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20mg/kg | 6 | 12923 | 20(1.0-4.0) | 99.7+133 | 9.3%21
30mg/kg | 6 | 18935 | 20(20-4.0) | 1393189 | 9.0£19
40mg/kg | 6 | 208+23 | 30(1.0-4.0) | 168.8+220 | 80+05

SFIE = RS, Tmaxid el (FEF)
(2) RiE#S
TERES A (2161) 12A4F#10.3~3.0mg/kg & 22254
31 2 BRI BAEZ G- Lz b & A R LR
DIEFE R OFWEIRE ST XA —=F I TRLOEB ) T o7z,
WINOKEGETLELPIEFRIREBIEL, FHIE
BEAERDON D o721,

0 :03meg/kg
o 10meg/kg
A :30me/kg

M 3E PRI AL R AE (ue/mL)

Tl = R (SRT0)
A AR G5 P39 ML B v AR ZEA LR IR EE D HERS

TERHERNIC BT B S GO BRE T X — 5

Wy
¥

=

Tmax

(h)

Cmax
(ug/mL)

AUC,,
(ug-h/mL)

tiz

(h)
99+1.2

EEacn

— | @

7| 16202 | (2% | 107213

0.3mg/kg

12| 7 | 1.8+04 12016 | 104%18

20
(05-30)

1|7 5414 (15;%‘0) 374+42

1.0mg/kg

121 7 | 52%08 39.7+38

40
(20-60)

1|7 |188242| 2% | 1385+329

30mg/kg

12| 7 | 181225 | (; &9 | 15312319 | 97%11

SFIE = RS, TmaxidHidefl (FERH)

16.1.2 MRERTEE
M BT EE (1260) 12A#1.0me/kg X132.0mg/ kg% 28
JERFICH RO G Lz & &, BATET GENT2.58: 1 8i)
G- L EN R G TRBN O IEY B RE B =13 7% <
B ORI TH o729,

MEENT BB B B G R O BE/ ST A -5

pega #5344 #1| Cmax | Tmax AUC,, tys
T 3y [ B (ug/mL)| (b)) |(ug-h/mL)|  (h)
EHRT | 6 | 44205 <2§ii0> 402455 | 158+5.1
10mg/kg S 15
BT | 6 [ 5613 | (% | 458+52 | 155231
i | 6 | 94=12 |, 30 [ 008+304 | 162471
(1.0-40)
20mg/kg — 75
AP | 6 (130220| () & 0 11034227.7|209+105
A B, Tmaxid s (G50

16.1.3 [EIEETEE
BRI S B TR AT DA R IRRENT B & BT
BOHEMBNEIZWIE R IR SN 722

May 15 2020 16:19:24

16.2 IRUR
KHE) % Z2JERE SRS L2 & &, BB U AKS 2 K
#IZCmax|ZFHET 5,
HEHER A BYE (1661) (ZARHI100mg % Ak 12 H R -
L7z & & OCmaxDFI9MEIE, Zefg R 1% G- & bk
L C20%EMETdH » 7255, AUCINE~NDEE I DL TH TH
5722,

16.3 9%
M A= IER IR
LAEE LD (in vitroidBi) o

16.4 {3t
fEe ABME (661) 12200mgd [MCl-TFHF 2 A% »
b % ZEfEER I B AR S Lz &L v b mAET o L
TEREAR T o 720 RHWIZ4KEALE ORI &
R, 4-O-B-7 V7 a VEBIEER. 4-0--7 v a— 3G
RO LI, TN AW OBREFERIT T LY H
SKWE OMIBETERED10% KM TH - 722 FHEAT—5),
X472 A5y b OKBLRHIZTEICCYP2C8DS %S Ly
4-0-B-7 V70 VEEFAERBNEEICUGTIAIY % 54 579
(in vitroik5) - [10.218]

16.5 HEjtt
ERER A BE (1661) (ZARHI100me % 25 |2 B al e 4%
L7k &, REMEORFPEIZITH 1 %TH - 722,
T AN TE (661) 12200mg? [UCl-BFH 722 % v
b % ZSERR SRR RS L &L R GR1928 E T
DK RED JR I O3 rp MR S 2 112 469 B UF950%
Tho72% HHEAT—%),

6.6 BENEREETIEH

16.6.1 BHREREEEE
RHN100mg % EJE OB HfEEERE (eGFR<30mL/
min/1.73m?) 9 BNUZH ARG L 72 B0 AUCInf O F-341H 14
EARREIE MR & I L C220% EF L 720 Cmax® 1y
fEICIEIAME LR ZE AL N L o720 (FREANT—%),

16.6.2 FHsEREE R E
AHI100mg % 4B O IR RERE 5 8% (Child-Pugh% 4
B) 8#IICH ¥ 5 L 72 o il sh IERS A Cmax )& O
AUCInfOFH M1, FFHRREIEF B & it L Cehe
N16%EME 2 O 70%FME TH - 720 FEAF—%),
[9.31&H]

16.6.3 S
R (65 LI L) 248112 ARFI50~200mg % Hila]
%5 L 72B3OCmax J FAUCInE D39 &, JhE s e bl
Bt (18~458%) &Mk L T2 N2 N15%m Ml M 10°23% 5
ficdh-7:20 HHEANT—%),

16.7 ZE4MEE (EF

16.7.1 In vitroiE&
OFHF A%y FZCYP2C8., UGT1A9, BCRP,
OATPIBL. OATI}MUFOAT3DHETH ). CYP2CS
(Kif#i16.0uM) . BCRP (ICsfii3.05uM) & UFOATPIB1
(ICsofti2.59uM) 1Zxt L CHLEMEH 2 AT 2099, [10.5
e

16.7.2 AEIDOEMEIEICRIZTHAEOFE

(1) Vo mEE
ARH & B NT < — GRERIE AIFERR 7 )V > 7 2 ORI &
). AFOAUCInf Cmaxld T L7ze AHIZ ) » 1%
BHEOEG O L VRRFIUE 1M EICES T
% & AHFIOCmax ft FAUCInfO T IZIR & 117210 (4
Aij_y)o
REN L REET v 5 RO L > T, KH O
AUCInfIZ12%F L. Cmax|Z 8% 21 o 7229,
[102%H]

(#799%) . FIZT VT I~



AHN)OIEY RIS S 5 ) P WAEHED R

BATSEIGIE (90% 1540
oy | )
0> || B mones (| () YA
gt || B\ 5T | W ey
Bl & b A5 )
Cmax AUCinf
. 034 033
FIFFET124] (031.038) | (0.31.0.36)
« = — [2400mg ) 0.74 059
LRI < LT RS . .
— et | LS 5 12| (068,082 | (056,063)
5 U A [ [ 088 076
200mg| % 51 £ | °V'] (0.79,0.97) [ (0.72,0.81)
L — 048 054
g5 | RS 124) (043,054)| (049,058)
e 1 |1900mg D% 081 069
AR | T3 1519020 0.73,089) | (065,0.73)
& VWA |, [ 098 083
e 51 2 2] (0.89,1.07) {(0.78,0.88)

(2) ZDfhDZEA

FATIT =) (FabrRT 4 ey — hHE
AT =), 2L ATy (FRBIAE ) (IARK O3 BhiE
W2t U TR 52 e o 723030,

AH DEYENRE 0 B F DM EHEDHEIZ T ED
EBNTH oW (HEAT—5),[1022]

RF OFEYBIEE | $ 2 PF HEE O

A3 5 (90% 15 HEIX D)
g | PORIE| KA || CRUE(RHSEGA S
- b | 5w | U515
Cmax AUCinf
Fh747aYNV
@D | S 8| 137 235
(CYP2CBRT | "' (1.29,1.46) | (2.15,2.56)
OATPIBIRIEH) | ™ 100mg
7oNRUR | 500mg | HLEIHE S .
33 225
(UGT, OATL | 1F2[ 18
BUOATIEERD | 425 (122,156) | (2.14,2.37)

16.7.3 KRHEI D HHRAROEMEIRE IS R IT T 22
(1) HMG-CoAEcEsRIEER] (OATP1B1/BCRPAH)

May 15 2020 16:19:24

KHNE S ONATF o, Y UNAYF OEERHY
(7Y FE), BANAZF 2 XUET PIVSA ST F 2 Db
2L, 26 DAUCInf K O Cmaxid E&H- L7z,
UNAY F v RAREIES 0 2 BeBRT. 4 XX 108ER
WG Lo e A, MEERGRE RIS, Py NAyF
Y OAUCInf K O Cmax i EF L2012 (HEANF—%),
[102z#]

HMG-CoA s e ER D FEMBRE 5§ 5 KA DO E

EMEE%OQ ST (0% A )
e | P | A PRTERESE gyl (ARG
DR | g (g | B g e
NV Cmax AUCinf
. 187 175
WIS 1 28| (1 56,2.03) | (147,200)
AH e G- o 232 1.68
S 2 BT || (192.279) | (144,1.96)
AGF ENCEP s 2 3.10 1.74
L ARERIT || (257.374) | (150,2.03)
25F AAHEG [, | 239 156
40mg 105117 | “*| (198,2.87) | (1.34,182)
B I 276 185
Z%%E‘g FIRFEESS 128 (934 3.04) | (154,223)
2 e | RABE] | 234 189
2T 2 i |27 (199.2.76) | (162.2.21)
FIRE AR5 o4 598 342
(fe#) 4 W4 (5.08,7.04) | (294,399)
AR, | 33T 251
10511 | “*| (286,3.97) | (2.16,293)
2N 10mg S 447 293
2F | HES FIRFEE S 128 (386 5.18) | (263,3.25)
FULN | 40mg _— 131 196
A5Fy | HERS FIRFECT 1241 (1) 163) | (171.226)

(2) ZDfLDZES

FAN200mg & DBEHIZ L 5T, 77 aEA » (CYP2B6%:
B ENRIKER) . 7y 7 7) v (CYP2COMEE) D3y
BREIZZALIERRD SIS AHN50mg & DPFHIZ L - T
7y (CYP2C8IEE ., EINARIKRE) OIEMBEREIC
ZAGIERRD BN 072273 (FHEINT %),

17 . BRIR AR
171 R VR SMICE T 5 H5
17.1.1 EASIALERSE (MRS, RIS nRHE

F8IH| (ESA : erythropoiesis stimulating agents) »* 5 ®
& z)

M HEAT H OB A B E 3026 (AR#I15061,. )L
NRIF TN T 716260) AR, BIAEOESADH
=200 U CTARHI70mg X 13100mg2: 5 BifG L. HbfEl2ie U
TH=E%20~300mg? [ THi%s L. 8 3 [[124:6 % % 5
L7ze 7, FEEMBE LTIYVXRKRZF O TIVT 7%
REL72e TORE. 5181 6 24 O FIHHbH D N
—ATA L OEALEOMEEFAFIMEIL. AKHE
BET-0.04g/dL. ¥ VA_RKZF TV 7 7 HE5HT
-0.03g/dLTH Y . RADFTNVANRIF 2TV 7T 7 I\2RT
% IEL M DTIRGE S L7219,

BIVEFASSHURRE (L, AR5 51 C22.0% (33/15061). F- 728l
PERE. EIES33% (5/15061)  WaM:, HEE i, 57 v
73 VMAER20% (3/15061) TdH 720

1712 EARIBRERR (IKREH. ESAL S5DEE )

BT AT o O BRI BB E 16361 % A R, FIEHED
ESAD #1205 U TAF70mg X 13100mg7> 5 Bita L. Hb
fEIZIE TR % 20~300mg D M Tl L, 2 3 [a152:8 [
RO L7ze ZOfHR. 546,87 552380 HELHbH
HMeFRER (CPISHDEA10.0g/dLI E12.0g/dLUL T Td - 72
BEEE) 1371.2% (116/16361) Td - 7219,

FIE S BB 13, 27.6% (45/16361) TH o720 EaEl
TERE. MEIE3.1% (5/16361) . BEHAPE. >~ v~ M
FE425% (4/16361) TH -7z,

17.1.3 BR—MREERSER (MAEN. ESAKRER)

ESA RGO MU BT KA T o o BPE & IR E 7560 % x5
12, AHI50me X 13 70meA 5 BAs L. HbfE 2o U CHE
% 20~300mg? [ THIEE L. M 3 248 A 35 L 720
FORR, SR THTITORBEYE (HbEHD
10.0g/dLUL EZE ., o= 254 ¥ X )HbED
1.0g/dLEL A L2 BEEE) (&0 AAIBSOmgRliaHE T
86.5% (32/37%1) . AFHI70mghl#A#ET89.2% (33/3761) T
o,

EIVE S HEE, 21.3% (16/758)) CTHh-o7z. E74HE
TEE. > » MEAZE. V= BRIIN4&2.7% (2/7561)
ThHo72,

17.1.4 BA—MRERRAER (BRIREM)

RIS E T Hi4T o OB A MR ES6H] (ESARERO EE
136, ESA2: S 0% 2 B#E436)) % xf R, ESAKG
JED B IIAFS0mg 12 70mg%x . ESAD S D)% 2
FZIIHERDOESAD H & 126 U TAKI70mg X 12100mg
5B L. HbfE IS U CHE %20~300mg? [ TR %
L. H3EI24E A3 G Lce ZO8EH. 51855
248 o HEHbEHMEF = (FHHbMHEA10.0g/dLEL E
12.0g/dLLL T CTd o 7 BEEIE) (& ESAKIGEDAH]
50mgBR %G CT83.3% (5/601) . ESAKIGH D AH70mghi
IGEET100.0% (7/761) . ESAH S DY) 2 BEH T74.4%
(32/436B1) TH - 7219,

BITEM S BBE &, 375% (21/5661) THh o7z, EiHEl
PEMIE, RS, 29 HESERD4% (3/5661). T, FIE,
FEMESE . ALTHIMN. REHE%36% (2/5661) Td -7z,



Ma

18. FExhEIR

18.1 1EA#F
OX 7225y ME, BERHTTH LIRS FERNT
(HIF : hypoxia inducible factor) ®4-f#IZ#HHAHIF -7 1
) K EEALEESE (HIF-PH) 2 [HES 2%, 212X,
HIF- a 450 f#250F S U CHIFRE B ANE AL S, Z 0%k
By T ATRIF AT 52 212 &), HRIMERIEH
PREESND EEZ SND,

18. 2 HIF-PHREAZEFAR VT ) X ORI F > EE1EA
¥ 72 2% v M, i vitrol BWCHIF-PHTH 5 71
) VOKER{LEES K A 4~ (PHD) 1. PHD2. K U'PHD3
RHE LAY, 7o, b MR ERICB W CHIF24a
EHOERZFHE L, ) AURIF VEEAEZ NS 4723,

18.3 MmN E{EA
XY 57228y M, 7y FPEMEFTVIZBWT, N
EFOEYRAT Ny N EREINE 7300,

19. 5885 CRT BIBEFRAMR
—f% caFH T2 A% v b (Roxadustat)
b4 - N-[ (4-Hydroxy-1-methyl-7-phenoxyisoquinolin-3-
yl) carbonyl] glycine
R

Ha

O
saesd
= N\/COZH
OH O

433X - CoHieN20s

S ¥4 0 35234

{E3 ﬁ:u#ﬁTlx&/buu% {0 O R ST
KThbo KIZIFEAEHTT, =8/ —)L
(995) 12T v,

21 AR
BESE ) A 2 R

22 a4k
(IANL > V$E20nE)
30%E (3%Ex10)
(IANL >V $E50mg)
30%E (3%Ex10)
(IANL > V$E100mg)
30%¢ (3% % 10)

23. EE @k
) Besarab, A. et al. :
584-590 [R-08167]

2) Singh, AK. et al. : N. Engl. J. Med. 2006 ; 355 :
2085-2098 [R-08168]

3) Pfeffer, MLA. et al. :
2019-2032 [R-08169]

4) AR IR R E R - SR B
(20194F 9 H20H &% CTD 2.7.6.13) (DIR190035)

5) HAERE®E Ty b - ERESEAEFERER (2019459
JH20H %z CTD 2.6.6.6.3.1) (DIR190040)

6) *HENHREE T v b - FLEEE B (201948 9 H20
H 738 CTD 26.6.6.3.2) (DIR190041)

7) AN S CYPRSE - SEMBIRERER (2019429 H
20H &z2 CTD 2.7.2.2.1.2.7) (DIR190044)

8) tMIREE  UGTIHE - S Ehagitsr (2019459 A
20 A&F2. CTD 27221.28) (DIR190045)

9) AWML T ARy —HEM N OHE -
WyEhiE Efﬁ'gﬁ (20194£ 9 A20H 778 CTD 2.722143)
(DIR190049)

EHRGEO L, WYNCE/T L L,

—

N. Engl. J. Med. 1998 ; 339 :

N. Engl. J. Med. 2009 ; 361 :

152020 16:19:24

10)

11)

12)

13)

14)

15)
16)
17)
18)
19)
20)
21)
22)
23)

24)

25)
26)
27)
28)

29)

30)

31)

32)

33)

34)

35)

36)

NS S I MERERO - WA AR (&
NT 7 — &U%&WN/WAMNNE9H%H$W
CTD 2.7.6.18) (DIR190054)

NS E I MERE RO - AR R (v
VUNZAFF LR ANA Y F ) (201949 H20H
#&F CTD 2.7.6.22) (DIR190052)

P dEMERDR A - SEYA A AR (7
FVINZ & F ) (20194F 9 H20H A&EE CTD 2.7.6.23)
<D1R190053>

P dE MBI - WA EA R (7
AR Y M (20194F 9 H20H #GE CTD 2.7621)
(DIR190027)

NG S EMER RN - SRR R (7
LT 4 70V)) (20194E 9 A20HA&FE CTD 2.7.6.16)
(DIR190026)

RS AT R - CE BRI
(20194F 9 H 20H7E2 CTD 2.7.6.28) (DIR190007)
NS E BT - RIS RER (201948
9 A20H 7;&?3 CTD 2.7.6.34) (DIR190008)
PSR ENT R - ESARERBE RN R
i (201951E 9 H20H 32 CTD 2.7.6.33) (DIR190006)
N PERENT R - B MAIER (20194F 9
A20H 7¥<; CTD 2.7.6.32) (DIR190009)

PR R - S ENRESER (2019459 H
20H K72 CTD 2.7.64) (DIR190010)

NS MENT B - B RERER (20194F
9 H20H %8 CTD 2.7.69) (DIR190022)

NS S BN - RHEMSE IR (2019
£ 9 A20H %2 CTD 2.7.2.2.7.2) (DIR190034)
NS S R - EFO BRI (201949
H20H #%z2 CTD 2.7.6.1) (DIR190023)

MRS A AR S - S EiERER (20194
9 H20H %Z% CTD 2.7.22.1.1.1) (DIR190042)
MNHEE e MBI T O 7 7 4 v T - SEE)
HESUER (20194F 9 H20H &2 CTD 2.7.2.21.25)
(DIR190043)

NS M MERRR A - < AT v ARRER
(20194F 9 H 20H &2 CTD 2.7.6.8) (DIR190036)

RS WV E R R R R - SR R
(20194F 9 H 20H &8 CTD 2.7.6.12) (DIR190021)
P MRS MAERER A - i M OV T SR

(20194F 9 Hzo H7&# CTD 2.7.6.11) (DIR190051)
AR © CYPBHSE - S @it (201945 9 H
20 H &2 CTD 27.22.13.1) (DIR190046)

AN S RN - SRR AR R (R

v % ) (20194E 9 A20H &GS CTD 2.76.15)
(DIR190055)

R MBS - SEAR R B (F
A 7T =) (20194 9 H20H AL CTD 2.7.619)
(DIR190024)

PR ERER - SEMM R R (2 L 2
v ) (20194F 9 H20H A2 CTD 2.7.6.14)
(DIR190025)

N I MERE R - SEHIE R (7
7 ¥4 ») (20194F 9 H20H #&z2 CTD 2.7.6.20)
(DIR190028)

KPR R MEEEE RN - S AR R B (7
V7 7 ) (20194E 9 H20H #&GE CTD 2.7.6.17)
(DIR190029)

PR MBS - SEAR e R (1
YR / >) (20194 9 H20H #4&z2 CTD 2.7.6.25)
(DIR190030)

HANEEE v M) a v ¥ MEEE - EIER
(20194F 9 H20H %32 CTD 2.6.2.2.1) (DIR190013)
A EREE e M - SRR (20194F 9 H20
H#&z2 CTD 2.6.2.2.2) (DIR190014)



24.

*25

26.

37) HNHEE  HEEAMET VT v N 2EMES -
SHVEI (20194E 9 H20H 7&:2 CTD 26.2.26.1)
(DIR190018)

38) rhPEEE  SEMEIE TV T v MBS
EPER (20194F 9 H20H k32 CTD 26.2.26.2)
(DIR190019)

39) HAHEE  BEAIME TV v b - FBEH
(20194F 9 H20H &2 CTD 2.6.2.2.7) (DIR190020)

XmhiEKERUEWEHE %

T AT AN A ATAANA L TrA—vavb oy —
T103-8411 HEHRH JLX H AAGARHT2T H57% 15

7Y =% 4Y)L 0120-189-371

ARBRIGHT LDER

RFNEFEELTH D720, EAEGBEERELTS
CPISESH6HA) (oo &, FH24EILAKH F Tl
LAI14H 55 % 88 2 2 3% 3IE7H SN Th v,

SERFTFEF

26.1 SHERRSE

PAT SARERASH
RRBRRREA AR 2] H5%15

26.2 1e#E
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IG

BOK20194E 7 HUGT (LS IECHE A4 285, i) <55 8 JO H A BEHE R i o JE AR
M20194F 4 HORFT (FEARS. ) 873999
BTk P R M B MR R 245 5 ug
TR % RN, EJG T R ABES 22500AMX01803
2=8T IRAF mE . ) AL 201341171
{%m,ﬁﬁﬁﬁ MAEEES  FE-EMEOMAZCLIVERTIZ & Qﬁ%ﬁﬁé 201454: 1 H
TR TR * 7: . 5 S — | BEARE 2019% 3 /1
N A, 151 DUE F5IUII SHEEEN 2014%12]
SEEE ERSEE 20014 5 /A
AR . .
Rk LOREOTER *27&5&5&&'10“8 T329UJI 10pg | 154g | 20pg | 30ug
Eams | 22100 | 22400 | 22400 | 22400
* 2 7. 1 5 - FEETE | AMX00921 | AMX00922| AMX00923| AMX00924
o iESIR ug F3I9UJI Bt 20124511
BREERAMA 20124121
s — | BEERE 20194 3
*27(%715‘]5& 20 ug F33JJ3 PEEE 2014412 ]
EREFEE 200145 A
AR 81w 30ug F52U3 0,2 [ 005 [ 1208 [ 1805
gEs | 22100 | 22400 | 22400 | 22400
* 7, 40 S PR | AMX00925| AMX00926| AMX00927|AMX00928
2 o XS ug F53YJ5 I 201241171
BRERA 2012412 H
. e —— x| BEERER 20194F 3 H
* 27@; ERR 60 ug F53J03 SHEEEA 2014712 ]
EFRFEE 20014F 5
A2 281w 120 ug 7555
A2 251 180 ug F53U05
NESP®INJECTION PLASTIC SYRINGE
FIURKELF v TNT 7 GEETFHIR 2 ) 55
[BER]CROBEHEICIIH/RELEVWZ L)
RHN O HST RAF T ) A TR T T > BHN B O B
(¥ A& M OR]
13 Y (05mL) HiZ, TNENTROBTEZERT %,
Baa - HE
R H mBEEL [E2VN
BRS BT P =
XX TEER 5 ug7°5 vy S5pug
XA TEEHE 10 g TSI LY 10 g
% X T iEE oYLy ’
FATEMBISETIZV 2T | LD g 0025 mg
FRATEFBZ 20T T FNNKRILF | 20ug -AFF=> 0.075 mg w1 P NCAES TS
FRTEFHRIOUETIULY | 7Ty 30ug |V VEETAKEF M) LKA 1.19mg [6.0~6.4 A H) 5B O
FRATERRAO T TSI Y | GRIETHEZ) | 40, ff?fﬁtf;'h . W%
XX TESR 0 g T T Y 60 g | PO
* X TESK 120 ug T7o)rY 120 ng
XX TEFRAZ 180 ug 77T 180 g

KHENDHRE 5 N _RRLT
[%h &E % R

PEA I

ST B fERE (2 O &l

I}J Iﬂ§‘5

<wme - pRICMETSEALOEE> 00 |
BBERRERECHE S AL

P 1LIPSS® 2L B A7 3HOMH-2 ) A7 KU A2
b DA R ORISR L Tw vy,
@B
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TNT 7 GRETHIEZ)IE, Fy A = —ANAAY —JIEMBTEESNS,

D2 L EREREROXT R & T o T2 BE S EHZ)JIII‘J%LPLUZngli
I %/(’EE{‘ (LRGN (Enu%ﬁifﬁj@lﬁ@mﬁg;kfub 4\3

R OHE IR 0%

P&
i 7¥) International prognostic scoring system (|% 5 ¥
' VYT VAT

#ra7 |

LM ICER L 2 LT, RO A
FIA V& R OBHE S I GHILEEOBREIT) |
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[BEm]

< MEEFEE >

- FIEIHE

BA EE . BACIE I NNRELT » 7V 7 7 GRIG T4
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WA THEROEMEIRE/NT X — 2

%5 % Cmax tmax AUC,—

4r:f—g) B L (ng/mL) (hr) (ng - hr/mL)
60 81 7.044+5.149 82.84+58.18 712.7+515.9
120 102) 5.061+2.271 73.36+52.87 483.8+301.2
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FOBIMSFERREZ R L7z,

TEFRERE

AHENE, =Y ATKRIF Y ZERICHA L, & b E s
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1 )Hattori M. et al. : Clin. Exp. Nephrol. 18, 634

(2014) 024-110
2 )Besarab A. et al. : N. Engl. J. Med. 339, 584

(1998) 018-935
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3)Singh A.K.et al. : N. Engl. J. Med. 355, 2085
(2006)
4 ) Pfeffer M. A. et al. : N. Engl. J. Med. 361, 2019
(2009)
5 )Leyland—Jones B. et al. : J. Clin. Oncol. 23, 5960
(2005)
6 )Henke M. et al. : Lancet 362, 1255 (2003)
7 )Overgaard J. et al. : J. Clin. Oncol. 27, 15s(2009)
8 )Luksenburg H. et al. : FDA Briefing Document.
ODAC May 4(2004)
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(2008)
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018-050

017-949

018-937

024-597

017-964

017-972
019-096

020-320

018-048

FEYENICREOIENER IO E F LT TRICTERT & v,

WX v HASE (T oMEHAED
T100-0004 HEHTACHX KT-H1-9-2
HEh 0120-850-150

ZAREH 9 100~17:30 (£ - A - $LA R OHAERA ZEx <)



May 15 2020 16:19:24

BAFUIBRR S
SRR T AR AFA-9-2
IG



202041 A 2ET (B 1h) BFARERRIEES
873999
imq?; : Zf;ﬁéﬁ S0y V125ug | vV V25ug
SNEAE - =
s | ABES | 23000AMX00442 | 22300AMX00543
PR I ERE AR 7 el ﬂJi*F‘i:‘ 201846 /4 201147
» 0 — N —_ —~\ v SRITEFHAO
IRIFY N=9 ~J)EEFERZ)E
GR7IERS TN IR N IZE {2 Jii V) rVs0ug | vV ¥ VT5ug
— = =
ST vl 5yg REES | 2O | 0Kt
— — ARTTEH O - -
S— ’ 31158
:"’.u 'EJ’UJZSHg 2y Y100ug | v ¥ V150ug
— g,
— ’ L l 1= vy J/5 OHg ABRES | 22300AMX00545 | 22300AMX00553
— BR=RIHA
E "/t . Sy 75,ug BR5ERIA 20114E7H 201147/
— v Y200ug | v ¥ Y250ug
~— ’ Lt' Uy 10 O,ug ARES | 22300AMX00527 | 22300AMX00528
- . ARZERAMA 20114E7H 201147/
ST 05150ug e

YU
SILC 5 :05200yg
SILTT 50.5250ug
MIRCERA® Syringes for Injection m

D)~ RO k) Y 5 2 2 oy oz

BRROBEICEIEFESLEVWI L)
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THIENTEDL, ZOHAIIE, HHGHBZEET LM ONE
U VEESHDLVIEAT M)y MEDHER E 5 ICBIE L,
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BOPEELTWS I EZME L LT, 1o Ez2/512L., 2
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WEERTABENDD D, (1112, 11.162]

9.1.2 EMEEDEE
KA G LY ME R 2RO 560750, £72, EIMEMERK
ENHEDONDLZENDH L, (84, 11135MK]

9.1.3 HBHBAEDBEEED & 5 BE
[81. 11.14Z1H]

914 ZLIX—FREDH 3 BHE
[81. 11.142H4]

9.5 1T1%
TR AR L C W AW REME D & 2 k2, HBE LA M
febthd L5 H SN D HEOREGTHI L,

9.6 IR
EERLEOERE R OHIRBEOF M Z B L. Lok
LT 52 . b P TOFFRBITICHT 27— 7134k v,
BERR (T v M) THIT P NOBIT MG SN T 5,
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9.7 MNRZE
MNRFEL G E LRI ER L T,
9.8 misE

MERINETDE VRED D VIEAT M7 )y MEFOHERIZ
TR L BGEIEG SR EEREET 5 2 Lo —kISH
HE TIRAERRREMN T L Ch 0 £ omMERES OJE 8RR
BEEHT D050,

11. BMERA

ROBIWERD S bbb D Z ENHLOT, BIgE+5ITv, B
WFRD L NG A3 G A Ik 2 % E#EY) R EEZ T T &,
1.1 EXAEMER
11.1.1 B I (0.2%)
11.1.2 {DEHIEZE (0.2%)

[9.1.1Z 1]
11.1.3 S MMEMERAE (0.2%)

(84, 9.12&MH)]
MN14>av 9, PF747% 2 — (TN LHEAD)

Yav ., 7T 74 7% — (FEWE, WHREE TS FE, TR
IS #E 3 2 &0 H Do [81. 913, 9.14BMH]
11.1.5 FREFERE (B AH)

YL ) AR T VPR & D IRFERE D H b Db T LAY
Do MIFEREE & B S NS E AR OS2Ik d 52 L,
F/o, DY AURZF VA - FUNRNRTF v T T 7 BEIAN
DY Z M, WY R NEET) 2L, [89BH]
11.1.6 FHAEZE, BNAEZE (30 b BEARHA)

[9.1.1&MH]
11.1.7 FF#aEREE GBI AHT)

AST. ALT. y-GTP® 575 % £ FF e E 0 i ST\ b,
1.2 ZOMOEER

1%LL 1 0.5~ 1% 0.5% A1
RS | MUEESH(76%) RS, Lt
e

HER i
Lz Tl WL, T | KR — 7
it R iR B
B B AR O
i - it AR b
B R BEL
Zoft | vy M- | EFERPRIL |,

Bene F1) 7 KB
14, BALOEE

141 EFHREEEOZE
RHN 355 B EIMA L ORTEZ T RN Lo

15. ZOMDEE
15.1 ERERfEAICE D < 155k
15.1.1 73 AL O R STRE B\C & B LS ™ 1ok i BRI
TE TR 2545 2 L2 X ) A o8k H iz
L OHEND BV FHEAT— 4 )0
15.1.2 BRI 12 & 5 B E ™ |2 AR Ik o I 5 R - 54 541 % 3%
H4pZE2k ), BEERIIBHHEIO ) A7 AL 72z &
OHED D 5”0 FHEANT =2 )o
15.1.3 77 b R 2 HG SN2 AMLFHEIC X 5 EiMmBE™ 12~
TR MLER R I3 IR T 34550 0 1598 % 52V 72 JB o C AR ZEMIE D 56
BUHEE A W 2 & AERR RIS COR S N7z & OISR D 27 (L
ANF—%)o
15.1.4 DS AL USRI 2 21 TR W s Ak ) #il
FEB R Bk 2 IR R T % 4 S L 2R ERER IS BT
TSR G L R S I A N D E AR S N
OHED D Y FVEANT—5) o
E) IS DEE~NOHGIE, RIFTEABNTH 5,



16. B4 EDHE

16.1 MmeiEE
(BENEE)

16.1.1 BEEZS
ML BT B % 0 S AFN100~200ug % HHRPIHE S L 72658ty
13168 ~2170¢ R CFI9ME) TH ) . AUC I HEIZIBE L CHgmL
Too F 720 JEIBEENTRE 2R GICAFI100~300ug™ & K TS L
ToBE D113 140~ 154K R TH 1 . AUCu 2 U Crael T HI RIS LB L
<L,

BRI R G- RF O (i 3 IR EEHERS (CF-ME)

80

=0=100 pg KARMIZS
~O-=150 ug MARMIE S
~—200 pg FARA RS
~—100 pg TS
~8-200 g ETHE
—&—300 pg B F#5

70

PO -
& &8 &

MiEPRE (ng/mL)
w
8

20

0 1 2 3 4
B GE)

HAH GO BRE X T X — & (P HEEER )

B3| Fis tre | AUCH | Cowe | Towe | & | Yom
@ (ug) || @ |gml)| bgml) | G E;LL// ii <XH/L F)>
100 | o | 168% | 4520= ) | 238+ | 4570+
500 | 1260 699 | 1450
i 197+ | 6940+ 228+ | 4970+
?JI} 15019 ) 908 | 1780 B ~ | 540 | 1640
217+ | 8450+ 257+ | 5200+
20018 ) 961 | 2730 B C 767 | 1320
100 | o | 1465 | 2850 | 112+ |815%| 405+ | 8300
359 | 1020 | 493 | 118 | 192 | 3860
B | gpo | o | 194 | 5800= | 220+ |62 364= | 8030=
P 234™| 1660™ | 719 | 223 | 800™ |2080™
2000 | o | 140= | 8480= | 308+ | 101x | 372+ | 7400=
233 | 1860 | 782 | 356 | 959 | 1880
FE1) AFI ORI B 1125~ 250ug Tdh 5 o
7E2)N=8

16.1.2 R1E#RE
L3 BT 5611 % 6 RATAFN12.5~T5ug™ % 238 R FE T 300l #HIk
Nz G- L 7zAs 58, FIlg 505 & AR G- O SEW EhaE 12 = 13780
S5, WINOHREIZB W T IR IZAER IS FIREIE
L72% F72. AHI25~300ug™ % 4B B CHIR NS L 72 B
PG ECIX, BRI (48:E /) % 1@ U i H B3 e KRR S
M s hcnze,
(REHEMERFES)
16.1.3 BER S
PRAFIA R P BB B B (2 ARHI100~200ug % EHIRPISR G- L 724G 5.
t12lE175~2000 1 T 1) . AUC\IHmAZIB LT3l 72, &
72, AF100~300ug™ % Bz FHEG L 72 Dt,13171~ 2088 T &
D AUCHB OCand I HI LTl L 7221

LA B 5RO (3 R AR (CPRfE)

80

—o=100 g TIRMES
~0-150 ug RARAES
—2-200 ug THIRMES
——100 ug EFHES
—-200 yg EFHS
4300 ug BTHS

70

60

50

40

EPIRE (ng/mL)

30

20

0 1 2 3 4
B GE)
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HEH G RO BRE X T A — & (P HEEERE)

CL Vs
5| M= tie AUC Crnax Thnax )
N (CL/F) | (V,/F)
GV .
e | (ug) (h) | (ng-h/mL)| (ng/mL) | (h) (mL/b) | (mL)
100 | g | 199% | 5040= ) | 213+ | 4250+
506 | 1440 583 | 1030
o 175+ | 6380+ 261= | 5490+
1 — —
HVE‘ 0181 504 | 2150 912 | 1830
200+ | 9630= 213+ | 4260+
200181 968 | 1850 - - 356 | 794
100 | g | 171% | 2180 | 828+ |94d=| 499+ | 11300
651" 702" | 334 | 340 | 156" |2480™
B | gn0 | o | 208% | 5960+ | 165 | 126+ | 365+ | 11100+
D 402 | 730 445 | 447 | 476 | 2880
st | g | 17 | 9480% | 300 | 124= | 336% | 8070+
494 | 2530 | 655 | 308 | 844 | 1590
HE3)N=7

16.1.4 R1E#&RE
R P S 5.8 2581 % 3 G | S AF12.5~50ug™ % 23 F I ©
SEFIRNTE G L 725 5L, W) G- & AR5 O S8 Bh R 12 2%
FFEO ST, WTNOHEIZB T O M 34 512 EwIR
LY, 720 AHI12~300ug™ & BRI TEIRN U
TG L2z B S ABRCld. RBRIIH (48~50:8 ) % 58 L C I
TR I E R IR S T2,

166 HENEREFE T 28E

16.6.1 FFEZEREICH (T 2EYENE
fR e B N R OV T B 5 FR 3 2 2 120810 % o S S AR HI 200 g % H 0]
BRI S L 72D AUCHE. N2 N7087+2224ng-h/mL )% OF
6874=2947ng - h/mL (PR ) Th 1) . FFREEIC X A3
BRENOEEIRD SN Do 2P HEATF—5),

17. ERERRR &
171 BHERVLRLMICET 2R
(Mni#EM (FRIRAIIRE) )
17.1.1 ERE M AEHER
(1) MENT B 1266 (RFI636]. = RTF > NX—56360) % k%
12 & 72 ) O rHuEPOHF A34500IU il D35 4 13 AFH100ug % 434
W21, Ed 72 ) OrHUEPO#HA A¥4500TU LL_E 35 A1 d A HI150ugd
FNZLENZE) D B 2. W 2 8L LRI AH O -8 % 50ugh 5
250ug D P CHII L 72 — E EHULEGRER 7 I L 7oA R, N— A
FA T ANEZ TV EE s 5 0 FEMY R (%516~ 24387) O~
E7 U Y VEEOELREIIARAIT0.46 £ 0.74g/dL CF-¥MH + AR
#), TRIF Y N=FF000*063g/dLTH > 700 HHEGEHD
NEZ T VEEZ LR OF IO 2 D95%E FEIX [H120.166 ~
0.747g/dLTH Y . AHFZTRKILF > =% L [ASOE Mo
R 2T 5 2 LAUR SN KFEG T 02 MRk
G451636B10D 5 H661(9.5%) TRIVEH 78S biviz, FREIWER.
B L2651 (3.2%) Td o 720
1) B ERRTSHE ] & Bk tE ~ % 5-B4A H OB O ENT i ~E 7 0
Y R O
CEEREBICBIAANESOEVEEDES
o 3

o-IRIFY R—48

AESBEVEE (gdL)

B+ RERE

12
B GE)

20 24



(2) I BT E 15661 % ok G AZ43812 1 [E] 0 # % CARHK O BRI %5
(rHuEPO#HI 0B & 72 ) OF 5525450010 i [ 1M45001U LL_E.o>
B TENZNAFI00ug M O150ug) (W) ) B A 72, HIZHbiE
T3 510.0g/dLEL F12.0g/dLELFIZHER 2 X 5 KK % 25ug7)>
5400ug™ o #iBH T B B L 7 BRI 55U (A8 B H ) &
ML 72kE R, NEZ O L EEEIlg/dLET R R R LY, s
PR 551156610 5 54561 (28.8%) TEIVEH 230 Sz, &
ZEIWERE, EIAE1SB) (9.6%) . BEFARHE SR N IMAR3H (1.9%) . I/
MO e O %5281 (1.3%) Tdp > 720
1:2) A ORI R E 1 25~250ugTd 5 o

EMBREHRICETONEIOEVRED#R

A A AN

FHELRERE

AESOEVEE (gdL)

0 4 8 12 16 20 24 28 32 36 40 44 48

FERHAR GB)
(REDEHERER BRAXIZETRE))
17.1.2 BN T HERER
(1) PRAF 02 1 B Mg FE 3 881 (AN H1I4561, TRTF > ~N— ¥ 43f1)
AR RICAHKIIIX25ug, THRIF Y N— ¥ BEIZ6000IU TH5-B
WL, G-I HbIEEE11.0g/dLUL I #E 3 5 & 9512, HERr
PG 1312.0g/dL 2 HEFF T % & 5 10AFHI % 25ug7h> 5 400ug™ D #
[ C o BB L 72 JE E MR LR (e T ) & g L 7oA. B
BEANE 70 E ViERE12.0g/dL & AFIOFHMmIE (8B ) 12 B1) %
BAEZ7 OV VEEO#EE - 044g/dL (95%E X © —0.65~
—023g/dL) T ) HEE L LizAEZ OV ViREICHBES NS 2 b
DWRENTz. Fz. FHIIR (SEM) 2B L AT O Vi
JEIEAKIBELL64£059g/dL, TARIF Y ~N—FEE1L17+0.76g/dL
&L WHEO#132047g/dL (95%EHEX I © 0.17~0.78g/dL) TH h =
RIF Y R=FIZHLTHo TRV EARENY, zﬁﬁu
P58 C O EVERHR G 514561 0 9 5 261 (4.4%) TEIVER 2572
SNz BIVEMI. S IME K OMERANELE AT 7 1451 (2 2%) T
Holz,

FERLBHRICETINETOEVREDHE

AESOEVEE (g/dL)

o TRIFY 53 THlEReRE

8

7 4

6 - -o- AHIE
54

4

3

0 2 4 6 8 10 12 14 16 18 20 22 24 26

ERZHAR GB

(2) PRAFIA S M B s S8 2 101610 % ok 5L ﬁﬁlmﬁmﬁm&%y\mﬁ?
P50 % 2 72 1% ((HuEPO# A 23450010 /38 A O B 1213 AR
#100ug% . 450010/ LL b o> J#1213150ug % . 43812 1A #%
TR T ) . 4B I 1 D% 5 T25ug7h 5 400ug™ O
P PN C o B 9 L 7 R AP - B (483l 1% 5-) & S L 72 S
VT NOEEREBEIIBWTH AT OV VREIE12g/dLHT4 % e
L7227, LA tETIiR S 1016810 5 52161 (20.8%) TEIVEHEAS
BobNiz, EREEM. SIE6H(59%). ¥+ >~ bk HZE3R
(30%) . IF _EF261(20%) TH > 720
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RYPBRSHBRICETINEI/OEVREDHS

5 13
CERY)
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"
A
uoo9
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o 8
w7
< 6 - R THRE
5
4 -o-FRNIE S FEERERE
0 4 8 12 16 20 24 28 32 36 40 44 48

AR GB)

(IEREEM GRIRA L IE R TIR5))
17.1.3 BN M AHEBER
NERSEAT BE 636 2 i G 12, 4312 1IH D EE TAH D FIR N 3% 5
A T # 5 ((HUEPOHHI 08 & 72 1) %518 H345001U A . OF
4500TULL E o35 & T2 N2 NARHI100ug Fe O150ug) 1280 1) 2 72
%, HEHbEEE TH 5100g/dLE E12.0g/dLELFICHERET 2 X 9
AR % 25ug 7/ B 250ug O i FR C 3l EHE R L 72 R WP G- B (48
59) B FEM L 728 WThoESREBICBLW T AT Oy
MR~ 12g/dLTT & R L 72" LAt ETmi S 1636 o 5
L0 BTz, EEEMIE. FIE2E

H761(11.1%) THEIIEH A7
(32%) Th o7z,

RAKREHRICETINETOEVREDHS

15

141

3 134

CERP)

1

X

A

§o)

& 8

w7

< 6 - FTRE
57 =
4 —O- BRI S5 FIE ZHERE
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B GR)

18. ZEHERIE

18.1 1EFAH&FF

18.1.1 RFNI L) AT RZF UV ZHERNOMEGE M L CHEITR O
FEGRAE M AT ER L ARIMER~D 5 1[:&1'@@5%?’21&@1%
bOLEZLENTWS,

18.1.2 & I N OV 7 1L SR CD34 R LM % ASFKUAEAE T CHifh s
3% (in vitro) L72 & 2 A, FRIVEGRAITE DS SR w288 L 7221

18.2 FRIMERHEANIER

18.2.1 IEH =7 ACARHK A A S L7- & 2 A, HRARIMER L,
FRIMERE. NEraE VgERTA~Y b2 1)y MEOHEKTR
ZBEINASERD S22

18.2.2 IEH <~ A K WIEH T v MAHK Z F 2N 3B M 08158
IR MR CRAEIR G- L7 & 2 A, WL $ ey 2 ARIMER o

WA &P

18.2.3 LA IME 7 VBN Td> 55/6FH45 7 » M ARH % 1AM IZ 10
DR TG L7z & 2 A RILERE D AR AT 11 72 IS 2
oY AN

19. BB T 2L ERIAR
— R AHE  TRIF Y N—% RIVGEETHIRR)
(Epoetin Beta Pegol(Genetical Recombination)) (JAN)
BRI F Y N=% RIVETF ¥ A Z—ANLAY —
PR CREAE SN RDF v RN— % GHIE TR
Z) P OPEGILAE S > /32 B (5 T4 1 4960000) TH 1 .
l_f,él)( NI R)ZFL 7)) a—)v (4T £30000)
VG FmIRIF Y N=y D17 I /I (E Al
i o Alal. Lys4b X 1dLys52) 127 I FiEA L Twhb,
W) 166ME D 7 3 7 EFEIE (53 T A OV T ¢ CapoHizoNazeO240Ss 5
18235.70) 7> & 72 L85 287 (4rF-1 + £730000)

*



20. RV EDEE 26. BOEHRFEEEE
SRS L TR 5 2 L 26.1 BEMHT
22. A% M RO BIEERR NS FT
FRERREEABEITR-1-1

(FNEFEIYI125u)
03mLx13 1 ¥ ¥ Em
(IE5FE2Y ~/:/~‘25“g> ®RF. Fx7~> -5 -ayatt (A4 R) BEpgia
03mLx139 >

03mLx10>1) » ¥

(INEFEIY > I50ug)

03mLx139 >

03mLx10>) » ¥

(RIEFEIU > TT5ug)

03mLx139 >

03mLx10>) ¥

(RIEZEIU>T100ug)

03mLx139) >

03mLx10> ) ¥

(RIEZEIY>T150ug)

03mLx1¥9) >

03mLx10> ) »

(IEFEDY > 2200ug)

03mLx1¥1) >

(FIE7E) > 2250u)

03mLx1¥1) >

23. X&)
1) Besarab A, et al. N Engl ] Med. 1998;339(9):584-90.
2) Singh AK, et al. N Engl ] Med. 2006;355(20):2085-98.
3) Pfeffer MA, et al. N Engl ] Med. 2009;361 (21):2019-32.
4) Leyland-Jones B, et al. J Clin Oncol. 2005;23(25):5960-72.
5) Henke M, et al. Lancet. 2003;362(9392):1255-60.
6) Overgaard J, et al. J Clin Oncol. 2009;27 (15s):302s.
7) Luksenburg, H. et al. FDA Briefing Document. ODAC. 2004
8) Smith RE Jr, et al. J Clin Oncol. 2008;26(7):1040-50.
9) MRSLIE, il SEIE X 5%, 2010;38(12):1175-90.
10) GRS, At BEAkET. 2011;27 (4):485-97.
11) B AE, i 63 & i3, 2010;38(12):1159-74.
12) PRFIAR, . SEFL & 6. 2011;39 (suppl.1):S43-54.
13) Viera K, et al. Curr Med Res Opin. 2008;24:1943-50.
14) AKIIRE, b, BRAZEAT. 2011;27(6):723-36.
15) #BH ELAL, b, 3£ & 3G9, 2011;39 (Suppl.1):S31-42.
16) WEESEE, M. B & EHT. 2011:70(6):953-63.
17) BrEEHTIE IS, . S & 3595, 2011;39 (Suppl.1) :S55-63.
18) “FARME, Ml JEHL & 9. 2011;39 (Suppl.1):S69-78.
19) b b K OV L S CD 34k PERIIE 2kt 3 2 AR Bk R AT~
DAL - B EEEE M (2011454 A 22 H KGR, HF5 & BHIE 2
26221(1))
<7 AN B B AR IR M (L5 (2011454 A 22 H KGR,
R R 2E26.2.22(1))
21) ~ 7 AN BV AR IMERE M 1 (S8 R T 5-) (20114F4 A 22H
KRR, PR EIES26222(2))
22) 7 v MIBV B ARIMERE M (SAE SR N 5-) (2011454 F 22
HAKGE, HEHERMYZ26.222(3)1))
23) 7 v MIBV BARIMERE MG (AR T 5-) (20114E4 H 22H
KR PETEEIT26222(3)2))
5/6%H T v NI B B ARIERAE ML (B T4 5-) (2011474
H22HAKRR., HFakife26223)

24, XERERUVBEWVEDESL
PO S A TFA AN T A=V a Vi
T103-8324 HLUHR UL [X H ARG = AT 2-1-1
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1.8, WAHCE (R)

1.8. HIXE (¥

TIRITE () BEEREOEDTHD.
RO NEZBHT AL,

* B R AR AT AR BRI I RE L



o AR B 1D

BARERRDEES

873999
BO%: RS
HMEM . 304 A
HIF-PH fHZ23&
HTaT o AKX v Mg
N N i
A —7 17§ Ing
N N i
A —7 0 7 §E 2mg
N N i
H—7 1 v 7 §E 4mg
N N i
H—T7 1 v 7 §E 6mg
DUVROQ Tablets
HRHEX 5 - Img 2mg 4mg 6mg
I AAES
M7 S P B ) AR5 RatA £ A
W) HE—EMEOLSEIC L ERTS D b
1. =2 3.2 BF DR
AR5, NEE, LHEE MERZSOEELMRERE Wigs, | Z 7By | F=Tay s [F=Tays[F=Tayy
BHobh, REICEZEENAHS. ARIORSHMATIC, K 5 Ing fiE 2mg S dng 5 6ng
BE. LHEE MERZOAHERVHEEOEESEADT- — R 5,0 HEo F a0 BREGD
MDY R EFHE L= £ T. AFOBREQAEEMEE Ptk 7ﬁ?f;f 7ﬁfﬁ;g‘?ﬁfj;f Tﬁfj;f
S e e e
HT 5oL, B, ARIEERIE. BEOREEHHCEE _— R W TATT | TATT
L. mitEREAEOADMBECERORBIIETS2E, In g GS KF GS V7 GS 13 S IM
BRERENEONDIERS S S ONIIBEIZE, EOM < ERE
MA22T5L5EBEEEETHIL, [0.1.1, 11.181] * >
2. BER (ROBFIZIFEELAENI L) (B£) 7. lmm 7. lmm 7. lmm 9. 1mm
AFN DR U DB D & 5 B
« | OO O |0
3. 4BRE - MR
L | = | £ =
F—Tnmy | F—Tny | =Ty | F—Tay .
4 b 2 b 7 b 7 b (EX) 3. Smm 3. Smm 3. 8Smm 4. Tmm
Lmg 2mg 4mg 6mg gy 155mg 155mg 155mg 308mg
1 $g 1 g 1 &g 1 $g
R Arara |(Frasa |(F7asa (F7aTa e N
TR S FS 52 N ET 0 S EP R 4. MEEREHR
Img 2mg 4mg 6mg Etam

D-~r=hr—, FEHELE—RA bR An—X
I RADNVAT—AF N A RERKT A, A
WhEl |77V vib~ 7R U A, BbFEy, v 7uad—)L
400, EEMLEET | = EeeRT |

= R s

TE) Img BE, 2mg HEK& O 6mg FEIZIRAN

5. PEERITHRICEET HEE

R 1 BR 3 iR R - A CRIBIR DG O ARFIE 5Bl da 0 B 2%,
PRATHME VL figtps BB K OB R CTlI~E S/ n B RET
11g/dL R, MLiBEHT B TIE~E 2 o B U T 10g/dL Rl &
5,




6. RZRUA=E

6.1 REHEMERRES

R ERE AR R - A CARIBIE O 5E
WE, RANCIEF 7T 2 A%y e LTI A 2mg XU 4mg
ZBMAEE L, 1B 1EROES T2, UkiE, BEOR
REIOIE U TG B2 MRS 228, KaARIX 1A 1
24mg FTET 5,

AR ERE AR R - 34 S 8 0 R 2 5 E
WBE. AR T e T2 A%y ME LTI [E 4ng B4
BEL, 1A 1ERAKEGT S, %L, BEOREIZET
THREEZBEETIGET 52, REH&EE 1 B 1B 24ng £ T
LT 5,

6.2 BTEE

WE. ACIEF 7T 2 A%y e LT 1 [E 4mg ZBAA &R L

L, 1 B1EROES TS, Dikid, BEOREIOSC TR RE

TEWET 22, RE AR H 1R 24ng £ TET 5,

1. BERUVRAZEICEET 5EE
1.1 FlECEMRFERFRA TRABRDREFHELERFEE DR
mAE
BEBEREONE 7 1 BV REIE T T, UTFTOMETRE 4B
WIsZ L,
NE ST B R AFIBRAAHE (1 H 1[E)

9. 0g/dL A 4mg

9.0g/dL LI 2mg
1.2 %5 SR
FEEREI N LERLAITIE, TRESEIC 1 BT OHEUT
WEEITO 2L,
Flz, WELLEGETIE, KRERTE VDR E b 1 BERV A=
THREEZHHTLZ L, ks, AR LT 25610E. D72
< &b 4R —HEZMERT22L T 00, ~E/REY
IRERZIIC 4BELINIZ 2.0g/dL 282 %) EH LIEBEITE,
HRDCHE IR T H 2 &, [8.3 B M]

BepE 1 2 3 4 5 6 7 8
AANFE G| Img | 2mg | 4mg | 6mg | Smg | 12mg | 18mg | 24mg

8. EELEARNEE

8.1 AAIFGPAMGEIT, ~T 7 v B RN BIEHA CLET 5 E
T, 2B 1 ERRE~NT S 0 U BREATRRT D Z L,

8. 2 AKIF G- HIL, ~ES v E L YRESE 4 I | [EIFREE TR
VB EOEMIERRD bR E S+ oEET L &, IR
MERE MR T8 O B KRR B W C~E 7 r B o o A AR E
EEERE LEEAID, BT, LI RRE & OWNZE R OSE BE
EREL ol L OWERHD VY,

8.3 ~E/ 1 B RN 4 AT 2. 0g/dL 2B X 55, A b
UGB IS B F IR IR T 5%, WY& 21T D
k., [1.22#]

8. 4 MikEHT B K OMEIEENT BRF 128\ ) ¢ AR ERE f R K -
WA ORGP EVER TIE, AFI~OFZZRIC~ETrE Y
REMETT2EANERD LN TND Z EnD, AEI~DOYIER X
DORBMEZ G5 2 &, AR~ B 55T, U1
BONET R EVRECKTICERET S &,

8.5 AFIFHIZ LV IEN ERTHIBZENNH LD T, MEOHE
WCHoEE LRSS, [9.1.2, 11.2 5]

8.6 EMICITERAMETH D Z &0 D, BERZHHIZITEBH D5 %
7952 &,

9. HENDBRZHIHEEICEHT IR

9.1 6HHE - MERZEDOHLEE

9.1.1 BAEE, DHEE. MERZOEE. XIThoDBRERED
HhoEE

AFNBEHIZ L0 MARTEREZEED D VIEFERTIBZNAND S,
[1.. 11.1 &R&]

9.1.2 5MEEEZEHT HEE
MEEARHSbhaBEnRH 5, [8.5, 11.2 5]

9.1.3 BHERLEHTHESE

AANEGC L0 MEHAENTTHET BRSNS D Z &, Bk
IS DB E NN’ H D,

9.1.4 HEIEVERIRMEIEAE. HBUFIE. BHMEMESEREMAE. B
EERFRAEES ST HEE

AFNPF HA L0 M B AENTLET D AREERH D Z Lo, i
Hixd bbhdBEnnd s, [11.2 2]

9.3 FFHkREIEE R E

AEIOWREE BRI DL L HIC, BEOREZHEEICBERT L2
Lo AH| bmg AL K O & OIFHEEEIR N (Child-Pugh 4348
A JOYB) IZHEHR G L7, ARFID Cmax KON AUCy 23 E5- L7,
HEDOIFHEEEIR T4 (Child-Pugh 3% : C) &% & L7IZBRA R
135E0E LTV Ry, [16.6.2 ]

9.5 1F4%

IR SENE LT 2 ATREMED & 2 oM 1. T8I - OB 26N
falte % LR 2 S H SN A G AICORBET 5 2 &, REITE
WICBATT B AR B 5,

9. 6 ZELIF

B LOFRRMER ORI REOAIRMEZZE L, RO T
PIEZBRRTT D2 &, Ty N ORAMNCARK 2 8 05 L7z IE,
A% 10 B O AR AP ICAFINGBS iz Z End, ARFNFH
HICBATT B AREER H 5,

9.7/NR%E

AN e G & U T2 R PR AR SR i L TR,

10. HE%A
AFNXEIZ cYP2C8 IZ L v it s s, [16.4 28]
10.2 BHAERE (BHRICEET B2 L)

]

B O HEICH]
25k,

R4 % REPRER - HEE VL | MY - fERRIR T
CYP2C8 [ AR OIER BB IRT | ARANZ T L7 T8
sa K7LV ([ DBFENARL DT 2 (ERNFRER)
FUA R A |, PFHT GG |[EFHLZEZ A,
% X, AFIOWREE | AFIOMmPHEEN E
[16.4, 16.7.2% |ET+H&Lbic, B |H LT

Jave K7L LVED
CYP2C8 BRE/EMIC
L0 KA M
ENEST 5,

DR S
[16.4, 16.7.3 %
iz

AFNOVE 23 96k55 9
LBENDRD DI
H, fHHT25%E

V77800
CYP2CS8 #HHEMEMIZ
0. ARA ol




i3, BEOREBAE |EAME T T 5 ATRE
- BB,

1. BlEA

WORWERN S bbb Z BB DD T, BEE HmoI TV, 2
WHRRD LN GEITITE G2 IET 572 b e B AT O 2
L

1.1 EX%GREIEA

mi2ERE (0.8%)

RFEZE (0.3%) . AlZERRAE (0.3%) . WEMEFEARBAZE (0.3%) . ¥
WERIMARIE (0.3%) . NAF=2T—T 7 BAMRE (%> b
PAZES)  (EHERH) SomBRERENLLDNEZ N5,
[1.. 9.1.1 &&]

11.2 ZDtOEIER

1%ATH
i[53 FHERE HH afm.
W RE WBOE (BB, BAEHK. ZERE)

TsR [iINES

13. BEERE

13. 1 fE4R

AFI 500mg ) & HEIEG U2, SRS H GRS (GELG, MW
) NRO LN, AAIOBELGIZE D ~ET v EURENY
T EIZEINT 2801 H D,

) AFOARE NI R AL, 1A 1[E 24mg TH D,

13.2 g

ARANOW R« RIEEOWE) 2B EITH 2 &, ARENLEWE AR
BREAT DO, MIEENIC X 0 ERETE 2R E,
[16. 3.2 &)

14, EALOFE

141 BRI HEDOEE

PTP @13 DHANL PTP > — b OBV H L TRAT 2 L 58T 5
&, PTP ¥ — hORRERIZ XLV | OB TS B BRI ~JILA L |
BT Z2 B2 L CHERIRR SO EB R AIHELZ T2 2 &
N5,

16. ZE4EhKe

16. 1 Mma;RRE

16. 1. 1 BEERLA

(1) HilEl e 5

TR A (12 6) (TAH] dng & ZSfEHE ST AZICHE R O 5 L
TR DX T aT 2 25 o b O MEPREHS &K QSR EhRE (F 2
—ZFH I ERERLIOEBY Tholz,

iR o

/mL)

' 4 6 8 12

B5R9 (hr)
B 1 A@HERR AN ASH Amg HAIAIRE 11852 5155 D 47 i BEHERS
(TRl +EE (w3, 12 1)

24

K1 EHERACAA dng BAHE O 5RO RE T A — X

Cmax tmax AUCy-co t1/2
(ng/mL) (hr) (hr: ng/mL) (hr)
7= 76. 2 1.75 156.5 3.24
i (63. 3, (1. 00, (138.7, (3.08,
£ 91.7) 4. 00) 176.7) 3.41)
67.8 2.75 143. 1 3.22
f; (57. 4, (1. 00, (127.8, (3.02
B g9 3.00) 160. 3) 3. 42)

12 6, fTSEEIfE (95%(E 4 X M)
tmax DA HIJAE (HEFH)

F7o, R AICAA] 10~100mg ® & HERE Q5 LIz o &7
07 o AKXy NORYEEET, MR Tcho Y,

(2) K1 # 5

FEFER A (4 6)) (CAFK| 15~100mg ™ % 1 B 1 BEIKERAEES L
RO 14 HEOX T aT 2 A% v FOEYERE/ ST A —F 133 2
DEBY ThoTz UMEAT—%) ,

F 2 EFRR AR SR OB G Re DN E T A —H

B Cmax tmax AUCy-94
= (ng/mL) (hr) (hr ng/mL)

15mg 198 1.00 384
(176, 220) (1. 00, 3.00) (311, 460)

50ng 462 1.25 1020
(272, 684) (1. 00, 2.50) (531, 1596)

T5ng 1061 1.26 2754
(571, 1623) (1.02, 4.00) (1938, 3652)

100mg 856 3.25 2592
(752, 964) (1. 00, 4.00) (2107, 3108)

4B, A (OS] | tmax DA HRAE (D)

Fo, AALA 1HEOKERAZGEICLY X T mT 224y v
HyEhRIIZ L Lo GMEAT—%) . [16.2.1 ZH]
16. 1.2 BMBEmMZE T SIEHERFES

FE NS AR W) T BER M A A 3 2 18 MBI B o AR
Al 1~24mg AR A5 LIokg, $e 504 1~4 Rl Fem MU h i e
CEE L7z, BRI E AT 2EMEEIREERE IS 2BER (B
SRS B REMNTIC L D2 HEEE) 1IR3 DLBY ThoT,



# 3 [EANEITRRRICI T 2 BEE 2 A9 2 18U s 85 o
EAEREE U7 igiR i (RHEM SR EREARIT I X 5 HEE4E)

H& F— AUC Cmax
(mg) | #%k | (hr-ng/mL/mg) (ng/mL/mg)
RAF
38.7 12.5
BB ER | 1-24 | 270
e (37.0, 40.4) (11.9, 13.2)
MARZEHT 42.3 11.1
B I8 1297 1 (o5, 44.3) | (103, 12.1)
N N2 A ~ 26. 6 8. 09
B 17181 99 (24.6, 28.6) (7.45, 8.79)

BT (95%(EHEIX )

16. 2 IRIR

16.2. 1 BEDEE

TRER RN ASH] Amg 2 12 B MBS D R A AR HE R D BRI D
Be 5. U72 I, AUCo-o0 Mo O Cmax [ &, ZEEHE G TZENZEN 9
L 11% Lz, [16.1.1 8]

16.2. 2 2RI AR

AF 6mg % N 4551 DI SA AT _A T E VT (15 65%Th o
7= GMEAT—%) .

16.3 240

16.3. 1 T BHE

F70T 2 ZH v N OWEFIFEIRNEEGS % 052 FEI1% 14. 3L T
bole GMEANT—%)

16.3. 2 MFEAKEE

In vitro TOAH] (0.2~10p g/ml) Dt M IEE AR A RITH
I TH Y, FICT AT I EfEE L, [13.2 58]

16. 4 X35

In vitrol\ZBWT, ARFNITIT CYP2CS T &4, CYP3A4 T
bErcR#Esh s,

R AIC Y 70T 2 25 v MEEHEBRAFIRN™ O30 B 5
B O MBEFIEERAB I REDK) 40 F T T 2 A% v N TH Y, 7%
Do e0IRIY TH o VEAT—%) . [10., 10.2,
16.7.2 2]

16. 5 HEttt

AT 2 A Ky MU QB % . ORRE O K133
FHCHRIE Sy (73.6%) . SEMBIEUE OB PR (21, 4%) 13FEIK
HI7RHARE Ch o7 UMEAT—%) |
AFREAELEHOL T T 2 25 v N OFERPHEERIT, 5
B0 0. 059Kl CTH-7= GHEAT—H) |

6.6 BFENERETATHESE

16.6. 1 BEHEEEERE

AR~ T O BREREIK T (P eGFR 30~59mL/43/1. 73m?,

FE : eGFR 15~29mL/43/1. 73m%) |ZAF| 50mg X1 150mg ™ % B
B OG- L7z D X 705 2 24w b O AUC) o | LB REREIE 7 &
(eGFR 90mL/4y/1. 73m* LI k) LHERFERETH -2 GHEAT—
X)) o Fio. ARH dmg & KAERE O G L IR0 EEARE O AUC

. BHERIETFEITHAT, BHERIETHE (eGFR <59mL/43/1. T3m?,

BN & AEs) TR 2~6 EHN L7 GHEAT—4)

16.6. 2 FFigaEEE R E

AH 6mg A WG FE Jy OV FE O FHEREIR T3 (Child—pugh 4348 : A
JOVB) (CHERE NG LT2BE, £ 78T 2 A% » b0 Cmax (3%
NEI 1015 KON 1. 98 i, AUCo-oolXZAVLEFL 1. 46 {5 KT 2. 00 fi%
WU 7, £72, TERBEWO Cnax 1ZTZNFH 1. 34~1. 79 15 M
1. 04~1. 28 fi%, AUC)-olZZENZFH 1.46~1. 94 {5 KN 1. 31~
L6sfEmLe GMEAT—%) . [9.3 B3]

16. 7 EYHEEER

16.7.1 [n vitro

In vitrol\ZBWT, AANL CYP2C8 ZFAE Lz, £/, AAlZ
BCRP D EE TdH v . OATPIB1 TN 1B3 ZFAE L7,

16.7.2 CYP2C8 PHEHI

() fERR A IZER N CYP2C8 FHEER 2 AT 075 67 4 7oL
(600mg, 1 B 2[E]) $hH-#%OEFIRIERC, A4 100mg ® % H[E
BOFH®ES LR, #7085 2 A4 v h® AUC)-o K T Cmax 1Z
18.6 X ON3. 9 fEim L= GHEAT—4) |

(2) BEHE R AN AH] 25mg & CYP2CS BHE(ERZ G T 5 M) A b7
U (200mg, 1 B 2[E) AL LR, ¥V T a2y
v N AUCy-o Sz OF Cmax 1 1. 48 KON 1. 28 {54 L7 (UFEAT —
Z)

FRRHBRIC IV T, 7 rE R LA HEE LTV B
EHTLEERBHREEOX 7o T 2 AL v FO AColt, 71
v R 7 LB RGNS T 1. 75~2.65 [ Th -7 (BHEEFIEY
EREMENT) 28, 7 v v RZ LG & GG TR G 4 D
~NES B EVELEOSAIEER>TRBY, 72 K7 LA off
FIFEEC X D BB ONE 7 1 v LB ~DEEIT I b LD
7, [10.2, 16.4 B8]

16. 7.3 CYP2(C8 FHE&EH|

A & CYP2C8 FH3EAIDOF HAEH & 5 L 72 3RBR ORI G b T
W, [10.2 2]

16.7. 4 ZDHhDEFH]

fEERER AN ASHE] 25 UE 100mg ™ 2 42U #Z V' (CYP208 4k
B) 16mg e OVm A N2 & F - (0ATP1B1,/1B3 FE) 10mg & &0 HF
ML LIk, 7 mT a2y MIEYA T ) &2 v da AN
AR F U DBRBRICEEEZRIZS 0ol AEAT—X)

TR ERAI K OV RS ANIARF OSBRI o L T L 5 2 7
Mmoo,

H) AFOABINT-AEF 1A 1EROKETHY, ke
X1 H 1[E24mg TH D,

17. BRERAE

171 BNERUVREHEICET 58

17.1. 1 BN MEER (201753 &ER)

(1) LR % A3 B (R AF I B g FR 5 299 5] (22 AR ATt
SAEF] © AH 149 5], =ARTF L R_R—F 2T 150 i, AR
Wt G5 « AHKI 108 B, —RTF L _—Z 2T/ 109 ) Z %t
AT, FRIERE MR AR 34 (LLF, ESA) ZEA L TWh A
BT, R=A T A L D~EZ 1 U PREIE U CARA 2mg i
dmg, ESA ZEH PO BFIIIARA dng 1 HBAL, ~ET R E Y
TREEDS BAERIBHN (11 0~13.0g/dL) (ZHIFE - MEFFT D L 5 ~E



Ju e EEIOS L THEE 1~24ng ORI THHIEL, 1 B 11852
W OEE L, £, BEAIBE L TR F =g
IVEBGE LTz,

FORER, AMEEEIEHE (Beh 40~52 ) (ZF 1 DA~
BB EUREICRWT, BHZEOREER (RFIRE— =R T
NR—H VR O 95%EHERK I O TRRILERNCRE LISk~
—Yrv (-1.0g/dL) & LElo7=Z ED, ARIOZ R F L _—
B AT AT D ISR S T,

F1 AMETEFMHIM (Fe540~62H) 1ZB1F 5 FH~ES 1
ERE (g/dl)  (FRAFHNEME BN BE . ITTHMH)

AH TRZFLN—H
~N )
(108 ) (109 1))
YA 11.97 11.86
[95%15 # IX [#] [11.84, 12.09] [11.74, 11.99]
ez 0.10
[95%( 4 X [ ] [-0.07, 0.28]

PN E T B B RE ORI, BB, N—A T A L DE
IR, WL BRSO EER, R—2AT 4D
NET T EURE LR OB A S AT RNE DIREEF
T NVE AW,

F2 ANMEFEFMHIE (Fe540~62H) 2B 5P ~E S 1
EUMRE (g/dL) : AiTAME & L C IR ILERIE i ikl -1 S0 i A
DA IR (RBP4, TTTHH)

YRR T ORIVE S BUSERE L 14% (8/56 ) TH Y, FDWFR
WL 4% (2/66 () | TR, Rk, WHZERRSE. MG MERE.
fEH I, FESRER . ~T 2 a e flid, SIERRRE 9 R OV
FRRIMARIE S 2 2H 2% (1/56 Bi)) Th o7z,

17.1.2 ENEMMEEE (201754 FER)

ESAZ i i tP OB PER I % 459 2 MiENT B 27 1] (LR MEfRAT
RIGHEF  AFN366], X NA_BTF TV 7 7 13606, AR
MR GHERT « ARFN33HI, X ARKEF T 7 7 13461) % xt4:
12, AAldmg L W BAA L, ~F 7 1 AN BAEFEBAAN (10. 0~
12.0g/dL) ZHEFFT D L O ~EZ n U BEIS U THEEZL~

24mgDE TR L, 1A 1IRIBEMBE O RG Lz, £7o, £
ELTHNRKREF TV T 7 HRE LT,

FORER. AR (B 40~52 ) (281 DA~
EZ 0 EUREIZIWT, BEMEOHEEM (RAIRE— 2 1 ~Rx
FUT AT 7 i) O SUBEHXE O FIRIZFANCERE LIS~
—Yv (-1.0g/dL) & ERlo7=Z LD, ARIOFZN_FEF
TT 7K BIEL N R ST,

£3 ANMETEFOHME (b 40~52 1) (28T D EH~ES
o (g/dl)  (MIEEHTEE, 1TT &H)

AH HIARRTF
TIVT 7
(133 i) (134 1)
S fE 10. 89 10. 83
[95%15 #8 X [H ] [10.77, 11.01] [10.71, 10.95]
e = 0.06
[95%1= 8 X [#] [-0.11, 0.23]

R I BR S AR - A | R it Bk i sk bR - S A
FEfE R

AH TRTF AH THRZTF

=4 R— 4

=y =y

(50 1) (50 f3) (58 ) (59 f1)

S 11.90 11.66 12. 00 12.01
[95%(E4H [11.75, [11. 50, [11.82, [11.84
X [#] 12.04] 11.83] 12.19] 12.19]

PN E T v B R ORI, BB, N—RA T A L DE
IR, W, BEREE SO EER, R—2AT 4D
ANES T B RE & RO AN & E AT RERIE DRGSR
ETNVE AN,

TR R O FIE BB I36% (9/14961) TH Y . TOWNRIZ
ANEZ R EUHIN, ME R AFRREREGEIN, e, IR,
NSO, A TE WG, MM . f O 3E 3 EhE 4 1%

s (1/14941) TH o7z,

(2) BRI %69 2 MEENT 555 56 41 (ESA FEE & 3 i, ESA

A 53 B, ARSI GIER - 56 B, A NIRRT AR -
55 ) ZxtBUT, AKldmg M HBAIA L, ~ES B B REN HZ

PN (11.0~13.0g/dL) IZHIE - MR T2 L O~ETm VR

FEWIG U CHES 1~24mg ORI CTHHZEE L, 1 B 1 (8] 52 Wk 0%

H 7=,

FORER, AR (Beh 40~52 1) OB~ E S 1

EUREEE 12.09g/dL (95%fEHEIXH @ 11.96~12.21g/dL) TH Y |
FAEHEEAPY (11.0~13.0g/dL) Th -7,

SEEINE v B UREOMITIZIE, BEHRE, X=X T4 DT
Ja R B, BEHEERFERORAEEMR, X—2F7 4140
NET T EUPREE L RO HAEH & E AT RAIE DIR A SR
TV E AW,

TR T ORIEA R BUEE L 6% (8/136 i) TH V. TDONR
IRTENE A M R4, RS, TREEAE, HEREERIRPAZE. BE
G, R, ERERECEIN. A, BRSSP, N, AAksHE
KOEMERZENE R (1/136 ) Th o7,

17.1. 3 ENE MAEER (204716 XBR)

ESA ZfH L TV e WBMER I & A 3 5 BT B 28 f (&4
PEARHT R R K OVE ZIPERRAT e SR [ < 28 ) 2 RFRRIT, AH
dmg MBHBATA L, ~EZ 1 B RE D HAZHEPAN (10,0~
12.0g/dL) (CHZE - MERFT A L OB/ BV RBEIS U TCHE
Z 1~24mg ORI THEE L, 1 B 1[0 24 W O£E L,
ZORER, B ABBOR—RT A4 U NEDFEH~ET B B R
FEDZEALRIL 0. 79¢/dL Th 7=, #5 24 WO YK ~FE S/ n
VIREEIE 11.12g/dL TH Y . HEEFFEAN (10.0~12.0g/dL) TH
D fio

TRFEWIRE R ORIVE A SEBUERE I (2/28%1) THY . FOWNRIT
M= L A7 a— VD R URLEER Z 24k (1/2861) TH-
7=




18, ZFEhEE

18.1 tEAHF

A7aF ALy MIHIF 7u U »kEg{bEE#% (PHD1~PHD3) %
452 Licky, BERNFTHS HIFa 2 LELSED Y,
ZORER MIF INEETH DY 2 aREF ViEfn T OiRE 2Tk
SHDZEICE > CREREAZFET D EEXDND,

18.2 = m1ER

AT a A Sy MIEFE~ T A~OHEBRE O GIC X0 | miEdh
Y 2o R F U EEE R ER S, L EE Y T A
DORERABEGIC LY ~F7 e B U EE ., JRIERE O R
B E PR SERY

18. 3 Sk EtI=xt 9 2 1ER

ENRBRICB W TEMRA M Z A9 2 R MBS BE . ik
IR . ROMEESENT BT T ARAI % 52 WEE N5 Lk, 7
zVFURONT AT ) UfaFnfE (TSAT) 2ME T L, ek
Afe (TIBC) 23 k& L7z,

19. B ICET SEEEMAR
— B & B 7T a2 AHXy b (Daprodustat)

it % 4 : M[(,3Dicyclohexylhexahydro—2, 4, 6-
trioxopyrimidin—5-yl) carbonyl]lglycine
5 F At CuelNaOs
5 o B o1 393.43
b % 4% & X
0 N @]
Y §
N N\/CO2H
@] @]
M K ABROHMERTH S,
il o K9 244°C

21, ABEH
RS ) 2 7 PG & R E D B, WENCHERT 5 Z L,

22. A%

(F—7av & Img)

1008£[108E (PTP) X101, 90BE[R ML, /5]
(F—T8v Y& 2mg)

1008£[108E (PTP) X101, 90BE[R ML, /5]
(F—78v Y& dmg)

1008£[108E (PTP) X101, 90BE[R ML, /5]
(F—78av % & bmg)

1008£[ 1082 (PTP) X101, 908E[H kb, XF]

23. EEXHR
1) Besarab A, et al. : N Engl J Med. 1998 ; 339 : 584-590
2)  Singh AK, et al. : N Engl J Med. 2006 ; 355 : 2085-2098

3)  Pfeffer MA, et al. : N Engl J Med. 2009 ; 361 : 2019-2032
4) Hara K, et al. : Drug Metab and Pharmacokinet. 2015 ;
30 : 410-418

5) Ariazi JL, et al. : J Pharmacol Exp Ther. 2017 ; 363 :
336-347

24, XEBERERUVBEVEDEL

Wik ) U estt < TV HERER

T100-0004  HAHE TR H XK FHT 1-9-2

i 0120-850-150

ZAHER 9:00~17:30 (4 - B - LA K OHEHAKE 25 <)

26. BLEHRSTTEESE

26. 1 &SR T

TT0 )« AI AT T A RS
HRHPE X TR 1-8-1

http://jp. gsk. com

26. 2 BR5ET

R U AR

HORER TR H XK TFHT 1-9-2



1.8.2. ZhEE - R K OZE D ERIL

1.8.2. FhEEXIIZIR & FDHRTERHL

1.8.2.1. PEEX (IZHR & F DR ERI
<ZHEE TR >
R PR 1L

<FREMRL>

7T o AKXy MIKEEZEHERX 7 (HIF) 7ol 2 KER{bEEs% (PHD) ZMETSHZ
SN K o TRIMERA R ZFILT 28 L7 T A0 HZMGHEETH Y . FRoff & LT
T, BRI EZAT A RFHIEMEEER (ND) B, RSN (PD) B3, K04l
KiZENT (HD) BEICKT 547 a7 224y 1 H 1EREAZRGIEE Y @EREEE S
WIEE LT, H B MR MG A AT 2 B8, SUTARMERE M R 1844 [ESA 154
Ko ) 2 RoF oK FA_RF o TAT7 7 (Binlfz) 8E5, o RoF
NR—KF N (Elafiz) BE] "o RREZEEBETIBEOWTHICE N T,
BREO—D LB EEZOND,

B &1L, BECBNT~EZrE Y (Hgb) OB TIZAG 7o +oEoT ) Xn
RTF v (EPO) NEAINLWVWI LICL-THIEEZIENIBEMTHY . Al FERBE
FEELIAMI R D H 720 E O TH B[ B ARBHTEEE, 2016], BPEE )28 s
(CKD) HIEENFHADO AT — 3b LRI BRBELL . AT — VDT DITHEW R BB 3
HWinL, 27— 5 TIEREICREOBENBHERA M Z T2 ERMbNn TIN5
[Akizawa, 2011], TD/=dX 7T 2 AKX v FOFHEBEE L BE SIS CKD BFHEDOH T
BRI A AT 5 CKD A7 —3 3, 4 KON5 O ND BE, WRNIBIEFIZBITL T\ D
PD X O'HD B Z x5 & LT, ESA JEEHAF T 2 MekEZh R, ESA fHAE X}
T LU X MR R 2 it 2 B CHEIRARBR 2 Ffti L7z, TORER, ¥ 7 ur 224 v b
DEIMEPHER S, o, BRMICHT I BRSO RINEh ol Enb, X7 a7 2R
2w NOPREXIIHREY BRI T2 L3R4 THLEBXT,

DLTICB I mMA AT 5 ND, PD XONHD SBE AR L LA 7 urFa A%y M1 A1
[B] 3 5 DR % WA L 7= g bR iR Bkt R o 2 7”4,

EPER AT 5 ND B KOV PD B ISk 5 ENE I FERER (201753 3R) T
a7 ARy NOMHBERE EBESND [ESA FHHAIZMHEH L TR O 3B EE mAHE
R ICHIA T 5 BE (BSA FEEAAE) | KO MERF O ESA {ERAINHE) 0 B x CF
PER VAR A ki3 5 B (BESAEHERTE) | xR E LTHEM L, ZOME. ND B
IR T E 40~52 KD Hgb “FHME (11.97 g/dL) 13 MEMEB NN B C BT 5 BEEE mis
WOTA RTA 2 (LLF, A RTA ) | [ARSENETS, 201612 5B ICRE LT R
PN (11.0~13.0 g/dL) THERF S, A TH LR TF L N—% X (EHsF#H
fiz) A (1186 gdL) (ZktT DX T aT 2 A% v NOFELEDKRAES T, BH 40~52
FARED Hgb SFEIE BIEFFAN ThH > 2 BRERGIILY T e T 2 X%y feoRoF o <

May 15 2020 15:43:46 1.82-p.1



1.8.2. ZhEE - R K OZE D ERIL

—4 N Ea TR L) BEITHEIZ 2% Th o7z, FEXTHRTREM L7 PD BFIZH W
THFEBC, 85 40~52 B0 Heb THIME (12,09 g/dL) 1% B EEFFA (11.0~13.0 g/dL)
Kﬁ%é“\&54W61L%@mw¥ﬁﬁi%&®%%%(%%\m%mm%ﬁ)mxw

HEEREIN Toh -7, £7-. ND BHERUPD BHEDOZTNZHOAEKEFINZT, ESA
U ESA AT, WOIC BSA UAA D) 5 &S IRGRE A Heb 875 D
B L W BE LT Ao - BEMOWTROBSERICBON T, X7 aF
2 RSy MEGIZ &Y KEGY O H8E O Heb 143 B ELRBHMNIC BIRE - (RS 5 2 L 2SR
Sz, FZ, ND EH, PDBFVTIICEBNTH X 7 BT 2 24 v hOREMICEEIT
ERY NSV AWAYIETSY

BRI A AT 2 HD BT 2 2 DOENE NAHRBR TIX, ¥ 7 v722%2y bo
fEHEEE L BEIND TESAEEMESE] (204716 k) KT TESA iG]
(201754 3ABR) xR E L CEM Lz, TORE, BESA IEMHEE (204716 35R) |
Hih 438 ﬁ@H@Iﬁﬁim~X74/#%0Ng&imL«&5%®H@Iﬁﬁi§
58K (10.76 g/dL) IZHA RTA &2 SFICRE L BRI (10.0~12.0 g/dL) (ZH]E
L7cob, #4524 8 (11,12 g/dL) % T HEIEHPARN THER L7, Hgb 625 BARGEPHN T
ST HREEIGIL, %5 8 LUK 60~80% THER L=, SMREFIIIMAZ T, HEHTE AL
CEHTHIIDY 12 BERIAT) HERRENTH GEATHIRAY 12 LA E) BRI 4R
FrickBnwTd, MEMAKICHY T mT a2 2%y NOFEGIZX Y Heb VHEIZER L, Z0%
O EREIC XV BARGEPHICEIEE - #ERF Sz, F7o. BSAEHAAE (201754 3Bk) TiX
5. 40~52 RFOD Heb FH)E (10.89 g/dL) (% HEEGIPHN CHERF S 4L, XIR3ECTH 2 H 1~
REF > TA7y (Earifz) #% (1083 gdl) (ZT 564707224y OIS
WERREES T2, X 70T 2 A% v MNEEOFE EOHERE (88%) 2B\ TH 5 40~52 JEKE
@ Hgb ‘FEEIZHEGENTH Y . ZOEBREEIGIIFANSKR=TF > T 7 7y (BEia T
#iz) ®AI (90%) LRBETHo, I, ESAFMHERE, HHEZOWTIZEBNT
LETOT 2 RSy NOREVEIRREITRD bR o T,

1.8.2.2. MEENIIZNRICERET 51EE & TORERH

<ZhRE SUFZN AT BT 5 R >

R I BRI R A 7 BA C ARG O A OARFIEE 55460 B 2213, PRAF SN RS BE &
DEBSHENT G TIIA~E 7 0 BB T 11 g/dL R, MEENTBE Tl ~E 7 o v
T 10 g/dL A & 95,

<ERERIL >

70T 228y NORGHIEM OB S T2 Hegb IREIX, AARBITEFS LV AKRS
NWOBEMWEMIGRDOT A F7 A4 V[AREITETS, 2016]F D EFTEREZEICT H 2 LN
W& EIRE LT,
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1.8.2. ZhEE - R K OZE D ERIL

BE X
H AETE 2.
255 2016;49(2):89-158.

M8 MR R B B U 2B MERIMIEE DO T A KT A > 2015 HEhR. BT

Akizawa T, Makino H, Matsuo S, et al. Management of anemia in chronic kidney disease patients:
baseline findings from Chronic Kidney Disease Japan Cohort Study. Clin Exp Nephrol. 2011;15:248-

57.

AABITEY . MEMRIERNEE ISR 2 BEHEMIRIROT A BT A 212015 4ER. FEHT

255 2016;49(2):89-158.

182-p.3
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1.8.3. ML - HE,OZ ORTHRIL

1.83. RERUVHAELTORTERH

1.8.3.1. RiZRUVHE & ZFDRERM

ND 3%, HD BEKLOPD BERNC, ¥ 7 aT 2 2% v FOBEH R, BEfFO ESA 4t
Flo oz Bt E (U2 BGHE) | Heb B4 BAEGPANICRIE MR T 57200
HEZHRE L, ZNUOOHELKUHE () &Z2OREMRNE, 3 >OENE I HRR
DFRBRAENZ LD W TLL FIZHAT 5,

nB, FTuTaxFy bOEE 4 BRLEOR G H1EL 3 HRBRLETH Y | Heb x2S
FI A 1 EOEE CHEZ BT 2 HERETT LT Y XA, T aT 2 AR
v M 1~24 mg O (GFF 8 FRFHOHEERE : 1, 2, 4, 6, 8, 12, 18, 24mg) TI1H
1 E#&E LT,

1.8.3.1.1. REHEEERE® (ND) &&

1.8.3.1.1.1. FsFAE

<Mk - HE>

AR I BRI (i PR - S5 CoRIB R D5 &

W, RANCIEF T eT 22Xy hE LT LA 2mg Xit4mg ZBMGHES L, 1 H 1R
O#53 5,

<FREARHL >
[ENE I AHEER (201753 3Bk) (23 T, ESA FEfIH O ND B4 50 fillc~—R 7 A
@ Hgb A 9.0~<11.0 g/dL DIFEDF T aT 2 A% v FORMGHESY 2mg & LT, X—2
7 A > @ Hgb A 8.0~<9.0 g/dL DIGFAE DK 7T 2 A% v FORMHELZ 4mg & LT, 1
A 1A 4 @8RG LR, LT OREIME LT,
o PEH 4EKED Hgb [HDR—RA T A )b OH)EA BlE4+0.76 g/dL Th o 7=,
o BEHABEBFINR—RAT A D 2.0 g/dL IO 72 Hgb b5 %78 U 7= #8813,
2% (1 %1, 4mg) Th-o7,
o PHtAAHE Q2mg XiX4mg) BIOEE 4 HIFD Hgb EDNR—R T A L inb DONE
{b& (post-hoc fi#HT) 13, BHAEH BN 2 mg O#ERE (44 #1) T+0.71 g/dL, BHLAH
®EH4mg (6 ) OYERFE T+.13 g/dL Th -7z,

NR—2 T A O Hgb ERME ITRWESE TlX, TORMIREZ FHICSETH 2 2R/ K
WEELRD, A, N—ZF A D Hgb A 9.0 g/dL #ifi Tod DR 123 LT, BtsH
e L Tamg &G LorbR, &5 4 BHEFCHMGHE 2 mg B 541X 0 30072 Heb |
FADPFHIL, 5 12 AR Hgb MBI BEEREFANICE L, K OBERE 25 B IR
IZETHZ ENTET (post-hoc flNT) . ZHHDZ M, X—RF A @ Hgb ERNIZ
RLBMHEEZRET 22 LITERENRHY, BWUTHDL LEZ LN,

May 15 2020 15:43:46 1.83-p. 1



1.8.3. ML - HE,OZ ORTHRIL

PLEDS, ESA JEMHO ND BEFICxT 56X 7 aT o 2% v SoOBBHES LT, Heb
7239.0 g/dL LA EDO&4E 1 H 18] 2 mg, Hgb 2% 9.0 g/dL Kifi DA 1 H 1 [Fl 4 mg 4384107
HZ Ty ThLEEZ LN,

1.8.3.1.1.2. DS AFEAE

<L - HE>

AR MLERE MR R T RF 2 58 0 B 2 256

BHE., RANCIZFTaT o222y hELT1E4mg #BdHEE L, 1 B 1 ERROEEET

éo

<X AR >
[EINE L FHRRBR (201753 #BR) 123V C, ESA D ND #3558 #illC. RilVAE D ESA
HERANOEVELZ T, ¥V aT7a2A%y Mdmg % 1 B 1[B48BEBE LR LTFO

T RDFF BT,

~ g

T T 2 AH v h~OYFEz %, BG4 HRFD Hgb EMEIZERRMICERO H
LEBIR LN -T2 (4022 g/dL) , 72, KD OWERE (68%) 1%, Bh 4
HRFOR—2F A 75D Hgb b iE73+1.0 g/dL OFEFHN TH -7,

o ~N—RTJA D Hgb EA HIEFFAN (11.0~13.0g/dL) Th o 7=#krE (32
B) . KOVEAEFEE T IRE AR T - 72 5rE (26 ) OWFhoE s 4EH
ICBWTH, U2 %, %5 4 B Hgb M ICERKRICE RO H HEH)
FR LN -T2 (BERBHNTH - 72 85E  +0.16 g/dL, B =i FIRfE
XKD T2 E - 4029 g/dL) . —A T A > D Hgb A BIE#FEANTH
ST HEBRE TIL, KEBSr (72%) 1385 4 #FF O Hgb 2k &E7)3+1.0 g/dL O
FHNTH o7z, N—RATA O Hegb fEH HEEEEFHN T BRI L 0 KD 7= 95k
FIZBWTH, Kby (64%) 13% 5 4 D Hgb 2 b &E13+1.0 g/dL D #H
WNTH 7=,

Peh 4 TIFIZAR—RA T A 05 2.0 g/dL ORI 72 Hgb EH %R L7858 13 2%

(14)) TH-ot=,

PLEDS, ESAEHDO ND BEIC T4 70T 2 AKX v hoOWRzBBHESE LT, 1
H1[E4mg Z22IRT 52 Li3@EchHsr BN,

1.8.3.1.1.3. Hgb {E# BiZESERICEZE #iFT5-ODOAE
<k - HE>
DIt ix, BEOREBION U TREBEZE T 52, kmHEX 1B 10 24mg FTET

o

<R

May 15 2020 15:43:46
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1.8.3. HE - HEEROZ OB TR

EINE I FHFRER (201753 388R) 1238\ T, ESA FEMEH O ND B35 50 Bilic# 5- 4~52 1
IZBWTH BT 2 A% v b 1~24 mg O CHERME 21T o 7R, LTORRNED
niz,

o Hgb F¥IEIIH G 8 BEIFIC HAZEPHNICEE L, 85 52 M E C B IEHPHN CHE
B L7, BsHEN 2mg XU 4mg) (ZA%5 & (posthoc fi#HT) | Hgb XX
FNENEE 8 RE KON 12 R £ TIZ AAERIPHIZE L, &5 52 KR E C© H AR
WNTHER L 72,

e Hgb a2 BAEGEFHNIC H - ToBREFIA I, &5 12 HRFZIL 76%I2E L, &5 52
TR E THI 80~90% THER L7, BRLEHER] 2mg L4 mg) (ZH4 5L (post-
hoc fEHT) | EALEIEE 12 BRFZIIRE 0 OBERE (77%. 67%) 23 BARHLPHIC
L, TOEEITRE 52 A E TR ST,

e Hgb {7 BAZEEPH FIRICEIE T 5 £ TOREM O RAE (25%. 75%4) X, 57.0 A
(32.0, 85.0 H) Th o7z, BAGHEN 2mg XiF4mg) (245 L (post-hoc i
Br) . BAAEFHE 2 mg OFEERE T S57.0 B (29.0, 85.0 H) . BHAAH & 4 mg OHEER
FT850H (84.0, 8.0 H) Th oz,

o BH 4ERRLIEE, 4 BEOHERHICL Y, F5EIT0~24 mg OO L,
R ERE (BERIEEZET) oG RE (LIT, KGR P R2mg T Tho
TeWEBRFE N Ry & H T,

o KL REOTRME (25%. 75%41) 1X4.0mg (2.0, 6.0mg) TH-oiz,

o MG EN 0~12mg Tho - #ERF 1T 98% (49 ) & K% HD,
18mg UL ETH S 7=85E 1316 (18mg) OATH 7=, 18 mg Lh k% Fik
P LT Lz 1 fICik, A2 EEEHEE (85 40~52 #HF) o
Hgb MBI B EEGIPHNICHERF S V7o, ABERAE C I3 b 3= SRR H ]
(5 40~52 #Ks) D 3 [FOHEFE O TIZIHBV T 18 mg LT STz,

EINE I FHFRER (201753 3A8R) 123\ T, ESA O ND B3 58 fillc, #&5-4~52 18
ICBWTHF7aT a2 2%y hEHAEREST LT Y X LIHEW 1~24 mg OFPAT 1 B 1 [
HLU-RER, UToENME ST,

o Hgb ‘VEEIL, 1mFWIM 2@ L C HARRIPAN 2 HERE L 7o, Hgb FIMHEIZN—A T A
VLS 16 HIFE TRODICES Lizob, &5 52l RFE TREL THER LT,
N—RF A >0 Hgb S B EEEIH TR & 0 AKH -~ 72 4EH], BN TH - 7=
HEMIBNIAT LT RE B, _—2 T A 0 Heb 7S B EEHIH TR & 0 1K) - 7248
M CII#5 16 B IC BAEFPHICE L, T O%EE 52 @FE © B EEPHN TR L
Teo Flo, =T A D Hgb 25 BEEFIPHN T > 7L M TIEN—R T A
55 52 R E T B AREIFHN THERS LTz,

o Hgb H2 HAEGIFHANIZH > o HRE ST N—RA T A VIR TA8% ThoTo, &5
2 HIRFIZIX T1% O HEERE 25 BEEGFENICEIE L, E LI G 52 R E T 70
~90% CTHER LT,

May 15 2020 15:43:46 1.83-p.3



1.8.3. HE - HEEROZ OB TR

o PBH 4ERRLIEE, 4 BEOHERHICLY ., H5EIL0~24 mg OFBEHIZHA L,

BB 5B 12 mg LT THh o - BRE N Ky %2 5D 7=,

o K EHEOFIME (25%. 75%51) (X4.0mg (4.0, 8.0mg) Tholz,

o IHEEHEN 0~12mg Tho - #RH 1 88% (51 ) &K% Hd,
18 mg LA ETH - 795 1T 12% (7 6)) I2AH Bz, 18 mg UL EZFikke b
%&LT@%L&7M@5%\M%W%)mﬁ@ﬁz%ﬂﬁ%ﬁ(&5m~

‘ﬁ)@H@IW@&H@%IW’%ﬁéMtO%@¢f4mémﬁﬁ@

PEEZRMEIM T (B 40~52 1) (2317 5 3 B0 &< 2 Lk
18mg & L < IE 24 mg DML STz,

o HIAED ESA EHFOE G ENEmHAEOER (4500 IUELL E) Tix—Hlcy 7w
TaAZy N LTI18mg bl EoEHHE (18mg, 24mg) #EKKEGEE LTH
BT HWREDHL LN OO, FERO ESA FHRAIO®R G- &4 Fbd, ¥
BT 2 A%y NOEGIZE Y, Hgb “FEIEIL B EEFEFHNITHER S 47z,

o HEWE®D ESA ERAOFEA RO, ¥ 7 nra 24y bOREIZLY, Hgb F
PEIE B ARSI PNICHERE S T, BITEIER D ESA HERAFIN =R T N—k T
v GEIEFHAHEZ) WA OEMTIE, — Iy 7mTax %y e LT 18mg 1
DEAEEEEEGREE L TREETLHBRE (64 BHohzbon, 6 fif
5 B GO ESA TER Al OG- &2 m & (4500 IUELL ) THY, =HR=F
v RN—=4 XA (Bl z) BAOEA T T u T 2 22y hOEHEE K
MG EE LTRE OBIENEm o T2DIE, B 5-a1D ESA FEHA|I O 5 &1
HBLTWbHEEZLNT,

PLE S, BSA FEEALOMEAF O ND BTk LT, At 8 FEO A EEME (1, 2. 4,
6. 8. 12, 18, 24 mg) T T Hgb (HZZEICHEL 4 HIZ 1 BIOHE CEEHEET 5 Z & T,
Hgb B % FIEHEIPHNICEE « MEFF S5 Z LITRECTh o 72, K O#ERE TlX 12 mg £
TOHEGETHT-M, —Hd ND B3 (Rl ESA fEHF) TIX Heb % BRI IZ 2]
TE HERFT A 72010 18 mg XX 24 mg BMETH S &2 bz,

1.8.3.1.2. mi#&EH (HD) FH
1.8.3.1.2.1. FikAE

<Mk - HE>

W, RANCIEA T e T 2 A %y hE LTI El4mg ZBEHEE L, 1 H 1 BROKST
Do

<FRERIL >

ENE N FEERER (204716 3BR) 12BWT, ESA FEfEH D HD BE 28 ffllc ¥ s o X
o NOBEHE4mg 2 1 B 1B 4 BREES LR, DLTORER S Lz,
o PEH 4JEKED Hgb [HDR—RA T A )b O BIE4+0.79 g/dL Th o7,
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1.8.3. HE - HEEROZ OB TR

o HHA4FEMICR—RT A LD 2.0 g/dL BOEIK e Heb il LA 278 L= 48 1%
PO BIIRIN DT,

o BHTEADHIRE K OHERREAT OWERFE OG- 4 IHFF D Hgb [EDR—AF A 27
D OB L EIL, ENEN+0.85 g/dL, +0.75 g/dL TH-o7=,

PLENS . ESAFEFEHO HD B ICxT 54 7T oAy hoOBsHELE LT, 1H1
Bl 4mg Z3IRT 5 Z LIT@EUTHDL L EZ BN,

1.8.3.1.2.2. DEAMBAE

<Mk - HE>

WH. RANCIEAY T eT 2 A %y hE LTI El4mg ZBEHEE L, 1 H 1 BEROKST
Do

<FREMRHL>

[EPNS I AHRER (201754 38B%) (23T, ESA s> HD B4 133 i, BiAED
ESA HEHANGEIVEZ T, ¥7a72A%y hdmg % 1 B 1184 BEEEG LR, L
TORRMELNT,

e Hgb F¥EITR—AT A VIFIZ 1094 g/dL [XNV_FF v 777 (BB
Hiz) BAIRET10.82g/dL] TH Y, Bh 4 HFFIZ 10.52 g/dL & X—R T A 2V nb
LK TFLEbOO, BEREHAAN (10.0~120gdL) Tholz, Fi-. KO
Bt (75%) 1%, #5 4 AEEOR—2F 4 o )vb 0 Hgb 2k & A3+1.0 g/dL D #iPH
WToH 7=,

o H4BEKHIIITD Heb HDOX—RT A L inb OYHEED, LR
Fr TAT7y (BlaFAiz) RHEETIX 0.08 g/dL ThH o 72DITH L,
-0.42 g/dL SAX T 2R L2 2 Lo TiE, 85 4 #FFO Heb FHIEIX

HIEHEHNTHD Z &, N—=2 T A U508 E (<042 g/dL) 1201754 &
BRICTIHSMEY—T U E LTRELTZ-1.0g/dL KD /NEDolzZ &0 b, %
IRINZEROHHIE T TIEWEEZ 2N, £, ZO%OHERNEIC
D\&5mmﬁi?mH@$ﬁ@@N—x§4ymED\m&ﬁ?&%@ﬁ
HHEFRR (DENEITERE) (3G 20 BRFE TIZRO AT RN &
D, ERIICHEBE R 5B TIERWEB X DT,

o Fh 4 HKFZ Heb A 1.0 g/dL BT L7z gkBraE 25 28 65 (21%) 1T B aLiz,
INHDOPEHREICOWTHERE 7 /LT U X AITHE 4 mg ZHERE L 7= R E
& 6 mg (ZHEE L7 BRE RN & 5 52 HlFE T Heb FHEOHERE 2 25 &
(post-hoc fi##T) | 5 4 EEFIZ 4 mg ZHERF L7290 Clif s 16 HF £ C©
Hgb fEDIK T3 L7 DTkt L, 6 mg I[CHE & L= g Tl 5 8 #IRFIC
X Hgb fEOIK FiX ik E 0 2Dk ERANRD Oz, ZORENG, ESA 7D
LT BT 2 A%y h~OYIE 2 %12 Hgb EOIR MMEM A2 B 25612
— BB RS 5 Z L CHgb A L 0 EUNICEE TX %A ﬁﬁ%@éﬂto
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1.8.3. HE - HEEROZ OB TR

o  BHABEBFINR—RAT A4 U NEO 2.0 g/dL ORI Heb EH- %2/~ L= 1X
R LR T,

PLENS . ESAEHO HD BFICH T4 a7 2 A% v oYU ZEHEE LT, 1
A1E4mglIFFASNLIbDEBZ B,

1.8.3.1.2.3. Hob [EZ BESHERNICRE #iFT5-DOAE

<Mk - HE>

LIgid, BEOREBIIS TR EZEEHET 528, MR T H 1A 24mg FTET
Do

<EREARAL>

[ENS L AHRER (204716 #BR) (23U T, ESA JEfIH 0 HD B4 28 #illc, %5 4~24
ﬁK%WTﬁfﬁ?115VF%ﬁiﬁ%TWﬂ)XAL%WINMmg®EITIEIE
B G LI, LT ORERBS T,

o Hgb ‘VHEITES 8 MFRFIC BARGFPHNICEGE L, £ 24 HIRFE C B IEFIFH AN CHE
B Lz,

e Hgb fE2S BEEFEFAANIC %oﬁ%%%% X, #5 8 IR RS OWERE (71%)
C Hgb a2 BAZGEHNICE L, 2 OFIEITH 60~80% TH 5 24 HHFF £ THERFS 1
72

e Hgb flfi7s BIEGEPH FIRICHET D £ TORR O RAE (25%., 75%5) 1%57.0 H
(29.0, 57.0 H) ThH o7,

o PBH AWERFLIEE, 4 BEOHEREIZLY, F5 8T 0~18 mg OHPAIZ /A L
R GO 583 12 mg LT Th o o BRE DS 0 2 H T,

o KL EOTRME (25%. 75%41) 1X4.0mg (2.0, 6.0mg) TH-oiz,

o MG EN 0~12mg Tho o BRE 1T 96% (27 #) & K% HD,
18mg L ETH S 7-8EE 1316 (18mg) DA TH-7-, 18 mg &5
B L7 16T, R 2@ U T Heb 75 B ASEPH TR 2 HER L7

o

FEINEE T AHRRER (201754 386R) 128 T, ESA fEFH® HD B35 133 filic, #5 4~52 38
IZBWTC, 75 a2y y bEHEFET7T VT XLIHE0 1~24 mg OFIPET 1 H 1[5
B LTRER, LUFORERBE LT,

o Hgb VL, 1M 208 L C HARGIPHAN THERS L7z, Hgb “FIMHEIZN—A T A
YINBEE 4 FRHZRORMET L2y, &5 20 HFFIZAR—A T A U LoULIZRY |
B 5. 52 I E CTLE L C HAERIPAN THERS LT,
e Hgb fllns BIEGFHMNIZ H - I BREBIAIEL. RX—A T A VHED 79%M 55 4~16
TFEIZ 65%HITIZIA Li2b DD, Be5 20 BRI 82% & N—A2 T A ¥ L-YLZE
0. &5 52 HFFE TR 75~85% THER L7,
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1.8.3. HE - HEEROZ OB TR

o BH 4ERRLIEE, 4 BEOHERAEHICLY ., &5 EIL0~24 mg OFBEIZHA L,

BB 5B 12 mg LT Th o - BRE BRIy %2 5O 7=,

o K EHEROFIME (25%. 75%51) (£ 6.0mg (4.0, 8.0mg) Thoiz,

o HEEHED 0~12mg Th o T HBRF 1L 93% (124 fl) & KA HD,
18mg L ETH S T-#RE 1L 7% OB Th o7z, 18mg U Exfikfk b L
LCHERLZIOBID S B, 561 (4%) 1 XA MEFEFEMIM TS (85 40~52
HAEE) > Hgb “FEIMEIL B EEEFA A ﬁﬁénto%®¢fsm B350k
FEEHmHIR T (5 40~52 F) (Z361F 25 3 [l & T 2 [H2LE
18mg b L <124 mg ﬁ)ﬂﬁéﬂf:o

o HIAMD ESA EHA OG- &M EHHE (6000 TUMELL ) O TIE—MIZmHE

(18 mg, 24 mg) ZHEMZEGELETIWREDAOLNTZ DD, FilEH D ESA 1E

HRIOEGEEZMDT, ¥7aT7 2 A%y hOFEGIZL Y Heb FIMHE T B AZHH

PIZHERF S U7z,

o HIAWEED ESA A OFEE ZMbT, F¥7'mT a2 X ¥y hoEIZEY | Hgb

BT BAEGHNICHERF ST, X7 e T 2 A v NORKEEGEIZOWT, FillE

JED ESA {EHF OFEEH CTEWTA DR o T,

LLEMNS | ESA FEMEH KR OMEM O HD A ICH LT, At s MEO &M (1. 2, 4. 6,
8. 12, 18, 24mg) |2 T Hgb lEEZZSHBITHEE 42 1 [BIOFEE Tl B+ 5 Z & T,
Hgb % AAEFEFHPNICRIE - MEFFS B D 2 LIXARETh » 7o, KER OWERE Tl 12 mg £
TORGETH o728, —i80 HD B3 (F5IZ ESA fEH#) Tid Hgb fE% B ZE&EFHNIZE]
B MERFT A0 18 mg YT 24 mg WM ETH D EEZ BN,

1.8.3.1.3. EiE&EH (PD) B&
1.8.3.1.3.1. Bk AE

<Hik - HE>

WH. RACIZE 7aeT 22Xy hELT1IE4mg ZBGHEE L. 1 B 1 EROEET
ZDO

<BXTEARIL >

[EINE I ARRER (201753 3ABR) 1B\ T, ESA HMEHD PD BE 3 HIICF T T o 2 4
v NOBMEHRE4mg 2 1 A 1[4 EEG LR, &5 4 BB T, X"—=ZAT 1
M5O Hgb fEO AL EIZZENEN+0.2 g/dL, +0.9 g/dL, +2.0g/dL Th o7z, 5 4 HIKFIZ
R—=R T A 5 2.0 g/dL BOZ R Hgb ER- 2R Lo 1T bz o 1z,

PLEDG, ESA JEMH O PD BBFICKIT 24707 2 A% v FOBEHES LT1 H 1 [H
4mg ZIIRT 5 Z EBRKFFES T,

1.8.3.1.3.2. DEZREAE
<HiE - HE>
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1.8.3. HE - HEEROZ OB TR

WE., RAZIZF 7T axZy hELTLEI4mg #BsHEE L, 1 B 1 ERRO&EST
%

o

<FXEARML>
FEINE T AHRER (201753 3BR) 1B\ T, MA@%¢®PD$%ﬂﬁV\ﬁ%%@
ESA VEHALHEIVEZ T, #7u7 a2 X%y Mmg a1 B 1[E 4 E@EES LR,
TORERBE LN,
o XU TaRHy bA~OYRRZIE, 5 4 HEFO Heb \EHEICERARIICER D H
LEIR SN0 o7 (015 gdL) , 7o, KBy O#ERE (75%) 1%, 54
FEED Hegb 2L E:723+1.0 g/dL DFFHN TH - 7=,
o N—RTA O HgbEH BIEFFAAN (11.0~13.0g/dL) Toh o 7zgklreE (28
B . M OVERERPH TRRE X 0 IR o 7R (24 ) oW o £
WCBWTYH, Uk, &5 4 EEO Heb VHEICERKMICEFZDH D Heb
EEMEDOEENI A bR oTe (BIEGIFHAN Th o 7o 9B @ -0.27 g/dL, H
FEEPH R IR L 0 AR - 72988 E £ 0.00 g/dL) , ~X— A F A > D Hgb fE73 A
ERIPHN T o 7oA CTlL, KF-O#ERE (71%) TG 4 B D Hgb 4
{EED£1.0 g/dL OFHFHANTH 572, X—R T A > D Hgb [EAS B IEEFHN TR
il L VAR o TeBRE 2B W Th . RFEOEERE (79%) 1345 4 HIFFD Hgb
AL E3+1.0 g/dL O#EPHNTH - 7=,
. &54 ARFIC_R— 2T A L5 2.0 g/dL BBOEIE 7 Heb F57-Z2 7R LI- 45k 0E|
2% (14 Thoto,

PIENS, ESAERHO PD HBEICKT A2 X 7 aT o2 A% v hOYEZBHES LT, 1
H1[F4mgl3l@#YTHDEBZ LN,

1.8.3.1.3.3. Hgb {EZ BiZEHRNICEZE #iFT5-ODHAE

<HiE - HE>

Lgid, BEOREIEC TR E2E T 528, KmMEE 1 H 1\ 24mg £TET
ZDO
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1.8.3. HE - HEEROZ OB TR

<EEARHL>
FEINE I FHFRER (201753 3ABR) (23T, ESA FEMEH O PD B3 3 fillc, 5 4~52 1
IZBW AT aT 2 AKXy M HERH T /LI U XLIZHE 1~24 mg OFFAT 1 H 1 [A]%
H LR, UToMRENME BT,
o A3 HINFEE 12 EFE TIZ Heb EAY B AR BN IZ 2 E Lto%®% 25 2 Bl
Fe 5. 52 R E TIRERIE A 552 T L, 1 B3 $ 5 32 ERFIZ B AP FIR 28 % 72
A BRE . Heb i35 52 MM E € BN THER L=, 53% 1 %% H IR
WTHER L7y, AEFROBIUTL Y &5 36 HRPi#ICIRRER 521k L7z,
e  Hgb 7 HAZHLPH FIRICEES 5 £ TOREMIZ, ZHEN29 B, 57 H, 84 HTH
277,

o JREHIMHFOREEIZ4~12mg Th oz,

ENE ILARRER (201753 38B%) (23R T, ESA i PD i 52 i, %5 4~52
_kWT&7D712&yP%%iﬁ%TWﬂ)XA_%MINMmg®ﬁ.T1Hl@&
H LIRS, UToENME ST,

o Hgb ‘VHfEIL, £5 12 HIRFIC BEEFEFHANICE LI-0b, 5 52 MR E T B ARG
WIZHERF ST, ~— AT A D Hgb B B AEEGEPH T IRME L 0 AKAH > 724, H
EHEIPHN T o o TSR AENT L 725 R, ~X— R T A 0 Hegb fE)S H EEHLPH IR
il X VAR o 72 SEFH Tl G- 12 BRI BEEEPRICE L, 0% S 52 lRFE CH
PRGN THRE Lz, £72, X—RX T4 O Hgb E) HE&FAN TH > 724EM T
FN— 2T A B G 52 B E T H BN THER LT,

e Hgb E2 BARGEPHNIZ & > TR E TN BT N—RA T A VI T 54% ThoTo, &5
0 FARFIZIE 74% D HEERE 2 HEEEEPHNICE L, T LIRS 5 52 I £ T 70~
90% CTHER L 7=,

o BH 4ERRLIME, 4 EEOHERAHICLY ., H5EIT0~24 mg OFPEHIZHA L,
B 5B 12 mg LT Th o - BRE BRIy 2 507,

o KL EROFIME (25%. 75%51) (X 6.0mg (3.0, 8.0mg) Tholz,
o MG ED 0~12mg Th o T WBRE 13 83% (43 fl) & Kima Ho,
18 mg L ETH - -8R 1T 17% (9 ) ICH BT, 18 mg UL L% k&5
EELZIOBIDOS B, 76 (13%) (3ALMEFEERHMNIIFE (&5 40~52 HEF
)@H@?ﬁﬁiﬁgﬁlﬁ’%ﬁéhto%@¢T4W(Wﬂﬂﬁ%$£
SRR T (%5 40~52 HIF) 1281 5 3 Bl FAEFRE < 2 [ E 18 mg
H L<IE 24 mg DAL ST,

o HIAMED ESA {EHAIN @ HAEOERM (4500 IUAHLLE) Tix—#icy 7 a7 2 A4
vy hELT18mgllEomEME (18mg, 24mg) ZHEM&EkGEL L THELTD
WBRENLONTZH DD, FEHD ESA EHAIOFR G &S, F7rF a2 X
2 NOEHIZX Y Hgb FXIMEIE B EGGFANICEE - #RF ST,

o HIEMRD ESA ERANOHEA MDY, ¥ 707 axZy hofHIZXY, Hgb
VOB B ARSI NI BIEE - HERF S 7z, RINRIR O ESA ERAIN =R F o _X—%

May 15 2020 15:43:46 1.83-p.9



1.8.3. ML - HE,OZ ORTHRIL

N (B x) BMAIOEMTIE, Iy e T2 xA%y FE LT 18mg
MbZ e Gl LTREE T 588E 96 BAabinizboon, 9 fFH 7 4]
DSRNAEMED BSA EHA OB G- ENE AR (4500 TUAHLLE) THhY, mR=F

N—g A (Blalfz) "EORRTY v T 2 24 v FOmm &2 Rkik
B L LTBRE OB RN E N> -0, BEHRTO ESA HEHF OB G- & h 2
LTW5 EBZ BT,

PLEs . ESA JEMH KR OMEH O PD BF I LT, &5t 8 MEO HEEM (1. 2. 4. 6,
8, 12, 18, 24 mg) 2T Hgb xS BICHEL 4 HWHIZ | RIOMFHE CHEEET 5 Z & T,
Hgb 6% HAEFFHMNICENE - #ERFSED 2 EEFRETH D 2 LRS-, Ky OwEHE
TiX 12mg FTOHRLGETH 72208, —H @ PD B#H (FFIZ ESA H#E) TiX Heb % H
FEREPHPNIZRNE - MEFFT 572012 18 mg WL 24 mg NUETH D L EZ T,

1.8.3.1.3.4. BEE#EH (PD) . M&EH (HD) RURFHEMHSTER (ND) EEOSK

HEchOXyEhE, EhP [MRFMmBRE FRmBkEKt, FRmbkE, TV
AORIF > (EPO) BE. NESOEY (Hgb) {E] OFEROLE

Eyghhe, K% GERRMER JRLEREE, FRifEREL, EPO #AEE. Hgb ) DOfEHRMNG.
ND, HD KO PD & OEMIMICH & 272 2R35O b iviein- T,

May 15 2020 15:43:46

3 OOENE N AR (BESA fEH KR OYEEH O ND JBFE K O'PD [BE A &5 & L
72201753 3Bk, ESA FEfEMH @ HD BBF A2 %14 & L7z 204716 3R X OV ESA fEH @
HD HE 2558 & L7- 201754 #kBR) (BT 34H (ND., HD., PD ) 0¥y
BEE 7 10 7 7 A JVIZ ND K OV HD & (2, PD B3 CTIIIRER B 3K 30%(K L VEH
23FRD BT, WTHOERTH HEKFHNRIBREEOHEMNN AL TEY |
FEEFMICHEOZE T BRI L 72 5 Wi SEMBIHE D 2= RITRD b e o 7z,

3 OOEWE M FHFERIZI VT 34EM (ND, HD, PD B4E) @ 5 HgkIRimEk
IRIMER M M OVRIMER$L 2 bhilis L7= & = A ESA 6 oo HD g oMk IR ek~
FRILER EE K OV ESA i F o0 HD e ORIM BRI A B & . W o] & 1 e
TR HR—=RT A Vi HRGRIRMER /IR fLER K ORI EREL O HEIN AT BTz,
RHEMEEYEN R, EPO fiftr Ofs R, BEELMHM (ND, HD, PD %) T EPO DX
ISFEMEIC ZEN B DTN, T OFRERITERIRIICERZ O S D2 TIE R, ¥ 7mT a2
A K FD Hgb ~DOZNRICHELZ RIF S/ EF 2 b,

3 SOEWNG M FH5ER TD ESA £ ND, HD, PD & DHMEICHOWTIL,

1) Hgb [EOHER L, 5O TIIR—A T A AEC BIEGHN~OREL B L
7= Hgb Z b DiE N & Hegb EOHERIT R 2 D5 b DD, 5 28 MERFLURE L B AT 4t
NT—EER>TWVDH I L, 2) Hgb D BIEGFHOBIERITH 70~90% & —E L
TWHZ L, 3) kG RIT4.0~6.0mg (HFRAE) 202, #E422.0~8.0 mg
DHEPH (25%m~T5%5) TKREIT OBRE DRI TV Z L AR Sz,

1.83-p. 10



1.8.3. HE - HEEROZ OB TR

PLENG, PD BEICR LCiE, PDEBEEZXG L L N AERER (201753 #AR) T3S
WA L7 E - &4 352, ND BB HD RE O HE - HEA2Z3 &I LT, |
W E 4mg, UVEZBIMGHE 4mg, ARKBEGE24mg L3252 LIIRUTHLIEEZDLN
7

1.8.3.2. AZERUAEICEET 3 FBERVZOHRTERN
FIER OHEICEET 2 1EE & L TRE L-HE AT AR ERMLA DL T IR,

1.8.3.2.1. REHEETRREEORRHEE
R I BR Y 7] 15 ] - U1 G oA Va I O AR 17 BRI M B s FR - D B A FH &
BRI OA~E 7 B U BEEICS LT, UTFTORE TR G ETAZ L,

~NET R URE AFIPIAEHE (1A 1[E)
9.0 g/dL A 4 mg
9.0 g/dL UL I 2 mg
<EREARYL >

PRI LR NS (ND) EEORMHEDE (1.83.1.1.1.) &M

1.8.3.2.2. B SR
&ﬁiﬁﬁﬁﬂg&ﬁA X, TEREZSEIC1 BBETOME T EEITY 2 &,

Flz, RELELGAIE, KREERTLE D D7 &6 1 BEMRVWHETREGZHFHETH Z &, 72
B. %Eﬁm%ﬁot AL, A e b 4 EMIER—-HEEHERFT 528 &7 508, ~
B EURENAIIC GBEUNIZ20gdL 22 5) EF LZSEAIE, EHO TR
XITREST D2 &,

BebE 1 2 3 4 5 6 7 8
AH 5 E| Img 2mg 4mg 6mg 8mg 12mg 18mg 24mg
<FREARHL>

HD B3 ﬂfé%nwmﬂ%QM%42Mﬂ6ﬁ%) S ONND 83 & OV PD B 1Tt
I 55 AR (201753 3R) TIXEIZ 4 HENZ 1 [BIOSHEE C Hgb IRE A HIE L, A5 8

FEEA D FHEERE (1, 2, 4, 6, 8, 12, 18, Mng)%ﬂ%vf\HgﬁE%}gbKﬂg;g%o
&, 4BEIC | BT OO HERB AT,

ESA ffH + FEH D ND, HD X O'PD BHE T, 5 4 HKFIZ 2.0 g/dL B Hgb EF 2R
L7 FIIIERICIR OGN TR Y | FICWTILOMBRE HIRE - HiET 5 2 & T Hgb AiZ
BHONR T 2T LI, MRERROAEFRELLLNRN-T-Z &0 D, Heb 23A
W EH U728 TR IR 2 = &, YIS Heb IBE LR 2EHET 5 Z L 3w
BThsdEEZLN,

May 15 2020 15:43:46 1.83-p. 11



1.8.3. HE - HEEROZ OB TR

WP 5-BAG 4 TFELARE, 4 FFNC 1 Bl OEE T Heb IBEZHIE L, AFF 8 FtHO H &
BE (1, 2, 4, 6, 8, 12, 18, 24mg) Z MW T, Hgb fEX° Hgb Bk mICHESE, 4 HEIT 1
BEEF oD & AT > 7o fE R, ESA I - FEEH D ND, HD XU PD & DWW id
£H Heb EIE BARFPANICEGE - #ERF S, ZeMEIcfBEITRO onR)o7, LLED
b, BG4 HLRE, HEFRERT 4 B8E G2 B2 H@%f@m%%mL/H@
fE<° Hgb Z b &EITHAD X | MBERGAITIE 8 BEEo & A2 H W CREAI 4 B2 1 BRET >
HEREIZITO ZLiInYg LB 16T,

1.8.3.2.3. BHEICET SRE
BREOWERBRLIV X T 0T 2 24y NOBBRIIBEOEBLEZ T bl b, KW
55 T AHRBR CIIAF O FEICREFICET AHEITRITTHEEL -2 &b, FEEHIETDH
BHEICHETOIBEIIARELE X,

May 15 2020 15:43:46 1.8.3-p.12



1.8.4. FHEDEE () KUZE DR TRIL

1.84. FALOEE () RUTOHRTERNL
KFNOMEH EOEE () OBRTEITHI--> L, KFOLEPET—% 32— (CCDS) .
BRI A BRE - 2hI & LR T A AR IMERE IR 8K (R A TVEFHR T 7 v ) v,
INETEDY V) KUMLO HIF-PH fHESR (=L 2V §E) ORMNIEFEELSBITRE L

776

FERALOEE (X) REHRBL

1
ARG, IMEZE, OEZE, MiZEeEoEE R MRIERE (1. AROIERKF X
NH O, EICEDLBENND D, AAIOBGERMEANC, B0 . MARTEREN I
FEZE, DAEZE, MERSOAINER OB OFREL SO |DAREERH D720, il

MARFEARIED Y A 7 3l L= EC. ARFIOBE O A2 HEIZ |0 HIF-PH LK & [

W5 Z &, £, ARG HIE, BEORELZ I |12, EEMEZET 20

L. [MARZERIED DN D EIEIEIROBBUIEE T 52 &, M |[BEZ2ERE LT,

RRIERRE N DN D IEIR D B B O AT, BT E R

Ba%2dor o8& ET02L, [9.1.1, 11.1 ZH]

2. ER (ROBHEIZEFHBEELEWNI L)

ARFND RS WS BOE OB D & 2 B3 2. EISLOREE

FIHE LRI LT,

]ill|ﬁ

-5
=

5. PHEEX (IZRICEET 5EE
R I BRIE HRI A 7 A C ARG O A ORI 5B 0 B2 |5, ARAIOIRH KIS % i

L PRI MR B R B R OMEBSENT R Tl T/ B iR [UICEIN T 5 720k E L

FEC 11g/dL R, MEENTHRFE TlI~E 7 1 B BE T 10g/dL |72,

K& 45,

7. BERUVAEICEET 58

7.1 FOERENFEEFREETRABOFEHESRBTEHBEEEZD (7.1 AFOENE 111 4

Yz ke AR O FBR AR T HS
BEBRE O~/ n BV BEIS LT, UTOHBTHRGZH [ TRE L,

M HZ k.,

~NES BB URE AR E (1 H 1E)

9. 0g/dL Al 4mg

9. 0g/dL LI E 2mg

1.2 B 525 R 7.2 AAFIOENE 11T HH

RGBS BERGEITE, TRESHID 1 BB OMESUL |2em o 3t8p i 2 H S0
BEZITO 2 &, TRERIE LTz,

Elo, REELEEITE, IREERTL D Ve < &b 1 BPFF IRV &

May 15 2020 16:19:24 1.84-p.1



1.8.4. FHEDEE () KUZE DR TRIL

FERALDOEE ()

gg
filt
i
=

THREEZHATLZ L, B, HERAEHZITo TSI, 72
CEH4HEMIIFE—-HEZMR T2 T2, ~E/rbEY
RENZMIZ AHELNIC 2.0g/dL #2%) EH LIESGEIC
X, NI E X IIRET 52 &, [8.3 5]

B 1 2 3 4 5 6 7 8
AFA i G5 24mg

Img [2mg |4mg |[6mg |8mg [12mg |18mg

8. EELERNIEE

8.1 AFIFGEMGKIL. ~TJ 0 B BEN HERE CLET D
FTIE, 2B RIFREANE S 0 B U BE LRSS 2L,

8.2 AAIFEGHIX, ~E/m B RESAE 48T 1 [FIFRE R

L. B EOEMIERARS bk I +pEET 52

& AR M ERE AR 7 RA ORI BN T~ErE O
HEEE 2w < B0 LIZBAIT, L, D RS & OWMAEH O
FEBENEL Ipolz L OWENRH D VY,

8.3 ~EZ B URMEN 4 ELINIC 2. 0g/dL A 2 5%, AWK
FR UG A EECHIC R F R 5% @Y AR LE 24T
22 &, [1.25H]

8. 4 MLHEENT A M OWEBLEAT A (SR T ZRILERIE i A1 3 A
FRFNOFREBXEHVEH TIE, AA~OUFZ%IC~E 7 E
VIREME T T O2MANRO bNTND ZEND, AFI~DUIE
A DI ZTBRET D 2 &, ARGV XSG E1F. U
ABONET B REDIK TISHEERT D Z &,

8.5 AFIFEEHIZLVIMEN LR TIHIBZEAND DO T, MIEDHE
BT HEBE LR’ OEET S, [9.1.2, 11.2 B#]

8.1~8.3 AHIDEGRR
BRICIH VT, B ORI
BRAE R %8 L 7 ARAE
HOFRBRRD L2
ED D, EEMAR 2R
ToORE LT,

8.4 AKIOEWNE 111 48
RERIC BT, MRET
B K ONEREZEAT B T
ATVEHE D ESA O G-&
BWEE T, AAl~D
P2 BIC~E S m e
TREEDME T 7 i 7 2338
NI ENG, ZD
Lo mBETO~NES 1
R TICET 53
EWLE AT 72 O E L
776

8.5 AKIOEWNE 111 48
AERIZB VT, mifE R
OMLE EF-ofFEHEGT
AFEE o OVKE HEHE O [l
TRIEEThHH- = &

May 15 2020 16:19:24
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1.8.4. FHEDEE () KUZE DR TRIL

FRAEDFE (F) R EARBL

o, MJE EFICET 53
B 2R T 70O E L
7=

8.6 WEMIZIXENMETH D Z LD, SRRZIHZIIEAIOE G (8.6 AFIDOENG 111 41
21O 2 &, HBRIZBWT, 22K
NEENTWDHHA KT
A TR - T, SRR
HBaET D Z & 2R
FEfi G S CHESE L C
B, REIDHEE B
T 5= DIIT 5578k 0
FEPMETHD EEZ
BNDHZENBEREL

776

9. REDNDEREZAIHIBFICATLIE

9.1 BHHE - MEEZEDHDLEE 9.1

9.1.1 NEE, DHEE. MERFOEREE. XIFTNASOBERE 9. 1.1 AAOIERKRF X

DHdEE | MARZERRIE SR B

AR X MARFERIE A B S 5VIIFRT 28T RH | DAREMERH D720, i

%, [1.. 11.1 8] @ HIF-PH P 2K b [AER
2, FEEME AR 72D
BE LTz,

9.1.2 sEE+*&EHT58F 9.1.2 IfJE EHFITESAIZ

mE ARSI BENRH D, [8.5, 11.2 ZH] LXARERE L TaBR
TkO., KHlGIM+EE k-
AEEHEREAET LW
BN D Z ENDIER
WAL 2 e 72 DR TE L
776

9.1.3 BHESZEHTIEE 9.1.3 AFIOERAERFE X

AFNEHC L0 BB ENTTET D AREMENH D Z L h, B |0 | BN S

JEENEET L 8ZN00RH D, AIREMEN B DT, EHE
WARD 237 ORRE L

May 15 2020 16:19:24 1.84-p.3



1.8. 4. il LOoFE

(R) MOZ DR ERIL

FERALDOEE ()

gg
filt
i
=

9.1.4 1BMEMERFMIEAE. BRZE. BHEMEBEEREEE. #
RRRAREFEZEHILEE

AFNE AT L0 MBS AR TOET D AR 55 Z L b HEIE
Hiln2dh sbhskznnd s, [11.2 ZH]

9.3 FFHREIEE RS
AHOWEEEET S L & blo, BEORELRICESET 5 =
Lo AH g & HRIE R O ORFAEIE T#  (Child-Pugh 4%
A JURB) (ZHUEIR G L72BE, AAID Cnax O AUCo-w73 5. L
too EEOHFHEEIS T# (Child-Pugh /0 : C) &A% LIk
REBRITER LT ey, [16. 6.2 2]

9.5 1EiF

TEAw SUTIEAR LTV 5 ATREME D & 2 e MEIZIE, TR LA 4NN
fubrtEz ERS L HEr SN DERICORZE S D 2 L, KA
VICRATS D AIREED B D,

9.6 AR

W O R ORI O A LM% 518 L, AL ORERE 1T
PULERFT S 2 L. o b ORIUINCAT &R 0 LR,
R 10 A O MIER I AR BALE &b, AR
LIBT3 T b B

7=

9.1.4 ARHIOIEHBEF X
V. NEREH I B S i
HAREMEN D DT, 1E
B A LT 72 O E L
776

9.3 AFNTEITHFRHIC
Ko THatt =, FHReE
T Z x5 & LICARA|
D Jif A FEHE R D FlAE 7)>
O, B DR RERE R

(Child-Pugh Class 43¥8
A) KON EE O PR RE
% (Child-Pugh Class 4y
JH B) AT DHEREI
BT 2 AHI DOURFE R,

JHHERE A3 IR 72 iR |
FbT AUC K OF Cmax 234
ms % ez, &
JEDOHTFEREME  (Child-
Pugh Class 23%8 C) % F&
TORRE ARG L LT
B R AR 1T 58 hE S v Ty
RN LINBERE LT,

9.5, 9.6 AHIDOIEERIK
ABRIZBNT, A2 E
MZxt L CEnmEE, i
AN VSRR E 2o &
RNZ EDNTRIBE STV
D03, ST O
BRI | A O B R AR
MO LTI Z E bR
E L, £, 25HE#R
& U CTARA O B8R D

May 15 2020 16:19:24
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1.8.4. FHEDEE () KUZE DR TRIL

FERALDOEE ()

REARHL

9.7 IMNR
INREE ARG L LT ERIR

FBRILSEE L TV,

AERASIE LT,

9.7 /NEEEXSLE L
g A e BRI 5 L TR
WZ EMMBERE LT,

10.
AFNTEIZ CYP2C8 ([ L WG S5, [16.4 &[]

HEER

10.2 tAEE

(FFRISEET S &)

B&FF - fEBRIAT

FEFN 4 BRAREAR - FEE 71k
CYP2C8 [HEAI | AFIDO/EH A58
VA== N VS S oy aWikY. sV W
v . UFHT 256
FUXRTYNE, RAIOWBELYE
AR ETnElblz, B
[16.4, 16.7.2 |FHOWREAHEICE]

2] BIHI L,

KENZ S T 4T
P (ENARAG
EOFH L= E Z A,
AFN O i PR E
Hl7z,

7 R LILVED
CYP2C8 FHEEVEAIC
0 KEIO i
FEN ERHT 5,

V77T Y
[16.4, 16.7.3
2]

AFNOVEF D IET T
HBEENKD LT
W, T 256
X, BEOIREEA
HEICBET L L,

U772 D

CYP2C8 FHEAEHIC

0 KEIO iR
FEDME T3 % mTRENE
N5,

10.

ARAFN DAL EIZ CYP2CS
NEET 2720 E L
77

10. 2

AFN ORI IZ CYP2CS
NEET %72, CYP2CS
PEE A & A4 & DHF
B2 &0 RAN Ok % &S
FHFDEREER S D 2
EMBLRRE LT,

CYP2C8 FHEHK & O I
DN TIERBR D ESE S
TV, FREED
CYP2C8 #HEHK (U 7 7
v ) EARAIE OPFH
52 X0 ARF| O &
PMET T2 ATREMEN & 5
ZEMNLERE L,

1.

ko

May 15 2020 16:19:24

Bl{ER

HER AR MARSE (0. 3%)

ROBWERR S EHOND ZLRHLHDT, Bl
WSRO NG A I3 G 2 ik 5 7 Bl R 0LE 21T O

1.1 EXGEER
mieZEE (0. 8%)
fAEZE (0.3%) . MZERRAE (0.3%) . MEREEEAREAZE (0.3%) .
L AAAX 2T =T 7R RAMBIE (v b

AT

1.84-p.5

ﬂ\
-
~—

1.1 AREIOVEREF X
V. MARTERRIEN RIS
HAREMEIN D D=0,

@ HIF-PH PR K & Ak
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1.8.4. FHEDEE () KUZE DR TRIL

FERALDOEE ()

REARHL

PZES)  (HERH) ZoMBRERIERHLDONLZERNH 5,
[1.. 9.1.1 ]

1.2 Z0fbDEIER

2, EEMLE AR 728
RIE LTz, BIWEHIFBUEA
VX, AFIOENG 111
FHFRBR DFERICE S X FE
L7, ENE I FAR
BRIZH W T, BRI TE
Al & 0 AHA & OB H
0 &R S AT IEB AN e
Mo TNAF 25 —T
T AMAREE (v > R
FBAE) |z TR THEfE
R EEtd LT,

11.2 AFIOEWNZFEIAE

AF 500mg ) A HEK G L-FHS, SERCH GRS CEO. W
E) BROLNT, AFOWERGIZI D ~ET v B REN G
PRI T 28FNRH 5,
) ARFNOAT S - fem HEE,
13.2 ALiE

AR OWE « IREEDOE R EZ1T O & AANTEWE AR
BREAT D20, MKEITIZ X0 ERETE 2 AlHerEidgun,
[16.3.2 BH&]

1 A 1[[ 24ng TH D,

19%A it B OfE RIS & 0CDS
iR AP B H 1. EHBICHE LT,
W HEUE WEUE (82, K
R, ZRRZ)
T e Ifn
13. BEHRE
13.1 fE4K 13.1, 13.2 WEREIC

B LT BN TV D IEHR
K OB 7R AL [ 2D
T. CCDS [T =
7=

RE L

14. BRALDEE

14.1 EFIRFHOEE

PTP BIEEDFEHFNL PTP > — M B L CIRAT 2 L 9 585
HZ L, PTP v — ROFAARIZ IV | VS 0 A3 B G RS R~ A
L. BIZIIZRILAE B T L CHERIRRSE D EE 2 A OHELZ DR T 5
ZERDD,

14.1 PTP (Press
Through Package) ‘&EIED
AN HBmOEE TH D

ZEMBRRIE LT,

1.84-p.6




1.9, —fXmILLRRICIR D 3E

1.9. —BHIBWHICRIXE
1.9.1. JAN
R 29 425 H 9 AATSRASEFEFE 0509 5 4 510 K @A S vz,
JAN (HA%) X 7aTFa2AH v |k
JAN (3 44) : Daprodustat

1.9.2. INN
WHO Recommended International Nonproprietary Names: List 75 (WHO Drug Information,

Vol.30, No.1, 2016)|Z daprodustat & L CULE 4L T 5,

Aug 09 2019 12:34:24 1.9-p. 1
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1.10. EX - IREOHEEEERTHOFLY

L4 - Bl

N-[(13-TV¥ 7 u~F i~ Rr246-b)AXH VY I V0540 h L
R=W 7 Vvy B4 X 7aT7a A%y b)) ROZEORHA|

1 2C

O N O
e ‘
N N\\/CC)2H
0O O

RIRE - VR

(ERESENIIN

& - &

1A S0 1 s R

7R 1 R i ) R 1 A CARIBIR O % &

WHE., RAIZE 7T 2 A%y & LT 1E 2mg XL 4mg Z B &L
L. 1B 1EROELST S, Ditkid, BEOREBICE U RS &4 8T
L0, EHEZX1IH1FE24mg £ TET 5,

I ER & MR - A H 80 2 556

BE. RN T T A%y hELT L El4dmg ZBsHEE L, 1 H 1H
BO#bt+s, Lk, BEOREBISCCERSELZEEMBT L0, &6
wIXIH 1B 24mg £FTET 5D,

25T A

BE. RN T T A%y hELT L El4dmg ZBsHEE L, 1 H 1H
BO®bt+s, ki, BEOREBISCCERSELZEEMBT L0, &6
X1 H 1B 24mg £FTET 5D,

B DFRE

Hiflan kO

Sy - R

FUR . X 7aT 2 AH v b

BK . ¥—Tmy VEE 1mg (1EERX T 0T 2 X%y K
F—T7uavy7hE2mg (1$ERFX 7T AKXy ks 2mg &FH)
=Ty rkE4mg (1ERFL T 0T 2 A4 v Fdmg &4)
A —T7uavy 7k 6mg (1§ERX 70T 22Ky kN 6mg &H)

1 mg &A)

2k YRS D BF. 0 (mgke)
<7 R 1500
v b 1500
S X >180
% >600
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lies MRS Tt F 5 B E-R e b & HERE: R
(mg/kg/ H) (mg/kg/ H)
~ A 13 JH[H] £ 3,30, 60 3
>3 MRARMERE O RAE, PRGN S, MRRBES L, BB AR ERR
TERL

>30 : RBC, Hb, Hct OEfE, AR Y > SBREOEE, /MR
fE, MG V7 F=ORfE, MiF7 /v a—AOMRME, Lz - 5
O - A A PERRAE L, MBS, DFPIEZEE  JUE, KRENIRS A
HEREMERERIR TR, BIROBEIE, JRANE A FAE, AFH A PER A
AAE PR O FFRRBRAMEZS R . MERE DB IRZSME . B2 IBE B O e 2

DR, —RIRREE L, REEMELK OEHEEOKME, MIERFEOH
FafRo> U > SHHEREESE - 2, HBOUL A
vk | amm | #&n
>2 : JRgBEAME L, BRI ERE A AR
>7: RBC., Hb XU Het DEfE, MIHHREHAOIEKME, IREOL A - 185
>20 : MRARMERE O EME, BEMmER, ek, BB & ORI R O &
8, /MR EOARAE, FINRE PRI IRzl (IRRGZEME)

v [ 13@M [ #n [0.8,4,20,100 ] 4
>4 RAMERE L VY 2RI O AR
>20: JETS, DI FE AR, RBC, Hb, Het & OWERAR M BRkEL 0D i
MR OARAE, MIESROIRME, BHERFEEER, Mg s &, O
f&DFREAE, OFEMAR, M, DNFEE L OWHAE, BB
ZEE S oL, BRROMIE, i, FREIRME G FRIEE K O MR
B OHOMBSREORFTANE. IBREOUL A - 185, FIE T RMEMER
. & M E NIEOIEE, BB OER, BBRO U 2SR

ESEME N

2,7,20 | 2

e
100 : —IRREEAL 0> 7= H7BR 60 H I 5 ik
Sy b | 26dm | ®&n | 084,10 | 4

>0.8 : PURK DR fEF8 IR
>4 : RBC, Hb U Het DEfE. AAHI Y o/ SERE K UM/ MR D K fE
10 : 3BT, —HeREE LD - OFRER 20 @I G-H 1k, #RRERE DR
i, P EREOEME, BRIRIFEGERER, MRS S, 2T
LfEsR (W, Bk, Mg 8. =5 5§h. 8. BREOERE) |
IREOUS A, MIROZENE B, FIBEEOIEXR, Ligo i (L5
ATE) | AT ORI, DR R O, B8, Bl
FEZE, BB, 5 7-FIAE, MR IEVEIRANE . A T USRI s
Al i K O ZERE (Ch3EFR.OPE)

4% | 4mm | #n | 3,309 | 3
>3 : RBC, Hb, Hct & UHERARMERE DM, B HHIRZFERIE T A
>30 : AR, WORGE, MErL, ARERA . R BRSO O MR E O EN
KA MG ZARMLER, RO RS T, PR & T, Mo
EAZERSEIN, Mo V oo ek
90 : —HRREEAL D 7= DFBR 19 Bz GF Ik, G 7 v a— X0,
HOLZRMEDRD A - BB L O

A4 | wEm [ ®&no | 1,3,3015 ] 3
>3 : RBC, Hb, Het & UMERIRMERE O HN
30/15 « —fRIRIBIEAL, FBEEOMME, (KERD O DMED 35 17 HIZ
15 mg/kg/ B IZ IR, B REE MO, s T
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A A B Yoo | i@ | &n | 520,100 | 20
>5: RBC, Hb KU Het D fE
>20 : MR MERE O FE B, B3 EGE R
100 © A, WOME, BREE, M/ IVREKOIRIE, MIIROZENE, Wil i,
—EOBY (1~241) Thik, 55, HEHIL T, RBC., Hb LU Het DI
(@) | MERER, TAT I v, AT AR o OEE,
BEfF (il EE R AT

Yoo | 39@E | o | 3,10,50 | 3
>3 : RBC, Hb } (N Het OEME., BHi7RFEGE K
>10 : BRERAR, MBIRAR MBSO S, f/ MO, fif 2 L =—2
DA, BIRORME GFRLE, HOMBHD, 5o « W5, B 0k
) O IR
50 0 U L SEREROIRA ., BHMBIIRIE RSB, MO JIE (1 Blo 2,
MG TR OBUE 2 (o 70) | B O M2

EI1EH BIER (BERMREMERLEZET) HBLE : 68/794 51=9%
BIER (HBRMREMERELEZET) OE &t 64l
HL 4 151
2 I 4 151
MIE 3
M 3 5]
WHPEIE 36 &
Eaan TT Y« AI AT TA RS, JA  dwA
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1.12. RMIER—E

1.12.1. RMIER—E

F35 (WEICB9 5 30E)

MG RS ZA bv S eS| RERFEMST | WA Feifiak Rl =
3 (Daprodustat tablet) Quality 200648 A ~fH#f5e | GlaxoSmithKline i Z48 FEPE R AT

AR GEEARBR RS &)

IR 5 HA bV AR It 151 AR IS AT | R PGt Al 25
42.1.1
200642 H GSK-Collegeville
UH2008/00036/01 |Biochemical Activity of the Prolyl Hydroxylase Inhibitor GSK 1278863 A ~20084=3 H CKIE), sk B R FEA
(200845 H &7T) | GSK-RTP CK[E)
GSK-UP CK[E),
.. . . . GSK-Stevenage
2011N121507 00 é;ﬂwty l())rf1 II;r;)rlyl é—I)lfdrt(z)\iilazen (Ijniliztl)tglrt GiK 2278863A and its Metabolites in i()2 IOOIT;LE G, Wit PR =4
ous Y, Selectivity Y Assays GSK-Tres Cantos
(AA V)
e 200741 4 " e _— -
UH2008/00026/00 |HIF Stabilization in Hep3B Cells after GSK1278863A Treatment 200844 A GSK-UP (CK[E) AN PR ATl
Erythropoietin and VEGF Protein Production in Hep3B Cells Treated with 200642 A e I o —_— =7
UH2008/00024/00 GSK 1278863 A ~20084E4 ] GSK-UP (CK[E) A B i
. . 200742 A " e _— -
UH2008/00027/00 |Message Production in Hep3B Cells Treated with GSK1278863A 20084E4 ] GSK-UP (Ck[H) HESk NG R AEAh
i o o 2008428 /] GSK-Collegeville e - -
UH2009/00011/00 [GSK1278863A.: effects on hepcidin expression in Hep3B cells 20094E3 A CKE) 24N LB i
Effect of GSK1278863A and its Metabolites on EPO Expression in Hep3B 2011477
2012N134715 01 |+ ! P mHep ~20124E3 A GSK-UM CkE) | st R T4
s (20194E5 H 42T)
UH2008/00022/00 Mouse Erythropoietin Message in Liver & Kidney and Protein in Plasma after 20064104 GSK-UP (K[H) Wit PR =4

a Single Dose of GSK1278863A ~20084-4 H

May 18 2020 17:41:54 1.12-p. 1
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42.1.1
Mouse Plasma Erythropoietin and VEGF Production after a Single Dose of 200648 A R N o i =
_ [E] D by =7
UH2008/00023/00 GSK 1278863 A 20084E4 ] GSK-UP (CK[H) 24N NG R P
- . . . GSK-King of
2011N126015_00 [GSK1278863A: Erythropoietin Response Following a Single Oral Dose in 20114£10A4 . N - =7
(111211) Sprague Dawley Rats ~20124-6 A Prussia A PSR ¥l
CIE)
. 200649 H W e _— =
UH2008/00028/00 |Mouse Hemoglobin Increases after 8 Doses of GSK1278863A 200864 A GSK-UP CK[E) HESk NG R AEAh
. . 20064F10 4 " ; i =
UH2008/00025/00 |Rat Hemoglobin Increases after GSK 1278863 A Treatment In Vivo 200844 GSK-UP CK[E) I NG R FEAM
Determination of Erythropoietin Response and Systemic Exposure of
GSK2531401 and GSK 1278863 Following a Single Intravenous (Bolus) GSK-King of
20( 11 % ﬁﬁgjﬁoo Administration of GSK2531401A (Free Acid) at Nominal Doses of 40 or 100 fgéfgfﬂ Prussia fizas FENE R Al
mg/kg and GSK1278863A (Free Acid) at a Nominal Dose of 20 mg/kg to CKIED)
Male CD-1 Mice
GSK2391220A, GSK2506104A and GSK2531401A (M2, M3 and M13 GSPK;uIZ‘S?ag of
2014N208198 00 [Metabolites of GSK1278863): Subcutaneous Repeat Dose Pharmacodynamic 201447 H " N - -
icokineti i i CKE), st R it
(M70590N) and Toxicokinetic Study in Female Mice (M70590N) ~20144%11H
CK )
Effect of GSK1278863A on Muscle Function and Regeneration In Situ after 2013547
2014N197528 02 | o mase g ~201545 A GSK-RTP CkH) sk FEPE R &
& (201848 H B2 T)
Effect of Topical Application of GSK1278863A on Mouse Skin: HIF Target 201142 A GSK-UM CKIE), N i
201INT18983_00 Gene Expression and Systemic Exposure ~20114%10 A A FEPIRDEY %5
p Y p CEE)
Effect of GSK1278863A in three topical formulations on mouse skin: HIF 201247 H GSK-UM CKIZ),
2012N155204_00 target gene expression and s stemicpex osure . ~20154-11 4 s FEPEDE &%
getg p Yy p CK[E)
4212
Study of Effects of GSK1278863A in Various Receptor Binding and Enzyme 200748 H = § . =
7 /X N 1/ N =314
UH2008/00031/00 |10 C8 Sereen) 200864 B | s Pk ST A
GSK-UP CKH),
.. . . . GSK-Stevenage
20riN1307 g0 (S5 S e b GO s ebliosn) 2L | o™ | | e |
1Y vy v o GSK-Tres Cantos
(AA )

May 18 2020 17:41:54
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4212
GSK-Collegeville
. . .. _ 200642 H CKIED, e _— -
UH2008/00036/01 |Biochemical Activity of the Prolyl Hydroxylase Inhibitor GSK 1278863 A ~20084E5 1 GSK-RTP s+ FEPE B ]
CKIE)
.. 20064F11 4 " ; i =
CH2008/00030/00 |Effect of GSK1278863A on the activity of rat cyclooxygenase 200843 1 GSK-UM CK[H) st B R AT
Effect of GSK1278863A on gamma-hemoglobin Expression in Human 201245 A " e o =
- ES b LS EA
2012N145308_00 Primary CD34+ Derived Erythroid Progenitor Cells ~20124F9 A GSK-UP (OKTE) st FEAEDE Al
4213
I
VD2007/00703/00 |GSK1278863A: Acute Neurobehavioural Effects Following Oral 20074E11 A [ - S -
.. . . ™ s NG R AEAh
(R61028) Administration in the Conscious CD " Rat ~20084-4 ]
(77 A)
CD2007/01077/00 |GSK1278863A: Acute Effects on Respiratory Function Following Oral 20074114 " e o =
- ES b LS EA
(G07333) Administration in the Conscious CD™ (SD) Rat (Safety Pharmacology Study) ~20084-3 H GSK-UM CKH) 1A+ FEPIEERY ¥l
FD2007/00403/00 |GSK1278863A Effect of GSK1278863A on hERG Tail Current Recorded 20074-11H4 e 5 _— =
N Madlly =314
(V27962) from Stably Transfected HEK-293 Cells ~20084-3 A -(9% =) st PR i
GSK-UP CK[H),
.. . . . GSK-Stevenage
2011N121507 00 é;ﬂwty l())rf1 II;r;)rlyl é—I)lfdrt(z)\iilazen (Ijnili:tl)tglrt GiK 2278863A and its Metabolites in i()2 IOOIT;LJE G, Wit PR =541
ous Y, welectivity Y Assays GSK-Tres Cantos
(AA )
Preclinical Test of GSK1278863B for QT Prolongation and TdP Risk Using 200742 H Y s =
UH2008/00039/00 the Rabbit Left Ventricular Wedge Preparation ~20084-3 A CKE) 7 PR AFAl
GSK1278863A: Investigative Study of Acute Effects on Aortic Pressure, .
2012(1;111 13 15 99 53)8—00 Heart Rate and Peak Right Ventricular Pressure in CD™ (SD) Rats Exposed jgé??éfﬂ PGrSsIZ;f(u;Ift; HES HNEE A
to Acute Hypoxia (Safety Pharmacology Study)
CD2007/01078/00 |GSK1278863A: Acute Effects on Cardiovascular Function Following Oral 20074F11 4 e i =
_ M E3 N Ml =314
(G07334) Administration in the Conscious Beagle Dog (Safety Pharmacology Study) ~20084-3 A GSK-UM CKIE) A FEPIRDRY A

May 18 2020 17:41:54
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4221
CD2009/00955/00 |The Abbreviated Validation of a Method for the Determination of 20074E11 A
(GSK1278863MOP |GSK 1278863 in Acidified Mouse Plasma (range 50 to 50000 ng/mL) using U 20084E4 A s B A
LVALA) HPLC-MS/MS =
(77 R)
2010N109787 00 The Abbreviated Validation of a Method for the Determination of the
v Metabolites of GSK1278863 (GSK2391220, GSK2531403, GSK2499166 2007411 H ; - =
s s ) _ M TE] N padly E\/
(GSKIK;ASE]?)MOP GSK2531399, GSK2531398, and GSK2531400) in Acidified Mouse Plasma ~20084-3 H GSK-UM CKIE) 1A+ FEPIEERY ¥l
using UHPLC-MS/MS (range 1 to 1000 ng/mL).
2013N182744 00 [Quantitation of GSK1278863, GSK2391220, GSK2506104, and GSK2531401 20074-11H4 e N S -
_ 5 > > N e =]
(AHMI2) in Acidified Mouse Plasma via UPLC® with MS/MS Detection ~20084-3 A - (R i PR i
GSK-UP CKH),
Quantitation of GSK 1278863, GSK2391220, GSK2506104, and GSK2531401 2010411 f GSK-Stevenage
2014N198503_00 |in Acidified Mouse Plasma via UPLC with MS/MS Detection 201149 A (FE[H), iz HNE R A
GSK-Tres Cantos
(A )
2014N219756_00 [Quantitation of GSK1278863, GSK2391220, GSK2506104, and GSK2531401 200742 A st N =
(AHM1J2) in Acidified Mouse Plasma via UPLC with MS/MS Detection ~20084-3 A CKIE) -
CD2007/01258/01 |The Validation of a Method for the Determination of GSK1278863 in 20124¢3 GSK, King of
(GSK1278863RTPL |Acidified Rat Plasma (range 50 to 50000 ng/mL) Using HPLC-MS/MS 201268 A Prussia sk LB FEA
VALB) (Method Reference Number: GSK1278863RTPLVALB) CKIE)
2011N122686 00 [Supplemental Validation Data to “The Validation of a Method for the 2007411 f
(GSK1278863RTPL |Determination of GSK 1278863 in Acidified Rat Plasma (range 50 to 50000 00843 A GSK-UM (K[H) BiiZ48 FEPE B AT
VALB) ng/mL) using HPLC-MS/MS”
Validation of an Analytical Procedure for the Determination of GSK 1278863 200945 A a
2010N108487_00 [in Rat Plasma using Protein Precipitation and Liquid Chromatography with ~20104E9 f] ] st BB FEA
Tandem Mass Spectrometric Detection (LC-MS/MS) ([
2013N180658 00 |Quantitation of GSK1278863 in Acidified Rat Plasma via HPLC with MSIMS | ) 1o g e _ _— - i
Detection CKIE)
2014N219980 00 Quant.ltatlon of GSK 1278863 in acidified rat plasma via HPLC with MS/MS 20144511 ] — it TN 4
detection CKIED

May 18 2020 17:41:54
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42.2.1
2016N308027_00
= |Quantitation of GSK 1278863, GSK2391220, GSK2506104, and GSK2531401 .. | | . " .
(AJID2) in Acidified Rat Plasma via UHPLC with MS/MS Detection 2017 AR S CKIED A FEPIRDRY A
Quantitation of GSK1278863, GSK2391220, GSK2506104, and GSK2531401 _
2018N362125 00 [in acidified rat plasma via UHPLC with MS/MS detection - Supplemental 201843 H CKIE) s B A
validation data 1
CD2008/01209/00 |The Abbreviated Validation of a Method for the Determination of 200849 i GSK, King of
(GSK1278863RBPL [GSK 1278863 (range 50 to 50000 ng/mL) in Acidified Rabbit Plasma Using ~ 200811 Prussia TN FEPE R AT
VALA) HPLC-MS/MS CKIED
Validation of an Analytical Procedure for the Determination of GSK 1278863 200945 /] =
2010N108826_00 [in Rabbit Plasma using Protein Precipitation and Liquid Chromatography with 4N FENE R S A
Tandem Mass Spectrometric Detection (LC-MS/MS) 201097 I
P (#i[H)
( éggg;gzzg‘;—g& The Validation of a Method for the Determination of GSK 1278863 in 20114E6 4 GSI;I;E;?ag of NI - -
VALB) Acidified Rabbit Plasma (range 1 to 1000 ng/mL) using UHPLC-MS/MS ~20114-11 4 CRE)
2012N132981 00 [Supplemental Validation Data to “The Validation of a Method for the 201 14E11 A GSK, King of
(GSK1278863RBPL | Determination of GSK 1278863 in Acidified Rabbit Plasma (range 1 to 1000 201249 1 Prussia sk FEPE R AT
VALB) ng/mL) using UHPLC-MS/MS CKIE)
The Validation of the Method for the Determination of the metabolites of .
égg;lg 36931}2%(3 GSK 1278863 (GSK2391220, GSK2531403, GSK2499166, GSK2531399, 20124F5 1 GSI;I’IE;?ag of wan | aree -
VALC GSK2531398 and GSK2531400) in Acidified Rabbit Plasma by ~20134-2 A CEIE) ks - '
UHPLC/MS/MS (range 1 to 1000 ng/mL)
CD2007/01259/00 |The abbreviated validation of a method for the determination of GSK 1278863 .
L . 20074F11 A GSK, King of e S -
(GSK1278863DOPL |in acidified dog plasma (range 50 to 50000 ng/mL) using HPLC-MS/MS 2007412 Prussia CF ) 24N LB AEAM
VALC) (Method Reference Number: GSK1278863DOPLVALC)
Validation of an Analytical Procedure for the Determination of GSK 1278863 [ ]
in Dog Plasma using Protein Precipitation and Liquid Chromatography with 200945 H ] N —_— =7
2010N108824_00 Tandem Mass Spectrometric Detection (LC-MS/MS) ~201049 7 ] 7 PR gl
(EED)
Quantitation of GSK1278863 in Gottingen minipig plasma via UPLC with e _ N —_— =7
2014N213579_00 | ° o dorection 201544 A 45 CKIE) sk B R A
2015N232986_00 [Quantitation of GSK 1278863 in Minipig Dermis via UPLC with MS/MS 201547 7 [ _— - i

(AIGR2)

Detection

CKE)

May 18 2020 17:41:54
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42.2.1
2015N232987  [Quantitation of GSK 1278863 in Minipig Epidermis via UPLC® with MS/MS = e S -
(P1351) Deteotion 201547 A 45 CKIE) s+ FEPE R A
2015N237487_00 [Quantitation of GSK 1278863 in Acidified Gottingen Minipig Plasma via on s 5 — =7
(AIIA2) UPLC with MS/MS Detection 0ISFORHE CKIE) st PR i
2016N272071 00 [Quantitation of GSK 1278863 in Acidified Gottingen Mini Pig Plasma . o —_— =7
(AIIA3) via UPLC with MS/MS Detection 2016F5AHE CKE) i IR il
CD2009/00712/00 |The Abbreviated Validation of a Method for the Determination of 20094£8 GSK, King of
(GSK1278863CYPL |GSK 1278863 in Acidified Monkey Plasma (range 50 to 50000 ng/mL) using ~20106E1 A Prussia sk BB FEA
VALA) HPLC-MS/MS CKIE)
The Validation of a Method for the Determination of the Metabolites of .
(ggli(l);%%(gggg)& GSK 1278863 (GSK2391220, GSK2531403, GSK2499166, GSK2531399, 20104E5 A ngguf;?ag of it — -
VALB) GSK2531398 and GSK2531400) in Acidified Monkey Plasma using UHPLC- ~20114F3 H CE[E) B !
MS/MS (range 1 to 1000 ng/mL)
Supplemental Validation Data to “The Validation of a Method for the .
( éggg;ﬁgéggﬁ& Determination of the Metabolites of GSK 1278863 (GSK2391220, 20104124 GSI;’ Kl?:’ of won | s -
VALB) GSK2531403, GSK2499166, GSK2531399, GSK2531398, and GSK2531400)] ~20114-12H (I;I'l:) - i
in Acidified Monkey Plasma using UHPLC-MS/MS (range 1 to 1000 ng/mL)”
4222
2012N152036_00 [Evaluation of the Percutaneous Absorption of GSK1278863A, in vitro, Using 201142 4 st TN Bz
(R10-1824) the Franz Human Skin Finite Dose Model ~201144 A CKED) - =
2012N152038 00 . . . .. . 20124F3 H e P~
_ 3 N’y 5}3
(GK1202-01) In vitro Skin Permeation and Deposition Study for GSK 1278863 Formulations 20124104 () st FENE R £
The In Vitro Percutaneous Absorption of GSK1278863A at Four
2015N230888 00 |Concentrations, Micronised and Non-Micronised, Through Abraded and Non- | 201543 H i sk BB 5%
Abraded Human Split-Thickness Skin Membranes (FEHE)
GSK1278863: Preliminary Investigation of the Preclinical Pharmacokinetics 200637 GSK, Collegeville
UH2008/00002/01 and In Vitro Bllood Cell Ilza;rtitionirig and Plasma Protein Bindin, ~ 20084731 ’(iK ;g 7 FEPIEDRY P il
g g (201 14E5 A %aT)
Evaluation of Systemic Exposure of GSK1278863 Following Intravenous GSK, King of
CD2008/01285/00 Infusion of GSK1278863A (Free Acid) at 20 mg/kg to Male Sprague-Dawley 2008451 Prussia Ak HNEE A
(08DMMO039) Rats ~20084F9 H CRE)
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4222
2013N184197 00 [GSK1278863A: Single Oral Dose Toxicokinetic Study in Female Rats 20144E1 GSK, King of " e .
(R704358N) ~ 201445 Prussia LG el G
CKE)
The Toxicokinetics of GSK 1278863 and Its Circulating Metabolites M2, M3,
M4, M5, M6 and M13 (GSK2391220, GSK2531403, GSK2499166, GSK, King of
20(11 tg;vl[;}g; Z)O 0 GSK2531399, GSK2531398 and GSK2531400, respectively) in Male and i%l(ﬂ?;oigﬂﬂ Prussia st NG R A
Female Mice following Oral Administration of GSK1278863A during a 13 CKIE)
Week Oral Gavage Toxicity Study
Determination of Systemic Exposure of GSK 1278863 and its Metabolites GSK, King of
20( iiﬁﬁﬁg;_)oo Following Repeat Oral (30 mg/kg/day) Administration of GSK1278863A (free fgé?iﬁéfﬂ Prussia HESk FEPE R Bl
acid) for 5 Days to non-Fasted Male Crl:CD(SD) Rats CKE)
The Toxicokinetics of the Circulating Metabolites M2, M3, M4, M5, M6 and
M13 (GSK2391220, GSK2531403, GSK2499166, GSK2531399, GSK, King of
20( 11 g ;}1 ;}5%)00 GSK2531398 and GSK2531400, respectively) in the Male and Female iozloofgg Prussia TN FENE R FEAM
Cynomolgus Monkeys Following Oral Administration of GSK1278863A CKIE)
During a 13 Week Oral Gavage Toxicity Study
Determination of Erythropoietin Response and Systemic Exposure of
GSK2531401 and GSK 1278863 Following a Single Intravenous (Bolus) GSK, King of
2()( 112211\;;/5[1?23;1_)00 Administration of GSK2531401A (Free Acid) at Nominal Doses of 40 or 100 jgéi?ﬁfﬂ Prussia HEoh N A
mg/kg and GSK1278863A (Free Acid) at a Nominal Dose of 20 mg/kg to CKIE)
Male CD-1 Mice
Determination of Systemic Exposure of GSK2531401 Following a Single Oral GSK, King of
20(1111§}\;’H(\)/Zg616)0 0 Administration of GSK2531401A (free acid) at a Nominal Dose of 150 mg/kg 302101125;05% Prussia AL N R B
to Male CD-1 Mice CKE)
Determination of the Systemic Exposure of GSK2531401 Following a Single GSK. King of
2012N137345 00 |Oral Administration of an Amorphous Spray-Dried Dispersion Suspension 201242 A P;ussiag sk R M
(12DMMO004)  |Formulation of GSK2531401A (free acid) at a Nominal Dose of 50 mg/kg to ~20124F6 H A - i
. CKE)
Male CD-1 Mice
Determination of Erythropoietin Response and Systemic Exposure of GSK253
1401 and GSK2212842 Following a Single Intravenous (Bolus) GSK, King of
2(211211;1311\3;;3/’[?)25;)0 Administration of GSK253140IA (Free Acid) at a Nominal Dose of 40 mg/kg jgéi?ﬁfﬂ Prussia BTZ4N BB FEA
and GSK2212842A (Free Acid) at a Nominal Dose of I mg/kg to Male CD-I CKIE)

Mice
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The Pharmacokinetic Evaluation of GSK2531401 in Plasma Following a GSK, King of
2(()11221\11311\4/113(6)?6?0 Single Oral (150 mg/kg) and a Single Intravenous Bolus Injection (40 mg/kg) fgéiféfﬂ Prussia TN FEPE R AT
of GSK2531401A (free acid) to non Fasted Male Crl:CD(SD) Rats CKIE)
2012N153861 00 Phal‘IjﬂE.lCOklpetIC Evaluation of GSK2391804 Following a Smg.le Qral 2012459 GSK, Klpg of ] _
(12DMMO38) Administration (100 mg/kg) and a Single Intravenous Bolus Injection (40 ~201344 f] Prussia 24N BB 2%
mg/kg) of GSK2391804A (free acid) to non-Fasted Male Crl:CD(SD) Rats CKIED
20130174038 00 An Investigation of the Pharmacokinetics of GSK239122QA M2), 20134E6 8 GSK, Klt.lg of o . 2
(13DMMO16) GSK2506104A (M3), and GSK2531401A (M13) Following Subcutaneous 20134E0 Prussia 4N FENE R B
Injection to Male CD-1™ Mice ! CKIE)
GSK2391220A, GSK2506104A and GSK2531401A (M2, M3 and M13 GSK-King of
2014N208198 00 [Metabolites of GSK1278863): Subcutaneous Repeat Dose Pharmacodynamic 201447 H N N i =
_ 2. Ed v 1/ N =314
(M70590N)  |and Toxicokinetic Study in Female Mice (M70590N) ~2014411 1 P%;; O e i
CD2006/01837/00 |GSK1278863A: Single dose escalation (Maximum tolerated dose) oral 200741 H . § i
_ ] 3 s =
(D06386) toxicity study in beagle dogs (GlaxoSmithKline Study No. D06386) ~20074-6 GSK-UM (R H) st PR =
2013N180775 00 |GSK1278863A: Single Application Dermal Irritation and Toxicokinetic Study 20134-10A4 o I e . -
(F43142N) in Minipigs (GlaxoSmithKline Study No. F43142N) ~20144-1 H GSK-RTP CKIE) st FEPEDE B%
CD2009/00639/00 |GSK1278863A: Single-Dose Escalation (Maximum Tolerated Dose) Oral 200947 A e ] e . -
(D09120)  |Toxicity Study in Monkeys ~20104E1 A GSK-UMCKIED) | ¥t | Pt B%
CD2009/00900/00 . R 2009411 H ; .
. _ M ] N sy 7}3
(D09169) GSK1278863A: 14 Day Oral Toxicity Study in Mice 2010481 GSK-UM CKE) | sk FENE R #
2011N112096 01 .. . 2010467 ; - =3
(G10121) GSK1278863A: A 13 Week Oral Gavage Toxicity Study in the Mouse ~201 1$4)A§ 24N LN FEAM
(2011455 H 2RT)
GSK1278863A + Metabolites [GSK2391220A (M2), GSK2506104A (M3)
2014N199031_00 ) 201441 H e o =3
(M70456G) and GSK2531401A (M13)]: A 13-Week Oral Gavage and Subcutaneous 20144E9 1 st PR w -

Injection Toxicity Study in the Mouse
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RD2006/01192/00 |GSK1278863A: 14 Day Oral Toxicity Study in Male Rats (GlaxoSmithKline 200648 H e I o [ .
(R41921) Study No. R41921) ~20064-12 A GSK-RTP (K[H) L PR 25
200846 H
CD2(()};)§§O11134(;6/01 GSK1278863A: A 14-Day Oral Dose Range Study in the Female Rat ~20094F1 H stk FEPE R &
(201846 H ET) (BT 5)
RD2007/01333/00 [GSK1278863A: 4-Week Oral Toxicity Study in Male and Female Rats 20074104 . e i =
_ /. B v Madlly =
(R42197) (GlaxoSmithKline Study No. R42197) ~20084:4 H GSK-RTP (K[H) L HARH Bl
CD2009/00951/00 |GSK1278863A: 13 Week Oral (Gavage) Administration Toxicity Study in the 200944 A sk KR S
(G09057) Rat Followed by a 4 Week Recovery period ~201041 A (E) " - !
201INT26130_00 1 5qp 1578863A: A 26-Week Oral (Gavage) Toxicity Study in the Rat 2011 1LA sk FLPE B AT
(G10276) ~20124F2 H N
(T %)
2011N125481_00 |GSK1278863A: 2-Week Dermal Irritation Study in Rabbits (GlaxoSmithKline 20114F10A4 e I e S -
(L42845) Study No. L42845) ~20124F2 H GSK-RTP (K[H) st HLAER w i
RD2007/01367/00 |GSK1278863A: 3 day oral tolerability and toxicokinetic study in beagle dogs 20074104 e ] o o~ %
(D42209) (GlaxoSmithKline Study No. D42209) ~20074-11H GSK-RTP (CKTH) L PR 25
CD2007/00353/00 |GSK1278863A: 7 day oral dose range toxicity study in beagle dogs 200744 A o I e . N
(D07078) (GlaxoSmithKline Study No. D07078) ~20074-8 H GSK-UM CKIE) 5 FEPTETR B%
RD2007/01336/00 [GSK1278863A: 4-Week Oral (Capsule) Toxicity Study in Beagle Dogs 2007410 H e ] e [~ 2
(D42196) (GlaxoSmithKline Study No. D42196) ~20084-3 H GSK-RTP (K [H) L HARH Bl
CD2009/00952/00 |GSK1278863A: 13 Week Oral (Capsule) Administration Toxicity Study in the 200944 A sk N 4
(G09058)  |Dog Followed by a 4 Week Recovery Period ~20104E1 caEy| ™ H "
- . . . 200944 H
CD2009/00952/01 |GSK1278863A: 13 Week Oral (Capsule) Administration Toxicity Study in the e - =
(G09058)  |Dog Followed by a 4 Week Recovery Period ~201041 7 GemE)| | HPER B
£ Y v (20104F2 A &3 T)
2012N148386_00 GSK.1.278863A: A 14-Day Dose Range-Finding Dermal Irritation Study in 2012476 A i sk KPR Bt
(D12086) Minipigs (Non-GLP) ~20124£10H CkE)
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2013N185591 00 G§K127886§A: A 14-Day Dose Range-Finding Dermal Irritancy Study in 20134F124 i Wit N Bk
(F70438N) Géttingen Minipigs ~20144F4 A CKE)
2015N231048 01 |GSK1278863A: A 28 day dose range finding dermal irritancy study in 201543
(F70727N)  |Gottingen mini -i s ’ ¢ ¢ T ~20155E9A CKIE) st PR B4
& P& (201641 A 82T)
2016N273683 00 | 1778863 A: A 3-Month Dermal Toxicity Study in the Minipig 201627 sk FLPE B FATG
(F70916G) ~20164F10H N
CEIH)
CD2009/00780/00 |GSK1278863A: 14-Day Oral Dose Range Toxicity Study in Monkeys 200949 A e I e S -
(D09121) (GlaxoSmithKline Study ID D09121) ~20104F1 H GSK-UM (KT st FEPEDE B%
2010N108482 00 [GSK1278863A: A 13 Week Oral Gavage Toxicity Study in the Cynomolgus 20104-1 4 o —_— =7
(G10005) Monkey with a 4 Week Recovery Period ~20114-2 A TR 7 PR AFAl
2011N126131_00 |GSK1278863A: A 39-Week Oral (Gavage) Toxicity Study in the Cynomolgus 201141 A e —_— =7
(G10277) Monkey with a 6-Week Recovery Period ~201245 A (5 #) 7% PR AFAl
201aN221714 00 1 g 1778863A: A 2-Year Carcinogenicity Study in Mice 20144117 sk B R FEA
(M70585G) ~2018%-1H .
(7 %)
2014N196080_00 GSK1278863A: A 2 Year oral (gavage) carcinogenicity study in rats 201443 s FEPE R Bl
(R70375G) ~20174F3 H N
(T %)
CD2008/01041/00 . . 200848 H ; .
. _ M ] N s 7'/;%
(D08169) GSK 1278863 A: Oral Dose Range Study in Female Rabbits 200941 H GSK-UM CK[H) TN FENE R £
CD2009/00390/00 |GSK1278863A: Oral (Stomach Tube) Once Daily Embryo Fetal Development 20094E4 A Wash R ST
(G09061) Study in the Dutch Belted Rabbit ~20094-11 4 CKIE)
GSK1278863A: Oral Study to Determine Concentrations of
2012(213?3 ;)1 00 GSK 1278863 and its Metabolites in Rabbit Plasma (GlaxoSmithKline Study ~22001122E$51)§ F GSK-UM (K[H) st LB A

No. G12109)
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GSK1278863A + metabolites [GSK2391220A (M2), GSK2506104A (M3)
2016N305715 00 [and GSK2531401A (M13)]: Oral Gavage and Subcutaneous Injection 201648 A Wash G B
(R71028N) Tolerability, Toxicokinetics and Pre- and Postnatal Developmental Dose ~20174F6 H CEIE) o ~
Range Study in Pregnant Rats
GSK1278863A + metabolites [GSK2391220A (M2), GSK2506104A (M3)
2013{1\;31621 125G1)_00 and GSK2531401A (M13)]: Oral Gavage and Subcutaneous Injection Pre- jgéijé?ﬂ 24N tHNE R A
and Postnatal Development Study in Rats CKE)
CD2008/01740/00 GSK1278863A: Intravenous (Infusion) Once Daily Investigative Toxicology 200849 A sk KPR Bt
(108185) Study in the Male Rat ~20094-2 A )
4223
An Investigation of the In Vitro Binding of GSK 1278863 to Plasma Proteins GSK, King of
C]?g 90];?\//1(1)\?1322/)00 in Mouse, Rat, Rabbit, Dog, Monkey and Human and of GSK 1278863 ~22000190281)2 H Prussia piT%2 HNER LA
Binding to Human alph1-Acid Glycoprotein and Human Serum Albumin CKIED
GSK, King of
2015N232657_00 An in vitro investigation into the hepatic uptake of GSK1278863 20144F 1173 Prussia s FEPE R Bl
(14DMMO039) ~20154-7H "
CKIE)
In vitro evaluation of GSK1278863 and its metabolites, GSK2391220,
201(5;252%260671(;—00 GSK2506104, GSK2487818, GSK2506102, GSK2531398 and GSK2531401 fgéi?éfﬂ fiZas FNE R A
) as inhibitors of OAT1, OAT3, OCT2, MATEI and MATE2-K transporters (HA)
In vitro evaluation of GSK 1278863, GSK2391220, GSK2506104, 2015%F4 A
2015N255319 01 |GSK2487818, GSK2506102, GSK2531398, and GSK2531401 as substrates of|] ~20154510 s HNEE ARG
OATP1B1 and OATP1B3 transporters (202042 A 2LET) (AA)
In vitro evaluation of GSK 1278863 and its metabolites, GSK2391220,
2015)121;%9626527—00 GSK2506104, GSK2487818, GSK2506102, GSK2531398 and GSK2531401 fg(l)f Téfﬂ s HNEE ARG
(XS- ) as substrates of OAT1, OAT3, OCT2, MATE1 and MATE2-K transporters (BA)
An In Vitro Investigation of the Inhibition by GSK1278863A of Xenobiotic GSK, King of
€D2008/00669/00 Transport Via Human P-Glycoprotein, Heterologously Expressed in MDCKII 200845 Prussia s FEPE R Bl
(08DMMO040) ~20084-7 H "
Cells CKE)
CD2008/00421/00 |An In Vitro Investigation of the Passive and Absorptive Membrane 200843 H GSI;’ Ku,lg of St NG ST
russia i [2g2 i
(08DMMO021)  |Permeability of ['*C]GSK 1278863 in MDCKII-MDRI1 Cells ~200844 /1 CEE) i
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2015N228833_00 . . . 201449 H e o =3
(0588.14225) Invitro microdialysis study of GSK 1278863 201542 A CKIE) HEst FEPE R A
. L o . GSK, King of
CD2008/00231/00 [An In Vitro Investigation into the Inhibition by GSK 1278863 of Xenobiotic 2007412 H Prussia sk KPR i
(07DMM163)  |Transport via Human OATP1B1 and OATP1B3 ~20084-3 H CRIE) ks - !
2015N237800 00 [An In Vitro Investigation of the Transport via Heterologously Expressed 201543 A GSI;I;E;?ag of st R =T
(15DMMO007) Human Breast Cancer Resistance Protein of GSK1278863 in MDCKII cells ~20154-7H CRE) " B "
i igation i ibiti ioti GSK, King of
2012N151642_00 Anln Vltrollnvestlgatlon into the Inhlblthlon by GSK1.278863 of Xenobiotic 20124F8 A ng » . )
1 DMMO034 Transport via Human Breast Cancer Resistance Protein Heterologously ~20124E11 A Prussia 24N LB AEAT
Expressed in MDCKII Cells. CKE)
Quantitative Tissue Distribution of Drug-Related Material Using Whole-Body
CD2008/00271/00 . i . 14 20074104 e S =7
Autoradiography Following a Single Oral Dose of [ *C]GSK 1278863 (10 W TS BB it
(85-0708) ~20084-3 H CKIE)
mg/kg) to Male Long-Evans Rats
An Investigation of the In Vitro Plasma Protein Binding of 6 Metabolites GSK. King of
2012N131897 00 [[GSK2391220 (M2), GSK2531403 and GSK2506104(M3), GSK2499166 201144 H P;ussiag it TN 4
(11DMMO027)  [(M4), GSK2531399 (M5), GSK2531398 (M6), GSK2531401 and ~201249 H CHIH) ks B !
GSK2531400 (M13)] of GSK 1278863 in Human
2015N259558 00 [An in vitro investigation into the hepatic uptake of GSK2487818, a metabolite 201547 H GSI;I;E;?ag of it TN 4
15DMMO035 f GSK 1278863 ~2015412 - !
( ) o HF12A CKE)
An In Vitro Investigation into the Inhibition of Human OATP1B1
Heterologously Expressed in HEK Cells by six metabolites of GSK1278863A 20124-10H4 GSK, Stevenage e —_— =7
2013N166580_01 (GSK2391220A, GSK2487818A, GSK2506102A, GSK2531398A, ~20134F6 H CKIE) L PR B
GSK2531401A and GSK2531403A).
GSK1278863: Preliminary Investigation of the Preclinical Pharmacokinetic 20064¢3 1 GSK, Collegevill
UH2008/00002/01 and In Vitro ]élooil Cell Pﬁrtitioiif al(id ;las;a Prcotein Bindin . ~20085:3 7 7(>|2§ge : st PR FEA
& & (20114E5 H 82T)
) . . Lo o . 2006476 H GSK, Collegeville e S .
UH2008/00018/00 [GSK1278863: Preliminary investigation of the in vitro drug metabolism ~2008%E3 A CEE) HEst FEPE B 5%
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Elimination of radioactivity following a single oral administration of
CD2008/00100/00 |, , , 20074E10 . T -
[*C1GSK 1278863 (10 mg/kg) to male and female intact and male bile duct- st N B il
(7717-705) ~20084F2 /1 -
cannulated rats CKIE)
CD2008/00025/00 E;irﬁigag(g;( cif2 ;agcgzgctivitylfollozvfing a1 si.ngle orald(20 lrni/.l;g)dadministra;tiot(l1 2007410 - — i
(AFA00607) of ["C] to male and female intact and male bile duct-cannulate ~2008%E2 /] = R
dogs CKIE)
4224
- . L L . 200646 A GSK, Collegeville . N
. ) ; %
UH2008/00018/00 [GSK1278863: Preliminary investigation of the in vitro drug metabolism ~ 200843 /] CRIE) s BB %
. L . TP GSK, King of
CD2007/01464/00 |An In Vitro Investigation of the Potential for GSK1278863 Bioactivation 20074510 A P . HiAk R SEAl
russia 1 =WE it
(07DMM137)  |Following Incubation of ['*C]GSK 1278863 with Human Liver Microsomes ~200841H (ﬂé) e
GSK, King of
CD2008/01286/00 |The In Vitro Metabolism of [“C]GSK 1278863 in Mouse, Rat, Female Rabbit, | 20074210/ A NI - S
(07DMM139)  |Dog, Cynomolgus Monkey and Human Hepatocytes ~200849 1 CEE) a '
GSK, King of
2011N125815_00 |An In Vitro Investigation of the Hepatic Metabolism of ['?C]GSK 1278863 in 20114844 neo v o =
(11DMMO21)  |the Minipi 2012654 A Prussia AN NG R PG
e Minipig CRIE)
GSK, King of
2013N160562 00 1, 11 o Investigation of the Metabolism of GSK 1278863 in the Hamster 2012467 Prussia sk FEPE R AT
(12DMMO025) ~20134:10H o
CKIz)
GSK, King of
2011N114076_00 [An In Vitro Investigation into the Metabolism of [14C]GSK1278863 using 201043 A Pms:ilag ° sk KPR HE
10DMMO007 ~20114E3 u = Z
( ) |Aroclor Induced Rat S9 F31 CEE)
CD2010/00300/00 |An In Vitro Investigation into the Human Oxidative Enzymology of 200947 A GSI;’ Klpg of sk R S
09DMMO51 14 2010410 russia Bk 2
( ) |[*CIGSK 1278863 10 H CKIE
. . GSK, King of
CD2008/01088/00 [An In Vitro Evaluation of the Effect of GSK1278863 on mRNA Levels of 200845 A Prussia At PR T4
(0SDMMO042)  |Cytochrome P450 Genes in Cultured Human Hepatocytes ~20084F11H CEIE) ke B '
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CD2008/01013/00 |An In Vitro Investigation into the Inhibition of Human Cytochrome P450 20074104 GSI;;qu;?ag of sk R il
(07DMM149)  |Enzymes by GSK 1278863 ~20084-8 H CHIH) B !
Investigation of Biliary Metabolites of GSK1278863 Following
Administration of [14C]GSK1278863 to the Isolated Perfused Livers of Male GSK. Kine of
CD2008/00941/00 |Sprague-Dawley Rats (nominal dose 30 mg/kg) and Investigation of 20074104 Pliussiag sk R il
(07DMM151) Circulating Metabolites of GSK 1278863 Following a Single Oral ~20084-7 A CHIH) - '
Administration of [14C]GSK1278863 to Intact Male Sprague-Dawley Rats
(nominal dose 10 mg/kg)
Metabolism of GSK1278863 in Male and Female Intact and Male Bile Duct- GSK, King of
CD2008/01663/00 Cannulated Sprague-Dawley Rats Following a Single Oral Administration of 20074127 Prussia 4N HNEE A
(07DMM161) 14 ~20094F1 H "
[*C]GSK 1278863 at a Dose Level of 10 mg/kg CKED)
Metabolism of GSK 1278863 in Male and Female Intact and Male Bile Duct- GSK, King of
CD2008/01662/00 Cannulated Dogs Following a Single Oral Administration of 20074127 Prussia A H BB A
(07DMM1160) 14 ~20084F12H "
[*C1GSK 1278863 at a Dose Level of 20 mg/kg CKED)
2010N109722_00 Preliminary Characterization of Metabolites of GSK1278863 in Mice, Rats, 20094£9 GSK, Kipg of . - .
(09DMMO062) Female Rabbits and Cynomolgus Monkeys Following Repeat Dosing of ~201142 ] Prussia iz LB i
GSK 1278863 CKIED
2018N386289 00 [Metabolism of [14C]GSK 1278863 in Monkey Following a Single Oral 20174-10A4 sk KPR i
(8361764) Administration (10 mg free base/kg) ~2018411H CKIE) - "
. L . . GSK, King of
2010N109720_00 [Preliminary Characterisation of Metabolites of GSK 1278863 in Human 20084124 . N i =
(08DMM117)  |Plasma and Urine ~20114E2 5 Prussia A PSR ¥l
CKED
Quantification and characterization of [14C]-GSK 1278863 and its major .
metabolites in healthy adult male subjects following a single dose of an 20174124 GSK, King of -
2018N376203_00 |. . e . : : Prussia sk FEPE R A it
- intravenous microtracer infusion (concomitant with an oral non-radiolabelled ~20194F1 H CK[E)
dose) and a separate radiolabelled oral dose (Clinical Study 200232)
2013N167801 01 An In Vitro Investigation into the Inhibition of Human Cytochrome P450 by 20124F9 A GSK, King of
(12DMMO032) the Metabolites of GSK1278863: GSK2391220A, GSK2531403A, ~20134-6 7 Prussia sk LB FEA
GSK2487818A, GSK2506102A, GSK2531398A, GSK2531401A (20194F3 H 24ET) CKIE)
2018N382188 00 [An In Vitro Investigation into the Inhibition of Human Cytochrome P450 201846 H N —_— =7
(180538) Enzymes by GSK2506104 ~20184-10H CKIE) st PR B
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2014N223000 01 [An in vitro Investigation into the Inhibition of Human Cytochrome P450 2013423 GSK, Klpg of e [ =
(13DMMO003)  |Enzymes by GSK2487818, metabolite of GSK 1278863 ~201543 7 Prussia LG el G
ymes by ’ (20194E3 H 42T) CKE)
Determination of the circulating stereoisomeric forms of M3 and M13 GSK, King of
20(1111]\;?\/2[11\/} 3 87—)0 0 (metabolites of GSK1278863) in human and mouse plasma and evaluation of 3(2)(1;1‘?;4?% Prussia 24N B R FEA
the potential for the sterisomeric conversion CKIED
GSK1278863: Preliminary Investigation of the Preclinical Pharmacokinetics 2006437 GSK, Collegeville
UH2008/00002/01 and In Vitr Bll dC 111 IZrtit\i/ nilng and Plasma Pr t1 in Bindin 1 ~2008431 ’(fK ;g ' 4 FEPTETR ¥
o Blood Ce oning S ote g (20114E5 A 83T
4225
Elimination of radioactivity following a single oral administration of
CD2008/00100/00 | 4 ) . 20074104 e s =3
[ "CIGSK 1278863 (10 mg/kg) to male and female intact and male bile duct- TN FEPE R A
(7717-705) ~20084F2 H N
cannulated rats CKIE)
Elimination of radioactivity following a single oral (20 mg/kg) administration
CD200800025/00 | 1 14163k 1278863 le and female i d male bile d S HESH FEP R At
(AFA00607) of ["C] to male and female intact and male bile duct-cannulate ~ 200842 /] I = A
dogs CKIE)
Elimination of Radioactivity Following Oral Administration of 14C- 201742
2018N355713_00 [GSK1278863 Free Base to Cynomolgus Monkeys at a Target Dose of 10 TN RN E R Bl
~20184-3 H N
mg/kg (CKIE)
423.1
CD2009/00778/00 [GSK1278863A: Single Dose Oral Toxicity Study in Female Mice with a 14 2009479 A N § . =
- g 7 S =4
(G09147) Day Observation Period ~20094F12 A GSK-UM CKTE) i PR i
CD2009/00777/00 |GSK1278863A: Single Dose Oral Toxicity Study in Female Rats with a 14 2009479 A N § . =
_ N b7 S EA
(G09148) Day Observation Period (GlaxoSmithKline Study No. G09148) ~20094F12 A GSK-UM CKTE) i PR i
2011N123167_00 |GSK1278863A: Single-Dose Dermal Irritation Study in Rabbits 201149 A . e i =
— _ 2. E3 v Ml =314
(L42844) (GlaxoSmithKline Study No. L42844) ~20114:12 4 GSK-RTP (K[H) L PR Bl
CD2006/01837/00 |GSK1278863A: Single dose escalation (Maximum tolerated dose) oral 200741 A e ] e . -
(D06386) toxicity study in beagle dogs (GlaxoSmithKline Study No. D06386) ~20074F6 H GSK-UM (CKI=) st FEPEDE B%
2013N180775 00 |GSK1278863A: Single Application Dermal Irritation and Toxicokinetic Study 20134-10H4 o I e S -
(F43142N) in Minipigs (GlaxoSmithKline Study No. F43142N) ~20144-1 H GSK-RTP CKIE) st FEAEDE B%
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CD2009/00639/00 |GSK1278863A: Single-Dose Escalation (Maximum Tolerated Dose) Oral 200947 A o I e S %
(D09120)  |Toxicity Study in Monkeys ~20104E1 GSK-UMCKIE) | b | HEPSER B%
4232
CD2009/00900/00 .. R 20094F11 4 ; .
. _ M ] N 'y 7;1/3
(D09169) GSK1278863A: 14 Day Oral Toxicity Study in Mice 2010481 GSK-UM (K[H) st NG R *
201046 H
201 tgié?g??—m GSK1278863A: A 13 Week Oral Gavage Toxicity Study in the Mouse ~20114:4 A sk FLPE B AT
(20114E5 H #ET) (B F4)
GSK1278863A + Metabolites [GSK2391220A (M2), GSK2506104A (M3)
20 1(4&\1710 949;)2 é)_oo and GSK2531401A (M13)]: A 13-Week Oral Gavage and Subcutaneous fgé‘fﬁfﬂ st FLPE R AT
Injection Toxicity Study in the Mouse (I F+4)
RD2006/01192/00 |GSK1278863A: 14 Day Oral Toxicity Study in Male Rats (GlaxoSmithKline 200648 A . e S -
(R41921) Study No. R41921) ~2006%-12 A GSK-RTP CKIE) st FEPEDR B%
200846 A
CD2(0§§;011134(;6/01 GSK1278863A: A 14-Day Oral Dose Range Study in the Female Rat ~20094-1H sk BB 2%
(201846 H 27 T) (BF %)
RD2007/01333/00 [GSK1278863A: 4-Week Oral Toxicity Study in Male and Female Rats 20074104 . e i =
_ /. Ed N b N EN A
(R42197) (GlaxoSmithKline Study No. R42197) ~20084F4 H GSK-RTP (K[H) L PR B
CD2009/00951/00 |GSK1278863A: 13 Week Oral (Gavage) Administration Toxicity Study in the 200944 A sk KPR i
(G09057) Rat Followed by a 4 Week Recovery period ~201041 A (E) " - '
201INT26130_00 g 15788634: A 26-Week Oral (Gavage) Toxicity Study in the Rat 2011414 g5k FLPE B AT
(G10276) ~20124F2 A .
(7 %)
2011N125481 00 [GSK1278863A: 2-Week Dermal Irritation Study in Rabbits (GlaxoSmithKline 20114F10H " e i =
B - ] 3 oS =7
(L42845) Study No. L42845) ~20124F2 H GSK-RTP (CKTH) L PR B
RD2007/01367/00 |GSK1278863A: 3 day oral tolerability and toxicokinetic study in beagle dogs 20074-10H4 e ] o [~ %
(D42209) (GlaxoSmithKline Study No. D42209) ~20074-11H GSK-RTP (CKTH) L PR 25
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CD2007/00353/00 |GSK1278863A: 7 day oral dose range toxicity study in beagle dogs 200744 A e ] e S %
(D07078) (GlaxoSmithKline Study No. D07078) ~20074-8 H GSK-UM (R H) st FEPTETR &%
RD2007/01336/00 [GSK1278863A: 4-Week Oral (Capsule) Toxicity Study in Beagle Dogs 20074104 N e i =
- 9 ey =7
(D42196) (GlaxoSmithKline Study No. D42196) ~20084F-3 H GSK-RTP (CKTH) L PR Bl
CD2009/00952/00 |GSK1278863A: 13 Week Oral (Capsule) Administration Toxicity Study in the 200944 A sk N ffi
(G09058)  |Dog Followed by a 4 Week Recovery Period ~20104E1 caEy| ™ H "
.. . . . 200944 H
CD2009/00952/01 |GSK1278863A: 13 Week Oral (Capsule) Administration Toxicity Study in the e [ =
(G09058)  |Dog Followed by a 4 Week Recovery Period ~20104E1A G| | HPAER Gl
& Y Y (20104E2 H %2T)
2012N148386_00 GSK.1.278863A: A 14-Day Dose Range-Finding Dermal Irritation Study in 2012476 H - Hidh KPR Bt
(D12086) Minipigs (Non-GLP) ~20124£10H CkE)
2013N185591_00 G?K.1278863:A.: A 14-Day Dose Range-Finding Dermal Irritancy Study in 20134124 - sk KPR Bt
(F70438N) Géttingen Minipigs ~20144-4 A CKIE)
2015N231048 01 |GSK1278863A: A 28 day dose range finding dermal irritancy study in 201543
(F70727N)_ Gottingen mini -i s g ¢ ¢ Y ~2015F9 7 CkE) st PR B4
g pig (20164F1 A 2ET)
2016N273683 00| 5 15788634 A 3-Month Dermal Toxicity Study in the Minipig 201621 s+ FENE R Al
(F70916G) ~20164F-10H m
CKIE)
CD2009/00780/00 (GSK1278863A: 14-Day Oral Dose Range Toxicity Study in Monkeys 200949 H e ] e o~ 5
(D09121) (GlaxoSmithKline Study ID D09121) ~20104F1 H GSK-UM (CKI=) L PR 25
2010N108482 00 [GSK1278863A: A 13 Week Oral Gavage Toxicity Study in the Cynomolgus 201041 A e [ 20
(G10005) Monkey with a 4 Week Recovery Period ~20114-2 A (1 4) A FEPIRDRY i
2011N126131_00 |GSK1278863A: A 39-Week Oral (Gavage) Toxicity Study in the Cynomolgus 201141 4 5 —_— =7
(G10277) Monkey with a 6-Week Recovery Period ~20124-5 A 5 #) A FEPIRDRY i
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WD2007/01575/00 tG82;2758232;ng§$:21-1€§?:?£?11 Assay (Ames Test) with Salmonella 2007410 /7 . - -
(V27887) yphimuriu & ! ~20084F3 camEy| ™ H "

WD2007/01578/00 |GSK1278863A: In Vitro Mutation Assay with L5178Y Mouse Lymphoma 20074104 o o~ =
(V27888) Cells at the TK Locus ~200843 A (EHE) L PR B
42332

WD2007/01574/00 GSK1278863A: Oral bone marrow micronucleus assay in rats 200741173 S N A
(R27886) ~20084-5 H .

(T F %)

2012N133264_00 [GSK1278863A: Induction of Chromosome Aberrations in the Bone Marrow 20114F124 e S -
(R29957)  [of Treated Rats ~201264 f1 ‘% | | R vl

2012N139517_00 |[GSK1278863A: Oral liver comet assay in Crl:CD(SD) rats (GlaxoSmithKline 20124F3 H el e S -
(R30069) Study Number R30069) ~012fpgyy | OSK-Ware GRIED | ilgsh | HEPIEER B
423.4.1

]
20 l(élt/II\I7202518751(‘}‘)_00 GSK1278863A: A 2-Year Carcinogenicity Study in Mice 3021041?;112 ] A H & B A
)
20 1(4;\171)9367(;8&))_00 GSK1278863A: A 2 Year oral (gavage) carcinogenicity study in rats 3(2)(1;1‘?;3?)% ] Ak HNEE A
| [
42351

CD2009/00389/00 [GSK1278863A: Oral (Gavage) Once Daily Male Fertility Study in the 200944 A _ e . -
(G09059) Crl:CD(SD) Rat ~20094-11 4 _ 4 FEPTETR i

| [ENE)

CD2009/00236/00 [GSK1278863A: Oral Female Fertility and Early Embryonic Development 20084104 e S -
(G08250) |Study in Rats ~20094E4 Cklmy| | PR B
42352

CD2009/00388/00 |GSK1278863A: Oral (Gavage) Once Daily Embryo Fetal Development Study 20094E4 A - S -
(G09060) in the Crl:CD(SD) Rat ~20094-10 A st FEPIETR ¥

CKIE)
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CD2009/00388/01 |GSK1278863A: Oral (Gavage) Once Daily Embryo Fetal Development Stud 20094473
: (2009411 A &GT) CkE)
CD2008/01041/00 . . 200848 H ; .
. - AY /A E| N/ pasly 5
(D08169) GSK1278863A: Oral Dose Range Study in Female Rabbits ~20094E1 A GSK-UM (CK[E) g5+ HNEE %
CD2009/00390/00 |GSK1278863A: Oral (Stomach Tube) Once Daily Embryo Fetal Development 20094E4 A st G ST
(G09061) Study in the Dutch Belted Rabbit ~20094-11 4 CKIE) ke 0 !
GSK1278863A: Oral Study to Determine Concentrations of
2012N140611_00 GSK1278863 and its Metabolites in Rabbit Plasma (GlaxoSmithKline Study 2012457 GSK-UM (CK[H) sk BB FEA
(G12109) ~20124F10H
No. G12109)
42353
GSK1278863A + metabolites [GSK2391220A (M2), GSK2506104A (M3)
2016N305715_00 [and GSK2531401A (M13)]: Oral Gavage and Subcutaneous Injection 201648 A N - s
- o sk R B
(R71028N) Tolerability, Toxicokinetics and Pre- and Postnatal Developmental Dose ~201746 A N
. CKE)
Range Study in Pregnant Rats
GSK1278863A + metabolites [GSK2391220A (M2), GSK2506104A (M3)
201(8}{1\;31621 12 5G1)_00 and GSK2531401A (M13)]: Oral Gavage and Subcutaneous Injection Pre- fgé?féfﬂ s B R FEA
and Postnatal Development Study in Rats CkE)
423.6
2012N133177_00 [GSK1278863A: Determination of Eye Irritation Potential using the SkinEthic 20114884 | N -
(41101688) Reconstructed Human Corneal Epithelial Model ~2011410H (F=E) " - !
GSK1278863A and GSK1278863A Ointments at 0 (placebo), 5, 10 or 20%
2016N293568 00 . . . .
(V31530 G)_ w/w: Assessment of Ocular Irritation using the Bovine Corneal Opacity and 20164E3 A At R ST
Permeability Assay, with Validation of an Analytical Method for the ~2016%-9 A ([E) " - "
Petrolatum Based Ointments
o 0,
2016N293568 01 GSK1278863A and GSK1278$63A Om.tments at OI(placebo), 5,10 or 20% 2016423 /]
(V31530G) w/w: Assessment of Ocular Irritation using the Bovine Corneal Opacity and ~ 2016459 At R ST
Permeability Assay, with Validation of an Analytical Method for the = ([E) " B "
. (2017412 H 243 T)
Petrolatum Based Ointments
2012N133176_00 [GSK1278863A: Determination of Skin Irritation Potential using the ome7n |- — i
(41101687) SkinEthic Reconstructed Human Epidermal Model ~20114-8 A (€5 " a "
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201142 4
2(?111115572(1:3188;) MTT time course assay using the Epiderm skin model: Screening Protocol ~201144 CKIE) s BB FEA
(2012479  247T)
2012N132983_00 ) . 2011412 H e o =5
(G11248) GSK1278863A: Local Lymph Node Assay in the Mouse 201243 A ‘%) IS PR ]
2013N163877_00 [GSK1278863A: LOCAL LYMPH NODE ASSAY IN THE MOUSE. o201 | | — i
(41204918)  |PROJECT NUMBER: 41204918 ~20124£12H (FE[E) ks = g
42375
2011N123943 00 [GSK2531401A: Intravenous Dose Range Finding Study in Crl:CD1 (Icr) Mice 201148 4 T e S -
(M29825) (non-monitored) (GlaxoSmithKline Study No. M29825) ~ooriiprr | OSK-Ware GRIED | S FEPYRDEY 5%
GSK2391220A (M2), GSK2506104A (M3) and GSK2531401A (M13): 8-Day
2013N169136_00 |\ taneous Irritancy Study in Mice (GlaxoSmithKline Study No. 2013451 GSK-RTP CK[E) N tHNE R %%
(M43081N) ~20134-8 H
M43081N)
2011N120130 00 [GSK2391220A (M2 metabolite of GSK1278863A): Bacterial Mutation Assay 201146 H e e o =
—_ _ ]| 5 1/ 'S E\/
(V29664) (Ames Test) with Salmonella typhimurium and Escherichia coli ~201149 A GSK-Ware (5¢H) 17+ FEPIRORY ¥l
2011N119269 00 [GSK2506104A (M3 metabolite of GSK1278863A): Bacterial Mutation Assay 201146 H . . i -
- - =] 3 oS =7
(V29751) (Ames Test) with Salmonella typhimurium and Escherichia coli ~201149 A GSK-Ware (J¢[H) S TR AHil
2011N119441 00 [GSK2531403A (M3 metabolite of GSK1278863A): Bacterial Mutation Assay 201146 H e . i -
- - =] 3 oS =7
(V29666) (Ames Test) with Salmonella typhimurium and Escherichia coli ~20114E9 GSK-Ware (J¢lH) | - s TR AHil
2012N143001 00 [GSK2487818A (M4 metabolite of GSK1278863A): Bacterial Mutation assay 201246 A e e - =
—_ _ ]| 5 1/ 'S E\/
(V30227) (Ames Test) with Salmonella typhimurium and Escherichia coli ~20124F9 A GSK-Ware (SE[E) 1A+ FEPTREEY ¥l
2012N150862 00 [GSK2506102A (M5 metabolite of GSK1278863A): Bacterial Mutation Assay 20124F8 H . . i -
\ - =] 3 oS =7
(V30314G)  |(Ames Test) with Salmonella typhimurium and Escherichia coli ~20134E1 GSK-Ware (JlH) | - s TR AHil
2012N150330_00 [GSK2531398A (M6 metabolite of GSK1278863A): Bacterial Mutation Assay 201248 H T e S -
(V30313G) (Ames Test) with Salmonella typhimurium and Escherichia coli ~20134-1 H GSK-Ware (/) 1A+ FEPTREEY i
2011N120131 00 [GSK2531401A (M13 metabolite of GSK1278863A): Bacterial Mutation 201146 A e e . =
B - ES b sy EA
(V29665) Assay (Ames Test) with Salmonella typhimurium and Escherichia coli ~201149 A GSK-Ware (SEE) 17+ FEPIRORY ¥l
2011N124122 00 |GSK2391220A (M2 metabolite of GSK1278863A): In Vitro Mutation Assay 20114F7H T e S -
(V29807) with L5178Y Mouse Lymphoma Cells at the TK Locus ~oorptpry | OSK-Ware GRED | st FEPTREEY i
2011N118972_00 [GSK2506104A (M3 metabolite of GSK1278863A): In Vitro Mutation Assay 20114F6 H T e S -
(V29760) with L5178Y Mouse Lymphoma Cells at the TK Locus ~ooriigron | OSK-Ware GRIED | HiEsh FEPTREEY i
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2011N120944_00 |GSK2531403A (M3 metabolite of GSK1278863A): In Vitro Mutation Assay 20114F7 H T e S -
(V29743)  |with L5178Y Mouse Lymphoma Cells at the TK Locus ~onigerry | OSKWare GRIE) | s | AEAEDR B
2011N120224 00 [GSK2531401A (M13 metabolite of GSK1278863A): In Vitro Mutation 2011476 A . ; et =
_ _ v sl =3\
(V29742) Assay with L5178Y Mouse Lymphoma Cells at the TK Locus ~2011410H GSK-Ware (5[] A PSR AFAl
2011N120224 01 [GSK2531401A (M13 metabolite of GSK1278863A): In Vitro Mutation 2011767
(V29742)_ Assay with L5178Y Moise I(j rz (;mma Cells at the TK Locu: e ~201110/] GSK-Ware (J¢[) A PSR AF il
Y ymp (20124F4 H 3T
2011N124885_00 [GSK2531401A: Intravenous liver comet assay in Crl:CD1(Icr) mice 201149 H T e S -
(M29835)  [(GlaxoSmithKline Study Number M29835) 01263y | OSK-Ware GRIED | ilgsh | HEPIRER B
2012N132787_00 [GSK2531401A (M13 metabolite of GSK1278863A): Induction of 20114£10H Hish N =41
(M29910) chromosome aberrations in the bone marrow of treated mice ~20124F4 A ([E) " - "
Analysis of the Inhibitory Effects of GSK Compound 2531401A in o e N e S -
2011N130337_00 Topoisomerase II Relaxation Assay WNFIARE - (1) 15t PR 5%
. o 2011412 H GSK-Tres Cantos o - 5
2012N139337_00 [Human topoisomerase II alpha inhibitory study for GSK2531401A ~20124E5 (A ) T2 PR 5%
423.7.7
CD2008/01038/00 . . o 200848 A ; ,
: _ N B e =
(108189) GSK1278863A: In Vitro Hemolysis Testing in Rat Blood ~20084E11 ] GSK-UM (K[H) sk BB %
2012N131637 00 [GSK1278863A: In Vitro Hemolysis Testing in Human Blood and Formulation 2012421 H N e . =
— _ Z. ]| N 1/ 'S E\/
(G11256) Stability Assessment (GlaxoSmithKline Study No. G11256) ~20124F4 A GSK-UM (k) st PR Al
CD2(€I()08£§);;;10/00 Stilglfgi:i:iglinlt{r:tvenous (Infusion) Once Daily Investigative Toxicology 3(2)8(8);4;9 fﬁ it AN Bz
Y (1 F2)
2012N135152 00 [GSK1278863A: 14-Day Oral Investigative Plasma Glucose Study in Male 201243 A " e -
_ B =] ; s %
(112031) Rats (GlaxoSmithKline Study Number 112031) ~20124F-6 H GSK-UM CKTE) st PR =
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53.1.1
An open-label study in healthy male participants to determine the mass
balance, absolute bioavailability and pharmacokinetics of daprodustat, 2017104 10H . . e S - i
200232 administered as a single intravenous microtracer (concomitant with an oral ~20174-11 H28H GlaxoSmithKline 1A+ FEPIRDEY ¥l
dose of non-radiolabelled daprodustat) and a single, oral radiolabelled dose
Open Label Study to Assess the Pharmacokinetics of GSK1278863A 20104E11 A 8 H
PHI113634 Coadministered with a High Fat Meal or an Inhibitor of CYP2C8 GlaxoSmithKline iz N N R 5% il
. ~20104:11H22H
(gemfibrozil)
53.12
A single centre, single dose, open-label, randomised, 2-way crossover study in
healthy Japanese male subjects to evaluate the bioequivalence of daprodustat 201844 H24H . . e S - i
207727 tablets (2 mg tablet vs. 4 mg tablet) (Part 1) and the food effect on the ~20184F6 H9H GlaxoSmithKline 1A+ FEPTREEY ¥l
pharmacokinetics of daprodustat (Part 2)
A randomized, open-label, 3-period crossover study in healthy subjects to 201146225 H
PHI114703 determine the effect of particle size on the pharmacokinetics of single oral 100 GlaxoSmithKline iz N R 5% il
~20114F4 118 H
mg doses of GSK 1278863
53.14
The Validation of a Method for the Determination of GSK1278863 in 200846 H GlaxoSmithKline (| - -
3 b =7 Eiis
CD2008/00893/00 |, . dified Human Plasma (range 1 to 1000 ng/mL) Using HPLC-MS/MS ~20084-7H KIE) 1% HARR B
The Validation of a Method for the Determination of the Metabolites of
GSK1278863 (GSK2391220, GSK2531403, GSK2499166, GSK2531399, 201048 H GlaxoSmithKline N [~ =7 i
mmmmwlm(ﬁmﬁn%ﬁMGwﬁnmmmmmmumMmmmegmmo ~201048 A CkE) st HARH i B

MS/MS (range 1 to 1000 ng/mL).
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53.14
The Validation of a Method for the Determination of GSK1278863 in Human 20104:11H4 GlaxoSmithKline (| e 25 i
2010N109680_00 15, cha (range 1 to 1000 ng/mL) using UHPLC-MS/MS ~20104:124 KIE) 1% HARR B
The Validation of a Method for the Determination of the Metabolites of
GSK1278863 (GSK2391220, GSK2531403, GSK2499166, GSK2531399, 2011414 GlaxoSmithKline ( 5 s =5 i
201INTH699_00 | o 53 1398, and GSK2531400) in Human Plasma using UHPLC-MS/MS ~201141 1 KE) st HARH i
(range 1 to 1000 ng/mL).
The Validation of a Method for the Determination of GSK1278863 in 200941 A GlaxoSmithKline (| e 2q i
CD2009/00008/00 |, . dified Human Urine (range 1 to 1000 ng/mL) using UHPLC-MS/MS ~20094-1H KIE) 1% HARR B
Quantitation of GSK 1278863 in Human Plasma via UPLC with MS/MS 201146 H e N [ o o
2011N130000 00 4050 201146 [ JESEE) W | dmEE | 2B
Quantitation of GSK1278863 and its Six Metabolites (GSK2391220, 201149 A
2011N130002_00 |GSK2531403, GSK2499166, GSK2531399, GSK2531398, and GSK2531400)| ) 2 019 [ JESEE) HEZAS FENEER [ A fie
in Human Plasma via UPLC with MS/MS Detection
Quantitation of GSK1278863, GSK2391220, GSK2531403, GSK2487818, 20114E9 A
2012N146881_00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via UPLC [ JESEE) HEZAS FENEER [ A fie
. . ~20134F4 H
with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220, GSK2506104, GSK2487818, Zg(l)fgfﬂ
2018N377802_00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via UPLC" [ e 10 B cE WSk R | EHE o
with MS/MS Detection ~20184E8 H

May 18 2020 17:41:54

1.12-p. 23




1.12. 1. RAPER—E

Eﬁgjaaé»

Eni AR
T E RS B4 b Sl TSR WA G /J;;fﬁ% T—HD
~ | R
53.14

Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 2011429 A

2014N198951_00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via UPLC 201464 A [ JESEE) HEZAS FENEER [ A fie
with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 20114E9

2015N251655_00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via UPLC" | )0 cpe 1 B cE WSk R | EHE o
with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 201348 A

2013N175241 00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via HPLC 201348 A | JESED ot R | R i
with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 201348 ]

2015N232321 00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via UPLC® | 2, 00 B ckm wisk | kbR | BRI e
with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 2015461

2018N377803_00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via UPLC" | 2 "o | EERE) wEsk | R | BB i
with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 2015412

2015N267976_00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via HPLC 201661 A [ JESEE) HEZAS FENEER [ A fie
with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220 (M2), GSK2506104 (M3), 2017411 A

2017N346883_00 |GSK2487818 (M4), GSK2506102 (M5), GSK2531398 (M6), and 201862 A [ RESE) 24 FEPE ERali i

GSK2531401 (M13) in Human Plasma via HPLC with MS/MS Detection
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53.1.4
Quantitation of GSK 1278863, GSK2391220 (M2), GSK2531403 (M3), 2015612
2018N360351_00 |GSK2487818 (M4), GSK2506102 (M5), GSK2531398 (M6), and 201862 A [ RESE) 24 FEPE R ERali i
GSK2531401 (M13) in Human Plasma via HPLC with MS/MS Detection
The Validation of a Method for the Quantitation of GSK 1278863,
GSK2391220 (M2), GSK2506104 (M3), GSK2487818 (M4), GSK2506102 20184E3 A w ; e -
b Py = 4]&\
2018N363536_00 (M5), GSK2531398 (M6), and GSK2531401 (M13) in Human Plasma via ~20184£3 A - CkE) st PR A
HPLC with MS/MS Detection
Quantitation of GSK1278863 and its Six Metabolites (GSK2391220, 20114£10
2011N130003_00 |GSK2531403,GSK2499166, GSK2531399, GSK2531398, and GSK2531400) | T, /e o' [ JESEE) HEZAS FENEER [ A fie
in Human Urine via UPLC with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 2011410
2012N155850_00 |GSK2506102, GSK2531398, and GSK2531401 in Human Urine via UPLC® 0144E4 B cE st LN S piliz
with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220, GSK2506104, GSK2487818, 201445 ]
2014N202250 01 |GSK2506102, GSK2531398, and GSK2531401 in Peritoneal Fluid via 2014426 B oc s LB S piliz
UPLC"® with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220, GSK2506104, GSK2487818, 201445 ]
2017N324027 00 [GSK2506102, GSK2531398, and GSK2531401 in Peritoneal Fluid via 2017454 B cE Wish N SEAf I
UPLC"® with MS/MS Detection
Quantitation of GSK 1278863, GSK2487818, and GSK2506102 in Human 20124E11 A
2013N160023_01 |Plasma / Phosphate Buffered Saline (1:1, v/v) via UPLC" with MS/MS 0L B cE WSk R | EHE o

Detection
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Quantitation of GSK 1278863, GSK2487818, and GSK2506102 in Human 20124E11
2014N194044_00 |Plasma / Phosphate Buffered Saline (1:1, v/v) via UPLC” with MS/MS oiutEan B oc WSk R | EHE o

Detection

Quantitation of GSK 1278863, GSK2487818, and GSK2506102 in Human 20124E11 A
2016N284759_00 [Plasma / Phosphate Buffered Saline (1:1, v/v) via UPLC® with MS/MS 0165671 B cE 7N pvgrt | R L

Detection

Validation of a Method for the Quantitation of GSK 1278863, GSK2391220

(M2), GSK2506104 (M3), GSK2487818 (M4), GSK2506102 (M5), 201844 A W N - =

b Py = 4]&\

2018N365717_00 GSK2531398 (M6) and GSK2531401 (M13) in Human Plasma/Phosphate ~20184-4 A - CkE) st PR A

Buffered Saline (1:1, v/v) via HPLC with MS/MS Detection

VALIDATION OF METHOD FOR THE DETERMINATION OF 200943 /1
RM2009/00585/01 [GSK 1278863 IN ACIDIFIED HUMAN PLASMA USING LC-MS/MS 200948 A s+ B R A pi:

(API4000) (£ k)

Quantitation of GSK1278863, GSK2391220 (M2), GSK2506104 (M3),

GSK2487818 (M4), GSK2506102 (M5), GSK2531398 (M6), and 201848 H W N - =

b by = 4]&\

2018N380589_00 GSK2531401 (M13) in Human Plasma via HPLC or UHPLC with MS/MS ~20184-8 - CkE) st PR A

Detection

Within-Study Analytical Performance Data for the Determination of

GSK 1278863 and its metabolites (GSK2391220, GSK2531403, 201046 H GlaxoSmithKline (| [~ =7 i
201INTI8581_00 GSK2499166, GSK2531399, GSK2531398 and GSK2531400) in Acidified ~20114F2 A KIE) 1% HARR B

Human Plasma (GlaxoSmithKline Study Number PHI112844)

Within-Study Analytical Performance Data for the Determination of

GSK 1278863 and its metabolites (GSK2391220, GSK2531400, 2010412 A GlaxoSmithKline (| o~ =7 i
201IN114694_00 GSK2499166, GSK2531399, GSK2531398, GSK2531403) in Human Plasma ~201143 A KIE) st PR A

(GlaxoSmithKline Study Number PHI113634)

May 18 2020 17:41:54

1.12-p. 26




1.12. 1. RAPER—E

Eﬁgjaaé»

EYA \Eﬁ FEL
TR 5 54 by BRI wopey | amm | mass | L | 2so
~ 1 HH A 2
53.1.4

Within-Study Analytical Performance Data for the Determination of

GSK 1278863 and its metabolites (GSK2391220, GSK2531403, 2011444 GlaxoSmithKline (| o~ =3 i
201IN118510_00 GSK2499166, GSK2531399, GSK2531398, and GSK2531400) in Human ~20114F6 H KE) e FLPSER o

Plasma (GlaxoSmithKline Study Number PHI114703)

Within-Study Analytical Performance Data for the Determination of

GSK 1278863 and its metabolites (GSK2391220, GSK2531403, 201146 4 GlaxoSmithKline (| o~ =3 i
201IN122518_00 GSK2499166, GSK2531399, GSK2531398, and GSK2531400) in Human ~20114¢7H KE) e FLPSER whi

Plasma (GlaxoSmithKline Study Number PHI115385)

Within-Study Analytical Performance Data for the Determination of 2008428 /] GlaxoSmithKline (| - =3 .
2018N374478 00 1 56 1978863 in Fuman Plasma GlaxoSmithKline Study Number PHX 111427  ~20094E2 KIE) 1% HARR B

Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 201564 5]
2015N236372_00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via UPLC" | 2507 o B cE WSk R | EHE o

with MS/MS Detection in Support of Study 200229

Quantitation of GSK1278863, GSK2391220 (M2), GSK2506104 (M3),

GSK2487818 (M4), GSK2506102 (M5), GSK2531398 (M6), and 20174F11 A4 N ; S =

b by = 4]&\

2017N350027_00 GSK2531401 (M13) in Human Plasma via HPLC with MS/MS Detection in ~20184-9 A - CkE) st PR A

Support of Study 200231

Quantitation of GSK1278863, GSK2391220 (M2), GSK2506104 (M3),

GSK2487818 (M4),GSK2506102 (M5), GSK2531398 (M6), and 201846 H e . S - i
2017N350028_00 GSK2531401 (M13) in Human Plasma:Phosphate Buffered Saline (1:1) via ~201849 A - CRIE) 17+ FEPTEDEY ¥l

HPLC with MS/MS Detection in Support of Study 200231

Quantitation of GSK 1278863, GSK2391220, GSK2506104, GSK2487818, 2017 T1LA
2017N350026_01 |GSK2506102,GSK2531398, and GSK2531401 in Human Plasma via UPLC" 2017121 [ RESE) 4N PR Bl pil3

with MS/MS Detection in Support of Study 200232
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53.1.4
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 201547
2015N246162_00 | GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via UPLC" | 25072 B oc o1 Hpvgrt | R i
with MS/MS Detection in Support of Study 200942
Quantitation of GSK 1278863, GSK2487818, and GSK2506102 in 1:1 Human 201547 H N T -
2015N246163 00 KE ] TNEE pi:
— |Plasma:PBS via UPLC” with MS/MS Detection in Support of Study 200942 ~201744H oo st PR A
Quantitation of GSK 1278863, GSK2391220, GSK2506104, GSK2487818, 201547
2015N246164 00 |GSK2506102, GSK2531398, and GSK2531401 in Human Peritoneal Fluid via 201747 A - CKE) YAk HNE B ST 4
UPLC"® with MS/MS Detection in Support of Study 200942
BIOANALYTICAL REPORT PROJECT NO.095-09 PHI112842 : A PHASE
I, RANDOMIZED, SINGLE-BLIND, PLACEBO-CONTROLLED, DOSE- 200944 A
RM2009/00585/01 |ESCALATION STUDY TO EVALUATE THE SAFETY, 200948 A iz FENEERE | A &
PHARMACOKINETICS, AND PHARMACODINAMICS OF REPEAT (1>F)
ORAL DOSES OF GSK 1278863 IN HEALTHY SUBJECTS
BIOANALYTICAL REPORT PROJECT NO.170-09 (Clinical Protocol No. :
PHI112843) PROTOCOL FOR BIOANALYSIS OF SAMPLES FROM
STUDY PHI112843 : A PHASE I, SINGLE-DOSE, RANDOMIZED AND
SINGLE-BLIND (PART 1), FIXED SEQUENCE AND OPEN-LABEL 2009410 A - s =3 .
2019N409204_00 (PART 2), STUDY TO EVALUATE THE SAFETY, ~201046 /1 CAS) ot HARR ¥
PHARMACOKINETICS, AND PHARMACODYNAMICS OF
GSK1278863A IN SUBJECTS WITH RENAL IMPAIRMENT AND
MATCHED HEALTHY VOLUNTEERS
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 201448 ]
2014N208533 00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma from Study 201562 B cE s LB S piliz

PHI113633 via UPLC® with MS/MS Detection
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Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 20144121

2014N224862 00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via UPLC" | 0’ <’ o B oc WSk R | EHE o
with MS/MS Detection in Support of Study PHI113635
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 2014491

2014N208535_00 | GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via UPLC" | 2500 s B cE WSk R | EHE o
with MS/MS Detection in Support of Study PHI113747
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 201641

2016N269957_00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via UPLC" | 250/ ety B cE WSk R | EHE o
with MS/MS Detection in Support of Study PHI114837
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 0124 1L

2012N155179 00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma from Study 2013125 - CKE) YAk HNE B ST 4
PHI115573 via UPLC® with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 20132

2012N155180_00 {GSK2506102, GSK2531398, and GSK2531401 i Human Urine from Study | =50~ B o Hisk sk | E I
PHI115573 via UPLC® with MS/MS Detection
Quantitation of GSK 1278863, GSK2487818, and GSK2506102 201341051

2013N180143 01 |in 1:1 Human Plasma:Phosphate Buffered Saline (PBS) from Study 2013412 1 - CKkE) 48 g R SEAT e
PHI115573 via UPLC® with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 2012491

2012N150366_00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via UPLC" | 2 700 | EERE) WEsk | thREE | R i

with MS/MS Detection (PHI116008)
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53.1.4
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 201362 ]
2013N161265 00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma from Study 20134E5 - CKE) YAk HNE B S 4
PHI116581 via UPLC" with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 201364 ]
2013N164912 00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma from Study 20134E6 - CKE) YAk HNE B ST 4
PHI116582 via UPLC" with MS/MS Detection
Quantitation of GSK 1278863, GSK2391220, GSK2531403, GSK2487818, 20144E5 ]
2014N203905_00 |GSK2506102, GSK2531398, and GSK2531401 in Human Plasma via UPLC" CkE) 4N LR Bl pil3
~20144-8 A
with MS/MS Detection
Quantitation of GSK 1278863 in Human Plasma via UPLC" with MS/MS 20174F124 N2 [ i =
2017N352857_00 CKIE) LB At =
— |Detection in Support of Study PHI201753 ~20184F6 11 I O i
itati i i ® wi 2018414 ; ‘ .
2018N355338 00 Quantitation of GSK1278863 in Human Plasma via UPLC™ with MS/MS * ; T = 1
- Detection in Support of Study 201754 ~20184F3 H - ORI st HARH i
itati i i ® wi 20174E7 H ; . R
2017N332798 00 Quantitation of GSK 1278863 in Human Plasma via UPLC™ with MS/MS x e R = 45
~  |Detection in Support of Study 204716 ~2017411H4 - kD ot t # Al
Quantitation of GSK1278863 in Human Plasma via HPLC with MS/MS 201846 A N N i -
b Py = 4]&\
2018N372776 00 115 cction in Support of Study 207727 ~201846 A Bl ok st HARR B
5.3.3.1
A Phase [, Randomized, Single-Blind, Placebo-Controlled, Dose-Escalation
(Part 1), fixed Sequence and Open-Label (Part 2), Study to Evaluate the 201143 A31H . . e S - i
PHILIS385 Safety, Pharmacokinetics, and Pharmacodynamics of Single Oral Doses of ~20114F6 H3 H GlaxoSmithKline i+ PR ¥l
GSK1278863A in Healthy Subjects
A Phase [, Randomized, Single-Blind, Placebo-Controlled, Dose-Escalation 2008457 17
PHX111427 Study to Evaluate the Safety, Pharmacokinetics, and Pharmacodynamics of GlaxoSmithKline HESk HPNE R ARG s

Single Oral Doses of GSK1278863A in Healthy Subjects

~20084F12H 12 H
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5.3.3.1
A Phase I, Randomized, Single-Blind, Placebo-Controlled, Dose-Escalation 200943 /1 16 F
PHI112842 Study to Evaluate the Safety, Pharmacokinetics, and Pharmacodynamics of 200947 A 7 H GlaxoSmithKline HESN HPNE R 5% s
Repeat Oral Doses of GSK1278863A in Healthy Subjects
5333
A Phase I, Single-Dose, Randomized and Single-Blind (Part 1), Fixed
Sequence and Open-Label (Part 2), Study to Evaluate the Safety, 20098 H 12 H . . - -
1 thK1 1 Gh % &
PHITI2843 Pharmacokinetics, and Pharmacodynamics of GSK1278863A in Subjects with| ~20104-4 27 H GlaxoSmithKline st PR =
Renal Impairment and Matched Healthy Volunteers
A Repeat-Dose, Open-Label, Parallel-Group Study to Assess the 201148 730 A
PHI115573 Pharmacokinetics of GSK 1278863 and Metabolites in Normal Subjects and 20134E8 31 H GlaxoSmithKline HESk tHNE R A i3
Subjects With Impaired Renal Function
A repeat-dose, open-label, parallel-group study to assess the pharmacokinetics 20144710 24 F
200942 of GSK 1278863 and metabolites in subjects with End Stage Renal Disease 201745 10 A GlaxoSmithKline iz N N R 5% il
undergoing peritoneal dialysis
A Phase [, Open-Label, Non-Randomized, Parallel Group, Single-Dose 2017457 28 H
200231 Adaptive Study in Adults with Hepatic Impairment and Matched, Healthy GlaxoSmithKline iz N N R A il
. . . . ~20184E8 H 20 H
Control Participants with Normal Hepatic Function
5334
An open label, randomized, two part study to evaluate the CYP2C8- and
200229 O.ATP 1B1-mediated dmg-d.mg 1nFerfict10n potf:ntlal of QSKI 278863 w1tl.1 201542 H 11H GlaxoSmithK line st AN M 4
pioglitazone and rosuvastatin as victims and trimethoprim as perpetrator in ~20154-8 A 12
healthy adult volunteers
Open Label Study to Assess the Pharmacokinetics of GSK1278863A 20104511 A8 H
PHI113634 Coadministered with a High Fat Meal or an Inhibitor of CYP2C8 GlaxoSmithKline iz N R 5% il
. ~20104:11H22H
(gemfibrozil)
53.3.5
Population Pharmacokinetic Modeling, including Covariate Analysis, of
- Daprodustat (GSK1278863) and its Metabolites in Healthy Volunteers and 20194E5 H7H#%5 | GlaxoSmithKline TZ4N HPNE R i s

Chronic Kidney Disease patients from Phase 1 and Phase 2 data
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5335
Application of a Population Pharmacokinetic Model of Daprodustat to Data 20194E4 5 12 H
- from Japanese CKD Patients in Phase 3 studies PHI204716, PHI201754 and ol GlaxoSmithKline HES HNEE A il
e
PHI201753
2015N248947 00 Phase 2 PoPulatlon Ifharmacodyr}amlc Analyses of GSK1278863 in Anemic 201644 ﬂ)j 22H GlaxoSmithK line Wit N STl e
Subjects with Chronic Kidney Disease e
2017N336458 00 Clinical St.udy Simulations of Daprodustat for Japanese Phase 3 Clinical 20184F5 ﬂ}j 23H GlaxoSmithKline sk KR i 1
Study Setting s
534.1
A two-part study to evaluate the pharmacokinetics, safety, and tolerability of a
high, single oral dose of GSK1278863 (Part A), and a randomized, single- 20144£11 17 H
PHI113635 blind, placebo- and positive-controlled, four-way crossover study to assess the | 201543 4 10 H GlaxoSmithKline HESk B R ARG s
effect of single, oral dose of GSK1278863 on cardiac repolarization (Part B)
in healthy volunteers
A randomized, placebo-controlled, study to evaluate the effects of 201245 15R s . T
PHIT16008 GSK1278863A on pulmonary artery pressure in healthy volunteers ~20124F-11H19H GlaxoSmithKline 1A+ FEPTEEEY =
53.5.1
A 4-week, Phase I, randomized, double-blind, dose-ranging, placebo-
controlled, parallel-group, multi-center study to evaluate the safety, efficacy 2013411 H5H . . e . - i
PHIT16099 and pharmacokinetics of GSK 1278863 in Japanese hemodialysis-dependent ~20144-8 H6 H GlaxoSmithKline i+ FEPTEDEY ¥l
subjects with anemia associated with chronic kidney disease.
A 24-week, Phase 2B, randomized, controlled, parallel-group, multi-center 2013461271 17 H
PHI113747 study to evaluate the safety and efficacy of GSK1278863 in subjects with GlaxoSmithKline HESN AN R ARG s
. . . S . . ~2015526 1 19H
anemia associated with chronic kidney disease who are not on dialysis.
A 24-week, Phase 2B, randomized, controlled, parallel-group, multi-center
PHI113747 study to evaluate the safety and efficacy of GSK1278863 in subjects with 20134124 17H GlaxoSmithK line Wit N STl e

anemia associated with chronic kidney disease who are not on dialysis -
Pulmonary Artery Hypertension Supplementary Analysis

~2015526 1 19H
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5.3.5.1
A 24-week, Phase 2B, randomized, controlled, parallel-group, multi-center
study to evaluate the safety and efficacy of GSK1278863 in subjects with 20134E12H17AR . . . S - i
PHIL13747 anemia associated with chronic kidney disease who are not on dialysis. ~2015%-6 H19H GlaxoSmithKline 1A+ FEPTREEY ¥l
(Japanese subgroup analysis)
A Phase 2B, randomized, blinded, dose-ranging, activecontrolled, parallel-
group, multi-center study to evaluate the dose response relationship of
GSK1278863 over the first 4 weeks of treatment and evaluate the safety and 20134F11H 15H . . - —— =
PHITI3033 | i cacy of GSKI1278863 over 24 weeks in hemodialysis-dependent subjects | ~2015623 4 15[ | O1axoSmithKline b | ALANER Fiil
with anemia associated with chronic kidney disease who switch from
recombinant human erythropoietin.
A Phase 2B, randomized, blinded, dose-ranging, activecontrolled, parallel-
group, multi-center study to evaluate the dose response relationship of
GSK 1278863 over the first 4 weeks of treatment and evaluate the safety and 20134£11 A 15 H
PHI113633 efficacy of GSK 1278863 over 24 weeks in hemodialysis-dependent subjects GlaxoSmithKline HE HNEE A i
: . . . T . . ~201543 1 18H
with anemia associated with chronic kidney disease who switch from
recombinant human erythropoietin - Pulmonary Artery Hypertension
Supplementary Analysis
A Phase 2B, randomized, blinded, dose-ranging, activecontrolled, parallel-
group, multi-center study to evaluate the dose response relationship of
GSK 1278863 over the first 4 weeks of treatment and evaluate the safety and 20134E11H15A . . e - =
PHIT13633 efficacy of GSK1278863 over 24 weeks in hemodialysis-dependent subjects ~20154F3H 18H GlaxoSmithKline HES FLPVETR Tl
with anemia associated with chronic kidney disease who switch from
recombinant human erythropoietin. (Japanese subgroup analysis)
A 52-week, Phase 111, open-label, multi-center study to evaluate efficacy and 201646 A 6
201753 safety of GSK 1278863 in Japanese non-dialysis and peritoneal dialysis GlaxoSmithKline MiTZ4N HN&E B SEATG 4HE
. . . . . o . ~2018%-10H 26 H
subjects with anemia associated with chronic kidney disease.
. 201646 H6 H . . e T =
- - - 3 B p IHE
201753 201753--Post hoc-daprodustat - data displays 2018410 26 F GlaxoSmithKline MiT%Y S FEPNE B A
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53.5.1
A 52-week, Phase III, double-blind, active-controlled, parallelgroup, multi-
center study to evaluate efficacy and safety of daprodustat compared to 201651121 H . . N [ - ti
201754 darbepoetin alfa in Japanese hemodialysis-dependent subjects with anemia ~20184F7H2H GlaxoSmithKline A PSR gl
associated with chronic kidney disease who are currently ESA users.
201754 201754--Post hoc-daprodustat - data displays 2016511721 H GlaxoSmithKline HES HNEE A i
~2018%-7H2 A
A phase Ila, randomized, single-blind, placebo-controlled, parallel-group
study to evaluate the safety, pharmacokinetics, and efficacy of 28-day repeat 201043 H12H . . N -
PHI112844 oral doses of GSK1278863A in anemic pre-dialysis and hemodialysis- ~20114F2H2H GlaxoSmithKline A RIS 5
dependent patients.
A four-week Phase Ila, randomized, double-blind, placebocontrolled, parallel-
group, multi-center study to evaluate the safety, efficacy and pharmacokinetics 201245729
PHI116581 of GSK 1278863 in subjects with anemia associated with chronic kidney 201345 30 H GlaxoSmithKline iT%4 HNE B B 4t
disease who are not taking recombinant human erythropoietin and are not
undergoing dialysis.
A four-week, Phase Ila, randomized, active-controlled, parallelgroup, multi-
center study to evaluate the safety, efficacy and pharmacokinetics of switching 20124E6 H 6 H
PHI116582 subjects from a stable dose of recombinant human erythropoietin to 2013461 17 GlaxoSmithKline HES HNEE B i
GSK1278863 in hemodialysis-dependent subjects with anemia associated with
chronic kidney disease
A 29-day, randomized, double-blinded, placebo-controlled, parallel-group,
multi-center study to evaluate the efficacy, safety and pharmacokinetics of 20166228 17
204836 three-times weekly dosing of GSK 1278863 in hemodialysis-dependent GlaxoSmithKline iT%4 HNEE Bk 4HE
. . . . . L . . ~201751H25H
subjects with anemia associated with chronic kidney disease who are switched
from a stable dose of an erythropoiesis-stimulating agent
53.5.2
A 24-week, Phase 111, open-label, non-comparative, multicenter study to
204716 evaluate efficacy and safety of GSK1278863 in Japanese hemodialysis 201648 H8H GlaxoSmithK line it TN M 4

subjects with anemia associated with chronic kidney disease who are not
taking erythropoiesis stimulating agents.

~20174£10H17H
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53.52
204716 PHI204716--Post hoc-daprodustat - data displays 201648 A 8 1 GlaxoSmithKline b4 FENE B P A
P play ~20174E10 4 17H = "
A 16-week, Phase 2a, single-arm, multi-center, open-label study to evaluate
the safety and efficacy of GSK 1278863 after switching from recombinant 2014456 11 1
PHI114837 human erythropoietin (thEPO), in hemodialysis-dependent subjects with GlaxoSmithKline HES HNEE B i
. . . o . . ~20164£3J]1 16 H
anemia associated with chronic kidney disease who are chronically
hyporesponsive to thEPO
53.53
i Summary Document Analysis Plan for Integrated Summary of Safety for ) GlaxoSmithKline s G S 4

Daprodustat in Renal Anemia
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