)
<7.69% (GSK2531401)
<4.55% (GSK1278863)
Precision (%CV) <7.32% (GSK2391220) NA NA
between-assay <9.07% (GSK2506104)
<5.26% (GSK2531401)
-6.29 t0 6.45% (GK1278863)
o Lt -4.32 t0 9.68% (GK2391220)
Accuracy (% bias) | 4 05 15 6,249 (GSK2506104) NA NA
-4.06 t0 6.16% (GSK2531401)
Stability in mouse | 16 days at-20 °C and -70 °C NA 165 days at -20 °C
plasma (all analytes) and -70 °C
Freeze-thaw Five cycles thawed at room
stabilit temperature and frozen at -20 NA NA
y °C and -70 °C (all analytes)
321.75 hours at 2t0 8 °C
Processed extract (GSK1278863)
stability 386 hours at2to 8 °C NA NA
(GSK2391220, GSK2506104
and GSK2531401)

Key:

a = Supplemental validation for study 2013N182744.
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Eight methods for the determination of daprodustat (and/or metabolites of daprodustat) in
rat plasma have been validated using HPLC-MS/MS. Daprodustat was extracted from rat
plasma by protein precipitation using acetonitrile containing an isotopically labeled
internal standard. Extracts were analyzed by HPLC-MS/MS using multiple reaction
monitoring. The methods are selective and summaries of the validation data are tabulated

below.
Report CD2007/01258 Report 2011N1226862 Report 2010N108487
(GSK1278863RTPLVALB) | (GSK1278863RTPLVALB) (I 5203526)
Calibration model Linear weighted 1/x2 Linear weighted 1/x2 Linear weighted 1/x2
MS/MS interface Turbolon Spray Turbolon Spray Turbolon Spray
Validated range 50 to 50000 ng/mL 50 to 50000 ng/mL 50 to 50000 ng/mL
Precision (%CV)
within-assay <3.2% <5.8% <5.2%
Precision (%CV)
between-assay <5.0% NA <7.2%
Accuracy (% bias) -6.2%<%Bias<12.0% -9.5% t0 6.8% -9.0% to 4.4%
Stability in rat At least 24 hours at room o
plasma temperature NA 81days at-20°C
Freeze-thaw stability | At least 3 cycles at-20°C NA 3 additional cycles
Processed extract | At least 96 hours at room NA 3 days at 4 °C

stability

temperature
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Rat Assays (continued)
Report 2013N180658 Report 2014N219980° Report 2016N308027
(P1242) (P1242) (P1484)

Calibration model

Linear 1/concentration?

Linear 1/concentration?

Linear, 1/concentration?

MS/MS interface

Turbo lon Spray

Turbo lon Spray

Turbo lon Spray

Validated range

50 to 50000 ng/mL

50 to 50000 ng/mL

150 to 150000 ng/mL
(GSK1278863)

0.200 to 200 ng/mL
(GSK2391220,
GSK2506104 and
GSK2531401)

Precision (%CV)
within-assay

<7.05%

NA

<8.35% (GSK1278863)
<9.49% (GSK2391220)
<5.99% (GSK2506104)
<6.70% (GSK2531401

Precision (%CV)
between-assay

<7.98%

NA

)
<6.44% GSK1278863)
<7.66% (GSK2391220)
<4.56%(GSK2506104)|
<5.18% (GSK2531401)

Accuracy (% bias)

-6.20%<%Bias<16.2%

NA

-5.56 t0 2.66%
(GSK1278863)
-3.3410 5.16%
(GSK2391220)
-3.31t0 4.49%
(GSK2506104)
-4.16 10 6.73%
(GSK2531401)

Stability in rat

6 days at -20 °C

367 days at -20 °C

10 days at -20 °C
and 9 days at -70 °C for all

plasma and -70 °C and -70 °C
analytes
Five cycles thawed at Five cycles frozen at -
Freeze-thaw room temperature and NA 20°Cor-70°Cand
stability frozen at-20 °C and thawed at room
-70°C temperature

91.27 hours at2to 8 °C

Processed extract 145.5 hours (GSK1278863);
o 52.75 hours at 2 to 8 °C
stability at2to8°C 91.62 hours at 2 to 8 °C

for all metabolites
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Rat Assays (continued)

Report 2018N362125¢
(P1484)

Calibration model

Linear, 1/concentration?

MS/MS interface

Turbo lon Spray

Validated range

150 to 150000 ng/mL

Precision (%CV) NA
within-assay
Precision (%CV) NA
between-assay
Accuracy (% bias) NA

Stability in rat
plasma

68 Days at -20 and -70°C

Freeze-thaw stability

NA

Processed extract
stability

NA

Key:

a = Supplemental validation for study CD2007/01258.
b = Supplemental validation for study 2013N180658.
¢ = Supplemental validation for study 2016N308027.
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Five methods for the determination of daprodustat (and/or metabolites of daprodustat) in
rabbit plasma have been validated using HPLC-MS/MS. Daprodustat was extracted from
rabbit plasma by protein precipitation using acetonitrile containing an isotopically labeled
internal standard. Extracts were analyzed by HPLC-MS/MS using multiple reaction
monitoring. The methods are selective and summaries of the validation data are tabulated

below.
Report CD2008/01209 Report 2010N108826 Report 2011N119256
(GSK1278863RBPLVALA) (I 5204240) (GSK1278863RBPLVALB)
Calibration model Linear weighted 1/x2 Linear weighted 1/x2 Linear weighted 1/x2
MS/MS interface Turbolon Spray Turbolon Spray Turbolon Spray
Validated range 50 to 50000 ng/mL 50 to 50000 ng/mL 110 1000 ng/mL
Precision (%CV)
within-assay <3.2% <7.7% <5.7%
Precision (%CV)
between-assay NA <7.4% <3.9%
Accuracy (% bias) -8.3%<%Bias<1.2% -5.4% t0 6.6% -6.3%<%Bias<6.2%
Stability in rabbit At least 24 hours at room 734 {20 °C At least 24 hours at
plasma temperature aysat- ambient temperature
At least 3 cycles from -
Freeze-thaw At least 3 cycles from - 3 cycles from -20 °C to Sast > cycles rom
s 20°C to ambient
stability 20°C to room temperature room temperature
temperature
Processed extract | Atleast 96 hours at room | 3 days after initial injection At least 96 hours at
stability temperature stored at 4 °C ambient temperature
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Rabbit Assays (continued)

Report 2012N1329812 Report 2012N139919
(GSK1278863RBPLVALB) (GSK1278863RBPLVALC)
Calibration Linear weighted 1/x2 Linear weighted 1/x2
model
MS/MS
interface Turbolon Spray Turbolon Spray
Validated range 1to 1000 ng/mL 1 to 1000 ng/mL
GSK2391220: <6.2%
GSK2531403: <5.4%
Precision . <F Q0
(%CV) within- NA GSK2499166: ;5.8 OA;
assay GSK2531399: £5.9%
GSK2531398: <4.9%
GSK2531400: <7.5%
GSK2391220: <3.4%
GSK2531403: <4.7%
Precision .
GSK2499166: <4.2%
(%CV) between- NA _
assay GSK2531399: <2.8%
GSK2531398: <2.0%
GSK2531400: <1.6%
GSK2391220: -12.7%< Bias <7.9%
GSK2531403: -12.1%< Bias <10.0%
Accuracy (% NA GSK2499166: -10.9%<= Bias <12.9%
bias) GSK2531399: -10.8%< Bias <5.3%
GSK2531398: -8.5%<= Bias <6.1%
GSK2531400: -13.6%< Bias <4.3%
Stability in At least 24 hours at ambient
. NA
rabbit plasma temperature
Freeze-thaw NA At least 3 cycles from -20 °C to
stability ambient temperature
Processed At least 3 days at ambient
. NA
extract stability temperature
Key:

a = Supplemental validation for study 2011N119256.
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Dog Assays

Two methods for the determination of daprodustat (and/or metabolites of daprodustat) in
dog plasma have been validated using HPLC-MS/MS. Daprodustat was extracted from
dog plasma by protein precipitation using acetonitrile containing an isotopically labeled
internal standard. Extracts were analyzed by HPLC-MS/MS using multiple reaction
monitoring. The methods are selective and summaries of the validation data are tabulated

below.
Report CD2007/01259 Report 2010N108824
(GSK1278863DOPLVALC) (I 5203527)
Calibration model Linear weighted 1/x2 Linear weighted 1/x2
MS/MS interface Turbolon Spray Turbolon Spray
Validated range 50 to 50000 ng/mL 50 to 50000 ng/mL
Precision (%CV)
within-assay <4.8% <6.4%
Precision (%CV) 0
between-assay NA <1.0%
Accuracy (% bias) -5.2%<%Bias<2.2% -4.7% t0 5.4%
At least 24 hours at room
Stabi:ity in dog At Ieastt 24 houtrs at room temperature
asma emperature
P P 63 days at -20 °C
Freeze-thaw stability At least 3 cycles at -20°C At least 3 cycles at -20 °C
Processed extract At least 96 hours at room At least 70 hours stored
stability temperature at4°C
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Five methods for the determination of daprodustat in minipig plasma have been validated
using HPLC-MS/MS. Daprodustat was extracted from minipig plasma by protein
precipitation using acetonitrile containing an isotopically labeled internal standard.
Extracts were analyzed by HPLC-MS/MS using multiple reaction monitoring. The
methods are selective and summaries of the validation data are tabulated below.

Report 2014N213579
(P1298)

Report 2015N232986
(P1352)

Report 2015N232987
(P1351)

Calibration model

Linear, 1/concentration?

Linear, 1/concentration?

Linear, 1/concentration?

MS/MS interface

Turbo lon Spray

Turbo lon Spray

Turbo lon Spray

Validated range 0.1 to 100 ng/mL 0.5 to 500 ng/mL 0.5 to 500 ng/mL
Precision (%CV)
within-assay <11.4% <13.5% <2.99%
Precision (%CV) 0
between-assay <8.10% NA NA
Accuracy (% bias) -13.0t0 8.13% -2.69%<%Bias<7.40% -3.26%<%Bias<6.20%
8 days at -20 °C
Stability in minipig and -70 °C Whole blood:
; NA NA
plasma Two hours on ice or at
room temperature
Freeze-thaw stability Five cycles thawed at room NA NA
temperature
Processed extract | 45 28 hours at 2to 8 °C NA NA

stability

May 15 2020 18:58:43

2.64-p.75




2.6.4.
CONFIDENTIAL
m2.6.4. Pharmacokinetics Written Summary
Minipig Assays (continued)
Report 2015N237487 Report 2016N2720712
(P1370) (P1370)

Calibration model

Linear, 1/concentration?

Linear, 1/concentration?

MS/MS interface

Turbo lon Spray

Turbo lon Spray

Validated range 0.100 to 100 ng/mL 0.100 to 100 ng/mL
Precision (%CV)
within-assay <8.68% NA

Precision (%CV)

between-assay <9.19% NA
Accuracy (% bias) -14.1%<%Bias<2.75% NA

42 days stored

Stability in minipig | 220 Cand-70°C 280 days stored

plasma

Whole blood: Two hours
at room temperature, in an
ice bath and at 37 °C

at-20 °C and -70 °C

Five cycles thawed at
room temperature and

Freeze-thaw stability frozen at -20 °C NA
and-70 °C
Processed extract | 54763 hours at 210 8 °C NA

stability

Key:

a = Supplemental validation for study 2015N237487.
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Three methods for the determination of daprodustat (and/or metabolites of daprodustat)
in monkey plasma have been validated using HPLC-MS/MS. Daprodustat was extracted
from monkey plasma by protein precipitation using acetonitrile containing an isotopically
labeled internal standard. Extracts were analyzed by HPLC-MS/MS using multiple
reaction monitoring. The methods are selective, and summaries of the validation data are

tabulated below.

Report CD2009/00712
(GSK1278863CYPLVALA)

Report CD2010/00387
(GSK1278863CYPLVALB)

Report 2011N126360
(GSK1278863CYPLVALB)

Calibration
model

Linear weighted 1/x2

Linear weighted 1/x2

Linear weighted 1/x2

MS/MS interface

Turbolon Spray

Turbolon Spray

Turbolon Spray

Validated range

50 to 50000 ng/mL

110 1000 ng/mL

110 1000 ng/mL

Precision (%CV)
within-assay

<11.1%

<10.0% for GSK2391220
<10.0% for GSK2531403
<8.0% for GSK2499166
<8.4% for GSK2531399
£12.4% for GSK2531398
<14.5% for GSK2531400

NA

Precision (%CV)
between-assay

NA

<3.5% for GSK2391220
<8.6% for GSK2531403
<6.2% for GSK2499166
<3.4% for GSK2531399
<2.5% for GSK2531398
<2.9% for GSK2531400

NA

Accuracy (%
bias)

-1.1%<%Bias<1.4%

-10.3% < Bias <11.0% for
GSK2391220
-9.9% < Bias <19.0% for
GSK2531403
-7.9% < Bias <18.2% for
GSK2499166
-9.8% < Bias <10.1% for
GSK2531399
-7.1% < Bias <13.9% for
GSK2531398
-8.5% < Bias <6.6% for
GSK2531400

NA

Stability in
monkey plasma

At least 24 hours at room
temperature

At least 24 hours at room
temperature
(Whole blood: At least 4
hours at room temperature)

The metabolites stored
at -20 °C for at least
301 days and -80 °C for
at least 296 days

Freeze-thaw

At least 3 cycles from -20°C

At least 3 cycles from

NA

stability to room temperature -20°C to room temperature
Processed At least 72 hours at room
o NA NA
extract stability temperature
Key:

a = Supplemental validation for study CD2010/00387.
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Human Assays

Method validation study for human samples can be found in m2.7.1, Summary of
Biopharmaceutic Studies and Associated Analytical Methods for Daprodustat.
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The following reports have been reviewed within GlaxoSmithKline (GSK) and the
information is considered to have no bearing on safety. These reports are not included in
the study listing tables for the following reasons:

Report No. Title Reason for
(Study No.) Exclusion from
Study Listing
Tables
FD2007/00411 Assessment of stability of GSK1278863 in Stability reports for
(Z27930) dimethyl sulphoxide formulations used in
FD2007/00417 Assessment of stability of GSK1278863 in nonclinical studies.
(Z27944) dimethyl formamide
2011N122988 GSK1278863A: Assessment of Stability and
(S42847) Homogeneity of a Formulation of GSK1278863A
in Petrolatum (S42847)
2011N124494 Assessment of Stability of GSK2531401 in 0.9%
(w/v) Aqueous Sodium Chloride, Final
Formulation Adjusted to pH 7 (£0.2)
2012N131899 GSK2531401A. Further Assessment of Stability
(S29987) of GSK2531401 in 0.9% (w/v) Aqueous Sodium
Chloride, Final Formulation Adjusted to pH 7
(£0.2). (529987).
2012N145434 Assessment of Stability of GSK2487818 in
(S30226) Dimethyl Sulfoxide
2012N150097 Assessment of Stability of GSK2506102 in
(S30350G) Dimethyl Sulfoxide
2011N126848 Vehicle Assessment of Intravenous formulations
2016N270208 GSK1278863: Analytical Method Validation and
(S70894G) Assessment of Homogeneity and Stability of
Topical Formulations in Petrolatum
2011N120068 Assessment of Homogeneity and Stability of
(S29755) GSK1278863 in Butylated Hydroxy Toluene
(BHT) (0.2% w/w) , Eumulgin B2 (2.5% wiw),
Sophiderm (5% wiw), Phenoxyethanol (1% wiw),
Carbopol 980NF (0.2% w/w), Pemulen TR-1
(0.2% w/w), Propylene Glycol (1% w/w) in Water,
final formulation pH adjusted to pH 5 (+/-0.2),
using Trolamine
2012N150298 Assessment of Stability of GSK2531398 in
(S30351G) Dimethyl Sulfoxide
2017N318288 GSK2391220A (M2), GSK2506104A (M3) and
(S71192G) GSK2531401A (M13): Analytical method partial
validation followed by formulation stability
assessment in 0.5% sodium chloride with
aqueous 25mM phosphate buffer, pH 7.4 (. 0.2)
CD2007/01207 GSK1278863A: Formulation Stability
(G07246) Assessment in 1% Methylcellulose (400 cps. @

2%)
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CD2008/01498 GSK1278863A: Formulation Stability
(G08108) Assessment in 1% Methylcellulose (400 cps. @
2%) at Concentrations of 0.02, 0.05 & 0.1 mg/mL
2014N192456 GSK1278863A: Formulation stability

assessment in 1% Methylcellulose (400
cps@2%), 2% Tween 80, 5mM NaOH in water,
pH 6(+/-).2)

2014N188533 (S70459G)" GSK2391220A (M2),
GSK2506104A (M3) and GSK2531401A (M13):
Formulation Stability Assessment in Aqueous
25mM Phosphate Buffer, pH 7.4 (£ 0.2)

2013N187566 Validation of a high performance liquid Method validation
chromatographic method for the determination of studies for dose
GSK2391220 (M2), GSK2506104 (M3) and formulations
GSK2531401 (M13) in dose formulations

2013N187566 Validation of a High Performance Liquid

Chromatographic Method for the Determination
of GSK2391220 (M2), GSK2506104 (M3) and
GSK2531401 (M13) in Dose Formulations

Studies listed in Appendix 2 comprise those conducted during the formal research and
development of the compound. Early screening studies completed on multiple
compounds during the candidate selection phase have not been included.
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1. PHARMACOKINETICS: OVERVIEW
Table 1.1 Listing of Absorption Studies with Daprodustat and Metabolites
Type of Study Species No./Sex/ Method of Form Dose Duration of GLP  Testing Report No. Location
(Strain) Group Administration (mgl/kg/day) or Dosing Facility (Study No.) in CTD
Concentration (Sampling
Occasions)
Percutaneous Human skin 3M Ex vivo A 5 mg/cm? Single No [ 2012N152036 m4.2.2.2
absorption (0.2% cream, (R10-1824)
gel, ointment)
Percutaneous Human skin 3M Ex vivo A 10 mg/cm? Single Yes - 2012N152038 m4.2.2.2
absorption (0.2% cream) (GK1202-01)
Percutaneous Human skin 3F Ex vivo A 1,5,15,30% Upto24hrs  No - 2015N230888 m4.2.2.2
absorption (wiw)
Pharmacokinetics Mouse 27Mab IV (bolus) A 1.3 Single No GSK  UH2008/00002 m4.222
(CD-1) 24Mac Oral (gavage) 1.9,3.9
Pharmacokinetics Rat 3Mp IV (1 hour A 0.6 Single No GSK  UH2008/00002 m4.2.22
(SD) infusion)
3Me Oral (gavage) 1.6
3Me Oral (gavage) 31.1
Pharmacokinetics Rat 3M \% A 17.5 Single No  GSK  CD2008/01285 m4.222
(SD) (22 min. (08DMM039)
infusion)d
(2 hour 11.1
infusion)d
Toxicokinetics Rat 3F Oral (gavage) A 0.02,0.1,0.8, Single No  GSK 2013N184197 m4.2.2.2
(SD) 7 (R70458N)
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Listing of Absorption Studies with Daprodustat and Metabolites (Continued)

2018N370466_00

Type of Study Species No./Sex/ Method of Form Dose Duration of GLP  Testing Report No. Location
(Strain) Group Administration (mgl/kg/day) or Dosing Facility (Study No.) in CTD
Concentration (Sampling
Occasions)
Pharmacokinetics Dog 3Me IV (1 hour A 1.2 Single No  GSK  UH2008/00002 m4.22.2
(beagle) infusion)
3Me Oral (gavage) 3.2
3Mme Oral (gavage) 1,3.1,30.6
Pharmacokinetics Dog 3Me Oral (capsule) A 5 Single No GSK  UH2008/00002 m4.2.2.2
(beagle) B 5e
C 5f
Toxicokinetics Dog AMAF  Oral (gavage) A 120 Single No GSK  CD2006/01837 m4.2.2.2
(beagle) (D06386)
Toxicokinetics Minipig 2M Topical A 10%, 35% Single No GSK 2013N180775 m4.2.2.2
(Géttingen) (F43142N)
Pharmacokinetics Monkey 3Me IV (1 hour A 1.1 Single No GSK  UH2008/00002 m4.2.2.2
(cynomolgus) 3Me infusion) 3.0
Oral (gavage)
Toxicokinetics Monkey AMAF  Oral (gavage) A 10, 30, 100, Single No GSK  CD2009/00639 m4.2.2.2
(cynomolgus) 300, 600 (D09120)
Toxicokinetics Mouse 18M/18F  Oral (gavage) A 30 14 days No GSK  CD2009/00900 m4.2.2.2
(CD-1) (Day 14) (D09169)
Toxicokinetics Mouse 42M/42F  Oral (gavage) A 3, 30, 60 13 weeks Yes - 2011N112096 m4.2.2.2
(CD-1) (Day 1, Week (G10121)
4)
Toxicokinetics of Mousesd 21M/21F  Oral (gavage) A 30 13 weeks Yes GSK 2011N117145 md.2.2.2
daprodustat and (CD-1) (Day 7) (10DMMO034)
metabolites
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Listing of Absorption Studies with Daprodustat and Metabolites (Continued)

0L d-g9¢

Type of Study Species No./Sex/ Method of Form Dose Duration of Dosing GLP Testing Report No. Location in
(Strain) Group Administration (mgl/kg/day) or (Sampling Facility (Study No.) CTD
Concentration Occasions)
Toxicokinetics of Mouse 48M/48F Oral A 6,20 13 weeks Yes I 2014N199031  m4.2.2.2
daprodustat and (CD-1) (gavage) (daprodustat)  (Day 1, Week 4) (M70456G)
metabolites SC (Injection) 2.0 (M2),2.5
(co-administered) (M3),1.3
(M13)
Toxicokinetics Mouse 51M/51F Oral A 0.2,0.8, 3t 104 weeks Yes - 2014N221714  m4.22.2
(CD-1) (gavage) (Weeks 4 and 26) (M70585G)
Toxicokinetics Rat oM IV (4 hour A 20, 40 14 days No GSK CD2008/01740 m4.2.2.2
(SD) infusion) (Days 1 & 14) (108185)
Pharmacokinetics Rat 3M Oral A 30 5 days No GSK 2012N153858 m4.2.2.2
(SD) (gavage) (Days 5) (12DMMO037)
Toxicokinetics of Rat 6F Oraln A 100, 40p, 409, 5 days No - 2016N305715 m4.22.2
daprodustat and (SD) (pregnant) (gavage) 60r, 60s (GD 6 to GD10) (R71028N)
metabolites
Toxicokinetics Rat 3M Oral A 10, 30, 60 14 days No GSK RD2006/01192 m4.2.2.2
(SD) (gavage) (Days 1 & 14) (R41921)
Toxicokinetics Rat 3F Oral A 100, 250, 14 days No . CD2008/01306 m4.2.2.2
(SD) (gavage) 500 (Days 1 & 14) (D08114)
Toxicokinetics of Rat 6F Oral A 0.8,7,40 38 days Yes . 2018N365151 m4.2.2.2
daprodustat and (SD) (pregnant/ (gavage) 2.5 (M2) (GD6, GD9 and (R71242G)
metabolites ¥ lactating) SC 3.2 (M3) LD21)
1.8 (M13)
Toxicokinetics Rat 3M/3F Oral A 2,7,20 4 weeks Yes GSK RD2007/01333 m4.2.2.2
(SD) (gavage) (Days 1 & 28) (R42197)
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Listing of Absorption Studies with Daprodustat and Metabolites (Continued)

2018N370466_00

Type of Study Species No./Sex/ Method of Form Dose Duration of Dosing GLP  Testing Report No. Location
(Strain) Group Administration (mgl/kg/day) or (Sampling Facility (Study No.) in CTD
Concentration Occasions)
Toxicokinetics Rat 3M/3F  Oral (gavage) A 0.8, 4, 20, 13 weeks Yes [ CD2009/00951 m4.22.2
(SD) 100 (Day 1, Weeks 4 (G09057)
&13)
Toxicokinetics Rat OM/9F  Oral (gavage) A 0.8,4,10 26 weeks Yes GSK  2011N126130 m4.2.2.2
(SD) (Weeks 4,13 & (G10276)
26)
Toxicokinetics Rat 3-9M Oral (gavage) A 0.02,0.1,0.8, Upto99weeks Yes - 2014N196080 m4.2.2.2
(SD) or4 (Weeks 4 and (R70375G)
26)
3-9F 0.02,0.1,0.8, 99 weeks
or7 (Weeks 4 and
26)
Toxicokinetics of ~ Rabbits 4F Oral (gavage) A 60 5 days Yes GSK  2012N140611 m4.2.2.2
daprodustat and (DB) (Day 5 of dosing/ (G12109)
metabolites (pregnant) Day 11 GD)
Toxicokinetics Rabbits dordF  Oral (gavage) A 4, 30, 60, 13 days No GSK CD2008/01041 m4.2.2.2
(DB) 125, 250 (Day 5/Day 11 (D08163)
(pregnant) GD) & Day
13/Day 19 GD)
Toxicokinetics Rabbits 9F Oral (gavage) A 4,30, 60 13 days Yes CD2009/00390 m4.2.2.2
(DB) (Gestational (G09061)
(pregnant) Day 5 of dosing/
Day 11)
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Listing of Absorption Studies with Daprodustat and Metabolites (Continued)

2018N370466_00

Type of Study Species No./Sex/ Method of Form Dose (mg/kg/day) Duration of Dosing GLP Testing Report No. Location
(Strain) Group  Administration or Concentration ~ (Sampling Occasions) Facility (Study No.) in CTD
Toxicokinetics Rabbit 3 or 6M Topical A 2% 14 days Yes GSK  2011N125481 m4.2.22
(NZW) (Days 1 & 14) (L42845)
Toxicokinetics Dog 2M/2F  Oral (gavage A 90i 3 days No GSK RD2007/01367 m4.2.2.2
(beagle) & capsule) (Day 1) (D42209)
Toxicokinetics Dog 1M/1F Oral A 20, 60, 120 7 days No GSK (CD2007/00353 m4.2.2.2
(beagle) (gavage) (Days1&7) (D0O7078)
Toxicokinetics Dog 3M/3F Oral A 3, 30,90 4 weeks Yes GSK RD2007/01336 m4.2.2.2
(beagle) (gavage) (Days 1 & 28) (D42196)
Toxicokinetics Dog 4 or Oral A 1,3,3015 13 weeks ves [ cD2009/00952 m4.22.2
(beagle) oM/ (gavage) (Day 1, Weeks 7 & (G69058)
4 or 6F 13)
Toxicokinetics Minipig 1MNF Topical A 0.5%, 1%, 14 days No - 2012N148386 m4.2.2.2
(Géttingen) 2% wiw applied (Days 1 & 14) (D12086)
daily to 10%
BSA
Toxicokinetics Minipig IM/1F Topical A 10, 20, 35% 14 Days No 2013N185591 m4.2.2.2
(Gottingen) wiw applied (Days 1 & 14) (F70438N)
daily to 10% Days2,3,4,and 7:
BSA one sample 21

hours post-dose
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m2.6.5. Pharmacokinetics Tabulated Summary 2018N370466_00

Listing of Absorption Studies with Daprodustat and Metabolites (Continued)

€L d-g9¢

Type of Study Species No./Sex/ Method of Form Dose Duration of Dosing GLP  Testing Report No. Location
(Strain) Group Administration (mgl/kg/day) or (Sampling Facility (Study No.) in CTD
Concentration Occasions)
Toxicokinetics Minipig 3M Topical A 2,10, 35% wiw 28 days No [ 2015N231048 m4.2.2.2
(Géttingen) applied daily to (Days 1 & 28) (F70727N)
10% BSA
Toxicokinetics Minipig 4M/4AF Topical A 5,10, 20% 13 weeks Yes - 2016N273683 m4.2.2.2
(Géttingen) (w/w) (Weeks 4 and 13) (F70916G)
(42, 84,
168 mg/kg/day)
Toxicokinetics Monkey AMAF  Oral (gavage) A 10, 30, 100 14 days No GSK CD2009/00780 m4.2.2.2
(cynomolgus) (Days 1 & 14) (D09121)
Toxicokinetics Monkey 4-6M/  Oral (gavage) A 5, 20,100 13 weeks Yes - 2010N108482 m4.2.2.2
(cynomolgus)  4-6F (Day 1, Weeks 1 & (G10005)
14)
Toxicokinetics Monkey 4-6M/  Oral (gavage) A 5,20, 100 13 weeks Yes GSK  2011N117143 m4.2.2.2
of circulating (cynomolgus)  4-6F (Day 1, Weeks 1 & (10DMMO033)
metabolites 14)
Toxicokinetics Monkey 4M/4F  Oral (gavage) A 3,10, 50 39 weeks Yes 2011N126131 m4.2.2.2
of daprodustat  (cynomolgus) (Day 1, (G10277)

and metabolites

Weeks 4, 26 & 39)
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m2.6.5. Pharmacokinetics Tabulated Summary

Listing of Absorption Studies with Daprodustat and Metabolites (Continued)

2018N370466_00

Type of Study Species No./Sex/ Method of Form Dose Duration of GLP Testing Report No. Location
(Strain) Group Administration (mgl/kg/day) or Dosing Facility (Study No.) in CTD
Concentration (Sampling
Occasions)
Studies with Metabolite GSK2531401 (M13)
Pharmacokinetics Mouse  Daprodustat IV (bolus) A 20m Single No GSK  2012N156583 m4.2.2.2
of daprodustat and (CD-1) 15M (12DMMO041)
GSK2531401 GSK2531401 E  40/100 (M13)
(M13) 18M/16Mu
15Mu
Pharmacokinetics Mouse 18Mbkv Oral (gavage) E 150 Single No GSK  2011N130731 m4.2.2.2
(CD-1) (11DMMO060)
Pharmacokinetics Mouse 18Mp.lv Oral (gavage) E 50 Single No GSK  2012N137345 m4.2.2.2
(CD-1) (12DMMO004)
Pharmacokinetics Mouse 15Mv IV (bolus) E 40 Single No GSK  2012N132320 m4.2.2.2
and EPO response ~ (CD-1) (11DMMO049)
Pharmacokinetics Rat 4MP IV (bolus) E 19.2 Single No GSK  2012N145868 m4.2.2.2
(SD) 4Mpb Oral (gavage) 218 (12DMMO019)
Studies with Metabolite GSK2391804 (M8)
Pharmacokinetics Rat 4MP IV (bolus) M 40 Single No GSK  2012N153861 m4.2.2.2
(SD) Oral (gavage) 100 (12DMMO038)
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m2.6.5. Pharmacokinetics Tabulated Summary 2018N370466_00

Listing of Absorption Studies with Daprodustat and Metabolites (Continued)

Type of Study Species No./Sex/ Method of Form Dose Duration of GLP  Testing Report No. Location
(Strain) Group Administration (mgl/kg/day) or Dosing Facility (Study No.) in CTD
Concentration (Sampling
Occasions)
Studies with Metabolites GSK2391220 (M2), GSK2506104 (M3), GSK2531401 (M13)
Pharmacokinetics Mouse 24M SC (Injection) D, E, 1.2 (M2), Single No  GSK 2013N174038 m4.222
(CD-1) N 1.5 (M3) (13DMMO16)
0.77 (M13)
Toxicokinetics Mouse 15F SC (Injection) D, E, 2.0 (M2) 14 days No  GSK 2014N208198  m4.2.2.2
(CD-1) N 2.5 (M3) (M70590N)
1.3 (M13)

Key: BSA = Body surface area, DB = Dutch Belted, EPO = Erythropoietin, IV = Intravenous, pc = post coitum, w/w = weight/weight ratio, Testing Facility:
M2 = GSK2391220, M3 = GSK2506104, M13 = GSK2531401, GD = Gestation day, LD = Lactation day, NZW = New Zealand White, SC = =
Subcutaneous, SD = Sprague Dawley. =

A = Daprodustat (Parent form). =

B = Daprodustat (Potassium salt). GSK = GlaxoSmithKline.
C = Daprodustat (Tris monohydrate salt).

D = M2 metabolite of daprodustat, GSK2391220 (Parent form).
E = M3 metabolite of daprodustat, GSK2506104 (Parent form).
M = M8 metabolite of daprodustat, GSK2391804 (Parent form).
N = M13 metabolite of daprodustat, GSK2531401 (Parent form).
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m2.6.5. Pharmacokinetics Tabulated Summary 2018N370466_00

Listing of Absorption Studies with Daprodustat and Metabolites (Continued)

Location
in CTD

Type of Study Species No./Sex/ Method of Form Dose Duration of GLP  Testing Report No.
(Strain) Group Administration (mgl/kg/day) or Dosing Facility (Study No.)
Concentration (Sampling
Occasions)

a= Composite sampling design; n=3/time point.
b = Non-fasted animals.
c= Fasted animals.
d = Animals received either a 22 or 120 minute IV infusion.
e = (GSK1278863B, the potassium salt of daprodustat was used.
f= GSK1278863D, the tris monohydrate salt of daprodustat was used.
g = Samples obtained from the 13 week toxicity study in the mouse, [Report 2011N112096].
h = On Day 17, the dose was reduced from 30 mg/kg/day to 15 mg/kg/day for females only.
i= 2M/2F fasted animals were administered the 90 mg/kg/day dose in a capsule, and 2M/2F fed animals were administered an oval gavage dose of 90 mg/kg/day.
j= Samples obtained from the 13 week toxicity study in the monkey, [Report 2010N108482].
k= Suspension in 1% aqueous methylcellulose.
[ = Amorphous spray dried dispersion suspension in hydroxypropylmethylcellulose.
m = GSK2531401 (M13) dosed at either 40 mg/kg/day or 100 mg/kg/day. Daprodustat dosed at 20 mg/kg/day.
n = Daprodustat was administered orally, but some groups were also administered a cocktail of metabolites (M2,3 and 13,) of daprodustat or vehicle subcutaneously.
0= Given daprodustat at 10 mg/kg/day and metabolite cocktail - 2.5, 3.2, and 1.8 mg/kg/day (for M2, 3 or 13, respectively).
p = Given daprodustat at 40 mg/kg/day and vehicle (25 mM Phosphate Buffer, pH 7.4).
q= Given daprodustat at 40 mg/kg/day and metabolite cocktail - 2.5, 3.2, and 1.8 mg/kg/day (for M2, 3 and 13, respectively).
r=Given daprodustat at 60 mg/kg/day and metabolite cocktail - 2.5, 3.2, and 1.8 mg/kg/day (for M2, 3 and 13, respectively).
s = Given daprodustat at 60 mg/kg/day and metabolite cocktail - 7.5, 9.6, and 5.4 mg/kg/day (for M2, 3 and 13, respectively).
t= 0.2, 0.8 and 3 mg/kg/day daprodustat groups were also administered a cocktail of metabolites (M2, 3 and 13)at 2, 2.5, and 1.3 mg/kg/day, respectively.
u= 2 to 3 mice/timepoint.
v =3 mice/timepoint.
w = Daily Subcutaneous Dose metabolite cocktail [GSK2391220 (M2); GSK2506104 (M3): GSK2531401 (M13)] mg/kg/day [dosed as 1.25, 1.8 and 0.9 mg/kg/dose

BID every 6 hours].
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m2.6.5. Pharmacokinetics Tabulated Summary

Table 1.2 Listing of Distribution Studies with Daprodustat and Metabolites

2018N370466_00

Type of Study  Species (Strain)/  No./Sex Method of Form Dose Duration of Dosing GLP  Testing Report No. Location
Test System | Group  Administration (mgl/kg/day) or (Sampling Facility (Study No.) in CTD
Concentration Occasions)
Plasma Mouse (CD-1), NA In vitro A 1 and NA No  GSK  UH2008/00002 m4.2.2.3
protein binding  Rat (SD), Dog 10 pg/mL
(beagle),
Monkey
(Cynomolgus),
Human
Plasma Mouse, Rat, NA In vitro A 0.2,1,10, 30, NA No GSK CD2010/00340 m4.2.2.3
protein, HSA Rabbit, Dog, 50 pg/mL (09DMMO060)
and Monkey,
AAG binding Human
Blood cell Mouse (CD-1), NA In vitro A 1 and NA No  GSK  UH2008/00002 m4.2.2.3
association Rat (Sprague 10 pg/mL
Dawley), Dog
(beagle),
Monkey
(Cynomolgus),
Human
Kidney Mouse 15Mi IV (bolus) N 40 Single No GSK  2012N132320 m4.2.23
distribution (CD-1) (11DMMO049)
Kidney Mouse 15M IV (bolus) A 209 Single No GSK  2012N156583 m4.2.2.3
distribution (CD-1) (12DMM041)
18M/ N 40/100 (M13)
16Mh
15Mh
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Listing of Distribution Studies with Daprodustat and Metabolites (Continued)

2018N370466_00

Type of Study Species No./Sex/ Method of Form Dose Duration of GLP  Testing Report No. Location
(Strain)/ Group Administration (mg/kg/day) or  Dosing (Sampling Facility (Study No.) in CTD
Test System Concentration Occasions)

Blood to Rat 3MIF; Oral [“C] 10p Single Yes I CD2008/00100 m4.2.2.3
plasma and 3M (gavage) (intact: upto 7 (7717-705)
blood to liver BDC days)
ratio (BDC:upto 4

days)
Blood to plasma Dog 3M/3F; Oral [“C] 200 Single Yes - CD2008/00025 m4.2.2.3
ratio (beagle) 3M BDC (gavage) (intact: upto 7 (AFA00607)

days)

(BDC:upto3

days)
Blood to plasma Monkey 3M; Oral [“C] 100 Single No - 2018N355713  m4.2.2.3
ratio (cynomolgus) 2M BDC (gavage) (Upto (8361764)

168 hours)
Hepatic uptake Human NA In vitro A 05&03uM NA No  GSK  2015N232657 m4.2.2.3
(14DMMO039)

Inhibition of Sacells NA In vitro A Varyinge NA No 2015N242070 m4.2.23
OAT1, OATS, HEK293 cells (XS-0661)
OCT2, MATE1
and MATE2-K
transporters
(daprodustat
and

6 metabolites)
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CONFIDENTIAL

Listing of Distribution Studies with Daprodustat and Metabolites (Continued)

No./Sex
| Group

Type of Study Species
(Strain)/

Test System

Method of
Administration

Form

Dose
(mgl/kg/day) or
Concentration

Duration of Dosing
(Sampling
Occasions)

GLP

Testing
Facility

2018N370466_00

Location
in CTD

Report No.
(Study No.)

Substrate for HEK293 cells NA
OATP1B1 and

OATP1B3

transporters

(daprodustat

and

6 metabolites)

Substrate for Sacells NA
OAT1, OATS, HEK293

OCT2, MATE1 cells

and MATE2-K
transporters
(daprodustat and
6 metabolites)
Interaction with
P-gp and
membrane
permeability
P-gp-mediated
transport
inhibition
Passive and NA NA
absorptive

membrane

permeability

Human NA

Human NA

In vitro

In vitro

In vitro

In vitro

In vitro

A

A

A

[14C]

Varyingd

Varyingf
(see key)

o uM

0.1t0 100 pM

3 uMp

NA

NA

NA

NA

NA

No

No

No

No

No

GSK

GSK

GSK

2015N255319 m4.2.23

(XS-0674)

2015N249257 m4.22.3

(XS-0662)

UH2008/00018 m4.2.2.3

CD2008/00669 m4.2.2.3

(08DMMO040)
CD2008/00421 m4.22.3
(08DMMO021)
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Listing of Distribution Studies with Daprodustat and Metabolites (Continued)

0z d-g9¢

Type of Study Species No./Sex Method of Form Dose Duration of Dosing GLP  Testing Report No. Location
(Strain)/ I Group  Administration (mg/kg/day) or (Sampling Facility (Study No.) in CTD
Test System Concentration Occasions)
Microdialysis NA NA In vitro A 2.5and 25 NA No [ 2015N228833 m4.2.2.3
ng/mL
OATP1B1 and HEK- NA In vitro A 0.1t0 100 uM NA No GSK  CD2008/00231 m4.2.2.3
OATP1B3 MSRI (07DMM163)
transport
Interaction with MDCKII- NA In vitro A 3 uM NA No  GSK  UH2008/00018 m4.2.2.3
Berp1 and murine
membrane Berp1 cells
permeability
Evaluation as MDCKII- NA In vitro A 3 uMa NA No GSK  2015N237800 m4.2.2.3
substrate BCRP (15DMMO007)
cells
BCRP mediated Human NA In vitro A 0.01to NA No GSK  2012N151642 m4.2.2.3
transport 100 uM (12DMMO014)
inhibition
Whole body Rat ™ Oral [“C] 100 Single ves [ cp200800271 ma223
autoradiography (Long (gavage) (Up to 35 days) (85-0708)
Evans)
Studies with Metabolites
Plasma protein Human NA In vitro D,E, 10,100, 250 NA No GSK  2012N131897 m4.2.23
binding G, J, and (11DMMO027)
K,N*" 500 ng/mL
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m2.6.5. Pharmacokinetics Tabulated Summary

Listing of Distribution Studies with Daprodustat and Metabolites (Continued)

2018N370466_00

Type of Study Species No./Sex Method of Form Dose Duration of Dosing GLP  Testing Report No. Location
(Strain)/ I Group  Administration (mgl/kg/day) or (Sampling Facility (Study No.) in CTD

Test System Concentration Occasions)
Studies with Metabolites (Continued)
Hepatic uptake Human NA In vitro G 02,2 15uM NA No GSK  2015N259558 m4.2.2.3
of GSK2487818  (cryoprese (15DMMO035)

rved
hepatocyte
)

OATP1B1 Human NA In vitro D,E, 85nMto50 NA No  GSK  2013N166580 m4.2.2.3
transport S 'j uM
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Type of Study Species No./Sex Method of Form Dose Duration of Dosing  GLP
(Strain)/ | Group  Administration (mg/kg/day) or (Sampling
Test System Concentration Occasions)

2018N370466_00

Testing Report No. Location
Facility (Study No.) in CTD

A = Daprodustat (Parent form). D = M2 metabolite of daprodustat, GSK2391220 (Parent form). E = M3 metabolite of daprodustat,

GSK2506104 (Parent form). G = M4 metabolite of daprodustat, GSK2487818 (Parent form). J = M5 metabolite of daprodustat,

GSK2506102 (Parent form). K = M6 metabolite of daprodustat, GSK2531398 (Parent form). N = M13 metabolite of daprodustat,

GSK2531401 (Parent form). [4C] = 1*C labelled daprodusat.

AAG = a1-acid glycoprotein. Berp1 = Murine breast cancer resistant protein 1.

BCRP = Human breast cancer resistant protein. BDC = Bile duct cannulated.

HEK-MSRII =Human embryonic kidney expressing macrophage scavenger receptor |I.

hMDR1 = Human multi-drug resistant 1 gene. HSA = Human serum albumin.

MATE1 = Multidrug and toxin extrusion transporter 1. MATE2-K = Multidrug and toxin extrusion transporter 2-K.

MCDK = Madin Darby canine kidney. NA = Not applicable. OAT1 = Organic anion transporter 1.

OAT3 = Organic anion transporter 3. OATP1B1 = Organic anion transporting polypeptide 1B1.

OATP1B3 = Organic anion transporting polypeptide 1B3. OCT2 = Organic cation transporter 2.

P-gp = P-glycoprotein. w/w = weight/weight ratio.

a =30 pg/mL was employed in the binding of HSA and AAG only.

b = [“C]GSK1278863.

c= 1.4 uM GSK1278863, 20 uM M2 (GSK2391220), 20 uM M3 (GSK2506104), 10 uM M4 (GSK2487818),
5 uM M5 (GSK2506102), 10 uM M6 (GSK2531398), and 10 uM M13 (GSK2531401).

d=0.1,1,10,100 uM - GSK1278863, 0.01, 0.1, 1, 10 uM - M2 (GSK2391220) & M3 (GSK2506104), 1, 3, 10, 30 uM for
M13 (GSK2531401), M4 (GSK2487818), M5 (GSK2506102) & M6 (GSK2531398).

e=0.1,1,10,100 uM - GSK1278863, 0.01,0.1, 1,10 uM and 1, 3, 10, 30 uM (for MATE1 assay only) - M2 (GSK2391220),
1,3,10,30 uM for M3 (GSK2506104), M13 (GSK2531401), M4 (GSK2487818), M5 (GSK2506102) & M6 (GSK2531398).

f= GSK1278863D, the tris monohydrate salt of daprodustat was used.

g = GSK2531401 (M13) dosed at either 40 mg/kg/day or 100 mg/kg/day. Daprodustat dosed at 20 mg/kg/day.

h = 2 to 3 mice/timepoint.

i= 3 mice/timepoint.

22
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Table 1.3 Listing of Metabolism Studies with Daprodustat

2018N370466_00

Type of Study Species No./Sex Method of Form Dose Duration of GLP Testing Report No. Location
(Strain)/ IGroup Administration (mgl/kg/day) or Dosing Facility (Study No.) in CTD
Test System Concentration (Sampling
Occasions)
Blood stability Human NA In vitro A 1,10 pg/mL NA No GSK  UH2008/00002 m4.2.24
Clearance in Mouse, Rat, NA In vitro A 0.5 uM NA No GSK  UH2008/00018 m4.2.24
liver Dog, Monkey,
microsomes Human
Clearance in Mouse, Rat, NA In vitro A 0.5 uM NA No GSK  UH2008/00018 m4.2.24
hepatocytes Dog, Monkey,
Human

Bioactivation in Human NA In vitro [“C] 10 uM NA No GSK  CD2007/01464 m4.2.24
liver (07DMM137)
microsomes
Qualitative Human NA In vitro A 10 uM NA No GSK  UH2008/00018 m4.2.24
identification of
metabolites
following
incubation with
human
CYP enzymes
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Listing of Metabolism Studies with Daprodustat (Continued)

2018N370466_00

Type of Study Species No./Sex Method of  Form Dose Duration of GLP Testing Report No. Location
(Strain)/ IGroup Administ- (mgl/kg/day) or Dosing Facility (Study No.) in CTD
Test System ration Concentration (Sampling
Occasions)
Preliminary Mouse, Rat, NA In vitro A 10 uM NA No GSK  UH2008/00018 m4.2.2.4
identification of ~ Dog, Monkey,
metabolites Human
following
incubation with
hepatocytes
Metabolism in Mouse, Rat, NA Invitro  [“C] 12.5 uM NA No GSK  CD2008/01286 m4.2.2.4
hepatocytes Rabbit, Dog, (07DMM139)
Monkey,
Human
Metabolism in Minipig NA In vitro A 19 uM NA No GSK  2011N125815 m4.2.2.4
hepatocytes (Géttingen) (11DMMO021)
Metabolism in Hamster NA In vitro A 20 uM NA No GSK  2013N160562 m4.2.2.4
hepatocytes (Syrian) (12DMMO025)
Metabolism in Rat liver S9 NA Invitro  [“C] 4, 40, 400 pM NA No GSK 2011N114076 m4.2.2.4
rat liver S9 (10DMMO007)
Oxidative Human NA Invitro  ["C] 5uM NA No GSK  CD2010/00300 m4.2.2.4
enzymology in (09DMMO051)
liver
microsomes

24

'G°9°C

(73

H Yy
==
ECI\%‘—



0S:%2:}1 610 80 Bny

Gz'd-g9¢

CONFIDENTIAL
m2.6.5. Pharmacokinetics Tabulated Summary

Listing of Metabolism Studies with Daprodustat (Continued)

2018N370466_00

Type of Study Species No./Sex Method of  Form Dose Duration of GLP Testing Report No. Location
(Strain)/ IGroup Administ- (mgl/kg/day) or Dosing Facility (Study No.) in CTD
Test System ration Concentration (Sampling
Occasions)
CYP induction in Human NA In vitro A 0.1t0 100 uM NA No GSK  CD2008/01088 m4.2.2.4
hepatocytes (08DMM042)
Inhibition of Human NA In vitro A 0.1t0 100 uM NA No GSK  UH2008/00018 m4.2.2.4
human CYP
enzymes in liver
microsomes
Inhibition of Human NA In vitro A 0.1t0 100 uM NA No GSK  CD2008/01013 m4.2.2.4
human CYP (07DMM149)
enzymes in liver
microsomes
Metabolism in Rat 3 Exvivo  [“C] 30 NA No GSK  CD2008/00941 m4.2.2.4
isolated (Sprague (07DMM151
perfused rat Dawley)
liver
In vivo Rat 3M/3F; Oral [C] 10 Single No GSK  CD2008/01663 m4.2.2.4
metabolism (Sprague 3M (BDC) (gavage) (07DMM161)
Dawley)
In vivo Rat 14M Oral [14C] 10 Single No GSK  CD2008/00941 m4.2.2.4
metabolism (Sprague (gavage) (07DMM151
Dawley)
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Listing of Metabolism Studies with Daprodustat (Continued)

9z d-g9¢

Type of Study Species No./Sex Method of Form Dose Duration of GLP  Testing Report No. Location in
(Strain)/ IGroup Administration (mgl/kg/day) Dosing Facility (Study No.) CTD
Test System or (Sampling
Concentration  Occasions)
In vivo Dog 3M/3F; Oral [C] 20 Single No GSK  CD2008/01662 m4.2.24
metabolism (beagle) 3M (gavage) (07DMM160)
(BDC)
Metabolite Mouse, Rat, NS Oral A NS NS NS  GSK  2010N109722 m4.224
characterization Rabbit, (09DMMO062)
Monkeya,
Human®
Metabolite Monkey 3M; Oral [14C] 10 Single No . 2018N386289 m4.2.2.4
characterization  (cynomolgus) 2M (gavage) (Upto (8361764)
(BDC) 168 hours)
Metabolite Humane 4 (NS) Oral A 300 mg Single No GSK  2010N109720 m4.2.2.4
characterization (08DMM117)
Metabolite Human 4M v [4C] 50 ug Single No  GSK  2018N376203  m4.2.24
characterization Oral A 6 mg (17DMMO043)
Oral [14C] 25mg
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Listing of Metabolism Studies with Daprodustat (Continued)

lzd-g9¢

Type of Study Species No./Sex Method of Form Dose Duration of GLP  Testing Report No. Location
(Strain)/ IGroup  Administration (mgl/kg/day) or Dosing Facility (Study No.) in CTD
Test System Concentration ~ (Sampling
Occasions)
Studies with Metabolites
Inhibition of human CYP Human NA In vitro D, E, 0.0to 100 NA No GSK  2013N167801 m4.2.2.4
enzymes G,J, uM (12DMM032)
K, Ne
Inhibition of CYP Human NA In vitro Ed 0.0729 to NA No . 2018N382188 m4.2.2.4
Enzymes by 100 uM (180538)
GSK2506104 (M13)
Inhibition of CYP Enzymes ~ Human NA In vitro Ge  0.1to 100 uM NA No  GSK  2014N223000 m4.2.2.4
by GSK2487818 (M4) (Liver (13DMMO003)
Microsomes)
Determination of Mouse NA Ex vivo Af NA NA No GSK  2014N221116 m4.2.2.4
sterecisomeric forms & (plasma) (14DMMO007)
stereoisomeric conversion Human Ag
(plasma)
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2018N370466_00

Type of Study Species No./Sex Method of Form Dose Durationof GLP  Testing
(Strain)/ IGroup  Administration (mg/kg/day) or Dosing Facility

Test System Concentration ~ (Sampling

Occasions)

Report No. Location
(Study No.) in CTD

Key:

A = Daprodustat (Parent form). D = M2 metabolite of daprodustat, GSK2391220 (Parent form).

E = M3 metabolite of daprodustat, GSK2506104 (Parent form). G = M4 metabolite of daprodustat, GSK2487818 (Parent form).

J = M5 metabolite of daprodustat, GSK2506102 (Parent form). K = M6 metabolite of daprodustat, GSK2531398 (Parent form).

N = M13 metabolite of daprodustat, GSK2531401 (Parent form). [4C] = 14C labelled daprodusat. BDC = Bile duct cannulated.

CYP = Cytochrome P450. NA = Not applicable. NS = Not specified.

a = Samples obtained during toxicity studies CD2009/00639/00, CD2009/00780/00, CD2009/00900/00, CD2009/00390/00 and CD2009/00951/00.
b = Samples obtained from clinical study PHX111427 (GSK Document Number ZM2009/00008/00).

¢ = Study assessed metabolites M2 (GSK2391220), M3 (GSK2531403), M4 (GSK2487818), M5 (GSK2506102), M6 (GSK2531398), M13
(GSK2531401).

d = Study assessed metabolite M3 (GSK2506104).

e = Study assessed metabolite M4 (GSK2487818).

f= Daprodustat was administered in vivo, but metabolites M2 (GSK2391220), M3 (GSK2506104) and M13 (GSK2531401) were monitored in the study.
g = Daprodustat was administered in vivo, but stereoconversion between metabolite form for M3 (GSK2506104 to GSK2531403) and M13 (GSK2531401

to GSK2531400) were monitored in the study.
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m2.6.5. Pharmacokinetics Tabulated Summary

CONFIDENTIAL

2018N370466_00

Table 1.4 Listing of Excretion Studies with Daprodustat
Type of Study Species No./Sex/ Method of Form Dose Duration of GLP  Testing Report No. Location
(Strain)/ Group Administration (mgl/kg/day) or Dosing Facility (Study No.) in CTD
Test System Concentration (Sampling
Occasions)
Elimination Rat 15M/15F; Oral [14C] 10 Single Yes [ CD2008/00100 m4.2.2.5
(Sprague 3M (BDC) (gavage) (Upto (7717-705)
Dawley) 168 hours)
Elimination Dog 3M/3F Oral [14C] 20 Single Yes [  CD2008/00025 m4.2.25
(beagle) 3M (BDC) (gavage) (intact: up to (AFA00607)
168 hours)
(BDC: up to
72 hours)
Elimination Monkey 3M; Oral [4C] 10 Single No - 2018N355713  m4.2.2.5
(cynomolgus) 2M (BDC) (gavage) (up to (8361764)
168 hours)
Milk transfer Rat 6F Oral A 0.8,7,40 38 days Yes || 2018N365151 m4.2.2.5
(SD) (pregnant (gavage) 2.5 (M2) (GDe, GD9 (R71242G)
/ SC 3.2 (M3) and LD21)
lactating) 1.8 (M13)
Key: Testing Facility:

BDC = Bile duct cannulated.
A = Daprodustat (Parent form).
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2018N370466_00

2. ANALYTICAL METHODS AND VALIDATION REPORTS
Table 2.1 Pharmacokinetics: Analytical Methods and Validation Reports
Type of Study Species Quantification Limits Report No. Location

(Method Reference) in CTD
Abbreviated method for the determination of GSK1278863 in Mouse 50 to 50000 ng/mL CD2009/00955 m4.2.2.1
acidified mouse plasma using HPLC-MS/MS (GSK1278863MOPLVALA)
Abbreviated method for the determination of metabolites of Mouse 1 to 1000 ng/mL 2010N109787 m4.2.2.1
GSK1278863 (GSK2391220, GSK2531403, GSK2499166, (GSK1278863MOPLVALB)
GSK2531399, GSK2531398 and GSK2531400) in acidified
mouse plasma using HPLC-MS/M
Quantitation of GSK1278863, GSK2391220, GSK2506104, Mouse 10 to 10000 ng/mL 2013N182744 m4.2.2.1
and GSK2531401 in Acidified Mouse Plasma via UPLC with (GSK1278863) (AHMJ2)
MS/MS Detection 0.200 to 200 ng/mL

(metabolites)

Quantitation of GSK1278863, GSK2391220, GSK2506104, Mouse 10 to 10000 ng/mL 2014N219756 m4.2.2.1
and GSK2531401 in Acidified Mouse Plasma via UPLC with (AHMJ2)
MS/MS Detection
- Supplemental Validation Data 2
Quantitation of GSK1278863, GSK2391220, GSK2506104, Mouse 10 to 10000 ng/mL 2014N198503 m4.2.2.1
and GSK2531401 in Acidified Mouse Plasma via UPLC with (AHMJ2)
MS/MS Detection
- Supplemental Validation Data 2
Validation of a method for the determination of GSK1278863 Rat 50 to 50000 ng/mL CD2007/01258 m4.2.2.1
in acidified rat plasma using HPLC-MS/MS (GSK1278863RTPLVALB)
Supplemental validation data to “The validation of a method Rat 50 to 50000 ng/mL 2011N122686 m4.2.2.1
for the determination of GSK1278863 in acidified rat plasma (GSK1278863RTPLVALB)
using HPLC-MS/MS”
Validation of an analytical procedure for the determination of Rat 50 to 50000 ng/mL 2010N108487 m4.2.2.1
GSK1278863 in rat plasma using protein precipitation and (- 8203526)

LC-MS/MS
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Pharmacokinetics: Analytical Methods and Validation Reports (Continued)

2018N370466_00

Type of Study Species Quantification Limits Report No. Location

(Method Reference) in CTD
Validation of a method for the determination of Rat 10 to 10000 ng/mL 2011N124217 m4.2.2.1
GSK26442654 in rat plasma using UHPLC-MS/MS (GSK2642654RTPLVALA)
Supplemental validation data to “The validation of a method Rat 10 to 10000 ng/mL 2012N131536 m4.2.2.1
for the determination of GSK2642654 using UHPLC-MS/MS” (GSK2642654RTPLVALA)
Validation of an analytical procedure for the determination of Rat 50 to 50000 ng/mL 2013N180658 m4.2.2.1
GSK1278863 in acidified rat plasma via HPLC-MS/MS (P1242)
Quantitation of GSK1278863 in Acidified Rat Plasma via Rat 50 to 50000 ng/mL 2014N219980 m4.2.2.1
HPLC with MS/MS Detection (P1242)
Quantitation of GSK1278863, GSK2391220, GSK2506104, Rat 150 to 150000 ng/mL 2016N308027 m4.2.2.1
and GSK2531401 in acidified rat plasma via UHPLC with (GSK1278863) (P1484)
MS/MS Detection 0.200 to 200 ng/mL

(Metabolites)

Supplemental validation data to “Quantitation of Rat 150 to 150000 ng/mL 2018N36125 m4.2.2.1
GSK1278863, GSK2391220, GSK2506104, and (P1484)
GSK2531401 in Acidified Rat Plasma via UHPLC with
MS/MS Detection”
Abbreviated validation of a method for the determination of Rabbit 50 to 50000 ng/mL CD2008/01209 m4.2.2.1
GSK1278863 in acidified rabbit plasma using HPLC-MS/MS (GSK1278863RBPLVALA)
Validation of an analytical procedure for the determination of Rabbit 50 to 50000 ng/mL 2010N108826 m4.2.2.1
GSK1278863 in rabbit plasma using protein precipitation and (I 5204240)
LC-MS/MS
Validation of a method for the determination of GSK1278863 Rabbit 1 to 1000 ng/mL 2011N119256 m4.2.2.1
in acidified rabbit plasma using UHPLC-MS/MS (GSK1278863RBPLVALB)
Supplemental validation data to “The validation of a method Rabbit 1to 1000 ng/mL 2012N132981 m4.2.2.1
for the determination of GSK1278863 in acidified rabbit (GSK1278863RBPLVALB)
plasma using UHPLC-MS/MS
The validation of the method for the determination of the Rabbit 1 to 1000 ng/mL 2012N139919 m4.2.2.1
metabolites of GSK1278863 (GSK2391220, GSK2531403, (GSK1278863RBPLVALC)

(GSK2499166, GSK2531399, GSK2531398 and
GSK2531400) range 1 to 1000 ng/mL in acidified rabbit
plasma using UHPLC/MS/MS
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Pharmacokinetics: Analytical Methods and Validation Reports (Continued)

2018N370466_00

Type of Study Species Quantification Limits Report No. Location

(Method Reference) in CTD

Abbreviated validation of a method for the determination of Dog 50 to 50000 ng/mL CD2007/01259 m4.2.2.1

GSK1278863 in acidified dog plasma using HPLC-MS/MS (GSK1278863DOPLVALC)

Validation of an analytical procedure for the determination of Dog 50 to 50000 ng/mL 2010N108824 m4.2.2.1

GSK1278863 in dog plasma using protein precipitation and (- 8203527)

LC-MS/MS

Quantitation of GSK1278863 in Gottingen minipig plasma via Minipig 0.100 to 100 ng/mL 2014N213579 m4.2.2.1

UPLC with MS/MS detection (P1298)

Quantitation of GSK1278863 in Acidified Gottingen Mini Pig Minipig 0.100 to 100 ng/mL 2015N232986 m4.2.2.1

Plasma via UPLC with MS/MS Detection (P1352)

Quantitation of GSK1278863 in Minipig Epidermis via UPLC Minipig 0.500 to 500 ng/mL 2015N232987 m4.2.2.1

with MS/MS Detection - method performance evaluation (P1351)

Quantitation of GSK1278863 in Minipig Dermis via UPLC with Minipig 0.500 to 500 ng/mL 2015N237487 m4.2.2.1

MS/MS Detection - Method Perfomance Evalution (P1370)

Quantitation of GSK1278863 in acidified Gottingen mini pig Minipig 0.100 to 100 ng/mL 2016N272071 m4.2.2.1

plasma via UPLC with MS/MS detection (P1370)

Abbreviated validation of a method for the determination of Monkey 50 to 50000 ng/mL CD2009/00712 m4.2.2.1

GSK1278863 in acidified monkey plasma using HPLC- (GSK1278863CYPLVALA)

MS/MS

Method for the determination of metabolites of GSK1278863 Monkey 1to 1000 ng/mL CD2010/00387 m4.2.2.1

(GSK2391220, GSK2531403, GSK2499166, GSK2531399, (GSK1278863CYPLVALB)

GSK2531398 and GSK2531400) in acidified monkey plasma

using UHPLC-MS/MS

Supplemental validation data to “The validation of a method Monkey 1to 1000 ng/mL 2011N126360 m4.2.2.1

for the determination of the metabolites of GSK1278863 (GSK1278863CYPLVALB)

(GSK2391220, GSK2531403, GSK2499166, GSK2531399,
(GSK2531398, and GSK2531400) in acidified monkey plasma
using UHPLC-MS/MS

Key:

HPLC = High performance liquid chromatography, LC = liquid chromatography, MS/MS = Tandem mass-spectrometry, NA = Not applicable,

UHPLC = Ultra high performance liquid chromatography.
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3. PHARMACOKINETICS: ABSORPTION AFTER A SINGLE DOSE

Table 3.1

Absorption of Daprodustat after a Single Dose

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.2

Report No.: UH2008/00002 Study No.: -
Species (Strain): Mouse (CD-1) Rat (SD)
Gender (M/F)/Number of Animals:  3M/time point 3Mitime point 3M/time point 3M M 3M
Feeding Condition: Non-fasted Fasted Fasted Non-fasted Fasted Fasted
Vehicle/Formulation: 2% DMSO0, 49% of 2% DMSO, 20% 50% PEG-400, 10%  2%DMSO, 49% of 2% DMSO, 20% 1% (W/v)
40%(wiv) (w/v) Captisol™1in  Ethanol, and 40% of ~ 40% (w/v) (w/v) Captisol™1in  Methylcellulose in
Captisol™1 in water, ~ water, pH~7/Solution  40% (w/v) Captisol™1 in water,  water, pH~6.5- water/Suspension
49% isotonic saline, Encapsin in 49% isotonic saline,  7.0/Solution
pH~7.0-7.5 water/Solution pH~7.0
Method of Administration: IV (bolus) Oral (gavage) Oral (gavage) IV (1 hour infusion) Oral (gavage) Oral (gavage)
Dose (mg/kg): 1.3 1.9 3.9 0.6 1.6 311
Sample: Plasma Plasma Plasma Plasma Plasma Plasma
Analyte: GSK1278863 GSK1278863 GSK1278863 GSK1278863 GSK1278863 GSK1278863
Assay: HPLC-MS/MS HPLC-MS/MS HPLC-MS/MS HPLC-MS/MS HPLC-MS/MS HPLC-MS/MS
PK Parameters:
Cmax (ug/mL) 4.227 4.863 5.603 3.033£0.312 2.863 £ 0.506 62.4 £3.78
AUCO-t (ug.h/mL)  31.923 41.817 71.430 53.5569 + 6.3543 99.4573 +14.9089 941.020 + 68.912
AUCO-inf (ug.h/mL) - - - 54.8169 + 7.0091 106.626 + 19.9696 -
1.0 2.0 - 4.0[1.0 t0 6.0] 2.0[1.0t0 4.0]
- - - 335%6.2 37.2+125 -
42 12+1.2 -
0.3 0401
7.8 - 36.7£4.7 -
- 88 - 100

Additional Information: Mean or Mean + SD
- = not applicable; IV = intravenous, SD = Sprague-Dawley; HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry

a: Median [range].
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Absorption of Daprodustat after a Single Dose (Continued)

Test Article: GSK1278863
Location in CTD: m4.2.2.2

Report No.: UH2008/00002 Study No.: -
Species (Strain): Dog (beagle)
Gender (M/F)/Number of Animals:  3M M 3M 3M 3M
Feeding Condition: Fasted Fasted Non-fasted Non-fasted Non-fasted
Vehicle/Formulation: 2% DMSO0, 49% of 40% 2% DMSO, 20% (w/v) -/Capsule -/Capsule -/Capsule

Method of Administration:

(w/v) Captisol™1 in
water, 49% isotonic
saline, pH~8.0

IV (1 hour infusion)

Captisol™1 in water,
pH~8.5/Solution

Oral (gavage)

Oral (gavage)

Oral (gavage)

Oral (gavage)

e d-g9¢

Dose (mg/kg): 1.2 3.2 5 5 (potassium salt) 5 (tris monohydrate)
Sample: Plasma Plasma Plasma Plasma Plasma
Analyte: GSK1278863 GSK1278863 GSK1278863 GSK1278863 GSK1278863
Assay: HPLC-MS/MS HPLC-MS/MS HPLC-MS/MS HPLC-MS/MS HPLC-MS/MS
PK Parameters:
Cmax (ug/mL) 3.257 £ 0.232 2.537 £ 0.09 2.720 £ 0.249 1.413 £0.337 2.667 +0.901
AUCO-t (ug.h/mL)  21.4529 + 4.5992 25.1892 + 4.823 24.1541 £ 4.7588 13.3425 £ 1.8105 24.9266 +9.9981
AUCO-inf (ug.h/mL)  23.6067 +6.6162 28.3774 + 6.8046 24.5485 + 4.8559 13.6248 + 1.8947 25.2100 + 10.0479
tmaxa (h) - 1.5[0.8t04.0] 4.0[3.0t04.0] 3.0[2.0t0 4.0] 40[2.0t04.0]
t1/2(h) 6.6+2.1 7417 75+19 55+06 6.7+15
CL (mL/h/kg) 54 +12 - - - -
Vss (L/kg) 0.5+0.1
MRT (h) 8.8+27 - - - -
F(%) - 466 25 15 25

Additional Information: Mean £ SD
- = not applicable; IV = intravenous, SD = Sprague-Dawley; HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry
a: Median [range]
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m2.6.5. Pharmacokinetics Tabulated Summary

Absorption of Daprodustat after a Single Dose (Continued)

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.2

Report No.: UH2008/00002 Study No.: -
Species (Strain): Dog (beagle) Monkey (cynomolgus)
Gender (M/F)/Number of Animals:  3M M 3M 3M 3M
Feeding Condition: Non-fasted Non-fasted Non-fasted Fasted Fasted
Vehicle/Formulation: 1% (wiv) Methylcellulose 1% (w/v) Methylcellulose 1% (w/v) Methylcellulose 2% DMSO, 49% of 40% 2% DMSO, 20% (wiv)
in water, in water, in water, (w/v) Captisol™1 in Captisol™1 in

pH~5.7/Suspension pH~6.1/Suspension

Method of Administration: Oral (gavage) Oral (gavage)
Dose (mg/kg): 1 3.1
Sample: Plasma Plasma
Analyte: GSK1278863 GSK1278863
Assay: HPLC-MS/MS HPLC-MS/MS
PK Parameters:
Cmax (ug/mL) 0.439 £ 0.047 2.543 £ 0.582
AUCO-t (ug.h/mL)  5.6859 + 0.8618 22.4373 + 6.5537
AUCO-inf (ug.h/mL)  6.8203 + 1.439%4 32.551, 15.6544
tmaxa (h) 2.0[1.0 to 4.0] 3.0[1.51t04.0]
t1/2(h) 85+24 9.1,5.2
CL (mL/h/kg) - -
Vss (L/kg)
MRT (h) - -
F(%) 32 40

pH~5.3/Suspension

Oral (gavage)
30.6

Plasma
GSK1278863
HPLC-MS/MS

7.887 +1.755
90.2177 +22.2743
110.4849 + 33.0166
4.0[4.0t06.0]
9.0+1.2

16

water,

49% isotonic saline,
pH~8.0-8.5

IV (1 hour infusion)
1.1

Plasma
GSK1278863
HPLC-MS/MS

1.437 £ 0.169
2.0924 +£0.43
2.1919 £ 0.557

1.9+01
504 + 12
0.8+0.1
1.6+0.1

water/Solution

Oral (gavage)
3

Plasma
GSK1278863
HPLC-MS/MS

0.374 +0.096
1.7152 + 0.3148
2.0406 + 0.4475

6.0+3.8

34+8

Additional Information: Mean + SD (n=2 - 3)
intravenous, HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry

- = not applicable; IV =

a: Median [range]
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Absorption of Daprodustat after a Single Dose (Continued)

CONFIDENTIAL

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.2
Report No.: 2012N156583
Study No.: 12DMMO041

Report No.: CD2008/01285
Study No.: 08DMMO039

Species (Strain): Mouse (CD-1) Rat (SD) Rat (SD)
Gender (M/F)/Number of Animals: 3M/time point 3M 3M
Feeding Condition: Non-fasted - -
Vehicle/Formulation: 10% Captisol2/Solution 6% Cavitron/Solution 6% Cavitron/Solution
Method of Administration: IV (bolus) IV infusion, 22-minute IV infusion, 2-hour
Dose (mg/kg): 20 17.5 1.1
Sample: Plasma Plasma Plasma
Analyte: GSK1278863 GSK1278863 GSK1278863
Assay: UHPLC-MS/MS LC/MS/MS LC/MS/MS
PK Parameters:
Cmax (ug/mL) 88.0 39.2+ 31 54.6 £ 0.26
AUCO-t (ug.n/mL) 614 371157 423 + 49
AUCO-inf (ug.h/mL) 685 NA NA
tmax (h)  0.083 1.420.40, 2.43]° 2.00[2.00, 2.501
t1/2(h) 7.28 NA NA
CL (mL/h/kg) 26.6 NA NA
Vss (L/kg) 0.270 NA NA
MRT (h) 10.2 NA NA

Additional Information: Mean + SD

- = unknown; IV = intravenous, LC-MS/MS = liquid chromatography-tandem mass spectrometry; MC = methylcellulose; NA = not calculated/not applicable; SD = Sprague-Dawley;
UHPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry

The systemic exposure (AUCO-t and Cmax) increased proportionally with increasing dose from 0.02 to 7.0 mg/kg.
a: 10% Captisol™ in 25 mM Tris buffer (final formulation pH 9)

b: Median [range]
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Absorption of Daprodustat after a Single Dose (Continued)

Test Article: GSK1278863
Location in CTD: m4.2.2.2
Report No.: 2013N184197  Study No.: R70458N

Species (Strain): Rat (SD) Rat (SD) Rat (SD) Rat (SD)
Gender (M/F)/Number of Animals:  3F 3F 3F 3F
Feeding Condition: - - - -
Vehicle/Formulation: 1% MCe/Solution 1% MCa/Solution 1% MCe/Solution 1% MCa/Solution
Method of Administration: Oral (gavage) Oral (gavage) Oral (gavage) Oral (gavage)
Dose (mg/kg): 0.02 0.1 0.8 7.0
Sample: Plasma Plasma Plasma Plasma
Analyte: GSK1278863 GSK1278863 GSK1278863 GSK1278863
Assay: UHPLC-MS/MS UHPLC-MS/MS UHPLC-MS/MS UHPLC-MS/MS
PK Parameters:
Cmax (ug/mL) 0.137[0.135, 0.139] 0.850[0.723, 0.995] 6.29 [6.07, 6.68] 46.5[43.3, 50.4]
AUCO-t (ug.h/mL) 2.35[2.12, 2.63] 11.5[9.57, 12.7] 94.3192.2,96.0] 704 [648, 790]
tmax (h) 4.0[2.0, 8.0] 2.0[2.0,2.0] 2.0[2.0,2.0] 2.0[2.0,2.0]
t1/2(h) NA NA NA NA

Additional Information: Mean [range]

- = unknown; IV = intravenous, LC-MS/MS = liquid chromatography-tandem mass spectrometry; MC = methylcellulose; NA = not calculated/not applicable; SD =
Sprague-Dawley; UHPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry

The systemic exposure (AUCO-t and Cmax) increased proportionally with increasing dose from 0.02 to 7.0 mg/kg.

a: 1% methylcellulose (400cps @ 2%) (w/v)/ 0.2% Tween 80 (v/v)/ 5 mM NaOH in water (final pH 6.0)
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Absorption of GSK2531401 (M13) after a Single Dose

2018N370466_00

Test Article: GSK2531401 (M13)

Location in CTD: m4.2.2.2
Report No.: 2012N156583
Study No.: 12DMM041

Report No.: 2012N132320
Study No.: 11DMMO049

Report No.: 2011N130731
Study No.: 11DMMO060

Species (Strain): Mouse (CD-1) Mouse (CD-1) Mouse (CD-1) Mouse (CD-1)
Gender (M/F)/Number of Animals: 2 or 3M/time point 2M/time point 3M/time point 3Mitime point
Feeding Condition: Non-fasted Non-fasted Non-fasted Non-fasted
Test Article: GSK2531401 GSK2531401 GSK2531401 GSK2531401
Vehicle/Formulation: Saline/Solution Saline/Solution Saline/Solution 1% MC/Suspension
Method of Administration: IV (bolus) IV (bolus) IV (bolus) Oral (gavage)
Dose (mg/kg): 40 100 40 150
Sample: Plasma Plasma Plasma Plasma
Analyte: GSK2531401 GSK2531401 GSK2531401 GSK2531401
Assay: UHPLC-MS/MS UHPLC-MS/MS UHPLC-MS/MS UHPLC-MS/MS
PK Parameters:
Cmax (ug/mL) 81.5 210 NAb 0.476
AUCO-t (ug.n/mL) 27.8 92.8 NAb 2.13
AUCO-inf (ug.h/mL)  27.9 92.9 NAb NA
tmax (h) 0.083 0.083 NAb 0.5
t1/2 (h) 4.61 1.04 NAb NA
CL (mL/h/kg) 1210 1090 NAb NA
Vss (L/kkg) 0.433 0.418 NAb NA
MRT (h) 0.357 0.384 NAb NA

Additional Information: Mean, IV = intravenous; MC = methylcellulose; NA = not calculated/not applicable; UHPLC-MS/MS = Ultra high performance liquid chromatography-tandem

mass spectrometry

Both GSK2531401 and GSK1278863 (see Table 3.1 for data after GSK1278863 administration) were characterized by low plasma clearance and a low steady state volume of
distribution in male CD-1 mice. GSK2531401 (metabolite of GSK1278863) exhibited approximately 40-fold higher clearance than GSK1278863.
a: 10% Captisol™ in 25 mM Tris buffer (final formulation pH 9)
b: Plasma concentrations were quantifiable only up to the 8 hour sampling period, therefore pharmacokinetic analysis of GSK2531401 was not performed due to insufficient data points

for accurate analysis.
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Absorption of GSK2531401 (M13) after a Single Dose (Continued)

CONFIDENTIAL

2018N370466_00

Test Article: GSK2531401 (M13)

Location in CTD: m4.2.2.2
Report No.: 2012N137345
Study No.: 12DMM004

Report No.: 2012N145868
Study No.: 12DMMO019

Species (Strain): Mouse (CD-1) Rat (SD) Rat (SD)
Gender (M/F)/Number of Animals: 3M/time point 4M 4M
Feeding Condition: Non-fasted Non-fasted Non-fasted
Test Article: GSK25314012 GSK2531401 GSK2531401
Vehicle/Formulation: 1% MC/Suspension Saline/Solution 1% MC/Suspension
Method of Administration: Oral (gavage) [\Vvo Oral (gavage)
Dose (mg/kg): 50 40 150
Sample: Plasma Plasma Plasma
Analyte: GSK2531401 GSK2531401 GSK2531401
Assay: UHPLC-MS/MS UHPLC-MS/MS UHPLC-MS/MS
PK Parameters:
Cmax (ug/mL) 0.171 28.1+£2.07 0.346 £ 0.0913
AUCO-t (ug.h/mL)  0.564 222+485 1.72 +0.426
AUCO-inf (ug.h/mL)  NA 222+485 2.17 £0.506
tmax (h) 0.5 NA 0.53 [0.50 - 0.55]
t1/2(h) NA 0.93+0.29 NA
CL (mL/min/kg) NA 14.8 £2.45 NA
Vss (L/kg) NA 0.828 + 0.0562 NA
MRT (h) NA 0.96 +0.19 NA
F(%) NA NA 0.85¢

Additional Information: Mean + SD

IV = intravenous; MC = methylcellulose; NA = not calculated/not applicable; SD = Sprague-Dawley; UHPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass

spectrometry

The low volume of distribution in male rats suggests limited distribution of GSK2531401 beyond the central compartment.

a: amorphous spray-dried

b: IV pharmacokinetic parameters were analyzed after a 2 minute infusion.

¢: Median [range]

d: F (%) calculated using mean AUCO-inf for IV and oral doses.
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m2.6.5. Pharmacokinetics Tabulated Summary

Table 3.3

2018N370466_00

Absorption of GSK2391220 (M2), GSK2506104 (M3) and GSK2531401 (M13) after a Single Co-administration Dose

Test Article: GSK2391220 (M2), GSK2506104 (M3) and GSK2531401 (M13)

Location in CTD: m4.2.2.2
Report No.: 2013N174038

Study No.: 13DMMO016

Species (Strain): Mouse (CD-1) Mouse (CD-1) Mouse (CD-1)
Gender (M/F)/Number of Animals: 3Mitime point 3Mitime point 3M/time point
Feeding Condition: Non-fasted Non-fasted Non-fasted
Test Article: M2 M3 M13
Vehicle/Formulation: Phosphate buffer#Solution Phosphate buffera/Solution Phosphate buffera/Solution
Method of Administration: SC (as cocktail of M2, M3 and M13)  SC (as cocktail of M2, M3 and M13)  SC (as cocktail of M2, M3 and M13)
Dose (mg/kg): 2.0 2.5 1.3
Sample: Plasma Plasma Plasma
Analyte: M2 M3 M13
Assay: UHPLC-MS/MS UHPLC-MS/MS UHPLC-MS/MS
PK Parameters:
Crax (ug/mL)  5.670 7.160 5.490
AUCo-2 (ug.h/mL) 1.510 1.960 1.510
AUCq.(ug.h/mL) 1.520 1.970 1.510
tmax (N)  0.083 0.083 0.083
tast () 4.00 8.00 2.00

Additional Information: Mean

SC = Subcutaneous Injection, UHPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry
The AUCy.2 and Crmax of all three metabolites were comparable.
a: 25 mM phosphate buffer containing 4.75 mg/mL NaCl (pH = 7.35 - 7.40).
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Table 3.4 Absorption of GSK2391804 (M8) after a Single Dose

Test Article: GSK2391804 (M8)
Location in CTD: m4.2.2.2
Report No.: 2012N153861
Study No.: 12DMM038

Species (Strain): Rat (SD) Rat (SD)
Gender (M/F)/Number of Animals: 4M 4M
Feeding Condition: Non-fasted Non-fasted
Test Article: GSK2391804 GSK2391804
Vehicle/Formulation: Saline/Solution 1% MC/Suspension
Method of Administration: IVa (bolus) Oral (gavage)
Dose (mg/kg): 40 100
Sample: Plasma Plasma
Analyte: GSK2391804 GSK2391804
Assay: UHPLC-MS/MS UHPLC-MS/MS
PK Parameters:
Cmax (Mg/mL) 134 +9.81 0.434 £0.0885
AUCo-+ (ug.h/mL)  NA 2.33+£0.726
AUCo-inf (ug.h/mL)  52.9 +10.1 NA
tmax () NA 0.54 [0.52-0.57]
tiz (h) 5.37+0.23 NA
CL (mL/mintkg) 12.2 +2.00 NA
Vss (L/kg)  0.485 +0.0804 NA
MRT (h) 0.66 +0.02 NA
F (%) NA 1.53¢

Additional Information: Mean + SD

IV = intravenous; MC = methylcellulose; NA = not calculated/not applicable; SD = Sprague-Dawley;

UHPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry

As the bioanalytical assay was achiral, the exposure values correspond to the sum of the circulating stereoisomeric forms of GSK2391804 (metabolite of GSK1278863).
In male rats, GSK2391804 was characterized by a low plasma clearance, a low steady state volume of distribution and a long terminal half-life.

a: IV pharmacokinetic parameters were analyzed after a 2 minute infusion.

b: Median [range]

c: F (%) calculated using mean AUCO-inf for IV and mean AUCO-t oral due to the high % extrapolation of AUCt.n oral.
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Absorption of GSK2391804 (M8) after a Single Dose (Continued)

Test Article: GSK2391804
Location in CTD: m4.2.2.2
Report No.: 2012N153861  Study No.: 12DMM038

Species (Strain): Rat (SD) Rat (SD) Rat (SD) Rat (SD)
Gender (M/F)/Number of Animals:  4M 4M 4M 4M
Feeding Condition: Non-fasted Non-fasted Non-fasted Non-fasted
Test Article: GSK2391804 GSK2391804 GSK2391804 GSK2391804
Vehicle/Formulation: Saline/Solution Saline/Solution Saline/Solution 1% MC/Suspension
Method of Administration: [\Va |\Va [\Va Oral (gavage)
Dose (mg/kg): 40 40 40 100
Sample: Plasma Plasma Plasma Plasma
Analyte: GSK2391220 (M2) GSK2531403 (M3) GSK2499166 (M4) GSK2391220 (M2)
Assay: UHPLC-MS/MS UHPLC-MS/MS UHPLC-MS/MS UHPLC-MS/MS
PK Parameters:
Crax (Mg/mL)  0.0702 + 0.0147 0.00329 + 0.000272 0.00386 + 0.000286 0.00352 + 0.000606
AUCo+ (ug.h/mL) 0.0884 +0.0212 NA NA 0.0197 +0.0121
tmax (0)°  0.52[0.50 - 0.60) 0.11]0.10-0.13) 0.11]0.10-0.13) 0.5410.52 - 0.57)

Additional Information: Mean + SD

IV = intravenous; MC = methylcellulose; NA = not available (not enough data points to calculate); SD = Sprague-Dawley; UHPLC-MS/MS = Ultra high performance
liquid chromatography-tandem mass spectrometry

As the bioanalytical assay was achiral, the exposure values correspond to the sum of the circulating stereoisomeric forms of each chiral metabolite.

Metabolites GSK2531403 (M3) and GSK2499166 (M4) were generally quantifiable to 1 hour post-intravenous dosing while they were non-quantifiable after oral
administration. Metabolites GSK2531399 (M5), GSK2531398 (M6) and GSK2531401 (M13) were not quantifiable at any time point regardless of dose route.
Following either a single oral or intravenous administration of GSK2391804 (M8) to rats, plasma exposure (AUCo. and Crmax) of selected, known hydroxylated
metabolites of GSK1278863 was low (mean systemic exposure metabolite : M8 ratios <0.008).

a: IV pharmacokinetic parameters were analyzed as a 2 minute infusion.

b: Median [range]
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Table 3.5

Dog single dose study with Daprodustat

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.2
Report No.: CD2006/01837

Study No.: D06386

Species (Strain): Dog (beagle)
Test Article: GSK1278863
Vehicle/Formulation: 1% (w/v) methylcellulose/ suspension
Method of Administration: Oral (gavage)
Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals:  1M/1F
Dose (mg/kg/day): 120
Duration of dosing (weeks): Single
PK Parameters:
Male Female
Crnax (ug/mL)  11.82 25.2
AUCo-4 (ug.h/mL) 99.02 313
tmax () 2.002 8.00

Additional Information: Individual (n=1), -

=unknown

HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry
a: Three episodes of emesis were noted for the male (D07M-219) between approximately 0.47 and 4 hours post dose.
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Table 3.6 Absorption of Daprodustat after a Single Dermal Dose to Minipigs

Test Article: GSK1278863 Location in CTD: m4.2.2.2
Study Number: F43142N Report No.: 2013N180775
Study Title: Single Application Dermal Irritation and Toxicokinetic Study in Minipigs

PK Parameters:

vy d-g9¢

Dose Concentration of GSK1278863 (% wiw)®
Parameter 10 35
AUC o Mean (n=2) 84.9 132
(ng.h/imL) Min 48.7 4.99
Max 121 260
Crnax Mean (n=2) 9.49 15.6
(ng/mL) Min 2.77 1.55
Max 16.2 29.6
Tmax Median (n=2) 12.5 14.0
(h) Min 1.0 4.0
Max 24.0 24.0
Noteworthy Findings: No dermal irritation was observed in the study

Key:
a = AUCo.t was referred to the area under the concentration curve from time zero to the last quantifiable concentration up to 24 hours post dose.
b = The dose was administered as 1 g formulation/kg for at least 23 + 1 hour duration of exposure.
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Table 3.7

Absorption of Daprodustat after a Single Oral Dose to Monkeys

2018N370466_00

Test Article: GSK1278863

Species (Strain):

Test Article:
Vehicle/Formulation:
Method of Administration:
Sample:

Analyte:

Assay:

Gender (M/F)/Number of Animals:

Dose (mg/kg/day):
Duration of dosing (weeks):
PK Parameters:
Male
Dose (mg/kg/day) 10
Crax (Mg/mL)  1.30
[1.05, 1.55]

5.67
[4.28,7.05]

tmax (N) 2.00
[2.00, 2.00]

AUCo+ (ug.h/mL)

Location in CTD: m4.2.2.2
Monkey (Cynomolgus) Report No.: CD2009/00639
GSK1278863
1% (w/v) aqueous methylcellulose/Suspension

Oral (gavage)

Plasma
GSK1278863
HPLC-MS/MS
2M/2F
10, 30, 100, 300, 600
Single
Female

100 300 600 10 30
2.60 6.04 7.24 16.22 1.75 2.94
[2.09,3.10] [5.40,6.69] [5.24,9.23] [11.3,21.1] [1.31,219] [2.77,3.10]
19.9 f’%i sg 10 87.5¢ 8.36 211
[14.5, 25.3] . [77.5,128] [86.5,88.5] [8.01,8.70] [20.8,21.3]
1.50 5.00 6.00 4.00a 2.00 3.00

[1.00,2.00) [2.00,8.00] [4.00,8.00] [4.00,4.00] [2.00,2.00] [2.00,4.00]

Study No.: D09120

300 600
10.1° 10.6°

[5.41,8.44] [8.05,12.2] [8.03,13.1]

92.8 70.6¢

[52.1,92.9] [90.4,953] [51.9,89.3]

4.00° 3.00¢

[2.00,8.00] [4.00,4.00] [2.00, 4.00]

Additional Information: Mean [range] (n=2)

HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry
a: Both male animals given 600 mg/kg, had 2 episodes each of emesis.

b: One female animal given 300 mg/kg, had 3 episodes of emesis.

c: One female animal had a single episode of emesis and the other had multiple episodes of emesis given 600 mg/kg.

d: Median [range]
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4, PHARMACOKINETICS: ABSORPTION AFTER REPEATED DOSES

Table 4.1 Mouse 13 week study with Daprodustat (sampled after a duration of dosing for 7 days)

Test Article: GSK1278863
Location in CTD: m4.2.2.2
Report No.: 2011N117145 Study No.: 10DMM034

Species (Strain): Mouse (CD-1)
Test Article: GSK1278863
Vehicle/Formulation: 1% methylcellulose (400cps) in water/Suspension
Method of Administration: Oral (gavage)
Sample: Plasma
Analyte: GSK1278863 M2, M3, M4, M5, M6, M13
Assay: LC-MS/MS UHPLC-MS/MS
Gender (M/F)/Number of Animals: ~ 21M, 3/time point 21F, 3/time point 21M, 3/time point 21F, 3/time point
Dose (mg/kg/day): 30 30 30 30
Duration of dosing (days): 7 7 7 7
PK Parameters:
Crax (Mg/mL) 66.0£5.3 75.8 £ 3.1 NA NA
AUCo- (ug.h/mL) 819 1118 NA NA
tmax (1) 1.00 4.00 NA NA

Additional Information: Mean or Mean + SD

LC-MS/MS = liquid chromatography-tandem mass spectrometry; NA = not available; UHPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass
spectrometry

M2 (GSK2391220), M3 (GSK2531403), M4 (GSK2499166), M5 (GSK2531399), M6 (GSK2531398) and M13 (GSK2531400) are metabolites of GSK1278863.

Of the six metabolites analyzed, only M2 at the 1 hour time point, in one animal only, was quantifiable.

There was no marked (>2-fold) difference in systemic exposure (AUCo. and Crax values) between male and female mice.
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Table 4.2 Mouse 14 day study with Daprodustat

2018N370466_00

Test Article: GSK1278863 Location in CTD: m4.2.2.2

Study Number: D09169 Report No.: CD2009/00900

Study Title: GSK1278863A: 14-Day Oral Toxicity Study in Mice

Plasma Toxicokinetic Values

Parameter Period Sex Dose (mg/kg/day)
n=2 or 3 mice per timepoint 30
Male 818

AUCo« Day 14

(ng.h/mL) Female 992

Crnax Dav 14 Male 64.6
a

(ng/mL) Y Female 73.2

Tax Dav 14 Male 4.0
a

(h) Y Female 1.0
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Table 4.3 Mouse 13 week study with Daprodustat

2018N370466_00

Test Article: GSK1278863
Location in CTD: m4.2.2.2
Report No.: 2011N112096

Study No.: G10121

Species (Strain): Mouse (CD-1)
Test Article: GSK1278863
Vehicle/Formulation: 1% (w/v) aqueous methylcellulose/Suspension
Method of Administration: Oral (gavage)
Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals:  42M/42F
Dose (mg/kg/day): 3,30, 60
Duration of dosing (weeks): 13
PK Parameters:
Male Female
Dose (mg/kg/day) 3 30 60 3 30 60
Cnax (ug/mL) Dayl 11.5+16 629+ 128 782+6.3 111114 63.9+84 948+ 144
Week4 12.3 46.0+8.8 52.0+13.3 16.7 2.7 55.3+7.8 68.9
AUCq. (ug.h/mL) Day1 140 629 1002 176 829 1229
Week4 151 520 722 211 817 943
tmax () Day1 1.00 2.00 2.00 0.50 2.00 2.00
Week4 2.00 2.00 4.00 2.00 4.00 8.00

Additional Information: Mean or Mean + SD (n= 2 - 4/point)
HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry
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Table 4.4 Mouse 13 week study with Daprodustat and metabolites

Test Article: GSK1278863, GSK2391220 (M2), GSK2506104 (M3), GSK2531401 (M13)
Location in CTD: m4.2.2.2
Report No.: 2014N199031 Study No.: M70456G

Species (Strain): Mouse (CD-1)

Test Article: GSK1278863

Vehicle/Formulation: 1% (w/v) aqueous methylcellulose/Suspension

Method of Administration: GSK1278863: Oral (gavage), Metabolite cocktail (M2, M3, M13): Subcutaneous
Sample: Plasma

Analyte: GSK1278863, M2, M3, M13

Assay: UHPLC-MS/MS

Gender (M/F)/Number of Animals: ~ 48M/48F

Dose (mg/kg/day): GSK1278863: 6, 20, Metabolite cocktail (M2, M3, M13): 2/2.5/1.3

Duration of dosing (weeks): 13

PK Parameters:

Analyte: GSK1278863 Male Female
Dose (mg/kg/day) 6 20 6 20
Crax (ug/mL) Dayt 158+1.8 31.8+13.2 172+16 37425
Week4 19.3+34 384 +8.0 304 +6.0 59.5+13.0
AUCo-t (ug.h/mL) Day1 260 422 291 628
Weekd 274 525 464 897
tmax Day1 8.0 2.0 1.0 8.0
Week4 2.0 8.0 2.0 1.0
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Mouse 13 week study with Daprodustat (Continued)

Analyte: Metabolite
Analyte:
Dose of GSK1278863
Cmax (Mg/mL) 6 mg/kg/day
20 mg/kg/day
AUCo-+ (ug.h/mL) 6 mg/kg/day
20 mg/kg/day
tmax (h) 6 mg/kg/day

20 mg/kg/day

Dose (mg/kg/day)

Day1

Week4
Day1
Week4
Day1
Week4
Day1
Week4
Day1
Week4
Day1
Week4

Male
M2
2.0

271+0.29

222+0.28
248 +0.27
1.79 £ 0.64
1.21

1.27

1.15

1.23

0.083
0.083
0.083
0.250

CONFIDENTIAL

M3
25

3.30+0.31

2.76 £ 0.32
3.01+0.29
2.34+0.85
1.49

1.60

1.42

1.58

0.083
0.083
0.083
0.250

M13
1.3

2.08+0.20

1.72 £0.54
1.99 £0.12
1.48 £0.50
1.07

1.16

1.05

1.18

0.083
0.250
0.250
0.250

Female
M2
2.0

2.58 +1.06

3.02+0.26
3.82 +0.66
2.95+0.22
1.11

1.50

1.37

1.65

0.250
0.250
0.083
0.250

M3
25

2.96 +1.28

3.48+0.34
4.50 £0.92
3.51+0.28
1.22

1.69

1.50

1.90

0.250
0.250
0.083
0.250

2018N370466_00

M13
1.3

209+0.85

2.32+0.21
2.77+0.39
2.23+0.18
0.371

1.19

0.539

1.33

0.250
0.250
0.083
0.250

Additional Information: Mean or Mean + SD (n=3)

UHPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry
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Table 4.5 Mouse 2 year study with Daprodustat

Test Article: GSK1278863, GSK2391220 (M2), GSK2506104 (M3), GSK2531401 (M13)
Location in CTD: m4.2.2.2
Report No.: 2014N221714 Study No.: M70585G

Species (Strain): Mouse (CD-1)

Test Article: GSK1278863

Vehicle/Formulation: 1% (w/v) aqueous methylcellulose/Suspension (daprodustat). 25 mM sodium phosphate, pH7.4 (metabolite cocktail)
Method of Administration: Oral (gavage), SC injection for metabolite cocktail

Sample: Plasma

Analyte: GSK1278863

Assay: UHPLC-MS/MS

Gender (M/F)/Number of Animals:  51M/51F

Dose (mg/kg/day): GSK1278863: 0.2, 0.8, 3, Metabolite cocktail (M2, M3, M13): 2/2.5/1.3

Duration of dosing (years): 2

PK Parameters:
Analyte GSK1278863

Male Female
Dose (mg/kg/day) 0.2 0.8 3 0.2 0.8 3

Crax (Mg/mL) Week4 0.987 £0.195 3.92+0.14 10.6 £ 2.1 1.42 +£0.23 531+£0.72 170154
Week26 0.935+0.134 3.83+£0.88 102144 1.76 £ 0.28 6.02 £ 0.42 19.5+41

AUC. (ug.h/mL) Week4 13.8 49.1 145 23 82.7 278

Week26 13.1 43.2 141 281 92.8 335

tmax () Week4 1.00 2.00 0.50 1.00 4.00 4.00

Week26 2.00 0.25 1.00 8.00 4.00 0.50
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Mouse 2 year study with Daprodustat (Continued)

CONFIDENTIAL

2018N370466_00

Analyte: Metabolite

Male Female
Analyte: M2 M3 M13 M2 M3 M13
Dose of Dose
GSK1278863  (mgkg/day) ° 25 13 20 25 13
Crmax (Hg/mL) 02 mglkglday Weekd 5 37+030 2824043 2014028 273123 320+ 1.50 1.88 + 0.84
Week26 339 +1.25 406 + 1.51 237 +0.95 3.60+0.19 389+ 1.11 258 +0.25
0.8 mglkglday Weekd 2.11+088 2.45+0.99 153+ 0.05 251069 286+ 0.87 198+ 0,61
Week26 379 + 055 456 + 0.63 271+ 0.45 461067 5,50 +0.97 312+ 0.46
3 mglkglday Weekd  2.69 0,64 314075 196+ 0,44 2.41%1.00 287 £1.17 182+0.15
Week26  4.00 +0.89 470 +1.04 283 +0.63 383 +053 457 +0.60 257 +0.25
AUCox (ug.himL) 0.2 mglkglday Weekd 105 127 0979 1.25 134 0.983
Week26 1.4 146 1.08 1.95 202 148
0.8 mglkglday Weekd  1.02 1.23 0913 1.08 114 0916
Week26 153 1.86 137 187 1.95 142
3 mglkglday Weekd 127 152 118 126 137 1.01
Week26 150 179 1.29 1.86 1.98 1.40
t (N) 0.2 mglkglday Weekd  0.250 0.250 0.250 0.083 0.083 0.083
Week26  0.083 0.083 0.083 0.250 0.083 0.250
0.8 mg/kglday Weekd  0.083 0.083 0.250 0.250 0.250 0.250
Week26  0.083 0.083 0.083 0.083 0.083 0.083
3 mgkglday Weekd  0.083 0.083 0083 0.083 0.083 0.250
Week26  0.083 0.083 0.083 0.083 0.083 0.083

Additional Information: Mean or Mean + SD (n= 3)
UHPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry
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Table 4.6 Mouse 14 day study with metabolites GSK2391220 (M2), GSK2506104 (M3) and GSK2531401 (M13)

Test Article: GSK2391220 (M2), GSK2506104 (M3) and GSK2531401 (M13)
Location in CTD: m4.2.2.2
Report No.: 2014N208198  Study No.: M70590N

Species (Strain): Mouse (CD-1) Mouse (CD-1) Mouse (CD-1)
Gender (M/F)/Number of Animals: 3F/time point 3F/time point 3F/time point
Feeding Condition: Non-fasted Non-fasted Non-fasted
Test Article: M2, M3, M13 M2, M3, M13 M2, M3, M13
Vehicle/Formulation: Phosphate buffera/Solution Phosphate buffera/Solution Phosphate buffera/Solution
Method of Administration: SC SC SC
Dose (mg/kg/day): M2/M3/M13 = 2.0/2.5/1.3 M2/M3/M13 = 2.0/2.5/1.3 M2/M3/M13 = 2.0/2.5/1.3
Sample: Plasma Plasma Plasma
Analyte: M2 M3 M13
Assay: HPLC-MS/MS HPLC-MS/MS HPLC-MS/MS
PK Parameters:
Crmax (Mg/mL) 2.67 £0.49 3.03+0.28 2.04 £0.38
AUCq.t(ug.h/mL)°  1.61 1.68 1.26
tmax () 0.25 0.08 0.25

Additional Information: Mean or Mean + SD

SC = Subcutaneous Injection, HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry

a: The 3 metabolites were administered as a cocktail via 1 injection per day of dosing.

b: Plasma concentrations of GSK2391220 (M2), GSK2506104 (M3) and GSK2531401 (M13) were not quantifiable at 24 hours in all three animals
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Table 4.7 Rat 14 day IV study with Daprodustat

Test Article: GSK1278863 Location in CTD: m4.2.2.2
Study Number: 108185 Report No.: CD2008/01740
Study Title: GSK1278863A: An Intravenous (Infusion) Once Daily Investigative Toxicology Study in the Male Rat
Plasma Toxicokinetic Values

Parameter? Period Dose (mg/kg/day)
Male (n=3) 20 40
AUCo. Day 1 1224 [1189-1284] 1643 [1587-1738]
(ng.h/mL) Day 140 1689 [1252-1937] 2022 [1968-2060]
Crnax Day 1 93.1[82.8-101] 106 [101-115]
(ng/mL) Day 14 110 [94.5-135] 109 [99.5-118]
Median Tax Day 1 4.0[4.0-4.0] 2.0[2.0-4.0]
(h) Day 14 4.0 [4.0-4.5] 2.0[2.0-4.0]
Key:

a - Results are reported as mean and [range]
b — For the purpose of Day 14 AUC calculation, the concentration at 24 hours was assigned to the predose concentration value
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Table 4.8 Rat 5 day study with Daprodustat

2018N370466_00

Test Article: GSK1278863
Location in CTD: m4.2.2.2

Report No.: 2012N153858 Study No.: 12DMMO037

Species (Strain): Rat (Sprague Dawley)
Test Article: GSK1278863
Vehicle/Formulation: 1% (w/v) aqueous methylcellulose/Suspension
Method of Administration: Oral (gavage)
Sample: Plasma
Analyte: GSK1278863, M2, M3, M4, M5, M6, M13, M8, M10 and M9/M22
Assay: UHPLC-MS/MS
Gender (M/F)/Number of Animals:  3M
Dose (mg/kg/day): 30
Duration of dosing (days): 5
PK Parameters:
Analyte GSK1278863 M2 (GSK2391220) M8 (GSK2391804) M9 (GSK2399022) / M10 (GSK2531408)
M22 (GSK2632557)
Crax (ug/mL) 112 £ 9.87 0.00682 + 0.00273 0.0302 + 0.0093 0.00931 + 0.00274 0.0168 £ 0.0023
AUCo. (ug.h/mL) 1980 £ 69.3 0.0946 + 0.0255 0.458 + 0.088 0.159 + 0.027 0.333 £ 0.042
tmax (1) 1.03 1.07 1.07 1.07 1.07

Additional Information: Mean or Mean + SD (n=3)
UHPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry
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Table 4.9 Rat 5 day study with Daprodustat

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.2

Report No.: 2016N305715

Study No.: R71028N

Initial Phase
Species (Strain): Pregnant Rat (SD)
Test Article: GSK1278863

Vehicle/Formulation:
Method of Administration:

1% (w/v) aqueous methylcellulose/Suspension
Daprodustat: Oral (gavage)
Metabolite Cocktail: Subcutaneous

Sample: Plasma

Analyte: GSK1278863, M2, M3, M13

Assay: HPLC-MS/MS

Gender (M/F)/Number of Animals:  6F

Dose (mg/kg/day): 60 + metabolite cocktail2, 60 + metabolite cocktail®

Duration of dosing (days):
PK Parameters:

5 (GD6 to GD10)

GSK1278863 (60 mg/kg/day) plus GSK2391220 (M2) ,
GSK2506104 (M3) and GSK2531401 (M13)
(Cocktail at 2.5, 3.2, and 1.8 mgl/kg/day, respectively)z

GSK1278863 (60 mg/kg/day) plus GSK2391220 (M2) ,
GSK2506104 (M3) and GSK2531401 (M13)
(Cocktail at 7.5, 9.6, and 5.4 mg/kg/day, respectively)®

GSK1278863 M2 M3 M13 GSK1278863 M2 M3 M13
Crmex (Mg/mL) 126 £ 14 1.68+0.18 1.87+0.16 1.34+0.13 141+3 6.63+1.02 7.84+144 499%0.69
AUCo. (ug.h/mL) 2300 3.33 3.27 2.79 2510 9.61 9.92 8.00
tmax (h) 2.00 0.250 0.250 0.250 2.00 0.250 0.250 0.250

Additional Information: Mean or Mean + SD (n=3)
HPLC-MS/MS = High performance liquid chromatography-tandem mass spectrometry

a = GSK1278863A at 60 mg/kg/day and total daily Dose of Metabolite Cocktail at 2.5, 3.2, and 1.8 mg/kg/day (for M2, 3, or 13, respectively).
b = GSK1278863A at 60 mg/kg/day and total daily Dose of Metabolite Cocktail at 7.5, 9.6, and 5.4 mg/kg/day(for M2, 3, or 13, respectively).
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Rat 5 day study with Daprodustat (Continued)

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.2
Report No.: 2016N305715

Study No.: R71028N

Extension Phase

Species (Strain):

Pregnant Rat (SD)

Test Article:
Vehicle/Formulation:
Method of Administration:

GSK1278863
1% (w/v) aqueous methylcellulose/Suspension
Oral (gavage)

Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals:  6F
Dose (mg/kg/day): 10, 40
Duration of dosing (days): 5 (GD6 to GD10)
PK Parameters: GSK1278863¢
102 40° 40¢
Crnax (Mg/mL) 724 +£56 118 +4.7 108 £ 10.0
[65.9, 75.6] [113, 122] [100, 119]
AUCo- (ug.h/mL) 1030 + 56 2100 £ 310 2100 £ 166
[959, 1060] [1750, 2340] [1910, 2220]
tmax () 2.00 2.00 2.00
[2.00, 2.00] [2.00, 4.00] [0.500, 4.00]

Additional Information: Mean or Mean + SD [range] (n=3)

HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry
a: Animals were dosed once daily with GSK1278863 by oral gavage at 10 mg/kg/day, and twice daily with GSK2391220 (M2), GSK2506104 (M3) and GSK2531401
(M13) by subcutaneous injection at 2.5, 3.2, and 1.8 mg/kg/day (1.25, 1.6, or 0.9 mg/kg/dose), respectively.
b: Animals were dosed once daily with GSK1278863 by oral gavage at 40 mg/kg/day, and twice daily by subcutaneous injection with vehicle.

c: Animals were dosed once daily with GSK1278863 by oral gavage at 40 mg/kg/day, and twice daily with GSK2391220 (M2), GSK2506104 (M3) and GSK2531401
(M13) by subcutaneous injection at 2.5, 3.2, and 1.8 mg/kg/day (1.25, 1.6, or 0.9 mg/kg/dose), respectively.

d: Median [range]

e: Toxicokinetics were assessed for only GSK1278863 in the extension phase of this study.
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Table 410 Rat 14 day study with Daprodustat

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.2
Report No.: RD2006/01192

Study No.: R41921

Species (Strain): Rat (SD)
Test Article: GSK1278863
Vehicle/Formulation: 1% (w/v) aqueous methylcellulose/Suspension
Method of Administration: Oral (gavage)
Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals:  3M
Dose (mg/kg/day): 10, 30, 60
Duration of dosing (days): 14
PK Parameters:
10 30 60
Cmax (Mg/mL)a Day1 40.8 65.0 88.6
[35.7 t0 45.6] [58.2 to 73.1] [76.2 to 100]
Day14 54.8 64.2 93.8
[43.2 10 62.7] [56.3 to 72.7] [85.6 to 104]
AUCo.2¢ (lg-h/mL) Dayl 725 1135 1590
[691 to 777] [963 to 1352] [1468 to 1700]
Day14 946 1241 1745
[696 to 1124] [1036 to 1432] [1516 to 1924]
tmax (h)2 Day1 2 1 4
[2t08] [1108] [2t04]
Day14 2 2 2
[0.5t04] 2] [1t02]

Additional Information: Mean [range] (n=3)

HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry

a: Median and [range].
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Table 4.11 Rat 14 day study with Daprodustat

CONFIDENTIAL

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.2

Report No.: CD2008/01306 Study No.: D08114

Species (Strain): Rat (SD)
Test Article: GSK1278863
Vehicle/Formulation: 1% (w/v) aqueous methylcellulose/Suspension
Method of Administration: Oral (gavage)
Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals:  3F
Dose (mg/kg/day): 100, 250, 500
Duration of dosing (days): 14
PK Parameters:
100 250 500
Crmax (Mg/mL) Dayl 173 136 136
[160 - 179] [131-139] [129 - 141]
Day14 187 1470 NAS
[172 - 208] [139, 155]
AUCO-t (ug.h/mL) Day!l 3083 2939 2708
[2707 — 3452] [2788 — 3019] [2451 — 2954]
Day14 2994 31840 NAS
[2808 - 3321] [3044, 3324]
tmax (D)2 Dayl 4.00 2.00 24.00
[1.00 - 4.00] [1.00 - 24.00] [1.00 - 24.00]
Day14 1.00 1.500 NAC
[1.00 - 2.00] [1.00, 2.00]

Additional Information: Mean [range] (n=3)

HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry

a: Median [range].

b: n = 2. Rat 3505 was found dead prior to Day 14.
¢: NA: Not applicable. All rats given 500 mg/kg/day were either found dead or euthanized prior to Day 14.
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Table 4.12 Rat 38 day study with Daprodustat (sampled after a duration of dosing for 14 days)

Test Article: GSK1278863A plus M2 (GSK2391220), M3 (GSK2506104), and M13 (GSK2531401)
Location in CTD: m4.2.2.2
Report No.: 2018N365151 Study No.: R71242G

Species (Strain): Rat (SD)

Test Article:
Vehicle/Formulation:

(GSK1278863 + metabolites

Daprodustat: 1% (w/v) aqueous methylcellulose/Suspension

Metabolite Cocktail (subcutaneous): Aqueous 25 mM Phosphate Buffer, pH 7.4/ Solution
Daprodustat: Oral (gavage)

Metabolite Cocktail: Subcutaneous

Method of Administration:

09°d-g9¢

Sample: Plasma
Analyte: GSK1278863, GSK2391220 (M2), GSK2506104 (M3), GSK2531401 (M13)
Assay: HPLC-MS/MS
Number of Animals: 24F
Dose (mg/kg/day): Daprodustat: 0.8, 7, 40
Metabolites cocktail: 2.5, 3.2, 1.8 (GSK2391220 (M2), GSK2506104 (M3), GSK2531401 (M13) mg/kg/day [dosed as 1.25, 1.8
and 0.9 mg/kg/dose BID every 6 hrs])
Duration of dosing (days): Gestation Day(GD) 6 to Lactation Day 21 or GD6 to GD9
LD21 GD9
PK Parameters: 0.8/ 7 40/ 0.8/ 7 40/
(2.5,3.2,1.8) (2.5,3.2,1.8) (2.5,3.2,1.8) (2.5,3.2,1.8) (2.5,3.2,1.8) (2.5,3.2,1.8)
GSK1278863 AUCo- (ug.h/mL) 98.4 613 1620 146 855 2240
Crnex (ng/mL) 8.12 476+ 3.1 926+17.2 8.51+0.62 52029 128 £4.7
Tmax (h) 4.00 4.00 6.00 6.08 6.00 6.00
GSK2391220 AUCo- (ug.h/mL) 2.72 2.24 3.03 2.65 2.50 2.51
(M2) Crax (ng/mL) 1.55+0.26 1.23£0.07 1.56 + 0.24 1.97 £0.26 1.55 £ 0.47 1.63+£0.23
Tmaxa (h) 6.25 6.25 0.250 0.250 0.250 6.25
GSK2506104 AUCo- (ug.h/mL) 2.91 2.28 2.90 2.73 247 2.36
(M3) Crax (ng/mL) 1.74 £ 0.37 1.37 £ 0.06 1.76 £0.27 219+0.27 1.72 £ 0.51 1.75+0.24
Tmaxa (h) 6.25 6.25 0.250 0.250 0.250 6.25
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Rat 38 day study with Daprodustat (Continued)

2018N370466_00

LD21 GD9
PK Parameters: 0.8/ 7/ 40/ 0.8/ 7! 40/
(2.5,3.2,1.8) (2.5,3.2,1.8) (2.5,3.2,1.8) (2.5,3.2,1.8) (2.5,3.2,1.8) (2.5,3.2,1.8)
GSK2531401 AUCo-t (ug.h/mL) 2.15 1.64 2.16 2.16 1.94 1.88
(M13) Crax (ng/mL) 12310.14 0.983 +0.08 1.21+0.19 1.51+0.21 1.19+0.40 1.33+0.18
Tmaxa (h) 6.25 6.25 0.250 0.250 0.250 6.25

Additional Information: Mean or Mean + SD

Composite toxicokinetic parameters were derived from mean plasma concentration data.
HPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry
a: Tmax was calculated from the first daily dose
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Table 413  Rat 4 week study with Daprodustat

Test Article: GSK1278863
Location in CTD: m4.2.2.2

Report No.: RD2007/01333 Study No.: R42197

Species (Strain): Rat (SD)
Test Article: GSK1278863
Vehicle/Formulation: 1% (w/v) aqueous methylcellulose/Suspension

29d-g9¢

Method of Administration: Oral (gavage)
Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals:  3M/3F
Dose (mg/kg/day): 2,7,20
Duration of dosing (weeks): 4
PK Parameters:
Male Female
2 7 20 2 7 20
Cmax (Mg/mL) Dayl 127x0.5 348+12 94.7+10.3 16.8+4.8 38.1+£8.3 90.4 £15.0
[12.1-13.0] [34.1 - 36.1] [83.2 - 103] [13.5-22.3] [30.0 - 46.5] [74.2 - 104]
Day28 26.5+0.8 75.1+8.8 96.0+£18.5 31.3+£7.3 69.7£6.7 110+ 10.6
[25.7-27.2] [69.0 - 85.2] [79.6 - 116] [23.1-37.1] [64.4-77.3] [97.7 - 117]
AUCo-24 (pg.h/mL) Dayl 1915 572 + 54 1450 £ 170 231+ 67 525 + 61 1300 + 152
[185 - 193] [512 - 615] [1301 — 1635] [178 - 306] [467 - 589] [1128 - 1416]
Day28 403 + 51 1197 £ 142 1726 + 324 495 + 149 1086 + 127 1900 + 112
[358 — 459] [1089 — 1358] [1370 - 2003] [350 — 648] [953 - 1205] [1828 — 2029]
tmax ()2 Day! 2.00 2.00 1.00 1.00 1.00 1.00
[1.00 - 2.00] [1.00 -2.00] [1.00 - 4.00] [1.00 -1.00] [0.50 -1.00] [1.00 -2.00]
Day28 2.00 2.00 2.00 1.00 1.00 1.00
[2.00 - 2.00] [2.00 - 2.00] [1.00 - 2.00] [1.00 - 1.00] [1.00 - 1.00] [1.00 - 2.00]

Additional Information: Mean or Mean + SD [range] (n=3)
HPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry
a: Median [range]
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Table 4.14

Rat 13 week study with Daprodustat

2018N370466_00

Test Article: GSK1278863
Species (Strain):

Rat (SD)

Location in CTD: m4.2.2.2
Report No.: CD2009/00951

Study No.: G09057

Test Article:
Vehicle/Formulation:
Method of Administration:

GSK1278863
1% aqueous methylcellulose/Suspension
Oral (gavage)

Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals:  3M/3F
Dose (mg/kg/day): 0.8, 4, 20, 100
Duration of dosing (weeks): 13
PK Parameters:
Male Female
Dose (mglkg/day) 0.8 4 20 100 0.8 4 20 100
Cmax (Hg/mL) Day1 5.95 29.3 83 128 6.37 27.8 922 134
[5.81-6.02] [25.6-32.5] [68.9-952]  [119-132] [6.08-6.60] [25.8-29.1] [8.73-951]  [131-139]
Weekd4 11.8 424 98 122 10.9 59.1 105 150
[11.3-12.6] [31.0-49.2] [93.7-102]  [119-125] [9.25-12.6] [55.9-61.6] [97.0-115]  [145-155]
Week13 12.0 48.9 102 11.4 55.2 138
[10.9-13.0] [47.0-51.3] [96.3 - 111] [9.26-14.0] [49.7-61.7] [132 - 143]
AUCo-24 (ug.h/mL) Day1 101 495 1480 2450 103 379 1620 2900
[90.5-107] [420 - 560] [1370-1600] [2280-2530] [98.2-107] [168 - 508] [1520-1670] [2800-3010]
Weekd 170 567 1370 2200 159 734 1780 2780
[160 -176] [454 - 648] [1140-1490]  [1890-2390]  [127-197] [665 - 810] [1500-2010]  [2640-2910]
Week13 152 606 1040 167 701 2140
[140 - 161] [509 - 685] [842-1310] [125 - 223] [594 - 843] [2020-2330]
tmax (h)2 Day1 4[2-4] 2 [2-4] 2[1-8] 4 [2-4] 2[1-2] 101-2] 2[1-4] 4 [4-8]
Week4d 1 1 4 [2-4] 4[1-4] 0.5[0.5-1] 0.5[0.5-1] 411-8] 810.5-8]
Week13 1 110.5-2) 11-2] - 11-2] 110.5-2) 1 -

Additional Information: Mean [range] (n=3)

HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry

a: Median [range]
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Table 415 Rat 26 week study with Daprodustat

Test Article: GSK1278863
Location in CTD: m4.2.2.2

Report No.: 2011N126130 Study No.: G10267

y9d-g9¢

Species (Strain): Rat (SD)
Test Article: GSK1278863
Vehicle/Formulation: 1% (w/v) aqueous methylcellulose/Suspension
Method of Administration: Oral (gavage)
Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals: 3 or 9M/3 or 9F
Dose (mg/kg/day): 0.8,4,10
Duration of dosing (weeks): 26
PK Parameters:
Male Female
Dose (mg/kg/day) 0.8 4 10 0.8 4 10
Cmax (Mg/mL) Week4 10.0+1.0 37.7+4.08 495+2.28 11.0+£0.3 409+19 585+5.8
[9.00-11.0] [33.4-41.5] [47.0-51.9] [10.9-114] [39.4 -43.1] [54.5-65.2]
Week13 13.1+3.1 41052 4512 15.3+23 508 £6.2 74+14
[10.2-16.4] [35.9-46.3] [43.1,47.1] [13.2-17.7] [45.6 -57.7] [69.9-72.6]
Week26 13.3+2.6 384+6.2 NAP 15.7+0.8 55.3 £12.7 75.0+5.9
[10.4-15.5] [31.8-44.2] [15.2 - 16.6] [46.5 - 69.9] [68.5-80.2]
AUCo-t (ug.h/mL) Week4 173120 639 £ 54 941 £ 46 179+3 707 £ 88 1034 £ 10
[152 - 191] [576 - 672] [893 — 985] [176 — 181] [605 - 762] [1022 - 1040]
Week13 197 + 21 636 + 43 8072 258 + 15 857 + 56 1233+ 135
[173 - 214] [599 - 684] (800, 814] [241 - 269] [799 - 911] [1088 — 1354]
Week26 208 + 34 607 £ 74 NAP 259 £13 964 + 136 1377 £ 82
[172 - 240] [522 - 684] [249 - 273] [859 — 1118] [1312 - 1469]
tmax (h)° Week4 1.00[1.00] 1.00 [1.00] 2.00[0.50 - 8.00] 1.00 [1.00] 1.00 [0.50 — 1.00] 1.00 [1.00]
Week13  1.00[1.00 - 2.00] 0.50 [0.50 - 1.00] 1.002 [1.00] 2.00[0.50 - 2.00] 0.50 [0.50 - 2.00] 2.00[1.00 - 2.00]
Week26  1.00 [1.00] 1.00 [0.50 — 2.00] NAP 1.00 [1.00] 1.00 [0.50 — 1.00] 0.50 [0.50 - 1.00]
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Additional Information: Mean or Mean + SD [range] (n=3)

HPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry

a: Animals from one sub-group were either found dead or euthanized due to deteriorating clinical condition prior to Week 13 of sampling.

b: In view of the reduced survival rate, all remaining males given 10 mg/kg/day were prematurely euthanized in Week 20 (Day 135/134). The death on Day 22 of the female given 0.8
mg/kg/day was not considered test article-related.

¢: Median [range]
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Table 416  Rat 2 year study with Daprodustat

Test Article: GSK1278863
Location in CTD: m4.2.2.2
Report No.: 2014N196080 Study No.: R70375G

Species (Strain): Rat (SD)
Test Article: GSK1278863
Vehicle/Formulation: 1% (w/v) methyl cellulose with 0.2% Tween 80 (v/v) with 5 mM NaOH
Method of Administration: Oral (gavage)
Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of 3 — 9/sex/group
Animals:
Dose (mg/kg/day): 0.02,0.1,0.8, 4
Duration of dosing (years): 2
PK Parameters:
Male Female
Dose (mglkg/day) 0.02 0.1 0.8 4 0.02 0.1 0.8 7
Cmax (Mg/mL) Week4 0.335+0.076 216+ 045 123+2.0 549+5.0 0473+£0.089 1.87+0.29 13.8+£0.9 75032

[0.254,0406]  [1.44,273]  [107,145]  [49.3,58.7]  [0.397,0.570] [1.44,221]  [13.1,148]  [71.9,78.3]
Week26 0.398+0.060  267+026  175+123  580+833  0569+0081 260+044 185207 835+9.9
[0.357,0467]  [233,3.04]  [16.1,185]  [49.0,654]  [0.490,0.652] [1.86,3.12]  [18.0,19.3]  [76.3,94.8]

AUCox (ug.h/mL) Weekd 5.01+0.70 312+53 182 + 20 844 + 65 703+£089  264+28 213432 1270 + 132
[4.42,5.78] [23.1,38.2]  [163,203] 783, 912] [6.28,8.02]  [235,30.8]  [192, 249] [1120, 1370]
Week26  6.53 % 1.03 428150 24220 889 + 76 10.42 38.9+5.6 306 + 38 1430 + 111
[5.48, 7.54] [35.3,480]  [223,263] 831, 976] [102,105]  [31.3,442]  [269, 345] [1330, 1550]
tmax (R)? Weekd  1.00 1.00 1.00 2.00 2.00 1.00 1.00 2.00
[1.00, 2.00] [0.500,1.00]  [1.00,1.00]  [0.630,2.00]  [0.500,2.00]  [0.500,2.00]  [0.500,1.00]  [2.00,2.00]
Week26  2.00 1.00 1.00 1.00 1.00 0.500 1.00 2.00
[2.00, 2.00] [1.00,2.00]  [1.00,1.00]  [0.500,1.00]  [0.500,1.00]  [0.500,1.00]  [0.500,2.00]  [0.500, 2.00]

Additional Information: Mean or Mean + SD [range] (n= 3 - 6)

HPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry

a: Female Animal 2573 in the 0.02 mg/kg/day group did not have a blood sample collected at 24 hours postdose during Week 26 and was excluded from descriptive statistics.
b: Median [range]

66

'G°9°C

H
iihe)
=58



0S:%2:}1 610 80 Bny

/9d-g9¢

CONFIDENTIAL

m2.6.5. Pharmacokinetics Tabulated Summary

Table 4.17

Rabbit 5 day study with Daprodustat

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.2
Report No.: 2012N140611

Study No.: G12109

Species (Strain): Pregnant Rabbit (Dutch Belted)

Test Article: GSK1278863

Vehicle/Formulation: 1% (w/v) aqueous methylcellulose/Suspension

Method of Administration: Oral (gavage)

Sample: Plasma

Analyte: GSK1278863, GSK2391220 (M2), GSK2531403 (M3), GSK2499166 (M4), GSK2531399 (M5), GSK2531398 (M6), and

GSK2531400 (M13)

Assay: UHPLC-MS/MS

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

Dose (mg/kg/day): 60

Duration of dosing (days): 5 (Day7 to 11 pc)

PK Parameters:

Analyte GSK1278863 GSK2391220 GSK2531403 GSK2499166 (GSK25313992 GSK2531398 GSK2531400
(M2) (M3) (M4) (M5) (M6) (M13)
Crrax (ug/mL.) 1,02 4012 02224010  0118£0028 00432 ?(50010647359'0150 00158 + 0.0028
[15.7 - 20.5] [0.918 - 1.20] [0.126 - 0.332] [0.0900-0.157]  [0.0307 ,0.0556] 0 6363] [0.0118 - 0.0180]
AUCo.t(ug.h/mL) 11703 2.69 +1.57 1.37 £0.48 0.594 0.210 £0.217 0.194 + 0.055
[11.2-12.0] [1.35 - 4.46] [1.04 -2.07] [0.466 ,0.723] [0.0300-0.492]  [0.149 - 0.263]
tmax (h)° 3 3 3 2.3 3 3

[2-4] [2-4] [2-4] [0.5 4] [2-4] [2-4]

Additional Information: Mean or Mean + SD [range] (n=2 - 4), pc = postcoitum
UHPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry
a: n=2, GSK2531399 plasma concentrations for animals 201 and 205 were not reportable.

b: Median [range]
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Table 418 Rabbit 13 day study with Daprodustat

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.2
Report No.: CD2008/01041

Study No.: D08163

Species (Strain): Pregnant Rabbit (Dutch Belted)
Test Article: GSK1278863
Vehicle/Formulation: 1% (w/v) aqueous methylcellulose/Suspension
Method of Administration: Oral (gavage)
Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals: 3 or 4F
Dose (mg/kg/day): 4,30, 60, 125, 250
Duration of dosing (days): 13 (Day7 to 19 pc)
PK Parameters:
Dose (mg/kg/day) 4 30 602 125 250
Crnax (Mg/mL) Dosing Day5 1.61 7.40 12.0 21.7 50.5
[0.909-2.14] [4.67-9.40] [8.64-17.2)] [16.8-29.9] [36.6-75.1]
AUCo- (ug.h/mL) Dosing Day5 17.9 83.3 148 323 849
[13.6-21.2] [63.3-101] [123-178] [249-389] [626-1170]
tmax (N)°  Dosing Day5 4.00 4.00 4.00 8.00 8.00
[4.00-8.00] [2.00-4.00] [4.00-8.00] [4.00-8.00] [1.00-24.00]
Cirough Dosing Day5 0.207 1.18 1.57 6.83 28.2
[0.181-0.228] [0.527-1.77] [1.28-1.86] [4.35-12.6] [8.77-45.8]
Dosing Day13  0.315 1.94 2.38 10.6 NAP
[0.184-0.510] [0.550-3.89] [1.43-3.85] [4.47-23.5]

Additional Information: Mean [range] (n=4), pc = postcoitum
HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry

a: n=3 for the 60 mg/kg/day dose group. Rabbit 10186 was found to be not pregnant at necropsy and was excluded from sample analysis.
b: All rabbits given 250 mg/kg/day were euthanized on Dosing Day 6 (Day 12 pc).

¢: Median [range]
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Table 4.19  Rabbit 13 day study with Daprodustat (sampled after a duration of dosing of 5 days)

2018N370466_00

Test Article: GSK1278863
Location in CTD: m4.2.2.2
Report No.: CD2009/00390

Study No.: G09061

Species (Strain): Pregnant Rabbit (Dutch Belted)
Test Article: GSK1278863
Vehicle/Formulation: 1% (w/v) aqueous methylcellulose/Suspension
Method of Administration: Oral (gavage)
Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Number of Animals: 22F
Dose (mg/kg/day): 4,30, 60
Duration of dosing (days): 5(GD 7to 11)
PK Parameters:
GD11
Dose (mg/kg/day) 4 30 60
Crnax (Mg/mL) 1.49 9.24 11.8
AUCo- (ug.h/mL) 22.8 133 197
tmax (D) 4 4 8

Additional Information: GD = Gestation Day
HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry.
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Table 4.20 Rabbit 14 day study with Daprodustat

Study Type: Repeat Dose Dermal Irritation Report Title: GSK1278863A: 2-Week Dermal Test Article: GSK1278863 (parent compound)
Irritation Study in Rabbits (GlaxoSmithKline Study ~ Batch No.: 111280742
No. L42845) Location in CTD: m4.2.2.2

Species/Strain: Rabbit/Hra (NZW)SPF Duration of Exposure: approximately 23 Study No.: L42845
hours/day

Initial Age: 5 months Route: Dermal (occluded, non-abraded and GSK Document Number: 2011N125481
abraded sites

Date of First Dose: 11 October 2011 Vehicle/Formulation: petrolatum/suspension Study in Compliance with GLP: Yes

Data Collected: Toxicokinetics, clinical observations, body weight, food consumption, dermal irritation scores, hematology, macroscopic and
microscopic (skin only) pathology

Conclusion: GSK1278863 formulations caused no dermal irritation. Treatment with GSK1278863 was associated with attenuation in the
severity, pattern of distribution, and/or incidence of the skin microscopic changes (acanthosis, orthokeratotic hyperkeratosis, dermal mixed
inflammatory cell infiltrate, and dermal edema) seen with the vehicle.

Male
Dose (%) 0 0.5 1 2
Number of Animals: 3° 3 3° 6°
AUC (o) (ng.h/mL) Non-Abraded Abraded
Day 1 NA NA NA 169¢ 219
Day 14 NA NA NA 2492 3332
Crmax (ng/mL)
Day 1 NA NA NA 23.4 22.3
Day 14 NA NA NA 248 319
Noteworthy Findings | GSK1278863 formulations caused no dermal irritation
Key:

a. Doses are expressed in terms of the parent compound.

b. Each animal had both non-abraded and abraded application sites.

c. The first 3 animals in the group had non-abraded application sites, and the last 3 animals in the group had abraded application sites.
d. N=1

NA Not applicable
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Table 4.21 Dog 3 day study with Daprodustat

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.2
Report No.: RD2007/01367 Study No.: D42209

Species (Strain): Dog (Beagle)
Feeding Condition: Fasted and non-fasted
Test Article: GSK1278863

Vehicle/Formulation:
Method of Administration:

Gelatin/capsule (fasted) or 1% (w/v) methylcellulose/ suspension (non-fasted)
Oral (gavage/capsule)

Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals:  2M/2F
Dose (mg/kg/day): 90
Duration of dosing (weeks): Single
PK Parameters:
Capsule/Fasted Suspension/Non fasted
Male Female Male Female
Crnax (Mg/mL)  16.9 22.3 14.0 14.7
[10.2, 23.5] [15.3,29.4] [12.4,15.67] [11.62,17.7]
AUCo.24 (ug.h/mL) 249 250 188 185
[126, 373] [224, 275] [157, 2197 [1452, 225]
tmax (N)°  6.00 4.00 4.00 4.00
[4.00, 8.00] [4.00, 4.00] [4.00, 4.007) [4.002, 4.00]

Additional Information: Mean [range] (n=2)
HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry
a: One male (Dog 9) and one female (Dog 8) in Group 2 (gavage/suspension) vomited food-like substance within half an hour of dosing.

b: Median [range]
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Table 4.22 Dog 7 day study with Daprodustat

Test Article: GSK1278863
Location in CTD: m4.2.2.2
Report No.: CD2007/00353 Study No.: D07078

Species (Strain): Dog (Beagle)
Test Article: GSK1278863
Vehicle/Formulation: 1% (w/v) methylcellulose/ suspension
Method of Administration: Oral (gavage)
Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals:  1M/1F
Dose (mg/kg/day): 20, 60, 120
Duration of dosing (days): 7
PK Parameters:
Male Female
202 60 120° 20 60 120
Crnax (Mg/mL) Day1 5.32 5.89 21.1 7.38 7.55 19.0
Day7 4.29 417 7.73 6.04 7.53 8.39
AUCo-24 (ug.h/mL) Day1 46.5 55.8 336 58.8 86.1 255
Day7 495 57.5 93.7 67.0 114 135
tmax (D) Day1 2.00 2.00 8.00 2.00 2.00 4.00
Day7 4.00 2.00 2.00 2.00 4.00 4.00

Additional Information: Individual (n=1)

HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry

a: The male animal in this dose group (Animal D07M-1395) experienced a single episode of emesis at time of dosing on Day 7.

b: Both the male (Animal D07M-1399) and the female (Animal DO7F-1400) experienced multiple episodes of emesis containing drug-like material between dosing and the 0.5 hr time
point on Day 7.
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Table 4.23 Dog 4 week study with Daprodustat

Test Article: GSK1278863
Location in CTD: m4.2.2.2

Report No.: RD2007/01336 Study No.: D42196

¢/ d-g9¢

'G°9°C

Species (Strain): Dog (Beagle)
Test Article: GSK1278863
Vehicle/Formulation: Gelatin capsule
Method of Administration: Oral
Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals:  3M/3F
Dose (mg/kg/day): 3, 30,90
Duration of dosing (weeks): 4
PK Parameters:
Male Female
3 30 90 3 30 90
Crmex (Ug/mL) Day1t 1.87 £0.66 6.64 +£2.02 12.7 £ 2.07 2.20+£0.91 7.71+£1.93 17.8 £5.35
[1.19 -2.51] [5.19 - 8.95] [11.0 - 15.0] [1.16 - 2.89] [5.77 - 9.63] [14.4 - 23.9]
Day28 1.86+0.78 6.57 £1.59 NAa 2.60 £ 0.94 597 +£225 NA?
[1.00 - 2.51] [6.01-8.19] [1.51-3.15] [3.99 -8.42)
AUCo.t (ug.h/mL) Dayl 19.5+3.8 82.7 +60.1 180 + 27.8 209+54 116 + 37.0 272 +152.4
[16.7 - 23.8] [47.0 - 152] [148 - 198] [15.2 - 25.9] [81.3 - 155] [164 — 446)
Day28 18.2+7.2 88.3 £31.1 NA2 234 +£111 90.8 +£34.9 NA®
[10.6 - 24.9] [66.2 - 124] [10.6 - 30.3] [57.4 - 127]
tmax ()° Day! 2.00 4.00 4.00 2.00 2.00 4.00
[2.00 - 4.00] [1.00 - 4.00] [4.00-4.00] [2.00 -2.00] [2.00 -4.00] [4.00 -8.00]
Day28 2.00 2.00 NA2 1.00 4.00 NA®
[1.00 - 2.00] [1.00 - 8.00] [0.00 - 1.00] [1.00 - 4.00]

Additional Information: Mean or Mean + SD [range] (n=3)

HPLC-MS/MS = Itra high performance liquid chromatography-tandem mass spectrometry

a: Animal No. 19 was euthanized on Day 12 and the remaining dogs in this dose group were euthanized on Day 19 due to deteriorating clinical condition
b: Animals were euthanized on Day 19 due to deteriorating clinical condition.

¢: Median [range]
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Table 4.24 Dog 13 week study with Daprodustat

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.2
Report No.: CD2009/00952

Study No.: G09058

Species (Strain): Dog (Beagle)
Test Article: GSK1278863
Vehicle/Formulation: Gelatin capsule
Method of Administration: Oral

Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS

Gender (M/F)/Number of Animals: 4 or6 M/4or6 F
Dose (mg/kg/day): 1,3, 30 or 30/15°
Duration of dosing (weeks): 13

PK Parameters:

Male
1 3
Crax (Mg/mL) Day1l 1.05+0.476 1.78 £ 0.548
Day17 - -
Week7 1.11 +0.449 2.62+0.719
Week13 1.30 £0.749 1.79 £ 0.402
AUCo. (ug.h/mL) Day1 104 +2.65 18.8 £0.768
Day17 - -
Week7 9.10 £2.58 28.7 £5.91
Week13 7.39+ 255 17.8 £4.93
tmax (D)2 Dayl 1to2 1t02
Day17 - -
Week7 1to4 1t02
Week13 1 0to?2

30
7.90 +3.71

-5.89 +2.20
-104 + 36.1
;)4.9 +24.2
4108

2108

Female
1
0.981 + 0.856

1.41+0.357
1.32 £ 0.325
9.08 £6.28

12.1 £ 3.00
8.06 +£2.79
1to4

1t02
1

3
1.79£0.192

424 +2.08
2.89 £ 1.11
26.7 £5.42

36.0+13.0
20.3+104
1to4

1t02
1

30/15°
8.12+4.17
5.94 +0.845
6.23+1.70

108 £41.6
743 +18.5
67.1+£17.9

4t024
0.5t024
05t04

Additional Information: Mean £ SD (n=4 - 6)

HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry
a: Range, b: the dose was reduced to 15 mg/kg/day on Day 17 for the high dose females
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Table 4.25 Minipig 14 day study with Daprodustat

Test Article: GSK1278863 Location in CTD: m4.2.2.2
Study Number: D12086 Report No.: 2012N148386
Study Title: GSK1278863A: A 14-Day Dose Range-Finding Dermal Irritation Study in Minipigs
Parameter Period Dose (% wiw)
(n = 1/sex/group) 0.5 1.0 2.0
Male/Female
AUC o4 Day 1 NC/47.0 84.3/35.0 7321177
(ng.himL) Day 14 2.13/143 568/97.0 469 /1320
Crnax Day 1 1.02/4.29 5.96/3.35 6.07/19.8
(ng/mL) Day 14 1.25/15.8 76.2/22.9 38.0 /169
Trax Day 1 40/1.0 1.0/2.0 40/20
(h) Day 14 20/0.0 24.0/05 0.0/24.0

G,.d-g9%¢

Noteworthy Findings: There was no evidence of test article-related dermal irritation noted clinically and there were no test article-related microscopic changes
at the dose site.

Key:

NC - Not Calculated; insufficient plasma concentration data; only one quantifiable plasma concentration >LLQ (>1.00 ng/mL). The male AUC value at 0.5 % on Day 1 was
assigned as zero for gender-averaged AUC calculation.
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Table 4.26  Minipig 14 day study with Daprodustat

Test Article: GSK1278863 Location in CTD: m4.2.2.2
Study Number: F70438N Report No.: 2013N185591
Study Title: GSK1278863A: A 14 Day Dose Range-Finding Dermal Irritancy Study in Gottingen Minipigs
Parameter Period Dose (% wiw)
(n = 1/sex/group) 10 20 35
Male/Female
AUC o4 Day 1 NC/NC NC/NC NC/NC
(ng.h/mL) Day 14 86.5/80.8 579/75.8 194 /773
Conax Day 1 1.93/2.75 NQ/3.21 15.6/8.19
(ng/mL) Day 14 7.93/6.38 2.97/4.84 23.3/6.63
Trax Day 1 240/21.0 NA/24.0 240/24.0
(h) Day 14 24.0/24.0 8.0/4.0 24.0/0.0

Noteworthy Findings: There was no evidence of test article-related dermal irritation noted clinically and there were no test article-related microscopic changes
at the dose site.

Key:

9,.d-g9¢

NC = Not Calculated; insufficient plasma concentration data; NA = Not Applicable; NQ = Not Quantifiable (<1.00 ng.mL)
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Table 4.27  Minipig 28 day study with Daprodustat

/. d-g9¢

Test Article: GSK1278863 Location in CTD: m4.2.2.2
Study Number: F70727N Report No.: 2015N231048
Study Title: GSK1278863A: A 28 Day Dose Range Finding Dermal Irritancy Study in Gottingen Minipigs
Male (n=3/group)
Parameter Period Nominal Dose Concentration of GSK1278863 (% wiw)
2 10 35
Mean 8.59 14.0 31.2
AUC 4,2 Day 1 Min 5.88 12.4 215
(ng-h/mL) Max 11.3 15.2 44.2
Mean 104 314 626
Day 28 Min 58.8 306 269
Max 165 322 984
Mean 1.15 1.53 3.90
Coron Day 1 Min 0.991 1.09 218
(ng/mL) Max 1.42 2.39 4.84
Mean 10.6 31.7 443
Day 28 Min 4.02 18.9 324
Max 20.7 38.5 59.1
Median 240 24.0 240
Trx Day 1 Min 24.0 24.0 0.5
(h) Max 24.0 24.0 24.0
Median 240 24.0 240
Day 28 Min 4.0 240 21.0
Max 24.0 24.0 24.0
Noteworthy Findings: | There was no systemic toxicity based on clinical observations, body weight, food consumption and clinical pathology. Test
article-related clinical or macroscopic findings of erythema and scabbing and microscopic findings of slight to mild epidermal
exudates and superficial dermal edema were seen in the treated skin of minipigs given 35% (w/w) GSK1278863.

Key:
a. For calculating AUCO-t on Day 28, the concentrations at time zero on Day 28 were assigned the same values as concentrations at 24 hours.
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Table 4.28  Minipig 13 week study with Daprodustat

2018N370466_00

Study Type: Repeat Dose Report Title: GSK1278863A: A 3 Month Dermal Test Article: GSK1278863 (parent compound)
Toxicity Toxicity Study in the Minipig Batch No.: 152389102
Species/Strain: Duration of Dosing: 91/92 days Study No.: F70916G
Minipigs/Gottingen Location in CTD: m4.2.2.2
Initial Age: 4 months Route: Dermal/once daily for approximately 21 hours GSK Document Number: 2016N273683
Date of First Dose: 02 March Vehicle/Formulation: petrolatum/suspension Study in Compliance with GLP: Yes
2016
Study Type: Repeat Dose Toxicity
Formulation Male Female
Concentration (%, wiw) 0 5 10 20 0 5 10 20
Estimated
Achieved Daily 0 42 84 168 0 42 84 168
Numbers of Animals: 4 4 4 4 4 4 4 4
AUC(0-t) (ng.h/mL)
Week 4 (Day 28) NC 205 336 704 NC 429 335 473
Week 13 (Day 91) NC 107 475 1410 NC 388 397 1860
Cmax(ng/mL)
Week 4 (Day 28) 5.17b 23.7 23.4 66.9 2.150 43.2 27.2 38.4
Week 13 (Day 91) 4.41b 7.29 28.5 143 2.46b 27.5 32.6 142
Key:

NC = Not calculated.

a - Estimated achieved doses and formulation concentration strengths are expressed in terms of the parent compound.

b - The concentrations of GSK1278863 in most samples collected from the control animals were above the limit of quantitation (0.100 ng/mL). Quantifiable control group concentrations
ranged from 0.119 to 5.17 ng/mL for males and from 0.108 to 2.46 ng/mL for females. With the exception of several control group males having comparable concentrations to those
measured in GSK1278863-treated males on Day 91, these control results were generally lower than the concentrations measured in animals at the low dose (42 mg/kg/day), and are

therefore not expected to have any impact on the overall toxicokinetic interpretations.
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Table 4.29 Monkey 14 day study with Daprodustat

Test Article: GSK1278863
Location in CTD: m4.2.2.2
Report No.: CD2009/00780  Study No.: D09121

6,.d-g9¢

Species (Strain): Monkey (Cynomolgus)
Test Article: GSK1278863
Vehicle/Formulation: 1% (w/v) aqueous methylcellulose/Suspension
Method of Administration: Oral (gavage)
Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals:  1M/1F
Dose (mg/kg/day): 10, 30, 100
Duration of dosing (weeks): Single
PK Parameters:
Male Female
Dose (mg/kg/day) 10 30 100 10 30 100
Crnax (Mg/mL) Day1l 1.41 2.53 9.03 1.01 2.00 3.75
Day14 1.88 343 5.432 1.96 3.23 6.39
AUCo. (ug.h/mL) Day1 5.71 22.5 109 3.40 14.1 52.4
Day14 10.0 29.5 60.32 8.97 16.1 91.6
tmax (D) Day1 2.00 2.00 8.00 2.00 1.00 2.00
Day14 1.00 1.00 1.002 1.00 1.00 8.00

Additional Information: Individual

HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry

a: A single episode of emesis was observed in the male monkey following oral administration of 100 mg/kg/day on Day 14.

79

'G°9°C

H
iihe)
=58



0S:%2:}1 610 80 Bny

CONFIDENTIAL

m2.6.5. Pharmacokinetics Tabulated Summary 2018N370466_00

Table 4.30 Monkey 13 week study with Daprodustat

Test Article: GSK1278863
Location in CTD: m4.2.2.2
Report No.: 2010N108482 Study No.: G10005

Species (Strain): Monkey (Cynomolgus)

GSK1278863
1% (w/v) aqueous methylcellulose/Suspension
Oral (gavage)

Test Article:
Vehicle/Formulation:
Method of Administration:

08 d-g9¢

Sample: Plasma
Analyte: GSK1278863
Assay: HPLC-MS/MS
Gender (M/F)/Number of Animals: 4-6M/4-6F
Dose (mg/kg/day): 5,20, 100
Duration of dosing (weeks): 13
PK Parameters:
Male Female
Dose (mg/kg/day) 5 20 100 5 20 100
Crax (ug/mL) Day1 1.00 £0.51 1.98 + 0.64 5.02+1.18 0.887 £ 0.416 2.30+0.68 460+ 1.48
[0.493 - 1.71] [1.29-2.79) [3.67 - 6.66] [0.462 - 1.34] [1.38-3.32] [2.91-7.07]
Week4 0.898 +0.158 1.89 £ 0.55 3.96 + 1.55 0.914 +0.209 2.55+0.89 4,00 £0.72
[0.715 - 1.06] [1.34 -2.81] [2.84 -6.97] [0.698 - 1.20] [1.36 - 3.50] [3.29 -5.03]
Week13 0.753+0.20 143+ 045 3.85+2.07 0.762 £ 0.297 1.38+£0.59 2.83+0.26
[0.468 - 0.900] [0.938 - 2.22] [1.72-7.11] [0.457 - 1.15] [0.868 - 2.42] [2.44 - 3.16]
AUCo+ (ug.h/mL) Day1 3.02+0.77 134 £6.3 542 +14.5 2.84 +0.65 15.6 £5.52 55.1+22.4
[2.01-3.87] [5.84 - 22.1] [37.7-75.9] [1.97 - 3.56] [9.93-24.0] [34.6 - 95.3]
Week4d 4.66 +2.62 139147 47.0+£18.3 3.77+£042 212+75 50.2 £ 10.5
[2.92 - 8.54] [7.45-21.7] [25.7-76.1] [3.25-4.16] [9.52-30.2) [37.2-66.7]
Week13  5.44 +£2.02 16.2+5.2 522+31.3 3.67£0.90 13.3+6.0 343+11.8
[3.08 -7.78] [12.0 - 26.0] [22.8 -102] [2.53 - 4.55] [6.89 - 22.7] [23.5-51.3]
tax (0)? Dayt  0.50[050-050] 4 501050-200]  300[1.00-8.00]  1.00[0.50-200]  150[1.00-200]  6.00 [1.00 - 8.00]
Week4  0.75[0.50 - 2.00] 0.75[0.50 - 4.00] 6.00 [2.00 - 8.00] 1.25[0.50 - 2.00] 1.50 [0.50 - 4.00] 4.00[2.00 - 8.00]
Week13  0.50[0.50 — 4.00] 3.00[0.50 - 4.00] 6.00 [1.00 - 8.00] 0.50 [0.50 - 0.50] 3.00[0.50 — 4.00] 2.00[1.00 - 8.00]

Additional Information: Mean or Mean + SD [range] (n=4 - 6)
HPLC-MS/MS = high performance liquid chromatography-tandem mass spectrometry

a: Median [range]
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m2.6.5. Pharmacokinetics Tabulated Summary

Table 4.31 Monkey 13 week study with Daprodustat

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.2
Report No.: 2011N117143

Study No.: 10DMM033

Species (Strain): Monkey (Cynomolgus)
Feeding Condition: Non-fasted
Test Article: GSK1278863

Vehicle/Formulation:

Method of Administration:
Sample:

Analyte:

Assay:

Gender (M/F)/Number of Animals:
Dose (mg/kg/day):

Duration of dosing:

PK Parameters :

1% methylcellulose (400cps @ 2%) in water/Suspension
Oral (gavage)

Plasma

M2, M3, M4, M5, M6, M13

UHPLC-MS/MS

4-6M/4-6F

5,20, 100

13 weeks

Continue to the Table of Parameters for each metabolite

Additional Information: Mean or Mean + SD [range] (n=4 - 6)

UHPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry
GSK2391220 (M2), GSK2531403 (M3), GSK2499166 (M4), GSK2531399 (M5), GSK2531398 (M6) and GSK2531400 (M13) are metabolites of GSK1278863.
For each metabolite, the maximum plasma concentrations were mainly observed between 1 and 8 hours after dosing. Generally, all metabolites were quantifiable

through

24 hours sampling time point. For each metabolite, there was no marked (> 2-fold) difference in systemic exposure (AUCO-t and Cmax values) between male and
female monkeys at all doses and sampling periods.
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Monkey 13 week study with Daprodustat (Continued)

2018N370466_00

GSK2391220 (M2)
PK Parameters Period Male Female
Dose of GSK1278863 (mg/kg/day) Dose of GSK1278863 (mg/kg/day)
5 (n=4) 20 (n=6) 100 (n=6) 5 (n=4) 20 (n=6) 100 (n=6)
Crnax (Mg/mL) Day 1 0.0390 £ 0.0182 0.0846 £ 0.0209 0.244 £0.109 0.0416 £ 0.0099 0.102 £ 0.046 0.171 £ 0.050
[0.0217 - 0.0617] [0.0580 - 0.116] [0.119 - 0.438] [0.0298 - 0.0532] [0.0539 - 0.174] [0.111 - 0.261]
Week 4 0.0338 £ 0.008 0.0738 £ 0.0126 0.211+£0.118 0.0539 £ 0.0121 0.0827 £ 0.0324 0.169 £ 0.053
[0.0258 - 0.0446] [0.0548 - 0.0918] [0.0934 - 0.436] [0.0447 - 0.0716] [0.0442 - 0.124] [0.124 - 0.243]
Week 13 0.0322 £ 0.0102 0.0740 £ 0.0130 0.206 + 0.0971 0.0384 £ 0.0086 0.0733 £ 0.0291 0.119 £ 0.029
[0.0230 - 0.0415] [0.0578 - 0.0884] [0.0805 - 0.338] [0.0260 - 0.0456] [0.0327 - 0.110] [0.0823 - 0.155]
AUCo. (ug.h/mL) Day 1 0.258 + 0.022 0.864 + 0.147 3.23+1.28 0.306 £ 0.044 0.928 + 0.451 2.26 + 0.66
[0.231-0.282] [0.661 - 1.05] [1.61-5.53] [0.258 - 0.364] [0.447 - 1.57] [1.47 - 3.42]
Week 4 0.349+0.124 0.928 £ 0.173 297 +1.84 0.438 £0.076 1.01+£0.40 248 +0.65
[0.236 - 0.516] [0.657 - 1.12] [1.33-6.53] [0.329 - 0.499] [0.469 - 1.55] [1.87 - 3.67]
Week 13 0.351+£0.121 0.997 £ 0.171 3.41+1.58 0.350 £ 0.078 0.805 £ 0.316 1.91+0.38
[0.188 - 0.479] [0.778 - 1.19] [1.29 - 5.46] [0.250 - 0.424] [0.375-1.17] [1.28 - 2.30]
Median tmax (h) Day 1 1.00 4.00 6.00 2.00 4.00 8.00
[1.00 - 4.00] [1.00 - 4.00] [2.00 - 8.00] [1.00 - 2.00] [2.00 - 4.00] [4.00 - 8.00]
Week 4 1.50 4.00 8.00 2.00 4.00 6.00
[1.00 - 4.00] [2.00 - 8.00] [4.00 - 8.00] [2.00 - 2.00] [4.00 - 4.00] [4.00 - 8.00]
Week 13 2.50 4.00 8.00 3.00 4.00 4.00
[1.00 - 4.00] [4.00 - 8.00] [4.00 - 8.00] [1.00 - 4.00] [2.00 - 4.00] [4.00 - 8.00]

a: Results are reported as mean unless stated otherwise and [range).
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Monkey 13 week study with Daprodustat (Continued)

GSK2531403 (M3)
PK Parameters Period Male Female
Dose of GSK1278863 (mg/kg/day) Dose of GSK1278863 (mg/kg/day)
5 (n=4) 20 (n=6) 100 (n=6) 5 (n=4) 20 (n=6) 100 (n=6)
Crnax (Mg/mL) Day 1 0.0146 £ 0.0069 0.0284 £ 0.0049 0.0892 £ 0.0405 0.0139 £ 0.0024 0.0346 £ 0.0172 0.0623 £ 0.0242
[0.00793 - 0.0239] | [0.0207 - 0.0348] [0.0411 - 0.156] [0.0103 - 0.0153] [0.0157 - 0.0590] [0.0340 - 0.105]
Week 4 0.0123 £ 0.0015 0.0261 £ 0.0068 0.0767 £ 0.0442 0.0198 £ 0.0059 0.0283 £ 0.0127 0.0597 £ 0.0206
[0.0105-0.0142] [0.0168 - 0.0342] [0.0316 - 0.157] [0.0150 - 0.0284] [0.0119 - 0.0423] [0.0392 - 0.0876]
Week 13 0.0117 £ 0.0038 0.0254 + 0.0037 0.0746 + 0.0389 0.0138 + 0.0033 0.0257 £ 0.0115 0.0416 + 0.0113
[0.00762 - 0.0150] | [0.0203 - 0.0296] [0.0272 - 0.127] [0.00907 - 0.0165] | [0.00939 - 0.0358] [0.0301 - 0.588]
AUCo. (ug.h/mL) Day 1 0.0719 £ 0.0178 0.296 + 0.050 1.19£0.50 0.0917 £ 0.0354 0.316 £ 0.167 0.815+0.309
[0.0521 - 0.0950] [0.203 - 0.345] [0.551-2.07] [0.0599 - 0.128] [0.134 - 0.539] [0.459 - 1.34]
Week 4 0.116 £ 0.046 0.328 £ 0.087 1.08 £ 0.69 0.150 + 0.051 0.347 £ 0.150 0.871 +£0.239
[0.0622 - 0.0169] [0.204 - 0.440] [0.455 - 2.39] [0.0756 - 0.189] [0.131 - 0.530] [0.599 - 0.894]
Week 13 0.124 £ 0.041 0.341 +£0.049 1.22 £0.62 0.119 £ 0.048 0.285+0.127 0.665 £ 0.142
[0.0738 - 0.173] [0.276 - 0.399] [0.439 - 2.00] [0.0533 - 0.170] [0.110 - 0.435] [0.499 - 0.819]
Median tmax (h) Day 1 1.00 3.00 6.00 2.00 3.00 8.00
[1.00 - 4.00] [0.50 - 4.00] [2.00 - 8.00] [1.00 - 2.00] [2.00 - 4.00] [4.00 - 8.00]
Week 4 2.50 4.00 8.00 2.00 4.00 6.00
[1.00 - 4.00] [2.00 - 8.00] [4.00 - 8.00] [2.00 - 2.00] [2.00 - 4.00] [2.00 - 8.00]
Week 13 2.50 4.00 8.00 1.50 4.00 6.00
[1.00 - 4.00] [4.00 - 8.00] [4.00 - 8.00] [1.00 - 4.00] [2.00 - 4.00] [4.00 - 8.00]

a: Results are reported as mean unless stated otherwise and [range).
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Monkey 13 week study with Daprodustat (Continued)

2018N370466_00

GSK2499166 (M4)
PK Parameters Period Male Female
Dose of GSK1278863 (mg/kg/day) Dose of GSK1278863 (mg/kg/day)
5 (n=4) 20 (n=6) 100 (n=6) 5 (n=4) 20 (n=6) 100 (n=6)
Crnax (MG/mL) Day 1 0.0424 £ 0.0202 0.0833 £ 0.0226 0.248 £ 0.095 0.0412 £ 0.0107 0.100 £ 0.039 0.190 £ 0.067
[0.0239 - 0.0704] [0.0611-0.112] [0.128 - 0.398] [0.0281 - 0.0537] [0.0506 - 0.152] [0.109 - 0.306]
Week 4 0.0360 £ 0.0050 0.0749 £ 0.0226 0.207 £0.103 0.0531£0.0118 0.0828 £ 0.0295 0.179 £ 0.063
[0.0297 - 0.0414] [0.0484 - 0.112] [0.0929 - 0.385] [0.0404 - 0.0690] [0.0447 - 0.112] [0.113 - 0.263]
Week 13 0.0350 + 0.0124 0.0728 £ 0.0132 0.201 £ 0.092 0.0386 + 0.0105 0.0737 £ 0.0269 0.126 + 0.034
[0.0221 - 0.0469] [0.0544 - 0.0903] [0.0861 - 0.316] [0.0235 - 0.0461] [0.0362 - 0.103] [0.0902 - 0.168]
AUCo. (ug.h/mL) Day 1 0.286 + 0.021 0.867 £ 0.211 3.31+1.18 0.304 £ 0.048 0.94 + 0.41 247 +0.87
[0.267 - 0.308] [0.588 - 1.23] [1.68 - 5.28] [0.242 - 0.357] [0.444 - 1.41] [1.46 - 3.98]
Week 4 0.372 £ 0.093 0.941+0.274 291+ 1.61 0.447 + 0.097 1.02 £ 0.36 2.61+0.74
[0.273 - 0.483] [0.570 - 1.34] [1.36 - 5.83] [0.302 - 0.505] [0.517 - 1.43] [1.74 - 3.88]
Week 13 0.382+0.134 0.982 +0.183 3.30 +1.49 0.357 £0.106 0.846 £ 0.327 201044
[0.224 - 0.547] [0.736 - 1.26] [1.37 -5.21] [0.225 - 0.463] [0.420 - 1.33] [1.39-2.48]
Median tmax (h) Day 1 1.00 3.00 6.00 2.00 4.00 8.00
[1.00 - 4.00] [1.00 - 4.00] [2.00 - 8.00] [1.00 - 2.00] [2.00 - 4.00] [4.00 - 8.00]
Week 4 1.50 4.00 8.00 2.00 4.00 6.00
[1.00 - 4.00] [2.00 - 8.00] [4.00 - 8.00] [2.00 - 4.00] [4.00 - 4.00] [4.00 - 8.00]
Week 13 2.50 4.00 8.00 3.00 4.00 4.00
[1.00 - 4.00] [4.00 - 8.00] [4.00 - 8.00] [1.00 - 4.00] [4.00 - 4.00] [4.00 - 8.00]

a: Results are reported as mean unless stated otherwise and [range].
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Monkey 13 week study with Daprodustat (Continued)

2018N370466_00

GSK2531399 (M5)
PK Parameters Period Male Female
Dose of GSK1278863 (mg/kg/day) Dose of GSK1278863 (mg/kg/day)
5 (n=4) 20 (n=6) 100 (n=6) 5 (n=4) 20 (n=6) 100 (n=6)
Cose (HgimL) | Day1 | 0.00215:£0.00098 | 0.00429 000062 | 0.01340.00724 | 0.00228 +0.00054 | 0.00553 000300 | 0.00813 + 0.00277
[0.00134 - 0.00354] | [0.00333 - 0.00506] | [0.00440 - 0.0246] | [0.00170 - 0.00288] | [0.00219 - 0.00947] | [0.00451 - 0.0127]
Week4 | 000187 £0.00022 | 0.0037+0.0010 | 00104%00066 | 0.00288 % 0.00068 | 0.00451 +0.00233 | 0.00786 £ 000309
[0.00161 - 0.00214] | [0.00230 - 0.00491] | [0.00360 - 0.0221) | [0.00210 - 0.00376] | [0.00144 - 0.00683] | [0.00425 - 0.0129]
Week 13 0.00226° | 000348:0.00070 | 0.0100£0.0057 | 0.00195 % 0.00047 | 0.00488 % 0.00291 | 0.00611 £ 0.00158
[0.00205, 0.00247] | [0.00260 - 0.00422] | [0.00339 - 0.0172] | [0.00128 - 0.00240] | [0.00169 - 0.00891] | [0.00433 - 0.00847]
AUCo: (ug himL) | Day 1 000736 | 0026200029 | 0610084 | 0.00665%000135 | 0.0338°%0.0178 | 0.0941% 00531
[0.00577,0.00896] | [0.0211-0.0296] | [0.0250-0.278] | [0.00527 -0.00808] | [0.00772-0.0556] | [0.0292-0.174]
Week4 | 00088300042 | 0.0285+0.0136 | 014520119 | 0013700050 | 0.04139£0.0239 | 0108 %0045
[0.00462-0.0128] | [0.0160-0.0530] | [0.0471-0.366] | [0.00651-00182) | [0.0133-0.0785] | [0.0630-0.180]
Week 13 0.0102 00365400186 | 0159£0000 | CO92TE 1 00502040.0102 | 00910200166
. 03650, 1590, Ry 0292420, 09100,
[0.00702,00133] | [0.0177-0.0598] | [0.0496-0272] | [0.00693-00124] | [0.0112-0.0349) | [0.0701-0.113]
Median trec (1) | Day 1 1.00 400 4.00 2,00 4.00 8.00
[1.00 - 4.00] [1.00 - 8.00] [2.00- 8.0 [1.00 - 2.00] [2.00- 4.00] [4.00 - 8.00]
Week 4 150 400 8.00 200 400 6.00
[1.00 - 4.00] [2.00- 8.0 [4.00 - 8.00] [1.00 - 2.00] [2.00-8.00) [2.00- 8.0
Week 13 250 400 6.00 150 400 3.00
[1.00, 4.00] [4.00 - 8.00] [0.50 - 8.0 [1.00 - 4.00] [2.00- 4.00] [2.00- 8.0

a: Results are reported as mean unless stated otherwise and [range).
b: n =2 due to insufficient plasma concentration data to calculate AUC from 2 other animals.

¢: n = 3 due to insufficient plasma concentration time point to calculate AUC from one animal.
d: n =5 due to insufficient plasma concentration time point to calculate AUC from one animal.
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Monkey 13 week study with Daprodustat (Continued)

2018N370466_00

GSK2531398 (M6)
PK Parameters Period Male Female
Dose of GSK1278863 (mg/kg/day) Dose of GSK1278863 (mg/kg/day)
5 (n=4) 20 (n=6) 100 (n=6) 5 (n=4) 20 (n=6) 100 (n=6)
Crnax (Mg/mL) Day 1 0.00821 £0.0033 | 0.0160 £ 0.0042 0.0451 £0.0231 | 0.00927 £0.00442 | 0.0219+£0.0146 0.0310 £ 0.0118
[0.00458 - 0.0126] | [0.0102-0.0213] [0.0179-0.0816] | [0.00506 - 0.0153] | [0.00735-0.0439] | [0.0162 -0.0488]
Week 4 0.00737 £0.0025 | 0.0150 £ 0.0088 0.0402 £ 0.0271 0.0126 £ 0.0077 0.0187 £0.0122 0.0315£0.0108
[0.00503 - 0.0110] | [0.00743-0.0320] | [0.0133-0.0880] | [0.00948 - 0.0240] | [0.00520-0.0377] | [0.0178-0.0452]
Week 13 0.00677 £0.0026 | 0.0136 +0.0059 0.0367 £ 0.0228 | 0.00913 £ 0.00480 | 0.0166 +0.0105 0.0218 + 0.0055
[0.00368 - 0.00984] | [0.00953 -0.0253] | [0.0117-0.0665] | [0.00424 - 0.0157] | [0.00454 - 0.0328] | [0.0143-0.0279]
AUCo. (ug.h/mL) Day 1 0.0368 £ 0.0121 0.160 + 0.069 0.622 £ 0.296 0.0611 £ 0.0490 0.196 £+ 0.161 0.426 £ 0.166
[0.0236 - 0.0519] [0.0666 - 0.272] [0.246 - 1.13] [0.0292 - 0.134] [0.0381 - 0.418] [0.226 - 0.658]
Week 4 0.0548 + 0.0250 0.197 £ 0.102 0.588 + 0.419 0.0915 + 0.0576 0.231+0.140 0.483 £ 0.159
[0.0273 - 0.0839] [0.104 - 0.395] [0.206 - 1.36] [0.0380 - 0.170] [0.0323 - 0.399] [0.295 - 0.703]
Week 13 0.0660 £ 0.0205 0.198 + 0.067 0.619 £ 0.366 0.0727 £ 0.043 0.188 £0.113 0.360 £ 0.090
[0.0385 - 0.0854] [0.138 - 0.326] [0.194 - 1.12] [0.0262 - 0.125] [0.0278 - 0.321] [0.249 - 0.503]
Median tmax (h) Day 1 1.00 4.00 8.00 2.00 4.00 8.00
[1.00 - 2.00] [1.00 - 4.00] [2.00 - 8.00] [1.00 - 2.00] [2.00 - 4.00] [4.00 - 8.00]
Week 4 2.50 4.00 8.00 2.00 4.00 8.00
[1.00 - 4.00] [2.00 - 8.00] [4.00 - 8.00] [2.00 - 2.00] [2.00 - 8.00] [4.00 - 8.00]
Week 13 2.50 4.00 8.00 1.50 4.00 8.00
[1.00 - 4.00] [4.00 - 8.00] [4.00 - 8.00] [1.00 - 4.00] [2.00 - 4.00] [4.00 - 8.00]

a: Results are reported as mean unless stated otherwise and [range].
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Monkey 13 week study with Daprodustat (Continued)

2018N370466_00

GSK2531400 (M13)
PK Parameters Period Male Female
Dose of GSK1278863 (mg/kg/day) Dose of GSK1278863 (mg/kg/day)
5 (n=4) 20 (n=6) 100 (n=6) 5 (n=4) 20 (n=6) 100 (n=6)
Crnax (Mg/mL) Day 1 0.00658 £ 0.0034 | 0.0179 £ 0.0083 0.0518 £0.0382 | 0.00886 + 0.0022 | 0.0231 +0.0141 0.0318 £ 0.0076
[0.00302 - 0.00969] | [0.00736 - 0.0286] [0.0151 - 0.126] [0.00720 - 0.0119] | [0.00880 - 0.0449] | [0.0259 - 0.0457]
Week 4 0.00597 £0.00231 | 0.0160 + 0.0034 0.0465 £ 0.0333 0.0364 £ 0.0036 0.0197 £ 0.0107 0.0364 £ 0.0166
[0.00583 - 0.00875] | [0.0112 - 0.0206] [0.0137 - 0.111] [0.0207 - 0.0670] | [0.00582-0.0328] | [0.0207 - 0.0670]
Week 13 | 0.00559 + 0.00115 | 0.0142 + 0.0062 0.0395+0.0242 | 0.00929 + 0.00258 | 0.0150 + 0.0083 0.0208 + 0.0063
[0.00454 - 0.00707] | [0.00726 -0.0234] | [0.0106-0.0804] | [0.00564 - 0.0112] | [0.00482-0.0253] | [0.0108 - 0.0302]
AUCo. (ug.h/mL) Day 1 0.0332 £ 0.0145 0.168 +£ 0.044 0.730 £ 0.484 0.0483 £ 0.0101 0.198 £ 0.156 0.434 £ 0.090
[0.0167 - 0.0505] [0.111 - 0.244] [0.227 - 1.66] [0.0400 - 0.0624] [0.0449 - 0.417] [0.347 - 0.600]
Week 4 0.0509 + 0.0425 0.206 + 0.061 0.698 + 0.545 0.545 + 0.045 0.251+£0.148 0.545+0.218
[0.0202 - 0.113] [0.155 - 0.321] [0.208 - 1.77] [0.355 - 0.942] [0.0376 - 0.442] [0.355 - 0.942]
Week 13 0.0536 £ 0.0334 0.202 + 0.087 0.686 £ 0.396 0.0802 £ 0.0389 0.179 £ 0.111 0.363 £ 0.110
[0.0206 - 0.0910] [0.106 - 0.322] [0.180 - 1.33] [0.0378 - 0.122] [0.0300 - 0.303] [0.184 - 0.499]
Median tmax (h) Day 1 1.50 4.00 8.00 3.00 4.00 8.00
[1.00 - 4.00] [4.00 - 4.00] [4.00 - 8.00] [1.00 - 4.00] [4.00 - 4.00] [4.00 - 8.00]
Week 4 4.00 4.00 8.00 8.00 6.00 8.00
[2.00 - 4.00] [4.00 - 8.00] [4.00 - 8.00] [2.00 - 8.00] [4.00 - 8.00] [2.00 - 8.00]
Week 13 4.00 4.00 8.00 4.00 4.00 8.00
[2.00 - 8.00] [4.00 - 8.00] [4.00 - 8.00] [4.00 - 4.00] [4.00 - 4.00] [4.00 - 8.00]

a: Results are reported as mean unless stated otherwise and [range].
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Table 4.32

CONFIDENTIAL
2018N370466_00

Monkey 39 week study with Daprodustat

Test Article: GSK1278863

Species (Strain):

Location in CTD: m4.2.2.2
Report No.: 2011N126131 Study No.: G10277

Monkey (Cynomolgus)

Test Article:
Vehicle/Formulation:
Method of Administration:
Sample:

Analyte:

Assay:

Gender (M/F)/Number of Animals:

Dose (mg/kg/day):
Duration of dosing (weeks):
PK Parameters:

Dose (mg/kg/day)
Cmax (Mg/mL) Day1

Week4

Week26

Week39

AUCo+ (ug.h/mL) Day1
Week4

Week26

Week39

GSK1278863

1% (w/v) aqueous methylcellulose/Suspension

Oral (gavage)

Plasma

GSK1278863, GSK2391220 (M2), GSK2531403 (M3), GSK2499166 (M4), GSK2531399 (M5), GSK2531398 (M6), and GSK2531400

(M13)

HPLC-MS/MS and UHPLC-MS/MS

4M/4F

3,10, 50

39
Male Female
3 10 50 3 10 50
0.771 £ 0.457 1.66 £ 0.57 5.15+2.04 0.960 + 0.367 2.62 +0.81 5.52 + 2.06
[0.365 - 1.40] [1.25-2.50] [2.38 - 8.04] [0.703 - 1.49] [1.99 -3.73] [3.93-943]
1.80 £0.69 1.78 £0.36 4.76 +1.98 0.887 +0.282 2.71+1.32 430+1.06
[1.19-2.70] [1.40-2.19] [2.72-7.99] [0.602 - 1.15] [1.96 — 4.68] [3.37-5.73]
1.03+0.76 1.01+0.34 2.62+0.76 0.566 +0.163 212 +0.47 3.01+1.62
[0.420 - 2.03] [0.720 - 1.38] [1.73-3.62] [0.395-0.787] [1.49 -2.50] [2.08 - 6.26]
0.8292 + 0.309 0.972 + 0.155 2.44 +0.59 0.524 + 0.266 1.62+0.34 2.72+0.90
[0.473-1.02] [0.856 — 1.19] [1.32-2.90] 0.282 -0.899] [1.21-2.01] [1.38 -4.20]
2.37+0.84 9.49 £5.59 435+185 3.46 +1.46 124+6.4 50.7+£9.3
[1.60 — 3.56] [4.51-17.0] [18.3-75.7] [1.40 - 4.86] [7.65-21.3] [40.3-61.2]
476 £2.00 14.1+£2.49 53.5+259 2.51+0.42 141+26 50.0 +13.7
[2.63 -7.28] [12.0-17.7] [22.6 - 100] [2.06 - 3.02] [10.8-17.0] [35.2-76.0]
5.96 £4.98 6.52 £ 2.51 41.7+18.6 2.68 £0.67 13.0+1.3 43.7+198
[1.01-12.8] [4.19-8.71] [13.6 —60.9] [1.82-3.45] [11.2-141] [29.8 - 82.3]
4552+194 7.76 +2.29 30.2+6.0 2.69+0.911 11.2+492 294 +11.7
[2.31-5.83] [4.74 -10.00] [23.3-36.2] [1.67 - 3.58] [7.05-18.3] [20.3-51.3]
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CONFIDENTIAL

Monkey 39 week study with Daprodustat (Continued)

PK Parameters:

Dose (mg/kg/day)

tmax (h)b Day1
Week4

Week26

Week39

Male

3

0.75[0.50 - 4.00]
0.50 [0.50]

1.00 [0.50 — 4.00]
2.002[0.50 — 4.00]

10
1,00 [0.50 - 4.00]
0.75 [0.50 - 1.00]
2.00 [1.00 - 4.00]
1,50 [0.50 — 2.00]

50
2.00 [0.50 — 4.00]
3.00 [1.00 - 8.00]
8.00 [1.00 - 24.00]
4.00 [2.00 - 8.00]

Female

3

0.50[0.50 - 1.00]
0.50[0.50]
0.50[0.50 - 2.00]
0.50[0.50 - 4.00]

10
1,50 [0.50 — 2.00]
0.75 [0.50 - 2.00]
1.00 [1.00 - 4.00]
3.00 [2.00 - 4.00]

2018N370466_00

50
3.00 [2.00 - 4.00]
4.00 [0.50 - 8.00]
4.00 [1.00 - 8.00]
2.00 [1.00 — 4.00]

Additional Information: Mean or Mean + SD [range] (n=3 - 6)

UHPLC-MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry
a: n =3, male Animal 204 given 3 mg/kg/day was euthanized during Week 38 (Day 262) due to deteriorating clinical conditions

b: Median [range]

GSK2391220 (M2)
PK Parameters Period Male Female
Dose of GSK1278863 (mg/kg/day) Dose of GSK1278863 (mg/kg/day)
3v 10 50 3 10 50
Cmax (ug/mL) Week 39 0.0281 + 0.0099 0.0747 £ 0.0303 0.0809 + 0.0403 0.0335 + 0.0226 0.0692 + 0.0516 0.0986 + 0.0502
[0.0209-0.0394] | [0.0367-0.0813] | [0.0384-0.14] [0.0084-0.0606] | [0.0296-0.142] [0.399 - 0.17]
AUCO-t (ug.h/mL) Week 39 0.269 + 0.069 0.757 £ 0.324 1.15+0.93 0.264 + 0.169 0.663 + 0.350 1.39+£0.72
[0.213 - 0.346] [0.331-1.12] [0.264 - 2.43] [0.241 - 0.498] [0.318 - 1.10] [0.618 - 2.33]
tmaxc (h) Week 39 - - - - - -
[1.00 - 4.00] [2.00 - 2.00] [2.00 - 8.00] [2.00 - 4.00] [4.00 - 4.00] [2.00 - 8.00]

a: Mean or Mean + SD [range] (n=3 - 6).
b: n = 3, male Animal 204 given 3 mg/kg/day was euthanized during Week 38 (Day 262) due to deteriorating clinical conditions.

¢: Median [range]
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CONFIDENTIAL

Monkey 39 week study with Daprodustat (Continued)

2018N370466_00

GSK2531403 (M3)
PK Parameters Period Male Female
Dose of GSK1278863 (mg/kg/day) Dose of GSK1278863 (mg/kg/day)
3b 10 50 3 10 50
Cmax (ug/mL) Week 39 0.0101 £ 0.0030 0.0247 + 0.0099 0.0307 £ 0.0195 0.0117 £ 0.0075 0.0232 £ 0.0186 0.0352 £ 0.0179
[0.0073 - 0.0132] [0.0119 - 0.0326] [0.0115 - 0.0646] [0.0036 - 0.0210] [0.0101 - 0.0499] [0.0132 - 0.0597]
AUCO-t (ug.h/mL) Week 39 0.0571 £ 0.0115 0.235+0.122 0.440 £ 0.406 0.0952 + 0.0562 0.218 £0.148 0.495 £ 0.262
[0.0481 - 0.0700] [0.065 — 0.326] [0.102 —1.090] [0.0226 - 0.1590] [0.066 — 0.406] [0.207 — 0.858]
tmaxe (h) Week 39 - - - - - -
[1.00 - 4.00] [2.00 - 2.00] [4.00 - 8.00] [2.00 - 4.00] [4.00 - 4.00] [2.00 - 8.00]
a: Mean or Mean + SD [range] (n=3 - 6).
b: n =3, male Animal 204 given 3 mg/kg/day was euthanized during Week 38 (Day 262) due to deteriorating clinical conditions.
¢: Median [range]
GSK2499166 (M4)
PK Parameters Period Male Female
Dose of GSK1278863 (mg/kg/day) Dose of GSK1278863 (mg/kg/day)
3 10 50 3 10 50
Cmax (ug/mL) Week 39 0.0267 + 0.0069 0.0704 + 0.0232 0.0825 + 0.0422 0.0383 £ 0.0247 0.0711 £ 0.0572 0.1019 £ 0.0521
[0.0215 - 0.0345] [0.0427 - 0.0917] [0.0391 - 0.1480] [0.0109 - 0.0666] [0.0279 - 0.1530] [0.0407 - 0.1830]
AUCO-t (ug.h/mL) Week 39 0.276 £ 0.060 0.703 £0.272 1.18 £ 0.97 0.350 £ 0.196 0.697 £ 0.414 1475+ 0.786
[0.228 - 0.344] [0.352 - 0.934] [0.28 - 2.6] [0.109 — 0.559] [0.291 — 1.240] [0.626 —2.120]
tmaxe (h) Week 39 - - - - - -
[1.00 - 4.00] [2.00 - 2.00] [2.00 - 8.00] [2.00 - 4.00] [4.00 - 4.00] [2.00 - 8.00]

a: Mean or Mean £ SD [range] (n=3 - 6).

b: n =3, male Animal 204 given 3 mg/kg/day was euthanized during Week 38 (Day 262) due to deteriorating clinical conditions.

¢: Median [range]
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CONFIDENTIAL

Monkey 39 week study with Daprodustat (Continued)

2018N370466_00

GSK2531399 (M5)
PK Parameters Period Male Female
Dose of GSK1278863 (mg/kg/day) Dose of GSK1278863 (mg/kg/day)

3 10 50 3 10 50

Cmax (ug/mL) Week 39 0.00165° 0.00339 + 0.00163 0.00373 + 0.00274 0.00198¢ £ 0.00083 | 0.00348 +0.00307 0.00444 + 0.00231
[0.00115-0.00214] | [0.00144 -0.00478] | [0.00125-0.00874] | [0.00109-0.00274] | [0.00138 —0.00790] | [0.00155 - 0.00725]

AUCO-t (ug.h/mL) Week 39 0.00503¢ 0.0219 £ 0.0045 0.0596f + 0.0614 0.00741¢ £+ 0.00384 0.03119 0.0527 £ 0.0412

- [0.0169 — 0.0256] [0.0120 - 0.1500] [0.00336 - 0.0110] [0.0201 - 0.0421] [0.0102 - 0.0989]
tmax" (h) Week 39 - - - - - -

[1.00 - 2.00] [2.00 - 4.00] [2.00 - 8.00] [2.00 - 4.00] [4.00 - 4.00] [4.00 - 8.00]
a: Mean or Mean £ SD [range] (n=1 - 6).
b: n = 2, two animals had non-quantifiable or insufficient plasma concentration data to calculate toxicokinetic parameters.
¢: n =3, one animal had non-quantifiable or insufficient plasma concentration data to calculate toxicokinetic parameters.
d: n =1, three animals had non-quantifiable or insufficient plasma concentration data to calculate AUC.
e: n = 3, one animal had non-quantifiable or insufficient plasma concentration data to calculate AUC.
f. n =5, one animal had non-quantifiable or insufficient plasma concentration data to calculate AUC.
g: n =2, two animals had non-quantifiable or insufficient plasma concentration data to calculate AUC.
h: Median [range]
GSK2531398 (M6)
PK Parameters Period Male Female
Dose of GSK1278863 (mg/kg/day) Dose of GSK1278863 (mg/kg/day)

3b 10 50 3 10 50

Cmax (ug/mL) Week 39 0.00475 + 0.00185 0.0165 + 0.0119 0.0165 + 0.0151 0.00585 + 0.00364 0.0123 £ 0.0107 0.0173 £ 0.0089
[0.00339 - 0.00214] [0.0052 - 0.0329] [0.0050 - 0.0452] [0.0018 - 0.0070] [0.0043 - 0.02795] [0.0055 - 0.02795]
AUCO-t (ug.h/mL) Week 39 0.0278 + 0.0097 0.155+0.118 0.240 £ 0.281 0.0317 £ 0.0207 0.073 £0.055 0.244 £ 0.152
[0.0218 — 0.0390] [0.027 — 0.308] [0.032-0.732] [0.0057 - 0.0527] [0.029 — 0.148] [0.062 — 0.421]
tmaxc (h) Week 39 - - - - - -
[1.00 - 4.00] [2.00 - 2.00] [2.00 - 8.00] [2.00 - 4.00] [4.00 - 4.00] [4.00 - 8.00]

a: Mean or Mean £ SD [range] (n=3 - 6).
b: n =3, male Animal 204 given 3 mg/kg/day was euthanized during Week 38 (Day 262) due to deteriorating clinical conditions.

¢: Median [range]
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CONFIDENTIAL

Monkey 39 week study with Daprodustat (Continued)

2018N370466_00

GSK2531400 (M13)
PK Parameters Period Male Female
Dose of GSK1278863 (mg/kg/day) Dose of GSK1278863 (mg/kg/day)
3b 10 50 3 10 50
Cmax (ug/mL) Week 39 0.00515 + 0.00287 0.0177 £ 0.0109 0.0142 + 0.0086 0.00771 + 0.00431 0.0126 + 0.0095 0.0201 £ 0.0115
[0.00264 - 0.00828] [0.0048 - 0.0312] [0.0056 - 0.0242] [0.00392 - 0.01240] [0.0050 - 0.0248] [0.0049 - 0.0340]
AUCO-t (ug.h/mL) Week 39 0.0312+£0.0175 0.188 £0.145 0.215+£0.192 0.0412+£0.0172 0.098 £ 0.079 0.278 £0.182
[0.0154 - 0.0500] [0.028 — 0.370] [0.040 — 0.492] [0.0232 - 0.0574] [0.031-10.190] [0.063 — 0.522]
tmaxc (h) Week 39 - - - - - -
[1.00 - 4.00] [2.00 - 2.00] [2.00 - 8.00] [2.00 - 4.00] [4.00 - 4.00] [4.00 - 8.00]

a: Mean or Mean £ SD [range] (n=3 - 6).
b: n =3, male Animal 204 given 3 mg/kg/day was euthanized during Week 38 (Day 262) due to deteriorating clinical conditions.
¢: n =3, one animal has no quantifiable plasma concentration data to calculate toxicokinetic parameters.

d: Median [range]
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2018N370466_00

5. PHARMACOKINETICS: IN VITRO ABSORPTION
Table 5.1 Evaluatation of percutaneous absorption of daprodustat in human skin
Test Article: GSK1278863 Location in CTD: m4.2.2.3
Study Number: 2010-495-JL Report No.: 2012N152036
Study Type: In vitro human skin absorption Detection: HPLC MS
Test Article Total Absorption (ug/cm?) Total Absorption (%)
0.2% Dispersed Cream 0.028 +0.014 0.282 +0.141
Lot# 770-49-02
0.2% Dispersed Gel 0.028 +0.025 0.275 +0.252
Lot# 770-50-02
0.2% Ointment 0.022 +0.011 0.214 +0.105
Lot# ee490071
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2018N370466_00

Table 5.2 Evaluation of skin permeation and deposition by Daprodustat
Test Article: (GSK1278863 Location in CTD: m4.2.2.3
Study Number: GK1202-01 Report No.: 2012N152038
Study Type: In vitro human skin permeation and Detection: HPLC MS
deposition
Skin Type Formulations Flux (ng/cm/h)
0.2% Stfl cream (BA/SA) 0.64 £0.13
Abraded Lot# ee564527
0.2% water miscible cream 0.14 +0.07
Lot# ee564529
0.2% Stfl cream (BA/SA) 0.18 +£0.06
Non-abraded Lot# ee564527
0.2% water miscible cream 0.01 +0.01
Lot# ee564529
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Table 5.3 Rate and extent of absorption of micronized vs. non-micronized daprodustat
Test Article: GSK1278863 Location in CTD: m4.2.2.3
Study Number: 795839 Report No.: 2015N230888
Study Type: In vitro human skin absorption Detection: HPLC MS
Mean Test Material Recovered at 24 Hours post dose (ng/cm?)
Intact Abraded
Test Item Concentration (% wiw) Sample Non-Micronised Micronised Non-Micronised Micronised
Stratum Corneum 2683 3875 3288 4381
1 Epidermis 275 578 984 1217
Dermis 159 332 404 483
Receptor Fluid 8 14 10 13
Stratum Corneum 24651 24546 53767 17528
5 Epidermis 786 1402 4913 5872
Dermis 747 1181 2406 1528
Receptor Fluid 11 10 19 32
Stratum Corneum 57462 71581 31821 79201
15 Epidermis 4012 9019 10470 20957
Dermis 1810 3733 4240 13510
Receptor Fluid 23 44 15 16
Stratum Corneum 224495 307479 198941 214844
30 Epidermis 14050 38245 21800 30995
Dermis 8998 14684 9094 14672
Receptor Fluid 8 113 114 979

Key:

Mironised Lot# = EE757297-M; Non-micronised Lot# = EE757297-UM
Receptor fluid samples (ng/cm2) = ((LC-MS/MS 24 h value (ng/mL) x total volume of receptor chamber) + mass (ng) of test item removed by previous time point aliquots) / skin surface

area (0.64 cm?)

Non receptor fluid samples (ng/cm?) = (LC-MS/MS value (ng/mL) x total sample volume) / skin surface area (0.64 cm?)
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CONFIDENTIAL

6. PHARMACOKINETICS: ORGAN DISTRIBUTION

Table 6.1

Test Article: GSK1278863

Pharmacokinetics: Organ Distribution

Location in CTD: m4.2.2.3
Report No.: CD2008/00271

2018N370466_00

Study No.: 85-0708

Species: Rat (Long Evans partially Pigmented)
Gender (M/F)/Number of Animals: 1M/time point
Feeding Condition: Fasted
Vehicle/Formulation: 1% aqueous methylcellulose
Method of Administration: Oral
Dose (mglkg): 10
Radionuclide: 14C
Specific Activity (uCi/mg): 22.3
Sampling Times: 35days (1h,4h,8h, 24 h, 3 days, 7 days, and 35 days after dosing)
Analysis: QWBA
Results:
Tissue Type Tissue Concentration of Radioactivity (ug equiv/g)
1h 4h 8h 24 h 3 Days 7 Days 35 Days
Vascular/Lymphatic Aorta 47.911 27.900 23.258 11.980 0.789 BLQ BLQ
Blood (cardiac) 62.510 34.957 24.806 12.682 1.358 BLQ BLQ
Bone Marrow 15.103 9.251 4,731 2.881 0.162 BLQ BLQ
Mandibular Lymph Nodes 8.733 9.749 5.902 2.640 0.468 BLQ BLQ
Spleen 8.730 5.513 3.459 1.960 0.192 BLQ BLQ
Thymus 4.566 5.119 4.402 2.193 0.232 BLQ BLQ
Excretory/Metabolic Kidney 27.963 17.491 7.765 3.332 0.598 BLQ BLQ
Renal Cortex 28.834 17.777 8.507 3.068 0.504 BLQ BLQ
Renal Medulla 23.809 15.397 6.247 3.165 0.500 BLQ BLQ
Liver 33.747 18.775 12.413 3.335 0470 BLQ BLQ
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Pharmacokinetics: Organ Distribution (Continued)

CONFIDENTIAL

2018N370466_00

Tissue Type Tissue Concentration of Radioactivity (ug equiv/g)

1h 4h 8h 24 h 3 Days 7 Days 35 Days

Central Nervous Brain 0.778 0.661 0.502 0.290 BLQ BLQ BLQ

System Choroid Plexus 10.340 9.270 5.386 2.669 0.930 BLQ BLQ

Meninges 43.960 31.988 30.329 11.977 1.196 BLQ BLQ

Peripheral Nerve 3.437 1.713 1.995 3.363 1.299 1.035 BLQ

Spinal Cord 0.767 0.529 0.573 0.253 BLQ BLQ BLQ

Endocrine Adrenal Cortex 20.409 11.940 10.806 4.325 0.699 BLQ BLQ

Adrenal Medulla 27.211 14.809 15.180 6.628 0.686 BLQ BLQ

Pineal Gland 10.267 9.883 8.044 3.989 0.367 BLQ BLQ

Pituitary 11.824 9.945 7.120 2.965 0.605 BLQ BLQ

Thyroid 8.873 7.775 9.212 1.464 0.314 BLQ BLQ

Secretory Exorbital Lachrymal Gland 15.055 8.816 8.460 5.294 0.299 BLQ BLQ

Intra-Orbital Lachrymal Gland 9.217 8.323 6.110 2.085 0.263 BLQ BLQ

Harderian Gland 8.413 8.332 5.128 2.526 0.210 BLQ BLQ

Pancreas 10.468 7.248 4.269 2.925 0.241 BLQ BLQ

Salivary Gland 12.515 9.304 5.720 3.425 0.326 BLQ BLQ

Fatty Fat (brown) 16.834 12.397 12.999 3.255 0.368 BLQ BLQ

Fat (abdominal) 1.985 1.653 2.384 0.564 0.038 BLQ BLQ

Dermal Skin (non-pigmented) 5.734 8.421 8.011 4142 0.446 BLQ BLQ

Skin (pigmented) 5.278 8.587 7.819 4,789 0.589 BLQ BLQ

Reproductive Prostate Gland 4.626 5.345 9.582 2.758 0.259 BLQ BLQ

Epididymis 4.253 9.087 5.532 3.159 0.281 BLQ BLQ

Testis 3.879 8.697 6.943 2.928 0.199 BLQ BLQ

Skeletal/ Muscular Muscle (skeletal) 3.770 4.807 3.668 1.649 0.116 BLQ BLQ

Myocardium (heart) 19.816 11.106 11.154 4.056 0.570 BLQ BLQ

Respiratory Tract Lung 48.703 25.153 17.798 8.337 1.359 BLQ BLQ

Nasal Turbinates 7.959 7.730 4.481 3.356 0.216 BLQ BLQ
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Pharmacokinetics: Organ Distribution (Continued)
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2018N370466_00

Tissue Type Tissue Concentration of Radioactivity (ug equiv/g)

1h 4h 8h 24 h 3 Days 7 Days 35 Days

Alimentary Canal Cecum Mucosa 9.539 21.316 29.967 5.720 1.233 BLQ BLQ

Esophagus 8.859 16.551 19.385 8.458 0.602 BLQ BLQ

Large Intestine Mucosa 13.247 7.048 14.346 3.168 0.317 BLQ BLQ

Large Intestine Contents 5.737 7.624 344.504 44188 5.713 0.110 BLQ

Rectum Mucosa 10.373 9.425 11.730 5.079 0.291 BLQ BLQ

Small Intestine Mucosa 44.819 62.731 8.201 2412 0.282 BLQ BLQ

Small Intestine Contents 341.308 401.630* 62.228 20.132 2.540 BLQ BLQ

Stomach Mucosa 11.666 4.980 4.672 1.828 0.291 BLQ BLQ

Ocular Lens BLQ BLQ 0.122 BLQ BLQ BLQ BLQ

Uveal Tract 5.503 20.304 7.290 3.397 0.828 BLQ BLQ

Individual (n=1)

BLQ: Below the limit of quantitation (<0.038 ug equiv/g) or tissue could not be visually identified because of non-detectable radioactivity
*: above the limit of quantitation (>366.353 ug equiv/g)
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Table 6.2 Pharmacokinetics: Kidney and Liver Distribution

Test Article: GSK2531401 (M13)
Study System: In vivo Location in CTD: m4.2.2.3

Report No.: 2012N132320

Mouse (CD-1)

Male/15 per group (3 per timepoint)

Saline, pH 8.5 (GSK2531401); 2% DMSO, 49% of 40% Captisol in
water and 49% saline, pH 8.5 (GSK2212842)

Method of Administration: Intravenous (bolus)

Dose (mglkg): 40 (GSK2531401) and 1 (GSK2212842)

Target Entity, Test System and Method: The objective of this study was to determine the systemic exposure and erythropoietin response following a single
intravenous (bolus) administration of GSK2531401 and positive control GSK2212842 (EPO response is known) at nominal doses of 40 and 1 mg/kg, respectively, to
male CD-1 mice.

Results: GSK2531401 plasma concentrations were quantifiable only up to the 8 hour sampling period, therefore pharmacokinetic analysis of GSK2531401 was not
performed due to insufficient data points for accurate analysis. Based on concentrations of drug present in the plasma, liver and kidney over the 24-hour sampling
period, GSK2531401 cleared more quickly than GSK2212842 from the mice. Because of lack of vehicle treated group, it is difficult to conclude whether or not either
compound induced EPO or VEGF in this study.

Study No.: 11DMMO049
Species:

Gender (M/F)/Number of Animals:
Vehicle/Formulation:

66 d-g9¢

Plasma concentration

Mean of Actual dose

Test Article (Dose) received (mg/kg) AUCq. (ug.h/mL) Cmax (Lg/mL) Tmax (h)

GSK2212842 (1 mg/kg) 1.09 25.7 1.55 4.00
Mean GSK2531401 and GSK2212842 tissue concentrations (ng/mL)
Sampling Time (hours after dosing)

Treatment (Tissue) 2 4 8 12 24
GSK2531401 (Plasma) 589 22.2 4.83 NQ NQ
GSK2212842 (Plasma) 1030 1550 1260 1190 634

GSK2531401 (Liver) 879 62.8 23.8 NQ NQ

GSK2212842 (Liver) 8340 8530 8390 7240 3900
GSK2531401 (Kidney) 986 467 65.8 16.6 NQ
GSK2212842 (Kidney) 812 797 899 939 504
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Pharmacokinetics: Kidney Distribution (Continued)

CONFIDENTIAL

2018N370466_00

Mean Plasma EPO or VEGF plasma concentrations (ng/mL)

Sampling Time (hours after dosing)

Treatment (Plasma EPO or VEGF levels) 2 4 8 12 24
GSK2531401 (Plasma EPO) 135 127 54.4 36.9 62.0
GSK2531401 (Plasma VEGF) 15.1 11.8 9.82 9.27 10.4
GSK2212842 (Plasma EPO) 69.4 724 47.6 87.9 75.2
GSK2212842 (Plasma VEGF) 9.34 8.13 9.23 7.96 6.64

Key:
NQ = Not Quantitated, below the level of detection.
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Table 6.3 Pharmacokinetics: Kidney Distribution of Daprodustat or GSK2531401 (M13) in Mice
Test Article: GSK1278863 or GSK2531401 (M13) Report No.: 2012N156583
Study System: In vivo Study No.: 12DMMO041
Species: Mouse (CD-1) Location in CTD: m4.2.2.3
Gender (M/F)/Number of Animals: Male (2 or3 per timepoint)
Vehicle/Formulation: Saline [pH 7] (GSK2531401); 10% Captisol in 25 mM Tris buffer [pH 9])/10% Captisol in 25

mM Tris buffer [pH 9] (GSK1278863)
Method of Administration: Intravenous (bolus) (GSK2531401, GSK1278863) and Oral (GSK2212842)
Dose (mglkg): 40 or 100 (GSK2531401), 20 (GSK1278863) and 30 (GSK2212842)

Target Entity, Test System and Method: The objective of this study was to determine the systemic exposure and erythropoietin (EPO) response following a single
intravenous (bolus) administration of either GSK2531401 at 40 or 100 mg/kg or GSK1278863 at 20 mg/kg to male CD-1 mice. The effect of GSK2531401A on
vascular endothelial growth factor (VEGF) response was also evaluated. GSK2212842 (positive control) was used to induce EPO and VEGF and was administered
orally. Concentrations of GSK2531401 and GSK1278863 in kidney tissues at select time points were also determined.

Results: Both GSK2531401 and GSK1278863 were characterized by low plasma clearance and a low steady state volume of distribution in male CD-1 mice.
GSK2531401 (M13) exhibited approximately 40-fold higher clearance than GSK1278863. GSK1278863 significantly elevated plasma EPO levels in mice.
GSK2531401 did not elevate EPO to a significant extent in this study. VEGF levels in the plasma samples were near the lower limits of detection and therefore no
conclusion can be made about its regulation by any of these compounds. Despite being administered at a 2 to 5-fold lower dose, GSK1278863 concentrations were
higher (15 to 500-fold) than GSK2531401 concentrations in the kidney at all time points.

GSK2531401 (M13) GSK1278863
Parameter 40 mg/kg 100 mg/kg 20 mg/kg?
Mean actual dose received (mg/kg) 33.8 101 18.2
AUCo.t (ug.h/mL) 27.8 92.8 614
AUCq.int (1g.h/mL) 27.9 929 685
Conax (ng/mL) 81.5 210 88.0
Tmax (h) 0.083 0.083 0.083
CL (mL/h/kg) 1210 1090 26.6
Tie (h) 4.61 1.04 7.28
Vss (L/kg) 0.433 0.418 0.270
MRT (h) 0.357 0.384 10.2

Key: a = GSK1278863 concentrations did not decrease more than 1-log unit over the 24 hour time period. Pharmacokinetic parameters of T1/2 and MRT should be
used with caution as the terminal phase of this molecule was not sufficiently captured.
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Pharmacokinetics: Kidney Distribution of Daprodustat or GSK2531401 (M13) in Mice (Continued)

2018N370466_00

Nomina | Actual Mean Plasma Concentration (ng/mL)
I Dose dose
Treatment (Tissue) | (mg/kg) | (mg/kg) 0.083 h 0.25 h 05h 1h 2h 4 h 8h 24h
GSK2531401 40 33.8 81500 31200 133000 2630° 472 26.1° 12.3 1.232
GSK2531401 100 101 210000° 1480000 505000 52500 1290° 167° 20.2° NQP
GSK1278833 20 18.2 88000 NS NS 64000 NS 48000 25400 7010
Nomina | Actual Mean Plasma EPO or VEGF Concentration (ng/mL) at Sampling time
I Dose dose
Treatment (Tissue) | (mg/kg) | (mg/kg) 0.083 h 0.25 h 05h 1h 2h 4 h 8h 24h
GSK2531401
(Plasma EPO) 40 33.8 1.7 16.7 9.30° 9.83° 40.00 92.9° 21.6° 15.9
GSK2531401
(Plasma VEGF) 40 33.8 10.8 13.8 8.96° 9.500 16.2° 19.00 11.0°0 8.66°
GSK2531401
(Plasma EPO) 100 101 19.6° 21.4° 9.14v 17.3 61.4° 124p 45.8° 23.6°
GSK2531401
(Plasma VEGF) 100 101 13.00 14.3 15.3 13.3 17.9 16.0° 13.2 10.3°
GSK1278833
(plasma EPO) 20 18.2 254 NS NS 215 NS 323 179 179
GSK1278833
(plasma VEGF) 20 18.2 13.6 NS NS 13.2 NS 18.0 17.7 15.3
GSK2212842
(plasma EPO) 30 NS NS NS NS NS NS 15500 317000
GSK2212842
(plasma VEGF) 30 NS NS NS NS NS NS 18.7 23.00°

Key: Mean (n=2 - 3)

a =n=2 (one sample was below the limit of quantitation, therefore mean was calculated using 0).
b = n=2 (due to insufficient dose volumes available on day of dosing).
NQ = Not quantitated, all samples below the level of quantitation. NS = Time point was not sampled
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7. PHARMACOKINETICS: PLASMA PROTEIN BINDING

Table 7.1 Plasma Protein Binding for Daprodustat

Test Article: GSK1278863
Study System: In vitro Location in CTD: m4.2.2.3
Report No.: UH2008/00002 Study No.: 07CDUP0350

Target Entity, Test System and Method: The in vitro plasma protein binding of GSK1278863 was investigated by equilibrium dialysis in mouse, rat, dog, monkey and

human plasma at target concentrations of 1,000 and 10,000 ng/mL. Concentrations of GSK1278863 were determined by LC-MS/MS.

Results:
Nominal concentration % Bound to Plasma Proteins
(ng/mL) Mouse Rat Dog Monkey Human
1000 984+0.2 994+0.5 96.7+15 96.3+2.0 98.4+0.6
10000 97.8+0.7 99.8+0.1 947+2.0 96.2+1.4 98.8+0.1

Mean + SD (n=2 - 4)

Test Article: GSK1278863

Study System: In vitro

Location in CTD: m4.2.2.3

Report No.: CD2010/00340

Study No.: 09DMMO060

Target Entity, Test System and Method: Plasma protein binding of GSK1278863 was determined in vitro in the rat, mouse, rabbit, dog, monkey and human by

equilibrium dialysis at target concentrations of 0.2, 1, 10, and 50 pug/mL. Concentrations of GSK1278863 were determined by LC-MS/MS.

Results:
Nominal Plasma concentration % Bound in Plasma
(ng/mL) Rat Mouse Rabbit Dog Monkey Human
0.2 >99.5+0.1 >99.6+ 0.0 >99.5+0.0 98.3+0.1 936+16 99.4+£0.0
1 >99.9+0.0 99.8+£0.0 99900 979038 98.4+£0.1 99400
10 100.0 £ 0.0 99.8+0.0 99.9+0.0 98.3+0.2 989+0.2 99.5+0.1
50 97.7+4.0 99.6+0.0 99.9+0.0 98.2+0.1 98.8+0.0 98.3+£20

Mean = SD (n=2 - 3)
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Table 7.2
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Plasma Protein Binding for Metabolites of Daprodustat

2018N370466_00

Test Article: GSK2391220 (M2), GSK2531403 and GSK2506104 (M3), GSK2499166 (M4), GSK2531399 (M5), GSK2531398 (M6), and GSK2531400 and

GSK2531401 (M13)

Study System: In vitro

Location in CTD: m4.2.2.3

Report No.: 2012N131897
Target Entity, Test System and Method: Plasma protein binding of the metabolites of GSK1278863 [GSK2391220 (M2), GSK2531403 and GSK2506104 (M3),

GSK2499166 (M4), GSK2531399 (M5), GSK2531398 (M6), and GSK2531400 and GSK2531401 (M13)] was determined in vitro in the human by equilibrium dialysis
at target concentrations of 10, 100, 250 and 500 ng/mL. Concentrations of each metabolite were determined by UPLC-MS/MS.

Study No.: 11DMMO027

Results:
Nominal Plasma % Bound in Plasma
concentration | GSK2391220 | GSK2506104 | GSK2531403 | GSK2499166 | GSK2531399 | GSK2531398 | GSK2531401 | GSK2531400
(ng/mL) (M2) (M3) (M3) (M4) (M5) (M8) (M13) (M13)

10 2.2 13.2 1.0 68.3 74.0 25.9 0.1 03
100 13.9 16.9 38 86.9 9.8 335 27 0
250 12.1 17.0 5.9 975 97.9 337 39 07
500 10.5 235 3.2 97.7 98.3 235 0 05

Mean = SD (n=2 - 3)
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Table 7.3 Pharmacokinetics: Binding to Human Serum Albumin and Human alpha1-Acid Glycoprotein
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Test Article: GSK1278863
Study System: In vitro

Location in CTD: m4.2.2.3
Report No.: CD2010/00340

Study No.: 09DMMO060

Target Entity, Test System and Method: The protein binding of GSK1278863 was determined in vitro in 0.600 mM human serum albumin (HSA) and in 0.015 mM
and 0.150 mM a.1-acid glycoprotein (AAG) at target concentrations of 0.2, 1, 10, and 30 ug/mL. Concentrations of GSK1278863 were determined by LC-MS/MS.

Results:
Nominal Plasma concentration % Bound in Protein
(ug/mL) 0.600 mM HSA 0.015 mM AAG 0.150 mM AAG
0.2 99.4+0.0 11.1+7.3 8027
1 994 +0.0 9.2+59 79473
10 99.4+0.0 16.7 £21.2 24+26
30 99.3+£0.1 44+76 6.0+75

Mean £ SD (n=3)

HSA: Human serum albumin, AAG: alpha1-acid glycoprotein

105

'G°9°C

H
15
=34



0S:%2:}1 610 80 Bny

CONFIDENTIAL
m2.6.5. Pharmacokinetics Tabulated Summary 2018N370466_00

Table 7.4 Pharmacokinetics: Blood Cell Partitioning

Test Article: GSK1278863
Study System: In vitro Location in CTD: m4.2.2.3

Report No.: UH2008/00002 Study No.: 07CDUP0969
Target Entity, Test System and Method: The in vitro blood cell association of GSK1278863 was determined in blood from CD-1 mice, Sprague Dawley rats, beagle
dogs, and cynomolgus monkeys, and human at target concentrations of 1 and 10 ug/mL. The spiked blood samples were incubated at approximately 37°C for

90} d-69¢

approximately 30 minutes and were analysed by LC/MS/MS.
Results:

Cb/Cp
Species 1 pg/mL 10 pg/mL
Mouse 0.45+0.10 0.71+0.09
Rat 1.64 £0.23 1.15+0.03
Dog 1.05+0.24 0.85+0.16
Monkey 0.84+0.23 0.61+0.01
Human 1.23+£0.11 0.75+0.16

Mean % SD (n=6)
Cb/Cp = Concentration in blood to Concentration in plasma ratio.
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Pharmacokinetics: Blood to plasma and liver to blood ratios of total radioactivity following single oral

Test Article: ['*C]GSK1278863

Blood, Plasma, or Liver levels (ng.equivig)

Report No.: CD2008/00100

Report No.: CD2008/00025

Report No.: 2018N355713

Study No.:7717-705  Location in CTD:m4.2.2.3 | Study Location in CTD:m4.2.2.3 Study Location in
No.:AFA00607 No.:8361764 CTD:m4.2.2.3
Rat (Sprague Dawley) Dog (beagle) Monkey (cynomolgus)
Matrix  Sampling 10 mg/kg 20 mg/kg 10 mg/kg

Time (oral gavage; vehicle = 1% methylcellulose) (oral gavage; vehicle = 1% methylcellulose) (oral gavage; vehicle = 1% methylcellulose)
(hours) n=3/sex/group n=3/sex/group (Intact) n=3 males/group (intact)
n=2 males/group (BDC) n=2 males/group (BDC)
Male Female BDC Males Male Female BDC Males Male BDC Males
Blood 1 374439 414 16.0 - 3.29 £0.37 4.83 +0.22 2.59 +0.73 412
4 31.9+3.0 30.545.7 7.29+0.89 7.49 £2.44 4.62 +0.27 3.85
8 231424 226+2.8 - - 1.65 +0.51 1.93
10 - - 412 +0.86 4.98 £2.51 - -
24 12.2£0.49 10.9+3.9 1.34+1.0 1.69 +1.23 0.0985 +0.0257 0.0667
72 - - - - - - BQL BQL
96 - - 0.3562 - - 0.321 - -
168 0.072 £0.029 0.033 +£0.015 BQL BQL - BQL BQL
Plasma 1 721439 76.1 £11.3 4.38 £0.83 6.34 £0.72 3.91+1.25 6.40
4 61.3+7.0 56.9 £9.0 10.1£1.3 10.2 +3.31 7.22 40.33 5.95
8 43334 40.3+4.8 - - 2.36 +0.67 3.09
10 - - 5.05+1.4 6.24 £3.42 - -
24 23.3+0.7 19.7 +6.2 1.66 +1.3 2.17 +1.66 0.129 +£0.042 0.142
72 - - - - - - BQL BQL
96 - 1.04 £0.19 - - 0.381 - -
168 0.142 £0.05 0.062 +£0.030 BQL BQL - BQL BQL
Liver 1 30.7 +3.7 222449 - - - -
4 224455 15.9+4.4
8 12.6 +0.81 9.01+1.1
24 3.89 +0.22 410+2.0
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Pharmacokinetics: Blood to plasma and liver to blood ratios of total radioactivity following single oral administration of
[14C]daprodustat (Continued)

80} d-69¢

Ratios
Rat (Sprague Dawley) Dog (beagle) Monkey (cynomolgus)
Matrix Sampling 10 mg/kg 20 mg/kg 10 mg/kg
Time (oral gavage; vehicle = 1% methylcellulose) (oral gavage; vehicle = 1% methylcellulose) (oral gavage; vehicle = 1% methylcellulose)
(hours) n=3/sex/group n=3/sex/group (Intact) n=3 males/group (intact)
n=2 males/group (BDC) n=2 males/group (BDC)
Male Female BDC Males Male Female BDC Males Male BDC Males
E:Z:?n/a 1 0517 +0.027 0.544 +0.009 - 0.76 +0.08 0.77 +0.08 - 0.672 +0.056 0.644
4 0.522 +0.011 0.535 +0.020 0.72 £0.03 0.73 £0.01 0.639 +0.021 0.648
8 0.534 +0.017 0.560 +0.005 - - 0.701 +0.048 0.626
10 - - 0.83 +0.06 0.81 £0.04 - -
24 0.526 +0.019 0.549 +0.026 0.87 £0.14 0.80 £0.07 0.775 +0.067 0.624
72 - - - - - - NA NA
96 - - 0.5190 - - 0.84¢ - -
168 0.505 +0.027 0.542 +0.022 - NA NA NA NA
Liver/ 1 0825:0.083 0533 £0.043
Blood e DA
4 0.697 +0.125 0.516 £0.056
8 0.547 +0.037 0.400 £0.032
24 0.319 +0.023 0.364 £0.043
Key:

a = At least one value was BLQ; therefore, the SD was not reported.

b = At least one value was NC; therefore the SD was not reported.

c=n=1.

BDC = Bile duct-cannulated.

BQL = Below the quantifiable limit.

NA = Not applicable.
- = Not determined.

Note: The quantitation limits were as follows: Rat (blood: 0.00606 ug equiv/g; plasma: 0.00434 ug equiv/g), Dog (blood: 0.0796 ng equiv/g; plasma: 0.0576 ug equiv/g) and Monkey
(blood: 0.0707 pg equiv/g; plasma: 0.0745 ug equiv/g).
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8. PHARMACOKINETICS: STUDY IN PREGNANT OR NURSING ANIMALS
Table 8.1 Pharmacokinetics: Study in Pregnant or Nursing Animals — Placental Transfer
No studies
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Table 8.2 Pharmacokinetics: Study in Pregnant or Nursing Animals — Excretion into Milk

Test Article: GSK1278863A plus M2 (GSK2391220), M3 (GSK2506104), and M13 (GSK2531401)
Location in CTD: m4.2.2.5

Species (Strain): Rat (SD) Report No.: 2018N365151 Study No.: R71242G
Test Article: GSK1278863 + metabolites
Vehicle/Formulation: Daprodustat: 1% (w/v) aqueous methylcellulose/Suspension
Metabolite Cocktail (subcutaneous): Aqueous 25 mM Phosphate Buffer, pH 7.4/ Solution
Method of Administration: Daprodustat: Oral (gavage)
Metabolite Cocktail: Subcutaneous
Sample: Plasma in pups
Analyte: GSK1278863, GSK2391220 (M2), GSK2506104 (M3), GSK2531401 (M13)
Assay: HPLC-MS/MS
Dose (mg/kg/day): Daprodustat: 0.8, 7,40

Metabolites cocktail: 2.5, 3.2, 1.8 (GSK2391220 (M2), GSK2506104 (M3), GSK2531401 (M13) mg/kg/day [dosed as 1.25, 1.8
and 0.9 mg/kg/dose BID every 6 hrs])

Duration of dosing (days): Gestation Day(GD) 6 to Lactation Day 21 or GD6 to GD9
Plasma concentrations ng/mL

Daily Oral Dose (mg/kg/day) GSK12788632 0 (Control) 0.8 7 40

PND 10 (F1) males GSK1278863 b 4590-9310 19300-31700 40000-44600
GSK2391220 (M2) b 1.31-2.93 4.01-17.9 8.15-51.1
GSK2506104 (M3) NQ 0.491-1.39 0.407-3.32 0.553-7.29
GSK2531401 (M13) NQ NQ-0.595 0.203-1.21 NQ-4.05

PND 10 (F4) females GSK1278863 NQ 3570-7830 18600-38500 36500-59500
GSK2391220 (M2) NQ 0.754-6.07 3.51-12.7 7.38-24.1
GSK2506104 (M3) NQ 0.324-2.94 0.480-1.81 0.434-4.59
GSK2531401 (M13) NQ NQ-1.30 NQ-1.17 NQ-2.63

Key: PND = Postnatal Day  NQ = Not Quantifiable (<0.200 ng/ml)

a. (GSK1278863 was administered once daily to FO females by oral gavage, followed by twice daily subcutaneous injection (approximately 6 hours apart) administration of human
metabolite cocktail [GSK2391220 (M2), GSK2506104 (M3), and GSK2531401 (M13)] at nominal doses of 2.5, 3.2, and 1.8 mg/kg/day.

b. 3 male control pups have quantifiable concentrations of GSK1278863 (212 — 2510 ng/mL) at 3 hrs post the first maternal dose on PND 10. One of these pups (3401/2) also had
0.903 ng/mL of M2 at 3 hrs. These maternal animals did not have quantifiable concentrations of GSK1278863 as measured on LD 21, and the values reported were lower than
values observed in 0.8 mg/kg/day GSK1278863 + metabolites pups, therefore were not considered to have affected interpretation of these results.
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9. PHARMACOKINETICS: OTHER DISTRIBUTION STUDIES

Table 9.1 Pharmacokinetics: Passive and absorptive membrane permeability

Test Article: GSK1278863
Location in CTD: m4.2.2.3
Report No.: CD2008/00421 Study No.: 08DMM021

Target Entity, Test System and Method: In vitro (polarized Madin-Darby canine kidney MDCKII-MDR1 cell line heterologously expressing human P-gp)
Passive and absorptive membrane permeability of [*C]GSK1278863 and [*H]amprenavir (positive control) at various pH in MDCKII-MDR1 cell monolayers in the
presence of GF120918 (P-gp inhibitor) (A—B direction only) were assessed using radio-HPLC analysis.

Results:
Compound Permeability pH Transport medium Px (Permeability coefficient) Permeability Class
Apical well Basolateral well (nm/s)
3 uM [4C]GSK1278863 Passive 74 DMEM DMEM 212 Moderate
Absorptive 74 FaSSIF DMEM + 1% HSA 191a High
Absorptive 5.5 FaSSIF DMEM + 1% HSA 325+£6.9 High
3 uM [*H]amprenavir Passive 7.4 DMEM DMEM 171+ 13.6 High

Data are the mean + SD from three monolayers unless noted

a: Results for absorptive permeability at pH 7.4 are the mean of two wells due to sampling error of one well.

The pH of DMEM in all investigations is pH 7.4

Permeability classification was as low (<10 nm/s), moderate (10 - 100 nm/s) or high (>100 nm/s).

FaSSIF: Fasted State Simulated Intestinal Fluid. DMEM: Dulbecco's Modified Eagle Medium. HSA: Human serum albumin
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Table 9.2 Microdialysis

Test Article: GSK1278863
Location in CTD: m4.2.2.3
Report No.: 2015N228833 Study No.: 0588-14228

Target Entity, Test System and Method: Serial 30-minute microdialysate samples were collected in a Culex fraction collector from a BASi microdialysis probe
immersed in Ringers Solution (0.2% Tween 20) or one of two test solution concentrations (2.5 and 25 ng/mL) of GSK1278863. Dialysate samples were collected for
30 minutes from test solutions at a flow rate of 1 pL/minute.

A recovery value could not be calculated from the low concentration test solution samples due to all values being below the limit of quantitation.

Results:

Actual Conc Result Comments
216 223
218 232
54 573
541 535
216 223
216 22
90.1 87.9
901 895
M 551
541 559
Actual Conc Result  Comments
0721 0.706
0.721 0.737
1.44 1.52
144 133
288 2.86
288 30
108 105
108 108
432 413
432 445
180 186
180 182
586 596
586 593
1 724
redl 690

Result Comments

NQ <LLQ

NQ <LLa

NQ <LLQ
Time(min) Result Comments Extrapolated CROID PPDID
0-30 NQ <LLQ 0.0431 AHXN101-1
31-60 NQ <LLa AHXN102-1
121-150 NQ <LLa 0222 AHXN105-1
151-180 NQ <LLQ, Label fell off - sample could be Subject 11 or 13. 0375 AHXN106-1
181-210 NQ <LLa 0319 AHXN107-1
271-300 229 AHXN110-1
301-330 214 Label fell off - sample could be Subject 6 or 13. AHXN111-1
331-360 249 AHXN112-1
361-390 154 Label fell off - sample could be Subject 6 or 11 AHXN113-1
391-420 NQ <LLQ 0355 AHXN114-1
NA 218 AHXN115-1
NA 232 AHXN116-1
NA 214 AHXN117-1
NA 209 AHXN118-1
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Table 9.3 Pharmacokinetics: P-gp substrate

Test Article: GSK1278863
Location in CTD: m4.2.2.3

Report No.: UH2008/00018 Study No.: 06MCD1239

Target Entity, Test System and Method: In vitro (human MDR1-transfected Madin-Darby canine kidney type Il cell monolayers)

MDCKII-MDR1 cell monolayers were pre-incubated in transport buffer with or without GF120918 (P-gp inhibitor) at 37°C for 30 minutes. Test compound working
solutions was then added to wells of apical ([A—B] transport) and basolateral ((B—A] transport) donor compartments. The cells were incubated at 37°C for 90 min.
Samples were analyzed by LC/MS/MS analysis. Amprenavir was used as the positive control.

Results:
Test Compound Apical Efflux Ratio Substrate for P-gp Avg A>B Papp (nm/sec)
(5 uM) No inhibitor + GF120918 (2 uM) in presence of 2 uM GF120918
GSK1278863 0.6 0.4 No 20+£3.3
Amprenavir 32 1.1 Yes 504 + 18

Mean % SD (n=3)
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Table 9.4 Pharmacokinetics: Murine Bcrp substrate

Test Article: GSK1278863
Location in CTD: m4.2.2.3

Report No.: UH2008/00018 Study No.: 07CDUP1017

Target Entity, Test System and Method: In vitro (murine Berp1-transfected Madin-Darby canine kidney type Il cell monolayers)

MDCKII-Berp1 cell monolayers were pre-incubated in transport buffer with or without GF120918 (BCRP inhibitor) at 37°C for 30 minutes. Test compound working
solutions was then added to wells of apical ([A—B] transport) and basolateral ((B—A] transport) donor compartments. The cells were incubated at 37°C for 90 min.
Samples were analyzed by LC/MS/MS analysis. Ofloxacin was used as the positive control.

Results:
Test Compound Apical Efflux Ratio Substrate for Berp Avg A>B Papp (nm/sec)
(3 uM) No inhibitor + GF120918 (5 uM) in presence of 5 uM GF120918
GSK1278863 60 55 Yes 79+10
Ofloxacin 30 1.3 Yes 76 £10

Mean % SD (n=3)
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Table 9.5 Pharmacokinetics: Human BCRP substrate

Test Article: GSK1278863
Location in CTD: m4.2.2.3
Report No.: 2015N237800 Study No.: 15DMMO007

Target Entity, Test System and Method: In vitro (The polarized Madin-Darby canine kidney cell line heterologously expressing human BCRP)

MDCKII-BCRP cell monolayers were pre-incubated (at 37°C) in transport medium, with and without 2 uM GF120918 (BCRP inhibitor), for 30 minutes prior to addition
of test article. For [A—B] directional transport, donor working solution with test article or [14C]cimetidine (positive control) was then added to the A (apical)
compartment and receiver working solution to the B (basolateral) compartment. For [B—A] directional transport, donor working solution with test article or
[“C]cimetidine was added to the B compartment and receiver working solution to the A compartment. The cells were incubated at 37°C for 90 minutes. The amount of
[#C]cimetidine was determined by LSC. The amount of GSK1278863 was determined by LC/MS/MS analysis.

Results:
Compound Rate A—B Rate B—A Apical BCRP  |A—B Mass Balance| B—A Mass Balance
(nmoles/h/cm?) (nmoles/h/cm?) Efflux Ratio Substrate (%) (%)
3 uM GSK1278863 0.032 £ 0.0018 0.14 £ 0.0073 44 Y 93 +3.1 96 +6.8
3 uM GSK1278863 + 2 uM GF120918 0.0422 + 0.0024 0.027 + 0.0036 0.65 - 852+ 3.3 86+ 1.6
3 uM [*“C]cimetidine 0.040 + 0.0056 0.17 £ 0.0028 4.2 Y 99 £ 0.81 99+0.19
3 uM ["*C]cimetidine + 2 uM GF120918 0.051 £ 0.0097 0.030 + 0.0064 0.59 - 100+ 1.8 100 £ 0.36

Data presented are the mean £ SD of 4 replicates, unless otherwise indicated

a: Mean of 3 replicates, one replicate failed mass balance criteria.

All donor compartments contained Lucifer yellow CH to determine monolayer integrity (pass criterion P7.4 <50 nm/s) and wells designated for BCRP inhibition
contained 2 uM GF120918 in both donor and receiver compartments. [*“C]cimetidine was used as positive control (criterion for assay acceptability: apical efflux ratio
for cimetidine =2 collapsing to approximately 1 in the presence of inhibitor). A compound is classified as a BCRP substrate if the apical efflux ratio in the absence of
inhibitor GF120918 is =2 and this efflux collapses to ~1 in the presence of inhibitor, GF120918. Efflux ratios 22 in the presence of inhibitor GF120918 indicate
incomplete inhibition of directional transport of a compound.

Mass balance within the range 80 - 120% is considered acceptable.
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Table 9.6 Pharmacokinetics: Hepatic uptake

Test Article: GSK1278863
Location in CTD: mm4.2.2.3

Report No.: 2015N232657 Study No.: 14DMM039

Target Entity, Test System and Method: In vitro (human hepatocytes)

Cell monolayers were pre-incubated at 37°C with buffer alone or buffer containing transporter inhibitor cocktail. After pre-incubation, cells were incubated in triplicate
for the appropriate amount of time with GSK1278863 at each concentration. Concentrations of GSK1278863 were determined using LC-MS/MS.

Results:

911 d-69¢

Time (min) Donor 1 (0.5 uMa) Donor 2 (0.3 uMa) Donor 3 (0.3 uMa)
(pmol/million cells) (pmol/million cells) (pmol/million cells)
No inhibitor + inhibitor cocktail® No inhibitor + inhibitor cocktail® No inhibitor + inhibitor cocktail’

0.5 22017 3.1+0.55 0.98 £ 0.070 1.0+£0.013 1.4 £0.033 1.2+0.25

1 76+0.73 46+0.63 1.9 £0.069 1.7 £0.046 1.9£0.084 20+0.13

2 7.9+0.46 6.5+0.73 3.0+0.29 2.8+0.083 28+0.13 3.7+0.17

5 15+1.1 17+23 5.2+0.34 49+0.19 4.9 +0.061 6.5+0.59

15 37+£25 39+54 15+0.28 10 £ 0.67 14 £ 0.68 13+ 0.66

25 48 +4.1 56 + 8.8 21+£0.95 15+16 20+1.6 17+£0.79

40 52+35 78+84 22 £0.96 20£0.29 29+22 20£0.49

0.02 uM [PHIEG (2 min) 0.37 £0.072 0.047 £ 0.0037 0.13+0.014 0.037 £ 0.0037 0.23 £ 0.017 0.049 £ 0.0059

Each value represents the mean £ SD of three samples, mean of two samples, or single value.
a: Concentrations listed represent actual measured concentrations.
b: Inhibitor cocktail consists of montelukast, rifamycin, cyclosporine A, and imipramine.
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Pharmacokinetics: OATP1B1 and OATP1B3 substrate of Daprodustat and Metabolites of Daprodustat

Test Article: GSK1278863, GSK2391220, GSK2506104, GSK2487818, GSK2506102, GSK2531398 and GSK2531401

Location in CTD: mm4.2.2.3
Report No.: 2015N255319

Study No.: XS-0674

Target Entity, Test System and Method: In vitro (HEK293 cells expressing OATP1B1 or OATP1B3)

Cells were pre-incubated at 37°C with buffer. After pre-incubation, cells were incubated at 37°C in triplicate for the appropriate amount of time with GSK1278863 at

the appropriate concentrations. The concentrations of each test article were determined using LC-MS/MS.

Results:
Substrate Concentration | Incubation time Cleared volume (uUL/mg protein) SIN ratio

(uM) (min) Control OATP1B1 OATP1B3 OATP1B1 OATP1B3

GSK1278863 0.1 1 29.9+5.1 424 +6.3 39.8+4.8 1.4 1.3

2 541+ 3.1 164 £ 27 90.3+5.6 3.0 1.7

5 70543 122 + 87 132+ 10 1.7 1.9

1 1 303134 525+4.8 46.6 6.0 1.7 1.5

2 58.7 £ 5.1 176 £ 9 1167 3.0 2.0

5 88.2+0.2 2394 1817 2.7 2.1

10 1 11615 16.6 £1.7 154+1.6 14 1.3

2 206+3.9 352111 286124 1.7 14

5 40.2+28 66.7 + 8.4 56.4 +2.8 1.7 1.4

100 1 10.5+1.0 10101 9.00 £ 1.42 1.0 0.9

2 205+15 223+0.8 21.1+£09 1.1 1.0

5 431164 38.8+6.8 40.6+25 0.9 0.9

Each value represents the mean + SD of three samples, mean of two samples, or single value.
NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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Pharmacokinetics: OATP1B1 and OATP1B3 substrate of Daprodustat and Metabolites of Daprodustat (Continued)

Substrate Concentration Incubationtime Cleared volume (uL/mg protein) SIN ratio

(uM) (min) Control OATP1B1 OATP1B3 OATP1B1 OATP1B3

GSK2391220 0.01 1 NC NC NC NC NC

(M2) 2 NC NC NC NC NC

5 NC NC NC NC NC

0.1 1 NC NC NC NC NC

2 NC NC NC NC NC

5 NC NC NC NC NC

1 1 NC 0.152 (n=1) NC NC NC

2 NC 0.139 (n=1) 0.190 (n=2) NC NC

5 NC 0.182 £ 0.039 0.0669 (n=2) NC NC

10 1 0.0455+0.0211 | 0.0909 +0.0191 | 0.0916 + 0.0026 2.0 2.0

2 0.0621 £ 0.0123 | 0.0905 + 0.0156 0.156 + 0.038 1.5 25

5 0.0646 + 0.0055 0.171 £ 0.037 0.156 £ 0.009 2.6 24

GSK2506104 0.01 1 NC NC NC NC NC

(M3) 2 NC NC NC NC NC

5 NC NC NC NC NC

0.1 1 NC NC NC NC NC

2 NC NC NC NC NC

5 NC NC NC NC NC

1 1 0.128 (n=1) 0.142 (n=2) NC 1.1 NC

2 0.154 (n=2) 0.195 £ 0.053 0.187 £ 0.009 1.3 1.2

5 NC 0.303 £ 0.011 0.279 + 0.060 NC NC

10 1 0.0571 £0.0178 0.112+0.015 0.132 £ 0.060 2.0 2.3

2 0.107 £ 0.025 0.118 £ 0.009 0.157 £ 0.035 1.1 1.5

5 0.0984 + 0.0341 0.238 £ 0.004 0.201 £0.017 24 2.0

Each value represents the mean + SD of three samples, mean of two samples, or single value.
NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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Pharmacokinetics: OATP1B1 and OATP1B3 substrate of Daprodustat and Metabolites of Daprodustat (Continued)

Substrate Concentration Incubationtime Cleared volume (uL/mg protein) SIN ratio
(uM) (min) Control OATP1B1 OATP1B3 OATP1B1 OATP1B3

GSK2531401 1 2 NC 0.199 + 0.026 0.159 (n=2) NC NC
(M13) 5 0.159 £ 0.010 0.230 £ 0.034 0.300 + 0.076 1.4 1.9
15 0.166 (n=1) 0.209 + 0.050 0.303 £ 0.016 1.3 1.8

3 2 0.0756 + 0.0178 0.109 £ 0.030 0.0842 +0.0172 14 1.1

5 0.113 £ 0.008 0.186 £ 0.031 0.232 £ 0.059 1.6 2.1

15 0.836 + 0.0033 0.164 + 0.028 0.312 + 0.031 2.0 3.7

10 2 0.0459 £ 0.0095 | 0.0767 +0.0192 | 0.0802 +0.0133 1.7 1.7

5 0.100 + 0.003 0.167 £ 0.013 0.209 £ 0.009 1.7 2.1

15 0.0645 + 0.0120 0.158 + 0.005 0.235 + 0.026 24 3.6

30 2 0.0424 £0.0063 | 0.0848 +0.0227 | 0.0942 +0.0109 2.0 2.2

5 0.0951 + 0.0087 0.176 £ 0.040 0.245 +0.102 1.9 2.6

15 0.0534 + 0.0057 0.147 £ 0.004 0.286 + 0.021 2.8 54

GSK2487818 1 2 NC 0.327 £ 0.060 0.271 £0.024 NC NC
(M4) 5 0.159 (n=1) 0.433 £ 0.002 0.416 £ 0.073 2.7 2.6
15 0.151 (n=1) 0.447 +£0.029 0.659 £ 0.083 3.0 4.4

3 2 NC 0.269 £ 0.011 0.291+£0.015 NC NC

5 0.141 (n=1) 0.519 £ 0.046 0.485 £ 0.009 3.7 3.4

15 0.0763 (n=2) 0.524 +£0.040 0.748 + 0.024 6.9 9.8

10 2 0.0520 + 0.0181 0.250 £ 0.020 0.308 + 0.027 4.8 5.9

5 0.0906 + 0.0346 0.486 + 0.025 0.546 + 0.042 5.4 6.0
15 0.0625 + 0.0119 0.504 +0.018 0.804 + 0.028 8.1 12.9

30 2 0.0549 + 0.0158 0.255 £ 0.024 0.347 £0.019 4.6 6.3

5 0.0998 + 0.0212 0.409 + 0.007 0.632 £ 0.033 41 6.3
15 0.0633 + 0.0141 0.435 £ 0.040 0.842 + 0.034 6.9 13.3

Each value represents the mean + SD of three samples, mean of two samples, or single value.
NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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Pharmacokinetics: OATP1B1 and OATP1B3 substrate of Daprodustat and Metabolites of Daprodustat (Continued)

Substrate Concentration | Incubationtime Cleared volume (UL/mg protein) SIN ratio

(uM) (min) Control OATP1B1 OATP1B3 OATP1B1 OATP1B3

GSK2506102 1 2 NC 0.215 £ 0.020 0.337 £ 0.105 NC NC

(M5) 5 0.158 (n=2) 0.186 £ 0.018 0.260 £ 0.018 1.2 1.6

15 NC 0.251 £ 0.026 0.386 + 0.027 NC NC

3 2 0.0913 + 0.0062 0.133£0.019 0.223 £ 0.044 1.5 24

5 0.102 £ 0.016 0.172 £ 0.006 0.244 £ 0.016 1.7 24

15 0.0609 (n=2) 0.230 + 0.006 0.387 £ 0.008 3.8 6.4

10 2 0.0784 £ 0.0279 0.142 £ 0.039 0.211+£0.016 1.8 2.7

5 0.0853 + 0.0099 0.161 £ 0.006 0.236 + 0.009 1.9 2.8

15 0.0385 + 0.0052 0.211 £ 0.002 0.370 £ 0.015 55 9.6

30 2 0.0840 + 0.0356 0.113 £ 0.009 0.267 £0.126 1.3 3.2

5 0.0636 + 0.0156 0.136 + 0.008 0.203 £ 0.016 2.1 3.2

15 0.0357 + 0.0002 0.203 £ 0.018 0.343 £ 0.009 5.7 9.6

GSK2531398 1 2 0.196 (n=1) 0.750 £ 0.066 0.557 £ 0.063 3.8 2.8

(M6) 5 0.343 + 0.046 0.561 £ 0.025 0.632 £ 0.051 1.6 1.8

15 0.224 (n=1) 0.632 £0.013 0.722 + 0.068 2.8 3.2

3 2 0.120 £ 0.017 0.667 + 0.026 0.451+0.018 5.6 3.8

5 0.311+£0.133 0.566 + 0.029 0.672 £ 0.053 1.8 2.2

15 0.332 + 0.062 0.643 £ 0.044 0.803 + 0.089 1.9 24

10 2 0.0747 (n=2) 0.537 £ 0.024 0.349 £ 0.025 7.2 4.7

5 0.227 + 0.052 0.491 +£0.005 0.615+0.038 2.2 2.7

15 0.291 + 0.105 0.552 £ 0.018 0.712 £ 0.011 1.9 24

30 2 0.0841 + 0.0082 0.555 + 0.045 0.486 £ 0.130 6.6 5.8

5 0.246 + 0.036 0.576 £ 0.115 0.621+£0.018 2.3 25

15 0.134 + 0.027 0.666 + 0.128 0.738 £ 0.049 5.0 55

Each value represents the mean £ SD of three samples, mean of two samples, or single value.

NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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Table 9.8

Test Article: GSK2487818

CONFIDENTIAL

Pharmacokinetics: Hepatic uptake of GSK2487818 Metabolite of Daprodustat

Location in CTD: m4.2.2.3
Report No.: 2015N259558

2018N370466_00

Study No.: 15DMM035

Target Entity, Test System and Method: Plated pooled cryopreserved human hepatocytes

Cell monolayers were pre-incubated at 37°C with buffer alone or buffer containing a cocktail of OATP1B1, OATP1B3, OATP2B1 and OCT1 transporter inhibitors. After

pre-incubation, cells were incubated in triplicate for the appropriate amount of time with GSK2487818 at each concentration

Results:
Time (min) 2 UM GSK2487818 15 uM GSK2487818 Time (min) 15 uM GSK2487818
(pmol/well) run 1 (pmol/well) run 2 (pmol/well)
No inhibitor + inhibitor No inhibitor + inhibitor No inhibitor + inhibitor
cocktail? cocktail? cocktail?
0.5 0.26 £ 0.017 0.28 £0.048 2.2+0.66 1.7+0.30 0.5 25+043 1.2+042
1 0.33+£0.074 0.31+£0.036 3.3+0.79 1.5+0.23 1 3.3+0.40 24+£1.0
1.5 0.43 +£0.059 0.52+0.25 4.3+ 0.65 2.7+042 2 2.8+0.53 3.5+0.50
2 0.30 £ 0.040 0.40 £ 0.066 26+0.12 3.3+0.54 5 3.9+0.50 4.3+0.63
5 0.69+0.15 0.25 + 0.064 3.8+0.60 46+0.34 10 3.7+0.23 3.8+0.60
15 0.37 £ 0.067 0.60 £ 0.11 59+14 7.7+0.27 15 34+037 4.9
30 0.91+0.077 0.45+0.090 - - - - -
0.02 uM [PHIEG 0.088+ 0.0028 0.021 £ 0.0012 0.099 + 0.0069 0.025 + 0.00069 0.02 uM [PHIEG 0.13 £ 0.024 0.034 +0.0089
(3 min) (3 min)
SiINe 4.0 S:Ne

Each value represents the mean + SD of three samples
a: n=2, SD was not calculated.
b: Inhibitor cocktail consists of 100 uM rifamycin and 100 UM imipramine.

c: Signal:Noise (S:N) ratio was calculated using transport of substrate in absence of inhibitors over transport of substrate in presence of inhibitors
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Table 9.9 Pharmacokinetics: OAT1, OAT3, OCT2 substrate of Daprodustat and Metabolites of Daprodustat

Test Article: GSK1278863, GSK2391220, GSK2506104, GSK2487818, GSK2506102, GSK2531398 and GSK2531401
Location in CTD: m4.2.2.3

Report No.: 2015N249257 Study No.: XS-0662

Target Entity, Test System and Method: In vitro (S cells expressing OAT1 or OAT3, HEK293 cells expressing OCT2)
Each cell was pre-incubated at 37°C. After pre-incubation, cells were incubated in triplicate for the appropriate amount of time with each test article at each
concentration. The concentrations of each test article were determined using LC-MS/MS. Radioactivity of each positive control substrate was counted using an LSC.

Z2zL d-g9¢

Results:

GSK1278863

Conc. | Incubation OAT1 OAT3 0CT2
(M) time (min) Cleared volume SIN ratio Cleared volume SIN ratio Cleared volume SIN
(UL/mg protein) (UL/mg protein) (UL/mg protein) ratio
Control cells Expressing Control cells Expressing Control cells Expressing cells
cells cells

0.1 1 20.7+16 284+26 1.4 20.7+16 280+22 1.4 5.95+0.84 8.78 £ 0.83 1.5
2 29.8 +1.1 354 %21 1.2 29.8 +1.1 414+26 1.4 9.51+0.60 104+1.8 1.1

5 43.7+4.2 50.8 +6.9 1.2 43.7+4.2 74325 1.7 551+0.32 6.92 + 0.81 1.3

1 1 16.2+0.8 19.7+0.7 1.2 16.2+0.8 22.7+36 1.4 518 £1.29 5.96 + 1.06 1.2
2 25714 299+19 1.2 25714 34611 1.3 8.20 + 1.66 9.28+1.78 1.1

5 36.6 £ 0.7 49.0+8.6 1.3 36.6 £ 0.7 72.7+3.9 2.0 6.62 + 0.63 6.60 £ 0.73 1.0

10 1 249+14 220+22 0.9 249+14 296+4.0 1.2 129+ 341 9.20 £ 0.62 0.7
2 40.5+5.0 39.0+3.7 1.0 40.5+5.0 382142 0.9 147+£26 128 +4.3 0.9

5 54.1+8.1 59.9+ 2.1 1.1 54.1+8.1 722+1.2 1.3 174+£1.9 19.9+£09 1.1

100 1 16.1+£1.7 13.8+1.0 0.9 16.1+£1.7 154+14 1.0 6.79£0.48 8.69 £ 0.50 1.3
2 243+0.7 33128 1.4 243 0.7 29.7 £ 3.1 1.2 174 +£0.5 16.1+£19 0.9

5 43.8+1.7 422+4.2 1.0 43.8+1.7 53123 1.2 25809 26.0+29 1.0

Each value represents the mean £ SD of three samples.
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Pharmacokinetics: OAT1, OAT3, OCT2 substrate of Daprodustat and Metabolites of Daprodustat (Continued)

GSK2391220 (M2)
Conc. | Incubation OAT1 OAT3 OCT2
(MM)* | time (min) Cleared volume SIN Cleared volume SIN Cleared volume SIN
(uL/mg protein) ratio (ML/mg protein) ratio (ML/mg protein) ratio
Control cells Expressing cells Control cells Expressing cells Control cells Expressing cells
0.01 1 NC NC NC NC NC NC NC NC NC
2 NC NC NC NC NC NC NC NC NC
5 NC NC NC NC NC NC NC NC NC
0.1 1 NC NC NC NC NC NC NC NC NC
2 NC NC NC NC NC NC NC NC NC
5 NC NC NC NC NC NC NC NC NC
1 1 NC 0.375 (n=1) NC NC NC NC 0.400 (n=1) 0.267 £0.174 0.7
2 NC NC NC NC NC NC NC 0.186 (n=1) NC
5 0.300 (n=1) NC NC 0.300 (n=1) 0.450 £ 0.078 1.5 NC NC NC
10 1 0.0975+0.0117 | 0.217 £0.084 2.2 0.0975 +0.0117 0.242 £ 0.121 25 0.113 £0.053 0.126 £ 0.021 1.1
2 0.0920 £ 0.0082 | 0.217 £0.018 24 0.0920 + 0.0082 0.254 £0.129 2.8 0.0713 £ 0.0190 0.122 £0.015 1.7
5 0.191 £ 0.022 0.190 £ 0.021 1.0 0.191 £ 0.022 0.315 £ 0.022 1.6 0.0870 £ 0.0155 0.0741 +£0.0120 0.9

Each value represents the mean + SD of three samples or single value.

NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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Pharmacokinetics: OAT1, OAT3, OCT2 substrate of Daprodustat and Metabolites of Daprodustat (Continued)

GSK2506104 (M3)
Conc. | Incubation OAT1 OAT3 0CT2
(M) time (min) Cleared volume SIN Cleared volume SIN Cleared volume SIN
(uL/mg protein) ratio (ML/mg protein) ratio (ML/mg protein) ratio
Control cells Expressing cells Control cells Expressing cells Control cells Expressing cells
1 2 0.285 (n=1) NC NC 0.285 (n=1) 0.392 £ 0.039 1.4 NC 0.218 (n=1) NC
5 0.377 £ 0.092 0.292 £ 0.065 0.8 0.377 £0.092 0.745 £ 0.071 2.0 NC NC NC
15 0.317 £ 0.051 0.318 £ 0.036 1.0 0.317 £ 0.051 1.25+0.09 3.9 NC NC NC
3 2 0.217 £ 0.034 0.164 £0.013 0.8 0.217 £ 0.034 0.418 £ 0.036 1.9 0.0834 (n=1) 0.0830 (n=2) 1.0
5 0.332£0.020 0.298 £ 0.078 0.9 0.332£0.020 0.684 £ 0.042 21 0.0913 (n=2) 0.0812 +£ 0.0248 0.9
15 0.275 £ 0.051 0.338 £ 0.054 1.2 0.275 £ 0.051 1.24 £ 0.09 4.5 0.121 £ 0.074 0.0884 + 0.0414 0.7
10 2 0.227 £0.010 0.139 £ 0.020 0.6 0.227 £0.010 0.332 £ 0.059 1.5 0.0555 + 0.0067 0.0505 + 0.0012 0.9
5 0.364 + 0.035 0.271 £ 0.084 0.7 0.364 + 0.035 0.663 + 0.038 1.8 0.0731 £ 0.0053 0.0992 + 0.0208 1.4
15 0.257 £ 0.025 0.307 £ 0.044 1.2 0.257 £ 0.025 1.10+£0.08 43 0.0840 + 0.0158 0.0745 + 0.0196 0.9
30 2 0.177 £0.048 0.142 £ 0.037 0.8 0.177 £0.048 0.369 £ 0.089 2.1 0.0390 + 0.0075 0.0412 £ 0.0010 1.1
5 0.334 £ 0.095 0.282 +0.078 0.8 0.334 + 0.095 0.670 + 0.034 2.0 0.0725 + 0.0238 0.117 £0.050 1.6
15 0.250 £ 0.025 0.271 £ 0.022 1.1 0.250 £ 0.025 0.994 £ 0.035 4.0 0.0881 + 0.0270 0.0691 + 0.0257 0.8

Each value represents the mean + SD of three samples, mean of two samples, or single value.

NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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2018N370466_00

Pharmacokinetics: OAT1, OAT3, OCT2 substrate of Daprodustat and Metabolites of Daprodustat (Continued)

GSK2487818 (M4)
Conc. | Incubation OAT1 OAT3 OCT2
(M) time (min) Cleared volume SIN Cleared volume SIN Cleared volume SIN
(uL/mg protein) ratio (uL/mg protein) ratio (uL/mg protein) ratio
Control cells Expressing cells Control cells Expressing cells Control cells Expressing cells
1 2 NC NC NC NC NC NC 0.241 (n=1) 0.255 (n=2) 1.1
5 NC NC NC NC 0.234 (n=1) NC 0.191 (n=2) 0.239 £ 0.028 1.3
15 NC NC NC NC 0.251 (n=2) NC 0.232 (n=2) 0.177 (n=2) 0.8
3 2 0.187 (n=2) 0.117 £0.010 0.6 0.187 (n=2) 0.142 £ 0.084 0.8 0.159 £ 0.052 0.116 £ 0.026 0.7
5 0.210 £0.112 0.0854 (n=2) 04 0.210 £0.112 0.211£0.020 1.0 0.212 £ 0.041 0.233 £ 0.027 1.1
15 0.223 £ 0.082 0.158 £ 0.025 0.7 0.223 £ 0.082 0.233 £0.049 1.0 0.158 £ 0.031 0.169 £ 0.052 1.1
10 2 0.179 £ 0.034 0.121 £ 0.008 0.7 0.179 £ 0.034 0.141 £ 0.036 0.8 0.112 £ 0.036 0.0914 + 0.0062 0.8
5 0.256 £ 0.024 | 0.0850+0.0113 | 0.3 0.256 + 0.024 0.178 £0.025 0.7 0.141 £ 0.060 0.175 £ 0.056 1.2
15 0.242 +0.029 0.169 £ 0.007 0.7 0.242 +0.029 0.261 £ 0.029 1.1 0.155+0.038 0.135+0.042 0.9
30 2 0.268 £ 0.128 0.126 £ 0.013 0.5 0.268 + 0.128 0.125 + 0.021 0.5 0.0924 +0.0319 0.0765 + 0.0136 0.8
5 0.300 £ 0.072 0.120 £ 0.017 04 0.300 £ 0.072 0.208 £ 0.030 0.7 0.145 £ 0.045 0.216 £ 0.074 15
15 0.213 £ 0.047 0.162 £ 0.024 0.8 0.213 £ 0.047 0.258 £ 0.013 1.2 0.121 £ 0.024 0.140 £ 0.043 1.2

Each value represents the mean + SD of three samples, mean of two samples, or single value.

NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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Pharmacokinetics: OAT1, OAT3, OCT2 substrate of Daprodustat and Metabolites of Daprodustat (Continued)

9zl d-697¢

GSK2506102 (M5)
GSK2506102 (M5)
Conc. | Incubation OAT1 OAT3 OCT2
(M) time (min) Cleared volume SIN Cleared volume SIN Cleared volume SIN
(ML/mg protein) ratio (UL/mg protein) ratio (ML/mg protein) ratio
Control cells Expressing Control cells Expressing cells Control cells Expressing cells
cells
1 2 NC 0.226 (n=1) NC NC NC NC NC NC NC
5 NC NC NC NC 0.239 + 0.024 NC NC 0.266 (n=1) NC
15 NC NC NC NC 0.272 £ 0.068 NC NC NC NC
3 2 0.106 £ 0.011 0.142 £ 0.029 1.3 0.106 £ 0.011 0.128 £ 0.017 1.2 0.101 £ 0.009 0.0947 (n=2) 0.9
5 0.196 £ 0.027 0.0830 (n=2) 04 0.196 £ 0.027 0.186 £ 0.025 0.9 0.0717 £ 0.0123 0.206 £ 0.034 29
15 0.175+0.038 0.150 £ 0.022 0.9 0.175+£0.038 0.287 £ 0.041 1.6 0.0663 (n=1) 0.124 £0.015 1.9
10 2 0.131+£0.014 0.161 £ 0.040 1.2 0.131+£0.014 0.129 £ 0.030 1.0 0.0863 + 0.0233 0.0745 £ 0.0109 0.9
5 0.190 £ 0.044 0.0806 04 0.190 £ 0.044 0.155£0.010 0.8 0.0671 £ 0.0156 0.133£0.016 2.0
0.0166
15 0.227 £ 0.027 0.129 £ 0.023 0.6 0.227 £ 0.027 0.329 + 0.061 14 0.0551 + 0.0028 0.0831 + 0.0049 1.5
30 2 0.116 £ 0.023 0.182£0.013 1.6 0.116 £ 0.023 0.107 £ 0.012 0.9 0.0718 £ 0.0232 0.0449 + 0.0116 0.6
5 0.222 £ 0.101 0.0841 04 0.222 £ 0.101 0.144 £ 0.008 0.6 0.0660 + 0.0150 0.104 £ 0.016 1.6
0.0066
15 0.192 £ 0.063 0.137 £0.023 0.7 0.192 £ 0.063 0.263 £0.010 14 0.0518 £ 0.0103 0.0815 + 0.0020 1.6

Each value represents the mean + SD of three samples, mean of two samples, or single value.

NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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Pharmacokinetics: OAT1, OAT3, OCT2 substrate of Daprodustat and Metabolites of Daprodustat (Continued)

/21 d-697¢

GSK2531398 (M6)
Conc. | Incubation OAT1 OAT3 OCT2
(M) time (min) Cleared volume SIN Cleared volume SIN Cleared volume SIN
(ML/mg protein) ratio (uL/mg protein) ratio (ML/mg protein) ratio
Control cells Expressing Control cells Expressing cells Control cells Expressing cells
cells
1 2 NC 0.398 (n=2) NC NC NC NC 0.166 (n=1) NC NC
5 NC NC NC NC NC NC NC 0.200 (n=1) NC
15 NC NC NC NC NC NC NC 0.161 (n=1) NC
3 2 0.115 £ 0.004 NC NC 0.115 £ 0.004 NC NC 0.125 £ 0.009 0.0704 £ 0.0184 0.6
5 0.141 £ 0.029 NC NC 0.141 £ 0.029 NC NC 0.0874 + 0.0180 0.165 £ 0.016 1.9
15 0.162 £ 0.021 0.161£0.019 1.0 0.162 £ 0.021 0.200 £ 0.045 1.2 0.127 £ 0.027 0.122 £ 0.032 1.0
10 2 0.111£0.010 0.115+0.011 1.0 0.111+£0.010 0.101 £ 0.007 0.9 0.133 £ 0.041 0.0608 + 0.0096 05
5 0.148 £0.018 0.0982 + 0.7 0.148 £0.018 0.102 £ 0.011 0.7 0.111£0.012 0.144 £ 0.022 1.3
0.0166
15 0.187 £ 0.055 0.206 £ 0.043 1.1 0.187 £ 0.055 0.174 £0.019 0.9 0.204 £ 0.077 0.109 + 0.008 05
30 2 0.127 £ 0.009 0.138 £0.025 1.1 0.127 £ 0.009 0.131£0.023 1.0 0.116 £ 0.042 0.0645 + 0.0078 0.6
5 0.0894 + 0.106 £ 0.010 1.2 0.0894 + 0.0046 0.122 £ 0.032 14 0.127 £0.020 0.107 £ 0.017 0.8
0.0046
15 0.182 £ 0.038 0.214 £ 0.046 1.2 0.182 £ 0.038 0.225 £ 0.031 1.2 0.162 £ 0.048 0.105 £ 0.030 0.6

Each value represents the mean + SD of three samples, mean of two samples, or single value.

NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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m2.6.5. Pharmacokinetics Tabulated Summary
Pharmacokinetics: OAT1, OAT3, OCT2 substrate of Daprodustat and Metabolites of Daprodustat (Continued)

GSK2531401 (M13)

gzl 'd-69¢

Conc. | Incubation OAT1 OAT3 OCT2
(M) time (min) Cleared volume SIN Cleared volume SIN Cleared volume SIN
(ML/mg protein) ratio (ML/mg protein) ratio (ML/mg protein) ratio
Control cells Expressing cells Control cells Expressing cells Control cells Expressing cells

1 2 NC 0.255 (n=1) NC NC NC NC NC 0.205 (n=2) NC
5 0.402 + 0.096 0.272 (n=1) 0.7 0.402 + 0.096 0.650 + 0.143 1.6 NC NC NC

15 0.357 (n=2) 0.300 (n=2) 0.8 0.357 (n=2) 1.29 £ 0.41 3.6 NC 0.152 (n=1) NC

3 2 0.163 £ 0.060 0.165 £ 0.082 1.0 0.163 £ 0.060 0.191 (n=2) 1.2 0.0816 (n=2) 0.0872 (n=2) 1.1
5 0.233 £ 0.052 0.295 £ 0.075 1.3 0.233 £0.052 0.713 £0.022 3.1 0.146 (n=2) 0.0898 (n=2) 0.6

15 0.274 £ 0.022 0.385 £ 0.057 1.4 0.274 £ 0.022 142 +0.32 5.2 0.0973 £ 0.0211 0.135 (n=2) 1.4

10 2 0.226 £ 0.057 0.120+£0.028 | 0.5 0.226 £ 0.057 0.161 £ 0.087 0.7 0.0762 + 0.0492 0.0689 + 0.0322 0.9
5 0.310 £ 0.085 0.290£0.018 | 0.9 0.310 £ 0.085 0.633 £0.046 2.0 0.100 £ 0.059 0.0782 £ 0.0109 0.8

15 0.393 £0.043 0.306 £0.033 | 0.8 0.393 £ 0.043 1.62 +£ 0.58 4.1 0.139 £0.012 0.0866 + 0.0133 0.6

30 2 0.171 +£0.014 0.107+0.019 | 06 0.171+£0.014 0.390 + 0.268 2.3 0.0507 £ 0.0165 0.0447 £ 0.0105 0.9
5 0.242 +0.042 0.313+0.024 1.3 0.242 £ 0.042 0.617 £ 0.031 25 0.0978 + 0.0496 0.0773 £0.0373 0.8

15 0.293 £0.018 0.304 £ 0.041 1.0 0.293 £0.018 1.54 +0.25 5.3 0.104 £ 0.011 0.0898 + 0.0236 0.9

Each value represents the mean + SD of three samples, mean of two samples, or single value.
NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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m2.6.5. Pharmacokinetics Tabulated Summary

Table 9.10

Pharmacokinetics: MATE1 and MATE2-K substrate of Daprodustat and Metabolites of Daprodustat

CONFIDENTIAL

Test Article: GSK1278863, GSK2391220, GSK2506104, GSK2487818, GSK2506102, GSK2531398 and GSK2531401
Location in CTD: m4.2.2.3
Report No.: 2015N249257

2018N370466_00

Study No.: XS-0662

Target Entity, Test System and Method: In vitro (HEK293 cells expressing MATE1 or MATE2-K)

Each cell was pre-incubated at 37°C. After pre-incubation, cells were incubated in triplicate for the appropriate amount of time with each test article at each
concentration. The concentrations of each test article were determined using LC-MS/MS. Radioactivity of each positive control substrate was counted using an LSC.

Results:
GSK1278863
Conc. Incubation time MATE1 MATE2-K
(M) (min) Cleared volume SIN ratio Cleared volume SIN ratio
(UL/mg protein) (UL/mg protein)
Control cells Expressing cells Control cells Expressing cells
0.1 1 1.90+£0.17 1.88 (n=2) 1.0 1.52+£0.19 1.83+£0.25 1.2
2 201027 261010 1.3 214 £0.09 2.68 £0.29 1.3
5 3.94+£0.34 543+£1.46 14 3.65+£0.76 413+ 0.46 1.1
1 1 1.31+£0.12 191+£0.13 1.5 1.55+£0.20 2.05+0.11 1.3
2 2.04 £0.38 214 £0.25 1.0 2.32£0.55 2.37+£0.37 1.0
5 2.72+£0.28 3.35£0.31 1.2 4.09 £ 0.67 349+£0.70 0.9
10 1 1.23£0.08 1.84+£0.24 1.5 1.72+£0.17 2.32+£0.50 1.3
2 2.30+£0.38 210+£0.23 0.9 220+ 0.33 2.86 £0.20 1.3
5 2.53+£0.36 3.51+£0.07 14 3.64 £ 0.54 4.24 +0.50 1.2
100 1 1.60 £0.08 1.46 £0.40 0.9 213+0.79 1.92+£0.25 0.9
2 1.41+0.30 1.31+0.06 0.9 2.31+£0.86 2.24 £0.25 1.0
5 1.87£0.23 2.27 £0.36 1.2 2.80+1.21 3.64 + 0.66 1.3

Each value represents the mean + SD of three samples or mean of 2 samples.
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m2.6.5. Pharmacokinetics Tabulated Summary

CONFIDENTIAL

2018N370466_00

Pharmacokinetics: MATE1 and MATE2-K substrate of Daprodustat and Metabolites of Daprodustat (Continued)

GSK2391220 (M2)
Conc. | Incubation MATE1 Conc. | Incubation MATE2-K
(M) time (min) Cleared volume SIN ratio (M) time (min) Cleared volume SIN ratio
(ML/mg protein) (ML/mg protein)
Control cells Expressing cells Control cells Expressing cells
1 1 NC 0.221 (n=1) NC 0.01 1 NC NC NC
2 NC NC NC 2 NC NC NC
5 0.588 + 0.289 NC NC 5 NC NC NC
3 1 0.0851 +0.0199 0.117 £ 0.018 14 0.1 1 NC NC NC
2 0.0912 £ 0.0182 0.0860 £ 0.0239 0.9 2 NC NC NC
5 0.610 + 0.291 0.180 + 0.106 0.3 5 NC NC NC
10 1 0.116 + 0.040 0.136 + 0.056 1.2 1 1 0.453 £ 0.125 0.196 + 0.093 0.4
2 0.0882 £ 0.0225 0.124 £ 0.062 1.4 2 0488 £0.134 0.175 £ 0.029 04
5 0.634 + 0.428 0.105 + 0.003 0.2 5 1.64 +0.34 0.260 + 0.138 0.2
30 1 0.0756 + 0.0430 0.0875 + 0.0204 1.2 10 1 0.796 + 0.225 0.884 + 0.291 11
2 0.0602 £ 0.0025 0.0772 £ 0.0297 1.3 2 0.490 £ 0.260 0.618 £0.229 1.3
5 0.370 £ 0.170 0.0694 + 0.0152 0.2 5 2.28 £0.59 242 +0.38 1.1

Each value represents the mean + SD of three samples or single value.
NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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Pharmacokinetics: MATE1 and MATE2-K substrate of Daprodustat and Metabolites of Daprodustat (Continued)

Ll 'd-g9¢

GSK2506104 (M3)
Conc. Incubation MATE1 MATE2-K
(M) time (min) Cleared volume SIN ratio Cleared volume SIN
(UL/mg protein) (UL/mg protein) ratio
Control cells Expressing cells Control cells Expressing cells

1 2 NC NC NC 0.164 £ 0.032 0.319 £ 0.022 1.9

5 0.119 (n=2) NC NC 0.158 £ 0.007 0.268 £ 0.034 1.7

15 NC NC NC 0.240 £ 0.083 0.329+0.111 1.4

3 2 0.0641 (n=1) 0.0738 (n=1) 1.2 0.0947 £ 0.0306 0.134 £ 0.030 1.4

5 0.0505 + 0.0080 NC NC 0.184 £ 0.067 0.149 + 0.026 0.8

15 0.0673 £ 0.0071 0.0595 £ 0.0193 0.9 0.183 £ 0.052 0.206 + 0.011 1.1

10 2 0.0434 £ 0.0141 0.0356 £ 0.0062 0.8 0.139 £ 0.049 0.117 £ 0.055 0.8
5 0.0410 £ 0.0087 0.0304 + 0.0071 0.7 0.135 £ 0.060 0.114 £ 0.036 0.8

15 0.0777 £0.0015 0.0531 £ 0.0050 0.7 0.182 £ 0.038 0.195 + 0.041 1.1

30 2 0.0402 £ 0.0088 0.0449 £ 0.0200 1.1 0.122 £0.104 0.0758 £ 0.0160 0.6
5 0.0352 + 0.0090 0.0643 + 0.0350 1.8 0.119+£0.045 0.116 £ 0.025 1.0

15 0.0687 £ 0.0121 0.138 £ 0.111 2.0 0.133 £0.088 0.141 £ 0.008 1.1

Each value represents the mean + SD of three samples, mean of two samples, or single value.

NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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CONFIDENTIAL

2018N370466_00

Pharmacokinetics: MATE1 and MATE2-K substrate of Daprodustat and Metabolites of Daprodustat (Continued)

GSK2487818 (M4)
Conc. Incubation MATE1 MATE2-K
(M) time (min) Cleared volume SIN ratio Cleared volume SIN ratio
(UL/mg protein) (UL/mg protein)
Control cells Expressing cells Control cells Expressing cells
1 2 NC 0.231 (n=1) NC 0.286 (n=2) 0.149 (n=2) 0.5
5 0.196 (n=2) NC NC NC 0.201 (n=2) NC
15 NC 0.248 (n=2) NC 0.387 £ 0.419 0.210 + 0.056 0.5
3 2 0.0962 (n=2) 0.0877 (n=2) 0.9 0.209 + 0.053 0.105 + 0.026 0.5
5 0.0800 + 0.0188 0.0859 £ 0.0066 1.1 0.268 £ 0.093 0.217 £ 0.059 0.8
15 0.0941 £0.0134 0.108 + 0.023 1.1 0.244 + 0.091 0.208 £ 0.079 0.9
10 2 0.0744 £ 0.0068 0.0663 £ 0.0136 0.9 0.199 £ 0.075 0.199 £ 0.111 1.0
5 0.0652 + 0.0076 0.0954 + 0.0245 1.5 0.203 £ 0.011 0.205 + 0.081 1.0
15 0.0837 £ 0.0393 0.0903 £ 0.0422 1.1 0.143 £ 0.055 0.212 £ 0.079 1.5
30 2 0.0724 £ 0.0151 0.0580 £ 0.0065 0.8 0.108 £ 0.040 0.0892 £ 0.0284 0.8
5 0.0645 + 0.0154 0.0936 + 0.0087 1.5 0.125 £ 0.002 0.225 + 0.052 1.8
15 0.119 £ 0.022 0.0679 £ 0.0237 0.6 0.166 + 0.025 0.152 £ 0.033 0.9

Each value represents the mean £ SD of three samples, mean of two samples, or single value.
NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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m2.6.5. Pharmacokinetics Tabulated Summary 2018N370466_00

Pharmacokinetics: MATE1 and MATE2-K substrate of Daprodustat and Metabolites of Daprodustat (Continued)

gelLd-697¢

GSK2506102 (M5)
Conc. Incubation MATE1 MATE2-K
(M) time (min) Cleared volume SIN ratio Cleared volume SIN
(UL/mg protein) (UL/mg protein) ratio
Control cells Expressing cells Control cells Expressing cells

1 2 NC NC NC NC 0.112+£0.012 NC

5 NC NC NC 0.145+0.018 0.172 +£0.013 1.2

15 NC NC NC 0.180 £ 0.054 0.222 £ 0.049 1.2

3 2 NC NC NC 0.180 £ 0.062 0.282 +0.019 1.6

5 NC NC NC 0.243 £ 0.056 0.350 £ 0.105 1.4

15 0.0680 (n=1) 0.0708 (n=1) 1.0 0.210 £ 0.099 0.336 + 0.082 1.6

10 2 0.0264 £ 0.0029 0.0320 £ 0.0099 1.2 0.185 £ 0.067 0.231 +£0.020 1.2
5 0.0331 £ 0.0067 0.0356 £ 0.0115 1.1 0.138£0.015 0.262 + 0.056 1.9

15 0.0494 £ 0.0086 0.0484 £ 0.0137 1.0 0.216 £ 0.058 0.314 £ 0.037 1.5

30 2 0.0314 £ 0.0058 0.0246 £ 0.0022 0.8 0.103 £0.039 0.215+0.029 21
5 0.0366 + 0.0020 0.0314 £ 0.0037 0.9 0.155+0.033 0.249 £ 0.024 1.6

15 0.0619 £ 0.0088 0.0506 £ 0.0099 0.8 0.205 £ 0.052 0.312 £ 0.073 1.5

Each value represents the mean + SD of three samples or single value.
NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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Pharmacokinetics: MATE1 and MATE2-K substrate of Daprodustat and Metabolites of Daprodustat (Continued)

yelL d-697¢

GSK2531398 (M6)
Conc. Incubation MATE1 MATE2-K
(M) time (min) Cleared volume SIN ratio Cleared volume SIN
(UL/mg protein) (UL/mg protein) ratio
Control cells Expressing cells Control cells Expressing cells
1 2 0.177 (n=2) NC NC 0.157 (n=2) 0.233 £ 0.009 1.5
5 0.188 (n=2) 0.213 £0.012 1.1 NC NC NC
15 NC 0.164 (n=2) NC NC NC NC
3 2 0.0985 £ 0.0106 0.102 £0.012 1.0 0.0737 £ 0.0008 0.116 £ 0.043 1.6
5 0.0735+£0.0113 0.117 £ 0.033 1.6 0.0772 £ 0.0026 0.107 £0.013 1.4
15 0.100 £ 0.012 0.102 £ 0.008 1.0 0.0866 £ 0.0185 0.155+0.014 1.8
10 2 0.0611 £ 0.0054 0.0632 £ 0.0062 1.0 0.0606 £ 0.0103 0.0961 £ 0.0173 1.6
5 0.0480 £ 0.0035 0.0589 + 0.0111 12 0.0724 £0.0108 0.125+0.033 1.7
15 0.0888 £ 0.0092 0.0968 £ 0.0363 1.1 0.0766 £ 0.0073 0.133 £0.019 1.7
30 2 0.0725 £ 0.0020 0.0693 £ 0.0039 1.0 0.0399 £ 0.0025 0.0702 £ 0.0141 1.8
5 0.0462 £ 0.0088 0.0627 £ 0.0191 1.4 0.0566 + 0.0057 0.0927 £ 0.0309 1.6
15 0.0798 £ 0.0198 0.0736 £ 0.0207 0.9 0.0534 £ 0.0073 0.116 £ 0.010 2.2

Each value represents the mean + SD of three samples or mean of two samples.

NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).
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m2.6.5. Pharmacokinetics Tabulated Summary 2018N370466_00
Pharmacokinetics: MATE1 and MATE2-K substrate of Daprodustat and Metabolites of Daprodustat (Continued)

GSK2531401 (M13)

Gel d-g9¢

Conc. Incubation MATE1 MATE2-K
(M) time (min) Cleared volume SIN ratio Cleared volume SIN
(UL/mg protein) (UL/mg protein) ratio
Control cells Expressing cells Control cells Expressing cells

1 2 0.179 (n=1) NC NC 0.533 (n=2) 0.256 (n=2) 0.5
5 0.114 (n=1) NC NC 0.497 +£0.429 0.347 (n=2) 0.7

15 0.166 (n=2) 0.138 (n=1) NC 0.929 (n=2) 0.414 (n=1) 04

3 2 0.0583 (n=1) 0.0414 (n=2) 0.7 0.230 £ 0.134 0.206 £ 0.110 0.9
5 0.0689 + 0.0050 0.0474 £0.0143 0.7 0.340+£0.234 0.320 £ 0.269 0.9

15 0.117 £0.013 0.0479 £ 0.0125 04 0.310 £ 0.192 0.346 £ 0.123 1.1

10 2 0.0639 £ 0.0276 0.0643 £ 0.0109 1.0 0.0933 £ 0.0367 0.134 £0.048 1.4
5 0.0734 £ 0.0204 0.0505 £ 0.0166 0.7 0.121 £ 0.036 0.158 £ 0.035 1.3

15 0.0971 £0.0319 0.0775 £ 0.0447 0.8 0.231 £ 0.026 0.220 £ 0.065 1.0

30 2 0.0441 £ 0.0208 0.0894 £ 0.0880 2.0 0.194 £ 0.107 0.149 £ 0.058 0.8
5 0.0499 + 0.0245 0.0759 £ 0.0382 1.5 0.136 £ 0.040 0.206 £ 0.032 1.5

15 0.0687 £ 0.0159 0.0862 £ 0.0552 1.3 0.233 + 0.054 0.313 £ 0.080 1.3

Each value represents the mean + SD of three samples or mean of two samples, or single value.
NC: Not calculated since the observed value in cell solution sample was below lower limit of quantification (0.05 nM in the cell solution).

135

'G°9°C

Sl 17 B



0S:%2:}1 610 80 Bny

CONFIDENTIAL
m2.6.5. Pharmacokinetics Tabulated Summary 2018N370466_00

Table 9.11 Pharmacokinetics: P-gp inhibition
Test Article: GSK1278863

Location in CTD: m4.2.2.3
Report No.: CD2008/00669 Study No.: 08DMMO040

Target Entity, Test System and Method: In vitro (polarized Madin-Darby canine kidney MDCKII-MDR1 cell)

The MDCKII-MDR1 cell monolayers were pre-incubated for 20 minutes (37°C) with receiver working solutions containing GSK1278863, GF120918 (positive control) or
vehicle. At the end of the pre-incubation period, the apical and basolateral well media was removed and the wells were refilled with donor working solution containing
[3H]digoxin (final target concentration 30 nM) (basolateral wells) or receiver working solution (apical wells) to initiate the experiment. Plates were incubated at 37°C for
90 minutes. All samples were analysed for total radioactivity using a microplate scintillation and luminescence counter.

9¢l d-69¢

Results:
Compound Conc. (uM) Digoxin transport rate (pmole/cm?h) £ SD Digoxin transport rate (% control) + SD

GSK1278863 0.1 1.97 £ 0.11 98 +54
0.3 2.05+0.25 102 £ 13

1 1.82+£0.20 91+10

3 1.82+£0.35 91 18

10 2.16 £0.27 108 £ 13

30 2.46 +0.41 123+ 20

100 2.07+£0.43 104 £ 21
Digoxin Only - 20+0.16 100+£7.9
GF120918 2 0.18 £ 0.01 9.1+0.69

Data are the mean + SD from sets of three wells, unless otherwise indicated.
Quality control parameters were within acceptable limits unless otherwise indicated (acceptable values: Lucifer yellow P74 <50 nm/sec; digoxin mass balance 80 -

120%; digoxin transport rate >1.5 pmoles transported/cm?/h; digoxin transport rate in the presence of 2 uM GF120918 <30% of uninhibited rate). No effects of

GSK1278863 on these quality parameters were observed.
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Table 9.12 Pharmacokinetics: BCRP inhibition

Test Article: GSK1278863
Location in CTD: m4.2.2.3
Report No.: 2012N151642 Study No.: 12DMM034

Target Entity, Test System and Method: In vitro (polarized Madin-Darby canine kidney MDCKII-BCRP cell line heterologously expressing human BCRP)

The MDCKII-BCRP cell monolayers were pre-incubated at 37°C for approximately 20 minutes with working solutions containing GSK1278863, GF120918 (positive
control) or vehicle. Pre-incubation solutions were removed and filter inserts were transferred to a plate preloaded with donor working solution containing [*#C]cimetidine
(500 nM). The assay was initiated by adding receiver working solution to the apical compartments. Plates were incubated at 37°C for 90 minutes. All samples were
analysed for total radioactivity using a microplate scintillation and luminescence counter.

Results:
Compound Conc. (uM) Cimetidine transport rate (pmole/cm2/h) Cimetidine transport rate
(% control)
GSK1278863 0.01 13+£0.98 129+ 9.6
0.1 13+1.2 124 £ 12
0.3 11a 1112
1.0 14 £ 0.65 133+6.4
3.0 14 +0.84 139+8.2
10 14a 1372
30 9.7+ 0.51 114 +£5.0
100 12+0.79 95+7.8
Cimetidine Only - 10£0.75 100+£7.4
GF120918 2 2.8+0.40 27+3.9
Data are the mean + SD from sets of three wells, unless otherwise indicated.
a:n=2

Quality control parameters were within acceptable limits unless otherwise indicated (acceptable values: Lucifer yellow P74 < 50 nm/sec; cimetidine mass balance 80 -
120%; cimetidine transport rate =1.5 pmoles transported/cm?h; cimetidine transport rate in the presence of 2 uM GF120918 <30% of uninhibited rate). No effects of
GSK1278863 on these quality parameters were observed.
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Table 9.13  Pharmacokinetics: OATP1B1 and OATP1B3 inhibition by Daprodustat

Test Article: GSK1278863
Location in CTD: m4.2.2.3
Report No.: CD2008/00231 Study No.: 07DMM163

Target Entity, Test System and Method: In vitro (Chinese Hamster Ovary cell line heterologously expressing human organic anion transporting polypeptide 1B1
(CHO-OATP1B1)) (Human Embryonic Kidney MSRII cell line, transduced with BacMam baculovirus containing the human organic anion transporting polypeptide 1B3
(HEK MSRII OATP1B3)) Cells monolayers were pre-incubated at 37°C with transport medium containing the GSK1278863 and rifamycin (OATP1B1 and OATP1B3
inhibitor) without [3H]EG. Following removal of pre-incubation solutions, the appropriate working solutions containing GSK1278863 at the target concentration plus
[3H]EG were added to the wells. Separate sets of wells were designated for [3H]EG only and [3H]EG plus rifamycin. Cells were incubated for 5 minutes for OATP1B1
and 10 minutes for OATP1B3 at 37°C. For analysis of total radioactivity, the contents of each well were determined by liquid scintillation counting in glass vials
containing scintillant.

gel 'd-g69¢

Results:
Concentration OATP1B1 OATP1B3
Test Compound (uM) Uptake Rate of [3H]EG Uptake Rate of [3H]EG Uptake Rate of [3HIEG Uptake Rate of [3HIEG
H (fmoles/cmZ/min) (% control) (fmoles/cm?/min) (% control)
[3H]EG only None 122+ 0.083 100 + 0.68 6.3+ 0.28 100£45
[3H]EG + rifamycin 10 0.49 £0.014 4.00+0.12 0.27¢+ 0.033 4.2¢+0.53
[3H]EG + GSK1278863 0.1 13 £ 0.051 110 £ 0.42 56+0.11 90+1.8
1 12+0.21 9 + 1.7 5.8+0.20 92+32
3 9.3+0.38 75+ 3.1 5.4 +£0.080 86+ 1.3
10 48+0.28 39+23 3.3+0.18 52128
30 0.94 £ 0.037 7.6+0.30 0.62 £ 0.060 9.9+0.95
100 0.49 £ 0.065 4.0+0.53 0.17 £0.008 27013
IC50 (uM) of GSK1278863 6.0 11

Data is the mean + SD from three wells after background correction.
a: Acceptance criteria >6 fmoles/cmZ/min

'G°9°C

b: Acceptance criteria <15% of control [3H]EG value
c: Acceptance criteria >3-fold signal to noise (average probe substrate uptake rate in uninhibited control wells/average uptake in rifamycin inhibited wells)
d: Acceptance criteria <33% of control [3H]EG value
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Table 9.14  Pharmacokinetics: OATP1B1 inhibition by Metabolites of Daprodustat
Test Article: GSK2391220, GSK2487818, GSK2506102, GSK2531398, GSK2531401 and GSK2531403

Location in CTD: m4.2.2.3
Report No.: 2013N166580 Study No.: None

Target Entity, Test System and Method: In vitro (Bacmam transduced HEK cells expressing the OATP1B1 transporter)
Test compounds (final concentration 400nM) was added to the cells and incubated for 30 mins at room temperature. Image analysis was used to determine the
relative amounts of substrate taken up by the cells.

Results:

Compound (0.085 to 50 uM, n=8) Median ICg (uM)
GSK2391220 (M2) # >50
GSK2487818 (M4)* > 50
GSK2506102 (M5) > 50
GSK2531398 (M6) > 50
GSK2531401 (M13) > 50
GSK2531403 (M3) > 50

Reported IC50 values are given as the median of concentration-response curves from eight replicates. Where replicates contain a mixture of active and inactive data
the median result includes all replicates.

#: GSK2391220 and GSK2487818 reported IC50 values of 25 uM and 3 uM respectively on one test occasion but were inactive on the other seven test occasions.
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Table 9.15 Pharmacokinetics: OAT1, OAT3, OCT2, MATE1 and MATE2-K Inhibition by Daprodustat and Metaboites of
Daprodustat

Test Article: GSK1278863, GSK2391220, GSK2506104, GSK2487818, GSK2506102, GSK2531398 and GSK2531401
Location in CTD: m4.2.2.3
Report No.: 2015N242070 Study No.: XS-0661

Target Entity, Test System and Method: In vitro (S; cells expressing OAT1 or OAT3, HEK293 cells expressing OCT2 or MATE1, and HEK293 cells expressing
MATE2-K). Cells monolayers were pre-incubated at 37°C with transport medium containing the test article cocktail or positive control inhibitor. Following removal of
pre-incubation solutions, the appropriate working solutions containing each probe substrate was added to the wells. Cells were incubated for 2 (OAT1, OAT3 and

oyl d-69¢

OCT2) or 5 (MATE1 and MATE2-K) minutes at 37°C. Radioactivity in each sample was counted using an LSC.

Results:
Transporter Probe substrate Test compound or inhibitor Cleared volume (uL/mg protein) % of control
(concentration) (concentration) Control cells Transporter expressing cells

OAT1 [*H]PAH 0 0.672 £0.101 254+0.8 100.0
(1 uM) Cocktail compound* 0.832 £ 0.204 37.3+£13.7 147.5

Probenecid (100 M) 0.741 £ 0.023 3.16 £0.75 9.8
OAT3 [FHIES 0 2.07 £0.21 152+0.9 100.0
(0.05 uM) Cocktail compound* 222+0.15 13.8+0.3 88.2

Probenecid (100 uM) 2.57+£0.77 4.70 £ 0.82 16.2
0CT2 [“C]Metformin 0 0.838 £0.134 69.6 +4.1 100.0
(10 uM) Cocktail compound* 0.862 = 0.071 745+0.6 107.1

Quinidine (300 pM) 0.356 + 0.032 0.822 £+ 0.090 0.7
MATE1 [“C]Metformin 0 0.863 £ 0.071 262+1.8 100.0
(10 uM) Cocktail compound* 1.05+0.08 33.7+£55 128.9

Cimetidine (10 uM) 0.639 £ 0.046 4.08 £ 0.43 13.6
MATE2-K [“C]Metformin 0 0.965 £ 0.086 19.8+22 100.0
(10 uM) Cocktail compound* 0.873 £0.163 176+1.0 88.8

Cimetidine (100 uM) 0.576 £ 0.139 3.97 £ 0.51 18.0

Each value represents the mean £ SD of three samples.

* GSK1278863; 1.4 uM, GSK2391220 (M2): 20 M, GSK2506104 (M3): 20 M, GSK2487818 (M4): 10 uM, GSK2506102 (M5): 5 uM, GSK2531398 (M6): 10 M,

(GSK2531401: 10 uM
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10. PHARMACOKINETICS: METABOLISM IN VIVO

Table 10.1 Pharmacokinetics: Preliminary Characterization of Metabolites of Daprodustat in Mouse, Rat, Rabbit and Monkey
Plasma

Test Article: GSK1278863
Location in CTD: m4.2.2.4
Report No.: 2010N109722 Study No.: 09DMM062

Species (strain): Mouse (CD-1), Rat (Sprague Dawley), Rabbit (Dutch Belted), Monkey (cynomolgus)

Gender (M/F)/Number of Animals:  20M/20F (Mouse), 3M/3F (Rat), 9F (Rabbit), 3M/3F (Monkey)

Vehicle/Formulation: 1% methylcellulose/Suspension

Method of Administration: Repeated Oral (gavage)

Dose (mg/kg/day): 30 (Mouse), 20 (Rat), 60 (Rabbit), 100 (Monkey)

Duration of dosing: Day 14 (Mouse), Week 13 (Rat), Day 5 (Rabbit), Day 1 and Day 14 (Monkey)

Source of Biological Samples: Select plasma samples were transferred from separate toxicity studies.
Pooled plasma samples were combined for each species using volumes in proportion to the time interval between individual
samples.
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Pharmacokinetics: Preliminary Characterization of Metabolites of Daprodustat in Mouse, Rat, Rabbit and Monkey Plasma

(Continued)

Results:
% of Compound in Plasma
Mouse? Rat (M)> Rat (F)b Rabbit (F)e Monkey?
RT 0-8h,Day14 8-24h,Day14e 0-24h,Week13 0-24h,Week13 0-24h,Week13 0-24h,Day1 0-24h,Day 14
GSK1278863 52.9-53.4 v v v v >15% DRM >15% DRM >15% DRM
(Parent) 100% P 100% P 100% P
M2 195 ND ND ND ND 5—15% DRM 5—15% DRM 5—15% DRM
(Di-oxygenation) ' 5—-15% P >15% P 5—-15% P
M3 214 ND ND ND ND 1—5% DRM 1—5% DRM 1—5% DRM
(Di-oxygenation) 1—>5% P 5-5>15% P 1-5% P
M4 22.4 ND ND ND ND 1—5% DRM 5—15% DRM 5—15% DRM
(Di-oxygenation) 1—>5% P 5-5>15% P 5—-15% P
M5 23.0-231 ND ND ND ND <1% DRM <1% DRM <1% DRM
(Di-oxygenation) <1%P 1—>5% P <1%P
M6 24.0 ND ND ND ND ND 1—5% DRM <1% DRM
(Di-oxygenation) 1->5% P 1->5%P
M7 25.4 ND ND ND ND ND <1% DRM <1% DRM
(Di-oxygenation) 1—5% P <1%P
M8 34.7 v ND ND ND 5—-15% DRM 5—15% DRM 5—15% DRM
(Mono- 5->15% P 5->15% P >15% P
oxygenation)
M9/M22 f 35.6-35.9 v ND v v 1—5% DRM 1—5% DRM 5—15% DRM
(Mono- 5-515% P 5-515% P 5-515% P
oxygenation)
M10 38.6-38.7 ND ND ND ND 1—5% DRM 5—15% DRM 5—15% DRM
(Mono- 1—5% P 5—515% P 5—515% P
oxygenation)
M13 17.0 ND ND ND ND ND 5—-15% DRM 1—5% DRM
(Tri-oxygenation) >15% P 1-5%P
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Pharmacokinetics: Preliminary Characterization of Metabolites of Daprodustat in Mouse, Rat, Rabbit and Monkey Plasma
(Continued)

% of Compound in Plasma

Mouse= Rat (M)b Rat (F)b Rabbit (F)c Monkey*
RT 0-8h,Day14 8-24h,Day14e 0-24 h, Week 13 0-24h,Week 13 0-24h,Week13 0-24h,Day1 0-24h,Day14
M21 30.6 ND ND ND ND ND Vg Vg

(Di-oxygenation)

Additional Information: - = unknown; x = detected; NA = not applicable; ND = not detected; RT = retention time of Mass spectrometer (min), % DRM = percent drug related

material; % P = mole percent of parent drug

<1 = estimated that the metabolite is less than 1% drug related material (or % Parent); 1—5 = estimated that the metabolite is =1% but <5% drug related material (or % Parent); 5—15
= estimated that the metabolite is 25% but <15% drug related material (or % Parent); >15 = estimated that the metabolite is 215% drug related material (or % Parent)

Metabolites identified in monkey plasma included products of mono-, di- and tri-oxygenation, while metabolites identified in rabbit plasma included products of mono- and
di-oxygenation. Mouse and rat plasma only contained products of mono-oxygenation. Unchanged GSK1278863 was detected in the plasma of all species analyzed.

a: Mouse samples were obtained from a 14 day oral toxicity study (CD2009/00900/00) where male and female mice were dosed 30 mg/kg/day. Male and female samples were pooled
together.

b: Rat samples were obtained from a 13 week oral toxicity study (CD2009/00951/00) where male and female rats were dosed 20 mg/kg/day.

¢: Rabbit samples were obtained from an embryo fetal development study (CD2009/00390/00) where female rabbits were dosed 60 mg/kg/day.

d: Day 1 monkey samples were obtained from a single dose escalation (maximum tolerated dose) oral toxicity study (CD2009/00639/00) where male and female monkeys were dosed
100 mg/kg. Day 14 monkey samples were obtained from a 14 day oral dose range toxicity study (CD2009/00780/00) where a male and a female monkey were dosed 100 mg/kg/day.
Male and female samples were pooled together.

e: This sample was not a time proportional pooled sample.

f. M9 and M22 are distinguishable by the MS3 spectrum. They have the same retention time, accurate mass, and MS/MS. The MS3 fingerprint indicates the presence of a mixture of
M9 and M22. The ratio of M9 to M22 could not be determined because no standard for M22 was available. (MS3 = 3-stage mass spectrometry; MS/MS = tandem mass spectrometry)
g: Quantitative assessment estimation was not possible due to lack of a suitable biological reference standard.
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Table 10.2 Metabolites in Isolated Perfused Rat Liver

Test Article: [14C]GSK1278863, GSK1278863

Characterization of Circulating metabolites in fasted intact Sprague Dawley rats

Gender (M/F)/Number of Animals:

Feeding Condition:
Vehicle/Formulation:

14M
Fasted
6% aqueous Cavitron™/Solution

Location in CTD: m4.2.2.4
Report No.: CD2008/00941 Study No.: 07DMM151

2018N370466_00

Method of Administration: Single Oral (gavage)
Dose (mg/kg): 10
Radionuclide: [14C]
Specific Activity: 136 uCilmg
Results:
Species Sample Sampling Time or Period % Overall Recovery® % of Compound in Sample?
Parent Parent Related Compound
Rat Plasmac 4h 90.7 87.3 ND
(Sprague 8h 95.7 93.7 ND
Dawley)
24 h 914 89.0 ND
48 h 89.1 87.4 ND
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Metabolites in Isolated Perfused Rat Liver (Continued)

Hepatic metabolites of daprodustat from isolated perfused BDC male Sprague Dawley rat livers

Gender (M/F)/Number of Animals: 3M BDC
Feeding Condition: Not specified
Vehicle/Formulation: 6% aqueous
Cavitron™/Solution

Method of Administration: Single
Dose (mg/kg): 30
Radionuclide: [14C]
Specific Activity: 136 pCi/mg
Results:

Bile Plasma
Parent v v
M2 v ND
M8 v ND
M9 v ND
M10 v ND

Additional Information: v = detected; ND = not detected

The only radiolabeled component detected in plasma at 4, 8, 24 and 48 hours post-dosing was unchanged GSK1278863 (87% to 94% plasma radioactivity).
a: Percent radioactivity recovered under each peak, corrected by the overall sample preparation recovery.

b: % recovery of radioactivity following 1:8 methanol: acetonitrile extraction, evaporation and reconstitution of plasma samples.

¢: pooled plasma
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Table 10.3 Metabolites in Bile Duct-Cannulated Rat

Test Article: [14C]GSK1278863

Gender (M/F)/Number of Animals:

Feeding Condition:
Vehicle/Formulation:
Method of Administration:

Report No.: CD2008/01663

3M/3F (Intact), 3M (Bile duct-cannulated)

Fasted

1% methylcellulose/Suspension
Single Oral (gavage)

2018N370466_00

Location in CTD: m4.2.2.4
Study No.: 07DMM161

Dose (mglkg): 10

Radionuclide: [14C]

Specific Activity: 22.3 uCilmg

Results:

Mean % of Compound in Sample
(Mean % of Dose)

Species Sample Gender Sampling % of Dose in Sample  Parent M2 M8 M9
Time or Period (di-oxygenation) (mono-oxygenation)  (mono-oxygenation)

Rat Plasmaz Male 1h NA 88.6 ND ND ND

(Sprague

Dawley)
4h NA 87.5 ND ND ND
8h NA 85.5 ND ND ND
24 h NA 85.8 ND ND ND
168 h NA 90.7 ND ND ND

Plasmaz? Female 1h NA 66.0 ND ND ND
4h NA 88.5 ND ND ND
8h NA 87.7 ND ND ND
24 h NA 87.8 ND ND ND
168 h NA 94.1 ND ND ND
Plasma? Male (BDC) 96 h NA 90.8 ND ND ND

Additional Information: BDC = Bile duct-cannulated; NA = not applicable; ND = not detected; SD = Sprague Dawley
Following oral administration of [14C]GSK1278863 at 10 mg/kg, the only radiolabeled component detected in male and female rat plasma and liver was unchanged GSK1278863.

Elimination of GSK1278863 in intact rats occurred largely as oxidative metabolites and unchanged parent in faeces.

In bile duct-cannulated rats, unchanged parent (18% of dose) and 3 oxidative metabolites (together 20% of dose) were eliminated via the bile.
The metabolite profiles observed were similar in male and female animals.

a: pooled sample
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Table 10.4  Metabolites in Bile Duct-Cannulated Dog

Test Article: [14C]GSK1278863
Location in CTD: m4.2.2.4
Report No.: CD2008/01662 Study No.: 07DMM160
Gender (M/F)/Number of Animals:  (Intact) 3M/3F, (Bile duct-cannulated) 2M

Lyl d-697¢

Feeding Condition: Fasted

Vehicle/Formulation: 1% methylcellulose/Suspension

Method of Administration: Single Oral (gavage)

Dose (mglkg): 20

Radionuclide: [14C]

Specific Activity: 1.92 uCilmg

Results:

Mean % of Compound in Sample (Mean % of Dose)

Species Sample Gender Sampling Time or Period % of Dose in Sample  Parent M8 M9

Dog Plasmaa Male 1h NA 82.3 ND ND

(beagle) 4h NA 93.0 ND ND
10 h NA 92.6 ND ND
24h NA 95.1 ND ND

Female 1h NA 88.3 ND ND

4h NA 89.1 ND ND
10 h NA 84.4 ND ND
24h NA 94.6 ND ND

Additional Information: BDC =Bile duct-cannulated; NA = not applicable; ND = not detected

Following oral administration of [14C]GSK1278863, the only radiolabeled component detected in male and female dog plasma was unchanged GSK1278863.
Elimination of GSK1278863 in dogs occurred largely as parent in faeces. After absorption, elimination in bile was largely as unchanged parent (6% dose). Urinary
excretion was low and predominantly consisted of unchanged parent. The metabolite profiles observed were similar in male and female animals.

'G°9°C

a: pooled plasma
b:n=1
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Table 10.5 Characterization of Metabolites in Monkeys

Test Article: [14C]GSK1278863
Location in CTD: m4.2.2.4

Report No.: 2018N386289 Study No.: 8361764
Gender (M/F)/Number of Animals: (Intact) 3M
Feeding Condition: Fasted overnight through 4 hr post-dose
Vehicle/Formulation: 1% (w/v) aqueous methylcellulose (400cps)
Method of Administration: Oral (gavage)
Dose (mglkg): 10
Radionuclide: [14C]
Specific Activity: 2.42 uCilmg
Results:
. % Plasma Radioactivity (ng equivalents [*C]GSK1278863/g plasma)?
Metabolite ID 1 hour 4 hour ying 8 hour : : 24 hour
P 82.7 79.1 56.4 471
(3234) (5711) (1331) (60.8)
M2 0.6 0.8 3.3 NQ
(23.5) (57.8) (77.9) (NQ)
M4 0.6 0.8 3.3 NQ
(23.5) (57.8) (77.9) (NQ)
M8 1.9 2.2 3.0 NQ
(74.3) (159) (70.8) (NQ)
1.3 1.1 1.7 NQ
M9, M22° (508) (79.4) (40.1) (NQ)
M10 43 49 29 NQ
(168) (354) (68.4) (NQ)
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Characterization of Metabolites in Monkeys (Continued)

2018N370466_00

% Plasma Radioactivity (ng equivalents ["*C]GSK1278863/g plasma)?

Metabolite ID 1 hour 4 hour 8 hour 24 hour
M18 1.6 1.2 215 52.9
(62.6) (86.6) (507) (68.2)
- 93.0 90.1 92.1 100.0
Total Quantified (3636) (6505) (2174) (129)
Conc. in Pooled Matrix¢ (3910) (7220) (2360) (129)
% Overall Recovery? 93 90 92 100

Key:

NQ = Not quantifiable (<15 cpm in peak height)

P = Parent (GSK1278863)

a = % radioactivity recovered under each peak, corrected by the overall recovery (expressed as ng equivalents of GSK1278863 per g of plasma)
b = Co-eluting radio components quantified as a sum total

¢ = Data from balance excretion study 2018N355713

d = %Recovery of radioactivity following extraction, evaporation, and re-constitution
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Characterization of Metabolites in Monkeys (Continued)

Pharmacokinetics: Metabolism In Vivo

Species (strain):
Gender/Number of Animals:

Monkey (Cynomolgus)
3 intact male, 2 bile duct-cannulated (BDC) male

CONFIDENTIAL

2018N370466_00

Feeding Condition: Fasted overnight through 4 hr post-dose
Vehicle/Formulation: 1% (w/v) aqueous methylcellulose (400cps)
Method of Administration: Oral gavage
Dose (mg/kg): 10
Radionuclide: 14C
Specific Activity: 2.42 uCi/mg (5.4 DPM/ng)
Analysis: Radio-HPLC
Mean % Matrix Radioactivity (Mean % Dose)?
Metabolite ID Urine Bile Feces
Intact Male BDC Male BDC Male Intact Male BDC Male
P NQ 1.3 33.1 53.5 79.1
(NQ) (0.2) (17.2) (38.6) (17.4)
M2 13.0 13.9 5.6 5.0 NQ
(1.5) (2.1) (2.9) (3.6) (NQ)
M3 5.6 6.9 29 25 NQ
(0.7) (1.0) (1.5) (1.8) (NQ)
M4 10.3 19.6 5.1 45 NQ
(1.2) (2.9) (2.7) (3.2) (NQ)
M5 2.0 2.1 04 0.7 NQ
0.2) (0.3) 0.2) (0.5) (NQ)
M6 1.7 2.6 1.2 0.7 NQ
0.2) (0.4) (0.6) (0.5) (NQ)
M7 NQ 0.6 NQ NQ NQ
(NQ) 0.1) (NQ) (NQ) (NQ)
M8 27.9 20.1 10.8 10.7 2.0
(3.3) (3.0) (5.6) (1.7) (0.4)
17.0 11.9 6.3 6.9 2.7
M9, M22¢ (2.0) (18) (33) (5.0) (0.6)
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Characterization of Metabolites in Monkeys (Continued)

CONFIDENTIAL

2018N370466_00

Mean % Matrix Radioactivity (Mean % Dose)?

Metabolite ID Urine Bile Feces
Intact Male BDC Male BDC Male Intact Male BDC Male
M10 18.9 14.5 13.1 10.1 NQ
(2.3) (2.2) (6.8) (7.3) (NQ)
M13 24 2.5 0.5 NQ NQ
(0.3) (0.4) (0.3) (NQ) (NQ)
. NQ 0.3 33 NQ NQ
M8 + M28 (NQ) 0.1) (1.7) (NQ) (NQ)
NQ NQ 8.7 NQ NQ
M19 + M20 (NQ) (NQ) (45) (NQ) (NQ)
M21 0.6 1.1 NQ NQ NQ
0.1) (0.2) (NQ) (NQ) (NQ)
M25 NQ NQ 2.3 NQ NQ
(NQ) (NQ) (1.2) (NQ) (NQ)
M26 NQ NQ 2.6 NQ NQ
(NQ) (NQ) (1.3) (NQ) (NQ)
M27 0.6 0.8 NQ NQ NQ
0.1) (0.1) (NQ) (NQ) (NQ)
M28 NQ NQ 3.3 NQ NQ
(NQ) (NQ) (1.7 (NQ) (NQ)
M29 NQ NQ 3.1 NQ NQ
(NQ) (NQ) (1.6) (NQ) (NQ)
o 100 98.3 99.0 94.5 83.8
Total Quantified (119) (14.8) (51.4) (68.2) (18.4)
% Dose in Pooled Matrixd 11.9 14.9 52.0 721 22.0
% Dose Excreted in Matrixe 13.4 15.8 53.0 77.5 241
% Overall Recoveryf 100 99 100 96 86
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2018N370466_00

Key:

NQ = Not quantifiable (<15 cpm in peak height)

a = % radioactivity recovered under each peak, corrected for centrifugation/extraction recovery

b = Co-eluting radiocomponents quantified as a sum total

¢ = M18 co-eluted with M28 in urine, however M18 was not present in bile.

d = % dose pooled across time points (not corrected for centrifugation/extraction recovery)

e = Data from balance excretion study 2018N355713

f =% Recovery of radioactivity following centrifugation (urine and bile) or extraction, evaporation, and re-constitution (feces)
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Table 10.6  Preliminary Characterization of Metabolites in Human

Test Article: GSK1278863

Species:

Gender (M/F)/Number of Animals:

Feeding Condition:

Vehicle/Formulation:
Method of Administration:

Dose (mg):
Radionuclide:
Specific Activity:

Source of Biological Samples:

Location in CTD: m4.2.2.4

Report No.: 2010N109720 Study No.: 08DMM117
Human
4M
Fasted
Tablets
Single Oral
300
NA
NA
Samples of human plasma and urine from subjects having received 300 mg of GSK1278863 were transferred from study
PHX111427 (Phase | study) and used in this study.
Plasma samples from subjects 1052, 1054, 1055 and 1056 at 0.5, 1, 1.5, 2, 2.5, 3, 4, 6 and 8 hours post-dose were combined
using volumes in proportion to the time interval between individual samples. This resulted in a single pool of human plasma
representative of the AUC over the range 0 to 8 hours across all volunteers. Equal volumes (0.5 mL) of the 8 to 24 hour
sample from each subject were pooled to create a single 8 to 24 hour plasma sample. Urine pools were created by combining
equal volumes (approximately 50 mL) from the 0 to 12 and 12 to 24 hour collections from subjects to give a single
representative 0 to 24 hour sample for analysis.

Results: GSK1278863 and 19 metabolites were detected in 0-24 h urine
% of Compound in Human Plasma and Urine
RT Plasma0-8h Plasma 8 - 24 h Urine 0-24 h
GSK1278863 (Parent) 53.0 >15% DRM, v v
100% P
M2 (Di-oxygenation) 192 5—15% DRM, va v
' >15% P
M3 (Di-oxygenation) 211 5—15% DRM, v v
>15% P
Ma (Di-oxygenation) 221 5—15% DRM, ND v
5—15% P
- (Di-oxygenation) 22.7 1—5% DRM, ND v
5—15% P
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Preliminary Characterization of Metabolites in Human (Continued)

% of Compound in Human Plasma and Urine

RT Plasma0-8h Plasma 8-24 h Urine0-24 h
(Di-oxygenation) 239 1—5% DRM, ND v
Me 5—15% P
M7 (Di-oxygenation) 25.2 <1% DRM, ND v
1—-5% P
V8 (Mono-oxygenation) 343 1—5% DRM, ND v
1-5% P
- i —HK9 v
Ma/M22 d (Mono-oxygenation) 35.5 1 1 5 /g J/DRI;M ND
—J70
M10 (Mono-oxygenation) 38.2 1—5% DRM, ND v
1—-5% P
(Tri-oxygenation) 16.6 5—15% DRM, v v
M13 5—15% Pb, ¢
M14, M15, M16 (Mono-oxygenated plus mono-oxygenation ~ 22.8, 24.4, v ND v
+dehydrogenation) 26.0
(Mono-oxygenation + dehydrogenation) 39.6 <1% DRM, ND v
M7 1-55% Pc
M18 (Undefined glucuronide) 40.9 ND ND v
M19 (Undefined glucuronide) 429 ND ND v
M20 (Undefined glucuronide) 424 ND ND v
M21 (Di-oxygenation) 30.3 v ND v

Additional Information: x = detected, NA = not applicable; ND = not detected; RT = retention time of Mass spectrometer from human urine (min), % DRM = percent drug related
material; % P = mole percent of parent drug; <1 = estimated that the metabolite is less than 1% drug related material (or % Parent); 1—5 = estimated that the metabolite is =1% but
<5% drug related material (or % Parent); 5—15 = estimated that the metabolite is =25% but <15% drug related material (or % Parent); >15 = estimated that the metabolite is 215% drug
related material (or % Parent)

Unchanged GSK1278863 and metabolites resulting from oxidation (mono-, di- and tri-oxygenation) were detected in human plasma extracts following single oral dosing of 300 mg.

a: No MSn (multistage mass spectrometry) data was obtained due to weak signal.

b: MS (mass spectrometer) response factor could not be obtained for M13 from the reference sample due to poor signal-to-noise ratio. An average response factor from six closely
eluting, structurally-similar metabolites (M2 through M7) was used.

c: The radiolabeled reference spectra used to estimate M13 and M17 had low signal-to-noise ratio. Consequently, the error of the M13 and M17 estimation in human plasma is
expected to be larger in these cases.

d: M9 and M22 are distinguishable by the MS3 spectrum. They have the same retention time, accurate mass and MS/MS. The MS3 fingerprint indicates the presence of a mixture of
M9 and M22. The ratio of M9 to M22 could not be determined because no standard for M22 was available. (MS3 = 3-stage mass spectrometry; MS/MS = tandem mass spectrometry)
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Table 10.7 Characterization of Metabolites in Human

2018N370466_00

Pharmacokinetics: Metabolism In Vivo Test Article: GSK1278863 Report No.: 2018N376203 | Study No.: 17DMMO043
Species: Human (healthy) Gender: Male Number of Subjects: 6 | Location in CTD: m4.2.2.4
Feeding Condition: Overnight fast of at least 8 hours
Vehicle/Formulation: IV solution of [“C]-GSK1278863 was prepared aseptically in sterile isotonic phosphate buffered saline at pH 7.5; Oral solution of [*4C]-
GSK1278863 was prepared aseptically in sterile phosphate buffered saline at pH 7.5.
Method of Treatment Period 1 (TP1): A microtracer IV concomitant with non-radiolabelled oral tablet
Administration: Treatment Period 2 (TP2): A radiolabelled oral solution two weeks after the administration in TP1
Dose: 50 ug IV concomitant with 6 mg oral in TP1, and 25 mg oral in TP2
Radionuclide: “C
Specific Activity: 2.51 pCilmg
Analysis: Metabolite profiles of plasma, urine and feces were generated by HPLC-TopCount; a metabolite profile of duodenal bile was generated by
HPLC-AMS; structural assignment of metabolites was conducted using LC/MS".
Results:
% Sample Radioactivity Mean % Sample Radioactivity % Sample
(ng equivalents GSK1278865/g Sample) (Mean % of Administered Dose in Sample) Radioactivity
Matrix Plasma Urine Feces Duodenal Bile®
Time Range 0-8 hour 10-12 hour 0-24 hour 24-120 hour
39.5 <LLQ ND 0.7
P (GSK1278863) (106) «LLQ) (ND) 05) 05
M2 (GSK2391220) and M33 10.42 14.4 15.8 19.8 123
(only M2 in feces and bile) (27.7) (3.1) (3.2) (14.4) '
7.6 11.8 16.0 14.1
M3 (GSK2506104) 202) 26) 3) (103) 20.0
5.7 ND 7.9 17.0
M4 (GSK2487818) (152) (D) (18) 123) 155
M5 (GSK2506102) and M14 4.5 <LLQ 10.4 7.7 111
(only M5 in bile) (11.9) (<LLQ) (2.1) (5.6) '
M6 (GSK2531398) 3.6 <LLQ 5.8 6.2 6.3
(9.8) (<LLQ) (1.2) (4.5)
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Characterization of Metabolites in Human (Continued)

2018N370466_00

% Sample Radioactivity Mean % Sample Radioactivity % Sample
(ng equivalents GSK1278865/g Sample) (Mean % of Administered Dose in Sample) Radioactivity
Matrix Plasma Urine Feces Duodenal Bile®
Time Range 0-8 hour 10-12 hour 0-24 hour 24-120 hour

M7 (:ttg) (EB) (g:?) (?Z) 31
Me (g:g) (EB) (00.'024) (gii) 39
M9 and M22 (:13:2) (EB) ((1):2) (1 :j) 24
o €0 v o 25 o7
M13 (GSK2531401) (282.31) (13?) (13645) (‘3‘:2) 2.4
s 68 o o a o
25 v 02 o8 o
G0 D D o s o
w1 o) D) o 09 12
2 D o 0 o
A s D D 0 o
: 25 D 0 o o
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Characterization of Metabolites in Human (Continued)

/Gl d-G69¢

% Sample Radioactivity Mean % Sample Radioactivity % Sample
(ng equivalents GSK1278865/g Sample) (Mean % of Administered Dose in Sample) Radioactivity
Matrix Plasma Urine Feces Duodenal Bile®
Time Range 0-8 hour 10-12 hour 0-24 hour 24-120 hour
0.8 ND ND 0.8
¢ (2.2) (ND) (ND) (0.6) ND
1.2 ND 0.2 1.4
D (3.2) (ND) (0.04) (1.1) ND
ND ND 0.2 ND
- (ND) (ND) ©.1) (ND) "
F ND ND ND ND 93
(ND) (ND) (ND) (ND) '
ND ND ND ND
¢ (ND) (ND) (ND) (ND) >
ND ND ND 0.6
H (ND) (ND) (ND) (0.4) ND
. . 24 7.8 ND ND
Un-Retained Radio-Peak (6.4) (17) (ND) (ND) ND
. 92.8 50.0 86.7 92.5
Total Quantified (249) (10.9) 17.7) (67.4) 87.1
Concentration (ng eq./g Sample) 268 21.7 NA NA NA
(% Dose in Sample Analyzed) (NA) (NA) (20.5) (72.8) (NA)
(% Dose in Total Sample) (NA) (NA) (21.1) (73.7) (NA)
% Recovery of Radioactivity 854 69.3 99.8 99.8 NA

Note: All metabolites identified were oxidative products of GSK1278863.

a = The levels of M2 and M33 in the 0-8 h plasma pool from this study were estimated to be 8.1% and 2.3%, respectively in referencing to the validated bioanalysis data
[2017N350026]

b = Absolute quantification of drug related components was not possible due to the qualitative nature of the bile string sampling and extraction procedure. Bile strings withdrawn 1 hour
post 1-hour IV infusion

ND — Not Detected; NA — Not Applicable; LLQ — Lower Limit of Quantification
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Table 10.8

Pharmacokinetics: Metabolites in Urine, Faeces and Bile from Bile Duct-Cannulated Rats

2018N370466_00

Test Article: [14C]GSK1278863

Species:

Gender (M/F)/Number of Animals:
Feeding Condition:
Vehicle/Formulation:

Method of Administration:

Rat (Sprague Dawley)

3M/3F (Intact), 3M (Bile duct-cannulated)
Fasted

1% methylcellulose/Suspension

Single Oral (gavage)

10

Report No.: CD2008/01663

Location in CTD: m4.2.2.4
Study No.: 07DMM161

Dose (mg/kg):
Radionuclide: 14C
Specific Activity: 22.3 uCilmg
Results:
Mean % of Compound in Sample
(Mean % of Dose)
Sample Gender Sampling % of Dose Parent M2 M8 M9
Time in Sample (di-oxygenation) (mono-oxygenation) (mono-oxygenation)
or Period
Urine Male 0-120r24h 6.9 11.2(0.8) 10.1(0.7) 55.4 (4.0) 19.7 (1.4)
Female 0-12h 49 13.9(0.7) 9.6 (0.5) 55.3 (2.8) 17.4(0.9)
Male (BDC) 0-12h 25 13.6 (0.3) 85(0.2) 54.1(1.4) 18.6 (0.5)
Faeces Male 0-9h 78.4 38.9 (32.8) 6.5(5.4) 36.5 (30.6) 11.4 (9.6)
Female 0-9h 77.2 43.4 (37.4) 4.8 (4.1) 32.2(27.6) 9.4 (8.1)
Male (BDC) 0-48h 334 77.9 (33.4) ND ND ND
Bile Male (BDC) 0-72h 37.1 41.8 (17.5) 5.3(2.1) 34.9 (13.8) 95(3.7)

Additional Information: BDC = Bile duct-cannulated; NA = not applicable; ND = not detected

Following oral administration of [14C]GSK1278863 at 10 mg/kg, the only radiolabeled component detected in male and female rat plasma and liver was unchanged GSK1278863.

Elimination of GSK1278863 in intact rats occurred largely as oxidative metabolites and unchanged parent in faeces.
In bile duct-cannulated rats, unchanged parent (18% of dose) and 3 oxidative metabolites (together 20% of dose) were eliminated via the bile.
The metabolite profiles observed were similar in male and female animals.

a: pooled sample
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Table 10.9 Pharmacokinetics: Metabolites in Urine, Faeces and Bile from Bile Duct-Cannulated Dogs

Test Article: [14C]GSK1278863
Location in CTD: m4.2.2.4

Report No.: CD2008/01662 Study No.: 07DMM160
Species: Dog
Gender (M/F)/Number of Animals: (Intact) 3M/3F, (Bile duct-cannulated) 2M
Feeding Condition: Fasted
Vehicle/Formulation: 1% methylcellulose/Suspension
Method of Administration: Single Oral (gavage)
Dose (mglkg): 20
Radionuclide: 14C
Specific Activity: 1.92 uCilmg
Results:
Mean % of Compound in Sample
(Mean % of Dose)
Sample Gender Sampling Time % of Dose in Sample Parent M8 M9
or Period
Urinea Male 0-12h 2.71 96.47 (2.61) 1.70 (0.05) 1.79 (0.05)
Female 0-12h 2.23 90.08 (2.16) 1.20 (0.03) 1.51(0.04)
Faeces Male 0-48o0r72h, 84.12 98.09 (84.12) ND ND
24-72h
Female 0-480r72h 78.64 97.93 (78.64) ND ND
Male (BDC) 0-48h 73.89 97.07 (73.89) ND ND
Bile Male (BDC) 0-12hor12-24h 5.97 93.22 (5.97) ND ND

Additional Information: BDC =Bile duct-cannulated; NA = not applicable; ND = not detected

Following oral administration of [14C]GSK1278863, the only radiolabeled component detected in male and female dog plasma was unchanged GSK1278863.
(Approximately equal volumes of plasma were pooled to give one representative sample per sex for each time point (1, 4, 10 and 24 hours)).

Elimination of GSK1278863 in dogs occurred largely as parent in faeces. After absorption, elimination in bile was largely as unchanged parent (6% dose). Urinary
excretion was low and predominantly consisted of unchanged parent. The metabolite profiles observed were similar in male and female animals.

an=1
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Table 10.10 Pharmacokinetics: Metabolites from Isolated Perfused Rat Liver

2018N370466_00

Test Article: [14C]GSK1278863, GSK1278863
Location in CTD: m4.2.2.4
Report No.: CD2008/00941
Study System: In situ isolated perfused rat liver model
Species (Strain): Rat (Sprague Dawley)
Gender (M/F)/Number of Animals:  3M

Study No.: 07DMM151

Feeding Condition: NA
Vehicle/Formulation: Perfusate/Solution
Method of Administration: Perfusion
Dose (mg/kg): 30
Radionuclide: [14C]
Specific Activity: 136 uCi/mg
Results:
[14C]GSK1278863-Related Metabolites Identified in Bile and Plasmac

Parent M2 M8 M9 M10
Retention time? (min) 52.9 19.3 34.4 35.7 38.5
Proposed structure® NA Di-oxygenation Mono-oxygenation Mono-oxygenation Mono-oxygenation
Bile v v v v v
Plasma v ND ND ND ND

Additional Information: NA = not applicable; ND = not detected; x = detected

Liver perfusion continued for 4 hours after dosing. Bile samples were analysed for definitive structural identification of metabolites.
GSK1278863 was the predominant component observed in isolated perfused rat livers following a nominal dose of 30 mg/kg [14C]GSK1278863. In addition to parent,
three mono-oxygenated and one di-oxygenated metabolite were detected.

a: Retention time from IPRL (isolated perfused rat liver) bile
b: The cyclohexyl groups appear coincident in the NMR data (obtained in deuterated methanol) due to tautomerism.

c: The circulating metabolites were characterized in intact male rats following a single oral administration of [14C]JGSK1278863 at 10 mg/kg (in the same study).
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Table 10.11 Pharmacokinetics: Stereoisomeric Conversion

Test Article: GSK1278863, M2 (GSK2391220), M3 (GSK2506104) and M13 (GSK2531401) (Mouse), GSK1278863 (Human)

Sample:

Gender (M/F)/Number of Animals:
Feeding Condition:
Vehicle/Formulation:

Method of Administration:
Dose (mglkg):

Radionuclide:
Specific Activity:
Methods:

Location in CTD: m4.2.2.4

Report No.: 2014N221116 Study No.: 14DMM007
Human plasma samples (1, 3 and 8 hour samples for subject 10, and 1 hour sample for subject 1) were transferred from a
clinical study (PPO116097 [2014N19471100]). Mouse plasma (acidified) samples (0.5 hour samples from animals 3061,
3062, 3063, 3561, 3562 and 3563) were transferred from a 13-week toxicity study in the mouse (M70456G
[2014N19903100]).
3M/3F (Mouse), 2 (Human, Gender is unknown)
- (Mouse), - (Human)
Mouse: 1% methylcellulose (400cP @ 2%) in water/Suspension (Oral), Aqueous 25 mM Phosphate buffer/Solution (SC)
Human: -
Mouse: Oral (gavage) (GSK1278863), SC (M2, M3, M13); Human: Oral
Mouse: 20 mg/kg/day (GSK1278863) and 2.0, 2.5 and 1.3 mg/kg/day (M2, M3 and M13), 4 weeks
Human: -
NA
NA
Human plasma samples were analyzed for M2, M3, M4, M5, M6 and M13 metabolites using an analytical method based on
solid phase extraction followed by UHPLC/MS/MS analysis. Metabolites M3 and M13 were isolated by fraction collection
and re-analyzed using UPC2-MS/MS for separation of sterecisomeric forms.
Mouse plasma (acidified) samples were analyzed for stereoisomeric forms of M3 and M13 metabolites using an analytical
method based on protein precipitation followed by UPC2-MS/MS analysis.
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Pharmacokinetics: Stereoisomeric Conversion (Continued)

2018N370466_00

Results:
Sample Sampling GSK2506104 GSK2531403 %GSK25314032
Time (h) Peak Area Peak Area

Human M3 Subject 10 1 358386 22404 6.25
Subject 10 3 854085 54279 6.36
Subject 10 8 662158 42872 6.47
Subject 1 1 2150213 141899 6.60

Mouse M3 Animal 3061 0.5 2681591 NQ NA
Animal 3062 0.5 5254332 NQ NA
Animal 3063 05 4250135 NQ NA
Animal 3561 05 4983992 NQ NA
Animal 3562 05 5298161 NQ NA
Animal 3563 0.5 6592205 NQ NA

GSK2531401 GSK2531400 %GSK25314002
Peak Area Peak Area

Human M13 Subject 10 1 32609 NQ NA
Subject 10 3 95248 NQ NA
Subject 10 8 73470 NQ NA
Subject 1 1 87672 NQ NA

Mouse M13 Animal 3061 0.5 1085766 NQ NA
Animal 3062 05 1983791 NQ NA
Animal 3063 05 1354233 NQ NA
Animal 3561 05 1591404 NQ NA
Animal 3562 0.5 1635528 NQ NA
Animal 3563 0.5 2245499 NQ NA

'G°9°C

Additional Information: - = unknown; NA = not applicable; NQ = non quantifiable; UHPLC/MS/MS = Ultra high performance liquid chromatography-tandem mass spectrometry; UPC2-
MS/MS = Ultra performance convergence chromatography-tandem mass spectrometry

GSK2531403 is a stereoisomer of M3 (GSK2506104). GSK2531400 is a stereoisomer of M13 (GSK2531401).

The predominant circulating stereoisomers of the major human metabolites M3 and M13 are GSK2506104 and GSK2531401, respectively. Furthermore, there was no change in the
peak area ratio of the two M3 stereoisomers over the time course, which suggests a lack of stereoisomeric interconversion in human plasma. Analysis of mouse plasma samples
following dosing with GSK1278863 and metabolites M2, M3 (GSK2506104) and M13 (GSK2531401) showed the presence of only the dosed stereoisomers. There were no detectable
amounts of GSK2531403 and GSK2531400 in mouse plasma, which is indicative of no stereoisomeric conversion of the dosed stereoisomers.

a: Peak area ratio of GSK2531403 or GSK2531400 to GSK2506104 expressed as percentage.
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11. PHARMACOKINETICS: METABOLISM IN VITRO

Table 11.1  Blood Stability of Daprodustat

Test Article: GSK1278863

Location in CTD: m4.2.2.4

Report No.: UH2008/00002 Study No.: 07CDUP0349
Target Entity, Test System and Method: The in vitro blood stability of daprodustat was determined in human blood at 1 or 10 pg/mL (0.5% dimethylsulfoxide in blood
at 37°c) and incubated for up to 2 hours (sampled at 0.25, 0.5, 1 and 2 hours), with analysis for daprodustat by LC/MS/MS

Results:
Time (minutes) Blood (1.0 png/mL)? Blood (10.0 png/mL)?
Recovery (%) CV (%) Recovery (%) CV (%)
0 100.0 NA 100.0 NA
15 74.8 15.0 97.8 5.0
30 81.1 131 105.3 5.9
60 80.7 12.3 98.8 6.8
120 85.8 10.8 104.3 9.0
Key:

a = Nominal concentration of GSK1278863 in human blood.
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Table 11.2  Pharmacokinetics: Clearance in Liver Microsomes and Hepatocytes

2018N370466_00

Test Article: GSK1278863

Location in CTD: m4.2.2.4
Report No.: UH2008/00018

Study No.: 06MCD1510, 06MCD1511, 06MCD1564, 06MCD1585,

06MCD1595

Target Entity, Test System and Method: In vitro metabolism in liver microsomes and hepatocytes
In Vitro rate constants and CLi were determined following incubation of GSK1278863 in Mouse, Rat, Dog, Monkey and Human liver microsomes and hepatocytes.

Results:
Species Matrices Rate Constant (min) CLi (mL/min/g liver)
Mouse Microsomes -0.0017 <0.5
Hepatocytes 0.0003 <0.5
Rat Microsomes -0.0031 <0.5
Hepatocytes 0.0008 0.5
Dog Microsomes -0.0012 <0.5
Hepatocytes -7 .4&05 <0.5
Monkey Microsomes -0.0026 <0.5
Hepatocytes 0.0008 05
Human Microsomes 0.0020 <0.5
Hepatocytes 0.0018 1.1
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Table 11.3  Pharmacokinetics: Identification of Metabolites in CYP and Hepatocytes

Test Article: GSK1278863

Location in CTD: m4.2.2.4

Report No.: UH2008/00018 Study No.: 06MCD1512, 06MCD1565, 06MCD 1586, 06MCD1596, 07CDUP0362
Target Entity, Test System and Method: |dentification of metabolites in human CYP enzymes and hepatocytes

Metabolites of GSK1278863 were detected following incubations in Mouse, Rat, Dog, Monkey and Human hepatocytes and rh-CYP450 isozymes.
Results:

G9l d-g9¢

Hepatocytes Human CYP isozymes

Mouse Rat Dog Monkey Human 2C9 2D6 3A4
PC1 Ketone formation ND v ND ND ND ND ND ND
PC2 Ketone formation ND v ND v v ND ND ND
PC3 Mono-oxygenation v v v v v v v v
PC4 Mono-oxygenation v v v v v v v v
PC5 Mono-oxygenation v v v v v v v v
PC6 Ketone formation and mono-oxygenation ND ND ND ND v ND ND ND
PC7 Ketone formation and mono-oxygenation ND ND ND ND v ND ND ND
PC8 Ketone formation and mono-oxygenation ND ND ND ND v ND ND ND
PC9 Di-oxygenation v v ND v v ND ND ND
PC10 Di-oxygenation ND ND ND v v ND ND ND
PC11 Di-oxygenation ND ND ND v v ND ND ND
PC12 Di-oxygenation ND ND ND v v ND ND ND
PC13 Di-oxygenation ND ND ND v v ND ND ND
PC14 Di-oxygenation ND ND ND v v ND ND ND
PC15 Tri-oxygenation ND ND ND v v ND ND ND
PC16 Glucuronidation ND ND ND v ND ND ND ND
PC17 Glucuronidation ND ND ND v ND ND ND ND
PC18 Mono-oxygenation and glucuronidation ND v ND v ND ND ND ND
PC19 Mono-oxygenation and glucuronidation ND v ND ND ND ND ND ND

ND = Not Detected

'G°9°C
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Table 11.4  Pharmacokinetics: Identification of Metabolites in Animal and Human Hepatocytes

Test Article: [14C]GSK1278863 or GSK1278863
Location in CTD: m4.2.2.4

99] d-g69¢

Report No.: CD2008/01286 2011N125815 2013N160562
Study No.: 07DMM139 11DMMO021 12DMM025
Target Entity, Test [14C]GSK1278863 was incubated at a concentration of GSK1278863 was incubated at a GSK1278863 was incubated at a concentration
System and 12.5 uM in the presence of male CD-1 mouse, Sprague concentration of 19 uM in the presence of of 20 uM in the presence of male Syrian hamster
Method: Dawley rat, Beagle dog, Cynomolgus monkey and human  male Gottengen minipig hepatocytes for hepatocytes (1 x 106 cells/mL) for 24 hours.
(1M/2F) and female Dutch Belted rabbit hepatocytes forup 24 hours.
to 24 hours.
Results:
Parent and Metabolites | RTa(min) Proposed structure Human Mouse Rat Rabbit Dog Monkey Minipig Hamster
Parent (P) 53.3 GSK1278863 v v v v v v v v
M1 18.7 Di-oxygenation v ND ND v ND v ND ND
M2 19.4 Di-oxygenation v ND NR v ND v v ND
M3 21.3 Di-oxygenation v ND ND v ND v v ND
M4 22.2 Di-oxygenation v ND ND v ND v v ND
M5 22.9 Di-oxygenation v ND ND ND ND v ND ND
M6 23.9 Di-oxygenation v ND ND ND ND v ND ND
M7 25.2 Di-oxygenation v ND ND ND ND v ND ND
M8 345 Mono-oxygenation v v v v ND v v v
M9b 35.7 Mono-oxygenation v ND v v ND v v v
M10 38.5 Mono-oxygenation v ND ND v ND v v 4
M12 44.0 Undefined glucuronide ND ND ND ND ND v ND ND
M21 - Di-oxygenation ND ND ND ND ND ND v ND
M23 - Di-oxygenation ND ND ND ND ND ND v ND
M24 - Di-oxygenation ND ND ND ND ND ND v ND

Additional Information: v' = detected; ND = not detected; SD = Sprague-Dawley

In human hepatocytes, the notable routes of metabolism were mono- and di-oxygenation. In general, metabolite profiles in hepatocytes of nonclinical species (excluding dog) and human were qualitatively
similar; however, only the monkey hepatocytes produced all primary human metabolites.

All GSK1278863 biotransformations identified in minipig and hamster hepatocyte incubates were oxygenation products similar to findings in human, monkey and rabbit hepatocytes [CD2008/01286]. Two
new di-oxygenation products (M23 and M24) detected in minipig hepatocyte incubates are stereo- or regioisomers of previously identified metabolites. All metabolites detected in minipig and hamster
hepatocytes were detected in human urine and plasma [2010N109720] with the exception of the new di-oxygenation products detected in minipig.

a: RT (Retention time) from human hepatocytes except M12 which was from monkey hepatocytes.

b: M9 and M22 are distinguishable by their MS3 spectra. They have the same retention time, accurate mass, and MS/MS. The observed MS3 finger print indicates the presence of a mixture of M9 and
M22. (MS3 = 3-stage mass spectrometry; MS/MS = tandem mass spectrometry)
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Table 11.5 Pharmacokinetics: Identification of Metabolites in Animal and Human Hepatocytes

Test Article: [14C]GSK1278863

Location in CTD: m4.2.2.4

Report No.: 2011N114076 Study No.: 10DMMO007

Target Entity, Test System and Method: ["“C]GSK1278863 was incubated in vitro using conditions similar to those used in the microbial mutagenicity assay (AMES)
and the mouse lymphoma assay (MLA). The in vitro incubations were performed using Aroclor 1254 induced rat liver S9 fraction (S9). To mimic conditions used
during the AMES assay for GSK1278863, ["“C]GSK1278863 was incubated at 4, 40 and 400 uM GSK1278863 for 3 hours at 37°C in sodium phosphate buffer in 1.6%
S9 in the presence of oxidative co-factor. To mimic conditions used during the MLA assay for GSK1278863, [“C]GSK1278863 was incubated at 25 and 180 uM for

3 hours at 37°C in RPMI culture media in 2% S9 in the presence of oxidative co-factor. The reaction was terminated by adding an equal volume of
acetonitrile/ethanol/acetic acid (80:20:1). The incubation mixture was centrifuged, and the resulting supernatant was analyzed by radio-HPLC.

Results: Following in vitro incubation of [*C]GSK1278863 with Aroclor-1254 induced rat S9 fraction, under conditions similar to those used during the AMES and
MLA assays for GSK1278863, unchanged GSK1278863 was the only detectable radio-component, and no metabolites were observed in the radio-chromatograms.
Due to the lack of metabolism, HPLC-MSn analysis was not conducted.
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Table 11.6  Pharmacokinetics: Metabolite Formation by Human Liver Microsomes and CYP Enzyme

Test Article: [14C]GSK1278863

Location in CTD: m4.2.2.4

Report No.: CD2010/00300 Study No.: 09DMM051
Target Entity, Test System and Method: [14C]GSK1278863 and metabolites in human liver microsomes and recombinant CYP enzymes were investigated.
Test Concentration: [14C]JGSK1278863 at 5 uM

89] 'd-g69¢

Results:
ID MS RTa (min.)  Proposed structure CYP2C8 CYP3A4 HLM HLM HLM HLM
Azamulin Montelukast NIC NCF
Parent 49.7 GSK1278863 v v v v v v
M2 18.7 Di-oxygenation v ND ND ND ND ND
M3 204 Di-oxygenation v ND ND ND ND ND
M4 21.3 Di-oxygenation v ND ND ND ND ND
M5 219 Di-oxygenation v ND ND ND ND ND
M6 22.7 Di-oxygenation v ND ND ND ND ND
M7 23.9 Di-oxygenation v ND ND ND ND ND
M8 32.8 Mono-oxygenation v v v v v ND
M9 and M22>  33.7 Mono-oxygenation v v v v v ND
M10 36.2 Mono-oxygenation v ND v v v ND
M17 37.3 Keton-formation v ND ND ND ND ND
Key:

v’ = detected by radio and MS, NA = no associated significant radio peak

a: RT from 2C8

b: M9 and M22 are distinguishable by the MS3 spectrum. They have the same retention time, accurate mass, and MS/MS. The MS3 finger print indicates the
presence of a mixture of M9 and M22. The ratio of M9 to M22 cannot be determined because no standard for M22 is available.

NIC = No inhibitor control.
NCF = No cofactor control.
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Table 11.7  Pharmacokinetics: Metabolite identification Formation by Human Liver Microsomes and CYP Enzyme using
['“C]Daprodustat

Test Article: [14C]GSK1278863
Location in CTD: m4.2.2.4
Report No.: CD2010/00300 Study No.: 09DMMO051
Target Entity, Test System and Method: Inhibition of [14C]GSK1278863 Metabolite Formation in Human Liver Microsomes in the Presence of Selective CYP
Inhibitors were investigated.
Test Concentration: [14C]GSK1278863 at 5 uM
Target Entity, Test System and Method: Inhibition of [14C]GSK1278863 Metabolite Formation in Human Liver Microsomes
Inhibition of [14C]GSK1278863 Metabolite Formation in Human Liver Microsomes in the Presence of Selective CYP Inhibitors were investigated.
Results:
Mean % Inhibition

Inhibitor M8 M9 and M22 M10 Xa
Furafylline (CYP1A2) 4.2 0.0 0.0 0.0
Montelukast (CYP2C8) 45 38 43 33
Sulphaphenazole (CYP2C9) 15 0.0 0.0 25
Benzylnirvanol (CYP2C19) 4.4 0.0 0.0 NDb
Quinidine (CYP2D6) 74 0.0 0.0 ND*
Azamulin (CYP3A4) 0.0 17 14 0.0

a: This peak (labeled metabolite X) was not detected by LC/MS and therefore was not structurally characterized, but its rate of inhibition was calculated
b: ND: peaks were not detected in chromatogram
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Table 11.8 Pharmacokinetics: Oxidative Bioactivation

Test Article: [14C]GSK1278863

Location in CTD: m4.2.2.4

Report No.: CD2007/01464 Study No.: 07DMM137
Target Entity, Test System The potential of GSK1278863 for oxidative bioactivation was assessed in vitro following incubation of [C]GSK1278863 (10 uM)

and Method: with human liver microsomes in the presence and absence of NADPH.
Results:
Binding in the absence of NADPH Binding in the presence of NADPH NADPH-Dependent binding
(pmol/mg) (pmol/mg) (pmol/mg)
Incubation Time (min) 30 60 30 60 30 60
GSK1278863 0 1.74 +1.05 7.99+8.17 0 7.99 0
Acetaminophen Control NA? 1.50 +5.65 NA2 212 +14.7 NA2 210

Mean + SD (n=3)
a: Acetaminophen control incubations were performed for 60 minutes only.
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12. PHARMACOKINETICS: POSSIBLE METABOLIC PATHWAYS

Table 12.1 Pharmacokinetics: Possible Metabolic Pathways
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13. PHARMACOKINETICS: INDUCTION/INHIBITION OF DRUG METABOLISING ENZYMES

Table 13.1  Induction of Drug Metabolising Enzymes

Test Article: GSK1278863

Location in CTD: m4.2.2.4

Report No.: CD2008/01088 Study No.: 08MMO042
Target Entity, Test System and Method: In vitro induction of CYP mRNA levels by quantitative reverse transcriptase polymerase chain reaction using human
hepatocytes. The effects of GSK1278863 on the messenger RNA (mRNA) levels of cytochrome P450 (CYP) genes (CYP1A2, 2B6 and 3A4) were evaluated at
concentrations from 0.1 to 100 uM in cultured human hepatocytes from three donors. After 48-hours incubation, the mRNA level for each specific CYP was determined
using quantitative real-time polymerase chain reaction technology (TagMan™).

Results:
Effect on mRNA Level (Mean ratio of treated over control)
Treatment Concentration (uM) CYP1A2a Ratio CYP2B6® Ratio CYP3A4® Ratio
GSK1278863 100 0.40 0.98 0.34
30 0.63 0.68 0.36
10 0.77 0.85 0.42
3 0.67 0.82 0.33
1 0.81 0.83 0.39
0.3 0.73 0.85 0.33
0.1 0.75 1.0 043
Prototypical Inducere 50 uM Omeprazole, 50 UM Phenytoin, 10 uM Rifampicind 240 20 53

Additional Information: Mean ratio (n = 3)

Controls are defined as 0.1% (v/v) DMSO. Data presented to 2 significant figures.

Following exposure of cultured human hepatocytes to GSK1278863 for 48 hours, no notable increases in the mean mRNA levels of CYP1A2, CYP2B6 or CYP3A4
were observed.

a: Increase in MRNA level of =5 mean ratio of treated over control is considered as a notable induction response for both omeprazole and GSK test compound.

b: Increase in mRNA level of 23 mean ratio of treated over control is considered as a notable induction response for phenytoin and rifampicin. Increase in mRNA level
of 22 mean ratio of treated over control is considered as a notable induction response for GSK test compound.

¢: When a notable induction is observed, the induction response is also reported as a percentage induction response of the appropriate prototypic inducer.

d: Prototypical CYP Inducers: 50 uM Omeprazole (CYP1A2), 50 uM Phenytoin (CYP2B6), 10 uM Rifampicin (CYP3A4).
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Table 13.2  Daprodustat: Inhibition of Drug Metabolising Enzymes

Test Article: GSK1278863

Location in CTD: m4.2.2.4

Report No.: UH2008/00018 Study No.: 07CDUP0390
Target Entity, Test System and Method: In vitro CYP Inhibition in Human Liver Microsomes
IC50 Values for GSK1278863 was calculated in Concentration-Dependent Cytochrome P450 Inhibition Assays in Human Liver Microsomes
Results:

P450 enzymes 1A2 2C9 2C19 2D6 3A4 3A4 3A4
phenacetin diclofenac S-mephenytoin bufuralol midazolam nifedipine atorvastatin
P450 IC50 values (uM)  >100 >100 >100 >100 >100 >100 >100

Test Article: GSK1278863
Location in CTD: 4.2.2.4

Report No.: UH2008/00018 Study No.: 07CDUP0403, 07CDUP0518,07CDUP0629

Target Entity, Test System and Method: In vitro CYP Inhibition in Human Liver Microsomes
IC50 Values and Fold Changes for GSK1278863 was calculated in Metabolism-Dependent Cytochrome P450 Inhibition Assays in Human Liver Microsomes
Results:

Enzyme (substrate) Test compound IC50, uM — NADPH IC50, uM + NADPH IC50 fold decrease
pre- incubation pre-incubation

CYP1A2 GSK1278863 >33 29 No change
(phenacetin) Furafylline 1.9 0.08 24
CYP2C9 GSK1278863 >33 >33 No change
(diclofenac) Tienilic acid 3.1 0.55 5.6
CYP2C19 GSK1278863 >100 >100 No change
(S-mephenytoin) Ticlopidine 0.45 0.09 5.0
CYP2D6 GSK1278863 >33 >33 No change
(bufuralol) Paroxetine 1.02 0.13 7.8
CYP3A4 GSK1278863 >100 >100 No change
(Nifedipine) Troleandomycin 39 15 2.6
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Table 13.3  Daprodustat: Inhibition of Drug Metabolising Enzymes

Test Article: GSK1278863

Location in CTD: m4.2.2.4

Report No.: CD2008/01013 Study No.: 07DMM149
Target Entity, Test System and Method: In vitro CYP Inhibition in Human Liver Microsomes
Cryopreserved human liver microsomes from a pooled sample of 15 donors were used to assess the ability of GSK1278863 to inhibit major human CYP isoforms. Two sets of
incubations performed in duplicate at each concentration (0, 0.1, 0.33, 1, 3.3, 10, 33, 100 uM ) were prepared (‘co-factor-pre-incubation’ and 'control pre-incubation'). All samples were
incubated at 37°C in a shaking water bath. To examine metabolism-dependent inhibition, the ‘co-factor-pre-incubations’ were performed by incubating GSK1278863 and microsomes
with a NADPH regenerating system for 20 minutes prior to initiation of reaction by addition of probe substrate. To examine the direct inhibition, the ‘control pre-incubations’ were
performed for 20 minutes with GSK1278863, microsomes and probe substrate and the reaction initiated by the addition a NADPH regenerating system. Positive control incubations
(replacing GSK1278863 with an appropriate concentration of a known cytochrome P450 inhibitor) and control incubations without inhibitor (containing 2% v/v solvent only) were also
performed. Reactions were terminated after 5 or 10 minutes by the addition of 250 uL acetonitrile. Incubations were analysed by LC-MS/MS.
Results:

Direct Inhibition Metabolism-Dependent Inhibition
CYP Substrate IC50 (pM) Control pre-inca NADPH pre-incb Fold Change in IC50
IC50 (uM) IC50 (uM)
1A2 Phenacetin >100 >100 >100 1.0
2A6 Coumarin >100 >100 >100 1.0
2B6 Bupropion >100 >100 >100 1.0
2C8 Rosiglitazone 21 25 26 0.96
2C9 Diclofenac >100 >100 >100 1.0
2C19 S-mephenytoin >100 >100 >100 1.0
2D6 Bufuralol >100 >100 >100 1.0
3A4 Atorvastatin >100 >100 >100 1.0
3A4 Midazolam >100 >100 >100 1.0
3A4 Nifedipine >100 >100 >100 1.0

Additional Information: NADPH solution = NADPH regenerating system (1.7 mg NADP, 7.8 mg glucose-6-phosphate and 6 units of glucose-6-phosphate dehydrogenase per mL of
2% wiv sodium bicarbonate); LC-MS/MS = liquid chromatography-tandem mass spectrometry

GSK1278863 inhibited CYP2C8 with a calculated 1C50 value of 21 uM, in human liver microsomes. There was no metabolism-dependent inhibition of CYP2C8 in human liver
microsomes.

a: Microsomes, buffer and GSK1278863 pre-incubated for 20 minutes with probe substrate prior to initiation of reaction with NADPH.

b: Microsomes, buffer and GSK1278863 pre-incubated for 20 minutes with NADPH prior to initiation of reaction with probe substrate.
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Table 13.4  Metabolites: Inhibition of Drug Metabolising Enzymes

Test Article: GSK2391220, GSK2531403, GSK2487818, GSK2506102, GSK2531398 and GSK2531401

Location in CTD: m4.2.2.4

Report No.: 2013N167801 Study No.: 12DMM032
Target Entity, Test System and Method: In vitro CYP Inhibition in Human Recombinant CYP Enzyme using Fluorescence Measurement System
A range of concentrations of GSK2391220, GSK2531403, GSK2487818, GSK2506102, GSK2531398 and GSK2531401 in methanol were pre-incubated in duplicate
at 37°C for 5 minutes in 50 mM potassium phosphate buffer (pH 7.4) containing 0.1 mg/mL recombinant human CYP450 microsomal protein (Cypex) and the
appropriate probe substrate. Following pre-incubation, 25 uL of an NADPH generating system (7.8 mg glucose-6-phosphate, 1.7 mg NADP and 6 units glucose-6-
phosphate dehydrogenase/mL of 2% w/v NaHCO3) was added to each well to start the reaction. Production of fluorescent metabolite was measured over 30 minute
using a Cytofluor (Applied Biosciences) plate reader. Appropriate negative and positive control incubations (replacing GSK compounds with an appropriate
concentration range of a time-dependent CYP inhibitor) and control incubations without inhibitor (containing 2% v/v methanol only) were also performed.
Results:

G/l d-697¢

'G°9°C

Time-Dependent Inhibition
Recombinant CYP Compound Final Concentration (uM) Initial 1-5 min Final 16-20 min Fold Change
Direct IC50 (uM) IC50 (uM) in IC50

CYP1A2 GSK2487818 0.1-100 uM >100 >100° No change
GSK2531401 0.1-100 uM >100 >100° No change
GSK2531403 0.1-100 uM >100 >100° No change
GSK2391220 0.1-100 uM >100 >100° No change
GSK2531398 0.1-100 uM >100 >100° No change
GSK2506102 0.1-100 uM >100 >100° No change
Fluconazole (-) control 0.01-10 uM >10 >100 No change

Furafylline? 0.01-10 uM >10 5.1 >2.0

CYP2C8 GSK2487818 0.1-100 uM >100 10 >10
GSK2531401 0.1-100 uM >100 >100 No change
GSK2531403 0.1-100 uM >100 >100 No change
GSK2391220 0.1-100 uM >100 >100 No change
GSK2531398 0.1-100 uM >100 >100 No change
GSK2506102 0.1-100 uM >100 >100 No change
Fluconazole (-) control 0.01-10 uM >10 >10 No change

Phenelzine? 0.01-10 uM >10 0.2 >81
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Metabolites: Inhibition of Drug Metabolising Enzymes (Continued)

Time-Dependent Inhibition

9/1'd-697¢

Recombinant CYP Compound Final Concentration Initial 1-5 min Final 26-30 min Fold Change
(uM) Direct IC50 (uM) IC50 (uM) in IC50
CYP3A4 GSK2487818 0.1-100 uM >100 350 >2.9
(DEF as Substrate) GSK2531401 0.1-100 uM >100 >100° No change
GSK2531403 0.1-100 uM >100 >100° No change
GSK2391220 0.1-100 uM >100 >100° No change
GSK2531398 0.1-100 uM >100 >100° No change
GSK2506102 0.1-100 uM >100 >1000 No change
Fluconazole (-) control 0.01-10 uM 6.2 >100 No change
Troleandomycina 0.01-10 uM 0.58 0.16° 3.6
CYP3A4 GSK2487818 0.1-100 puM >100 >100 No change
(7-BQ as Substrate) GSK2531401 0.1-100 uM >100 >100 No change
GSK2531403 0.1-100 uM >100 >100 No change
GSK2391220 0.1-100 uM >100 >100 No change
GSK2531398 0.1-100 uM >100 >100 No change
GSK2506102 0.1-100 uM >100 >100 No change
Fluconazole (-) control 0.01-10 uM >10 >10 No change
Troleandomycin? 0.01-10 pM 9.8 1.8 54
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Metabolites: Inhibition of Drug Metabolising Enzymes (Continued)

,//1d-697¢

Time-Dependent Inhibition
Recombinant CYP Compound Final Concentration Initial 1-5 min Final 26-30 min Fold Change
(uM) Direct IC50 (uM) IC50 (uM) in IC50
CYP2C9 (GSK2487818 0.1-100 uM >100 >100 No change
GSK2531401 0.1-100 uM >100 >100 No change
GSK2531403 0.1-100 uM >100 >100 No change
GSK2391220 0.1-100 uM >100 >100 No change
GSK2531398 0.1-100 uM >100 >100 No change
GSK2506102 0.1-100 uM >100 >100 No change
Fluconazole (-) control 0.01-10 uM >10 >10 No change
Tienilic Acida 0.01-10 uM 1.8 0.68 2.6
CYP2C19 GSK2487818 0.1-100 uM >100 1.3 >77
GSK2531401 0.1-100 uM >100 >100° No change
GSK2531403 0.1-100 uM >100 >100° No change
GSK2391220 0.1-100 uM >100 >100° No change
GSK2531398 0.1-100 uM >100 >100° No change
GSK2506102 0.1-100 uM >10 >10p No change
Fluconazole (-) control 0.01-10 uM 9.8 >100 No change
Ticlodipine? 0.01-10 uM 0.35 0.10° 3.5

Additional Information: DEF = Diethoxyfluorescein; 7-BQ = 7-Benzyloxyquinoline

GSK2487818 was not a direct inhibitor of the CYP enzymes tested, but was a time-dependent inhibitor of CYP2C8, CYP2C19 and CYP3A4 (DEF) under these in vitro
conditions.

a: Selective time-dependent inhibition positive control

'G°9°C

b: Due to the lack of the linearity after 20 min of solvent control samples, 16-20 min IC50 values were reported as final IC50.
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Table 13.5 GSK2506104: Metabolites: Inhibition of Drug Metabolising Enzymes

Pharmacokinetics: Inhibition of Drug Metabolising CYP450 Enzymes by M3 (GSK2506104) Test Articles: GSK2506104

Report No: 2018N382188 Study No.: 180538

Study System: | Human Liver Microsomes Location in CTD: m4.2.2.4
Concentration | 0.0729, 0.243, 0.81, 2.7, 9, 30, and 100 puM

Range:

Method: To determine the inhibitory potential of GSK2506104, two sets of incubations performed in duplicate at each concentration listed above were

prepared (‘reversible inhibition' and 'metabolism-dependent inhibition’ incubations). All samples were incubated at 37°C on a heated Jitterbug™
Microplate Incubator Shaker/96-well plate. To examine metabolism-dependent inhibition, the ‘co-factor-pre-incubations’ were performed by
incubating GSK2506104 and microsomes with NADPH for 30 minutes prior to initiation of reaction by addition of probe substrate. To examine the
direct inhibition, the ‘control pre-incubations’ were performed for 30 minutes with GSK2506104 and microsomes prior to addition of probe substrate.
The reaction is initiated by the addition of NADPH.

8/l 'd-69¢

Analysis: LC-MS/MS
Results:

Direct and Metabolism-Dependent Inhibition of Cytochrome P450 Enzymes by GSK2506104
CYP Substrate Reversible Inhibition ICso (LM)? Metabolism-dependent inhibition Fold Change in 1C50¢

ICs0 (uM)®

1A2 Phenacetin >100 >100 None
2B6 Efavirenz >100 >100 None
2C8 Amodiaquine >100 >100 None
2C9 Diclofenac >100 >100 None
2C19 S-Mephenytoin >100 >100 None
2D6 R-Bufuralol >100 >100 None
3A4 Midazolam >100 >100 None
3A4 Testosterone >100 >100 None
Key:

'G°9°C

a = Microsomes, buffer and compound pre-incubated for 30 minutes prior to initiation of reaction with probe substrate and NADPH.
b = Microsomes, buffer and compound pre-incubated for 30 minutes with NADPH prior to initiation of reaction with probe substrate.
¢ = Data obtained from direct inhibition assay conditions performed on a separate plate from control pre-incubation plate.
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Table 13.6 GSK2487818: Metabolites: Inhibition of Drug Metabolising Enzymes

Test Article: M4 (GSK2487818)

Location in CTD: m4.2.2.4

Report No.: 2014N223000 Study No.: 13DMMO003
Target Entity, Test System and Method: In vitro CYP Inhibition in Human Liver Microsomes
To determine the inhibitory potential of GSK2487818, two sets of incubations performed in duplicate at each concentration (0, 0.1, 0.33, 1, 3.3, 10, 33, 100 uM) were
prepared (‘co-factor-pre-incubation' and 'control pre-incubation’). All samples were incubated at 37°C in a shaking water bath. To examine metabolism-dependent
inhibition, the ‘co-factor-pre-incubations’ were performed by incubating GSK2487818 and microsomes with a NADPH regenerating system for 20 minutes prior to
initiation of reaction by addition of probe substrate. To examine the direct inhibition, the ‘control pre-incubations’ were performed for 20 minutes with GSK2487818,
microsomes and probe substrate and the reaction initiated by the addition a NADPH regenerating system.

Results:

Direct and Metabolism-Dependent Inhibition of Direct and Metabolism-Dependent Inhibition of Cytochrome P450 Enzymes by

Cytochrome P450 Enzymes by GSK2487818 Positive Control Inhibitors

Direct/Control NADPH Fold change Positive Control Direct/Control NADPH Fold change
CYP Substrate Pre-inca, IC50 Pre-inc, IC50 in IC50 Inhibitor Pre-inc?, IC50 Pre-inc®, 1C50 in IC50
(uM) (uM) (uM) (uM)

2C8 Rosiglitazone >100 >100 1.0 Phenelzine 140 37 3.8
2C19 Mephenytoin >100 >100 1.0 Ticlopidine 0.88 0.25 3.5
3A4 Atorvastatin >100 >100 1.0 Troleandomycin 30 9.5 3.2
3A4 Midazolam >100 >100 1.0 Troleandomycin 13 1.3 9.9
3A4 Nifedipine >100 >100 1.0 Troleandomycin 24 3.2 7.5

Additional Information: NADPH regenerating system = 1.7 mg NADP, 7.8 mg glucose-6-phosphate and 6 units of glucose-6-phosphate dehydrogenase per mL of 2%
w/v sodium bicarbonate

(GSK2487818 was not a direct inhibitor of CYP2C8, 2C19 or 3A4 (atorvastatin, midazolam, nifedipine) over the concentration range tested (0.1 to 100 uM).
GSK2487818 did not show metabolism-dependent inhibition of CYP2C8, 2C19 or 3A4 (atorvastatin, midazolam, nifedipine) following pre-incubation with NADPH. a:
Microsomes, buffer and compound pre-incubated for 20 minutes with probe substrate prior to initiation of reaction with NADPH.

b: Microsomes, buffer and compound pre-incubated for 20 minutes with NADPH prior to initiation of reaction with probe substrate.
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m2.6.5. Pharmacokinetics Tabulated Summary

14. PHARMACOKINETICS: EXCRETION

Table 14.1 Pharmacokinetics: Excretion

Test Article: [14C]GSK1278863

CONFIDENTIAL

Location in CTD: m4.2.2.5

2018N370466_00

Report No.: CD2008/00100 CD2008/00025 2018N355713
Study No.: 7717-705 AFA00607 8361764
Species: Rat Dog Monkey

Gender (M/F)/Number of 15M15F 3M/3F 3M

Animals:

Feeding Condition: Fasted Fasted Fasted
Vehicle/Formulation: 1%(w/w) aqueous methylcellulose 1%(w/w) aqueous methylcellulose 1% (w/w) aqueous methylcellulose
Method of Administration:  Oral (gavage) Oral (gavage) Oral (gavage)
Dose (mg/kg): 10 20 10

Analyte: [“C]GSK1278863 [“C]GSK1278863 [“C]GSK1278863
Assay: LSC LSC LSC
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Pharmacokinetics: Excretion (Continued)

CONFIDENTIAL

2018N370466_00

Results:
Collection Mean Recovery of Radioactivity (Percent of Administered Dose)
Interval Male rat Female rat Male dog Female dog Male monkey
(h) Urine Feces Urine Feces Urine Feces Urine Feces Urine Feces
0-8 - - - - - - - - 49+16 -
0-12 | 6.37+£1.15 5.12£0.59 1.26 £1.37 142+0.94 -
8-24 - - - - 7.0+£13
12-24 | 1.92+0.26 - 1.60 £ 0.16 - 0.20 £0.26 - 0.22 £0.09 - - -
0-24 - 59.7 £ 2.45 - 52.4 +3.55 - 51.33 £44.52 - 67.18 £ 5.77 - 44377
24-48 | 110+£0.38 | 153+1.88 | 1.16+011 | 243+317 | 022+0.14 |32.62+47.34| 019+012 | 11.33+624 | 1.1+04 279+11.3
48-72 | 0.57£0.04 | 591+049 | 047001 | 6.35+124 | 0.06+0.04 | 1.85£159 | 0.13+0.16 | 1.93+1.29 03+0.2 46+0.9
7296 | 0.28+0.05 | 317+£023 | 022+0.03 | 292+£0.83 | 0.02+0.00 | 038+£050 | 0.03£0.02 | 0.73£0.79 0.1+£0.1 06+£0.3
96-120 | 0.15+£0.02 | 1.29+0.29 | 010+£0.02 | 0.92+0.31 | 0.01+£0.01 | 0.11+£0.14 | 0.02+0.02 | 0.16 £0.15 0.0 01+01
120-144 | 0.07+£0.02 | 065+0.04 | 0.05+0.01 | 045+0.16 | 0.01+£0.01 | 0.05+£0.05 | 0.02+0.01 | 0.05+0.02 0.1 0.1
144-168| 0.03+0.00 | 0.30+0.13 | 0.02+0.01 | 0.15+0.04 | 0.01+£0.01 | 0.03£0.02 | 0.01+0.01 | 0.03+0.02 0.0 0.0
Sub-total| 10.5+1.70 | 86.3+1.30 | 8.74+084 | 875+1.08 | 1.79+149 | 86.38+3.76 | 203+0.80 | 8141+649 | 134+12 775+39
Matrix Mean Recovery of Radioactivity (Percent of Administered Dose)
Male rat Female rat Male dog Female dog Male monkey
Cage Rinse 0.29£0.13 0.29+£0.10 1.82+2.16 2.69 £ 2.56 05+04
Cage Debris/Hair - - 0.13+0.19 0.50 + 0.66 11+£0.5
Cage Wash 0.02 + 0.01 0.02 £ 0.00 0.03 £0.04 0.82 +1.11 01+01
Cage Wipe 0.07 £ 0.02 0.11£0.04 0.00 £ 0.01 0.49 £ 0.61 0.3+£0.0
Carcass 042 +0.13 0.21 +0.07 - - -
Total 97.6 £ 0.61 96.9 + 0.36 90.16 £ 1.11 87.95+1.06 93.1+32

Values are the mean £ SD (n=3).
- Not determined
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15. PHARMACOKINETICS: EXCRETION INTO BILE

Table 15.1 Pharmacokinetics: Excretion into Bile

Test Article: [14C]GSK1278863 Location in CTD: m4.2.2.5

2018N370466_00

Report No.: CD2008/00100 CD2008/00025 2018N355713
Study No.: 7717-705 AFA00607 8361764
Species: Rat Dog Monkey
Gender (M/F)/Number of 3M(BDC) 3M(BDC) 2M(BDC)
Animals:
Feeding Condition: Fasted Fasted Fasted
Vehicle/Formulation: 1% methylcellulose 1%(w/w) aqueous methylcellulose 1%(w/w) aqueous methylcellulose
Method of Administration:  Oral (gavage) Oral (gavage) Oral (gavage)
Dose (mg/kg): 10 20 10
Analyte: [“C]GSK1278863 [“C]GSK1278863 [“C]GSK1278863
Assay: LSC LSC LSC
Results:
Collection Mean Recovery of Radioactivity (Percent of Administered Dose)
Interval Male rat Male dog Male monkey
(h) Urine Feces Bile Urine Feces Bile Urine Feces Bile
0-8 - - - - - - 9.0 - 27.8
0-12 2.61+0.56 - 232+7.11 0.01 - 5.16 - -
8-24 - - - - - - 6.0 24.1
12-24 1.45+0.19 - 7.40 £1.37 0.31 - 2.56 - - -
0-24 - 40.8 +9.53 - - 72.02 - 10.5 -
24-48 1.57 £0.21 3.13+0.93 6.93 +0.89 0.16 4.08 0.062 0.5 1.4 1.0
48-72 0.63£0.08 1.30 £ 0.34 3.00 £ 0.54 0.05 0.19 0.002 0.2 1.9 0.1
72-96 0.34 £0.02 048 +0.15 142 +£0.25 - - - 0.1 0.1 0.0
96-120 - - - 0.0 0.0 0.0
120-144 0.0 0.1 0.0
144-168 - - - - - - 0.0 0.0 0.0
Sub-total| 6.61 +0.62 45.7 £9.23 42.0 £10.0 0.52 76.29 7.77 15.8 241 53.0
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CONFIDENTIAL

Pharmacokinetics: Excretion into Bile (Continued)

2018N370466_00

Mean Recovery of Radioactivity (Percent of Administered Dose)

Matrix Male rat Male dog Male monkey

Cage Rinse 0.21+0.02 1.20 0.3
Cage Debris/Hair - 0.70 04
Cage Wash 0.11£0.01 0.28 0.1
Cage Wipe 0.15+0.08 0.06 0.2
Carcass 1.56 + 0.31 - -

Bile Cannula 0.00" 0.00 0.0
Bile Jacket 0.01+0.00 0.00 0.1

Total 96.4 +1.34 86.80 93.9

Values are the mean + SD (rat: n=3, dog and monkey: n =2, data for one of the BDC animals were excluded from
mean calculations because the dose for this animal was less than 75% of the target dose due to emesis.).
Values of zero represent <0.005% of the dose.

-: Not determined

BDC: Bile duct-cannulated

*: At least one value was below the limit of quantitation; therefore, the SD was not reported.
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16. PHARMACOKINETICS: DRUG-DRUG INTERACTIONS
Table 16.1  Pharmacokinetics: Drug-Drug Interactions

No studies.

17. PHARMACOKINETICS: OTHER

Table 17.1 Pharmacokinetics: Other

No studies.
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