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# 2.64:1

# 2.6.4.A-1
# 2.6.4.A-2
# 2.6.4.A-3
# 2.6.4.A-4

# 2.6.4.A-5

# 2.6.4.A-6
# 2.6.4.A-7

# 2.6.4.A-8

# 2.6.4.A-9

# 2.6.4.A-10

% 2.6.4.A-11

# 2.6.4.A-12

# 2.6.4.A-13
% 2.6.4.A-14

# 2.6.4.A-15
# 2.6.4.A-16

# 2.6.4.A-17

ELa

7T TV ENN KON R BV O FERRR I T REEREBRAE R O ZKT e 8
77TV ENVORELEDRE KR UREE (GLP IZHE S 72HIE) e, 12
FRTHWEZZ 7Y 7L ELORIEE (GLP IZHE S TZHIE) e, 13
MM Wistar Han 7 v MCZ 7 Y 7 L L ZEBARN R O O #5 Lo 7
T FLENDIRENIE ST A —F T e 15
KM E— 27 NVRICTZ Z7 Y T L ENVEFIRNE R ARG LTICBEREO 75
L ELVDIRIBENRE /ST A =BT e 17
HEPE Wistar Han 5 > MCZ 5 Y 7 L E L2 BRI O# 5 U 72 BR o 4 & O
HFNEF D 27 Z > 7 L BV DFEENRE /N T A= H e 20
A XN T T LA BRI O &G L7 B & O+ 3K EhiE ... 21
ZTyv b, X A XKL MISECBIT S 7T Y L ELVOE AR ER
FFFR (0 VTIO) ettt ee et en e 22
E MILET AT I RN o - BBEREER AT 2 7T Y T L eV OIER AR
FFFR (0 VITEO) ettt s et sen e 22

R RERE . RWIB A2 M OMERHSRFT 127 7 Y 7 L EJL100 mg

M ORT 3250 mg 10 ARIER ARG LIZBEO 7 7Y 7L e O
MBEE IR AT (I0 VIIO) vt 23
W AR K OVER B TR BRI NSRRI T Y L e

200 mg 10 MER DG Lo 7 Z Y 7 L e o mEE B IERE AT
FFFR (0 VTIO) vttt e et eeneeeneeas 23
TR T v M2 Z T 7 L E 200 mgkg % 1 B 2[RIFE O 530 ONZATYR 7 %
(277 7 L EV100 mg/kg A & FRIRNE G- L 72 BEO B8 & OB IR IZ 3 1

BT TV EVDMIERIRIE oo 24
REREHE L O OPR T LRS- T Y T L EALKDZEOR

B OSTER BT & HPLC) oo 29
75 F U ELDHAEAFED (0 VIEO) v 30
T v b, UHE A XKV MIPHIUICIZ T Y 7 L B % BRIEIRN

EAE OB U7 B O B BRE O BREHEME T e, 32
TG FUENDEZR NN T v AR—=Z =T DBHERE oo 36

ENFHIRE DA o FaX— a3 LIZBITAEXZARNZZF U NONT A
ABZF O IARIKTH T TS T L ENL KRN 77 B OHEE

R E (200mg) O 7Y 7L ENLNKOHIV 7' r7 7 —EBHEKOHEY)
WA AAER T — #1253 < HIV 7 v 7 7 —EEK O OATPIBI L Y
2.6.4 HPEhRERER O ESC
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# 2.6.4.B-1

# 2.6.4.B-2

# 2.6.4.B-3

# 2.6.4.B-4

# 2.6.4.B-5

# 2.6.4.B-6

# 2.6.4.B-7

# 2.6.4.B-8

# 2.6.4.B-9

# 2.6.4.B-10
# 2.6.4.B-11

OATPIB3IZ 52 ICsoE R TN RAET oo 40
TS AENORIEEDEEE R OREE  (GLP IZHES TZITE) e, 43
FRBRCHWZZ A AN ZE A ORIEE (GLP IZHES TZHITE) e 44
HEME Wistar Han 7 > MU ZAENLEZEIRNE R O#B G Lo L
IRAEILDIIENRE /ST A F T e 46
HEMEE — 7 A RIZZ AN A BNV EFIRN L O OG- LTEBEO = LS A e
IVDFEMITNHE ST A BT oo 49
FEMET) =277 A P T AN ZE N Z IR G- LTZERO = LS 2 BV D3R
WIENHE /ST A T e 50
HEME Wistar Han 7 » BT /L 82 B L30 mg/kg Z % &5 L7ZBED =1
AV OMBE, B O FEIENRE .o 52
EIRT » b RO F I3 Z EIL1000 meg/kg/ H &2 7% 5 L 7= BE
Fh2) S OB VEIIHE T IR oo 53
AR L O S OPE 2 DR S L7z =L S 2 BV R OVE OARGHE
W) (B RERR BT X HPLC) oo 57
T b, VX, A XKV MCPHIUI[Clm LR Z BV & B EERIRN X
R O G LT BED T BEDHEME oo 60
CYP3A4IZ L 2= A2 VORI (m2,/ m3) AERRDEISHE ..o 61
TANRAENDEELER N T 2 AR =2 — 2T DIERE o 63

2.6.4 HPEhRERER O ESC
- 4 -

C cConfidential



TS5 F LN TN AE L
2.6 FEEERRBR O EE SR O EER
2.6.4 FRENREFRER OBEE ST

]

]

]

]

]

]

]

]

]

]

]

]

]

]

]

2.64:1

2.6.4.A-1

2.6.4.A-2

2.6.4.A-3

2.6.4.A-4

2.6.4.A-5

2.6.4.A-6

2.6.4.A-7

2.6.4.A-8

2.6.4.B-1

2.6.4.B-2

2.6.4.B-3

2.6.4.B-4

2.6.4.B-5

2.6.4.B-6

2.6.4.B-7

EE
H
PH|Z Z Y 7L Een, [MC17F Y 7L EL, PHIZARZEAKRRMC]m L2
E TV DALZEREIETR oo 11
HEME Wistar Han 7 > M2 77 Y 7V ELZ#EIRNE O O#& 5 L7077
T TV ENVDIMIEFPRIEHERS oo 16
KM E— 27NV RICTZ 7Y T L ENVEFIRNE R ARG LTICEREO 75 7
VELDOMBEFIRIEHERS (oo e 18
HEPE Wistar Han 7 > M7 7V 7L ELZROKE LB 7S L e
JL D I R ORI IR EEHERS <o 20
HEVEE = VRIZTZ Y TV ENLVERAKRE LIZBEO 7 7 7 L EL O
HE R OB IR EEHERS oo 21
YDA Ty b, UYX A XLV MIBITL7 T V7L EAOHETENH
TEEIE <ottt 25
HEALE S > MZ[PH]YZ T Y 7 L EA20 mgkg &0 #5 LI-BICE 6T
MY (B E5%6FR) DOIREBEHNRT VA7 8~ R T A, 26

B4 = 2 — LRLE A XI2[MC]1 2 T YV 7 L EL0.5 mglkg ZHRMN %G LT
BRGSO iR Y (B BZRIRERE]) OREBHR T VA7 a~ b7 T 527
b MZ[MC]Z T Y 7 L EIL186~188 mg/kg %% A # 5 L 7= B (3 543 K U8

REfD) 1A DA MM ORENR T A7 B~ R T A e 29
HEME Wistar Han 7 > MZZ /LN R EVEZFIRN L ORE OB G LT7ZBEo =L
NAENDMBEFIEIIREEHERS <o 47
M — 7 NV RICE AR A BV EFRIRN K O A& G Lo = L2 e
VD IMHEFFRDIIEFEHETS oo 49
WM = 7 A P ATV R A BV mglkg & E RN G L2 D= L2 e
VD IMHERFRDIIEFEHETS oo 50
YDA, Ty b, UPX A XK MBS TN Z BV OHEEHR
BB ettt e 54

JEA = 2 — LB L7= T v MIZPH] /L3 2 EL30 mg/kg 2R A5 L
TZBRAS S i iR Y (1~8FFH D 7 — ) OREWN T VA7 v~ 7

JBAE A = 22— LRLE L= A XIAZ[MClm R 2 EL2 me/kg % #% % 5 L 7= 5
(R S mE Y (R 51%240F0]) ORKRHZ A7 n~ b7 T A 56
b MI[MCIm XA EV50 mg 2R M5 L2 BRI S b hvie 7 — v S
i (BHH3KOSKERH) OREMRT VA7 0~ b7 T A, 58
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Wi 75 B OV D 7E 22
Wt aE E T
MK-5172, grazoprevir 7T LE N
MKCS T2, elbasvir TR
AUC Area under the concentration-time curve R B - T R T T
BCRP Breast cancer resistance protein FymEE H
BEI Biliary excretion index B BRI FE 25
b.id. Twice-daily dosing 1 A2[E# 5
BSEP Bile salt export pump JEHER R T o AR — & —
CatA Cathepsin A T A
CES Carboxylesterase HNVRFL AT T —F
CLobitiary Biliary Clearance [IERS 7 e AV
CL, Plasma clearance miEr V772
CYP Cytochrome P450 F 7 m— A P450
F Oral bioavailability OB HREOMII NS AT XA T8V T 4
GD Gestation day IR H
GLP Good laboratory practice ﬁﬁ ROR ST S I RIRFBR ORI
GSH Glutathione-SH TR F A
HCV Hepatitis C virus CHIFFR T A VA
HEK Human embryonic kidney b G R i
HSA Human serum albumin b hET AT I
HPLC High performance liquid chromatography Rk v~ 87T 7 ¢
HRMS High-resolution mass spectrometry = AR BT Ik
ICsp 50% inhibitory concentration 50%BHE R
Meut I;Auztlximal theoretical concentration in the P —
— — = = E
LC/MS/MS ;gztlinciggr;atography tandem mass gﬂi7 a~v h757 4 /8T NERESHT
LD Lactation day =H.A
LLC-PK Lilly laboratory cells-porcine kidney 7 & BN AL SRANAE R o> b Rk
LSC Liquid scintillation counting WRIES v F L—3 g EHE
MDRI1 Multidrug resistance protein 1 ZAImPER R 1
MDCK Madin-Darby canine kidney AAT v F—— - A X B
mRNA Messenger ribonucleic acid ATy —Y R
MRP Multidrug resistance-associated protein Z AR R
NADPH B-nicotinamide adenine dinucleotide i f;@; AFUTIRTT =TV LA
phosphate, reduced form FRY
OAT Organic anion transporter T =4 " T U AR—F —
OATP Organic anion transporting polypeptide T =4 kR ) X7 F K

2.6.4 HyBIRERABR OB
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Wt 3t T
OCT organic cation transporter B F I N T AR—H—
PBPK T et B HSE BT
P-gp P-glycoprotein P-FEE H
q.d. Once daily dosing 1 A 1= 5
rCYP Recombinant cytochromeP450 BETHEMRZ AT F 7 12— L4 P450
tin Elimination half-life FLN T DR RABTE -0
UGT gﬂﬁﬁﬁﬁﬁgﬁe YYD VB Y B B
Vs Volume of distribution at steady state TE HIRHE Dy A A AE
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26.4A EYEREABROBMEX (F5VTLENL)

264 TIL, IV T LENLNOHEESITIIA Z, TANRAENVOIEESITIIB 2T, 77

LN, TINRAENDIEFICHEH LI, B, L, WORNTEZEL O
L7 7Y 7 L ELDOKIE2.6.4.A.1 H] M O[2.6.4.A9 HH] &

BT HONTHE TR L.

L7,

264A1 F&OD

AKFECIZT T 7L EAL KRN R ELDIEE

B [#2.6.4: 1ITRT,

REERET

— SR, T

(2N T L

— X DELK)

%= 26.4: 1 SV TUVELRUVIILNREIIDIEGREMERERBRERDEN
SR Ehe 7S5 L e TLNAE L
HRRR HRRR
CL, (mL/min/kg) v k278 v b 24
A4 X :52 A X :84
HRRR HRRR
Vs (LK) v bk 31 Z v k50
A X :0.7 A4 X :3.0
RO EREOMf ANA AT XA FZ VT FZv k12 v bk :3~9
4 (F) (%) 4 X :13 4 X :35
g - _ P-gp |2 K B EERRIE DR L
oA (7 v ) Vi 513 b A B oM
Z v b :0.016 Z v b 1 <0.001
A R IERS S 40 4 X :0.009 4 X :<0.001
t b :0.012 E ko <0.001
7w k061 7 v k061
MR, 15 FR R bt A4 X 1047 A4 X :0.94
Bk :0.67 Bk :0.62
MEER (7Y PEROTYX) i il
P (ZILT v ) il il
RPN RPN
T M RO XITBIT D PR R KR KR
(AR F b RO
1 R b b5
FEER R R BT TR S LR O 4 4
bk TOARK
B CYP3A, P-gp, OATP1B1 } T} .
S OATPIB3 CYP3A U P-gp

R HWER T AR—Z—D
PR FEE S

CYP3A K UYBCRP (T2 GE N
TEFETIERY) ZHET S
FIREMEDSN B D A3, o> F EREFR
S NI U AR—H —DHELR
TR,

CYP FHERBIL A2,

BCRP . (" P-gp (AHEWN) %R
EI B AREMENH D3, oo
WREE NG U AR—Z—D
PR TIZZR ),

CYP FHERRIL A2V,

¥ In vitro R &% ORISR AR B BT — 212 IS5 <,

2.6.4 HYBIRERABR OB
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777 ren (MK-5172303 D (22641113, CHRAFRY A LA (HCV) a7
7=kt i hamEE, £, sz e (MK-s72 3 I 12264 0
HCV OISR HSA (NSSA) ([ZxT 28172 ERKTHY . 2 b 0FEYZIHHE L35 HCV
R DIRRIE LR T CTh 5, AEHTIE, FERRFNRER CEIRS N8 FETh 2 Wistar Han
7w k. Dutch-Belted VHF RN =7V RIZEBITD, 77V T LENLKRTA/NAEILOIEY)
e (UL, A, AR ORI 1o\ T3, Ak, =/ NZ ELOFIRNE G- O 3K
BREIZOWTIE, TAFPALTORmFI L, £, B MCBIT A7 7YV L EAL KR L ANAE
NDOE AR, R OHEIZ DWW T H BT L, FEERRRBRENMFE & OFER & i L7, FEha L
72k BR ORI 2 B2 2 [2.6.5.A.1 TEH] M OY2.6.5.B.1 TH]IZ/RT,

I TLENDT y b UHEFROA XOFAKRETIE, 77 Y 7ol
100% AR Y =F L 7Y 2—/1400 (PEG400) TR L THW o, £z, 7 v MRS XDOFRIRN
$5-TIX100%PEG200 & ¥ & L CH W, 7y hORFEA— T V47T 7 4 WA XK
Ut MR D8R ORERBRTIE, ["C17 T Y F L ez v, £7-. invitro fR#FER T

X, PHIZ 9 Y 7L EAIMC1Z T Y L EADOWT g W, o< ToMRH, it
K OSSR RBRICIE, PHIZ F Y 7L e % vy,

TANAENLDT v h~ORKROEETIX, =anzxen (7177 2) O
# Y. ) . 20 oM 7 TR AT pHAICHRE L7204%E Ry
2L AF LR =R TRINL THWE, [FERIZ, 4 X~ORRD# 5 TlE, 10% Tween, 90%
PEG400% ., 7V X~ O LTI, 10% Tween, 90% K% % 2 ¥l L L, =2l (7 E
N7 7 A) OFFUIH W, 72 T v FOFIRN G- TII3% T A F AT E M7 X F,797% 40%
ERexr 7ot p-rruer7xx ) i A X ROV LOFRIRNE S TIE20%E e
BELB- O T AN CEREHE L, AR ELOREIZ AW, PHTANRZELE S

MR O U7 BEi R OMREERER 2 bR | 03T, Peil & OFERR A 3Bk <1
[MClm N2 LA VW,

FERGREEERBR OFE R, 7 v FROA XIZTBW T, 77 Y 7L ENL KT N A E LD
o V7 Z A (CL,) IXTFRE (777 L e THK 4227.8 %152 mL/minkg, T/L/3A /LT
% %224 ) (8.4 mL/min/kg) . A (Vas) 1ZFRE (7T 7L ENLTH 43.100.7 Likg,
TR AELTH £5.0K%UB.0 Lkg) . T ORI R (4,) 1377 Y 7L EA T
< (Brx 14K OB, mANRAEILTIEZ 7Y FLEMIERTOTNCEN -T2 (K442
B OV o E 72 I HT D TN R BV O S ENRE A it L 725 R, CL, (5.2 mL/min/kg) |
Viss (2.7 L/kg) KOty (160EH]) 1ZHRRECThH-o7o, 7y PEOA XIZBIT5H, 77V 7L ENL
K OT LN A BN ORAEG RO S A T XA 7807 ¢ (F) 1T Fib/hInmniE L
IEHRRET (/7Y 7L EATIZ%~13%, T/LXA EILT3%~35%) . WA E < 222 &2
Z . PIEEESRIZ L > THIR SN/ EEX biILD, 77 Y 7L EAT HCV OIRHRIZE > THE

2.6.4 SEMEYREEER O ZESC
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L7 PR SRR 0 A L, L OORRRIC 1T F 0 434 Lginodz, —J7, TR R VRS
DFFRICIE S 340 LIZAS, P-BEE [ (P-gp) T & DA DB E 1T D ldan~D 55 bh
M ThHoT=, AT v MIBITA0MRAERTIL, T/ /NRAE N AT = U ITHEAT 5 ATREMED TR
DHNTN, AT v bONFEERER CIIFEEOREEMEIZA Do Tz, HBREWFE L 't
MZBWT, 79 FLEARDPTIAARZELOMEEARERITEmS GEAMARITS T
7 L EJLT0.009~0.016, /L 3R E/LT<0.001), MERIZITH E O FES Lo 7o (ki
HEEEIL, 79 7L EAT05~0.7. T/ NRAENLT06~09), 7TV 7L ELKRT N
AZEME, WINBIEET v RO X oM EmEiE L, #3L7 > O FIcHEt S iz,
7y FEOA XZBWT, 79 7L EL KRR AR E VTR ERE & LT TR, R
ZALR & U CEITHE KON HIcHtt Sz, © M2BIT 527 7Y 7L EAL KT LR R BV
DAREAGE L OFRAGH Y O BEMRR S & FARIC . I R OB~ B 2 bivle, 77
LENL KT R2E LG BB (VY X CHMED T 7Y 7 L e VB bRE 3 )
KOt MIBWTRERILTICREDIIRE Sn o7z, o, WTFhota®miconTh, &
k@ in vivo & Vin vitro TR SN T X TOEHEEBRLEYITEY THLRO LN, BERLT-
TRTOFPFEL O MZBWT, B{bAE b, RO BRI S 7= K ke
TP (FEBO4%R M) Tholz,

In vitro [ZBWT, 77 V' 7L ENL KT LR A EILE CYP3A KON P-gp DIEE Th o722 &)
5. BEAD CYP3A,/P-gp ORLERUTFHEK LI HEKEET 2 L EMMMHENEH O EEZZIT 5
AN H D, Fl2. 7T Y 7L EJLIT OATPIBL K () OATPIB3DEE T 4 W . OATPIBI KON
OATPIB3D[HEIRD K E LT L RN & 5, BRKEMMMA AR TIZ, 77y 71 e
KOTSRS 2T CYP3AP-gp DIEETHY ., 77V 7L E/LE OATPIBLIB3OKE ThH
52 EBHERENTZ[2.72.3.4.1 H], LERST, F7 V7L ENLERT AR E LA LB
(2. CYP3AP-gp, OATP1B1}x T} OATPIB3 D EHE X IFFHEILDEE LT 5 alietEnd 5,
77TV ENVOERHAEIOOmEg D& X Chpe 130.617 uM, TR ZAE/LS0mg D & X Cope 13
0.177 uM TH o722 £, in vitro 7 —XIZES &L 7TV T L eI/ CYP3A [50%PH
EIRE (ICs) =73 uM] KOV BCRP (IC5o=12.5 uM) % FHET D a[fEMERH D, =LA
JUiL P-gp (IC50=0.3 uM, 5~ 7 LikER) . OATPIB1 (IC50>0.5 uM), OATPIB3 (ICs50=0.1 pM)
J« OV BCRP (ICs50=0.15 uM) ZBAET 5 A[REMENH 5, BREDRMAERRBRCIX, 777
L BV CYP3A X O BCRP DFWEIKCTH D Z &, =L/ SR EJLIE P-gp L X BCRP D F5U L
EARTZ OATPIB1 . (Y OATPIB3 DL ESK CId/an 2 LAV RENT2[2.7234.1 TH], /7 7L E
NN ZE VAT, O FERRESR (LFELSho CYP 3 Fff, UGTIAIK U T AT T —1E)
DOILEHK TR, 512, BHHINCEID D OATL, OAT3 M Y OCT2% G & CIEMLE L722 v
ETHIENT, T2, WL CYP3A4, CYP2B6 KUY CYPIA2 % #5384 2 Al REMEIZ 72\ 2 & VR
SNz,

2.6.4 HPEhRERER O ESC
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H /< PH|Z 5V 7L EL

H///< N
[“C17 sV 7 ren

NH{ o
- 3
~o0” NH
PH]J= /L2 B L

NH-<¢ °
O~ SL I(
~0~ NH
° [MClm sz e

264:1 [PHIYSYTLEL, [MCIFS5VTLEIL., PHITILAREL
BRUMCIT LR ELD LS

H B OMC 134 % AL B 2R T,

2.6.4 SEAEYREERR O ZE L
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2.6.4 HpEhRERER O FE ST

26.4.A2 Sk
[&kl4.2.2.1.1: G-PK028] (BE&EL)

77TV ENLOEYERE (FE GLP HEYENRERER2.6.4 H]) ZiHliT 57, M & ONTlE
FDr 7Y FUENRERZRE LT, &R ORI O BT I3 AR EZ . sl
Wik o~ 777 4 /%07 NEESHE (LCMSMS) [A 4 k% : Turbo Ton Spray, i
5 EA A= R] 2HWE, e LRBR BT 5 igEdh K O COAREDOERE TR
OFPHIE, F21~100M K 1V6.5~32.6nM Th o7z, AEHROEHEEEKR v~ 777 ¢

(HPLC) DOIRHIET O RER . Wik v F L—3 g UEHE (LSC) 12X williE L= (HPLC

BT A v 7 A R o o Remg thas 2 A Tz) o BB o B RE M E O A 1. HPLC & H
ey FlL—rary7b—MISRL, 7L— &l S8 Microbeta 177 > % — % W CHHl
FELT, PHIZZ Y 7 LEAKRONNCIZ T Y T L ELORE T 1 7 7 4 LOKENTIL. fidthe
HIEERATAH HPLC & H L7z, I OIS T E &I X 0 IRE LTz,

MRy adxxT 4 7 ARBR[2.6.6 TH]TIL, GLP 5L NY 5 — h &7z LC/MS/MS ¥5I12 &
O Mg R O 72 Y 7 U VIR A JIE L72[#R 2.6.4.A-1] [R 2.6.4.A-2],

& 264A1 TSV TLELDARENDEERUVFEE (GLP (2t <AIE)

B FE, AR FLIE (%) 5 (%)

A X /i 97.5~103 2.92~6.94
A X PFRED R — B 98.2~101 1.53~7.64
Z v b Ik 95.6~104 0.57~3.34
Z v b FRETVR— R 98.8~101 1.15~7.51
~ R /ImgE 98.5~101 2.52~7.51
~ 7 A/ WFNESUIAT - JH5ERET R — R 97.5~101 2.66~8.62
AN S UL 7R 95.8~103 2.94~10.8
Fy hREWImEE (Va2 F—g0) T 101~108" 3.03~4.44"
Z v b3 97~103 1~11

TRy MSEE RO LB Z3REO WEEHARE L v EONLT —F (EREITT v N iEoK
IEREHEVRIR A RN L 73 CHERR L 7o s FE S & B L 7z)
[&84.2.2.1.1: G-PK028] (BEEGEH

2.6.4 SEAEYREERR O ZE L
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2.6 FEEERRBR O EE ST O EER
2.6.4 FPEhRERER O T ST

& 26.4A2 BEHBRTHAW=ISVTLEILDAIEE (GLP > =BITE)

AT 5 BHE, R LC/MS/MS i

B A X [
[&#+4.2.3.2.9: N B OFIALE ERSR WS
TTHf-1151] ARSE=T N T R - 10~4000 ng/mL

NYF— g hik: SBP 351

R A X [

BRI ERSR WS

E R 10~4000 ng/mL
[E£H4.2.3.2.10: N NY)F—va vk SBP 351.2, SBP351.5
Trfsors) | T RIS R |

BRI ERSR WS

E R 80~32000 ng/g

NYF— g hik: SBP 351.7, SBP 351.9

R A X

BRI ERSR WS

E R 10~4000 ng/mL
[&8t4.2.3.7.7.2: N NYF— g hik: SBP 351.5, SBP 351.8
TTH-6051] AR E=T e A XFREDH— b

BRI ERSR WS

E R 80~32000 ng/g

NYF—varhik: SBP 351.6. SBP 351.9

okt 7 v s
[&#+4.2.3.2.4: Z > N/ Wistar B ORI EASN/WESIR
TTH-1152] Hanover E R 10~4000 ng/mL

NY)F—=varhik: SBP 351

okt 7 v s
[&¥}4.23.7.7.1: | 7 b LongEvans | #EIORTILER : EASN/WESIR
TTHJ-9002] () JE B 10~4000 ng/mL

NYF—a ik SBP 351.11

okt 7 v s

B FITALE ESR WS

E R 10~4000 ng/mL
[&#}4.2.3.2.6: Z v b/ Wistar NYF— g L HE SBP 351
TTH-1120] Hanover EST 5o MFRE VX — K

ABFO R ERSR WS

E R 80~32000 ng/g

NYF—a ik SBP 351

okt 7 v s

ABFO R ESR WS

E R 10~4000 ng/mL
[ 8}4.2.3.2.7: 7 v b/ Wistar NYF—v g vk SBP 351.2, SBP351.5
TTHJ-6014] Hanover Bt 7 v MFREYFR— b

ABFO R ESR WS

E R 80~32000 ng/g

NYF—a ik SBP 351.7

ok Z v bilnfE (EER15H)
[&kt4.23.522: | T v~/ Wistar B ORI B AL
TTHJ}-7050] Hanover E R 10~4000 ng/mL

NYF—a ik SBP 351.5

Ak 7 v MmHE (YRI5 H)
[&E#4.23.53.1: | 7 b,/ Wistar B FITLE SR WS
TTHf}-7010] Hanover JE B 10~4000 ng/mL

NYF—a ik SBP 351.11

2.6.4 FEpENREERER DOBLZ L
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2.6.4 FPEhRERER O T ST

® 264A2 ZERBRTHAW=IZYILELDRIEE (GLP IZHE--BIE) (&E)

AT 5 BHE, R LC/MS/MS i

okt Z v bsE GEIR208) K ORI M

ABFOFTLE ERSR WS

E R 10~4000 ng/mL
[£814223.5 | T b/ Wistar NV F—vav)iik:  SBP3SLIL
G-TTjj7040] Hanover AR Z v b (314 H)

BRI ESR WS

E R 10~4000 ng/mL

NYF—varhik: SBP 351.16

e vy FmsE GER15H)
[&%}4.2.3.5.2.10: | 7 ¥ % Dutch O RTLEE - HALEE
TTHJ]-7040] Belted E R 10~4000 ng/mL

NYF—=varhik: SBP 351.8

ok vy GER15H)
[&%}4.2.3.5.2.13: | 7% % Dutch O RTALEE - HALEE
TTHJ}-7300] Belted E R 10~4000 ng/mL

NYF— g hik: SBP 351.11

ok T XMmgE (ER20R8) KOMRIEIMmEE
(& t4.2.2.3.4: %% Dutch B OFIALE ESR WS
G-TTj}7420] Belted JE i 10~4000 ng/mL

NYF—a ik SBP 351.11

A ~ 7 A M

ABFO R ERSR WS

E R 10~4000 ng/mL
[&8}4.2.3.2.1: <A /RasH2 Wild | 2NY T —va vk SBP 351.11
TTH]-6034] Type B ~ U ZFREDR— b

BRI ESR WS

E R 80~32000 ng/g

NYF—a ik SBP 351.12, SBP351.13

Bk ~ 7 A M

BRI ERSR WS

E R 10~4000 ng/mL
[&H4.2.3.2.2: NYF—a ik SBP 351.10
Trfeoss) | 77! R ~ & ARFRE D% — |

ABFO R ESR WS

E R 80~32000 ng/g

NYF— g hik: SBP 351.13

[&84.22.1.1: G-PK028] (BEEH)

2.6.4 SEMEYREEER O ZESC
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2.64.A3 IRI
26.4A31 Svkb

[ k+4.2.2.2.1: G-PKO001] [#E¥+4.2.2.4.1: G-PK002] [&#+4.2.3.2.5: TTHj]-1102]
[ kt4.2.3.2.4: TTH-1152]

KM Wistar Han 7 > M2 7Y 7L EA2 mgkg ZFRNEEG- Lz L &, b s 77
VIR IR G % AR R LR OIK T LZ[K 2.6.4.A-1], />3 /3— kA2 NETIVRITO
FER. CL,1%27.8421.9 mL/min/kg, Vas!E3.1£2.6 Likg, KON tipld1.4+0.605H Th o7 CEEIE
HIRMER ) [R 2.6.4.A-3], T v FOMKMBEFIRE L TH £0.6[2.6.5.A.12 H]T CL, Z i 1E
Lickx, Mk V7T 72 ADH)46 mL/minkg LHEE S, 7y MBI 77 71LELrDs
V7 7 AFFRETH T,

HEME Wistar Han 7 > NZZ 7Y 7L ELS mgkg /R A5G- L7z & & REOWIITFRR T,
B 5L AR T Cpax (0.3 uM) IZEIEE L72[F 2.6.4.A-3], ROHEGH%OSTBRFEITK, BROEE
REDOMEXI NA FT XA TV T 4 (F) 1213% ThHo72[# 2.6.4.A-3], 728, FITEN-7228, £
O£ 5-9% OREACIR L OB O RATF i & OYR PR D | D 7p < & b B BO41%MFE
MUY &7z & HEE S 7-[2.6.5.A.14 TH], [2.6.5.A.17 IH],

KM Wistar Han 7 > M2 2 7Y 7L EJLS, 25K TN00 mgkg & BARE 05 L, EKy#hgeo f
BRAFMEIZ DWW TRET L72[2.6.5.A3 ], BBEEE (Cou LN AUC),) 1. 5025 mgkg DORHT
ITH &L E BRS8N % . 25 % 0100 mgkg O R CidME L CHELFIN 28N %2/~ L[
2.6.4.A-3], 25K% 00 mg/kg DT — X Z Lbi#g L7z & & 100 mg/kg Tl Toax 2NBIE L TUWNVZ 2 &
H[F 2.6.4.A-3][X 2.6.4.A-1], FEHEMNTHEORILAEBIET 5 2 & BARIB S vz,

Fyv e HWT KEROEG KON XL D7 T 7 L e OERYEHRE~DO B L TN L7,
7 v M50 mg/kg % HR DSUIKER OKRES Lz & & OBRFER (AUC)a4 ) 1355 % 101 £ 11.1 % TU70.0
+32.8 uM-hr EHALL L TV [FE 2.6.6.A-10][F 2.6.6.A-11], F7=. 25 mg/kg & EROHKE Lz
& X OBREFEEIT, BET10.1 uM-hr . OMET7.44 uM-hr & 8B L T2 2.6.6.A-8],

& 2.6.4A-3 it WistarHan 5 MZH S YT LELE#IRAERTEOERE L=BO
TSI TLELDEYSE/NRSA—4 T

5= . AUC_,, CL, Vss ti Crax Tinax F *

(mgkg) i (1M hr) (mL/min/kg) (L/kg) (hr) (uM) (hr) (%)
2 FRARP 2.3 (1.6) 27.8 (21.9) 3.1(2.6) | 1.4(0.6) - - -
5 &0 0.7 (0.3) - - - 0.3 (0.1) 4.0 (0.0) 13
25 o 61.0 (44.8) - - - 123 (6.1) | 4.0(2.0) -
100 #10 258 (79) - - - 40.2(9.4) | 8.0(0.0)

TOEHE GERERZS), n=3
YR I3 ERNAR SRR O ) AUC). K UNR 10 3 585 D 1 AUC, & W EH L7z,
[2.6.5.A.3 TH] [E#}4.2.2.2.1: G-PK001]

2.6.4 HYBIREER OREEESC
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100 —8— IV (2 mg/kg)
--0--P.0. (5 mg/kg)
~-a--P.0. (25 mg/kg)
—a - P.0. (100 mg/kg)

—— . \ .
2 N
5 N,
©
= T
Q . ’ “
s LN
S

001 O l

0.001

0 5 10 15 20 25 30
Time (hr)

2.6.4A-1 Bt Wistar Han 5 MMZT SV T L ELEBIRNEVEDORS LFEOD
T3V TULELDOmMERREHRE

EEIE AR RS (n=3) [2.6.5.A.3 IH] [&#}4.2.2.2.1: G-PK001]

26.4A32 THYX
[&FH4.2.2.2.2: G-PK004]
HEPE Dutch-Belted 7 %% (n=3) 1227 Y 7 L £ /1200 mgkg & #% N5 L7z & & My
BT D Chaxs Timnax LTV AUC) o D) CAEAE(R AT, 4 8.01 13 M, 1.5 2.2[Ff# K 68+
113 uM- hr TH -~ 72[2.6.5.A.3 TH],

2.6.4 FEpENREERER DOBLEE L
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26.4A33 AR
[%k+4.2.2.2.1: G-PKO001] [ #+4.2.2.4.4: G-PKO18] [&#+4.2.3.2.10: TT#j}-6015]

B =T NVRIZT T T LN EFHIRNE RO LR EREE MR L 72 [#
2.6.4.A-4] [ 2.6.4.A-2],

777 L EN0.S mgkg HEAIRNEE G- L7z & & CL,135.2 mL/min/kg, Vg 130.7 Lkg, XUty
VI3 Tdh - T2 [F 2.6.4.A-4], A X DML,/ MIEFEEHLTH 5047 [2.6.5.A.12 IH]) ZIHlT,
g2 V7 7 A% mL/minkg EHEE S, A4 XIZBITH27 V7 7 RAIHRETH -7,

7T 7V eV mgkg ERAOBG LEEEO FiX, 7 v b ERER 12% &R o 72 [F 2.6.4.A-4],
MR = 2 — VALE L 72 A XUZRWT, JBH B OVR 1 O 3.4 i Sk B RE O PR A3 1 e 5oy C
31%. FEIRNEX GHFCT5% CTh o722 L, D7 & b EGREOKI40%3 B ORI Sz & HEE
SALT2[2.6.5.A.17 H], FIELHEEDFITMZ TR Em L 72nWed, FAMBERWEDEEZ B D,

77T U ERORE Lo EMENREIIIERIE 2~ L1z, AUC 1%, 120 mg/kg DT
I &I E B[RS HEIN% | 5~30 mgkg O TIEEE L CHEBIM RN AR L2 [F 2.6.4.A-4],
BESOTHENE A ISR A S LB OBRERITHER G LB R LTl &b
[2.6.6.A.3.10 HH] [3£2.6.6.A-28] [#2.6.6.A-29], KIEHEGIZ X DERMXUTFHFEN 2N & W
77TV BV REIZMEE N WD E BRI S LT,

% 264A4 HBHEE—FILRIZFTSYTLELZEFEARTROEZE LB
TS5V TLEILDOEYEEE/NS A —4T

Beha x AUC,., CL, Vs tin Conax T F¥
(mgkg) | FETEE | M) | oiminin) | (Ukg) (h) (uM) (h) %)
0.5 FEARP 2.3(0.9) 5.2(1.7) 0.7 (0.1) 3.0 (0.8) - - -

1 & 0.4%(0.3) - - - 01(0.1) | 47(12) 12 (9)

5 & 413 (31.8) 7.1(41) | 2.0(0.0) -
10 "o 66.9 (82.7) 103 (11.6) | 2.3 (1.5)
20 &0 237 (139) 25.6(152) | 2.7(12)
30 &0 486 (420) 425(334) | 27(12)

e

DERE (RS . n=3
CFiX7 g 24— NR—=F VA AR EICEHE LT,
P AUCqgn (T —F R+ ERKEFMOEE OFUAEETH - 72720,)
2.6.5.A.3 T [EF14.2.2.2.1: G-PK001]

2.6.4 HyBIRERABR OB
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7 FLren /s

Az =%

2.6 JEREARTABROBEE UK UM 2SR
2.6.4 HWBIRERABR OB

100
s
3- L]
c 1 .
2 .
= .
E \~~\\
=] N
o 0.1 ..
[¥)
c
)
O
0.01
0.001
0 10 20
Time (hr)

—&— IV (0.5 mg/kg)
- o~ P.O. (1 mg/kg)
--#--P.0. (5 mg/kg)
—= -P.0. (10 mg/kg)
.-+« P.O. (20 mg/kg)
—e —P.0. (30 mg/kg)

30 40

26.4A2 HHE—TLRIZCTS VT LELEZ#IRARUVEORS L-ED

I3V TLELDOMBEFREEERE

EEIE AR HER S (n=3) [2.6.5.A.3 IH][&F#}4.2.2.2.1: G-PK001]

2.6.4 FEpENREERER DOBLEE L
- 18 -

C cConfidential



TS5 F LN TN AE L
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26.4A4 Hf
26.4A41 #HEEST (SY k)

[&#}4.2.2.3.2: G-PKO015] [E¥}4.2.2.4.1: G-PK002] [&£}+4.2.2.2.1: G-PK001] [&#}4.2.2.3.1: G-PK005]

HEMEE €T » b (Wistar Han) e OBEPEA (25 > 1 (Long Evans) 12[*C]2°F ¥ 7 L £/150 mg/kg
ZHERAO®BREL, 24— 504277401280, AT v F TR E%4, 8, 24, 72, 168
K OB36FEH, BT v hTIHEG%S, 24, 168 U675 D M B S S BE DFAR AT IZ D
THETLTZ[26.5A4 ], 77V 7 LELOSAAIT, AALTABT v b EBIZHEE LTV
[2.6.5.A.4 TH][2.6.5.A.5 ], HEWHREUREIL, HLE L OMFIECTEICRD Hiv, ok ~D
PANTOT N ThH o7z, FGESFFHORFA T, I ITE 5 & (50 mgkg) DRKI14%~18%7035)
s 5 EHERE SAU72[2.6.5.A.4 TH] [2.6.5.A.5 H], FFE~OBIRK 23 HIL, 77 T L ENLNRT
v MEHAEMEEIZIR VA ENTZZ E KO T T L EAR T v D OATPIB2OFEE T
bHHZ L —ETH[265A21 H][2.65A22 H], ARBRITIHBWNT, /MK, KL OER ED
HRAX AR SR O R RB IR L 3 I E T RE 70 IR IE 2 Tlal o T D Z & B 388 R AU RE A i ik 4 B
FlZR5 R LN EEZ BILD[2.65A4 TH][265A5 H], ZOZ X, 777 L EARN
P-gp DIETHDHZ L LB LTWVDH[26.5A23 H], WTNORFEDT » MZBWNTH, &5
% 8IRF[HI O I TE R 3 CHURNRE AN R & 72 o T2, KRGy DA THE G- 5245 £ TITHEREDN T
FERITHIR L, B5-1% 168 R & TIZVHLE & Ol & & To 9~ T DR B I REATE K L7z
[2.6.5.A.4 TH][2.6.5.A.5 TH],

Wistar Han 7 v MZ[H]Z T Y 7 L E/L5 mgkg &% Q%5 LI ERORBR T, FEL Lz 8%
— ORI BIEE S T2[2.6.5.A.6 HH],

T MZBWTZ 7Y 7L EANIREIRO AT 5 Z &, KOREA HCV 15 DEERINE
WTH D LD MEETR K ORI SR BN RE O BIR 2 BRI~ 5 72012 2 B A FEANC G L7,
I35 R 73 T B T HE C b V) BRIE O S BN RE & o3 AP N C il R OVl SR B e A 5
RpH7=, KHEOS mg/kg Z23&IN L, BOBES Lz, [F 2.64.A-3] [K 2.64.A-1], 7=, &H
BOIERE (IR Z B %) FAEH#PE TO PK 283572, 25 % TN00 mgkg % 2R L7,

TRTOHEL R ERFR T, HIRT 7 7Y 7L EVREIIMFETREL D @ho7[K
2.6.4.A-3], MAEFIREEL0.1 uM Kl D & ZITAFHR, R L 2359400 T o 7= DITKE L,

511 M O & IS ETIR T LIZZ & D, IV IAZORIFIDRIE S N72[2.6.5.A.7 H], ZD
JFEL D A O fafniL, AP IEyERE ORI (HEGIEEZ EE2) o—REEZ b5,

HCV BF I T EBKAREIOOmg Z2&% 5 L7z & T OMBEFRED Cuul0.617 uM [2.7.2.3.1.1 IH]
ThO., 7v b TIEERKR CTOMFEFFRE CRNT OfFINAE Uz, MAEEFIRED AUC) HF5 K
25 mg/kg DI TH R Z ERIZDHMMZ R L7223 BT IRE D AUC) i35 025 mg/kg D#TH
SEIBI Ze N A | 25 % TM00 mg/kg ORI CIIHEILZ FEIZ A R LTZ[# 2.6.4.A-5], 5 mg/kg
EROKE L L& RO RE TS ML R LR IR T LT L7z K
TR < AT I A P R R & 0 AR ITIE R LT[ 2.6.4.A-3], £ 7=, 25 mg/kg TI,

M5 R OV PR IR B 1 AR 2R L7e S AR T L, ERTE A CTIXIAT L7 B 2R L, 3

2.6.4 HPEhRERER O ESC
- 19 -

C cConfidential



TS5 F LN TN AE L
2.6 FEEERRBR O EE SR O EER
2.6.4 FRENREFRER OBEE ST

THEM & HEE STz [ 2.6.4.A-5] [[X 2.6.4.A-3],

* 2.6.4.A-5 M WistarHan 5w FZHSY TJLELFHEEEOES L-BD
MERVIFERDT SV TLEIILDOEYEIRE/NS A —4

JiE 5 mg/kg 25 mg/kg 100 mg/kg
e | owewe | P e | o | T e | o | R
AUC o
1.0 242 242 12 16 13 352 3142
PR 7 97 9
tin _ _ _
(hr) 0.9 3.0 7.4 7.3 8.7 8.4

FHfE (n=3)
[2.6.5.A.7 TH] [&¥}4.2.2.2.1: G-PK001] [&£}+4.2.2.3.1: G-PK005]

—— Plasma- P.O. (5 mg/kg)
1000 —&— Liver - P.O. (5 mg/kg)

A Plasma - P.O. (25 mg/kg)

100

&; -~ Liver - P.O. (25 mg/kg)

--@--Plasma- P.0O. (100 mg/kg)

—_ (B --6-- Liver - P.O. (100 mg/kg)
Iy
S x
; }
§ A \\\ . o
g &
o
o
do
_________ N
0.001
0 20 40 60 80
Time (hr)

2.6.4.A-3 it WistarHan 5w MZHSY TLELEROKBELE-EBD
S5V T LEILOMBRVITFREPEEHTE

FHIE (n=3) [2.6.5.A.7 TH] [&F}4.2.2.2.1: G-PK001] [&#}+4.2.2.3.1: G-PK005]

2.6.4 HPEhRERER O ESC
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26.4A42 HERH (41X)

[&#}4.2.2.2.1: G-PK001] [&#+4.2.2.3.1: G-PK005]
A X7 T T L ENIIES mgkg &k D h L7z B o S & OV g 35 Eh e & [ 3%
2.6.4A-6] XM 2.6.4 A4, FH5EIT, BIKTOREHBETHD Z Li1Tmx, EpsER
BRICEBWTCIET R ENEEARETH o721 mgkg ZIEHEL Lz, /-, MIETEyEhRenIE
WP CIRER E S L FIVE A BRI DN Z R 95 megkg @R E L GRIRLTZ[E 2.6.4.A-4],
1O mglkg DWFREHRE LS, T _XCOMER S CIFIET 27 Z Y 7 L e ViR i i
HFIRE LD @ 72[X 2.6.4.A-4], IMAEFHEREAFI0.04 pM A0 D & X (TR A% i R s
FITOTHSTZDIZx L, 833 uM D& EIIFSETIR T L72Z &6, T v b EFRRRICHERY 1A
DOEIFDRE X 72[2.6.5.A.8 ], MR OWFIgF 777 7 L EAVREIZIATL TIRTF L, #K
HRIORFZ V7 7 v AIEKEIMOIMMEEZ V7 7 o 22X > THATE 5 2 EAVRIB I T
[X 2.6.4.A-4], AT T L ORI IREE D 6 K99 & HEE SN[ 2.6.4.A-6),

& 264A6 ARITTSVTLELEERREOKRE LEEOMERCHEHEYEE

1 mg/kg #% 0 $5- 5 mg/kg #% O 5
il SRk Sl i A il SRk Sl s

AUC,

(uM-hr) 3.5+ 0.6 127 18 36 44 +7 356 + 63 8

b2 6.9+ 0.4 7.0+ 0.6 - 8.8+27 9.4+2.6 -

(hr)
EHE + FRERE (n=3)
[2.6.5.A.8 TH] [E#}4.2.2.2.1: G-PK001] [&#}4.2.2.3.1: G-PK005]

—e— Plasma - P.O. (1 mg/kg)

1000
—o— Liver - P.O. (1 mg/kg)
100 ---A--Plasma - P.O. (5 mg/kg)
E ~ ceA-- i -F.U.
5 y Ac-- Liver - P.O. (5 mg/kg)
c
8 \ ~
E o1 e
: N Yo
e 01 ~—. T
Q R =
Q
0.01 A
0.001
0 20 40 60 80

Time (hr)
X 264A4 BHEE—JILRIZTSYTLELEZROKRELEZED
T3V TLELDmMBERVEPREEHDS
EHE + EYERE (0=3) [2.6.5.A.8 IH] [A#}4.2.2.2.1: G-PK001] [&F#}4.2.2.3.1: G-PK005]

2.6.4 SEAEYREERR O ZE L
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26.4A43 MmMEEEHEE

[&#+4.2.2.6.1: G-PK003] [&E#}4.2.2.2.2: G-PK004] [&#}4.2.2.3.6: G-PK021] [& ¥}4.2.2.3.3: G-PK020]
77TV ENLOMBERE ARG %, FEREHTIEZ VTRl L72[F 2.64.A-7, 77V 7L E

NOBEARERITFELS, 7y b, X, 4 XL MBI 5 FEHFER SR 2130.009~0.016

ThoT-[F 2.6.4A-7), MIEEAMEGEX, TRXTOEBYREICE O TEDRE (0.1~10 uM) (Z

FEEIFHITH - 72[F 2.6.4.A-7],

& 264A7 Fy b, 9YF AXRVE MORICEFSHIS VT LELOERERERSE

(in vitro)
MR QIR B8
EULzEnh 0.1 yM 1 uM 10 uM Tt
TZ7 TN T EeN 753 FLen -
7 v bk 0.016 +0.001 0.016 +0.002 0.018 +0.002 0.016 +0.002
S 0.016 +0.003 0.014 +0.002 0.013 +0.001 0.014 +0.001
A X 0.008 +0.001 0.009 +0.001 0.009 + 0.000 0.009 +0.001
= 0.012 +0.003 0.013 +0.000 0.012 +0.001 0.012 +0.001
EHE + FERE (n=3)
[2.6.5.A.9 TH] [&F}4.2.2.6.1: G-PK003] [&#}4.2.2.2.2: G-PK004]

FEr MIEEATHD E MLIET VT I UKD a-EHEREEEA~D T T Y T L ELDORES
Zo, EERENTIEIC TRME L2 [£ 2.6.4.A-8], BEHEEIX, B Mi{ET V7 I %240 mg/mL, o-
FRMEME R F %2 1 mg/mL OAPRZERRIEL Lz, 77 7L emide MET VT I 2 KO o
PEEAICHES L. 10 uM £ TOPRE TRIFIEI A DR - 72[F 2.6.4.A-8],

% 264A8 EFMEBETZILIIVERY o-BEBEESICHT S
T2V TLELDEHEEEDE (in vitro)
B CJE R ey

v MiEEE A 75 F e 75T L
(1 uM) (10 uMm)
v hET LTI
+ +
(40 mg/mL) 0.027 + 0.002 0.025 +0.002
oy -FRTEREE 1
+ +
(1 mg/mL) 0.11+0.01 0.17 £0.02

T + RERZE (0=3)
[2.6.5.A.10 1H] [&*#}4.2.2.3.6: G-PK021]

2.6.4 SEAEYREERR O ZE L
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HE OB ER . BT R O KB AR 2H L ORREFEYERE O MmiE (MK-5172-050546%)
[2.7223.1.4 HH]ZHWT, 77V 7L ENLOMEEE AR %5 L7Z[&£4.2.2.3.6: G-PK021],
77T ENOIREER Sy RIL, BEEEREES . KRB R K OREEERE CREIL T
W22 ED, BHREEREEIC L 2 MR A G ~OEENR N LRI S L[ 2.6.4.A-9],

& 264A9 EEBTHEEREEE. RPBEFT2ERVEEEREIC/ SV TLEL100mg RUT
JLINZREIL50mg % 10 HEREZEOKRE LEBEOI SV I LEILONRERFES RS E

(in vitro)
M AEE AR A4y 3
Day 10
Day 10 Day 10 4 o
kJiE 8IE P
B 5-1% 305 P 5-1% 8w oy
B e 0.021 +0.005 0.022 + 0.004 0.022 + 0.004
BT O KB R e 0.020 + 0.005 0.016 + 0.005 0.018 +0.005
FEREES 0.017 + 0.002 0.017 + 0.002 0.017 +0.003

EHE + fEAEEZE (n=38)

T I ORIE R EE IOV TR, B GRIRFRH DR RUTEHTAT, 3551 8iRe [ Oy UL BT B AR3 IR %

Thol,

TV R A BV OFERIF[2.6.4B.42 HIZFLHE L2
[2.6.5.A.11 JH] [&#}4.2.2.3.6: G-PK021]

B 2 TR O IR RERE F 38 K O FE R o1 (MK-5172-013385%) [2.7.2.2.3.1.3 TH]ZHW

T, 77V 7V ENLOMEEBREZ MM L72[EE4.2.2.3.3: G-PK020], % Of55, FTHERER
WZ& D77 TV ENLVOMBEEAREAE~DREBNIRNT EDBRBINT[FR 2.6.4.A-10],

R 264A10 BE, hEERVEEMHEREELVICRREREICTISVYITLEIL 200mg &

10 BEREROBE LBV SV TLEILONREEBFEERSZE (in vitro)

M AEE IR A4y 3
S RERE DR S RERE (FEREES
BRI 0.017 £ 0.003 0.012 + 0.002
R 0.021 +0.010 0.017 + 0.002
BT 0.019 £ 0.003 0.017 £ 0.003

EHE + fEAEEZE (n=38)

[2.6.5.A.11 JH] [&#}4.2.2.3.3: G-PK020]

2.6.4 HYBIRERABR OB
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26.4A44 MBRFBITHE

[&#+4.2.2.6.1: G-PK003]

7T FLEe RN i) A FaX—KL, FT7V T L ELDMER~DOBIT &

L7z, 77 Y7L EAOMmIR,/ MMFERERIT, B LR E I B W\ CRIEIFKFN

Tholo, Fio, MR/ MIEFRELOFEIEIZT » b, 4 XKLL hTHKH %061, 0.47%0%0.67

Tho72[2.65A12 H], ZTNHDT—H1bH, ZHbO3EPREICBWTIEZ V7 7 o AL
W7 VT Z U AXDENZ ERRBINT,

2.6.4A45 fhigER
[ k+4.2.2.3.5: G-TTJJ|7040] [&k}4.2.2.3.4: G-TTj§7420]
HRZ v NEOUBXICT 7 T L e E2#&E L, E4R20 3 H O RS & O VT i 5 4 597 i
EEAPESTHZ &L, 77 Y 7 L ELOEREEZ L 72[2.6.5.A.13 HH] IR T v M,
IEiR6~20H HIZZ 7 YV 7 L EL200 mg/kg Z 1 H2ERE D& G L, R Y 121X, E4R7~20H
HIZZ 7Y 7L EA100 mgkg &1 BI1EFEIRNE G- L1, 7 v M TlEih14%2, 8K UR4FEH, ¥
T X TIEEG£0.5, 2R O4RF I REEMW K OR oz 8L, 77 Y 7 L e O iR
FEARE Uiz, BRR /e R E X, 7y RO ¥ T4 %0.0138~0.894 % 100.0128
~0.0706 TH - 72[F 2.6.4.A-11], TNLDOFERNL, 77T L EMET v F RO T X ONRE
IR T 50, BROBRBERIIREBMORER L VKN LAVRB I NI,

% 26.4A-11 RS v FZH SV FLEIL 200 mglkg % 1 B 2 B O %5 3 IS EIE S 4 (<
55V T ULEI 100 mg/kg/B Z8RNZE LI-[EOBESMRUVKRRIZHE TS
95 TLEIOMERRE

AR P& ¢ b 75 7L EARE (uwm) | Lt
(mg/kg) (hr) FEY MR IR (B IR R-#%)
st |20 s ies5s Torzois | o000
7 . 15, .04 +0. 10285 +0.0047
LH2EHE R 5 24 0.0707+ 0.0275 0.0473 +£0.0143 0.894 +0.278
0.5 30.6 +2.58 0.391 £ 0.0752 0.0128 + 0.00244
A 151@%%%m%y; 2 8.43+0.674 0.339 +0.0350 0.0408 + 0.00505
24 0.458 +0.0226 0.0310+0.0110 0.0706 + 0.0283
TP £ EdERRE
P RBESIC O & n=4 [EF14.2.2.3.5: G-TTJi}7040]
S BBRAIC O & n=4 [BH4.2.2.3.4: G-T;l7420]
[2.6.5.A.13 IH]

2.6.4 SEMEYREEER O ZESC
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2.64.A5 {XH
~YUA Ty b UTFE A XKDRE MBI D7 7Y 7L ELOHEERBHEEE 2K 2.6.4.A-5]

:,o\ +0
(N
RPN
H N
3 \ﬁ\OH

M11a,b

WZRT,

%bacteria

SN
O N L oo CYP3A NQ CYP3A O N L[ 0o
o) H N ANS [ _N o H N N'SW
o} v 5 o
+0

+0O 6TN Q N H o
M1a < 0 ﬁ N B s Mra
~ N

(0]

S
. o)
O\ 7+0 grazoprevir \%’4 >
N

O_N

g N

(0] H NH, bacteria

o o

O O
Q/ +0O
N N
VMN VMN
O O
oon_2. M 5 Q §H
b N O YN N 00 0
O _AH N on O _AH N S
o) o V4

M9

ﬂ%éﬂg
o\
o
=
=
=
=
Z0
40

M10

26.4A5 TOR, Ty b, 9YX, A XRVE MZBITFE55VTLEILDOHTERBRZE
[2.6.5.A.14 TH][2.6.5.A.15 IH]
2.6.4 FEYEHREGER OB L
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2.6.4.A.5.1 In vivo

26.4A511 Sy b
[&FH4.2.2.4.1: G-PK002]

B4 J = 2 — LALE L 7= HEPE Wistar Han 5~ MIC[PH]Z T Y 7L ELVS mgkg 2 0# 5 L. 27
Z 7L ELD invivo TORH %2 T L72[2.6.5.A.14 1H] [2.6.5.A.17 TH], /7 7L EL K OZ
DR % GO THRER (REEITST 28E) 1 R IR OFEF TH %04 +0.3%, 28.1
£2.2%, KUOT728+4.0% T >72[2.6.5.A.17 H], FEFHHEEIX, FITREMKTH 72 (kb
BOD59%) [2.6.5.A.14 ], A1, BIEREHY (16%) (2t X RIREEOREIE (12%) 2
B E72[2.6.5.A.14 H], T v PO L OFEFI, BHY (Mla, M3, Mda, M4b, M5,
M7a KON M9) I ONCEALREI D 7 v 2 F A4 o HaE (M8, #EEDOKI1%) RO Hz[K
2.6.4.A-5] [2.6.5.A.14 TH],

HEQLE O HEME Wistar Han 7 > MZ[PH]Z T Y 7 L EA20 mgkg A& A% G L7 L %, o
B ATRE 22 U RE X AR LR D A Th - 72X 2.6.4.A-6] [2.6.5.A.14 IH],

DPM

-

500.0 . grazoprevir
450.0
400.0
350.0
300.0
2500
200.0
150.0
100.0 .
50.0 .
0.0 =
0.00 10:.00 20:.00 30.00 40.00 mm:ss

 264A6 EUMES Y RIPH]YS Y FLEIL 20 mgkg £R0OE5 LEBIZES N
miEEHmHY (R5% 6 BE) ORRMALES DA/ OT RIS A

[2.6.5.A.14 IH] [EF}4.2.2.4.1: G-PK002]

26.4A512 ™HHYX
[&FH4.2.2.2.2: G-PK004]
MEPE Dutch-Belted ™7 = |2[PH] 27 T ¥ 7 L £ /1200 mg/kg %% A% 5. L. in vivo TOH % 2
Lz, 77 7L EAKROZEDOR#MZ ORGSR T2 £ TodeR (R5EICH+ 5%
B 1E. REOERTE 2 1.4+23%K%NT7.3 £ 143% T - 72[2.6.5.A.17 TH], SR OHEGEHEH
Ko T2 RO TO R o T2, EPOBPEEIZFEICRE(ETHY (RS
H060.2 £20.3%) . EFEDOFEELAGEHY) (Mla M3, M4a, M4b, M5, M7a 2 TU'M9) [[X 2.6.4.A-5]
DHOTNITRD LAV [2.6.5.A.14 H], £/, MIEFORBFREIXEICRE(IETH Y . BLIHD

(M3, Mda., M4b X M7a) 2T 0 _mh&)%nt[mmm "],
2.6.4 HPEhRERER O ESC
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26.4A513 (X
['&k}4.2.2.4.4: G-PKO018]

JEA = 2 — LB L7 4 X (n=3)12["C]Z T ¥ 7 L £ /10.5 mg/kg & $lRINEE 5. X%l me/kg
EREOEE L, ZOMRBIEFHE Lz, FIRNES%. #5800 O B REXRH i gk S
A72[2.6.5.A.17 HH], BH#%ASFEM E T —/L LB FICHRE S - it ael: GHlF241 ; 4% 5
BT B REDME D o Te Te OIS B ERAN) . REAKIE (5 ED37%) K OBLAEHY (M3,
Mda, M4b LT M7a : SHIH G- ED46%) THoTZ[K 2.6.4.A-5] [2.6.5.A.14 TH], JRLOFEH
DFRERREIIIER 1B, 7 e 7 7 A4V U ZIIMERTE b o7z, A4 XOMmEF NS IX
RELE OB SN[ 2.6.4.A-7][2.6.5.A.14 TH],

&%, BORRITR (RG5-&ED3.4%) . Bt (5E0D27.8%) KUFES (&E5-&#026.4%)
(P X 72[2.6.5.A.17 ], AEHHUIC PR S T ORI, BRI B G & RTER . R BIR R OY
e b3 (M3, Mda, M4b LTI M7) TH Y, ZOIFEL BIZIEFREETH > 72[2.6.5.A.14 ],
& O 5-1% O FH OB REIX R LA L O M10TH - 72[2.6.5.A.14 IAH] [X 2.6.4.A-5], 1%
HHMIONE, A XOEH, TE R =aF T I RT7T= VX7 AT R R (NADPH)
EEDIFI /70 —LEDA rFaX— g UTITRE SN o722 EB[2.6.5.A.15 TH] 5
WHIE I KX DR Ko THER S = AletER & D [EFH.3: 17], KRIF[2.6.4.A.5.1.4 THIIRT &
2T, P MI0IZ, 77 7L ELKRDOE NEREYR— A U F 2X— F L7EBRIZAER S
e,

DPM

35.0

grazoprevir

26.4A7 BBEHZ21—LABA XIZ[MC]Y'5 YV TLEIL 0.5 mglkg ZEIRAIZS L 1=K
#ont-miFmEY (5% 1BH) ORRMES O/ LIS A

[2.6.5.A.14 IH] [&F}4.2.2.4.4: G-PKO018]

2.6.4 HPEhRERER O ESC
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26.4A514 EF

[&FH4.2.2.5.1: G-PK016] [&F#}4.2.2.4.2: G-PK009]

TR B (n=6) ZXZIC[MC1Z T Y 7L EL186~188 mg (EHJ196 uCi) Z#EO#5 L
2B D 2 M L7 (MK-5172-007345%) [2.7.2.2.1.3.1 1H] [2.6.5.A.14 TH], &5#%576H[M £ T

(4B, Bix 2R CmEE, JREOEEZRINLU, &5 L6, B5%1680:/ (7H)
FTIFTNTHERICHR Sz, Fo, IRPICHRES 2T REIE, BB ED1%ARTH Th
STz, FPICHEE S AV BATRRIL. RITREE (R OWNMEIZ K 245 M10) 23580
80%7% . #t\ N TEALAEI N R 58 0D22% % (5D TV 2[2.6.5.A.14 1H], #F CRIE Sz bR
HWIE Mda, M4b, M7a X M14TH-7-[2.6.5.A.14 TH] [K 2.6.4.A-5], X Mda KT M4b
WIKERIE MT7al3iZ KR L. K OMI4ZE =1y 7 a7 a BV ALK T 2 REOERLAOBLEE,
KUK EIZ L0 A SB[ 2.6.4.A-5], & HICE FEFTEH2OOMRHY Mlla LTI MI11b b
TR S AL, %2 Mda O Mdb O RGNANEE SRR &5 2 Hi72[2.6.5.A.14 TH] [[X] 2.6.4.A-5],
F72. MI0IZE FEFLALLBHEN, 77 Y L ELDOBNMEIC L 242D & E 2 5K
2.6.4.A-5], ZiALHDOKEBIEIIIBNMEORBNZ X DEBM TH L Z ERMLILTE Y [EEH4.3:
17]. & MSEFIZI3RE S e o7 2 e n WIS FICIELE CAER SRt s s &5
Z b5, M10, Mlla KTOXMI1Ib 134T, Mda, Mdb K ORZE(LAE2EDREZ & FERTY
= hE A FaX—bF LEBRIZITAERSREZN, MHBEEHRD TIXERS IR
[2.6.5.A.15 TH], bt F#EF THLNEILHY Mda, M4b O M7a 1L, mPEBR CEA L7-8)
METHDHT v NROA XOEH THEEINTWVDH[E 2.64.A-12], & FEFOHIZHOT NITH
IR EAGEH M14 (B 5-8E0D4%) 1X, 7> AT XD invivo, WNZT v b, 7HF,
A X KO RO in vitro THERR S 72 RE MS MI40KR L7 L) EREERICEBIL TW5[IX
2.6.4.A-5],

b MISEN S IX, RE(CEDSRIH Sz, T G 130, KO0 774V 7 D72
DI EOFSEEN R Sz sl BFEf) O — o s a~ N 77 Lk [[X 2.6.4.A-8]
R T, Fio. BEERABME (h=6) ZXRIC/ 77 L EL1000mg Z1H1E10HBRKERA
BehL7- & (MK-5172-001588%, /S%/L H) [2.7.2.2.1.1.1 TH]DO 7 — VILHEIZ OV T & @ fifhe
BESHE (HRMS) ZHWTR# T e 7 74U > 7 &2 Eh L7223, RECKRO BB S iz
[2.6.5.A.14 TH],

2.6.4 HPEhRERER O ESC
- 28 -

C cConfidential



TS5 F LN TN AE L
2.6 FEEERRBR O EE SR O EER
2.6.4 HpEhRERER O FE ST

& 26.4A12 HREBWERVE FOHRYIASEHEN=T S5V TLELRVZDOHKEY
(M5t RERR Hi 88 1 & HPLC)

EULZpi 7> b s A X =
=+
P HE 5 mg/kg, &0 200 mg/kg, M gé%ﬁgﬁ;i(gﬂ{g; 186~188 mg, &I
AERECEE JilERaR o JiERaR o JihaR o JiEhaR o
REAIR + + NS + + + NS +
Mla + - NS + - - NS -
M3 + + NS + + - NS -
M4a + + NS + + - NS +
M4b + + NS + + - NS +
M5 + + NS + - - NS -
MT7a + - NS + + - NS +
M8 + NS - - - NS -
M9 + NS + - - NS -
M10 - - NS - - + NS +
Mlla/b - - NS - - - NS +
Ml14 NS - - - NS +

o REH Y, - AR L, NS RE AR
AR L 72T R TCOBWFE TRP O BRI R H G EDI%ARTM Th 72 2 £ 02 5[2.6.5.A.17 H], R
WO T e T A VT TERehoTz, £, Ty b A XKV MUERICREIERE S e
Doz, U FIMBERIITMEO BRI O BB S iz,

[2.6.5.A.14 IH] [&F}4.2.2.4.1: G-PK002] [&E#}4.2.2.2.2: G-PK004] [&$+4.2.2.4.4: G-PKO18] [EF}4.2.2.4.2:
G-PK009] [&#}4.2.2.5.1: G-PK016]

P, P,
a) KGR 3IF[H] b) $5-1%8FfH]
DPM DPM
65.0 g -
8.0 grazoprevir 0.0 . grazoprevir
700 55.0
50.0-
60.0 450
40.0
50.0
35.0
400 30.0
25.0:
300
20.0:
20.0 R . 15.0: . .
100 | 1) . 100 I J/\/I\
A NIY L) TN YA Y
, W) W v\,\_,f\(/‘\m- LAY, \N'\/‘A\‘ l/\/WVVW‘/\'N‘UV\/'\ Z° 4% U'ww‘u WiV A
0:00 10:.00 20.00 30:00 40.00 mmss 0:00 10:.00 20:00 30.00 40.00 mm:ss

26.4A-8 E RZ[MCIYSYTLEIL 186~188 mglkg ZEOES L 1=
(BE#® IRV 8HMH) I2HoN-MTFMEVORRNESOA /AT LTS A

[2.6.5.A.14 1H] [&E#}4.2.2.4.2: G-PK009]

2.6.4 FEpENREERER DOBLEE L
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2.6.4.A.5.2 Invitro

[&#}4.2.2.6.1: G-PK003] [&£+4.2.2.2.2: G-PK004] [[&#}4.2.2.4.2:G- PK009] [& #}4.2.2.4.5: G-PK026]

Ty b, UYHX, A XKL FOJF 7 v Y —AKORFME, N~ ADF 71 Y —A
ZRAWT, 77 Y 7L EAD invitro {2 71 L 72[2.6.5.A.15 TH], WTHOEPRIZEB TS,
77T ENLVORBOREITED > 7o, WTHLOEMETHHY 7 17 7 A /WEEMERICHE

ILTWE[2.6.5.A.15 TH], 7 v b, ¥ F, 4 XKL MFA U F2X—2 g URIEFICIE8HE
HOMREMRNRO L=, o oI, KEgk (Mla, M4a, M4b, M7a KX M9) . #E(l
M) O-T7 X (M3)., E=Lv 7 ara b /LA kT S REOEBRCHIBLEE (MS) WO

Rl e O 2 F A A (M8) 12X 0 AR S 72[2.6.5.A.15 H] [K 2.6.4.A-5], In vitro THERK
SNT=REWIL, invivo CHEASINDIREWZ TR LED LD Th-o7-, 7272 L., BNMEIC X
ARSI LB Z LA Mlla, M11b X O'MI101E, AFHIfE E DA > 2 _X— 3 VIR
TR b7 - 72[2.6.5.A.15 H], v~ 7 A7 1 Y — A TIIMEORHY M3, Mda, M4b
KON MIOISH 5 AU72[2.6.5.A.15 TH], ~ U AFI78v Y —2LHT MIOBALNTZHBIIARHTH
%, b MFRAREDICAONTRBIE, Ty b, UV FROS R CTHLBE I N
[2.6.5.A.15 TH],

EREKOTy MFIZ7r Y —A INCE MNPz EIC 7V E F 4 A3 b ELVDOIFE
TROFFIFET TA > Fax— b L, PHIRIE[MCIZ T Y T L e, ARG OE EHN % it
Z LIS DAL SO & £ A3 D AT REMEIC DWW TR L72[2.6.5.A.16 1H], £ DFER, 775
TV EMIT v LD b ORERRIZE VT NADPH (KIFH 72 &2 2 10 . ALZBROGHED & 2
MEREART 2 2 EDNRENT[FR 2.6.4A-13], NAERERTF RTHLBETLITNVE T4 U &R
MUTA rFax—bhLEEGAE, BEREARAGEMEUT Lz, FERICE MFHilLE DA > F 2
—ary T, B MFIZrY—A L CHAEEREAMKARENMEN -T2, B2, U MFEL
DFFAE T TH NADPH KRS & 2 A B AR GENMET L2 2 &6 CYPAS0A BUGHEAR
WY OERICEETH D Z ENRBR I, RUSHEREM O AR E e 2@ e S kit
PRt SN2 o722 0D [2.6.5.A.14 TH], b MTBW CRUGHERHM & ARk 4 2 REHRE O
FHITOTNTH D Z BRI,

x 264A13 T3V TLELOHEEB#ESE (invitro)

5 mM 10 HM 10 HM
ESLE NAPDH | "o UhJFENL| PHIZIYFLENL Mc1r sy 7ren
(pmol equiv./mg protein) (pmol equiv./mg protein)
vy M 7mrYy—2A - - - 43+0.2 NA
Zy M 7mrYy—»A + - - 96.8+1.4 NA
7y NIy —A + + - 41 +3 NA
t MFI7ey—24 - - - 2.1+£03 48 +4
t MFI7ey—24 + - - 354 + 46 451 +48
ENFI/aY—A + + - 202 + 11 NA
EMFI/rY—A + - + NA 53+ 13
b MATHIlE, 0 hr - - - NA 040
t MM, 4hr - - - NA 53+2
GSH : Bl Va2 F A - EEA, +: 5h. NA: 48T
FEMEHAEERAE (n=3)
[2.6.5.A.16 1] [EF}4.2.2.4.3: G-PK012]

2.6.4 FEpENREERER DOBLEE L
- 30 -

C cConfidential



TS5 F LN TN AE L
2.6 FEEERRBR O EE SR O EER
2.6.4 FRENREFRER OBEE ST

2.6.4.A6 it
26.4A6.1 Svb
[&#+4.2.2.4 1: G-PK002]

B ) = = — LAHLE U 7= #EME Wistar Han 5~ N Z[PH]Z T Y 7 L EJLS mglkg 2 O #% 5 L7z &
. R TR CHRIE S s (5 ED101.3%) [2.6.5.A.17 H], #5 L7 REIT#& 51472
BEM & CloEIC P (B 5 R DT72.8%) (2, i TR (B 5 E0D28.1%) L OYRF (5-80D0.4%)
PR XN T2 [3R 2.6.4.A-14], 7 v ROJEHHIZIZ T T VT L EL & ZOBALREY N ZIE R FEE
BOLNTZZEND, Ty MIBITD 77 Y7L EALOERITIE., BIEFEH & RE (LA DR
PR EETH D Z L DVRIR SLT2[2.6.5.A.14 TH], FEPITHEME S VT RZALIRIZ, B S 7ein
ST UINFE NS WEN T O NN EEZ BN DH[2.6.5.A.14 TH],

26.4A62 Y¥

['&k+4.2.2.2.2: G-PK004]

QL DOREYE Dutch-Belted ™7 4 FIZ[PH] 7 T Y 7 L E/L200 mg/kg Z#% N5 L, Z OHEMHREE

Z I NT2[2.6.5.A17 ], REOFE A2 GLT2REM £ CRIL 72 & & BgRe o EINER IR G- &0

787%THY . ZD I HLOKEYNEFR (FHEEDTTI%) (THESNZ[F 2.6.4.A-14], L7=»
ST, UHXIIBIT L2777 Lo ERPEIREIX. IBTEETH > 7=,

264A63 A4X

['&k}4.2.2.4.4: G-PKO018]
JHAE 7 = 2 — LRLE LI B — 2 L RIC[MC1 7 T Y L eV BRI L O a5 L, &5
BRI E TR, IR OEEEZ R L TY T Y 7 L ELOHR 2 ~7-[2.6.5.A.17 ], HARMNE
5% EREITIIET R CEI S N7z (BEEDIT%) , £ D H HOKERST XA 5 (% 580D 74.3%)
KOS (BEE022.0%) ([CHttS . R (REED0.5%) ([ZHR S L2 BURREIZ M E TH
S72[# 2.6.4.A-14], tOBYTE L FRIERIC, BEREO KER IR E AR L OB & L CH
AL CHEE S N72[2.64.A5.1.3 TH], 2NOHDT—H D, A XZBITDH7 7Y 7L ELDIHK
21X, FBRLRORE & REROPEINEE CH 5 Z L VR ST, FRIRIN B 55 12 i RE 2Y 3E
HIZHEE SN2 2 & A X T 2 BRSO PRI IX. IBELLONWEFHFET D
TR ENT, RO L&, BERET. R (B 5 ED3.4%), it (5 &027.8%)
KOEFR (B5580263%) (ZHEMS 70, REIEIZS7.5% Th o 72[FR 2.6.4.A-14), HE ==
— LIE O 7= D BURREDEINN R FERTE 5T L B2 bivd, ISR S, IR E
N2 o 23 SUIFE NS DRI LD b D EEZBND,

2.6.4 HPEhRERER O ESC
- 31 -

C cConfidential



TS5 FLE NS TN AE L
2.6 FEEERRBR O EE ST O EER
2.6.4 FPEhRERER O T ST

26.4A64 EF+

[&#+4.2.2.5.1: G-PK016]

TR B (n=6) 1Z[MC]1Z T Y 7L EL186~188 mg (E¥J196 nCi) % H[EO#5 L=
L&, BHH4BMTHEE L TEEEDI0%MAFEFIZ, 0.3%03 R FICHE X4172[2.6.5.A.17 1]
[ 2.6.4.A-14], B 5-BO RISy (102%) (TR EGZHEAIOTH I FEPICHRES L72[2.6.5.A.17 H],
L7 o T, b M 23y S o E 2 etk g1, FERRRBRENFE & M3 PR
ThHo77,

AEFREENSREIRE (PBPK) £ LV CHEIESNIZE MIBIT 57 7Y 7 L ELVOWRIERITHIS0%
HEE S N72[2.7.23.1.2.1 H], RIS, 7TV F L ELDKIS0%BARIL S, $FGBD2%)05 AL,
R L LTHETHHE. & MCBIT 527 7Y 7L EAOMEITITIRIEIREH K ORZE LR D
PR FIERBECHFS LWL LB N5,

% 264A14 Ty b, 99X A XRVE FMZPHIRIZ[MCIT S Y FLEIL & BEEEIRA XL
BOKREL-FoMStsen 2FHEH s

By BRI FehEIZx4 2858 (%)
(mg/kg) (B1%0) R | [EEs | #* | s
Z v (0-72hr)
5 | #%&0 (n=3) ] 04403 | 28.1+22 | 72.8+4.0 | 1013453
7% ¥ (0-72hr)
200 | #%&0 (n=3) ] 14423 | NC | 773+143 | 787=+121
A X_(0-72hr)
0.5 RN (n=3) 05+03" 74.3 £20.8 22.0+24.5 97+5
1 #H (n=3) 34+28 27.8+9.0 26.3+10.7 57.5+9.5
t kb (0-576 hr)
186-188% [ #&H (m=6) |  0.29+0.07 NC | 110 £ 16 | 110+ 16
R AR e (R
NC : FEHEd
Y= VBRI B T
iy mg
[2.6.5.A.17 IH] [&#}4.2.2.4.1: G-PK002] [& $}+4.2.2.2.2: G-PK004] [&#}4.2.2.4.4: G-PKO18] [& $+4.2.2.5.1:
G-PK016]

264A65 ELTEH (Sv k)

[%k+4.2.2.3.5: G-TTJJ}7040]
BT v SO A~D T Z 7 U ENLOPEHIC OV TRRE LT k6 H B4 FL14H £ T
7Y 7L ELE25 mgkg/H . 100 mg/keg/H ., 13200 mg/kg 1 H2[A T % #5- L, #1400 Y
%2 M OSIRF N REEN D 8% K OV 1 O FEM i 2 2 I E L 72[2.6.5.A.18 MH], FLiT REE
IR BEEE130.538 20.0941 ~0.866 0.127 [P AR HERRZE . n=3XIE5] THV, BHT v FOH
HHIC 77 7L EARRE S I72[2.6.5.A.18 IH],
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2.6.4.A7 EYBEFHNEMEBEER
264A71 TSV ITLELDERICEAET 2ENMRBBRERI T VRAR—42—
[&#}4.2.2.6.1: G-PK003] [&£}+4.2.2.6.2: G-PK006] [&#}4.2.2.6.6: G-PK011]
[&#}4.2.2.6.12: G-PK023] [4#}4.2.2.6.15: G-PK027]

777 LBV, invitro 123V T CYP3A, P-gp. OATPIB1X (N OATPIB3IOIEE TH 5,

v MFIZ v Y —24, CYP3A, CYP2D6 )% (X CYP2C |24 5 / 7 v —F Lok, WO &R
G TR Z T CYP 2 FHEZ JHW T, 75 Y 7 L BV OB LB 0 T2 872 3 AR 3% 5% 4 31T
L72[2.6.5.A.19 TH], €/ 7 a—FAHURTFEETOE MFI 7 v Y —ATORFTIE, L CYP3A
PURIZ T T 7 L ENLVOBIEIEHI O AR ZIE & A EBLE L7223, HL CYP2D6HLIR & Ui CYP2C
PURICBAEERIZRR D BV 2 72[2.6.5.A.19 TH], FFEE TH# x5 CYP 2 7ff (CYP3A,
CYP2D6, CYPIA2, CYP2C9X(Z CYP2C19) fAEF Dt MFI 7 1Y — A TORE TlE, CYP3A4
O CYP2D6Z I L 723 B O AW EFWGER 77 Y 7T L ELORBY O ERNH BT
[2.6.5.A.19 TH], CYP3A4I%, B hIFI 70 V=Lt DA U Fa—2 g THLNEZTXTORE
B (Mla, M3, Mda, M4b e O"M7) A4 L, CYP2D6IIfiE D M3 % ARk L 72[2.6.5.A.19
TH], rCYP LUt N ORFHT —H [ 2.6.4.A-12]I2B W T, rCYP2D6DE# Tdh 5 M3 TIE 72 <
rCYP3A4DHI TH S Mda, Mdb KT M7a At MEIF L DRE SN2 EnS, 77
7L ELD in vivo TORRLAIREHTITEIZ CYP3A 20T 5 & B2 bz,

77 7L e OB Mda O Mdb DOAERGEE % s -/E# 2 CYP3A4% W T
Rt L7-2[2.6.5.A.20 E], M4a } " M4b D fkiE Michaelis-Menten 3 T3 &1, K EIX4 % 3.23
+0.33 % TU3.5020.28 UM, Viax MEIEA % 0.21 20.01 & 100.18 0.00 pmol/min/pmol P450 T - 7=
[2.6.5.A.20 TH],

7 v NEOE MFHIla~D 7 Z 7 L EVOIRY iAZ, in vitro ZB)IBGEENME, WIS T
7' L EJLH OATPIB, P-gp X OVBCRP OAVE & 72 5 a[HEM: % | in vitro iR TG L 72[2.6.5.A.23
], 7 v FROE MFHR~D 7' 7 L EL DB AT K ONE R FEN RO bz =
EMND. FT U AR—Z—DE N RIE X 72[2.6.5.A.21 TH], OATPIB1 K () OATP1B3 % i&fn+
A L7oA Xl >k MDCKII (Madin-Darby canine kidney cell) ik OV kG 2 B ik H >k
HEK293fff, W ONZ MDCIH il 7 » k Oatplb2 22 E R BIkk A W=k, 779 7Ly
JUITE K OATPIB1 K Y OATPIB3, i ONZ T » b Oatplb2DIE Th 5 Z & D3R S472[2.6.5.A.22
IH] [2.6.5.A.23 TH] [2.6.5.A.24 IE] OATPIB1}. (XN OATPIB3 %41 L7227 T V' 7 L E LD ELY AT H
FEIX, B EANC LD BRI BT AR —Z — ZEE L S 2 HEK293ME 2 VO TR
L7z, OATPIBI KX TN OATPIB3®D K, fli%, £ %0.43+0.11%700.18%+0.07 uM, Vo fEIF143 1.4
}OM1.5+ 1.2 pmol/10° cells/min T# - 72[2.6.5.A.24 ], K fEAMENZ &35, b T~
0 IAB ORI RE STz, 7 & BB AL IR E H ok BRI © LLC-PK 1M 2 FIvWC 7 Z
VUV ELOZENEEBIEE R LS, AT OBBEAEEITI9x10 mis TH- 7=
[2.6.5.A.23 TH], LLC-PKIfiladot K XiZF v k P-gp DEERBMKICBNT, 77V 7L e
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B 5 7RG 2 7% L, Flux Ratio (B-A A-B Ft) 23 4 K100 U130 TH o772, 77
eI NEDYT v b P-gp DIEEE TH D Z & DFER S 1U72[2.6.5.A.22 TH] [2.6.5.A.23 IH], 72
¥, MDCKII #ifido> BCRP R BikE A =t ik, 18 MR T d 2 MDCKIT A AE I PN R P s
DIHOITZTD 7T 7 L EV BCRP DB NG W T 5 2 LITTERD572[2.6.5.A.23
H],

26.4A72 EYPRBBRERUTFSVRAR—2—ICdTHHEE
[&¥}4.2.2.6.7: G-PK013] [&F¥+4.2.2.6.1: G-PK003] [&F+4.2.2.6.5: G-PK010]
[&#+4.2.2.6.3: G-PK007] [&#+4.2.2.6.4: G-PK008] [&#}4.2.2.6.9: G-PK017]
[&#}4.2.2.6.13: G-PK024]['& #}4.2.2.6.14: G-PK025] [&#}4.2.2.6.29: G-PK030]
F%i/e CYP. UGTIAL, B ARFL 2575 —F1 (CES1), HILARFLTRATFT 5 —¥2 (CES2)
M7 7 A (CatA) WNZ T UV AR—=F =T 577 7L ELD in vitro TOFRE
IZDWT[F 2.6.4.A-15]ICF & DT,

7T T VAN, —EERTREEO CYP 4 XX UGTIALZX L C, LA FaX—T3
WCIHERAF 72 ER 2R T E 5 00%, B MF 7 v Y — AR O v —7 8 % Vi
b?‘:[i‘% 2.6.4.A-15], Invitro TO ICsfifi, HCV BFH | FEMK A 100 mg 235 L7 & XD Cpa
DOFLEIE (0.617 uM) K OEWIMEE ARG R GG E=0.012) 2K &, 777 Een
%, CYP3A Z R\ T, B L7 T R COFBERICH T HEREZ L7 HDIWIRIT L A LR
WeEEBZ NS, 77V 7L ELI00mg R O#E Lz HCV BE BT 2 158N OB Eo
EIRE (e 1. BMEEZZELWEE52M THY, 77 7L EVTEED CYP3A %
FLET D AREMEN H D, B MFI 78 Y —AIZBW T, 77V 7L ELE CYP3A KUY CYP2CS
DEFEUEAERIPLE S Tl 20> - 72[2.6.5.A.26 TH] [2.6.5.A.27 ],
BB EAEZHWTY 7Y 7 L EVZ L% CEST,CES2 Y CatA O FHE % 54l L 725 5.
ICsofEIX VT H>100 uM T > 72[F 2.6.4.A-15], IC5fE A Cruax (0.617 uM) 125 L T < L CES1,
CES2 K TR CatA (£ 77 Y 7 L e L TR MES IEHEOBWER TH L Z b, 77
TLEMIINSDOREZEZHE LRV E THISN 5[2.6.2.A.3.1.2 TH],

IS FLENEHHENDIERI D2 )T T o A R ONREMES T OGS 5 R T o ZAR—

kT2 7T 7T L ENLOILERIZOW T in vitro TRHEi L. [£ 2.64.A-151ICF LD, 7
Z7Y 7L EE, B b P-gp %8l L7- LLC-PKIMIARIZ IS T P-gp ZEE TH 5 ¥ % > Dk
ZIHEFE LR 2 e (ICs @ >100 uM) |, ERIRIZIBWT P-gp ZHFE LW E TRl ST
[2.6.5.A.29 IH], OATP1B1}U* OATPIB3Z i HIFEE L 72 MDCKII Milalcsn\C, 77 7L en
X, B NRNREZF U R ORANR T a®7 X LA 2 (% %0ATPIBL LK TY OATPIB3D 7' 1 — 7 FLE)
DY IAZZBAE L, ICsfEITHA40.720.1%T.103 uM TH - 72[2.6.5.A29 H], /771
eV OFR A £100 mg (2351) 5, PANRIMIE T OB L O F RIS A BUSRIR L 2 45 F b 7 o AR
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— B —DIEE D ICsfl & il L7=fEHR 5, OATPIBL 1B3EE & OMAERITE 2N &R
TRISENT-, 2D & & RIENIE<1.25TH-72, & h BCRP 2 G H T B~ 7 V& W TZHETTC,
TV TVELNRARNM XS —FORMVIALZEFLEZZ EDH (IC5=12.5+2.8 uM)
[2.6.5.A.29 TH], 77 YV 7L /LD BCRP IZXT HEEHIX. BE ClIZbH o EeEE2 650

([Nt ICs0 >10) . EHHEDO LD TIEARNE B X HIND  (Cragw SUTFEFE GBS D TinmarTCs0
<0.01),

T RAE=1+ (fu % inmax ICs0) ;
Tinmax ILPAARIMLIE 1 COHEE R RPAFEIIRE TH Y | Coax+ (kax FE xF,Fe/ Q& LT
HEIND,
Crnax 1 PELTE B D f v L HE R
ME: HERO®KR G &
F,Fy: 5 LICFEROMEEASAA AT XAV T 4 (ZOHAUIHFELYY)
k, : BLESEOWIGHEE E 4 (Z D#540.1 min™)
Qn : HEEMFILIRIEE (Z D%597 Lihr)
[&k}4.3: 18] [E¥}4.3: 19]

7T T LT LD OATL, OAT3 K ) OCT2D M5 % FAfh L 725 5. ICsofE1 T4 % 15, >50%
U>50 uM THh - 72[2.6.5.A.29 1H], FEHEAEI00mg 235 Lz & & DOIEFHARIM D Coax 1359
0.006 UM & FEFITIRNZ LD, 7T Y FLEMTBHCED S 26D N T v AR—F —%
FRELZ2WE Tl b,

fE_ S 7 L Ze IO T2 ERBRIC CREYHEE - 5 o AR — & — (BSEP). ZHIMPEEES [H2 (MRP2).
ZAIMHPERS A 13 (MRP3) & O AR E A 14 (MRP4) (332277 Y 7 L LD ER
ZRMBi L7z & &, 205D ICsfEIXA 40.15£0.02, 2.5+0.5, 3.80.5%T1.0E0.1 yM Th - 7=
[2.6.5.A.29 TE], BSEP, MRP2, MRP3} X MRP4/%, WEMEDIEITEE DS ICE S LT\ 5,

b MAFHIRE R R (HepatoPac™) ZHWTC, B2 UV 7 7> A (CLbjtiary) ~PZ 7/ 7L E
VDB LM T A=, JHERETOX v e a— A BORY AL L OHEHRICHT A 275
L ENVORERE % invitro TR L72, £72. PSS BED (2925277 Y 7L ELOE
AT D70, BAIREMICER TS24 vea— L BoBbazllEds2 LT 7797
LVELOIERRE A L2 U r a— A godeticod 3 o ERE R Lz, 77 Y 7L ELR
D% 1053 XIE24K5[H] D CLyitiary X OVBEL ZHH L7z, 77 Y 7 L E/VIT invitto TH U 1 22— /L
1 uM @D CLyjjiary ZAE T S, BT O ICsfEIT. I 1057 K U24KF[# TH % 5.1+ 1% U2.6+
0.8 uM TH - 72[2.6.5.A.30 TH], £7=. 77 V' 7 L EIWTENMNE 105y TH 7 1 22— /LfE] uM @ BEI
ZRI4A%IRT S8, Eo, WIN%24KHH O 1CsfEIL5 1.1 uM Th - 72[2.6.5.A.30 H], ZiLHD
FERIE, BT 7 L E OV TZRRERSR TO BSEP OF — 4 J N in vitro T OATP1B1 &% O* OATP1B3
fHET —2 L B L TWDHI b, V7Y 7L EVEEEFMRZ A7 R cx vn a—
NEEOTLY AR K OPEH 2 IR ET 5 Z AR S iz, Lav L, BEPRHESEH E100 mg T,
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FABIR I oD fre i FEAS AR e B2 138 G B CI3R0. 0 uM Th Y F72, IEREATLEY D Cou
1K THRI0.006 uM TH B Z &b, 77V 7 L EJLIE OATPIB, MRP2, MRP3 XX MRP4D i
WLETII 2w e EZ bR D, LirL, BSEP ZET D TREMEZBRAMT5 Z LIZTE 220,

In vitro TP BSEP (ZXx}3 % 27 7 Y 7 L LV OREIEH 28 L T, MK-5172-0033 5123 T,
77 FUENLNOARBHRET T VAT 2 =N EF LI BRE RO LT Lo 2B
DY Ty MpbFAGLN T MIEREZ T, BT EEEORKRA 725 h 2 i L7z, i+
ORNAIHEE, 7/ TAF T a— AL a2 — B EOFNCILY 7 DNE &S 2 e, iR
HBEE O 2 T A F v a— g,/ a—nAgiblc, N7 AT I —ERER LEEERE L ER
LR o o B E O CHE R ZIT A DN o T2, MK-5172-00358R O W (<31 2 Ayt
BT U2 RBRARER CIT 4R 5% 72y FOWBREICB O TR L NIEEED R T
VAT IS —E EHIZ, BSEP OENELGT LI L ERBRTHMRIIE LN o
[2.7.2.1.2.1.2 1],

K 264A15 TSV TLELDERRY SV RAKR—F2—I2xT H5EEHRE

B b T AR—H — IC50 (UM)
CYP1A2, CYP2C9, CYP2C19, CYP2D6 >100
CYP3A BEREV T L), >100(TAMRTEY)
CYP2B6 66
CYP2C8 6
UGTI1Al 54
CES1 157
CES2 105
CatA >200
P-gp >100
OATP1BI 0.7+0.1
OATP1B3 11403
BCRP 125+2.8
BSEP 0.15+0.02
MRP2 25405
MRP3 3.8+0.5
MRP4 1.0+0.1
OAT1 1542
OAT3 >50
OCT2 >50
[2.6.5.A.25 1H] [2.6.5.A.28 1H][2.6.5.A.29 TH][2.6.2.A.3.1.2 1H]
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26.4A7.3 CYP450MFE

[&#}4.2.2.6.1: G-PK003] [& ¥}4.2.2.6.8: G-PK014]
Hp D RP—nbGoi/c e MFME (0=3) ZHW T, CYP3A4, CYPIA2KX TN CYP2B6IZ %t
T527 7Y 7L ELD invitro TOFFERL T, 77 7L EL (0.1~20 uM) % ATl & 48
RFfE] A > % 22— b U BERIEPE L OV mRNA Z#J]E L7z, 77 Y 7 L EJLE in vitro T CYP3A4,
CYPIA2 U CYP2BOZ 3538 L 72 o 1o [BERTEME K O mRNA OHINEIT, 4% OB (U
Ty EVI0OWM, AT T =50 uM, KOVT =/ 2L X — 11000 uM) D20% A ], L
TemoT e MZBITAZRE CYP 0 FHICKHT 577 Y 7L ELOFERITIRNEZ 2 b5
[2.6.5.A.31 IH],
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264A74 T HRILNAREAFUIZHTEHITSYTLEILQOEYREBEER

[&F}4.2.2.6.10: G-PK019] [& £}4.2.2.6.16: G-PK029]
T RV RAZF 2 E, OATPIB1, OATPIB3K TN CYP3A, I CONZBE G OFREIIK 28 CYP2CS
ko THET D, V9 LT, T MAARZREF AR U TEIR FEERMHEEREZ R L
72[2.7.2.3.423 ], ©XN\RZF L OIEYBIEAIER 27T 5 BRKRBRAGE 6, 77
L ELIE OATPIBLIZKT L CHEIR LB DO H HHEHETIX W E B 2 b= [2.7.23.4.1 H], 7
7V T L e EEIKRIFRIC OATP1B1 X% OATPIB3 % fHE T 2 alfEtE 2 R4+ 5720, T u—
THEELTEXNRAYTF LT MAANRAZ T % U in vitro BLERER 2 5566 L 7=, & T
MfEIZBNT, 7Y 7T L EME, BEXNRNREZT UK MANRZEZF OB ABEZ T
[FIFEEE D ICsofE TP L, Z OFEOREITERE IR Th o 12[#R 2.6.4.A-16], ATFHiA
THLNZT T T L ENLD ICIEIX, OATPIB1 XX OATP1B3Z i HL L 7= MDCKII #iifd ¢
D ICsfE[F 2.6.4.A-15], K OWEEID OATPIB fHEHK THDH U 7 7 BV U [F 2.6.4.A-16] TH D
Nz ICsfE & FFRE ThoT-, /I FLELLEY 77D R EELE LR ERFE
264.A-16], V77 ET LTI RMENI25ZBEIC BEI>7- 2 LG ERIK A E R OATPIBI X
IZOATPIB3DHESK L RIS NT-DIZXI L, 7 F7 Y 7 L BT R 25IZIERIII R TH Y |
EHNALF U NIXT MR ZRZ F Ak LR EABERBEER 2 RS0 E Tl &,
777N BuM) KOT R 2ZF o 3uM) &, b MFHildz A v FaX—r g o7
& (FEIT CYP3A, MOFEEIZHTHEGI/NEWD CYP2C8Z A L1Z) 7 MR X F o DAL
W, WRNZT MAANZEF o OZDMORFOAERKS < DT NITUR T L, ZOFRRE TV
NORBEZHONTHFFEE TH - 7-[2.6.5.A.32 TH] [2.6.5.A.33 TH], ZOFEEMNSL, 7 FILRA
AFr BuM) ZHEEE L THW=EE, 77 7L EA3 UM 1ZAF OATPIB1,/1B3, CYP3A X
1L CYP2C8 D IRV HEFE TIX W2 &R &z,

= 26.4A-16 £ FIFHIBALE DA X a2 R— 3 VIZBIFBEEZNRAEAFUORUVT FILINRAF
CORYAMRIZRT BT SYTLELRVY 27 v EL U DOREER

A, B WuM) PR3 ICso (UM) R i’
R NAZF 0.1 7S5 L)L 0.3+0.0 1.3
EHINAH T 0.1 V77w 0.9+0.1 25
R NAZF 1 7S5 e 0.7+0.1 1.1
EHINAH T 1 V77w 1.6+0.1 14
T RNRRETF 0.1 7S5 el 0.4+0.1 1.2
T RARZREFL 0.1 V77 0.3+0.1 72
T R EF ] 7S5 0.4+0.1 1.2
ThWAX§?/\ 1 V77 0.8+0.1 28
:Rﬁ—H&fxmmWHQ& mmiﬁ%ﬂﬁﬁfﬁ%i%ﬁ@%%%ﬁfkbx%mﬂmxm%xEQ
/Qu) 1T L ,m.miiw HEFRR m%:m%%w&QE\n&:&ﬁbt@%%wﬁm%
A4ﬁ7m47tj74(: = ”ﬂﬂﬂ C FREHOWIGEE E (208401 min") | Q, : HE
FERF MR (2 97um9[§#M31m[§tM31%
)77/&//@Rﬁ@%m i, FfE: 600 mg, Cha : 8 uM R OFEFES 0K : 0.4% V2,

[2.6.5.A.32 L] [&£+4.2.2.6.10: G-PK019]
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264A75 YJSJYTLENZHTZHV IJOoT7—EREEOEYHEMBEER

[‘&#+4.2.2.6.11: G-PK022]

7' 7L ELOEYERE X CYP3A, OATPIB1 UF OATPIB3fLEDR B A Z 1704 <, U b
FeA, KU hFEMIE S TT—A MERD HIV 77 7 —BHEKL, b ORI
ZHET S, EREMBMEEERRBRIZIBWT, U e, &U)F%twcioffwxb
SENDHIV a5 7 —PHERELZ 7S FLELLRERET S L 7T FLELDRBEREN
FI2~13f5 (N L7-[2.7.2.3.4.2.2 TH] [5F 2.6.4.A-17],

587772 CYP3A MO P-gp BREHTH S Y FF /L (100 mg, 1H2[E#E ; MK-5172-006545%)
KOV k=Y —) (400 mg, 1H1[EEE ; MK-5172-001788%) 12Xk ~>T, 777V 7L EL D
FREN 2 KRR ORI M L2 2 &b [2.7.22.4.1.2 TH] [2.7.22.1.1.1 HH], UV FFEMZ
FoTT7—=RAMEND HIV 7r7 7 —EHEREOMEERIL, CYP3A HED LK TlEe
WeEZ O, V77 BT OHEGR OGS L D ERKEY R AAEHRBR (600 mg ;
MK-5172-031788%) 2B WT, 77V 7L ELOIRBEENSISHFITHIMLI-Z &£ b[2.7.224.1.6

H], 77 Y 7L ENT OATPIBI X TN OATPIB3DIE Th A Z L NHER I NTZ, b DERRK T
P BT YR BEAEH OBFF I DWW T X BIZHRT 5728, OATPIB1 XL OATPIB3% k7
VATV va vy Lic HER293Mifaa HWTC, 7oy Frensrn—7 gL L& D, Y
KFENL, ZLFE, 7EFFEALKLDREEFELE in vitro TEHMEL7-, F7-. BHLZ R
B FEFI R COMBEAER ORRE S FRBT 20 8 2 & fllr 3 2 72 0 Ofifht 2 Fhi L 7=, In
vitro DPLET —Z K OEH L7z R HE[#F 2.64.A-17)ICE & O, RENKRNIDY M
75TV OBRBEREIUSC LB SERNP SN REDPRKROT X P EL kRO n &
TENME, IV TV ELDRERES R OBFEICHEMSEZ LD, RIEOFFINER TOM
AAEHORREE L [FRROMBM Th D 2 & DR TE 2[R 2.6.4.A-17], ZOMHANIL, UV M FEICE
STT7—ANSNDHIV X r 77 —EBHEKZL, 77 7L e EOMAEERIZBWT, CYP3A
MOV P-gp (T2, OATPIBL X Y OATPIB3DHEF & L TIEH T2 L WO REZ R T2 DT
o7,
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& 26.4A-17 ERFRFAZE (200mg) MY SV TFLEIRUVHV FOT77—EHEEXEOEYMER

ERT—42IZE&D< HIV a7 7—EREZED OATP1B1 U OATPIB3 IZxtd 5
ICso ER U R fiE"

% =% T HZYFENL =3 =l Rl i
. R e e i FE UINS =P 600 mg. b.id; | 300mg. qd; | 400 mg. b.id;

HIV 70 77 —CHSEROBAME |00 00 bid ) %g% e PN 7§ e ) %g'f =%

100 mg, b.i.d. 100 mg, qd 50 mg, b.id.
HIV 7127 7 —PIHEED Cpu (LM) 1.23 16.0 7.2 19.6
£, 0.01 0.07 0.14 0.02
4y f- & (amu) 721.0 547.7 704.9 628.8
OATPIBLIZ %3 % ICso (M) 1.54+0.24 165+2.8 0.89 +0.10 0.30 +0.02
OATPIBLIC%3 % R {ii 1.1 1.4 6.3 4.9
OATP1B3IZ %3 % ICso (M) 1.17£0.19 9.0+2.3 4.42+0.77 2.34+0.33
OATPIB3IZ%f3 % R {ii 1.1 1.7 2.1 1.5
AUC D& b
(75 FLENA+HN a5 7—F 2.03 7.50 10.58 12.86
FRESE 75 7 L e /L)

T . Rfﬁ:1+ (fuxlinlet,max/ICm) 5 Iin,max liﬁﬂﬁﬁiﬁu{fﬁﬂfjf@?ﬁiﬁ%ﬁﬁﬁ%ﬁ%o%fﬁf% n N Cmax+ (kax)ﬂ%XFaFg/

Qu) IZFFELW,

Conax : FREE DR E MAEPRRE, A& HEEOKREGE, FF, : &5 LIZHEEROHL

BAALFTRATEYT 4 (ZOBEUELW) |k, FEORIGEE (2 05401 min") | Qy -
HEERTMPEHEE (Z 08497 Lihr) [EHH4.3: 18] [EkH.3: 19],

b.id. : 1H2[E[E 5
q.d.: 1H1E#E S

OATPIBI1 X N OATPIB3 D ICsfifiix, r—7HEL LT/ 7Y 7L e EZAWTHEE L/Z[2.6.5A.34 TH],
EREREIC 7 T L EA200mg 1 H1EIE S L72[2.7.224.1.2 ] [2.7.2.2.4.1.4 ],

264A8 ZTothOEMENEAR

Z Ot o> FEA B REFRER (T FEH L 72 h2 o 7,

2.6.4 HYBIRERABR OB

- 40

C cConfidential




TS5 F LN TN AE L
2.6 FEEERRBR O EE SR O EER
2.6.4 FRENREFRER OBEE ST

264.A9 ERRUKEHR

FERRRBREHFEICIB N T, V7Y TV EA KRBT ANRE X, FREDOZ VT Z A H
FRIE DA ERE M OFL D~ PR E O i B 2 os L7z, B{bE D FINSW~FRETH
D WA E L RN STz, FFIEIEERIRIC K 2B EeZ T eEL2LbND, Ty FAY
A XZBNWT, 7T T L ELOR OGO SR EITE 5 80BN & 1 &bl Flosy
Mlice 77 7L EMIA XTIHEN S OGWHRRDHIL, 72 P-gp DEETHDL Z L b,
P-gp Z4T LTG0 D O b ORI IEMIE OB e 2 Rm TR Th o B2 b, 77
TLVEMTIOATP DIEETHH Y. 7 v F LA XOIFfE~DIY AR F HILTZDY, /LR A
ELTIEA LR o T2, 777 L e OIS & ORI S Ehie & 5F M9~ 2 B Cid, Al
SO AFBREORFIN B X T2, ZD7=H, FFRVAZOEFINL, T v N RO XIZBT
5777 VENOIFREOMBETIEYEREIZTE L TWDHEEI LN, 7y KOS XITE
WTC LN R BV ORR OB 5RO 4 B B3 G- BB & L&A FlEl> T L7,
AU, BIREDMENZ LI KD RINAHIR SN T27ed & B2 B,

T N OMRRSARERICBN T, 7T Y T L ELDOSIE IS S K ORI BRE ) 715
R TH 72D, TANRAETIEE A EDMERIC M LTz, 77 Y 7L EALKRT LR ZE )L
I$IAZ P-gp OIETH D720, 72 £ D P-gp ik O EEE T Dlgas ~D 0L RERN Th -
Teo 77V 7L ENLORFIE~ DRI 5AMIE, OATP I L > TREE N EEBEZBND, TV
NAENE, AT v NTORFHIBWTA T =SS T 2 AHeE 2 /R LTS, SeEtERBRC
ETFEAE AT 2ILEMTII NI ERRE SN, WThoBpfEicknTs, 777 1Le
IR VAN R EOVRIIAREE FICHES L, FICe MIET VT 2 2 RO o - PR E B IR S LT,
B RERE A U R E R 2 W T WS o M E Bk & I E & EE e LUV T &k
DN N1, 7T T L ENL KRR R Z L & G IERIZk L ORISR S Lo 7=,
77TV EN R RT R R E TR T > N OV X O g 2 i L7,

77TV E AR RTANZAELONRHIT, BB EL e F THEIL W e, 7Y 7L
E/VIE, CYP3A I Ko TRILREMICR# SN D, 77 Y T L EA KO OBLREmIEE 512
IEPNAREEIZ K » TR MR E N D, T/ RZA BT, CYP3A 1T &> TRETE N, 20 DB LARH
MR ERESND, 7y b, A XKVE MZBWT, WTFNOEW S R0 E5%OMEER M)
SREMIIREL Sh o T,

RBEBWEL O MCBWT, 77 Y F LR, REMER OBEAH & LRI
(CHEE S, I E S W L R A~OPRI DTN Th o7, T v F RO XITBNT,
TN, BICREE L LTI OB 52 b O & - THRb S v, Rl
#HIOTNThole, 77V 7L e Lk HBEWELOE FTOTZ /LR E/LOR PR
TP Thot, Tv FNEOA INLHEET DL, TANRZELITE MIBWTRZE(LERE L
THE NS OW RO 2 L Ch HBENR SN2 & EZX oD, £/, B FTIE

2.6.4  FMENRERBR OB ESC
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AL HIRET S = LN A E L O SIZBE 5 LT 5B,

Invitro [IZBWT, 77V 7L ENAKNTILRZ BT, CYP3A KON P-gp DIEE TH D Z L3
WINT, 77V 7L EMIL, invitro IZ8BV T OATPIB1 X (N OATPIB3OEE T b o7, BE
F1D CYP3A LN P-gp DRREFHKTH DS h ) — /LK INCYP3A K NP-gp DFFEITHL =7
7 B L & OSEYFEAAEH & T 5 BIRRBR AR D, 77 Y T L EA KRR LR R E L
23 CYP3A N P-gp DIE TH D Z LR I, [FERIZ, BEE1D OATPIB1 K& TN OATP1B3fH
EHCHAHY 77 U EHWES T Y L ELOBEROES K OEIRNE 53R R0 5 . 7
7V 7L ELD OATPIB1 KX TN OATPIB3DEE Th 5 Z & NEAHT Hi72[2.7.2.3.4.1 ],
OATP1B1 X TF OATPIB3ZBIMINL 2 WG Tl FER RS I L2 Ny 7 7T 0 N
UL R T T2 O F OFERDBIHEER TILR WS DD [ in vitro (23N T /L3R BV OATP1B1
K OVOATPIB3DEE Th 5 L W ) fERIIG N oTo, 20— T, HER O K OEARNE S
kDY 77 o U ARG LT &, mL XA LORYERE N DTN L LT, =D
728, TIL SRR EILOEIEIC OATPIBI L Y OATPIB3 23 > M B 5-9° % Al gtk & 58 &I 1 Z bRk
THZ LI TERWY, kD Z E0vn . CYP3A KT P-gp DR XIXFFEHE, W TONZ OATPIB1 &
N OATPIB3HE MR 2 O T 2 5A121E. 79 Y L EA KR OT L N A E LS AR BAEH 0 5%
BrIoTnwWeEZ5,

In vitro FLERBRN S, 77 Y 7 L EVITIGE CYP3A (" BCRP Z[H5E L, T/ N2 LG
& P-gp X U BCRP W N T OATPIB3 % BHE 3 2 W REMES RIR S 7z, BRIKRBRN G, 77V
LEMT, 4 YT LETu—T7HELE L THW.EE CYP3A (IZXT 25V EEEREZRL
[2.72.3.412 H], B ANRXF 2T u—TE L L THWE & & BCRP IZxHT D BHEMEM %2R
T2 ENEMT HNTZ[2.723.423 H], ELTAH AR (CYP2C8SDEE) L ORI A
TEHRBR ClX, 77 YV 7L B CYP2C8 A BHLE LW Z L SHER & h72[2.7.2.3.4.1.2 TH], £ 7=,
75 7L L. OATPIBIOE CTh 5 X NRA X T OIWENEE 5 AL SR M- T2 728
[2.7.2.3.4.2.3 TH], OATPIB OLEHK TNV EBZ LTz, Y IF V0 & OiFREY A AAEH
ﬁ%ﬂ%“f\inXme%%W%ETPgo%%AMELKDIMA%NE TNRAE
JUIa AR T (BCRP OHE) HIHELEN, 77V 7L ELORYEREIZ 1T B % KIT
é@wotkb\ommm&@ommmw@%%fi@m&%z%ntpmams@]
[2.72.3.4.1 H], L7=R->T, F7 VT LEALKRT A NRAENVDRIFFR 52X D, CYP3A, P-gp
S OYBCRP 2k L CHIWVHEER 2R Z e RS, £, 77 Y 7L EAL KR LA E
ADOWTIE, CYP3A4, CYPIA2K TN CYP2B6D K E I TIIRWN 2 L AVRE T,

2.6.4 HPEhRERER O ESC
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2.6.4B EYEIEABOMEX (TIL/NREIL)

264B1 F&H
[2.6.4.A.1 H|ZZH,

2.6.4.B2 %5k
[&F14.2.2.1.2: E-PK025] (& &k

TN RAENLVOEYERE GF GLP IEWEHRERER[2.6.4 TH]) ZFHIiT 5720, M4 & OV
FOT VN EVIREZRE LTz, MHE R ORFIEEURF O AL BRI 3R AL E % . o Arisicix
LC/MSMS [ A {ki% @ Turbo lon Spray, A& HHE @ IEA A F— F] W=, fETL7cEtE
(2 & B9 M OFF AR COARIEO E & T RO LS % 1~11 nM LTS5 ng/mL Th -7,
B & OV HPLC OE I O fidtfie . LSCIZ L W JIE L= (HPLC IFHIKIZA > 74 L BlD
T RER AR & FIT2) o BB ORI BE AR OS5 1E, HPLC kA v v FL—va v
L— MI4ER L, 7L — F & XHE Microbeta W7 X —F2AWCTHIE L, W7 a7 >
A NVORREHTIE, ST RERIE SR HPLC &2 Uiz, RE OIS I E &OIEIC XV IkE
L7,

M akxxT o7 ZpBR[2.6.6 H] Tl M KON =S 2 EAIREE, GLP %55
LAY F— hZ7z LOMS/MS IEIZ X D JIE L[ 2.6.4B-1][# 2.6.4.B-2],

+ 26.4B-1 TINRELDAEENDEERVFEE (GLP IZH - 1=8IE)

BtE AR FLE (%) i E (%)
A X /i 98.5~102 1.01~5.15
A X PFREDE— B 94.3~103 2.05~9.32
Z v b IsE 98.0~105 0.90~5.00
Z v b FRETR— R 93.1~106 0.77~4.25
~ R /IgE 98.8~102 0.77~5.42
~ A/ JFRETFR— b 99.4~101 0.65~4.21
7YX REENMMmEE (20.0~4000 ng/mL) 97.8~102 2.11-5.91
Z v b /REimsE (20.0~4000 ng/mL) 98.5~103 0.92~5.84
Z v b3 99~101 1~5
U Y X REWImEE (2.0~400 ng/mL) 96~106 3~8
7 v b/ HEmnEE (2.0~400 ng/mL) 96~105 2~9

[&8+4.2.2.1.2: E-PK025] (BEEGED

2.6.4 FEpENREERER DOBLEE L
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3+ 26.4B-2 BHEBTAHW-TINIXEILDBRITEE (GLP IZHt o 1=HIFE)

AR5 [ULYL N LC/MS/MS i

B A X

BRI SR WS

E R 20~4000 ng/mL
[E£H4.2.3.2.17: N NYF—va vk SBP 415.1
TTHf-6013] AR eI EE A AT F— |

B FITLE B FLEGE

TE LA 200~40000 ng/mL

NYF—va ik SBP 415.2

B A X [ #E

BRI B FILEE

E R 20~4000 ng/mL
[#44.2.3.2.18: oy NYF—va vk SBP415.1, SBP415.3
TTHf-6025] AR eI EE A AT F— k

BRI B FLEE

TE ARG 200~40000 ng/mL

N F—va ik SBP 415.2

B A X [ #E

ABOFITLE B FLEGE

E R 20~4000 ng/mL
[(E514.2.3.2.19: o NYF—varhik:  SBP4lss, SBP4AIA. SBPAISS,
TTof-6030] AR,/ =T _ SBP4159

B A XFFREDR— K

B FITLE B FLEGE

TE LA 200~-40000 ng/mL

N F—va ik SBP 415.8

B A X I #E

B FITLE B FLEGE

E R 20~4000 ng/mL
[#844.2.3.7.7.2: oy NYF—va Ik SBP 415.5, SBP 415.9
TTHf-6051] AR eI EE £ AT F— k

B FITLE B FILEE

TE LA 200~-40000 ng/mL

NYF—a ik SBP 415.6, SBP 415.8

B A X I #E
[&8}4.2.3.7.7.6: N AR O RITALE RATLEE
TTAf-1031] AR/ eI T R - 20~4000 ng/mL

N F—va vk SBP 415.9

okt Z v bt

B FILE B FLEE

E R 20~4000 ng/mL
[&¥}4.2.3.2.13: Z > N/ Wistar N F—va ik SBP 415.1
TTHj]-6014] Hanover R Z v MFREYR— b

B FITLE B FILEE

TE LA 200~40000 ng/mL

N F—va ik SBP 415.2

Ak Z v bt
[(&Fkt4.23.2.14: | v b Wistar B O FILE ®EILERE
TTHj}-6017] Hanover JE B 20~4000 ng/mL

N F—va ik SBP 415.1

2.6.4 HyBIRERABR OB
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& 26.4B2 FHHRBRTHAW-IINRELDRIEE (GLPIZH>T=HIE) (HHE)

AT 5 [ULYL N LC/MS/MS i

Bk 7 v s

BRI ESR W R

E R 20~4000 ng/mL
[&$H4.2.3.2.15: Z > N/ Wistar NYF—a ik SBP 415.3
TTH]-6024] Hanover B 7y MFFREYR—h

ABFOFTALE ESR WS

TE LA 200~40000 ng/mL

NYF—a ik SBP 415.2

Bk 7 v s

BRI ERSH WSS

E R 20~4000 ng/mL
[&$+4.2.3.2.16: Z > N/ Wistar NYF— g hik: SBP 415.5
TT#.-6033] Hanover AR 7y MFREVR—F

B ORI ERSR WS

TE ARG 200~-40000 ng/mL

NYF—va ik SBP 415.8

okt 7 v s
[&¥}4.23.7.75: | 7 v b Long Evans | Bl ORLER : EASN/WESIR
TTH-9042] () TE i 20~4000 ng/mL

NYF—a ik SBP 415.9

okt Z v bilfE (EER15A)
[&#+4.2.3.5.2.15: | 7 v b,/ Wistar B ORI EASN/WESIR
TTH-7170] Hanover E R 20~4000 ng/mL

NYF—va ik SBP 415.4

Bk 7w bsE GEIR208) K ORI M

BRI ERSR WSS

JE B 20~4000 ng/mL, 2~400 ng/mL
[(&#84.22.3.10: | 7 v b Wistar NYF—v gk SBP 415.9, SBP415.11
E-TT.7OSO Hanover B} 7 v ML (%FL14R)

BRI ERSR WSS

E R 20~4000 ng/mL

NYF—a ik SBP 415.10

okt vy FmsE GER15H)
[&%#}4.2.3.5.2.17: | 7% % Dutch O - HALEE
TTH-7180] Belted E R 20~4000 ng/mL

NYF—a ik SBP 415.4

Ak T XMmgE (ER208) KOMRIE I
[(&84.22.3.11: %% /Dutch B OFIALE SRR
E-TTjJ§7030] Belted JE i 20~4000 ng/mL, 2~400 ng/mL

NYF—a ik SBP 415.9, SBP415.11

Bk ~ 7 A M

ABFOFTALE ESR WS

E R 20~4000 ng/mL
[(E8H4.232.11: | v A RasH2Wild | NU F—3 3 ik SBP 415.9
TTH]-6047] Type EST ~ T AFFARE DR — h

AREOFIALE ESRWER

TE LA 200~-40000 ng/mL

NYF—=varhik: SBP 415.8

[&8+4.2.2.1.2: E-PK025] (BEEGE)

2.6.4 HyBIRERABR OB
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2.64.B.3 IR
264B31 Svkb

[&#}4.2.2.2.3: E-PK001] [&#}+4.2.3.2.15: TT#.-6024]

HEME Wistar Han 7 v MMZT /LN ZA BLS mglkg ZRRIRMEE G L7 & & APz L N2 B LR
FEITREIFAITAR T L2 2.6.4B-1], / >3 73— Kk 22 NETIOVIRHTOFERL, CLy. Vas KTty
DI ITA4 %4 24 mL/min/kg, 5.0 L/kg K& U428 Tdh - 7-[F 2.6.4B-3], 7 v b DI,/ i
HIRELLT® 50.6[2.6.5B.10 TH]T CL, Z#E L= & &, K7 V7 7 2 A03940 mL/min/kg &
HWESN, 7y MIBITAZANRZRELD Y VT 5 RTHRECTH-T-,

HEME Wistar Han 7 v MZT/LS 2 E V30 mglkg 2R H#%F5 Lz L &, BEHZRKZFE T Cha

(0.4 uM) (ZEIZE L 72[# 2.6.4.B-3]), RABGREOHX AL AT XA T8V 7 4 (F) 139%Th
S72[F 2.6.4.B-3], NAHH K OSR FHGREHEHER AN FRIRNE 54 (57.9%) IZHATROEG#

(8.6%) TILWZ &b WILEAE (0.1) Z &2, 7v hT F BMEWERKEZ 2 Bz
[2.6.5.B.14 IH], /L3R E /L300 mgkg % OHG LI-BEOFEMEBEZ MG L& 2 A, REE
OIMIAELLE TEIS 7228, Tk, EREMENZ SICE VRINAHIRS N B2 L
n5[# 2.6.4.B-3],

KEROEGREOBREBEREIZONVTHMREF L, 7 v MZ300mgkg ZHFEEL L&D
AUC) %7.8 uM-hr[# 2.6.4.B-3], K OIER G- L7z L & D AUCqaqn (F11.5E1.15 uM-hr TH - 7=
T EMS, WAERT D AREMEDNVRIE SN 72[2.6.6.B.3.5 TH] [$2.6.6.B-8], MEET v h TOMRE &
LRI Cd - 72[2.6.6.B.3.5 TH] [52.6.6.B-8],

* 2.6.4.B-3 1ftE Wistar Han 5 FIZT LR ELZHIRAETROKRES LD
TILNREILDEYERENRS A —45 T

5= . AUC_,, CL, Vss ti Crnax Tinax F*
(mg/kg) B (uM-hr) (mL/min/kg) (L/kg) (hr) (uM) (hr) (%)
5 FRARP 4.3 (1.6) 24 (8) 50(1.1) | 4.2(1.5) - - -
30 o 2.3(1.0) - - - 0.4 (0.3) 33(12) | 94
300 F& N 7.8 - 0.6 5.0 3

TOOEHE GEYERZE) . n=3, 7277 L. 300 mgkg #% A& 5L n=2
PR IERIRN R G O ) AUC, L & O D 5 D AUC, ., DEBIE X 0 R LTz,
[2.6.5.B.3 ] [&F}4.2.2.2.3: E-PK001]

2.6.4 FEpENREERER DOBLZ L
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—8— IV (5 mg/kg)

= --o- P.O. (30 mg/kg)
= 1
S LAI —#--P.0. (300 mg/kg)
E ) ,: .~
g 0.1 ‘.‘.-."‘n-
: -
0.01 ‘
Time (hr)

2.6.4.B-1 #tE Wistar Han 5 FIZTIILNR EILZ8IRARUTROERE L -0
TILANREILDQOMEHEY)REHTE

M AR ER S

RS (S mgkg) ROMEA#HE (30 mgke) : n=3,
o5 (300 mg/kg) : n=2

[2.6.5.B.3 IH] [&¥}4.2.2.2.3: E-PK001]

264B32 wHY¥

[&FH4.2.2.2.4: E-PK005]

JEME Dutch-Belted 79 (n=3) (2T /L 3 A EJL100 mg/kg & % O 5 L 72 BE O S Bhhe & fi

L7 Cmacs Tmax LY AUC) o D FIE CAEER I, 5403101 pM, 1.3H0.6H], K17+
0.5 uM-hr TH > 72[2.6.5B.3 H],

2.6.4  HYBRERER O
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264B33 A4X

[%k+4.2.2.2.3: E-PK001] [&#}4.2.3.2.18: TT+j]-6025]

HEMEE— 7V RICT VAN A BV mg RN G- L7z & & KU2 mgkg kAL L& &
D PR FEHERS A [[X 2.6.4.B-2]1T7R T, CLy Vass X O t1,D T4 % 8.4 mL/min/kg, 3.0 L/kg
KOV IR R TH - 12 [# 2.64.B-4], MiE7 V7 7 2139 mL/minkg EHEESH., 1 XDMHE
MAEFIRELTH 509 [2.6.5B.10 H]ZEETH L, A XTBTLH7 VT T U AFHFRETH -
776

HEEE — 7 NV RICZ AN A2 mgkg RO EEE LT & EDFIX.35% Th o 7-[F 2.6.4.B-4],
FFRIIE @R F X A X g 7 U 7 7 > A9 mL/min/kg K O I 840 mL/min/kg 12553 < &590.2
CHEEEND, L72d- T, MIEL@EI@E DRI 2 TRIRAE L e F MRV E E2 5h 5,
T v R ERBRIZ, A XITBWTHEEEOHEMNCEE S O 5% ORI H &% T
ST, TIE, ERREMENZ I KXV RIRAHIR Sz 720 E B 2 B D[2.6.6.B3.8 TH] [#
2.6.6.B-15],

A XNZT LR ZABIL2 25, e ON000 mg/kg & RAERE A5 L 7 BR O SEMBh RS & f5t L 72, Day 1
N5 Week 5O AUCoos e IEZHER L2 E 2 A, TANAELOERBOHEEIIALNLR -T2
[2.6.6.B.3.8 TH] [#2.6.6.B-16] [%2.6.6.B-17], KEHGHRRIZIB N T, 4 X TIEZANRNAELORE
O 5K OSEYENREIZMEZEDN RN T & D3RR X 4172[2.6.6.B.3.8 1H] [#2.6.6.B-16] [#2.6.6.B-17],

2.6.4 FPEhRERER O SC
- 48 -

C cConfidential



TS5 F LN TN AE L
2.6 FEEERRBR O EE SR O EER
2.6.4 FRENREFRER OBEE ST

* 26.4B4 HEE—YILRIZTINRELZERAEVUEOSEL-ED
TILNREILDEYEEE/NS A —4T

5 . AUC,., CL Vs t, Conax T Fi
(mekg) | TR | e | muminkg) | (Lke) (h) (uM) (hn) %)
1 il 2 2.4 (0.8) 8.4 (2.3) 3.008) | 7.723) | - | |
2 %K 1.7(03) | - | | (gg) 3.3(1.2) 35(6)

TLOOEEE (EYERZS) . n=3
P F IR AR SRR O ) AUC) K ON% 0 3 585 D AUC, , DERIME & v HH L7z
[2.6.5.B.3 1H] [&¥}4.2.2.2.3: E-PK001]

Concentration (|LM)

0.1

0.01

0.001

10

15
Time (hr)

20

26.4B2 HMHEE—YIKIZTINREJLZEIRNECEOES LB
TILANREIILDQOMIEHEY)REHTE

EEIE AR HER S (n=3) [2.6.5.B.3 IH] [&#}4.2.2.2.3: E-PK001]

2.6.4 HPEhRERER O ESC
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26.4B34 Y

[&#+4.2.2.2.3: E-PK001]

HEVET) = 7 A PN T3 2 EIV] mglkg & FRN IR G- L2 BR 0SB e 2 /et Lz, MgEd

WEEEHERS 2 [” 2.6.4B-310R T, Clp, Vi BT 0D FHIFIE, %% 5.2 mLimin/kg, 2.7 Likg & U8

16FE [ Td - 72 [F 2.6.4B-5], Ifilg 7 UV 7 T > A1E9 mL/min/kg & HEE S, YL ok, i

RELTH50.6 [2.6.5B.10 H]ZZET 5 &, FMitE (§)44 mL/minvkg) Ll izLx, 7
V7 7 AFFRETH T,

% 26.4B-5 HBHEA=ZHIAFILIZTILNREILZEIRAES L-BO
TILNREILDEYEEE/NS A —4T

P& . AUC_,, CL Vs ty,
(mg/kg) Bl s (uM-lolr) (mL/mirt)l/kg) (L/f(g) (h/r)
1 FEARA 3.6 (0.2) 5.2(0.3) 2.7 (0.4) 16 (4)
TOEHE GEVERZS) . n=3
[2.6.5.B.3 ] [&#}4.2.2.2.3: E-PK001]
10
—8-1V (1mg/kg)
= 1
<
0
© 0.1
c
g
S 001
0.001 !
0 10 20 30 40 50 60
Time (hr)

2.6.4B-3 A=A HFILIZTIL/NREIL 1 mglkg E5ARMIZES L1-BD
TILANREIILQOMIEREY)REHTE

EEIE AR RER S (n=3) [2.6.5.B.3 IH] [&#}4.2.2.2.3: E-PK001]

2.6.4 HPEhRERER O ESC
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264B4 HH
26.4B4.1 ##ESHE (Sv )
[&k}4.2.2.3.7: E-PK008]

HEMEE €T » b (Wistar Han) & OBEMEA T » b (Long Evans) (Z['*C]=/L 8 2 E/L30 mg/kg
FHRERO®BE L, 24— 9477 01250, AT v FTIEEE#%2, 6. 10, 36, 72
JOM68IFEM, BT » b TIEHE G146, 10, 72 % V672RE [ D H4) H S U RE O/ /3 A7 12 DUV T
Rt L72[2.6.5.B.4 1] [2.6.5.B.5 H], HEAKPIEEAT v FOWTIZEBWTH, T/ /LT
1T & A8 DRI/ L. AR PR B i R & AR X BBl > Tz, —H . . B ED
KEEESDO AL DTN TH - 72[2.6.5B.4 H][2.6.5B.5 H], T/ NAE/LP-gp DIEETH D
7=, W S 72l 0 I~ DT b Th - 72[2.6.5.B.19 HH], BENEYZRE . HUFRER
MR E NPT (55 ngequivig) fiasid, BIE (BG%2EFH T10.0 pg equiv/g) . ATl (3% 5% 2]
T9.735 pgequiv/g) K OVE B (#8574 2R5(H] C6.45 ng equiv/g) [2.6.5.B.4 IH| ThH > 7=, #5442,
6 OV OFE T O ATk, M GREUHER) IRELIX12~20TH > 7-2[2.6.5.B4 H], HfaT7 » h T
X, BEHZTR ETIT, M, BRE, L ON—2 — & bR < TR T oMM CHRSERENERT
[RARG & IeoTz, Fo, ATy FTIE, BE#28H ETIZ, 7 FUBELZERLS X TOMAK TH
FHESE B FIRA & 22> 72[2.6.5.B.4 TH] [2.6.5B.5 H], A, UOABT v O T RUBEIZBIT
DI RRIE, HIERES N E R 5 5 b VR (FE1Z65H]) TIXRBE Th -7z, LonL, £
DHDOIFRTIX, AT > N TIIERE FRAR £ CHHNENMET L7223[2.6.5.B.4 H] [2.6.5B.5
H], A7 v N CIIRERERO28H £ THIAREN EREETH-72[2.65B.5 H], A7 >~ hT
BRI EENREHMRO 5N Z END A NRRAE I A T = AT DAl Rn H 5,
LL, AT v N TEEHIZALNRN- 1220, TIANRZAE LD A T = ~DfEA O ATREN:
NV EDORAEIIT R bR e EZ 5N 5[2.6.6.B.8.7.1 1],

TIL N R E LD RFE NS O~ D 3 AR DWW T, & 52 WistarHan 7 v M /LN X B L
30 mg/kg Z#EAHE- L, LCMSMS 1EZ HWTIRGET Lo, ZORER, I/ mAEF AUC) 24 1 EEIT
0.3, Tl MAEH AUC) 4 1 FEIZ193TH o 72[F 2.6.4B-6], lU~D AN DTN TH o722 L iF,
BHA—NT X T T T 4 TORRE BT D, Ll Mg/ iEHR AUC iz oW TiE, 4
HA =T VF 777 4 OfER (Pl Mg iR ER12~20) &L T, LCMS/MS 12 K 5 fiF
BT CIE= VN R BV DTG ~D 340 OEIG N &> 72[2.6.5.B.4 TH] [# 2.6.4B-6], 2OoD R 5
AT )7 1E DR TN R BV DT~ D 5340 12 TE B 72 203 D VT2 IR DWW TE R Th 5,
LLARE, ZRHDOFEENS, /LR RA VT HCV G OIERINESS T H 5 FFlgic iy X
AT D2 EWRBENT,

2.6.4 HPEhRERER O ESC
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& 2.6.4.B-6 It Wistar Han 5 v FIZTJL/NR EJL 30 mg/kg 24203155 LB
TILANRELDIMmEE, FFiER UK RS E

il JT N JES
AUC 241 (ng-hr/g) 5027 96793 131
HHA A AUC Eb - 193 0.3
FHE (n=3)
T+ ng-hr/mL

[2.6.5.B.6 1H] [&¥}4.2.2.2.3: E-PK001]

26.4B42 MmMEEBHES

[&#}4.2.2.6.17: E-PK002] [&#}4.2.2.2.4: E-PK005] [&¥}4.2.2.3.8: E-PK012] [&#}4.2.2.3.9: E-PK024]

TONZAENOMBEEAREZ, PHEBEIMEZHWVWCGHME L=, v b, v~V A, X, A
X, KO BT, ZAANZRELOMEEARGRITE < MEPRELI~10 uM OFPI T, 7
v b, TR AR PAKOE MTBT IR AT F1T0.001 K60 T, REFIKFHTH -T2
[2.6.5B.7 ], UHFXITHT D MIEFIERE SRS RIIMOEBDFEIZ L TE2 > 72 (0.012) 73,
T PERAFR Tl 2R D> - 72[2.6.5.B.7 H],

TANAEE, b MIJET VT X KO a-BRMEREE B OB BT ROIRE (% 440 mg/mL KO
1 mg/mL) IZBWT, WTFNOMEEQICHT 2EGFbRNo7, B MLIET VT I TliddE
FEATL YR D0.005 K TH Y | a-FEMERFEA TIE A LT vAa 7 L— b TIRFE RS
DB SN T2 DI BT ERIEF IR RV EH TE 2EE RN TE 225 72[2.6.5.B.8 H],
INEDREND, TANRZEANE MILET AT I RO a- B E OIS T AL, b
M IAEFR O T LR A BV OB E S MENZ EO— RN TH D Z EDNRIBENT,

B 2 7R O BHERE L OV RERE 8 IS BT D = U R BV O MR AFE & 2 3l L7, T8
Th DIEEERIRE & i LT, BHRE R ORI EE O W HICB W TH =R BV O (i
EARE AR, eSS R ITH £ 0.005H1 & 10.003 A5 T d - 72[2.6.5.B.9 H],

26.4B.4.3 MmEkBITHE

[‘&k}4.2.2.6.17: E-PK002]

TANZAE N EAM CHfEM) &A > FaX— KL, TANZELDIMER~DOBITHE G L

7oo TILSZAEJVIRFEO.L, 1 TN0 uM (28T 2 iR/ AP L O FEBEIX, T v b, A X,

FAKOE FTH%0.61, 094, 0.56}%7TN0.62Td>7-[2.6.5.B.10 ], 7=, M,/ e

X, EREICEERTFN CTH -T2, ZNHOT—F0 5, TV A B UEIMERICERIRAIZEAT L

RNl W, ZNSOFPEICB W T AR ENLORILIEZ VT 7 A TEr V7o
VALY BHORERNT LRI T,

2.6.4 HPEhRERER O ESC
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264B4.4 [BEA (v FRUIYF)

[%k+4.2.2.3.10: E-TTJJ}7050] 4 £14.2.2.3.11: E-TTj7030]
HIRZ » R ROV FIZ, =/ A BUL1000 mg/kg/ H ZEHR6~20 F I/ O 5 L, #E4R20H
(ZREE Y B OB VRIS PR A E T 5 2 ISR Y. TR E LD IRIEIE A R L7,
WTNOBFEIZIB T E | F 552 O24R: N REN & OMR RO MR Z 8RB L, = /L3 2 )L
O MSE PR EE A2 JE Lz, IR/ RE iR EIX, 7 v R RO % TH % 0.006~0.022
2 1R0.006~0.008 Td» > 72[F 2.6.4.B-7], ZHDHDFERNS, A NRAENIET v REOTH XD
Jia s 2 i 9 2 A3 6 VR A R EE LR A A IR EE D 5 97020.6%~2% Tdh 5 Z L RS NTz,

x 2.6.4B-7 RS Y FRUIHFIZIIL/ARE)IL 1000 mg/kg/B #EOF 5 L-[BD
BI#YE VKRR NFEREYRE

R b8 ] [ LS 2 LR (M) | 29
(mg/kg/ H) (hr) BN = &R RrEh)
Sk 1000 2 1.05+0.161 0.00594 + 0.000852 0.00608 + 0.00108
24 0.0522 + 0.0522 0.00250 + 0.000950 0.0220 + ID
S 1000 2 1.60 + 0.399 0.00917 + 0.00319 0.00564 + 0.000804
24 1.22 +0.299 0.00889 + 0.00207 0.00751 + 0.000975
T RS (n=4)
ID: 7 =% F+5)
[2.6.5B.11 ] [¥F+4.2.2.3.10: E-TTJ7050] [ £}4.2.2.3.11: E-TTJ}7030]
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264.B5 K

VTR, Ty b, X A XKLV MIBT DT AR ELOHEERBHRE 2 [X 2.6.4.B-4]

W21,

i N +20
y o O~
HN\(/D F:{}_O S O:S_<

o~ \\_j> L_?"NH
\

m1, m1a, m1b N

R N
iy m2b
<>
G

R
Y'as

(o]

hY

OH
0:%'_{“' '|
o i R W .
" NN — H} @
o o= P
e [a] —
ﬁ 7 ki
or ¥
N
D e J\U HO,
™M N ) Vs 0
H NN
> \/\\O o N>_H— o)
HN_ O ‘{—0
> O
m4, m5

m2, m2a, m2¢, m3 _

264B-4 YOR, Sy b, 9FX A XRVE MIEITHIILANREILOHETFE BB

[2.6.5.B.12 ] [2.6.5.B.13 ]
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2.6.4.B.5.1 In vivo
2.6.4.B.5.11 vk

[&kl4.2.2.4.6: E-PK003] [&F}4.2.2.5.4: E-PKO017] [E#}4.2.2.4.9: E-PK018]

HEQLE DO HEME Wistar Han 7 v b (n=4) (Z["*C]m /L R 2 E L5 mg/kg & #RINEES- L, /L8
AEILD in vivo TORGZFEAM L72[2.6.5B.12 TH], TR EEKIDBARE(LIKRE LTHH
H (BEH5ED20.1%), kR (B5ED16.2%) KOFES (5 E020.2%) (CHEES ., BT, Bk
OIHE ~OHEHE (B 5-80056.5%) MNEEPEHREE CTh 5 Z & AR S 72[2.6.5.B.12 H], &5
BO154%M Y m2 %O m3 & LT FIcHEt S, BIEAR#bEEICHES LTV
[2.6.5.B.12 ], i m2 e X m31%, TN EL~NBEEZINT 52 LIc k> TERSHA[X
264B-4], HENHLMNITR > TWRUV2ODHMEBORBWIZ, HEEDO8%E HD TV
[2.6.5.B.12 IH],

JEAE 7 = = — LALE U 72 JEME Wistar Han 7~ M2, Tween 80%10%,70.4%t Rr ¥ 7o /L
AF BT — A H90% THEL L 72 [PH]= /LN 2 BV %30 mg/kg #% A% 5 L 7=BRO ARG % 2741 L
72[2.6.5.B.12 H], B EHVEIC L0 MR L72iE R, B s S 72 B RB 1T m2, m3 L OVR
BALIRT, EORBHH L LTA X — VBB LANZ IR S CAERKRT 5 md & O mSH3 R H
Si72[2.6.5B.12 H] [X] 2.6.4.B-4],

B 7 = = — LALE U 72 1M Wistar Han 7 > M2, [PH]T/L S 2 EL30 mg/kg 2 #EH %5 L7-
L& BEHZI~SFEH O — iR b, REKED Al E72[2.6.5.B.12 H] [
2.6.4.B-5],

200 elbasvir

Radioactivity (cpm)

Time (min)

26.4B-5 BBEA=2—LWEL5 v MIPHTZIL/ANREIL 30 mg/kg £E0O% 5 L=EIC
Bont-mEmEY I~8EKRENDT—IL) ORBEWS DI AT RIS LA

[2.6.5.B.12 ] [&F}4.2.2.4.6: E-PK003]

26.4B512 9H¥x

[&#+4.2.2.2.4: E-PK005]
ELE DOMEME Dutch-Belted 7 H 12 [*C] /L3 2 E/1100 mg/kg 2 05 L. in vivo TOX

A RN L 72[2.6.5.B.12 TH], B S 72 B RE (G- & D T71%) O R/ 1E, = (358D 70%)
2.6.4  JEEENRERBR OB
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ORI S HU72[2.6.5.B.14 TH], HREMRHER K VE BT EHWT, v FEFORH T2 7 7
A NV E G U7z, 7 B S E YR S 7 B RE O KR IR LR T B OB L) mla,
mlb, m2a, m2b, m2c, m2, m3&X U mdNVEESHTIC LV B S 7-[2.6.5.B.12 HH], 7=, UH
FMIFECTHRHWOT 07 7 AV > 7% FhE Uiz, 7Y M OB HE D K IR ZEIA T,
TR ORLAEY m2b & O mdn i S 7-[2.6.5.B.12 1H],

26.4B513 43X

[&¥}4.2.2.4.6: E-PK003] [&#£}4.2.2.4.8: E-PK011] [&#}4.2.2.5.3: E-PK016]

B ) = 2— VALE U B — 27 L RIZ[MCl= b R 2 B0 ] mg/kg % #ARPIER G- L 72 BR D4k
A BN U 72[2.6.5.B.12 ] [2.6.5.B.14 HH], FUHBEDOREBS (FHED57.1%) 1%, KRE(LK L
L CHaH (REED31.4%) KOFETR (REED257%) ([ZHEIESN72[2.6.5B.12 HH], F7=. %
B (BH5EED43%) OBLAHY m2 &Y m323 0 M OFE P c HEt S u72[2.6.5.B.12 IH] [IX
2.6.4.B-4], IRFUCITEE-EDOKIZ% LEEIE S 2ol 7 7 74 U o 701350 L7
Mo 72[2.6.5B.14 IH],

B ) = 2— VAHLE U7 HEME B — 27 L RIZ[MClm b R 2 B2 mglkg &% O35 L 7= RO AR
ZRREt L72[2.6.5.B.14 HH], RN GRBROFEFR &R U< B L OSEFIZHE S L7z i se o
KEBFIREARTH - 72[2.6.5.B.12 ], F7=, A GHZ, HEDO m2& T m3 b JHT K O
IR S 472[2.6.5.B.12 H], MAEHICHEER T 5 R BE TR ATEEZR & DX, RE(MEKO A TH -
72[2.6.5.B.12 HH] [X 2.6.4.B-6],

110
elbasvir
€
o
2
z
2
2
o
._g
~
0.00 10.00 20.00 30.00

Time (min)
26.4B6 FEEH=1—LAWEL=A XIZ["CITI/INREIL 2mgkg ZE0O%E LB
#/ont-miFmEY (R5% 24 BHE) OREMSDOH/ OIS A

[2.6.5.B.12 ] [&F}4.2.2.4.6: E-PK003]

2.6.4 HPEhRERER O ESC
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26.4B514 EF

[&F}t4.2.2.4.7: E-PK010] [&#}4.2.2.5.2: E-PKO013]

FEHERE A BYE (n=6) |2 PEGA00IZIEMRE L7-[1Clm /LR 2 B 150.3~51.4 mg (CEHJ204 uCi) %
O#E Lz L&, BH%I168RH £ TICBRSEORE D (K94.1%) O HUFEENFE PP S
72[2.7.2.2.1.3.2 ] [2.6.5.B.14 HH], FH (F5%0~168FRFH D 7 — Lkl (HRM S 7z it he
IE. REER (B 5 EDOKIT5%) K OBRLARHY m2 & O m3 (5 8DHI19%) T -72[2.6.5.B.12
TH] [X 2.6.4B-4], BALACHITMIEN COARERINDT=0, B FTIHROELE LIz
EL D7 EB19% BRI Sz EHEE S vz, IRPICITER G EDOK0.2% D U 6E L 2B <
nigmoizZ o, REREMOT a7 7 4V > 7135 L ->72[2.6.5B.14 H], & FFEH
THLNZERHEY m2 & O m3i%, FHERBROBMETHET v b, A XXX THRKM
ENTNA[FE 2.64.B-8],

i & FIRRIC, T HERM 2R X O LOMS/MS OWEFHICE W T, b MIER 2 5 13- bk
DRHDFRH S 72[2.6.5B.12 HH], £ H5HZ3LOSREH O 7 — /v ilfEc B 1T 5 REN T VA7 m~
N7'T AE[K 2.6.4B-TI2, AR D BB (MK-8742-001aft%ﬁ) [2.7.2.2.1.1.2 HHIZEB W
TN AEN200mg G L7220 Day 10I281F 25 7 — Vi bl 2 & 0 fR e 8 & ik

(HRMS) ([ZE0 777407 Lick &, REMEKDHZ DB S47-[2.6.5.B.12 H],

*& 26.4B-8 HBRIVERVE FOHMYHASKRESAI-TINIELRTZDOREY
(ST RERR Hi 88 1 & HPLC)

Eukzpnd 7 v b s A X t b
5 mg/kg, FHIRP 1 mg/kg, #RARM
P& a0 100 mg/kg, #& M a0 50 mg, RO
30 mg/kg, #&M 2 mg/kg, #&EH
AEREEL B+ 3 B+ 3 HEYT 3 B+ 3
TN A E )L + + NS + + + NS +
m2 + - NS - + + NS +
m3 + - NS - + + NS +
+: BREH D
- R L
NS : 3Bk & BB
v b, AXKEOE M RIS S e o7, U IR EOBIL R T ST,

F vk ’#Hﬁm&“ﬁ?ﬁﬁqﬂ m2 K% OY m3A R & Tz,
[2.6.5.B.12 TH]

2.6.4 FEpENREERER DOBLEE L
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P 5512 315 P 5512 8HF ]

CPM

180.0
1400

elbasvir ‘ 1600

elbasvir

l

0.0

0.0

0:00 10:00

20:00 30:00 mm:ss 0:00 10:00 20:00 30:00 mm:ss

26.4B-7 E MZ[MCITI/INREIL50mg 2FO#%E LBz oI T—ILIERHEY

(5% 3 RV 8K ORRMLSOF I/ OT RIS A

[2.6.5.B.12 ] [&F}4.2.2.4.7: E-PK010]

2.6.4.B.5.2 Invitro

[&#}4.2.2.6.17: E-PK002], [&#}4.2.2.2.4: E-PK005]
Ty b, UHFE, AXKPE FOFFI 7Y =AW RNZT v b, T A, A4 XKDt bORFH

iz T, =L N 2 BV O in vitro {3 2 AT L 72[2.6.5.B.13 H], W OEFEICKE N TS,
TANRZELORBI~DER BT E T2, T b, TR A4 XK MR OEE T
T, 2RO LY m2 Kk O m3NFEE SAL72[2.6.5.B.13 H], T v b, A4 XKt TR
TIE, WED “BLARBEY mIABE SN, PHRFI /7 n Yy —L DA v Fax— 3 U TlL,
2D “EREACHY mla KO mlb 25 S 72[2.6.5.B.13 TH], ~ U AJFHIIETIX. m2D Ak
H & 72[2.6.5.B.13 ], BALEOENI 2707 7 4 WL, 7 v b, A4 XL CHE
LTHEY, invivo TOREEE HHFELLL Tz,

2.6.4 HPEhRERER O ESC
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264.B6 Bt
264B61 Fvk

['&k}4.2.2.4.6: E-PK003] [i§;ﬂ4.2.2.5.4: E-PKO017] [&%#}4.2.2.4.9: E-PK018]

B4 = 2 — LALE L 7= HEE Wistar Han 7~ b (n=4) (1Z[MClm /L2 B L5 mg/kg % Rk
BH L& & SR 5% 7205H £ Tl B (BE5E041.0+41%), # (5 &E0030.0+
45%). R (G58ED16.91T1.8%) 7 —IVEAHK M ORI M (R 5-8E001.010.5%) 2RI S
. HEHREDRREIN 2R 1189.0+1.6% T - 72[2.6.5.B.14 TH] [ 2.6.4.B-9], HHI M O D i RE
DRI DRECR TH o722 LB T v MTBIT 2 TN R BV SR E O E 72 BRI 13
REACARDERZH 72 W ~O PR K OGE 02D O TH D 2 & AIRE S 172[2.6.5.B12 IE]

B 7 = = — LALE L 7= 1EME Wistar Han 7 > MC[PH]= /L3 2 E/L30 mgkg Z#% A5 Lz &
&, BRI G T2REE £ TIZZ DO KRE A FES (5 ED61.0118.7%) (2, IRWTHHH (&
HEDT8E1.1%) LKORF (B5-500.80.4%) (ZHEME S0, B REDFREIIEIL69.8+18.4%
THh-o7-[265B.14 H], 2D ELnb, Ty MIRO®RE Lz & & 0200 EKIZ, PHTL
NAENDFF~OYEMNTH 5 Z &3/ Z472[2.6.5.B.14 TH], A M QR H OHEHEE MK D> »
7228, Ty FOFNMEN-T-Z B LTV,

26.4B6.2 HY¥

[&#+4.2.2.2.4: E-PK005]
7 FIC[MC] =R R EUL100 mglkg AREOEG Lz & & IR OEIERIXTI£17.1% T,
F N ORFUCE 2 B 5 8D69.8+16.7% K% N2+ 1.1%2 ki & 7-[2.6.5.B.14 1H] [ 2.6.4.B-9],

264B63 A4X

[&¥}4.2.2.4.6: E-PK003] [&£}4.2.2.4.8: E-PK011] [&#}4.2.2.5.3: E-PK016]

MR = 2 — VALE L7z X GFITRE L7228, 9 B I1IBIO BT DMK D> o 72 72 251 O T ff
FH) IZ[MClm AR R BV mglkg A FIRNIR G L7- & & AR S 7200 E Tl Ey

(B H55ED37.8%) . R (G 8ED33%) # (G5 ED27.9%) ([CHts vz, 7 —odedg (&
HEBD0.5%) % & T EE DRI R 1369.4% T > 72[2.6.5.B.14 IH] [ 2.6.4B-9], it K O3
HORERED RKEB D INKREMETH 722 LD A XITBIT 5 T3 2 BV O T EPEIR KX
REACARD AL S O E ~DO R TH 5 Z & D3RI X1 72[2.6.5.B.12 TH] [2.6.5.B.14 IH],

JBAE ) = 2 — LILE L7 A XIZ[MClm AR 2 E A2 mglkg R O#E L- & &, RAEITRS
BT2EE] £ TIo, T OKEBD DI (B HED60.81+29.4%) 12, #i\  THHH (& 5-8008.7+3.4%)
FOYRH (5 E00.5+0.1%) (2P S 72[2.6.5B.14 1H], 77— Vi RE0 K (5%
D0.5+0.8%) % & TekalnlIN=R1%70.5+25.9% T >72[2.6.5.B.14 IH], HHHED K /DIIREIR
ELTHEPICHE S, A XOFMEN-722 & & —H LTV 2[2.6.5B.12 H],

2.6.4 HPEhRERER O ESC
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26.4B64 EbF
[&¥}+4.2.2.4.7: E-PK010] [&#}4.2.2.5.2: E-PKO013]
TERERR A BIE (n=6) % %5212 PEGA00IZIAMR L 72[Cl= /L 3 2 E/150.3~51.4 mg (#1204 pCi)
RROEE L& &[2.7.22.1.3.2 H], #HEHEERI0FBEINE L-ELORFIC, BHEIZH LT
%% 94.115.7% K% 1M0.2£0.1% D FUEED PR S du, BUHBE D FEIFRREIINERIT94.3£5.7% CTh > 72
[2.6.5.B.14 IH] [# 2.64B-9], 2D &b, b MIBIT DT NNZE L O FEHEHRR K I3 T
PEllt &5 2 Binde, FAPICHRE S U7 O BE O KB TR B LK Td - 72[2.6.5.B.12 HH], HABRHE)
WHER e PR TDEBERTL T, ETOREIKRIZ, RWICEY ., 15E 0O 053U K ORI
PRz L2 b D EE X HND, PBPK BT /VE WA, /A NR E/LOYPILEEITHI40% & HE
ESINT[2.7.22.6.1.2 H], KIZ, TN ELDOKIA0% BRI S 4L, BHED19%DPEEILREY
& LTHRT 25:4[2.6.5B.12 HH], /L3R E/LOHRIHC 360 TR AR K O LA O HEitt
HIEEREREFS LTS EEXLND,

il

% 26489 Ty b, 99X, 4 XRVE MIPHIXIF[MCITIL/AR E)L % EEE#IRF X [
BOKRE LIRS e HEit

Be b7 B GAR FehgEd 28518 (%)
(mg/kg) (B1%%) IR | [ | > Gkt
7 v K (0-72 hr)
5 RN (n=4) 169+1.8 41.0£4.1 30.0 £4.5 89.0+ 1.6
30 %0 (n=4) 0.8+0.4 78+ 1.1 61.0+18.7 69.8 +18.4
7 H X (0-72 hr)
100 | &0 (h=3) 12+1.1 NC | 69.8+16.7 71.1+17.1
A X (0-72 hr)
1 kA (n=2) * 3.3 37.8 27.9 69.4
2 O (n=3) 0.5+0.1 87+3.4 60.8 +29.4 70.5+25.9
t kb (0-240 hr)
50518 [ &0 (n=6) | 02+0.1 NC | 941+57 | 943+57
A AR E R S
NC : FEH3°
Y — VBRI B T
R 2] )
5. mg
[2.6.5.B.14 TH] [&$+4.2.2.4.6: E-PK003] [&#+4.2.2.5.4: E-PKO017] [& $}+4.2.2.2.4: E-PK005] [&#}4.2.2.5.3:
E-PK016] [&#}4.2.2.5.2: E-PK013]

26.4B.6.5 EFLitHEEM (S k)
[%k+4.2.2.3.10: E-TTJJ§7050]
AT v N O FA~DOZ AN N OPEMZ TR ATR6 A 2y DI FI4A £ TR RA L
1000 mg/kg/ H A% D5 U, #2314 B O & 5 2RE % (S REEIM OO 1UE K VLI o S8 i i
ZME L72[2.6.5.B.15 T, #5%205M ORENY O i OFLH = LN 2 BV 14 4 1.40
+0.150% 15.75+0.629 uM T, Fit /AR EIZ4.1550.264 (CEHE CFEHERR =, n=4) T
Ho72[2.6.5B.15 H], ZOMENL, BT v FOILIHFHFICZ AN EARPEEI NS Z £ AVUR

STz,
2.6.4 FEpENREERER DOBLZ L
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2.6.4.B7 EYVBEFHEMREBEER
26.4B.71 ZINNREILDBEXICEET HEMRBBRRV M VRAR—2—
[&#}4.2.2.6.17: E-PK002] [E#}4.2.2.6.18: E-PK004] [&#}+4.2.2.6.22: E-PK014] [E#+4.2.2.6.23:
E-PKO015]

TR A E VI in vitro (2B C CYP3A L O P-gp DIEE TH 5,

TN A BV OB (B b FEFICHEE SN2 m2 X O m3DA4k) ([R5 %
CYP f##%. bt MEE B CYP (tCYP) KONFI 7 vy —2 % AWTCHME L7z, PREFSE
NN CYP3A IZEIRAY T /) 7 e —F AHURZ WA D, =2 eV OREHHET CYP3A &
95 2 EDRIBENT-[2.6.5B.16 H],

b MBI m2 & O m3DAERGEE % . rCYP3A4E O TR A L72[2.6.5.B.17 ], ittt
DAMGHEEE L “FPE%A 7R L7z, Eadie-Hofstee 2842 L 7= & X DU E 2 [ 2.6.4B-10[12~7,

& 2.6.4B-10 CYP3A4 [CK B TINREILDKEY (M2 m3) £ERDKRIGIRE

- K (LM) Vimax (pmol/min/pmol P450)
{JQ ﬂgj‘ q:@ I<m 1 Km2 Vmax 1 Vmax2
m2 0.7£0.1 3.7£1.6 0.4£0.0 0.6+0.1
m3 0.8+0.1 4.6+2.1 0.6%0.1 1.2£0.2
VR fE AR HERR S
[2.6.5B.17 TH]

t MFHIIICB T 2V IALT v A ITB N T, ZARREME, EREFEGICL DNy 7
777y RLAsSOLREDo T2l b b bF . DT REKRFNZRIY AR Z R L, TOIRY
AR FEEAI D OATPIB K N OCTIFERCTHH Y 77~ A > SV U 77 VU EV VR OF =D
2R > THF SR 2 72[2.6.5.B.18 H], —F, TANZAEADOIRY ALK LT 7 a AR
VARFOREERERLEZ NS V7B ARY  AILESNEDOH D N T AR—— R
XA EVOIY AR LTS Z &R S 72[2.6.5.B.18 1H], MDCKII } Y HEK293 D
L EARLE FHWZBIO in vitro 3BR )5 . /L3 Z BV OATPIB1 M () OATPIB3 D IE T
7220 EB 2 5 72[2.6.5.B.19 IH],

S HIZ, P-gp XIiT BCRP %8 MDCKII Aifu A T, /L S 2 BV P-gp X T BCRP O AH
ERBATREMEIC OV T B ET LT, TOREE, TR ZAELIP-gp DIEETHH Z LAVRENT-
73, BCRP OEE D E 9 MOV TR ERI 22 H WX C & 72 52> 72[2.6.5.B.19 1], MDCKII i
2B DT AR E A OZEHIEEEMEL. 0.7~4.7x10° co/sec & KA 72[2.6.5.B.19 1H], ¥fE
DIBARTE AR K O IR I B\ T FRRERAFE B 23R\ 2 & RO RIMERITE DY 2 5 4L
Tl EEEBETDHE, TANREANIND NTVAR—F—DEETHDHNE I DEF LN
T 52 LITHIFNICHEECH Y | EEB/ONTERRICOVWTHEENLETH D,

2.6.4 FEpENREERER DOBLEE L
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26.4B.72 EYPRBBRERUTFIVRAR—2—ICxdT HHEE
[‘&k}4.2.2.6.24: E-PK019] [&k}4.2.2.6.17: E-PK002]
[&#}4.2.2.6.19: E-PK006] [&*£}4.2.2.6.28: E-PK023]
[&#}4.2.2.6.18: E-PK004] [&#}4.2.2.6.20: E-PK007]

e

$£14.2.2.6.21: E-PK009
5 8+4.2.2.6.27: E-PK022
5 F+4.2.2.6.26: E-PK021
5 F+4.2.2.6.30: E-PK026

—fi%f) 72 CYP 23 F#, UGT1Al, CES1, CES2, CatA M UN—x#y72 b T AR —& =4 5
TR A E LD in vitro [LEIEFICOWT[E 2.64.B-111ICF & 7=,

]
]
]
]

ISR

.
.
.
[

TOLRAE N, R TREIEO B TR CYP 2> R UGTIALZK L TF LA F o
— v a VRN R AEER 2R TN E I E, B MFI 7Y — 22 HWGHE L, =v
SRAZ B, CYPIA2, 2B6, 2C8, 2C9, 2C19, 2D6K% U3A4 (ICsofE>100 uM) . I TNZ UGTI1AL
(ICsofE= 71 uM) (X D58 N1 72 PHEI CTIE/e <. F£72. CYP3A OWFEMKAFHIEILCILe 0
~72[2.6.5.B.20 1H] [2.6.5.B.21 IH] [2.6.5.B.22 MH], F£7/=, T/L XA EJLIE CES], CES2K X CatA
ZIEES, 25O ICsEIT>50 uM THh->72[2.62.B3.1.1 ], LU LEOFERMNS, =LA

N DOF EGFE S50 mg DY) Copo E230.177 M T o722 LIS < E[2.7.2.3.2.1 H], =)L
XA EJLIL CYP, UGTIAL, CES1. CES2K X CatA ZPHELZ2W & FHIEN S,

TV R A EOVITRREIR S BT DR MR -0, b T v AR —F — L ERER I THFTRE T
B o T mIREIF0.3~05uM Th 7=, & h MDR1 (P-gp) % iEEIF I L 7= LLC-PK Mgz H 1)
LHPHIY FF 2 OEEICH LT, ZANRNZEL (0.5 uM £ T) O RILETHIEIRRRME IR 030%
KT - 72[2.6.5.B.23 H], T//NAEILHR P-gp OFLEEKNE S a5 720, T
NERWERBRZEm L7 2 A, = NRE LT P-gp ZFHE L, 1C5(%0.32£0.02 uM TH 7=
[2.6.5.B.23 IH],

T/L/NA EJLO BCRP BHEREIL, P-gp (ZxFd 5 in vitro TORALEIGME & [FFEE CTH - 72, BCRP
EHDBERT 7 BT, ZANAEEIA N FLF— FORVIALZHEL, 0 ICsHE
130.150.02 uM & HEE S472[2.6.5.B.23 H], FRIKTD Cone Il (0.177 uM) A3 EREZAOIR < | i E
BEMARNBED 599%) ZE2EBETH L, TANRRAETEE IV T P-gp & BCRP
ZIHELARWVE FRISH S, BRE (pHSLL LTI uM Kiili) 2B LARAWEAICIE, 50mg O
HECIHENOHEG LR EEENR2TuM L2570, 26D T v AR—X — &% CHET
D ATREMEII S E T E R,

TR A BV, OATPIBIFEBL MDCKIL M IZ 31T A PHI B Z N2 & F o Ok & A L (i
J0.05~0.5 pM T16%~23%FHE) . F£7-. OATP1B3JH MDCKILflEiZ 37 HPH] = L o % b &
=V F I ZRTF RO ENE L (ICs = 0.10£0.01 uM) [2.6.5.B.23 IH], ICsfif % fTlkic A
2 M OHEE R & Ik L7- & & (OATPIB3IZ%f3 5 R fli= 1.4), /L8 A EIL50 mg 13X
OATPIB % HET 2 AlRetED & 5 [E£H4.3: 18] [E#H4.3:19], L2rL., OATPIB DHEETH LV T
ST VENEREEGE L THL T 7Y T L ELVOERYBENREBEEZZ T 22722 LD
[2.7.2.2.42.2 H], =/L 3R E /LS50 mg [TERIRIVIZER D & 5 OATPIB OHEHK TIIRNEEZ XS

2.6.4 SEAEYREERR O ZE L
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o,

TN A BT LD OAT1, OAT3 K% U OCT2DREE Z 5l L 725 F. ICsolTWV 1 $>0.5uM T
>72[2.6.5B.23 TH], WEHEMAESOmg ZHK5E Lz L & DIEFEETUIEY D Crax (3<0.002 pM & FEH
IARNZ &0 D ZARREVTBPRICED 2 2 b D N T U AR—Z —ZHFE L2V & T
b,

BSEP, MRP2, MRP3|% MRP4% & BT 7 WTEBW T, /L SR EVITIARREE DMK
7280, ARRERR TRETATEETH > 72 B E0.3 uM (BT, MRP4Z I L7Z3ERR DRV 1A %
42%PHE L7225, BSEP, MRP2}& Y MRP3IZxfd 2 FHEEM LA BN h o> 72, OATPIB3IZXId
% in vitro TO ICsfili & OAERF L. W ONT = /L3 2 ELNERRIIZ A 72 OATPIB DL EIK T
TNz EIcES< E =R A2 EL50 mg (d, BSEP, MRP2, MRP3 K& OF MRP4IZ-DWT 6 IR
IZEKRO B LRFEETIEARNEBZ I b,

F 26.4B-11 TILNREILDERRV S VAKR—2—IZxt3 HEEHRE

B b T AR—H — ICs (LM)
CYP1A2, 2B6, 2C8, 2C9, 2C19, 2D6, 3A4 >100
UGT1A1 709+ 12.7°
CES1 >50
CES2 >50
CatA >50
P-gp firs s 7 AR 1 0.32£0.02 uM

7 T RE R BR CURHIE L7 Do 7o
OATP1BI >0.5
OATP1B3 0.10£0.01%
BCRP 0.15+£0.02%
BSEP >0.3
MRP2 >0.3
MRP3 >0.3
MRP4 >0.3
OAT1 >0.5
OAT3 >0.5
OCT2 >0.5
TP AR
POl YRR
[2.6.5.B.20 TH][2.6.5.B.22 IH][2.6.5.B.23 TH][2.6.2.B.3.1.1 IH]

26.4B.7.3 F +U O—LP4A50DFE

['&k}4.2.2.6.25: E-PK020]

b MFRI A T, /X2 BV CYP3A4, CYPIA2 X OY CYP2B6 % #5753 25 AIREMEIZ DU

TRHili L7z, e d FF—0b& bzt MEHR (n=3) Z, =/ /32 EL (0.1~20 uM) & 48

REH A > 2 _X— h L7z, TR EUIC, BRIRIIICERD & 5 CYP3A4, CYPIA2% U CYP2B6

DFEREITRD S o T (BEEEME L O mRNA 2300 L2 E1A1E, Fx OB, U7 7

YET IO M, AA T TV =50 uM, KOVT = L EZ — 11000 pM D20%AK0) [2.6.5.B.24
H],

2.6.4 FEpENREERER DOBLEE L
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264.B8 ZnithOEMENEAR
Z DA DB REFABRIT S L 720> 7,
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2.6.4B9 ZBRUKER
2.6.4.A9THS [,
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H ik

H
B B UV RE O TE R vt 4
2.65.A FEMENHERBIEEER (7T Y 7 L EUL) e 6
2.6.5A.1  FEWENREGUER | B3R e 7
265A2 WHER OV T =3 2 U BRBR oo 10
2.6.5.A.3  FEMENAEGRER ¢ UL ¢ HEIBTBE G o 11
2.6.5.A.4 FEpENERER - oA - HElS (BT v b Wistar Hannover) ........ccocevevveeee.. 13
2.65.A5 FEMENRERER © 00 - BiERG (A7 v b @ Long Evans) ..., 16
2.6.5.A.6 FRMENRERER : /oA - HER G- (Wistar Hannover Rats) .....ocoooovevoveeiioieeeeeeeeeeen. 19
2.6.5.A7 FEMENRERER ¢ 30 - TTHEL HEHR G (RAtS) o 20
2.6.5.A8 FEMENREEER ¢ 30 ¢ TFHE. HEIHR G (1 X)) e 22
2.65.A9 FEMENREERER - EARES (MBERA. FTATRTE) e, 24

2.6.5.A.10 FEMENRERER - EARES (v MET V7 I 00 o-BRMEREER A, FLRYRES)
............................................................................................................................................... 25
2.6.5.A.11 FEMENRERER - AR ES (B R OMEERERIZBT 2 TR S) e, 26
2.6.5.A.12 FEMIENAEGRER © MLERFEITIE oo 27
2.6.5.A.13 FRENFEGRER ¢+ FAMEIEIR ..ooooovooeeeee s 28
2.6.5.A.14 FRBNFEFRER © AUHH 1IN VIVO oot 29
2.6.5.A.15 FEMENAEGRER @ ARG 1 I VIO . ovieicee e 32
2.6.5.A.16 FEMENREGRER : BIAFED GEAFER) e 33
2.6.5.A.17 FEMIENAETRBR 1 7 A 7T 1/ 22 e 34
2.6.5.A.18 FEMENAEGRER © FLITHEME oo 35
2.6.5.A.19 FEMENREGRER : R : T R B —AP4AS07 =/ Z A B2 T e, 36
2.6.5.A.20 FEWENREHUER « A : CYP3A4IC LD I DENTE ..o, 38
2.6.5.A.21 FEMENRERER © IR A~DEV IAZ: (T2 by B R) e, 39
2.6.5.A.22 FRMENEERBR : T v b P-gp KT Oatplb2& A L7ZBiE oo 40
2.6.5.A.23 HENEEBR - B I P-gp. BCRP., OATPIB1} X OATPIB3 %/ L 728k ............. 41

2.6.5.A.24 FEMENREFER : HEK293MfWIZ — 1l PEIZFEBL 72 &  OATP1B1 X% OATP1B3
B UTZARZER D EUY AR oo 42
2.6.5.A25 FEMENRERER : & N T b7 v — A PASOITxET 2 A BB EE o, 43
2.6.5.A.26 FEMENRERER : £ & CYP3A 1T 2 RFHRAFAIBEL A (o, 44
2.6.5.A.27 IEMEHAERER - b N CYP2CSIZ%HT B RERIE B BEEVEF oo, 45
2.6.5.A.28 FEMENRERER B N UGTIANZK T 2 RFHIBHLFVEH oo, 46
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2.6.5.A.29 IEMEhAEGER : & k P-gp. BCRP, BSEP, OATP1B1, OATP1B3, MRP2, MRP3,

MRP4, OATl, OAT3 & N OCT2% 41 L 78kl k9~ D PHFEVEH oo 47

2.6.5.A.30 FEEHAERER : & FATMIAE (HepatoPac™) (235125 % 7 1 22— LD H-HEHE
LT D B VBT oo 48
2.6.5.A31 FEWENREGER : B N CYP3A4, CYP2B6M N CYPIA2DFHEE oo, 49

2.6.5.A.32 FEMEIRERER  AIGFET COEXNRAZF U KT bR AZF 2 ORFEY
AT R OMRHHIT BT T D FRET (1IN VIr0) oo 52

2.6.5.A.33 IEMEIHERER : b MIFHIIRICI T DT MR Z T 2 OREHFRBEIC RAT T A
DIBEFEVEF oo 54

2.6.5.A.34 EMENREFER : B b OATPIB1}2 (Y OATPIB3 % /1 L 7= ARIKD LV iA IR KT T
HIV 7077 —BA b B DB s 56
2.6.5B FEMENREFRBMEEZE (T /L /XA EL) e 57
2.6.5B.1  FEWENAEGUER & BT e 58
265B2 OWHEROVNY T =3 2 U BRBR oo 61
2.6.5B.3  FEAENRERRER ¢ WL @ BRI o 62
2.6.5.B.4 FEpEhRERER - oA - HElkS (BT v b Wistar Hannover) ........ococevevveeee.. 63
2.6.5B.5  FEMENRERER © 30 - BiERG (A7 v b @ Long Evans) ..., 66
2.6.5B.6  FEMENREEER ¢ 340 ¢ TR O, HLEIFR G- e 69
2.6.5.B.7 HEMENEERER - MO E (MIERA. WA E) e 70

2.6.5B.8 FEMENRERER - mARES (B MWET VT I o-BRMEREER A, FTRYRE )
............................................................................................................................................... 71
2.6.5B.9 FEMENRERER - EARES (BROMEERERIZBT 2 TR S) e, 72
2.6.5.B.10 FEWENAEGUER @ MLERIEATIE oo 73
2.6.5.B.11 FEMENAEGRER @ BRI .ooooooeeeee e 74
2.6.5.B.12 FEMENAEGRER © AR 1 I VIVO oo 75
2.6.5.B.13  FEMENAEGRER © ARG 1 I VIO . ovieie e 77
2.6.5.B.14 FEMENAEGRER © 7 A /T 2 R e 78
2.6.5.B.15 FEMENAEGRER © FLITHEME oo 79
2.6.5B.16 FEMENRERER : R : T R B —AP4S07 =/ Z A B2 e, 80
2.6.5.B.17 FEWENREHER « A : CYP3A4IC L D I DENTE .o, 82
2.6.5.B.18 FEMENRERER : b FATHIBEL S DID JAT: e 83

2.6.5B.19 FEWENREFER : & K P-Glycoprotein, BCRP, OATP1B1/% U} OATPIB3% /1 L 7=
BT 1o oottt 84
2.6.5.B20 IMEHEERER - B hF b7 va— A P4SOITE T D Al HIBHEVE oo, 85
2.6.5B.21 FEMENRERER : b & CYP3A T3 2 RFHRAFAIBEL AR (oo, 86
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2.6.5.B.23 FEP@EhHEER : & b P-Glycoprotein, BCRP, BSEP, OATP1B1, OATP1B3, MRP2,
MRP3, MRP4, OAT1, OAT3, OCT2% /I L 7=k 2t 3 D BHEVEH oo 88

2.6.5.B24 FEWENERER - £ N N7 o — LA P450 3A4. 2B6 & TNA20D R
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Wi B OV D 7E 2%
Wt aE T
ADME Absorption, distribution, metabolism, and R T
excretion
AUC cAurre\z;eunder the drug concentration-time L g D A
BCRP Breast cancer resistance protein HymEE H
BDC Bile duct-cannulated B 71 = = — LALE L 7-EhiY)
BEI Biliary excretion index B HEEFE 25
b.id. Bis in die 1 H 2[m5 5
BLQ Below limit of quantification E & T BRA
BSEP Bile salt export pump JEHER R T o AR — & —
CatA Cathepsin A HT T A
CES Carboxylesterase HNRFL AT T —F
CLobitiary Biliary Clearance [IERS 7 e AV
CL, Plasma clearance migEr V7 o2
CYP Cytochrome P450 F k7 m— L P450
ESRD End stage renal disease KB R
F Oral bioavailability OB HREOMII NS AT XA T8V T 4
GD Gestation day IR H
GLP Good laboratory practice ﬁﬁ ROZ ST S IFRRFBR ORI
HCV Hepatitis C virus CHIFFZR T A LA
HEK Human embryonic kidney b G VR
HSA Human serum albumin b hET AT I
HPLC High performance liquid chromatography iR u~ N 7T 7 4
HRMS High-resolution mass spectrometry =5y PR R J T
ICsp 50% inhibitory concentration 50% AR
ID Insufficient data T A A+4
Meut g/qutlxlmal theoretical concentration in the T R |- R
ISEF Intersystem extrapolation factor -
LC/MS/MS ooy ceraphy tandem mass Witk v b 7T 74— 5 v N RS
LD Lactation day =3.A
LLC-PK Lilly laboratory cells-porcine kidney 7 & BN FRANAE H R o> b Rk
LSC Liquid scintillation counting WRIES v F L—3 g U EHRE
MDCK Madin-Darby canine kidney AAT v« = — - A XENHI
MDRI1 Multidrug resistance protein 1 ZAImPER R E 1
mRNA Messenger ribonucleic acid A v vy—V RERE
MRP Multidrug resistance-associated protein ZAImPER R B E

2.6.5 HyyBREABMEE
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W& 55 TEF%

NA Not applicable BAAS

NADPH B-nicotinamide adenine dinucleotide i f;@; AFUTIRTT =TV LA
phosphate, reduced form FRY U

ND Not detectable, iy
Not determined T

NI No inhibition PR

NR Not reported EET

OAT Organic anion transporter g7 =2 FNTF VAR—F—

OATP Organic anion transporting polypeptide BT =4 kR Y _XTF R

OCT Organic cation transporter B F I N T AR—H—

| Apparent permeability T oF iR

P-gp P-glycoprotein P-FEE H

qd Quaque die 1 A 1E#5:

rCYP Recombinant cytochrome P450 BETHE#EZ T b7 a— A P450

SD Standard deviation TRV 2

SE Standard error FEAERR

tin Elimination half-life VH -

UGT E;Ldsi;za?g)hosphate—glucuronosyl N Y

Vs Volume of distribution at steady state TE HIRHE D /3 A A AE

2.6.5 HyyBREABMEE
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26.5A1 EYMBRESAR: —EX

WRWE - 75 7L e

E N RER | 52 i i R E 5
WU (H[E& )
HOBER O A SA AT ATV T 4 7y b, AX i Ik MRL AFA [#EH4.2.2.2.1: G-PK0O01]
SEEE vy x #% 0 MRL FEAM [&#H4.2.2.2.2: G-PK004]
pARi]
~ 5 ( || Tl [&F14.2.2.3.2: G-PKOIS]
R Otk i 7> b # MRL FEAT [#kH4.2.2.4.1: G-PKO002]
i~ D5y s . ; FEAM [EkH4.2.2.2.1: G-PK001]
PO~ P03 7yh A é MRL SEA [%EH4.2.2.3.1: G-PK005]
E LS 5 S . FEAM [&#44.2.2.6.1: G-PK003]
IR 7 b UYE, AR, E | Invitro MRL SAf [EEkH4.2.2.2.2: G-PKO04]
EhET VT I RO o - BEREEE~ORS t k In vitro MRL FEAN [ kH4.2.2.3.6: G-PK021]
T [ b 1 e A . A [ kF4.2.2.3.3: G-PK020]
FiX ==4 z R AMES = DN
B R ONFRE S B0 2 & Ak SN In vitro MRL S % KH4.2.2.3.6. G-PK021]
MmERAT FJy b, AX, EF In vitro MRL FEAN [ kH4.2.2.6.1: G-PK003]
S S . £ y FEAG [EkH4.2.2.3.5: G-TTl7040]
ray i c 5 p - 5
e 7y TR A MRL FEAl [%6H4.2.2.3.4: G-T:I74zo]
R
mAE, SR, MY BmPREHY 7 v bk #& 0 MRL S [&8F4.2.2.4.1: G-PK002]
mAE, R, BPRHY s #& 0 MRL S [&8F4.2.2.2.2: G-PK004]
mAE, bR, M. 3T HY) A X HIR, % MRL, FEfli [ FF4.2.2.4.4: G-PKO1S]
mAE, R, BPRHY E & MRL PR & 8F4.2.2.4.2: G-PK009]
FEMM [EFH4.2.2.6.1: G-PK003]
< g TR T YUAL Ty M UTF, . AFAM [#FF4.2.2.2.2: G-PK004]
7wy —hb, A, RERHED 4%, bk In vitro MRL ST [ kH4.2.2.4.5: G-PK026]
R [&FH4.2.2.4.2: G-PK009]
ey —2ROFMEICB T 2EAMKS Fv b, ER In vitro MRL FEAN [EkH4.2.2.4.3: G-PK012]

2.6.5 FEMEIRERBB R
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2.6 FEEEARFARBR O ST O SRR

2.6.5 FEEIREREBE R
2.6.5.A1

EMBREHAR . —BEX (&)

WRWE . 75 7L el

B O i EER | #®H5HE | Ehifix AR 5
Bt
v ANZ VA (R, B, #) 7 v b jr s MRL A [ kF4.2.2.4.1: G-PK002]
v AN VA (JR, FHE) U Y ¥ iy MRL A [EkF4.2.2.2.2: G-PK004]
AN A (R, R, ) A X AR, O MRL, | FEAl [ %H4.2.2.4.4: G-PKO018]
v AN VA (JR, FHE) =N g A [EkF4.2.2.5.1: G-PK016]
FLIFHEi F vk s MRL FFAl (& FF4.2.2.3.5: G-TTIR 7040]
B AER GEERR)
o g . FFAf [ FH4.2.2.6.1: G-PK003
CYP 7=/ Z AT Eb In vitro MRL ] E§*44.2.2.6.6: G-PKOII}
CYP3A4D X3 O B g t b In vitro MRL APAM [##44.2.2.6.12: G-PK023]
T~ D Y A 7 A2 NN = In vitro MRL APAM (¥ #+4.2.2.6.1: G-PK003]
P-gp. OATPIB2Hiiik 7 vk In vitro MRL M [EFF4.2.2.6.1: G-PK003]
= gy .
P-gp. BCRP, OATPIBI, OATPIB3#iik t b In vitro MRL gﬂg Egﬁj;;gé g:iﬁggé}
OATP1B1, OATPIB3#iik t b In vitro MRL M & FH4.2.2.6.15: G-PK027]
E | CYP (L& EF In vitro | ] Sl [ZE4.2.2.6.7: G-PKO13]
. e . FFAf [ FH4.2.2.6.1: G-PK003
CYP3A R U2CBHLE er In vitro v, Rl Ef§ﬂ4.2.2.6.14: G-PKOZ]S]
UGTIAIMHE vk In vitro MRL FEAN [ kH4.2.2.6.4: G-PK008]
FEMM & FH4.2.2.6.1: G-PK003]
B4 gy .
P-gp, BCRP, BSEP, OATPIBI, OATPIB3, MRP2, | | I vitro VERL ig %giﬁgg.gg:g;g%}
MRP3, MRP4, OATl, OAT3. OCT2#iiik SEAT [E044.2.2.6.9:
G ['&#t4.2.2.6.9: G-PK017]
A & FH4.2.2.6.29: G-PK030]
Tl 2 v a— Vi PRt T 5 EEMN | B b In vitro MRL FEAN [ kF4.2.2.6.13: G-PK024]
1 AR . FFAf [ FH4.2.2.6.1: G-PK003
CYP3A4, 2B6M& (F1A27 E k In vitro MRL, [} g %§*4442.2.6.8:G-PK014}

2.6.5 FEMEIRERBB R
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2.6 FEEEARFARBR O ST O SRR

2.6.5 FEEIREREBE R

2.6.5.A1 EYHFRERAR . —BEX (HET)

WRWE . 75 7L el

ABR O R | AR | ®HHE T i i % R
EyEe R AEEN GERRIR) (i)
EHANAEF U ROT FANZEF L OIFELD AL . I _
BB K 7 BHLE [N In vitro MRL APl [&#+4.2.2.6.10: G-PK019]
T MV ASZ T OGRS (T D E t k In vitro MRL FEAN [ kF4.2.2.6.16: G-PK029]
LD OATPIB1, OATPIB3#kicxt¥ 5 HIV 7' , - .
FF_ YAt A — D b bk In vitro MRL RFAN [#%4.2.2.6.11: G-PK022]

MRL : Merck Research Laboratories (Rahway, NJ, and West Point, PA).
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26.5.A2 HHERUONY T—2 3 VERER

[2.6.4.A2 TH]ZMR
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TS5 FLUE NS AN E L
2.6 FEREPRFRBR OBLE SO O EFR
2.6.5 SEpEREBRBIZEE
2.6.5.A.3 EWENRERE : RN : HEKRE
WEBE . /7 7L e

Species/Strain Rat/Wistar Han Rat/Wistar Han Rat/Wistar Han Rat/Wistar Han Rabbit/Dutch-belted
Study Number [¥f+4.2.2.2.1: [%k4.2.2.2.1: [ZFH4.2.2.2.1: [&FH4.2.2.2.1: [ZFH4.2.2.2.2:
G-PKO001] G-PKO001] G-PKO001] G-PKO001] G-PK004]
Number of animals/Gender 3/Male 3/Male 3/Male 3/Male 3/Female
Feeding condition Fasted Fasted Fasted Fasted Non-fasted
Vehicle/Formulation 100% Polyethylerhle Glycol 400 | 100% Polyethylerhle Glycol 400 | 100% Polyethylerhle Glycol 400 | 100% Polyethylerhle Glycol 200 100% Polyethylene- Glycol 400
; Solution ; Solution ; Solution ; Solution ; Suspension

Method of administration P.O. P.O. P.O. 1\ P.O.
Dose (mg/kg) 5 25 100 2 200
Radionuclide - - - - *H
Sample Plasma Plasma Plasma Plasma Plasma
Analyte Grazoprevir Grazoprevir Grazoprevir Grazoprevir Grazoprevir
Assay LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS
PK parameters (Mean £ SD):

AUCy., (uM-hr) 0.7+£0.3 61.0+44.38 258 £ 79 23+1.6 68 £113

Total CL, (mL/(min-kg)) NA NA NA 27.8+£21.9 NA

Viss (L/kg) NA NA NA 3.1+£2.6 NA

t,, (hr) NA NA NA 1.4+0.6 NA

Chax (M) 0.3+£0.1 123 £6.1 40.2+9.4 NA 8.0+ 13

Tax (hr) 4.0+0.0 4.0+2.0 8.0+0.0 NA 1.5+£2.2

Bioavailability (%) 13° NA NA NA NA

a: NAFTTXATEIVT 4%, 7y MEEIRNESG LR OB 5RO AUC FEE LV FEH L,
NA: #Z%7e L

2.6.5 FEhRERBRMEE R
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2.6 FEEEARFRBR OMEEE ST O SR

2.6.5 FMERERBRBEE K
2.6.5.A.3

EYHEHR U ERKS (K&E)

WRWE . 75 7L e

Species/Strain Dog/Beagle Dog/Beagle Dog/Beagle Dog/Beagle Dog/Beagle Dog/Beagle
Study Number [&kt4.2.2.2.1: [&8t4.2.2.2.1: [&#t4.2.2.2.1: [&#t4.2.2.2.1: [&kt4.2.2.2.1: [&Ft4.2.2.2.1
G-PKO001] G-PKO001] G-PKO001] G-PKO001] G-PKO001] G-PKO001]
Number of animals/Gender 3/Male 3/Male 3/Male 3/Male 3/Male 3/Male
Feeding condition Fasted Fasted Fasted Fasted Fasted Fasted

100% Polyethylene Glycol

100% Polyethylene Glycol

100% Polyethylene Glycol

100% Polyethylene Glycol

100% Polyethylene Glycol

100% Polyethylene Glycol

Vehicle/Formulation 400; Solution 400; Solution 400; Solution 400; Solution 400; Solution 200; Solution
Method of administration P.O. P.O. P.O. P.O. P.O. 1\
Dose (mg/kg) 1 5 10 20 30 0.5
Sample Plasma Plasma Plasma Plasma Plasma Plasma
Analyte Grazoprevir Grazoprevir Grazoprevir Grazoprevir Grazoprevir Grazoprevir
Assay LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS
PK parameters
(Mean + SD):
AUC,.,, (uM*hr) 0.4+0.3° 41.3 +£31.8 66.9 £ 82.7 237 +£ 139 486 + 420 22+0.9
Total CL, (mL/(min-kg)) NA NA NA NA NA 52+1.7
Vass (L/kg) NA NA NA NA NA 0.7+0.1
t,, (hr) NA NA NA NA NA 3.0+0.8
Chax (M) 0.1+0.1 7.1+4.1 10.3 £ 11.6 25.6 +£15.2 42.5+33.4 NA
Tmax (hr) 47+12 2.0+£0.0 23+1.5 27+12 27+12 NA
Bioavailability (%) 12+9 NA® NA® NA® NA® NA®

b:  AUCggn ; RO T —Z 3443 Tl <[ HRMOME 235l T & 72 hr > 7272 AUC)., 2 HEE TEF. AUCo.an & 5,
c: E— 27 L RIZ5~30 mgkg R NG L7z & &, AUCL A HEGEZDOHIMIHVHELZBAZWINA R LD, XM AT XA TV T ¢ OHEEITAT LR M

277,
NA: 47Ul

2.6.5 FMEREABRBEE K
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2.6.5.A.4 EYEIEHE . o BEIKRS5 (A& > v b : Wistar Hannover)

WRWE - 75 7L e

[& $}H4.2.2.3.2: G-PK015]

Species/Strain: Rat/Wistar Han
Vehicle/Formulation: 100% Polyethylene Glycol 400 / Solution

Radionuclide: '*C

Number of animals (M/F): 6 (1 per time point)/Male
Method of administration: P.O.
Specific activity: 80.69 pCi/mg

Feeding condition: Fasted

Dose (mg/kg): 50

Assay: Quantitative Whole-Body Autoradiography

Grazoprevir Radioequivalents (ng/g tissue)

Sampling Time (hr):

" " 4 8 24 72 168 336
Tissue type Tissue

Vascular/Lymphatic Arterial wall 5800 22600 ND ND ND ND
Blood 5100 8890 ND ND ND ND

Bone Marrow 2800 6750 ND ND ND ND

Lymph Node(s) 3010 8150 ND ND ND ND

Spleen 3000 8670 ND ND ND ND

Thymus 2480 9990 ND ND ND ND

Excretory/Metabolic Bile ND 255000 24000 ND ND ND
Kidney Cortex 11200 26100 ND ND ND ND

Kidney Medulla 7490 18100 ND ND ND ND

Kidney(s) 8960 21300 ND ND ND ND

Liver 162000 207000 * 8120 799 BLQ ND

Urinary Bladder 2640 7720 ND ND ND ND

Urine 2860 1290 ND ND ND ND

Central Nervous System Brain Cerebellum BLQ BLQ ND ND ND ND
Brain Cerebrum BLQ BLQ ND ND ND ND

Brain Medulla BLQ BLQ ND ND ND ND

METREZEES v F L — g VEHEIECHIE Lo R, ®E51%4, 8. M OR4RFRE T4 4 7770, 16200 1853.5 ng equivalents/g tissue T ¥, ¥H5H%72, 168

336HEM TILER FIRARMW TH o 72,
BLQ : E& FIRA (<453 ng equivalents/g tissue)
ND: BHET

A RERSEFRI O AT P REIE. & G& (50 mgkg) DI18% LHEE SN D,

2.6.5 HAEREAB R
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2.6.5.A4 EUVHRERALR : oM/  BEIKRS (B® > kb : Wistar Hannover) (=)

WEBME . /7T L e
[& $}H4.2.2.3.2: G-PK015]

Grazoprevir Radioequivalents (ng/g tissue)

: Sampling Time (hr): : 4 3 24 7 168 336
Tissue type Tissue

Central Nervous System Brain Olfactory Lobe BLQ BLQ ND ND ND ND
(Cont.) Spinal Cord BLQ BLQ ND ND ND ND
Endocrine Adrenal Gland(s) 6120 18800 ND ND ND ND
Pituitary Gland 3740 9070 ND ND ND ND
Thyroid 5230 10300 ND ND ND ND
Secretory Exorbital Lacrimal Gland 6810 19800 ND ND ND ND
Intraorbital Lacrimal 7030 17500 ND ND ND ND

Gland
Harderian Gland 4490 16500 ND ND ND ND
Pancreas 2970 9440 BLQ ND ND ND
Preputial Gland 2580 7310 ND ND ND ND
Salivary Gland(s) 5150 13500 ND ND ND ND
Fatty Fat (adominal) 1670 7080 ND ND ND ND
Fat (brown) 5250 19800 ND ND ND ND
Dermal Skin (non-pigmented) 1610 6350 ND ND ND ND
Reproductive Bulbo-urethral Gland 5830 13000 ND ND ND ND
Epididymis 1540 4820 ND ND ND ND
Prostate Gland 3130 8070 ND ND ND ND
Seminal Vesicle(s) 1440 3770 ND ND ND ND
Testis(es) 651 2210 ND ND ND ND

METREZEERS v F L — g VEHEIECHIE Lo R, ®E51%4, 8. M OR4RFRE T4 4 7770, 16200 1853.5 ng equivalents/g tissue T ¥, ¥H5H%72, 168

3BOHFH CTIFERE FRAW TH - 72,
BLQ : E& FPRA (<453 ng equivalents/g tissue)
ND: fHEd

2.6.5 FEhRERBRMEE R
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26.5A4 REYEBEHAER : 7% EREKS (BRES Y b

- Wistar Hannover) (#:Z)

WEBME . /7T L e
[& $}H4.2.2.3.2: G-PK015]

Grazoprevir Radioequivalents (ng/g tissue)

: Sampling Time (hr): : 4 3 24 7 168 136
Tissue type Tissue

Skeletal/Muscular Bone BLQ 547 ND ND ND ND
Diaphragm 4140 9370 ND ND ND ND

Intervertebral ligament(s) 9340 39900 ND ND ND ND

Heart (myocardium) 5430 13100 ND ND ND ND

Muscle (skeletal) 2000 6040 ND ND ND ND

Respiratory Tract Lung(s) 4510 9630 ND ND ND ND
Nasal Turbinates 1110 3200 ND ND ND ND

Alimentary Canal Cecum 6250 27900 17200 ND ND ND
Cecum (contents) 158000 310000 92400 BLQ ND ND

Large Intestine 2000 7350 471 ND ND ND

Large Intestine (contents) 157000 332000 324000 BLQ ND ND

Esophagus 2620 6110 ND ND ND ND

Esophagus (contents) ND 1210 ND ND ND ND

Small Intestine 8550 26800 530 ND ND ND

Small Intestine (contents) 449000 265000 15000 ND ND ND

Stomach 2390 5800 BLQ ND ND ND

Stomach (contents) 2010000 101000 68900 BLQ ND ND

Ocular Eye(s) BLQ 527 ND ND ND ND
Eye (lens) BLQ BLQ ND ND ND ND

Eye (uveal tract) 2620 3920 ND ND ND ND

MIETREZEERS v F L — g VEHEIECHIE Lo R, ®E51%4, 8. M OR4FFRE T4 4 7770, 16200 1853.5 ng equivalents/g tissue T ¥, ¥H5H%72, 168

336HEM TILER FIRARMW TH o 72,
BLQ : E& FRANM (<453 ng equivalents/g tissue)
ND: RHET

2.6.5 FMEREABRBEE K
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2.6.5.A5 EYMHEHER . 2% BEEES (BB 5w b : Long Evans)

WEBME - ST L e
[& $}H4.2.2.3.2: G-PK015]

Species/Strain: Rat/Long Evans
Vehicle/Formulation: 100% Polyethylene Glycol 400 / Solution
Radionuclide: '*C

Number of animals (M/F): 4/Male (1 per time point)
Method of administration: P.O.
Specific activity: 80.69 pCi/mg

Feeding condition: Fasted
Dose (mg/kg): 50
Assay: Quantitative Whole-Body Autoradiography

Grazoprevir Radioequivalents (ng/g tissue)
: Sampling Time (hr): : 3 24 168 672
Tissue type Tissue

Vascular/Lymphatic Arterial wall 4330 ND ND ND
Blood 1200 ND ND ND

Bone Marrow 702 ND ND ND

Lymph Node 759 ND ND ND

Spleen 842 ND ND ND

Thymus 796 ND ND ND

Excretory/Metabolic Bile ND ND ND ND
Kidney Cortex 3950 ND ND ND

Kidney Medulla 3090 ND ND ND

Kidney(s) 3350 ND ND ND

Liver 151000 * 3870 BLQ ND

Urinary Bladder BLQ ND ND ND

Urine BLQ ND ND ND

Central Nervous System Brain Cerebellum BLQ ND ND ND
Brain Cerebrum BLQ ND ND ND

Brain Medulla BLQ ND ND ND

MAFFREZRE S FL— a VEHEUETHIE Lo R, £ 5%8, K U24KERH T4 % 1830 T57.6 ng equivalents/g tissue TH VD | 5% 168 K 67205 [ TIXE &

THREMmMTH -,
BLQ : &&= FPRA (<453 ng equivalents/g tissue)
ND: fHEd

A BREGESEFHONTIET A REIT, 58 (50 mg/kg) D14%EHEE SN D,

2.6.5 HAEREAB R
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2.6 FEERARAABROMEEE SO O33R
2.6.5 FEIRERERE R
2.6.5.A5 FEMEHREHE . 2%  BEEEE (ARS v kb : Long Evans) (&)
WRWE - 75 7L e
[& $}H4.2.2.3.2: G-PK015]

Grazoprevir Radioequivalents (ng/g tissue)
: Sampling Time (hr): : 3 24 168 672
Tissue type Tissue

Central Nervous System Brain Olfactory Lobe BLQ ND ND ND
(Cont.) Spinal Cord BLQ ND ND ND
Endocrine Adrenal Gland(s) 4090 ND ND ND
Pituitary Gland 1020 ND ND ND

Thyroid 1570 ND ND ND

Secretory Exorbital Lacrimal Gland 1670 ND ND ND
Intraorbital Lacrimal Gland 1470 ND ND ND

Harderian Gland 1270 ND ND ND

Pancreas 1220 ND ND ND

Preputial Gland 663 ND ND ND

Salivary Gland(s) 1400 ND ND ND

Fatty Fat (abdominal) BLQ ND ND ND
Fat (brown) 1540 ND ND ND

Dermal Skin (non-pigmented) BLQ ND ND ND
Skin (pigmented) BLQ ND ND ND

Reproductive Bulbo-urethral Gland 1260 ND ND ND
Epididymis 549 ND ND ND

Prostate Gland 567 ND ND ND

Seminal Vesicle(s) BLQ ND ND ND

Testis(es) BLQ ND ND ND

MAFFREZRE S F L— a VEHEUETHIE Lo R, £ 5%8, K U24KERH] T4 % 1830 T'57.6 ng equivalents/g tissue TH VD | 5% 168 K 67205 [ TIXE &
TR TH o 7,

BLQ : E& FRANM (<453 ng equivalents/g tissue)

ND: g+

2.6.5 HAEREAB R
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TS5 FLEN S TR AE )L
2.6 FEERARAABROMEEE SO O33R
2.6.5 FEIRERERE R
2.6.5.A5 FEMEHREHE . 2%  BEEEE (ARS v kb : Long Evans) (&)
WRWE - 75 7L e
[& $}H4.2.2.3.2: G-PK015]

Grazoprevir Radioequivalents (ng/g tissue)
: Sampling Time (hr): : 3 24 168 672
Tissue type Tissue

Skeletal/Muscular Bone BLQ ND ND ND
Diaphragm 1860 ND ND ND

Heart (myocardium) 1640 ND ND ND

Intervertebral ligament(s) 6990 ND ND ND

Muscle (skeletal) 475 ND ND ND

Respiratory Tract Lung(s) 1300 ND ND ND
Nasal Turbinates BLQ ND ND ND

Alimentary Canal Cecum 24400 6380 ND ND
Cecum (contents) 194000 123000 ND ND

Large Intestine 2010 9110 ND ND

Large Intestine (contents) 198000 115000 ND ND

Esophagus BLQ ND ND ND

Esophagus (contents) 18600 BLQ ND ND

Small Intestine 13300 BLQ ND ND

Small Intestine (contents) 282000 27000 ND ND

Stomach 3820 BLQ ND ND

Stomach (contents) 455000 37300 ND ND

Ocular Eye(s) BLQ ND ND ND
Eye (lens) BLQ ND ND ND

Eye (uveal tract) 494 ND ND ND

MAFFREZRE S F L— a VEHEUETHIE Lo R, £ 5%8, K U24KERH] T4 % 1830 T'57.6 ng equivalents/g tissue TH VD | 5% 168K 67205 [ TIXE &
TR TH o 7,

BLQ : E& FIMRAN (<453 ng equivalents/g tissue)

ND: HmiwEd

2.6.5 HAEREAB R
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TS5 FLEN S TR AE )L

2.6 FEEEARFRBR OMEEE ST O SR

2.6.5 FMERERBRBEE K

2.6.5.A6 EMHERE . 2 : BEKZE (Wistar Hannover Rats)

WEBME - ST L e
[& $}H4.2.2.4.1: G-PK002]

Species/Strain: Rat/Wistar Han

Vehicle/Formulation: 100% Polyethylene Glycol 400 / Solution Method of administration: P.O.

Radionuclide: *H

Specific activity: 202.5 nCi/mg

Number of animals (M/F): 1/Male

Feeding condition: Fasted

Dose (mg/kg): 5

Sampling Time: 4 hr

Assay: Quantitative Whole-Body Autoradiography

Tissues/organs/matrix

Grazoprevir Radioequivalents (nmol-eq/g tissue) *

Blood

Brown Adipose Tissue
Cecum Contents
Harderian Gland

Kidney

Larger Intestinal Contents
Liver

Plasma

Small Intestinal Contents
Stomach Contents

White Adipose Tissue

0.23
0.14
95.01
0.09
0.15
2.96
15.9
0.40
170.43
130.09
0.32

a: FA—bITPFTTIAA=VDOPHY T Y 7L EVEEWE OMER IR & e T D EAEME R E (nCi/g) 12X L CTER L%, BE5EY O HIEM (nCi/g)
ZHWTT Z Y7 L ELO nmol-eq/g tissue I[ZHF L7, MEFREIT, BLE, KET > FL—rva VMBI TEZE Lz, MFEFRER., Bk FLr—
Va VHEEICTER Lo, o EERMMKIL, Wb EE FIRAT (<0.027 nmol-eq/g tissue) XIE Z ORRFETREAIZ I W TEIPAMM 2 53 S L7z o 7272

OER Lo Tz,

2.6.5 HAEREAB R
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TS5 FLEN S TR AE )L
2.6 FERGARRBROMETE SO OB 5EE

2.6.5 FEhRERBRMEER
2.6.5.A7 EWEEHR 2% FE. BEEES5 (Rats)
WEhE . /7L e
Species/Strain Rat/Wistar Han Rat/Wistar Han Rat/Wistar Han Rat/Wistar Han Rat/Wistar Han Rat/Wistar Han
Study Number [&Ft4.2.2.2.1: [&Ft4.2.2.2.1: [&Ft4.2.2.3.1: [&Et4.2.2.3.1: [&Ft4.2.2.3.1: [&Ft4.2.2.3.1:
G-PK001] G-PK001] G-PK005] G-PK005] G-PK005] G-PK005]
Number of 18/Male 18/Male 24/Male 24/Male 24/Male 24/Male
animals/Gender
Feeding condition Fasted Fasted Fasted Fasted Fasted Fasted
Vehicle/Formulation 100% Polyethylerhle Glycol 400 |100% Polyethylerhle Glycol 400 |100% Polyethylerhle Glycol 400 |100% Polyethylerhle Glycol 400 [100% Polyethylerhle Glycol 400 [100% Polyethylerhle Glycol 400
; Solution ; Solution ; Solution ; Solution ; Solution ; Solution
Method of administration P.O. P.O. P.O. P.O. P.O. P.O.
Dose (mg/kg) 5 5 25 25 100 100
Sample Plasma Liver Plasma Liver Plasma Liver
Analyte Grazoprevir Grazoprevir Grazoprevir Grazoprevir Grazoprevir Grazoprevir
Assay LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS
Time (Mean £ SD) Concentrations (uM) Concentrations (uM) Concentrations (uM) Concentrations (uM) Concentrations (uM) Concentrations (uM)

1hr 0.13+£0.12 11+7 - - - -

2 hr 0.13 £0.02 30+ 9 6.4+6.1 130 + 43 - -

4 hr 0.30 £0.39 23+4 11.1+ 6.4 134 +£22 51.1 +£13.1 236 + 32

6 hr 0.05 £ 0.02 151 14.3 £8.1 151 £ 31 - -

8 hr 0.01 £0.01 12+7 12.5+8.9 144 + 16 223 +11.6 208 £ 53

16 hr - - 0.028 + 0.005 10.8 +£3.2 1.59+£2.29 79 £45

24 hr BLQ 0.2+0.1 0.015+0.019 41+34 0.048 +0.033 17.2 +6.3

32 hr - - 0.003 * 1.5+0.4 0.024 +0.022 10.3+£7.9

48 hr - - BLQ 0.5+0.2 0.007 * 3.1+£2.6

60 hr - - - - BLQ 0.2+0.1

72 hr - - - - BLQ 0.7+1.0
o 2BIOREOFEMEDO -0, EAEFAEIHEE TE T,
- REHE IS
BLQ : & & T BRA

2.6.5 FEhRERBRMEE R
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TS5 FLEN S TR AE )L

2.6 FEEEARFRBR OMEEE ST O SR

2.6.5 FMERERBRBEE K
2.6.5.A.7 EYEHREHER

o g, BEERS5 (Rats) (#ZE)

WRWE . 75 7L e

Species/Strain Rat/Wistar Han Rat/Wistar Han Rat/Wistar Han Rat/Wistar Han Rat/Wistar Han Rat/Wistar Han
[&Ft4.2.2.2.1: [&Et4.2.2.2.1: [&Ft4.2.2.3.1: [&Ft4.2.2.3.1: [&Ft4.2.2.3.1: [&Ft4.2.2.3.1:
Study Number
G-PK001] G-PK001] G-PK005] G-PK005] G-PK005] G-PK005]

Dose (mg/kg) 5 5 25 25 100 100
Sample Plasma Liver Plasma Liver Plasma Liver
PK parameters * (Mean):

AUCy., (uM-hr) 1.0 242 127 1697 352 3142

AUC., ratio (Liver /Plasma) 242 13 9

Ty, 0.9 3.0 7.4 7.3 8.7 8.4

a:  AERFHOMEE R ONFEGEREHIFE CEm 7 G L7z, AUC I3 SRR D E3HID T > R DAF T AT R O PR 2 LI R LT o7, BER AT

2.6.5

S EhRE BRI R
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TS5 FLEN S TR AE )L
2.6 FERGARRBROMETE SO OB 5EE

2.6.5 FEpEEREEEER
2.6.5.A.8 EMBERER : 2% Fig. EEKRE (1 X)
WEhE . /7L e
Species/Strain Dog/Beagle Dog/Beagle Dog/Beagle Dog/Beagle
Study Number [&Ft4.2.2.2.1: [EBt4.2.2.2.1: [&Ft4.2.2.3.1: [&Ft4.2.2.3.1:
G-PK001] G-PK001] G-PK005] G-PK005]
Number of animals/Gender 3/Male 3/Male 3/Male 3/Male
Feeding condition Fasted Fasted Fasted Fasted
Vehicle/Formulation 100% Polyethylene Glycol 400 | 100% Polyethylene Glycol 400 100% Polyethylene Glycol 400 100% Polyethylene Glycol 400
; Solution ; Solution ; Solution ; Solution
Method of administration P.O. P.O. P.O. P.O.
Dose (mg/kg) 1 1 5 5
Sample Plasma Liver Plasma Liver
Analyte Grazoprevir Grazoprevir Grazoprevir Grazoprevir
Assay LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS
Time (Mean £ SD) Concentrations (M) Concentrations (M) Concentrations (M) Concentrations (pM)
0.25 hr 0.02 - - -
0.5 hr 0.05 +0.02 - - -
1 hr 0.12+£0.03 - 8.09 £ 0.69 -
2 hr 0.23 £0.03 9.1+0.7 8.33+1.84 38.61 +5.01
4 hr 0.24 £0.06 - 5.95+0.84 -
6 hr 0.24 £ 0.06 82+1.0 4.31+0.58 31.46 +3.68
8 hr - - 0.729 £ 0.139 -
24 hr 0.04 £0.01 1.4+0.3 0.017 £ 0.004 1.04 £ 0.44
30 hr - - 0.012 £ 0.004 0.960 + 0.51
48 hr - - BLQ 0.176 £ 0.152
54 hr - - BLQ 0.223 £ 0.220
72 hr - - BLQ 0.061 *
- AR B
o 2BIOIREOTEHEDOIZ D, EHERAEIIHEE TX T,
BLQ : & & T FRA
2.6.5 FEpEEREEEER
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TS5 FLEN S TR AE )L

2.6 FEEEARFRBR OMEEE ST O SR

2.6.5 FEpENREREAE R

2.6.5.A.8 EWMHERR : 27/ FR. BEEKEE (/1 X) (&E)
WEE - /7 L e
Species/Strain Dog/Beagle Dog/Beagle Dog/Beagle Dog/Beagle
Study Number [&Ft4.2.2.2.1: [&Ft4.2.2.2.1: [&Ft4.2.2.3.1: [&Ft4.2.2.3.1:
G-PK001] G-PK001] G-PK005] G-PK005]

Dose (mg/kg) 1 1 5 5
Sample Plasma Liver Plasma Liver
PK Parameters (Mean = SD):

AUC.,, (uM-hr) 3.5+0.6 127 +£ 18 44 +7 356 + 63

AUC,_, ratio (Liver /Plasma) 36 8

Ty, (hr) 6.9+0.4 7.0+ 0.6 8.8+2.7 9.4+2.6

2.6.5 FEpENREFEAE R
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C confidential




TS5 FLUE NS AN E L
2.6 FEREPRFRBR OBLE SO O EFR
2.6.5 FEIRERERE R
2.6.5.A9 EYEIERR  E0HEE (LEEQ. AIHMWES
WEBE . /o 7L e

Study system: In vitro
Target entity, Test system and method: Plasma, equilibrium dialysis and liquid scintillation counting (LSC);

Analyte: [*H]Grazoprevir

Species Conc. Tested (uM) Fraction Unbound ? Study No.
0.1 0.016 + 0.001
Rat 1 0.016 £ 0.002 [E#}4.2.2.6.1: G-PK003]
10 0.018 = 0.002
0.1 0.016 + 0.003
Rabbit 1 0.014 £ 0.002 [E#}4.2.2.2.2: G-PK004]
10 0.013 = 0.001
0.1 0.008 + 0.001
Dog 1 0.009 £ 0.001 [E#}4.2.2.6.1: G-PK003]
10 0.009 £+ 0.000
0.1 0.012 + 0.003
Human 1 0.013 £ 0.000 [E#}4.2.2.6.1: G-PK003]
10 0.012 = 0.001

I 7L ENNOMEEAMKEIZ0.1~10 pM OREFFH CHRMBEICHERGFH T Y IEEEDFROEHMEITT v P U F, A X KO i TH 4£0.01620.002,
0.014+0.001, 0.009+0.001 % 7*0.012+0.001 Td - 7=,
a: “FHEEEUERFZE (n=3)

2.6.5 FEpEEREEEER
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TS5 FLEN S TR AE )L
2.6 FEERARAABROMEEE SO O33R
2.6.5 FEpENREREAE R
2.6.5.A10 EYEIERER . EAFEE (EMMBE7ILT IV, a-BHEHEEL. ATHNES)
wWEBME . S5 7L e
[ F4.2.2.3.6: G-PK021]

Study system: In vitro
Target entity, Test system and method: Human serum albumin, a;-acid glycoprotein, equilibrium dialysis, and LC/MS/MS

Analyte: Grazoprevir

Protein Conc. Tested (uM) Fraction Unbound *
Human Serum Albumin (40 mg/mL) 1 0.027 £ 0.002
10 0.025 £ 0.002
a;-Acid Glycoprotein (1 mg/mL) 1 0.11 £0.01
10 0.17 £0.02

77TV ENMETI0 M ICET D e MIET VT X2 R o -BEPERE R B~ O EIIERE G SIE L 420,026 £ 0.002% Tr0.14 £ 0.04 TH o 7,
a: CPHEFEERE (n=3)

2.6.5 FEhRERBRMEE R
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TS5 FLEN S TR AE )L
2.6 FERGARRBROMETE SO OB 5EE
2.6.5 ;M@@J uiﬁﬁi‘ﬁ%%%

(BRUHHEEEETEICES T 5 HEMES

WEBME - ST L e
[ £H4.2.2.3.6: G-PK021]

Study system: In vitro

Target entity, Test system and method: Human plasma (PN050), equilibrium dialysis and LC/MS/MS

Analyte: Grazoprevir

Sampling Time

Plasma at 3 hr post dosing on

Plasma at 8 hr post dosing on

Mean of 3 and 8 hr post-dose on

Day 10 Day 10 Day 10
Subjects Numl.)er of Fraction Unbound " Fraction Unbound " Fraction Unbound "
Subjects
Healthy Human 8 0.017 £ 0.002 0.017 £ 0.002 0.017 £0.003
Severe Renally Impaired Patients 8 0.021 + 0.005 0.022 £ 0.004 0.022 £ 0.004
Dialysis Patients with End Stage Renal Disease * 8 0.020 + 0.005 0.016 + 0.005 0.018 + 0.005

i BE R FE S

a: P EBIWRT O fEIXENT EME RIS

BRI, E‘%/zfotbgf“@ﬁ“i77“Mz“;v%aatp7°~w;ﬁl’*’
¥ 5-1% 8HF 8] oD 1fi 8

b CPEIE AR R E (7»*/l/£t[u<\ 3@/{%0 i LHE)

BT IR EREX LTz,

(KHE8H) 127 T FLENLERIML, B&EREL uM C%HEL 7=,

[ £H4.2.2.3.3: G-PK020]

Study system: In vitro

Target entity, Test system and method: Human plasma (PN013) from 8 subjects per group, equilibrium dialysis and LC/MS/MS

Analyte: Grazoprevir

Hepatic Impairment

Plasma from Hepatic Impaired Subjects

Fraction Unbound *

Plasma from Healthy Matched Subjects

Fraction Unbound *

Mild 0.017 + 0.003 0.012 + 0.002

Moderate 0.021 +0.010 0.017 + 0.002

Severe 0.019 + 0.003 0.017 + 0.003
MHEE A ARBRIT. BARER PNOI3ORERTOMEBIMEEY > 70 (KE8H) 27T FLEAZHRML, BEEE] uM THEME L7,

a: CPEEECIERERE (0=8, @57 r)

2.6.5 FEpENREFEAE R
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TS5 FLEN S TR AE )L
2.6 FEERARAABROMEEE SO O33R
2.6.5 FEIRERERE R
2.6.5.A12 EYEIAERER - MERFITH
WRWE - 75 7L e
[ £+4.2.2.6.1: G-PK003]

Study system: In vitro
Target entity, Test system and method: Blood and Plasma, liquid scintillation counting (LSC)
Analyte: [*H]Grazoprevir

Species Conc. Tested (uM) Blood-to-plasma Ratio *
0.1 0.60 = 0.03
Rat 1 0.62 +£0.04
10 0.62 £ 0.03
0.1 0.46 £ 0.03
Dog 1 0.46 £0.01
10 0.49 £ 0.03
0.1 0.68 +£0.02
Human 1 0.69 £ 0.07
10 0.63 £ 0.04

777 L e O MR I E R E0.1~ 10 pM O R EEFEPE TR BRELIIFRFRTH Y | ik MR TIRE O PIIEIL T v b A XEROE ST % 0.61
+£0.03, 0.47+0.03%Tr0.67+0.04Th > 7=,
a: CPREEIRERZE (n=3)

2.6.5 FEhRERBRMEE R
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TS5 FLEN S TN AE L

2.6 FEEEARFARBR O ST O SRR

2.6.5 FEEIREREBE R

2.6.5.A.13 EWENIRERER - R EE
WRWE - 75 7L e
g kta.2.2.3.5: G-T1ll70401. [&#t4.2.2.3.4: G-l 7420
Species Rat, rabbit

Gestation day / Number of animals

20/12 rats; 12 rabbits (4 animals per time point)

Vehicle/Formulation

100% polyethylene glycol 400 (rat), 0.15% polyvinylpyrrolidone/0.036% sodium deoxycholate/5% mannitol in deionizedwater (rabbit)

Method of administration

P.O. (rat); IV (rabbit)

Dose (mg/kg/day)

200 b.i.d (rat); 100 (rabbit)

Analyte

Grazoprevir

Assay

LC/MS/MS

Mean Grazoprevir Concentration (uM) "

Rat, gestation day 20

Rabbit, gestation day 20

Sample time (hr) Maternal Fetal Maternal Fetal
0.5 NA NA 30.6 +2.58 0.391 £ 0.0752
2 28.3+£8.14 0.388 £ 0.110 8.43 +£0.674 0.339 £ 0.0350
8 39.1+£5.96 1.04 £0.113 NA NA
24 0.0707 = 0.0275 0.0473 £ 0.0143 0.458 + 0.0226 0.0310+0.0110
Sample time (hr) Plasma Ratio (Fetal/Maternal) ¢ Plasma Ratio (Fetal/Maternal) ¢
0.5 NA 0.0128 = 0.00244
2 0.0138 = 0.000587 0.0408 + 0.00505
8 0.0285 = 0.00478 NA
24 0.894 + 0.278 0.0706 £+ 0.0283

a: IEHET7T~20H 121.5 mL/min @ FE A I TEHIRNES LT,

b:  CPHEEAEHERE (n=4)

c: 8 2 OREENV & et iisd 5 R VR o i 4 o B e o S A B + 4R YRR 5
b.i.d. : 1H2EFE ; 20 H O®& GI3HIEIER %D 70 & beRf#% & L,

2.6.5 FEMEIRERBB R
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TS5 FLEN S TR AE )L
2.6 FEERARAABROMEEE SO O33R
2.6.5 FEIRERERE R
2.6.5.A.14 EYEnREHER - KB : In Vivo
WRWE - 75 7L e

- Rat Rat . Dog Dog
Species: (BDC) (BDC) Rabbit (BDC) (BDC) Human Human
[&Ft4.2.2.4.2:

Study Number [&Ft4.2.2.4.1: [&Ft4.2.2.4.1: [&Ft4.2.2.2.2: [&Et4.2.2.4.4: [&Et4.2.2.4.4: G-PK009] [&Ft4.2.2.4.2:

udy Numbe G-PK002] G-PK002] G-PK004] G-PKO018] G-PK018] (& k42251 G-PK009]

G-PK016]
Number of Subjects 3/Male 3/Male 3/Female 3/Male 3/Male 6/Male 6/Male
/ Gender
Feeding Condition Fasted Fasted Fasted Fasted Fasted Fasted Fasted
Vehicle / 100% Polyethylene Glycol 100% Polyethylene 100% Polyethylene 100% Polyethylene 100% Polyethylene 100% Poly-eth-ylerhle
. . . . . . Glycol 400; liquid-filled Tablet
Formulation 400; Solution Glycol 400; Solution |Glycol 400; Suspension| Glycol 400; Solution Glycol 200; Solution capsules
Method of P.O. P.O. P.O. P.O. v P.O. P.O.
Administration
Dose 5 mg/kg 20 mg/kg 200 mg/kg 1 mg/kg 0.5 mg/kg 186-188 mg 1000 mg
Radionuclide °H °H °H "c "c "c NA
l;:s;gz‘tc"“ty per ~50 pCi ~50 pCi ~500 pCi/kg ~100 pCi ~65-74 uCi 195-197 uCi NA
Biological Samples Bile, Feces, Urine Plasma Plasma, Urine, Feces Plasma, B.lle’ Feces, | Plasma, B.lle’ Feces, Plasma, Urine, Feces Plasma
Urine Urine

Analytes Grazoprevir and metabolites
Assays LC with radiometric detection, LC/MS/MS

BDC : JH& == — LU L7-8W
LC: Wihkr/m~bhro77 4
NA: 47U

2.6.5 HAEREAB R
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TS5 FLEN S TR AE )L
2.6 FERGARRBROMETE SO OB 5EE
2.6.5 FEIRERERE R

2.6.5.A14 ZEWMEREAER - KB : In Vivo (F =)

WRWE . 75 7L e

Dose . Percent of Dose or Occurrence
Species |(mg/kg)/ [Sample San?plmg

Route Period Mla M3 M4a M4b M5 M7a M8 M9 M10 | M11a/b | M14 Parent Total
Rat 5/P.O. Urine 0-72 hr - - - - - - - - - - - - R
Rat * 5/P.O. Bile 0-72hr  [2.2+05(51+08|1.3+£0.7|24+0.727+13 [0.8+0.2[1.0£0.2| <0.5° - - - 11.6+£2.0 | 27.1+1.4
Rat 5/P.O. Feces 0-72 hr - 62+44|1.7+1.5(2.7+£23|29+3.1 - - - - - - 593+0.9 | 72.8+4.0
Rat 20/P.0. |Plasma |6 hr - - - - - - - - - - - + NA
Rabbit ® [200/P.O. |Feces 0-72 hr 2.0+0.7|2.6+0.5 82+55 26° [2.0+1.1 - 1.4+£09| - - - 60.2+£203 [77.39+14.3
Rabbit  [200/P.0. [Plasma |0-6 hr - + + - + - - - - - + NA
Dog "¢ [1/P.O.  [Bile 4-24 hr - 1.47 7.11 - 1.85 - - - - - 9.41 19.84
Dog * 1/P.0O. Feces 0-24 hr - - - - - - - - 7.39 - - 17.92 25.31
Dog 1/P.O. Plasma |4-24 hr - - - - - - - - - - - + NA
Dog &1 [0.5/1V Bile 0-72 hr - 6.3 29.06 - 10.36 - - - - - 37.13 82.85
Dog® [0.5/IV  |Plasma |l hr - - - - - - - - - - - " NA
Human " [200 mg  |Feces 0-168 hr - - 4.86 - 4.27 - - 34.61| 8.15 | 4.46 45.65 102
Human (200 mg |Plasma |3 hr - - - - - - - - - - - + NA
Human (200 mg |Plasma |8 hr - - - - - - - - - - - + NA
Human * {1000 mg |Plasma 2;3’41 hr) - - - - - - - - - - - + NA
Human * {1000 mg |Plasma 2;3’41 gr) - - - - - - - - - - - + NA

7 v P RO Y OB O ST T, SEETRBEM I L= L b0z v, lx ORBHOPRER (%) 1T, FHECAERERE QR LA
E) TRLUEE, 4 XKV E MZonTE, f\x 0B OPE=R (%) 13, FEEXOCERBE BRI =L L7eb0z Lo TOE OB E L, FHEE LT

£ Lz,

a

PR T2 72 DR LT,
R CIEHUR BE O BN FEFITIR S . BURBRITRH S e o 7o,

b:
c: 1BOfE

2.6.5 FMEREABRBEE K

30 -

7y PORHIFERBHM L=V Lot Lz (Zy FIEOT v F2: 0~72Kf, 7 v F3: 0~48K5f),

T F3D4A8~T2HE DR 1Z . i RE D [E1IY

C confidential




TS5 FLEN S TR AE )L
2.6 FERGARRBROMETE SO OB 5EE
2.6.5 FEIRERERE R

2.6.5.A14 ZEWMEREAER - KB : In Vivo (F =)

d:

e:
f:

I

NA :

WEWE - 75 7L e
MSIZIBIC LB E N2 - 72720 (HE c2R), BEBICHTHEE (%) X, SEE»SHELNZRINEDOTHME (n=3) 2RFOLENRBEYORETH
LCHEHLE,
BHBIZTIEE (%) X, A X307 — VI (B E5%4~24850) O EIREHNCESEHEH L,
BHBIZHTIEE (%) 1L, A X200 050N -EDOIRE (B5H0~24FM) ICKESEHEHB L, A 160 5%24~48FMICELNTZEIZBWTHH
ROBEIEGELNTWD,
FrARAN R 5 T2HE £ TOA IR OSBRI R ITEFTITE - 72720 (G EBEDH0.5%) . BIHEDOIITITITE ed o7z, BB O A XFEO e
I (§920%) ZFEFITED - TeTe®d, FREE R ST BEHEOEEN TE o7,
%168 £ TOE MRICBIT D HHRERI RN IET (& o 72720 (BG5S EDO03%KRM) . MHEIIEETE oz,
MOIT I 5150~ 24 OV O B THHE SN, BEHZBO~T20M O 7 — VR T S Shi o7z, k- T, WEBICKHT DS EEDE G O R HETE
L7,
A 2D F =V RE W TR T 0 7 7 A L ZRE LT, B 5 50~48K M D 1 X 308 O i BE R R 2 E1382.85% CTH - 72, b I 1Bl DA X (A
X3) DIEZO~48HEM O IAHFEHL, B BEINERKIS0% &Ko 7ol F—ARBHIIZE D o Tz, A X R3FI O 5% 0~ T2 D 7 — )V IAH O 5
G, BRI R IXT4.27% TH - 7=,
b MEREHT, day 1RO day 10D B S TO66 07— Vi & v 7=,
WSt RERRH & Y
ST RER 72 L
ML
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WRWE - 75 7L e
[&#+4.2.2.6.1: G-PK003], [E£}4.2.2.2.2: G-PK004], [& £}4.2.2.4.2: G-PK009], [E*#}4.2.2.4.5: G-PK026]

Type of Study: Experiments were conducted to evaluate the metabolism of grazoprevir in incubations with liver preparations and human fecal homogenate.
Study Systems: Liver microsomes (1 mg/mL), hepatocytes (2,million cells/mL), human fecal homogenate

Assays: Liquid scintillation counting; LC/MS/MS

Analyte: [*H]Grazoprevir, ['*C]grazoprevir

Species Sample/ concentration Observed metabolites
Mla M3 Md4a M4b M5 M7a M8 M9 M10 Ml1la/b M14 Parent
Mouse Liver microsomes * - + + + - - - - + _ _ +
Rat Liver microsomes * + + + + + + - - - - - +
Rabbit Liver microsomes * + + + + + + - - - - +
Dog Liver microsomes * + + + + + + - - - - - +
Human Liver microsomes * + + + + + + - - - - - +
Rat Hepatocytes ° + + + + + + + + - - . "
Rabbit Hepatocytes ° + + + + + + + + - - - +
Dog Hepatocytes ° + - + + + + + + - - - n
Human Hepatocytes ° + + + + + + + + - - - +
Human Fecal homogenate - - - - - - - - + - - +
Human © Liver microsomes and fecal ) ) N N i i i i N . ) N
homogenate

a: LOpWM[H]Z Y7L bENL (Sy b, HF, 4AX, b ) IMCIZIFYFLen (w7 RA) FEFT, FI7u ) —L0%900BA v Fax—2ar L,

: WOpPM[PH]IZ 7Y 7L EN (Ty b, UHF, £ X, B ) FEFT, FHBZAEE A Fax—va L,

c: FP. BERMFIZzuY—LEMCIS TS LENLLEAL T aN—T a3 LIEFER, Mda LOVM4b D3RR L7z, WRICHFI 70 Y — A v FaX— a3 Uik
EONBEL., BN EEEA e FEREDR— A v FaX—2 g 0 LR, FIT M0, Mlla L OYMI1b 23ERE L 7=,

+r BURREERE S D

- UERRRH 7R L
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[& $}H4.2.2.4.3: G-PK012]

Type of study: Determination of covalent protein binding of grazoprevir (at 10 uM) in liver microsomal and hepatocyte incubations
Method: liquid scintillation counting
Tabulated results: Covalent protein binding (pmol equivalent/mg protein) of grazoprevir in liver microsomes and hepatocytes derived from various species

Compound Radionuclide Liver preparation Concentration Species C(.)-facmr or Additive Covalelft protein bmdmg a
time point pmol equivalent/mg protein
Grazoprevir *H microsomes 1 mg/mL rat - - 43+0.2
Grazoprevir *H microsomes 1 mg/mL rat NADPH - 96.8 1.4
Grazoprevir *H microsomes 1 mg/mL rat NADPH 5 mM glutathione 41+£3
Grazoprevir *H microsomes 1 mg/mL human - - 2.1+£0.3
Grazoprevir *H microsomes 1 mg/mL human NADPH - 354 £ 46
Grazoprevir *H microsomes 1 mg/mL human NADPH 5 mM glutathione 202 + 11
Grazoprevir e microsomes 1 mg/mL human - - 48 +4
Grazoprevir e microsomes 1 mg/mL human NADPH - 451 + 48
Grazoprevir e microsomes 1 mg/mL human NADPH 25 uM ritonavir 53+13
Grazoprevir e hepatocytes 2 million cells/mL human 0 hr - 0+£0
Grazoprevir e hepatocytes 2 million cells/mL human 4 hr - 53+2

77 Y 7 L BV NADPH R FHIREHEMEIC L0 | AR SORAEM 2 E Z LGS ENROSERBEZELT S5, © RO T vy MIFIZ7 Y —AIZBWVWT, £
NENEALAFEFREEITH350~450% U100 pmol 5 mg EH TH o7-, CYPIAMLERKTHL U hFEALDOHRIMCEY, B "I 70y —ABI%7 771 E
NOBEALERKEGEIIE T LA, b MffilRZAWEEE, EALEMKEEIIS3 pmo F& mgEHATH -7,

- WL

a: FHEIEERZE (0=3)
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Species Rat (BDC) Rabbit Dog (BDC) Dog (BDC) Human
Study Number [&#+4.2.2.4.1: G-PK002] | [E#}4.2.2.2.2: G-PK004] | [E*#}4.2.2.4.4: G-PK018] | [E*#}4.2.2.4.4: G-PK018] | [E#}4.2.2.5.1: G-PK016]
Number of animals/Gender 3/Male 3/Female 3/Male 3/Male 6/Male
Feeding condition Fasted Fasted Fasted Fasted Fasted
Vehicle/Formulation 100% Polyethylene Glycol 400 100% Polyethylene Glycol 400 100% Polyethylene Glycol 400 100% Polyethylene Glycol 200 100% Polyethylene Glycol 400

; Solution ; Suspension ; Solution ; Solution ; liquid filled capsules
Method of administration P.O. P.O. P.O. v P.O.
Dose 5 mg/kg 200 mg/kg 1 mg/kg 0.5 mg/kg 186 - 188 mg
Radionuclide *H *H e e e
Radioactivity per subject ~50 pCi ~500 pCi/kg ~100 pCi ~65-74 pCi 195 - 197 pCi
Analyte Total radioactivity
Assay Combustion and/or liquid scintillation counting
Collection Period (hr) 0-72 0-72 0-72 0-72 0-576
Excretion Route Percent of Administered Dose *
Bile 28.1+2.2 NS 27.8+9.0 74.3 £20.8 NA
Urine 0.4+0.3 1.4+23 3.4+28 0.5°+0.3 0.29 £ 0.07
Feces 72.8 £4.0 77.3+£14.2 26.4 £10.5 22.0+24.5 110+ 16
Subtotal feces (0-168 hr) NA NA NA NA 102 +18.4
Total 101.3+5.3 78.7+12.1 57.5+9.5 97 +£5 110+ 16
a:  FHBEEERE 03 (75 h. 79 %, 1%). n=6 (E N)]
b RICIIEEG2EREE O r— Uk e G e
NA: #%%72L
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2.6.5.A.18 EMENREEAER : FLiTHEM

WHWE - 77 7L e
[¢814.2.2.3.5: G-TTI7040]

Species

Rat

Lactation day / Number of animals | 14/4 rats (25 mg/kg/day) group, 8 rats (100 and 200 mg/kg/day) groups

Vehicle/Formulation 100% polyethylene glycol 400
Method of administration P.O.
Dose (mg/kg/day) 25 qd, 100 qd, 200 (b.i.d.)
Analyte Grazoprevir
Assay LC/MS/MS
Mean Grazoprevir Concentration (uM)
Dose 25 mg/kg/day 100 mg/kg/day 200 mg/kg b.i.d.
Sample time (hr) Maternal plasma * Maternal milk " Maternal plasma * Maternal milk " Maternal plasma * Maternal milk "
2 3.81 £1.38 1.70 £ 0.591 38.6 £5.65 31.7+4.64 22.3+10.2 17.8 +8.80
8 NC NC 7.63 +£3.24 4.66 +2.16 56.6 +4.82 40.0 £3.45
Sample time (hr) Ratio (milk/plasma) ¢
2 0.538 +£0.0941 0.836 +0.0548 0.866 £ 0.127
8 NC 0.546 £ 0.0524 0.675 + 0.0288
77V TV EVTMER6 A HiRILI4H £ TRE LT,
a: I E AR YER S (n=4~5)
b: P E AR YERZE (n=3~5)
c: 18 2 OFL e BE 2 b3 2 R i B rh R 2 CTRR L 72 (., P AR HERR S (n=3~5)

qd : LA 1R 5.

b.id. : 1H2E&ES ;
NC : HHE4, g

28 B O FE IR G %D 72 < &b R 1% 12 F i
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[& $}4.2.2.6.1: G-PK003]

Study System: In vitro

Test Systems: Cytochrome P450 isoform selective monoclonal antibodies in human liver microsomes at 37°C for 60 min in the presence of a NADPH- regenerating system
Compounds: [*H]Grazoprevir (10 M)
Assays: LC/MS/MS with radiochemical detection

Metabolite # Human Liver Microsomes Anti-CYP2C Anti-CYP2D6 Anti-CYP3A
Mla + + + -
M3 + + + -
M4a + + + +
M4b + + + +
M5 + + + -
M7 + + +

PHIZ S Y 7L ELEZRMTAEIC, & MFI 7 0 Y — 4 E#RA CYP HilKA37°C TOONRI T LA v FaX—tar Lz, TORE,

FHITFIZ CYPIAZNTDHHLOTHD Z EBRREINT,

- REET (EETET)

+: BRI e~ NTTF7 74040 N TADE—I RN AART MOV (EMER) BB EShiz,
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[ #£+4.2.2.6.6: G-PKO011]

Study System: In vitro

Test Systems: Isoform specific human recombinant cytochrome P450 (hrCYP) at 37°C for 60 min in the presence of a NADPH- regenerating system

Compounds: ['*C]Grazoprevir at 10 uM and 100 pM

Assays: LC/MS/MS with radiochemical detection

Metabolite # Human Liver Microsomes hrCYP1A2 hrCYP2C9 hrCYP2C19 hrCYP2D6 hrCYP3A4
Mla + - - - - +
M3 + - - _ + +
M4a + - - - - +
M4b + - - - - +
M7 + - - - - +

- BHEd (EETET)
+: BRI e~ T T74-F0F 0w T ADE—I RN AART MOV T (EMER) BB Ehiz,
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[ £+4.2.2.6.12: G-PK023]

Study System: In vitro
Test Systems: Human recombinant CYP3A4 (50 pmol/mL) incubated with grazoprevir (0.1-50 uM) at 37°C for 30 min in the presence of NADPH
Assay: LC/MS/MS

Metabolite K, " (uM) Vmax - (pmol/min/pmol P450)
Md4a 3.23 +0.33 0.21 £ 0.01
M4b 3.50+0.28 0.18 £ 0.00

Mda BN M4b (7' V7 L ELO—BRALIEY) X Michaelis-Menten 3 E X TR IN D, Ky X Ve OHEEMIZIEREEIR NI L W KT,
a: CPHEEEAERE (n=3)
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[&$}4.2.2.6.1: G-PK003]

Study System: In vitro

Type of Study: Experiments were conducted to qualitatively evaluate the uptake of grazoprevir into rat and human hepatocytes.

Assays: Liquid scintillation counting

Hepatocytes Substrate Inhibitor Temperature Reduction of Uptake *
Rat [*H]Grazoprevir (1 uM) NA 37°C NA
Rat [*H]Grazoprevir (1 uM) NA 4°C +
Human [*H]Grazoprevir (1 uM) NA 37°C NA
Human [*H]Grazoprevir (1 uM) NA 4°C +
Human [*H]Grazoprevir (1 uM) Bromosulfophthalein (100 uM) 37°C +

77 EME, Ty RO E MFMEOWT IS N T H IR R R ER AR BV AL EZ R L, £OMBMY IAZIT4°CITH~RT37°C THETH 72, 37°C T
OV AHBNERIL, BEOHBRV AL N T VAR —F —CHTHHEECHIALRITBE T X LA VICEVHESREZ, 20205, B NEOT v MM~
DTITITVENLDHHFICBMY AL N T VAR —FZ—=NEELTWAZ ENTBIND, 7 vl OEEET, BHESRE (X N7V F—L-173-7 v 7 m =R .

1pM) Ok FRTGT v MFHRA~OI Y AL P IEFRIAICA S 2 & THEE LT,
a:  PAFHEIEAATET CHMIEZ37°C T U F aX—Ta v LG & Dk

NA: 470U

+: BVAZROETARBRD LN
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[&$}4.2.2.6.1: G-PK003]

Study System: In vitro

Type of Study: Experiments were conducted to qualitatively evaluate grazoprevir as a substrate of rat Mdrla P-glycoprotein (P-gp) and Oatp1b2.

Assays: Liquid scintillation counting

Transporter Cell Lines Substrate Inhibitor Substrate of Transporter
[*H]Grazoprevir
Rat Mdrla P-gp LLC-PK1-Rat Mdrla (0.5 uM) NA yes
3 .
Rat Mdrla P-gp LLC-PK1-Rat Mdrla [ H]?lr aj&p)rev“ NA yes
3 .
Rat Oatp1b2 MDCKII- Rat Oatp1b2 [ H]?lr aj&p)rev“ NA yes
[*H]Grazoprevir Bromosulfophthalein
Rat Oatplb2 MDCKII- Rat Oatplb2 (1 uM) (100 uM) yes

T v A ORENEIT. Mdrla P-gp KON OQatpl b2 DB IRIE (K54 XTIV I M BT A T VA —-17p-7 7 =K : 1uM) % HWI=HEICIE]
ADZ L THRLZ, 77 Y7L E/VE MdrlaP-gp, KT Oatplb2EETH D, ANFTRETZ LAY (100 uM) {F1E T T, Oatplb2ZBEE T HAL

MDCKIL M ~D 75 F L EALDOE Y AHITIE T LT,

NA: %7l
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Study System: In vitro
Type of Study: Experiments were conducted to qualitatively evaluate grazoprevir as a substrate of human MDR1 P-glycoprotein (P-gp), BCRP, OATP1B1, and OATP1B3.
Assays: Liquid scintillation counting

Transporter Cell Lines Substrate Substrate of Transporter Study No.
MDRI1 P-gp LLC-PK1-MDR1 [*H]Grazoprevir (0.5 pM) yes o .
MDRI P-gp LLC-PK1-MDRI1 [*H]Grazoprevir (1 pM) yes [$0F+4.2.2.6.1: G-PK003]
BCRP MDCKII-BCRP [*H]Grazoprevir (1 uM) NA® [&#+4.2.2.6.2: G-PK006]
OATP1B1 MDCKII-OATP1B1 [*H]Grazoprevir (1 pM) yes . )
OATP1B3 MDCKII-OATP1B3 [*H]Grazoprevir (1 pM) yes [$0FH4.2.2.6.1: G-PK003]

77T L E0.5K N uM 281 B 0057 ik o R iR B 05 8, B b MDR1 P-gp &8 {5 A L 72 LLC-PK1# (2% 1F % Flux Ratio (B-A A-B tb) 134 %
76.5% U'01.8CT&H U ., Net Flux Ratio (JEFEHL LLC-PKIHHIE T ® Flux Ratio {ZX} T 5 kb) 134 4 1.5& 1.1 TH -7z, OATPIB1 XL OATPIB3D W I & +E A
L7- MDCKIL g ~D 275 7L EJL DR A IZFERE MDCKIL i & LR THIM L7222 6, 775 7 L EJLIT OATPIBI K U OATPIB3ID E TH 5 Z &2
MR ENTZ, 77V T L EMTIMBTH D LLC-PKIFIIE~D & W Z @SB R E 2 R Lz (AT OBIBARE 0 19 x 100 ecm/s), 7 v & A OEENE X, MDRI P-gp,
BCRP, OATPIBI1. K TF OATPIB3DEMEEHE (54 XTI 1 uM, IV :5uM, TR RTF VA —L-17B-Z 7 =F 1 uM, KL Ra Ly R bF=>
7 ZXTFF K CCK8 : 4nM) #HWTHAICEFHHAICADL Z & THER LI,

a: fEEAIMEE O NEMERE D=, BCRP iz E A L 72 MDCKII Ml 31} % Flux ratio (B-A A-B k) OEH, RO F YV 7L ELN BCRP DEE TH 5
MENEHWT S 2 LT TERN ST,

NA: %7 L
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[& $}4.2.2.6.15: G-PK027]

Study System: In vitro
Test Systems: HEK293 cells and HEK293 cells transiently transfected with human OATP1B1 (HEK293-OATP1B1) or OATP1B3 (HEK293-OATP1B3) were plated at a density of

0.2 x 10° cells/well and incubated with grazoprevir (0.025-2.0 pM) at 37°C for 1 min; each incubation was carried out in triplicates.
Assay: Liquid scintillation counting (LCS)

Transporter K, " (uM) Vinax * (pmol/min/10° cells)
OATPI1B1 0.43+0.11 143+1.4
OATPI1B3 0.18 £ 0.07 11.5+1.2

HEK293-OATP1B1}% U HEK293-OATPIB3fifld~D 7' Z >~ 7 L E /L O AL TR EKR A TH 0 | st O IEFBL HEK293MIZ D5H & X TR 2 72 K KT Vi
DOHEEEILIEBIEIEIF M L 0 Red7=, OATPIB1M ) OATPIB3D M PERI RS L LT, KA [PH|Z A N T VA —L-17-Z A7 B =K : 1 uM, KOH] =L & b
¥ = F 7 Z2FF FPH]CCKS : 5nM) % 7=, OATPIB DILERTH DL ALK T HET X LA > (100 pM) T77E FTIZ. WM OB RIEDO T Y AR E 52
RICPRE ST,

a: CPWEEEERRZE (n=3)
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[&$}4.2.2.6.7: G-PK013]

Type of study: In vitro experiments were performed to evaluate the potential of grazoprevir to act as an inhibitor of human liver microsomal cytochrome P450 (CYP1A2, CYP2B6,
CYP2CS, CYP2C9, CYP2C19, CYP2D6, CYP3A4) activities.

Test system: Human liver microsomes

Assay: LC/MS/MS

. .. o ICso (uM) *
Reaction CYp Positive Control Inhibitor 3 —
Grazoprevir Positive Control
Phenacetin O-deethylation CYP1A2 a-Naphthoflavone >100 (21 + 9.2%) 0.0066
Bupropion hydroxylation CYP2B6 Ticlopidine 66 0.72
Amodiaquine N-deethylation CYP2CS8 Montelukast 6.1 0.15
Diclofenac 4 -hydroxylation CYP2C9 Sulfaphenazole >100 (48 + 3.5%) 0.82
(S)-Mephenytoin 4’-hydroxylation CYP2C19 Benzylnirvanol >100 (46 + 0.45%) 0.20
Dextromethorphan O-demethylation CYP2D6 Quinidine >100 (49 + 0.63%) 0.091
Midazolam 1’-hydroxylation CYP3A4 Ketoconazole 73 0.029
Testosterone 6B-hydroxylation CYP3A4 Ketoconazole >100 (20 += 7.3%) 0.028

E MEFI 7 e Y —2OTREED CYPIZKHT 577 7L EALDHEERICONVWT, BEORNTO Ky BIEWVIRETA v FaX—ra 752 LICLYVRFLE,
Btk B OFLESK (ICse<l uM) & HEIL T, 77 Y 7L EJLIE CYPIA2, CYP2C9, CYP2C19, KX CYP2D6IZx T D EEZ /RS 2572 (IC5o>100 uM), 77 >/
7L ELIE CYP2B6 (ICs50=66 uM) KT CYP3A (IC5o=73 uM, & : I ¥ Y 7 4) 1ZxF L TEHW AR REEH 27 L, CYP2C8 (ICs5=6.1 uM) 2%t L TIELH
FE O R RFEER %R LT,

a:  EBEHNEE L PR U CEERIEMZS0% E TIR T S D2 DIMERREE LY 7Y S LV ENVIRE

b: Uy INIE, 100 pM IZ351) D BREF RO FE)E A ERZE (n=3)
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[&$}4.2.2.6.1: G-PK003]

Type of study: In vitro experiments were performed to evaluate the potential of grazoprevir to inhibit CYP3A in a time-dependent manner in human liver microsomes

Method: Pooled human liver microsomes (1 mg/mL) were pre-incubated at 37°C  with 0.78, 1.56, 3.13, 6.25, 12.5, 25, and 50 pM of grazoprevir in 100 mM potassium phosphate
buffer (pH 7.4) with 1 mM EDTA, 6 mM magnesium chloride, and an NADPH-generating system for a duration ranging from 5 to 30 min. The incubation mixtures were
diluted 10-fold with the same buffer containing 250 pM testosterone and an NADPH-generating system. The incubation was continued for an additional 10 min to
monitor the extent of testosterone 6f-hydroxylation. The first order rate constants (k) for inactivation at the various concentrations were calculated from the negative
slope of the lines by linear regression analysis of the natural logarithm of the remaining activity as a function of time.

Tabulated results: time-dependent inhibition of human cytochrome P450 3 A by grazoprevir

Grazoprevir concentration (uM) Kobs (min™")

0 0.0004
0.78 0.003
1.56 0.006
3.13 0.007
6.25 0.006
12.5 0.003
25 0.007
50 0.007

PSP MRS 7 27U 2 b DfER (10 uM, 3007 LA v F 2_X—3 g o T>80%HE ; kops =0.042 min') &L LT, 75 Y FL EAIL6B-E Rrx 5 2 b
2T A LTI A ¥ a— g MEFEHRTFTOIE (50 pM, 3057 LA ¥ 2 _X—32 g 0 T20%MAE) 2R L7, WEHEMO L & ko 130.0004 min™' T
H ol
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[&F14.2.2.6.14: G-PK025]

Type of study: In vitro experiments were performed to evaluate the potential of grazoprevir to inhibit CYP2CS in a time-dependent manner in human liver microsomes

Method: Pooled human liver microsomes (1 mg/mL) were pre-incubated at 37°C with 0.78, 1.56, 3.13, 6.25, 12.5, 25, and 50 uM of grazoprevir in 100 mM potassium phosphate
buffer (pH 7.4) with 1 mM EDTA, 6 mM magnesium chloride, and an NADPH-generating system for a duration ranging from 0 to 30 min. The incubation mixtures were
diluted 10-fold with the same buffer containing 20 uM amodiaquine and an NADPH-generating system. The incubation was continued for an additional 4 min to
monitor the extent of Amodiaquine N-deethylation. The first order rate constants (k,ps) for inactivation at the various concentrations were calculated from the negative

slope of the lines by linear regression analysis of the natural logarithm of the remaining activity as a function of time.

Tabulated results: time-dependent inhibition of human cytochrome P450 2C8 by grazoprevir

Concentration (uM)

Grazoprevir

kobs (min-l)

Gemfibrozil glucuronide

kobs (min-l)

0
0.78
1.56
3.13
6.25
12.5

25
50
100

0.0095
0.0072
0.0095
0.0077
0.0075
0.0010
0.0030
0.0020

NA

0.0109
NA
0.0169
0.0185
0.0342
0.0516
0.0872
0.0872
0.0894

PSP RIE D 7 7 4 TP n= ROFER (Ki=11.152.96 pM ; Kinae = 0.106 £0.009 min™") L LT, ZF Y L ELMEI NPT F AT ED T X 05 L

TT A FaX—va VIERGENRBEEE RS R o Tz,
NA: 47U
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Type of study: In vitro experiments were performed to evaluate the potential of grazoprevir to act as an inhibitor of human UGT1A1 activity.

Test system: human liver microsomes

Methods: Pooled human liver microsomes were incubated with 20 pM estradiol, a substrate for UGT1Al for 20 min. Estradiol glucuronide was quantified in the absence (solvent
control) and presence of increasing concentrations (0.78 to 100 uM) of either grazoprevir or nicardipine.

Assay: LC/MS/MS

1Cs9 (uM) !

Reaction Enzyme Positive Control Inhibitor - —
Grazoprevir Positive Control

Estradiol 3-glucuronidation UGT1Al Nicardipine 54+8.4 2.7+0.21

R RIED =T L DOfER (IC5y=2.7pM) &L T, 77 Y 7L EIT UGTIANCK L TRHEEZ RIS 2272 (ICs) =54 uM),
a:  IRBEHREE & LbER U CRERIEEES50% E TR T & 5 DI LB HEKBE,
FEIE AR ER A (0=3),
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Study system: In vitro
Test systems: Experiments were conducted to evaluate grazoprevir as an inhibitor of human P-glycoprotein (MDR1), BCRP, BSEP, OATP1B1, OATP1B3, MRP2, MRP3 MRP4,
OAT1, OAT3, and OCT2.

Methods: LLC cells transiently transfected with human P-glycoprotein (MRD1), membrane vesicles (Sf9) containing BCRP, BSEP, MRP2, MRP3, or MRP4, and MDCKII cells
stably transfected with OATP1B1 (MDCKII-OATP1B1), OATP1B3 (MDCKII-OATP1B3), OAT1 (MDCKII-OAT1), or OAT3 (MDCKII-OAT3), or CHO-K1 cells stably
transfected with OCT2 were incubated with transporter selective substrates in the presence of various concentrations of grazoprevir.

Assays: Liquid scintillation counting

Transporter Cell Lines Substrate ICso (uM) * Positive Control Inhibitor Study No.
P-glycoprotein | LLC-PK1-MDR1 [*H]Digoxin (0.1 uM) >100 Not applied [& $+4.2.2.6.1: G-PK003]
BCRP Sf9-BCRP [*H]Methotrexate (10 pM) 12.5+2.8 Ko143 (2 uM) [&#+4.2.2.6.5: G-PK010]
OATPI1B1 MDCKII-OATP1B1 [3H]Pitavastatin (0.1 uM) 0.7+0.1 Not applied o .

OATP1B3 MDCKII-OATP1B3 [*H]Bromosulfophthalein (0.1 uM) 1.1+0.3 Not applied [$0FH4.2.2.6.1: G-PK003]
BSEP Sf9-BSEP [3H]Taurocholic Acid (1 uM) 0.15+0.02 Atorvastatin (100 pM)

14 ic Aci ; s G
MRP?2 S/9-MRP2 [ “C]Ethacrynic Acid Glutathione 25405 Bromosulfophthalein (100 uM) [&#+4.2.2.6.3: G-PK007]

Conjugate (1 uM)

R 3 ST _ ; + 1 S

MRP3 Sf9-MRP3 [3H]Estfad10.l 17B-D glucuronide (1 pM) 3.8+0.5 Bromosulfophthalqn (100 uM) [414.2.2.6.9: G-PKO17]
MRP4 Sf9-MRP4 ["H]Folic acid (FA) (10 uM) 1.0+ 0.1 Bromosulfophthalein (100 uM)
OAT1 MDCKII-OAT1 [*H]cidofovir (1 pM) 15+2 Probenecid (1 mM)
OAT3 MDCKII-OAT3 [*H]estrone-3-sulfate (0.1 and 1 pM) >50 Probenecid (1 mM) [&#+4.2.2.6.29: G-PK030]
OCT2 CHO-K1-OCT2 ["“C]metformin (10 uM) >50 Quinidine (100 uM)

T TUVENRBELI~I0 WM O L E Pgp 2T 5T TX T U OWEEITI0%RIE TH -T2, 7 v A OMEEMIX, BCRP & U BSEP D B5MEX 3K (% % Kol43:2 uM

BT hANRAZF 100 M) ZHWIESEAICEE#HEICAD Z & THER L7, MRP2, MRP3, B XU MRPADGIEXRIAER L L TALKRT BT T X LA
(100 uM) & W7z,

a: TFHEFERE (n=3X136)
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Study system: In vitro
Test systems: human hepatocytes (HepatoPac™, Hepregen Corporation)
Methods: The transport of taurocholate was measured in human HepatoPac™ co-cultures in the presence and absence of varying concentrations of grazoprevir or cyclosporine A.

The potential for grazoprevir to inhibit the intrinsic in vitro biliary clearance (in vitro CLyjjiary) and the biliary excretion index (BEI) of taurocholic acid (TCA) transport
in human HepatoPac™, a micropatterned hepatocyte co-culture system, was studied. The in vitro CLy;ji.ry Tepresents both uptake of TCA across the sinusoidal
membrane into the hepatocyte as well as its efflux across the canalicular membrane into the bile canaliculi. The BEI represents the percent of accumulated TCA that
resides in the bile canaliculi (ie. efflux cross the canalicular membrane). Inhibition of in vitro CLyjjary With no change in BEI suggests that the uptake of TCA is
inhibited by the test compound, while inhibition of both in vitro CLy;ji,ry and BEI suggests that both uptake and efflux pathways of TCA are inhibited.

Assays: Liquid scintillation counting
. . Clearance (CLyjjiary) Bile Excretion Index (BEI)
Test Compound Substrate Incubation Time 1Csy (UM)° 1Csp (uM)*
Grazoprevir [*H]taurocholic acid (1 pM) 10 min 5.1+1.0 >50
Grazoprevir [*H]taurocholic acid (1 uM) 24 hr 2.6 £0.8 5.0+1.1
Cyclosporine A [3H]taurocholic acid (1 uM) 10 min 2.9+0.8 10.2 £ 1.7
Cyclosporine A [3H]taurocholic acid (1 uM) 24 hr 1.4+0.4 2.5+0.5

777 LV EVEPH]Y U a2 — LEEL pM O in vitro CLyjiary 2 BHE L. Z D ET O ICspld, A ¥ F 2 X —3 3 VR 23107 £ 72 124K T& 2 5.1 1.0 L 2.6+
08uM Th o7z, T 7L EASOuM L, 105D A > F 2= g TPHIZ 7 a a— LEgl pM O i JEtE% (BED %#f944%BLE L=, L > T, £ D ICs
OHEEMIZS0 M £V bR EV, Fiz, 4RO A v F 2= g T, PHIZF U a2 —/LEEL uM O BELZLE L, ZORANT O IC5iE5.0=1.1 yM Th - 7=,

a: CPHEEIEAERZE (n=3)

2.6.5 HAEREAB R
- 48 -

C confidential




TS5 FLEN S TR AE )L
2.6 FERGARRBROMETE SO OB 5EE
2.6.5 FEpENREREAE R

2.6.5.A.31 EYEIFERER - £ F CYP3A4, CYP2B6 R U CYP1A2MiEE

WEBME - ST L e
[&#}4.2.2.6.1: G-PK003]

Type of study: In vitro experiments were performed to evaluate the potential of grazoprevir to induce CYP3A4, CYP2B6, and CYP1A2 mRNA expression and activity in human

hepatocytes.

Method: Hepatocytes from three donors were plated in collagen I coated plates and cultured for approximately 48 hr and treated with vehicle control (0.1% DMSO), grazoprevir
(0.1 to 20 uM), and positive controls (rifampicin [10 pM], phenobarbital [1000 pM], or omeprazole [50 uM]). At the end of the 48-hr incubation period, whole
cell-based CYP3A4, CYP2B6 and CYP1A2 enzyme activities were measured using testosterone 6f-hydroxylation, bupropion hydroxylation and phenacetin
O-deethylation, respectively, employing LC/MS/MS methods. Total RNA was isolated for quantitative PCR analysis of CYP3A4, CYP2B6, and CYP1A2 mRNA
expression.

Assays: LC/MS/MS, mRNA isolation and real time PCR (polymerase chain reactions)

Tabulated results: Assessment of grazoprevir as an inducer of CYP3A4 in human hepatocytes

Lot Hu0965 Lot KQG Lot SCT
Treatment | Dose (M) CYP3A4 mRNA 6;;;3‘;1‘;;’;;“ CYP3A4 mRNA 6;;;3‘;1‘;;’;;“ CYP3A4 mRNA 6;;;3‘;1‘;;’;;“
Fold * %PC" Fold * %PC" Fold * %PC" Fold * %PC" Fold * %PC" Fold * %PC"
Rifampicin 10 8387.1 100.0 17.8 100.0 106.2 100.0 14.2 100.0 10.3 100.0 5.5 100.0
0.1 1.9 0.0 0.9 NR 0.4 NR 1.1 0.9 1.0 0.2 0.6 NR
0.5 0.7 0.0 0.7 NR 0.2 NR 1.0 NR 0.8 NR 0.5 NR
Grazoprevir 1.4 0.0 0.6 NR 0.3 NR 0.8 NR 0.8 NR 0.4 NR
5 12.1 0.3 0.3 NR 0.8 NR 0.6 NR 1.0 0.5 0.4 NR
10 50.2 0.6 0.4 NR 1.4 0.3 0.5 NR 1.4 3.9 0.3 NR
20 30.2 0.3 0.3 NR 1.8 0.7 0.4 NR 2.0 10.2 0.2 NR

7T F LI CYPIAAIZ KT L CHE R

HEERI R0, Thbb, 77 7L EN01~20 M ZAFE (n=31 v ) A4 v FaX—T a3 L7zs & mRNA

R OBERFEEOBINE (%) OWHEIT, BIEFSROU 77 ey (10 pM) & EE_T20% K TH - 72,
a:  AHROEB ’iﬂ“éﬂﬂtoﬁu/\@ii’ﬂé‘ (n=3)

b:  KEEOBEECTHIE L7ZBEREOY 77 B ikt T b
NR : SFROBEHLI O QISR H - 720, WiEET,

FEOEE (%)
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Tabulated results: Assessment of grazoprevir as an inducer of CYP2B6 in human hepatocytes
Lot 246 Lot 285 Lot 295
Treatment Dose (M) CYP2B6 mRNA N ;‘Z‘;‘; it;ll):t)::) N CYP2B6 mRNA " ;‘Z‘;‘; it;ll):t)::) N CYP2B6 mRNA " y]‘z‘;‘; it;ll):t)::) N
Fold * %PC " Fold * %PC " Fold * %PC " Fold * %PC " Fold * %PC " Fold * %PC "
Phenobarbital 1000 17.8 100.0 12.2 100.0 7.3 100.0 8.7 100.0 10.2 100.0 9.7 100.0
0.1 0.8 NR 1.3 4.2 0.9 NR 0.8 NR 0.7 NR 1.0 NR
0.5 0.7 NR 1.0 0.6 0.9 NR 0.8 NR 1.0 0.3 0.9 NR
Grazoprevit 1 0.9 NR 1.0 NR 1.1 1.1 0.8 NR 0.6 NR 0.7 NR
5 0.7 NR 0.8 NR 1.2 2.8 0.9 NR 0.8 NR 0.7 NR
10 0.8 NR 0.6 NR 2.0 15.2 0.8 NR 1.2 2.2 0.6 NR
20 1.1 0.7 0.4 NR 0.9 NR 0.5 NR 0.7 NR 0.4 NR

75 FLEME CYP2BOICK L THBEARFEE RS R 1o, TRbLL, 75V FLEL0I~20 yM Z AT (n=317 v ) &4 > Fa2X— g L7zE &, mRNA
R OBERIEPED BN R (%) OFWHEIL, BIESRO 7 = /2 L EZ—/L (1000 pM) 12 T20% A0 T - 7=,

a:  AHROEB ’iﬁ”éﬂﬂmﬁu/\wiiﬁ{é‘ (n=3)

b: XROEETHIE LSO 7 = 7 S e & — iz
NR: XEEOEE LV LIGHTEN -, ®EET,

I oHEOEE (%)
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Tabulated results: Assessment of grazoprevir as an inducer of CYP1A2 in human hepatocytes
Lot Hu0965 Lot KQG Lot SCT
Treatment Dose (uM) CYP1A2 mRNA O_I:i':'t‘;‘;f;:;‘on CYP1A2 mRNA O_I:i':'t‘;‘;f;:;‘on CYP1A2 mRNA O_I:i';ee't‘;‘;gg‘on
Fold * %PC " Fold * %PC " Fold * %PC " Fold * %PC " Fold * %PC " Fold * %PC "
Omeprazole 50 58.9 100.0 20.0 100.0 64.6 100.0 17.6 100.0 30.5 100.0 13.5 100.0
0.1 0.7 NR 1.2 1.1 0.8 NR 0.9 NR 1.3 0.9 1.0 0.2
0.5 0.5 NR 0.9 NR 0.5 NR 0.6 NR 0.9 1.0 1.0 NR
_ 1 0.5 NR 1.1 0.6 0.5 NR 0.7 NR 0.7 0.0 0.9 NR
Grazoprevir
5 0.3 NR 0.7 NR 0.4 NR 0.8 NR 1.3 NR 0.8 NR
10 0.2 NR 0.7 NR 0.3 NR 0.6 NR 0.6 NR 0.7 NR
20 0.0 NR 0.5 NR 0.2 NR 0.6 NR 0.7 NR 0.5 NR

T TV EMELCYPIA2IZHK L CHERMEERZ RIS R o T, bbb, 77 7L EA0I~20 M ZFHIE (n=32 v ) & A vV F=2X— 3 Lz & & mRNA
K OBERIEEDOHINEZER (%) OFEIX, BB OA A7 Z Y —1 (50 pM) IR T20% KT TH o 72,

a:  XTROEE ’iﬁ“zﬂﬂtaﬁu/\@ii@{é‘ (n=3)
b: KO CTHIE LB O A AT T — iz
NR : OB I Y LSRN/ N-T2720, BT,

AT oEEOEE (%)
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Study system: In vitro
Test systems: Human hepatocytes

Methods: The inhibitory effect of grazoprevir (concentration range: 0.1 to 100 pM) on the uptake of [*H]pitavastatin (0.1 and 1 pM) and [*H]atorvastatin (0.1, 1, and 3 uM) was

conducted in human hepatocytes (lot OTZ).

Assays: Liquid scintillation counting

Inhibitor Substrate ICso (uM) *
[*H]Pitavastatin (0.1 uM) 0.3+ 0.03
[*H]Pitavastatin (1 uM) 0.7+0.1
Grazoprevir [*H]Atorvastatin (0.1 pM) 0.4+0.1
[*H]Atorvastatin (1 pM) 0.4+0.1
[*H]Atorvastatin (3 pM) 0.6+0.1
[*H]Pitavastatin (0.1 uM) 0.9+0.1
[*H]Pitavastatin (1 uM) 1.6 £0.1
Rifampin [*H]Atorvastatin (0.1 pM) 0.3+0.1
[*H]Atorvastatin (1 pM) 0.8+0.1
[*H]Atorvastatin (3 pM) ND

7y A ORMEIX, /e ARY A SpM) FETEHFEETTUT MR L

1 uM) ROPH]TZ AR ZZF > (01, 1, KO3 uM) OBV AZIIHE S,
ND: EHHEET : REMBE T T hARZEZF OB O ALDOEAEN KRN TH -T2

a:  CPIEEAEAERE (n=3)
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Study system: In vitro

Test systems: Human hepatocytes

Methods: The inhibitory effect of grazoprevir (3 uM), boceprevir (BPV, 3 uM), rifampin (RIF, 20 uM), and ketoconazole (KTZ, 2 pM) on the metabolism of [*H]pitavastatin
(1 pM), [*H]atorvastatin (3 pM), and midazolam (MDZ, 2 uM) was assessed in human hepatocytes (lot OTZ) incubations.

Assays: LC/MS/MS

Inhibitor Substrate % inhibition of total metabolite formation * % inhibition of oxidative metabolite formation *
Grazoprevir Pitavastatin (1 pM) 42.80 £2.43 NA
Boceprevir Pitavastatin (1 pM) 21.71° NA
Rifampin Pitavastatin (1 pM) 53.90 +4.16 NA
Ketoconazole Pitavastatin (1 pM) 37.16 + 11.65 NA
Grazoprevir Atorvastatin (3 pM) 5.7+3.8 48+5.1
Boceprevir Atorvastatin (3 pM) 7.32+4.17 13.18 £12.39
Rifampin Atorvastatin (3 pM) 35.33 £ 0.61 43.95 £1.50
Ketoconazole Atorvastatin (3 pM) 17.88 £5.10 68.08 + 1.89
Grazoprevir Midazolam (1 pM) 12.42 £3.11 NA
Boceprevir Midazolam (1 pM) 25.66 £0.71 NA
Rifampin Midazolam (1 pM) 6.05 +2.62 NA
Ketoconazole Midazolam (1 pM) 92.37 +0.32 NA

PR (%) IOV Tk, B OAERERERAET EIEMFET (KR [ CLHmEHm L 7=,

NA: BUAL: EXAREFURTIFY T AT, R & BB TER R - 2T,
a: S AR = (n=3)

b: n=2
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Study system: In vitro

Test systems: Human hepatocytes

Methods: The inhibitory effect of grazoprevir (3 pM), ketoconazole (2 pM), rifampin (RIF, 20 pM), gemfibrozil (15 M), and montelukast (5 M) on the metabolism pathways of
atorvastatin acid (3 uM), repaglinide (5 M), and amodiaquine (20 uM) was assessed in human hepatocytes incubations.

Assays: LC/MS/MS

Inhibitor Substrate % formation of oxidative metabolites * % formation of total metabolites
Grazoprevir Atorvastatin (3 pM) 82+ 11 81+ 11
Ketoconazole Atorvastatin (3 pM) 14+£7 34+ 9
Rifampin Atorvastatin (3 pM) 54+ 8 52+ 8
Gemfibrozil Atorvastatin (3 pM) 83+ 15 85+ 15
Montelukast Atorvastatin (3 pM) 68 £ 45 67 +43

T RV NRRE T DEALREY R ORREY ORERN DTN Tho2Z b, 77 7L EIL, BRREBE CTIXT XA X F 0 OATPIB &/ L7 FFELY A

XX CYP WG TARBICHBEREELEZ W BN RBENTZ, 7 v A OREMIZ, BEZ1D CYP3A, CYP2C8 X OATPIB OLERTH L, ha )V —i,

BFET 470, FTANAAINERRY) 77 B DT MANRZZF AR HRETHEZ LT,

a: Wl EERERZE (n=3), BREY  AvY-E Raxo 7 hAARZEZF o (CYPZANREE), NT-E Rax 7 bR ZAZF o (CYPIADRNEE ., bTnic
CYP2C8A3 B 5) NAERT2EAE (%) 1%, HEERGFGET EHFGET TCORPHOAR LRI 5 2 & CME L 7=,

b: EHEEARFEZE (0=3), BN ALYVt FaxT 7 MAARZXEF U NS L RS T MUARZRZF L RONT MAARZEZF T NUNERT HE
A (%) 1%, [LERFET EHFEETFTTORBFHOARZ KT 5 2 L T L7,
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Inhibitor Substrate o forrflatlon r.ate ?onstant of .CYP,,ZI,CS % elimination rate constant *
mediated oxidative metabolites ™
Grazoprevir Repaglinide (5 pM) 120 £ 8 89+ 12
Ketoconazole Repaglinide (5 uM) 127 £ 10 33+£2
Rifampin Repaglinide (5 pM) 82 +39 112 £ 18
Gemfibrozil Repaglinide (5 uM) 10+3 33+£6
Montelukast Repaglinide (5 pM) 32+3 27+ 13
Grazoprevir Amodiaquine (20 pM) 101 £ 21 67+ 8
Ketoconazole Amodiaquine (20 pM) 112 + 64 71+ 4
Rifampin Amodiaquine (20 pM) 189 +29 76 + 19
Gemfibrozil Amodiaquine (20 pM) 30+ 4 6+7
Montelukast Amodiaquine (20 pM) 68 + 4 16+7

TS5 FLELDCYP2C8 3-t RErF L LA U= RXENRZFATEDSTIFOER) ICHTAEEERIZDLT I, HAVEFRO T, SHIT, BEILE

RE (3uM) TCYP2C8SOAEZHEEFEHITIRO bnedoTe, 7 v A DOKH @@\%ﬁ@CW&A(WM%X@OMWB@$1T%77F3T/*W\EA7

4 7uadN, BEUTNAHARMRR) 778 DULRT Y= REORTEDT X 02k 508 TRz LT,

a: EHEEFEERE (0=3), L7 )= RIZo0nTiE, BEROHFET LIFETTO3- FaF Loxr Y =F (FIZ CYP2C8IZ L ) OERGHEE EH %
s L, = OEIE TR L 7,

b: ﬁ@@i%@ﬁ%(Fwo7%y7#ymome

L PREHOBEET EHFFEET TO NIRRT FALTEDT F 2 (FIZ CYP2CSIZ L B RE) DAREHE &%

4 % &0 R L7,
c: 411’]15*7(““4@%# (n=3), HEHEEHOHE (%) 1%, FAEEOHFEET LHFETTOLAAT Y= RROTET T I UOWREEER LK T D2 LI1TLD
Al L 72
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Study system: In vitro
Test systems: HEK-293 cells transiently transfected with OATP1B1 or OATP1B3
Methods: The inhibitory effect of several HIV protease inhibitors on OATP1Bl-mediated [*H]pitavastatin (0.1 uM), OATP1B3-mediated [*H]bromosulfophthalein and

OATP1B1 and OATP1B3-mediated [*H]grazoprevir (0.01 pM) uptake was conducted in transiently transfected OATP1B1 or OATP1B3 HEK-293 cells.
Assays: Liquid scintillation counting

HII\Il’hl::‘)(i):s?se Test System Substrate I1Cso (uM) * Control Compound I1Cs (uM) *
Atazanavir OATP1B1-HEK293 [*H]Grazoprevir (0.01 uM) 0.89£0.10 [*H]Pitavastatin (0.1 uM) 1.36 £ 0.05
Atazanavir OATP1B3-HEK293 [*H]Grazoprevir (0.01 uM) 4.42+0.77 [*H]Bromosulfophthalein (0.1 pM) 4.01+0.29
Darunavir OATP1B1-HEK293 [*H]Grazoprevir (0.01 uM) 16.5+2.8 [*H]Pitavastatin (0.1 uM) 18.0 £2.5
Darunavir OATP1B3-HEK293 [*H]Grazoprevir (0.01 uM) 9.0+23 [*H]Bromosulfophthalein (0.1 pM) 172+ 1.0
Lopinavir OATP1B1-HEK293 [*H]Grazoprevir (0.01 uM) 0.30 £0.02 [*H]Pitavastatin (0.1 uM) 0.26 £ 0.01
Lopinavir OATP1B3-HEK293 [*H]Grazoprevir (0.01 uM) 2.34+0.33 [*H]Bromosulfophthalein (0.1 uM) 4.88 +£0.41
Ritonavir OATP1B1-HEK293 [*H]Grazoprevir (0.01 uM) 1.54+0.24 [*H]Pitavastatin (0.1 uM) 0.64 £ 0.06
Ritonavir OATP1B3-HEK293 [*H]Grazoprevir (0.01 uM) 1.17+0.19 [*H]Bromosulfophthalein (0.1 uM) 2.64+0.19

a: CPEEEIEEERZE (n=3)
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2.6.5B.1 EMBREHR : —EX

BERME TN AL

A BR o FikE ENES | ®E5FHE | Eiz A% 5
WA (H[E& )
HDFER A AT A F Y T 4 7y b, AX RN, # 0 MRL FEAf [ 8F4.2.2.2.3: E-PK001]
HEEhe 7YX &N MRL FEAN [ kF4.2.2.2.4: E-PK005]
HEEhe v #R Y MRL, FEAN [BkF4.2.2.2.3: E-PK001]
pARi]
B[ 5 R ORI 3 71 7k o [ | FFAli [ F¥4.2.2.3.7: E-PKOOS]
B -5 DTN O ~D 5375 7 v b N MRL FEAN [¥kF4.2.2.2.3: E-PK001]
TN YA Ty b UYF A X, . FFAf & #H4.2.2.6.17: E-PK002]
i #. kb In vitro MRL ST [4kH4.2.2.2.4: E-PK005]
EhET VT I RO o - BEREEA~ORS t k In vitro MRL SN [¥kF4.2.2.3.8: E-PK012]
T [ b 1 e A . A [&kF4.2.2.3.8: E-PK012]
= EHEIC TEAKS g AN
B R OWFRE S B0 2 & Ak [N In vitro MRL S [VEEH.2.2.3.9: E-PK024]
MmERAT Fy b, AX, ¥ EFR In vitro MRL FEAN [%kF4.2.2.6.17: E-PK002]
g , FEAM [%844.2.2.3.10: E-TTM7050]
fii D 7h TYE Hn MRE A A [%*44.2.2.3.11:3&.7030]
R
W3 S . % AN [ #H4.2.2.5.4: E-PKO017]
R, OREYE. FEPAREY vk HrliRr MRL, [l S 20k 2.2.4.9: B-PKOLS]
M, M. R RED Z ok s MRL, I | F [(5F14.2.2.4.6: E-PK003]
A, FERRHD 7YX N MRL FEAN [ kF4.2.2.2.4: E-PK005]
T + FEAl [E#14.2.2.4.8: E-PKO11]
M, R i Rk v, B4 [ kH4.2.2.5.3: E-PKO16]
g, AEY. TR A4 X N MRL FEAN [ kF4.2.2.4.6: E-PK003]
2 ; FEAM [E#14.2.2.4.7: E-PK010]
fics g
AT, F A e b #H wrr, Il P [ FH4.2.2.5.2: E-PK013]
s g o NUALTy b UYR A X . APl [#F+4.2.2.6.17: E-PK002]
HIzuy—h, Fik t b In vitro MRL SEAT [%6H4.2.2.2.4: E-PK00S5]
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26.5.B.1 EMEERAR . —BEXx (&ET)
WG - = LN AL
B O R EER | BH5HE T2 it fi 5% RBRE S
P
MRL AFl [#5FH4.2.2.4.6: E-PK003]
Y ANT A (R I, #E) T b, AR RN, R H r FEAM & FH4.2.2.5.3: E-PKO016]
’ FEAM & FH4.2.2.5.4: E-PK017]
VARG A (R, #) v ¥ &0 MRL AEAM & FH4.2.2.2.4: E-PK005]
~ANRT A (R, %) E kb N [ Sl [%kH4.2.2.5.2: E-PKO13]
FLITHE 7k o MRL FEAl [ FF4.2.2.3.10: E-T1I7050]
B AER GEERKR)
CYP 7 =) HAELY t b In vitro MRL AN [ kF4.2.2.4.6: E-PK003]
CYP3A4D R #H B e t k In vitro MRL FEAN [BkF4.2.2.6.22: E-PK014]
JEHIRL~D B Y 3A P2 t k In vitro MRL AN [ kF4.2.2.6.17: E-PK002]
FEAN [ kF4.2.2.6.17: E-PK002]
P-gp. BCRP, OATPIBI, OATPIB3#ii% (SN In vitro MRL FEAH [ E14.2.2.6.18: E-PK004]
FEAM & FH4.2.2.6.23: E-PKO15]
E | CYP L& EF In vitro [ Sl [%KH4.2.2.6.24; E-PKO19]
CYP3A [HE vk In vitro MRL FEAN [ kF4.2.2.6.17: E-PK002]
UGTI1A1MHE vk In vitro MRL FEAN [ kF4.2.2.6.21: E-PK009]
FEAN [ kF4.2.2.6.17: E-PK002]
A [E#F4.2.2.6.18: E-PK004]
FEMM & FH4.2.2.6.19: E-PK006]
P-gp. BCRP, BSEP, OATPIB1, OATP1B3, MRP2, . A [##H4.2.2.6.20: E-PK007
M}%%s\ MRP4, OAT1. OAT3. OCT2ifi% Eb In vitro wrr, Il A {%*44424246426:31:1(021}
FEMM (& 5H4.2.2.6.27: E-PK022]
FEAN [EkH4.2.2.6.28: E-PK023]
FEAN [ FF4.2.2.6.30: E-PK026]
CYP3A4, 2B6% NI A2 5 EF In vitro [ ] Sl [%KH4.2.2.6.25: E-PK020]
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MRL : Merck Research Laboratories (Kenilworth, NJ, Rahway, NJ, and West Point, PA).
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Species/Strain Rat/Wistar Han Rat/Wistar Han Rat/Wistar Han Dui;kj]glgl/te d Dog/Beagle Dog/Beagle Cyl\:[lglg;l}gus
[&Ft4.2.2.2.3: [&Ft4.2.2.2.3: [&Ft4.2.2.2.3: [&Ft4.2.2.2.4: [&Bt4.2.2.2.3: [&Ft4.2.2.2.3: [&Ft4.2.2.2.3:
Study Number
E-PKO001] E-PKO001] E-PKO001] E-PK005] E-PKO001] E-PKO001] E-PKO001]
Number of animals/Gender 3/Male 2/Male 3/Male 3/Female 3/Male 3/Male 3/Male
Feeding condition Non-fasted Non-fasted Fasted Fed Fasted Fasted Fasted
3% Dimethyl acetamide /
0.4% Hydroxypropyl 0.4% Hydroxypropyl o N o 10% Tween 80 / 90% o o
Vehicle/Formulation methylcellulose (pH4) | methylcellulose (pH 4) 97% of40% 10% Twee-n 80 polyethylene glycol 400 20% Hydr(?xypropyyﬁ 20% Hydr(?xypropy-l-B
- Solution® - Suspension” hydroxy.propyl-ﬁ- ; Suspension - Solution -cyclodextrin ; Solution | -cyclodextrin ; Solution
-cyclodextrin ; Solution
Method of administration P.O. P.O. v P.O. P.O. v v
Dose (mg/kg) 30 300 5 100 2 1 1
Radionuclide - - - e - - -
Sample Plasma Plasma Plasma Plasma Plasma Plasma Plasma
Analyte Elbasvir Elbasvir Elbasvir Elbasvir Elbasvir Elbasvir Elbasvir
Assay LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS LC/MS/MS
PK parameters (Mean £+ SD):
AUCy., (uMehr) 23+1.0 7.8° 43+1.6 1.7+0.5 1.7+0.3 2.4+0.8 3.6+0.2
Total CL, (mL/(min+kg)) NA NA 24+ 38 NA NA 8.4+23 52+0.3
Vs (L/kg) NA NA 5.0+ 1.1 NA NA 3.0+£0.8 2.7+0.4
t,, (hr) NA NA 42+1.5 NA NA 7.7+23 16 £ 4
Chax (M) 0.4+0.3 0.6° NA 0.3+0.1 0.29 £ 0.02 NA NA
Tonax (hr) 3.3+£1.2 5.0° NA 1.3+0.6 3.3+£1.2 NA NA
Bioavailability (%) 9+4 3° NA NA 35+ 6 NA NA
a: MEEEERMA (30% drug load), BUAIIE Y = AR I C RIS pHAIZIRIEAL L7z,
b: n=20DF¥E
NA : %72 L
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2.6.5.B.4 EYEIREHE . o BHEIKRS5 (A& > v b : Wistar Hannover)

WERWE - TR E L
[ F}4.2.2.3.7: E-PK008]

Species/Strain: Rat/Wistar Han Number of animals/Gender: 6 (1 per time point)/Male Feeding condition: Fasted

Vehicle/Formulation: 10% Tween 80 Method of administration: P.O. Dose (mg/kg): 30

Radionuclide: '“C Specific activity: 3.4 nCi/mg Assay: Quantitative Whole-Body Autoradiography

Elbasvir Radioequivalents (ug/g tissue)
: Sampling Time (hr): : 5 6 10 16 7 168
Tissue type Tissue

Vascular/Lymphatic Aorta 0.636 0.267 0.236 BLQ BLQ BLQ
Blood (cardiac) 0.529 0.195 BLQ BLQ BLQ BLQ
Bone Marrow 2.169 1.494 0.538 0.253 BLQ BLQ
Lymph Node 1.228 1.327 0.686 0.250 BLQ BLQ
Spleen 4.109 2.260 1.046 0.405 0.212 0.169
Thymus 1.104 1.690 1.064 0.338 0.236 BLQ

Excretory/Metabolic Bile (in duct) 126.242 62.053 22.424 0.680 BLQ BLQ
Kidney Cortex 6.450 3.762 1.763 0.728 0.244 0.150
Kidney Medulla 4.137 1.615 1.022 0.244 BLQ BLQ
Liver 9.735 4.314 1.431 0.320 0.131 0.114
Urinary Bladder 0.557 BLQ 1.147 0.304 0.130 BLQ
Urinary Bladder (contents) 3.922 1.037 0.189 BLQ BLQ BLQ

Central Nervouse System | Cerebellum 0.160 BLQ BLQ BLQ BLQ BLQ
Cerebrum BLQ BLQ BLQ BLQ BLQ BLQ
Medulla BLQ BLQ BLQ BLQ BLQ BLQ
Olfactory Lobes 0.191 BLQ BLQ BLQ BLQ BLQ

Be5-%2, 6% CN0RER O R 134 4 0.778, 0.221, K 1*0.097 pg equivalent/g TdH - 7=,
BLQ : E& FIRA (0.099 pg equivalent/g tissue)
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[ F}4.2.2.3.7: E-PK008]

Elbasvir Radioequivalents (ug/g tissue

: Sampling Time (hr): : 5 6 10 36 7 168
Tissue type Tissue

Central Nervouse System Choroid Plexus 0.880 0.470 0.723 0.422 BLQ BLQ
(Cont.) Spinal Cord BLQ BLQ BLQ BLQ BLQ BLQ
Endocrine Adrenal Gland 10.015 3.989 1.370 0.301 0.335 BLQ
Pituitary Gland 3.785 3.140 2.649 0.530 BLQ BLQ

Thyroid 4.032 2.186 0.613 0.242 BLQ BLQ

Secretory Exorbital Lacrimal Gland 1.019 1.497 0.734 0.390 0.443 BLQ
Intraorbital Lacrimal Gland 1.100 1.261 0.914 0.510 0.318 BLQ

Harderian Gland 0.823 2.104 1.201 1.723 0.560 0.191

Mammary Gland Region 1.120 1.032 0.184 BLQ BLQ BLQ

Pancreas 3.272 1.945 0.641 0.104 BLQ BLQ

Preputial Gland 2.192 2.440 1.592 0.572 BLQ BLQ

Salivary Gland 3.608 3.126 1.555 0.240 BLQ BLQ

Fatty Adipose (brown) 4.870 2.208 0.683 0.184 BLQ BLQ
Adipose (white) 1.188 1.039 0.653 0.185 BLQ BLQ

Dermal Skin (non-pigmented) 0.681 0.706 0.389 0.177 0.177 BLQ
Reproductive Epididymis 0.139 0.317 0.136 0.143 BLQ BLQ
Prostate Gland 0.891 1.068 0.722 0.235 BLQ BLQ

Seminal Vesicles 0.400 0.297 0.175 BLQ BLQ BLQ

Testis 0.106 0.198 0.136 0.215 BLQ BLQ

Be5-%2, 6% CNORER O R 134 4 0.778, 0.221, K 1*0.097 pg equivalent/g TdH - 7=,
BLQ : E& FIRA (0.099 pg equivalent/g tissue)

2.6.5 HAEREAB R
- 64 -

C confidential




TS5 FLEN S TR AE )L
2.6 FERGARRBROMETE SO OB 5EE

2.6.5 FMERERBRBEE K
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WERWE - TR E L
[ F}4.2.2.3.7: E-PK008]

Elbasvir Radioequivalents (ug/g tissue)

: Sampling Time (hr): : 5 6 10 16 7 168
Tissue type Tissue

Skeletal/Muscular Bone BLQ 0.290 BLQ BLQ BLQ BLQ
Diaphragm 2.555 1.085 0.154 BLQ BLQ BLQ

Heart (myocardium) 2.935 1.179 0.309 0.213 BLQ BLQ

Skeletal Muscle 1.131 0.809 0.241 0.148 BLQ BLQ

Respiratory Tract Lung 3.054 0.842 0.252 0.153 BLQ BLQ
Nasal Turbinates BLQ 0.267 0.357 BLQ BLQ BLQ

Alimentary Canal Cecum 1.631 162.799 248.435 0.556 BLQ BLQ
Cecum (contents) 0.418 2698.746* 593.251 8.024 0.486 BLQ

Colon 1.042 1.207 10.479 0.586 BLQ BLQ

Colon (contents) BLQ 35.847 820.033 57.035 0.742 BLQ

Esophagus 1.515 0.281 0.357 BLQ BLQ BLQ

Oral Mucosa 1.536 0.681 0.235 0.401 0.163 BLQ

Small Intestine 123.499 209.126 2.663 0.415 0.145 BLQ

Small Intestine (contents) 1774.827* 2732.374%* 47.174 1.772 0.772 BLQ

Stomach (gastric mucosa) 2.137 2.970 0.418 BLQ BLQ BLQ

Stomach (contents) 33.488 0.192 0.416 BLQ BLQ BLQ

Ocular Eye (lens) BLQ BLQ BLQ BLQ BLQ BLQ
Eye (uveal tract) 0.755 0.569 BLQ BLQ BLQ BLQ

Be5-%2, 6% CN0RER O R 134 4 0.778, 0.221, K 1*0.097 pg equivalent/g TdH - 7=,
BLQ : E# FIRA (0.099 nug equivalent/g tissue)
* EBHP O LR (1583.124 pg equivalent/g tissue) % #8 % 7=
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[ F}4.2.2.3.7: E-PK008]

Species/Strain: Rat/Long-Evans
Vehicle/Formulation: 10% Tween 80

Radionuclide: '*C

Number of animals/Gender: 4 (1 per time point)/Male

Method of administration: P.O.
Specific activity: 3.4 nCi/mg

Feeding condition: Fasted
Dose (mg/kg): 30

Assay: Quantitative Whole-Body Autoradiography

Elbasvir Radioequivalents (ug/g tissue)
: Sampling Time (hr): : 6 10 7 672
Tissue type Tissue
Vascular/Lymphatic Aorta 0.467 0.138 BLQ BLQ
Blood (cardiac) BLQ BLQ BLQ BLQ
Bone Marrow 0.409 0.323 BLQ BLQ
Lymph Node 0.683 0.650 BLQ BLQ
Spleen 0.813 0.521 BLQ BLQ
Thymus 0.724 0.504 BLQ BLQ
Excretory/Metabolic Bile (in duct) 27.120 2.978 BLQ BLQ
Kidney Cortex 1.474 1.589 BLQ BLQ
Kidney Medulla 1.103 1.109 BLQ BLQ
Liver 1.296 1.013 BLQ BLQ
Urinary Bladder 2.745 0.556 BLQ BLQ
Urinary Bladder (contents) 0.570 0.205 BLQ BLQ
Central Nervouse System Cerebellum BLQ BLQ BLQ BLQ
Cerebrum 0.100 BLQ BLQ BLQ
Medulla 0.121 BLQ BLQ BLQ
Olfactory Lobes BLQ BLQ BLQ BLQ
Fe 5156 % ONTOBFR O M S FF B FE1X, 4 % 0.085, }1r0.071 pg equivalent/g T - 7=,
BLQ : E& FIRA (0.099 pg equivalent/g tissue)
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Elbasvir Radioequivalents (ug/g tissue)
: Sampling Time (hr): : 6 10 7 672
Tissue type Tissue

Central Nervouse System Choroid Plexus 0.202 0.361 BLQ BLQ
(Cont.) Spinal Cord BLQ BLQ BLQ BLQ
Endocrine Adrenal Gland 1.512 0.977 BLQ BLQ
Pituitary Gland 0.981 0.835 BLQ BLQ

Thyroid 1.216 0.880 BLQ BLQ

Secretory Exorbital Lacrimal Gland 0.941 0.465 0.142 BLQ
Intraorbital Lacrimal Gland 0.855 0.533 BLQ BLQ

Harderian Gland 0.850 0.764 0.230 BLQ

Mammary Gland Region 0.247 0.245 BLQ BLQ

Pancreas 0.685 0.500 BLQ BLQ

Preputial Gland 0.876 1.094 BLQ BLQ

Salivary Gland 1.624 0.688 BLQ BLQ

Fatty Adipose (brown) 0.650 0.396 BLQ BLQ
Adipose (white) 0.344 0.140 BLQ BLQ

Dermal Skin (non-pigmented) 0.351 0.494 BLQ BLQ
Skin (pigmented) 0.334 0.144 BLQ BLQ

Reproductive Epididymis BLQ 0.260 BLQ BLQ
Prostate Gland 0.372 0.294 BLQ BLQ

Seminal Vesicles 0.144 0.118 BLQ BLQ

Testis BLQ 0.176 BLQ BLQ

5% 6L QN0 o Mg EBE X, 4 %0.085, }T00.071 ug equivalent/g T - 7=,
BLQ : E& FIRA (0.099 pg equivalent/g tissue)
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[ F}4.2.2.3.7: E-PK008]

Elbasvir Radioequivalents (ug/g tissue)

: Sampling Time (hr): : 6 10 7 672
Tissue type Tissue
Skeletal/Muscular Bone 0.104 BLQ BLQ BLQ
Diaphragm 0.440 0.203 BLQ BLQ
Heart (myocardium) 0.259 0.112 BLQ BLQ
Skeletal Muscle 0.248 0.156 BLQ BLQ
Respiratory Tract Lung 0.249 0.158 BLQ BLQ
Nasal Turbinates 0.124 0.180 BLQ BLQ
Alimentary Canal Cecum 23.172 2.955 BLQ BLQ
Cecum (contents) 2141.893* 216.776 BLQ BLQ
Colon 0.693 3.372 BLQ BLQ
Colon (contents) BLQ 401.638 BLQ BLQ
Esophagus 0.235 0.231 BLQ BLQ
Oral Mucosa 0.538 0.334 BLQ BLQ
Small Intestine 1.433 0.585 BLQ BLQ
Small Intestine (contents) 6.381 6.991 BLQ BLQ
Stomach (gastric mucosa) 0.580 0.222 BLQ BLQ
Stomach (contents) BLQ 1.085 BLQ BLQ
Ocular Eye (lens) BLQ BLQ 0.230 BLQ
Eye (uveal tract) 1.356 2.366 1.016 1.198

Fe 5156 % ONTOBFR O M S FF B FE1X, 4% % 0.085, }1r0.071 pg equivalent/g T& - 7z,
BLQ : E# FIRA (0.099 nug equivalent/g tissue)

* . EBHPHO LR (1583.124 ug equivalent/g tissue) % H % 7-1E
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[& £}4.2.2.2.3: E-PK001]

Species/Strain

Rat/Wistar Han

Number of animals/Gender

18 (3 per time point)/Male

Feeding condition

Fasted

Vehicle/Formulation 10% Tween 80/90% of 0.4% hydroxypropyl methylcellulose
; Solution

Method of administration P.O. P.O. P.O.
Dose (mg/kg) 30 30 30
Sample Plasma Liver Brain
Analyte Elbasvir Elbasvir Elbasvir
Assay LC/MS/MS LC/MS/MS LC/MS/MS
PK parameters:

Mean AUC_p4, (ng-hr/g) 502 96793 131

Tissue AUC0_24hr/Plasma AUCO-24hr NA 193 0.26

a: ng-hr/mL
NA: &%l
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Study system: In vitro
Target entity, Test system and method: Plasma, equilibrium dialysis, and LC/MS/MS and liquid scintillation counting (LSC)
Analyte: Elbasvir or ['*Clelbasvir

Species Method Conc. Tested (uM) Fraction Unbound Study No.
Mouse LC/MS/MS 10 <0.001 [&#+4.2.2.6.17: E-PK002]
Rat LC/MS/MS 10 <0.001 [E#}4.2.2.6.17: E-PK002]
Rabbit LSC 1 0.012 £ 0.001 - .
Rabbit LSC 10 0.012 + 0.001 [$0FH4.2.2.2.4: E-PK005]
Dog LC/MS/MS 10 <0.001 [E#}4.2.2.6.17: E-PK002]
Monkey LC/MS/MS 10 <0.001 [&#+4.2.2.6.17: E-PK002]
Human LC/MS/MS 1 <0.001 - .
Human LC/MS/MS 10 <0.001 ['&$+4.2.2.6.17: E-PK002]

v A, Ty bk, AX, PAKROE MiHE: n=4DF — %
T FMAE  [MClm R AL E AN L & OTFHE EEERZE (n=3)
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2.6.5.B.8 EWERERAER  EAKS (EMMFEF7ILT IV, a-BEMEREER. AIFMES)
BERME TN AL
[ £+4.2.2.3.8: E-PK012]

Study system: In vitro
Target entity, Test system and method: Human serum albumin, a;-acid glycoprotein, equilibrium dialysis, and LC/MS/MS
Analyte: Elbasvir

Protein Conc. Tested (nM) Fraction Unbound
Human Serum Albumin (40 mg/mL) 1 <0.005
Human Serum Albumin (40 mg/mL) 10 <0.005
a;-Acid Glycoprotein (1 mg/mL) 1 ND
a;-Acid Glycoprotein (1 mg/mL) 10 ND
n=6
ND : HHHET

o-MRPERE R A~ O GRIT, FERRNOLEENBIESNELOFEH TS EEzREHTE 2o T,
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2.6.5B.9 EMBERER  ZEaHS (BRUFEERESEICS T SAEMES

WG - AN L
[ £+4.2.2.3.8: E-PK012]

Study system: In vitro

Target entity, Test system and method: Human plasma (PN050), equilibrium dialysis, and LC/MS/MS

Analyte: Elbasvir

Sampling Time

Plasma at 3 hr post-dose
on Day 10

Plasma at 8 hr post-dose
on Day 10

Mean of 3 and 8 hr post-dose
on Day 10

Subjects Numl.)er of Fraction Unbound Fraction Unbound Fraction Unbound
Subjects
Healthy Human 8 <0.005 <0.005 <0.005
Severe Renally Impaired Patients 8 <0.005 <0.005 <0.005
Dialysis Patients with End Stage Renal Disease® 8 <0.005 <0.005 <0.005

MAERRIL, =N ZAELS0mg D10H MR DG O & B O 5%3 % O8KREFICEHIL L 7=,

MEEA/BERRIL, FrRBEOTAANZAELEZEL Y — VI (KHSH) [T A NAELEZHRML, REEEL oM CTHEE L 7=,

a: PFGHRINFRH O MR EMATIC, 5% 8K O I BT R IFFRICERIR L 72,

[ £14.2.2.3.9: E-PK024]

Study system: In vitro

Target entity, Test system and Method: Human plasma (PN009) from 7 or 8 subjects per group, equilibrium dialysis and LC/MS/MS

Analyte: Elbasvir

Numbers of

Subjects Subjects Fraction Unbound
Healthy Human 8 <0.003
Mild Hepatic Impaired Patients 8 <0.003
Moderate Hepatic Impaired Patients 8 <0.003
Severe Hepatic Impaired Patients 7 <0.003

MAEE B GRBRIEL, ERRRER PNO09D £ 5.5 O E B 4E ¥ 7 v (K7 E8%1]) I AR EVERIML, REREL uM THEE L7,
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2.6.5.B.10 EMHAEHER - MBKFITH
BERME TN AL
[ £}4.2.2.6.17: E-PK002]

Study system: In vitro
Target entity, Test system and method: Blood and plasma, combustion, liquid scintillation counting (LSC)
Analyte: [*H]Elbasvir

Species Conc. Tested (uM) Blood-to-plasma Ratio
0.1 0.62
Rat 1 0.61
10 0.61
0.1 0.91
Dog 1 0.95
10 0.95
0.1 0.56
Monkey 1 0.58
10 0.55
0.1 0.62
Human 1 0.64
10 0.61

n=3
TV N A BV O MR, ME R 0.1 ~10 uM O R EHIFH CHRMIBEICHEEKFOHTH Y | MR MERRELOFHEIZT v b, 4 X, PR E b TH %
0.61. 0.94, 0.56, K 0.62TH -7z,
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BERME - T NAE L
& kta.2.2.3.10: E-TTI 70501, (& 6r4.2.2.3.11: E-T1il] 7030

Species Rat, Rabbit
Gestation day / Number of animals 20/8 rats; 8 rabbits (4 animals per time point)
Vehicle/Formulation 10% Tween 80 in water (rat and rabbit)
Method of administration P.O.
Dose (mg/kg/day) 1000 (rat and rabbit)
Analyte Elbasvir
Assay LC/MS/MS
Mean Elbasvir Concentration (uM)*
Rat, gestation day 20 Rabbit, gestation day 20
Sample time (hr) Maternal Fetal Maternal Fetal
2 1.05 £ 0.161 0.00594 £ 0.000852 1.60 £ 0.399 0.00917 £ 0.00319
24 0.0522 + 0.0522 0.00250 + 0.000950 1.22 £0.299 0.00889 + 0.00207
Sample time (hr) Plasma ratio (Fetal/Maternal)” Plasma ratio (Fetal/Maternal) "
2 0.00608 £+ 0.00108 0.00564 + 0.000804
24 0.0220 = ID 0.00751 + 0.000975

a: FHEFEAERE (n=4)
b EHx OB & xts T D R VoD i R R b oD SR i 4 A TERR
ID: 7= AR+4y
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B - = LR L
Species Rat (BDC) Rat (BDC) Rat Rabbit Dog (BDC) Dog (BDC) Human Human
Study Number [&Ft4.2.2.5.4: [&Ft4.2.2.4.8: [&Ft4.2.2.4.7:
[&Ft4.2.2.4.6: [&Ft4.2.2.4.6: E-PK017] [&Et4.2.2.2.4: [&Et4.2.2.4.6: E-PKO11] E-PK010] [&Ft4.2.2.4.7:
E-PK003] E-PK003] (& kt4.2.2.4.9: E-PK005] E-PK003] [&kH4.2.2.53: (& k422,52 E-PK010]
E-PK018] E-PK016] E-PK013]
Number of 4/Male 3/Male 4/Male 3/Female 3/Male 2/Male 6/Male 6/Male
Subjects/Gender
Feeding Condition Fasted Fasted Fasted Fed Fasted Fasted Fasted Fasted
Vehicle / 3% Dimethyl acetamide /
. 10% Tween 80/ 0.4% 10% Tween 80/ 0.4% o N o 10% Tween 80/90% | 20% Hydroxypropyl-8
Formulation hydroxypropylmethyl hydroxypropylmethyl 97%of40% 10% Twee-n 80 polyethylene glycol 400 -cyclodextrin (pH 4) Polyethylene glyCOI 400 Capsules
. . hydroxypropyl- ; Suspension i . a ; Solution
~cellulose ; Solution -cellulose ; Solution . . ; Solution ; Solution
-cyclodextrin ; Solution

Method of P.O. P.O. v P.O. P.O. v P.O. P.O.
Administration
Dose 30 mg/kg 30 mg/kg 5 mg/kg 100 mg/kg 2 mg/kg 1 mg/kg 50-51 mg 200 mg
Radionuclide °H °H c c c c c NA
ﬁlab‘}'e"cic"“ty per 600 pCi/kg 2700 uCi/kg 285 uCilkg 25 puCilkg 100 uCi 40 pCi 200 pCi NA
Biological Samples : : .

Bile, Urine Plasma Bile, Urine, Plasma, Feces Plasma, Bile, Bile, Feces Plasma, Feces Plasma

Feces Feces

Analyte Elbasvir and metabolites
Assay HPLC with radiometric detection, LC/MS/MS, liquid scintillation counting

a: IEERICCTERMEE L 7=,

BDC :

NA: 47U

& H = o — LALE L7-8
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2.6.5.B.12 EYEhRERER : KBH : In Vivo (=)
WG - = LN AL
Species Dose (mg/kg) / Route Sample Salzlfl;ggi:(;me ol /m3 Percenl;zf Dose o3 Parent Study Number
b .
Rat 5/IV Bll_e 0-48 hr - 15.4 - - 20.1 (4 £44.2.2.5.4: E-PKO17]
Rat 5/IV Urine 0-24 hr - <0.1 - - 16.2 (Vi EH4.2.2.4.9: E-PKOIS]
Rat ° 5/IV Feces 0-48 hr - - - - 20.2 T
Rat 30/P.0. Bile 0-24 hr - + + + +
Rat © 30/P.0. Urine 0-24 hr - - - - -4 [&#+4.2.2.4.6: E-PK003]
Rat 30/P.O. Plasma 1-8 hr - - - - +
Rabbit © 100/P.O. Feces 0-48 hr -d -d -d - + S
Rabbit © | 100/P.O. Plasma 2 hr - _d _d : + [¥#14.2.2.2.4: E-PK005]
Dog 1/1IvV Bile 0-48 hr - 2.1 - - 31.4 [&#+4.2.2.4.8: E-PKO11]
Dog 1/1V Feces 6-72 hr - 2.2 - - 25.7 [&#}4.2.2.5.3: E-PK016]
Dog 2/P.O. Bile 0-24 hr - -4 - - +
Dog 2/P.0O. Feces 0-24 hr - -d - - + [&#+4.2.2.4.6: E-PK003]
Dog 2/P.O. Plasma 24 hr - - - - +
Human 50-51 j/P.O. Feces 0-168 hr - 19 - - 75 (46 EH4.2.2.4.7: E-PKO10]
Human 50-51 /P.O. Plasma 3,8 hr - - - - + [4E14.2.2.5.2: E-PKO13]
Human 200 ¢/P.O. Plasma 0-120 hr b b b b +h S
a: U kAEREY—2 L L ThRbB ST,
b: BEEOSUWIIMYT 2O~ A F—REHOREITME S TR,
c: WnosHonizsy—4#
d: LC/MS TIREXHRE SN0 H (B sef bR & HPCL Tidit s )
e: A#HP mla. mlb, m2a, m2b, m2c, m3M% U m4iZ. LC/MS DA THHE SN,
£ AR#EY m2b XV mdld, LC/MS TRMENHBHE SN 0R (R fel EEsfT & HPCL Tl S )
g: mg/ WERE
h: Y —70OKBHEIXLC/MS TORE L,
+: HUREERES Y
- rRERH R L
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2.6.5.B.13 EMEnREHER . KB : In Vitro
BERME TN AL
['&#}4.2.2.6.17: E-PK002], [&F}4.2.2.2.4: E-PK005]

Study System: In vitro

Type of Study: Experiments were conducted to evaluate the metabolism of elbasvir in incubations with liver preparations.
Analytes: Elbasvir and metabolites

Assays: LC/MS/MS with radiochemical detection

Observed metabolites
Species Sample / concentration Parent
ml m2/m3 *
Rat Liver microsomes ®/ 1 mg/mL - - +
Rabbit Liver microsomes °/ 1 mg/mL + + +
Dog Liver microsomes °/ 1 mg/mL - + +
Human Liver microsomes °/ 1 mg/mL - + +
Mouse Hepatocytes ¢/ 1 million cells/mL - +°© +
Rat Hepatocytes ¢/ 1 million cells/mL -f + +
Dog Hepatocytes ¢/ 1 million cells/mL -f + +
Human Hepatocytes ¢/ 1 million cells/mL + + +

Rt i3dtimitie —27 L ThRiishrz,

a .

b: 10pM[MClm A ARAEAFIEFTIHFI 7 8 Y — 2 &258M A v Fa— g L,

c: 10pM[MCI= AV ARAEAFEET THIZ 8 Y — A& 1IHA v Fa_X—2 a3 L,

d: 1puM[PH]JT /AR X ELAFEIE T T A2 2405/ A > % 2 _—3 a v Uiz, 2FEOKBILAEY mla X O mlb DA E,
e: U m2MEME TR Sz,

f: LC/MS CIRENBH S N-0hH (BasEmkitsf & HPCL Tk s 7))

+ BUREERESD D

- R R L
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2.6.5.B.14 EMEIREHE . TRAN\TUR
BERME TN AL

Species Rat (BDC) Rat (BDC) Rat (BDC) Rabbit Dog (BDC) Dog (BDC) Human
Study number [&Ft4.2.2.4.6: [&Ft4.2.2.4.6: [&Ft4.2.2.5.4: [&Ft4.2.2.2.4: [&Ft4.2.2.4.6: [&Ft4.2.2.5.3: [&Ft4.2.2.5.2:
E-PK003] E-PK003] E-PKO017] E-PK005] E-PK003] E-PK016] E-PK013]
Number of animals/Gender 4/M 4/M 4/M 3/F 3/M 2/M 6/M
Feeding condition Fasted Fasted Fasted Fed Fasted Fasted Fasted
Vehicle/Formulation 10% Tween 80/04% ) e Dmithyl ace(,mlde/ ) 10%Tween80/90% | 20% Hydroxypropyl-
hydroxypropyl- 20/0Hydr9xym0p¥l 97% of 40% lOA)Twee-n 80 polyethylene glycol 400 eyclodextrin (pH 4)"* Polyethylene glycol 400
methyleellulose; Solution -B-cyclodextrin; Solution hydroxyPropyl - ; Suspension - Solution - Solution ; Solution
-B-cyclodextrin; Solution
Method of administration P.O. v v P.O. P.O. v P.O.
Dose 30 mg/kg 3 mg/kg 5 mg/kg 100 mg/kg 2 mg/kg 1 mg/kg 50-51 mg
Radionuclide *H *H e e e e e
Radioactivity per subject 600 puCi/kg 650 uCi’kg 285 nuCi/kg 25 uCi/kg 100 pCi 40 pCi 200 pnCi
Analyte Total radioactivity
Assay Combustion and/or liquid scintillation counting
Collection Period (hr) 0-72 0-72 0-72 0-72 0-72 0-72 0-240
Excretion Route Percent of Administered Dose "
Bile 7.8+t 1.1 30.3 £8.8 41.0 £4.1 NA 8.7+3.4 37.8 NA
Urine 0.8+0.4 12.1+3.3 16.9+ 1.8 1.2+1.1 0.5+0.1 3.3 0.2+0.1
Feces 61.0 £ 18.7 17.1£11.4 30.0+4.5 69.8 £16.7 60.8 +29.4 27.9 94.1+£5.7
Cage Wash and/or Cage Wipe 0.1+0.1 1.3+1.1 1.0+ 0.5 0.1+0.1 0.5+0.8 0.5 NA
Total 69.8 £ 18.4 60.7 £ 10.7 89.0+ 1.6 71.1+17.1 70.5 £25.9 69.4 943 +5.7
a: WRBIZXVEBELL,
b: FHE (n=2), UFTFHEEERAE (0=3~6)
BDC : JHE = = — LALE L 7= 8
NA: #%%722L
2.6.5 FEpEEREEEER
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2.6.5.B.15 EMENREEER : FLiTHEM

WG - =L NAE L
[ 5H4.2.2.3.10: E-TTIl7050]

Species

Lactation day / Number of
animals

Vehicle/Formulation

10% Tween 80 in water

Method of administration

Dose (mg/kg/day)

Analyte

Assay

Sample

a

Concentration (uM)

Maternal plasma
Maternal milk
Ratio (milk/plasma)

1.40 £ 0.150
5.75 £ 0.629
4.15+0.264°

a: CEEIEECAERERGE (n=4)

b fEHx O HREZXIST D BB M RE TR LCEZRO THALZR L, FHEEREERE (n=4)
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2.6.5.B.16 EMEIRERER . K8 F O O—LP4507 /B4 EVY

WERWE - TR E L
[ £}4.2.2.6.17: E-PK002]

Study Systems: In vitro

Test Systems: Human liver microsomes (1 nmol/mL) incubated with CYP isoform-selective chemical inhibitors (at various concentrations) at 37°C for 120 min in the presence of
an NADPH-regeneration system

Compound: Elbasvir at 10 uM

Assay: LC/MS/MS

Metabolite % Inhibition *
a-Naphthoflavone Montelukast Sulfaphenazole (S)-(+)-N-3-Benzylnirvanol Ticlopidine Quinidine Ketoconazole
m2/m3 ° 4 4 NI NI 12 12 64

CYP 4y TAEIGE IR (b FLERGFE F .7 —ve NI 7 2 Y — A28 T 5 m2m3DAEKICx T A EIZSOWTHF Lz, 0-F 7 b7 7R (10 M, CYP1A2) ,
ETNAH AL (2uM, CYP2C8), A/NT7 7 7 =F > —/L (3 uM, CYP2C9), (S)-(+)-N-3-~X> )L =)Ls3 7 —)L (1 uM, CYP2C19), 7 mr &> (20 uM, CYP2B6
/CYP2C19), ¥=v> (5uM, CYP2D6), KU\ h=F Y —/L (2uM, CYP3A) %, “/ANRAENIOUWM FIEF T — e MFI Y —LabKxr A Fa—
varlilz, TANZAELOEERERBRG, BLCYPATIKEZHWTHEMBLE, Y— e MNFIZ7aY—2 (1 nmol/mL) &H: CYP3AHIIK 2mg&EH, mg 7
0y —AEH) ERTZ/L/NZA BV pM %, NADPH regeneration systemn O f7-7E  C37°C, 903 fil A > F 2 X— 3 > LIz, ZANZRELO m2/m3~DRH X, CYP3A
BRI R PRI L V9%l E S iz, ZOZ Lk, ZANRAELVOBELMRE B EICCYPIAZNT2HDOTH DL LW ILEHEERBOMBRE —E L Tz,

a: FE¥HE (n=2)

b: REMIEEHE—7 L THREE T,

NI: fEHEWET
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WERWE - TR E L
[ £}4.2.2.6.17: E-PK002]

Study Systems: In vitro

Test Systems: Human liver microsomes (2.1 mg/mL) or recombinant human CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, or CYP3 A4 (0.25 nmol P450/mL)
incubated at 37°C for 90 min in the presence of an NADPH-regeneration system

Compound: Elbasvir at 1 pM
Assay: LC/MS/MS

Metabolite Human Liver Microsomes CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2Do6 CYP3A4
ml + - - - - _ _ +
m2/m3 *? + - - +

TIUNA LA AT Z CYPASOY TR L A v F a_X— 3 > LR, CYP3A 20 LB LB EINnED b,
a: MEwIEHEY—27 LTSz,

+: LC/MS/MS IZTHEDHY

-1 LC/MS/MS IZ Tt AL

2.6.5 FEhRERBRMEE R
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2.6.5.B.17 EWYEFAERER . (KB : CYP3AMIZ K A REMD FRE
BERME TN AL
[ £14.2.2.6.22: E-PK014]

Study Systems: In vitro

Test Systems: Human recombinant CYP3A4 (25 pmol/mL) incubated with elbasvir (0.1-25 uM) at 37°C for 5 min in the presence of NADPH
Compound: Elbasvir

Assay: LC/MS/MS

. K,," (uM) Vmax - (pmol/min/pmol P450)
Met
etabolite I(ml KmZ Vmaxl VmaxZ
m2 0.7+0.1 37+1.6 0.4+0.0 0.6 0.1
m3 0.8+0.1 4.6 +2.1 0.6 £0.1 1.2+0.2

m2 & O m3D AT “HEOEIREEZ TR L2, Koy Knoy Vet XY Vi O HEE B 1E Eadie-Hofsteeh 842 U727 — % v L 572,
a: CSE¥E AR S
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2.6.5.B.18 EMENREHER - £ FIFHBA~NDEY A H

WERWE - TR E L
[ £}4.2.2.6.17: E-PK002]

Study System: In vitro
Type of Study: Experiments were conducted to evaluate the uptake of elbasvir into human hepatocytes.
Assays: Liquid scintillation counting

Hepatocytes Substrate Inhibitor Temperature Reduction of Uptake
Human ["C]Elbasvir (0.5 uM) NA 37°C -
Human ["*C]Elbasvir (0.5 uM) NA 4°C +
Human ["“C]Elbasvir (0.5 uM) Cyclosporine A (10 uM) 37°C +
Human ["*C]Elbasvir (0.5 uM) Rifamycin SV (100 uM) 37°C -
Human ["C]Elbasvir (0.5 uM) Quinidine (50 pM) 37°C -
Human ["“C]Elbasvir (0.5 uM) Rifampin (200 pM) 37°C -

TOURRAENNORFRKGFER D AR, 7 e AKRKY oA (10uM) IZEVBEEBSREZN, V77~ SV (100 pM), ¥= > (50uM), XiFV 77 BV
¥ (200 pM) IZIFFHE I N2l Z b, VI RARY V AZESZEHOH D N T U AR—F =B U NZAE VO Y ARIZEHE L TWDAIREEN AR S i,
TIU N R BV FEFF AR S DRI E W ZORBRIZ0.1% Y VIIET VT I UFIE T CER LT, RMORBRTIX, = AANREALORDIAALIL, 4°C 1Tk
RT37°C THEThH-oTm, ZOZ N, B MNFHMICBITFAZANZAELOSFHITITRV AR N T U AR—2 —REELTVWAZ ERRBINT,

NA: 47U

- BgExsnd

+: #BEINE
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2.6.5.B.19 EWHEEER . £ ~ P-Glycoprotein, BCRP, OATP1B1X% U OATP1B3% 4 L f=#fi%
BERME TN AL

Study System: In vitro.
Type of Study: Experiments were conducted to evaluate elbasvir as a substrate of P-glycoprotein, BCRP, OATP1B1, and OATP1B3
Assays: Liquid scintillation counting

Transporter Cell Lines Substrate Substrate of Transporter Study No.
P-glycoprotein MDCKII-MDR1 [*H]Elbasvir (0.5 pM) Yes * 2
P-glycoprotein MDCKII-MDR1 [*H]Elbasvir (1 uM) Yes * [¥0F+4.2.2.6.18: E-PK004]
BCRP MDCKII-BCRP [*H]Elbasvir (0.5 uM) ND° [& $+4.2.2.6.18: E-PK004]
OATP1B1 MDCKII-OATP1B1 [*H]Elbasvir (0.1 pM) ND © - ‘
OATP1BI MDCKII-OATP1B1 ["*C]Elbasvir (0.5 uM) ND © [0F+4.2.2.6.17: E-PK002]
OATP1BI HEK293-OATP1B1 ["“C]Elbasvir (0.5 uM) ND© ['&#t4.2.2.6.23: E-PK015]
OATP1B3 MDCKII-OATP1B3 [*H]Elbasvir (0.1 uM) ND ¢ .,
OATP1B3 MDCKII-OATP1B3 ["*C]Elbasvir (0.5 uM) ND ¢ [0FH4.2.2.6.17: E-PK002]
OATP1B3 HEK293-OATP1B3 ["“C]Elbasvir (0.5 uM) ND ¢ ['&#t4.2.2.6.23: E-PK015]

TV NA VI, kRO MDCKIT AR I 3\ T2 B 1 g ﬁldz%::r L7 (P,.,pp 0.7~4.7x 10° cm/s) . A DORER T, * B O MDCKIL MIBIZF T D Py 12, ¥ 7
7 AR Y 2 A0 pM) FEFETE F XUTIFAE FCL 4 %247 x 10° em/s 133.6 x 10° em/s T > 7=, I OB TiL, xF# © MDCKII A IZ F1F 5 Py, 1%, PSC833 (0.5 uM)
XX Kold43 (2 uM) DOIEFETF T, %% 1.6 x 10 cm/s Xi%0.7 x 10 cm/s Th 7=, 7 v A OREME X, P-gp. BCRP, OATP1B1, K U} OATPIB3 D MMt REE (4% ~
A‘?/\i/v TuM, A b FbFH—F :10uM, ZA FTFVF—L-17B-Z A7 a=R: 1 uM, KRV I A NF=2 47 ZXTF FCCK8: 5nM) = HWi=HAEIZ
IEEFPHICAD Z & TR LT,
a: I/w\x EUVREN0SK N uM @ & & | 3T H HIEFR B MDCKIL Hifa (BifE) 123517 % Fluxratio (B-A/A-B kh) 134 4 5. 1% 4.7, 1 ONZ MDR1 % &5
T A L7z MDCKII fifa (HJg) 1231F % Flux ratio 134 % 19.4&021.0?%07’_0
o IERFREMEA N E V., UINRERER AN b, BHEEOH HEEIRE T o7,
c: TBRFI T, Ny 7 770 RL_XULREN- 220, T/ANZAEL (0.1 pM) 23 OATPIBIOFE THLI M E I mE BT 2 LN TE oz, fil B
FCE, BB TEA LM CHERRENFE SN R um&)Eﬂt%@@ T RAE L (0.5 uM) A OATPIBIO B Tlx a2 &z‘»réﬂto
d: TR FI T, = A N2 e (0.1 uM) 23 OATPIB3DRE CTH L Z E R I Nz, i< Mt Tid, B FEA LZMEE CHE/FENESLIBED LN
HLOD, TANRZEL (0.5uM) 75 OATPIB3ID KB TIEAR W2 &ﬁwéﬂto
ND: HEH®d
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[ £}4.2.2.6.24: E-PK019]

Type of study: In vitro experiments were performed to evaluate the potential of elbasvir to act as an inhibitor of human liver microsomal cytochrome P450 (CYP1A2, CYP2B6,
CYP2CS, CYP2C9, CYP2C19, CYP2D6, CYP3A4) activities.
Test system: Human liver microsomes

Assay: LC/MS/MS:

Reaction CYP Positive Control Inhibitor 5 1Cs (uM) *
Elbasvir Positive Control
Phenacetin O-deethylation CYP1A2 a-Naphthoflavone >100 (-2 + 1%) 0.014
Bupropion hydroxylation CYP2B6 Ticlopidine >100 (13 + 4%) 0.37
Amodiaquine N-dethylation CYP2CS8 Montelukast >100 (14 + 1%) 0.18
Diclofenac 4 -hydroxylation CYP2C9 Sulfaphenazole >100 (19 + 4%) 0.80
(S)-Mephenytoin 4’-hydroxylation CYP2C19 Benzylnirvanol >100 (12 + 1%) 0.23
Dextromethorphan O-demethylation CYP2D6 Quinidine >100 (9 £ 1%) 0.15
Midazolam 1’-hydroxylation CYP3A4 Ketoconazole >100 (26 + 1%) 0.025
Testosterone 6B-hydroxylation CYP3A4 Ketoconazole >100 (13 +4%) 0.032

tERFI 70 Y —2DTREED CYPIZHT 5T NRZEALDHERE (ICs) IZOWT, HMEDRNT D Ky BT WVEBETA X aN—a 52 LI VREL
720 BBMERT RO EIK (ICs<l pM) & L T, = A NRAE VTGO CYP IHFHICx L CHEEZ R E 20> 72 (IC50>100 pM) ,

a:  UREEHUMEE & HRE L CEREMEZ50%E TR FS® 2 O BEREER XX LS A BV

b: By aPIE. 100 pM 21T B FRE RO FEEE + HE AR
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[ £}4.2.2.6.17: E-PK002]

Type of study: In vitro experiments were performed to evaluate the potential of elbasvir to inhibit CYP3A in a time-dependent manner in human liver microsomes
Method: Pooled human liver microsomes (1 mg/mL) were pre-incubated at 37°C with 10 and 50 pM of elbasvir in 100 mM potassium phosphate buffer (pH 7.4) with 1 mM EDTA,

6 mM magnesium chloride, and an NADPH-generating system for a duration ranging from 5 to 30 min.

The incubation mixtures were diluted 10-fold with the same

buffer containing 250 pM testosterone and an NADPH-generating system. The incubation was continued for an additional 10 min to monitor the extent of testosterone
6B-hydroxylation. The first order rate constants (ko) for inactivation at the various concentrations were calculated from the negative slope of the lines by linear

regression analysis of the natural logarithm of the remaining activity as a function of time.

Tabulated results: Time-dependent inhibition of human cytochrome P450 3A by elbasvir

Concentration of elbasvir (uM)

kobs (min-l)

0
10
50

0.005
0.008
0.010

TN AELES0 uM E TOPRE T, CYP3A 1T L CAT B R BEBKAFAOBILE 2 75 K720 5 72 (Kops < 0.015 min™)
PSP B S 7 27U 2 b 210 pM (Kops 0.053 min™) J 150 uM - (Kops 0.058 min™) TiE, 300D T LA ¥ 2N — g  T>80% D EE R LT,
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[ £+4.2.2.6.21: E-PK009]

Type of study: In vitro experiments were performed to evaluate the potential of elbasvir to act as an inhibitor of human UGT1A1 activity.

Test system: Human liver microsomes

Methods: Pooled human liver microsomes were incubated with 20 pM estradiol, a substrate for UGT1Al for 20 min. Estradiol glucuronide was quantified in the absence (solvent
control) or the presence of elbasvir. Nicardipine was used as a positive inhibitory control.

Assay: LC/MS/MS

1Cs9 (uM) :

Reaction Enzyme Positive Control Inhibitor - —
Elbasvir Positive Control

Estradiol 3-glucuornidation UGT1Al Nicardipine 70.9 £12.7 2.7+0.2

BRI D = Py (ICso=2.7pM) & LT, =/ RZA /LT UGTIANZK L CIHEZ RS> 72 (ICso = 70.9 uM),
a: IAPEELNEE L HE L CEEREMEEZS0%E TR T &2 DICHEREER T LN A EVIREE, SERE A Y 2
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2.6.5.B.23 EMEREHER . £ ~ P-Glycoprotein, BCRP. BSEP. OATP1B1. OATP1B3. MRP2. MRP3. MRP4, OAT1. OAT3. OCT2
EN LT HEERA

BERME - TN A E L

Study system: In vitro
Assays: Liquid scintillation counting

Transporter Cell Lines Substrate 1C59 (uM) Positive Control Inhibitor Study No.
P-glycoprotein | LLC-PK1-MDRI [*H]Digoxin (0.1 pM) ND Not applied [E#}4.2.2.6.19: E-PK006]
P-glycoprotein | LLC-PK1-MDRI [*H]Digoxin (0.1 pM) >0.5 Cyclosporine A (10 uM) [E#}4.2.2.6.28: E-PK023]

Verapamil (0.3-1000 pM),
P-glycoprotein | Sf9-MDRI [’H]N-methylquinidine (0.1 pM) 0.32+0.02° gr‘;tézizzlofg (1()"110_?8 ﬁig [ £}4.2.2.6.27: E-PK022]
Ledipasvir (0.001-1 pM)
BCRP Sf9-BCRP [*H]Methotrexate (10 pM) 0.15+0.02* | Kol43 (2 uM) ['&#}4.2.2.6.18: E-PK004]
BSEP Sf9-BSEP [*H]Taurocholic Acid (1 uM) >0.3 Atorvastatin (100 uM) [& $+4.2.2.6.20: E-PK007]
OATP1B1 MDCKII-OATPIB1 | [*H]Pitavastatin (0.1 pM) >0.5 Cyclosporine A (5 uM) [&#+4.2.2.6.17: E-PK002]
OATP1B3 MDCKII-OATP1B3 | [*H]Cholecystokinin octapeptide (5 nM) 0.10 £ 0.01* | Cyclosporine A (5 uM) [&#+4.2.2.6.26: E-PK021]
14 . . :
MRP2 S/9-MRP2 Ejogj]f;f‘ecr(ﬁnﬁ\/[‘*)c‘d Glutathione >0.3 Bromosulfophthalein (100 wM) ‘
MRP3 Sf9-MRP3 [*H]Estradiol-17B-glucuronide (1 pM) >0.3 Bromosulfophthalein (100 uM) [¥0F+4.2.2.6.20: E-PK007]
MRP4 Sf9-MRP4 [*H]Folic Acid (10 uM) >0.3 Bromosulfophthalein (100 uM)
OAT1 MDCKII-OAT1 [*H]cidofovir (1 pM) >0.5 Probenecid (1 mM)
OAT3 MDCKII-OAT3 [*H]estrone-3-sulfate (0.1 and 1 uM) >0.5 Probenecid (1 mM) [&#+4.2.2.6.30: E-PK026]
0CT2 CHO-K1-OCT2 ["“C]metformin (10 uM) >0.5 Quinidine (100 uM)
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EAORBRTIL, =ANZREN03~30puM D L& Ppg 20T 25T TH T 0 OEEITHT 2 HEIT20%ARM ThH o7z, M0 IELUE/RLZRBRTIE, it Lcx&iRE
FEO.5 yM IZHB VT Ppg 2N T2V T XV v ORIIEZILE LRV Z L BB TE I Ppg 2N D N-A FILF =D 0 ORI 5 T 32 ELOLEFEHIZ,
NE oA VAEGIZ LD e B MDRIZFBEEL SE7=3 o AHla [Spodoptera frugiperda (Sf9)] 7 HFREL U7~ 7 v W TRET L7z, BBPERHIRIZ W=,

RINRIN, PVFTEL, A bTary— i, ROLT 4 2RAE /LD ICspld 4 422.9, 31, 0.9, K0U0.39uM TH» 7=,

OATPIBI & LI B # N2 X F v Ok, KT MRP4%ZE N LIZ TR ORI T HHEOREIL, AN ELORF LEEHEERE (4520.5%00.3 uM) 2B\ T
K2 23% L VTR%TH - 72,

BSEP ZJr L7z v a— )LEEOfik, MRP2EZSN LIz X 7 U VO TV F A U REEROERYE, KOMRP3IZN L= A T V4 —/L-17p-7 V7 u = KOkl
LT, TANRZAELORE L-kERE (03 uM) THERMEERIZRD ShRnoTz,

T A OKERENEIL, BCRP J2 U8 BSEP DB Hi4E (45 2 Kol43: 2 uM K YT R L X2 Z F 20 100 uM) & F W T2 355 A IS IE# #PHIC A 5 = & THesB L 72, OATPIBI
KO OATPIB3D Btk HRIEIZIE, 7 2K Y v A (5uM) % H 72, MRP2, MRP3, & O MRPADFMEGIERIRIZIE, AL ART BETZZ LA v (100 pM) %

77
a:  CERMErEnees
ND: HH®ET
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[ FH4.2.2.6.25: E-PK020]

Type of study: In vitro experiments were performed to evaluate the potential of elbasvir to induce CYP3A4, CYP2B6, and CYP1A2 mRNA expression and activity in human

hepatocytes.

Method: Hepatocytes from three donors were plated in collagen I coated plates and cultured for approximately 48 hr and treated with vehicle control (0.1% DMSO), elbasvir (0.1
to 20 pM), and positive controls (rifampicin [10 uM], phenobarbital [1000 puM], or omeprazole [50 pM]). At the end of the 48-hr incubation period, whole cell-based
CYP3A4, CYP2B6, and CYP1A2 enzyme activities were measured using testosterone 6B-hydroxylation, bupropion hydroxylation and phenacetin O-deethylation,
respectively, employing LC/MS/MS methods. Total RNA was isolated for quantitative PCR analysis of CYP3A4, CYP2B6, and CYP1A2 mRNA expression.

Assays: LC/MS/MS, mRNA isolation and real time PCR (polymerase chain reactions)

Tabulated results: Assessment of elbasvir as an inducer of CYP3 A4 in human hepatocytes

Lot 246 Lot 285 Lot 295
Treatment Dose (uM) CYP3A4 mRNA Testosterone CYP3A4 mRNA Testosterone CYP3A4 mRNA Testosterone
» 6p-hydroxylation 6p-hydroxylation 6p-hydroxylation
Fold * %PC " Fold * %PC " Fold * %PC " Fold * %PC " Fold * %PC " Fold * %PC "
Rifampicin 10 9.2 100.0 6.0 100.0 44.4 100.0 7.5 100.0 9.0 100.0 4.2 100.0
0.1 0.2 NR 0.6 NR 2.2 2.8 1.3 4.9 0.6 NR 1.3 10.2
0.5 0.4 NR 0.6 NR 3.0 4.7 1.0 NR 0.6 NR 1.2 7.4
) 1 0.4 NR 0.5 NR 4.2 7.4 0.9 NR 1.1 1.3 1.1 3.6
Elbasvir
5 0.4 NR 0.6 NR 4.4 7.8 0.9 NR 1.1 0.7 0.9 NR
10 0.7 NR 0.5 NR 4.3 7.6 0.9 NR 1.7 8.3 1.1 2.2
20 1.1 1.4 0.6 NR 5.1 9.4 0.9 NR 1.4 5.4 1.0 NR

TR AE NI CYPIA4IZH L CHERBEE RS-z [ZA/NAEL0.1~20 pM Z I (n=312 v )
PEOEINE (%) OFHWEIX, BHESREOU 77 vy (10 pM) &R T20% R TH - 721,
a:  XROBEEICKT 2 EOEIE DOFELE (n=3)

b: MO THIE LB O U 77 o B St T 5 FE0EES (%)
NR : RHEOBEB LD L RSNF o220, wEET,
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[ FH4.2.2.6.25: E-PK020]

Tabulated results: Assessment of elbasvir as an inducer of CYP2B6 in human hepatocytes

Lot 246 Lot 285 Lot 295

Treatment | Dose (uM) CYP2B6 mRNA Bupropion CYP2B6 mRNA Bupropion CYP2B6 mRNA Bupropion
hydroxylation hydroxylation hydroxylation

Fold * %PC" Fold * %PC" Fold * %PC" Fold * %PC" Fold * %PC" Fold * %PC"

Phenobarbital 1000 11.0 100.0 13.9 100.0 6.9 100.0 6.5 100.0 8.1 100.0 8.6 100.0
0.1 0.3 NR 0.8 NR 1.6 10.0 1.1°¢ 4.6 0.4 NR 0.9 NR

0.5 0.5 NR 0.9 NR 1.8 13.8 0.9 NR 0.4 NR 1.0 0.2

) 1 0.4 NR 1.3 4.7 1.5 8.5 0.7 NR 0.6 NR 1.2 4.6

Elbasvir

5 0.4 NR 1.3 3.6 1.8 14.5 0.8 NR 0.5 NR 1.4 9.4

10 0.8 NR 1.1 1.6 1.6 9.8 0.9°¢ NR 1.1° 1.2 1.6 14.0

20 1.3 2.7 1.6 7.6 2.1 18.0 1.9 26.7 0.7 NR 0.8 17.8

TILNA BT CYP2BOIZ X L CHERBEEZ RS o7z [TANAENL01~20 M ZHFflld (=31 v k) A FaX— a3 LL &, mRNA R UOEEHEG
PEDOHIINER (%) OFHMEIT, BB O 7 = /2 A% —/4 (1000 uM) & R T20% K TH - 7= 1,
a:  XROBEEICKT 2 EOEIE DOFELE (n=3)

b: OB THIE L7ZBIESRO 7 = ) AL EZ — 2t T 5 FEOE S (%)

c: BRI TH o 7272, 26D E Z 7= LTz,
NR: XTHOBE LY QISR TH/ -2, ®EET,
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2.6.5.B.24 FEMEHREFER : £ bF b O— L P450 3A4, 2B6 R UN1A2MDFE (i F)

WERWE - TR E L
[ FH4.2.2.6.25: E-PK020]

Tabulated results: Assessment of elbasvir as an inducer of CYP1A2 in human hepatocytes

Lot 246 Lot 285 Lot 295
Treatment Dose (uM) CYP1A2 mRNA O-l:il:eltll?;le;:?on CYP1A2 mRNA O-l:il;?tll?;le;:?on CYP1A2 mRNA O-I:il;eeltll?;le;:?on
Fold* %PC" Fold * %PC" Fold * %PC" Fold * %PC" Fold* %PC" Fold* %PC"
Omeprazole 50 41.4 100.0 12.4 100.0 39.5 100.0 9.8 100.0 25.4 100.0 18.3 100.0
0.1 0.4 NR 1.0 NR 1.1 0.3 1.8¢ 9.5 0.8 NR 1.2 1.4
0.5 0.7 NR 1.0 0.4 1.2 0.5 1.5 5.1 0.5 NR 1.3 1.9
Elbasvir 1 0.6 NR 1.0 0.4 1.3 0.8 1.3 3.9 1.0 0.2 1.5 2.7
5 0.6 NR 1.2 2.1 1.6 1.5 1.8 8.9 0.8 NR 1.9 5.0
10 0.8 NR 1.4 3.1 1.7 1.7 2.3 14.6 1.4 1.7 1.7 4.2
20 1.3 0.7 1.8 6.8 1.8 2.2 2.3 15.0 1.2 0.7 2.4 8.2

T NAE VL CYPIAIZK L CHERFEEZ RS o [ZA/RAEL0.1~20 uyM % A fifld (n=32 » k)

MHOBIINE (%) OWEHEIZ, BIEFSROA 27T — )1 (50 uM) & EE_T20% K TH - 721,
a:  MNROBEICKT 2 Z{b0EEGOFEHHE (n=3)

b:  HEOBECTHIELZBESBOL AT T — i+ 55 EO0EE (%)

c: IR TH - T272 0, 26O E 27~ LT,
NR : SPROBEHLI O QISR T/ Lo 720, WiEET,
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