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BERVEMAE—E

AE T 9 D M5 L ORI HER 2 LU ISR,

BEER U EFEFAE FEEDERA

A—B Apical to basolateral : THSE/H]7)> & JE A 5 0]

ADME Absorption, distribution, metabolism and excretion : WU, /347, 1R & Pk

AUC Area under concentration-time profile : 5% — BERE Hh 4R T mifE

B—A Basolateral to apical : BN 7> O THEG AR 7 7]

CL Clearance : 7 V7 7 /X

CLin Intrinsic clearance : EH 7 V7 T A

Crnax Maximum plasma concentration : Fiz i Ifil 3 1 i

CYP450 Cytochrome P450 : & ~ 7 12— A P450

EROD Ethoxyresorufin O-dealkylation : = h¥ < LY L7 ¢ O-L 7 /L% L1k

F Bioavailability : A4=#)#0F| il =&

HEK cells Human embryonic kidney 293 cells : & kG V2 BB & 293 Hifa

HLM Human liver microsomes : & MNFI 27 @ YV — LA

LC-MS Liquid chromatography and single mass spectrometry : {Z{Kk” v~ k7' Z 7 ¢ —
/BB HTIE

LC-MS-MS Liquid chromatography and tandem mass spectrometry : (K27 v~ K77 7 1 —
/BT DIRVE BT

LC-RAD Liquid chromatography radiochemical detection : ik v~ ~ 277 7 ¢ — /Jiftht
BTt

LC-NMR Liquid chromatography nuclear magnetic resonance : A7 v~ 757 4 — /
R e SRR

LLOQ Lower limit of quantification : & & FE

LSC Liquid scintillation counting : {IK> F L —3 3 VEHGE

MDCK-MDRI Madin Darby canine kidney- multidrug resistance 1 gene : £ s MDRI1 (multidrug
resistance gene 1, P-$i4E FAH) ZHIFEEL S 72 MDCK (Madin Darby canine
kidney) il

Pop Apparent permeability coefficient : FL7> T DO LR

Pgp P-glycoprotein : P-## & [1E

QWBA Quantitative whole body autoradiography : &N RH A — KT VAT T 7 ¢ —

t, Half-life : )

tmax Time for maximum plasma concentration : iz = I3 H 5 & 1) 32 R ]

ULOQ Upper limit of quantification : & & IR

Vs Volume of distribution at steady state : & & IRBE ) Af 255l
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2.6.4.1 M=

AIETIIF B 7 Lo L OREKRBIRE 21T 51T U CElE L7=WIL, s34, . HEi (ADME)
&V o T IR IR BR R IC D W CRLIR 9™ 5, S ENRERRER CII IR AR SREE R, HERBTHW
72D LR CEREE V., D oARMICRE CREOEM &2 AV C e L7z, 3RMEERER T3k
AN FE 2R & [ UAE T 5 L7z, ADME @ % 3 L72 in vivo 3BRDZ < T
L7z #5813 20 mgkg TH Y . ZHUTFMERBROL K THRE LM EICH Y95, FHBRN
TR U 72 B B I F R BR OAERS (2.6.6 THSR) [CiiHiT 5,

TRTCORBRIIT A N T BRI ELIETT A N T BRI OEFEESILIZB VT, EARMIC
GLP (ZEAWTHEM SNz, U7 L a b OIERA KB RERTAT 21T - 7o el BR e X34 e
D—EF (265 HEBWR) [CELdiz, FhH7 Ll (AR-C126532XX) ZHWTEM L7-42TD
HYEEARZFHIICE D7, BPORBRIH TRE REVRRWIERITIE, AETIIEH OHEY
B RERAER DS 2 FLHl T 5,

F 7L alOEEARHIT AR-C124910XX (b Fu o F L8 o BEEA) &Y AR-
CI33913XX (Y7 g ua7z=->r7uara bt )VEOREER) o2 HETHS,

BRIEWIH o0 F bk 3k e OSSR BHRERRBR Tl MER DT~ &7 L m Ui B I 7 | 5 T el A 2
B~ NS T T = RSN E R L, BBEEBORBICIE, T Lol AR
C124910XX }O* AR-C133913XX @ 2 FHHADOEHM ORIKFE R Z T 5720 DTk 2 Bise L.
IWTEDBRFIC S 2> Tx & 7 ZIVE R (LC-MS-MS) &M L. WEpkEsE L L CRML
IR LT=F B 7 v e v iz,

AMEIITPOERE, EOMS. SR OBERILE - FE L \WoTo in viro HBR, EKEHE,
TR K O & W o 72 in vivo BRI D W CEEHIT 5,

e Caco-2 fila% H\ 7z in vitro W EBRIZEBNT, WG M (A—B) ICBITFAF A7 Lol
T OBRIREE (Pyp) MO, FH T L LOREGRMEITIPRETH D Z LRSI,
Fio. HWITA (B—=A) ~D Py, (20 F U7 L a LR WR M Ok X0 15
BEOOHEHSNAFREMER H D Z EARE I 7, & b MDR1 (multidrug resistance gene 1.,
P-PEEHE) ZEFEIFEL I H7- MDCK (Madin Darby canine kidney) #fificd 2 H 7258k IZ 35
WT, TAZ7 L RRZEDOIERZRFFT 2R TH D AR-C124910XX 1T P-HEEAE
(Pgp) DIETHY ., FHWILERTHD Z LRSI,

e Ty MRUO~—Fky MIRABELLLEEDOF I 7 L a/LOWIILEE T, #xh o1 4
TRAZEVT 41X7 v b TR 0%, ~—FT&y hTRA0%TH-7,

o TFHTVLurAOMBEEAMEGHEIL. B F2ELHRF L2 ToOEMREICHE W TEI 5T,
RO HIT 0.6% (b M) ~1.0% (F X1fE) Tho7-,

e AR-CI124910XX DOFEFEAT/IZRIL 0.14% (b hfHE) ~2.0% (7 2M#E) CThHhor-,
AR-C133913XX DOEHMARITIEFITERS, BT HIT 48% (b MEE) ~99% (+
v AME) ThHoto,

o T NMIMHEREAER LIz 7 v a el E Uiz b & BRSPS A # 2 5y
i Lz, WINOMBEPIIERIC BT b, BEHREO MBI b7z, -
FRBE Y Je OV 2 il 3 5 BTN TH D B X bz, AT v FEROEHT v b
& HITH T R OIRERICB W TR E O IR REN BRI D=y, A 7 =z EaiH
f~OFRESITRO 2o Tz,
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o Invitro X WVin vivo \IZBWT, 2 O FEREWNFEE ST, 52 RET 25 AR-
C124910XX (& Fu ¥ =F A AIHOBEEAR) &K ONEMHEREY AR-C133913XX (¥ 7 /v
Fu 7= r7uaru AROREHE) THhA,

o Invitro RRFERND, FTH 7L OB T 5E% CYP BEEIX, CYP3A4 KT
CYP3A5 ThA I LR RENT, FH 7L anbimtEa R84 531 AR-C124910XX
~DARRIZ CYP3A4 NEICEET S, F 7L arofEHcBITAioe v CYP 451
DEHIT, B THDHEEZ BN, CYP3A4 (2L AT E 512 AR-C124910XX D%k
ZbHEELTWbHEEZ BN,

o JUHBERESRL-Fh L uLrRELIEE, BELEEToEmE (A, T b,
v~%t/%)&wt%m%wf B RE O R 1T FE IR < 7o, RO 5 K&
AR S L2 & X OFERICTEISHFELZDIL, F 07 Ll TN AR-C124910XX TH
V. AR-C133913XX H#D ﬁMéhto%¢ 1T & AR-C133913XX 23 FH &z,

o Invitro RBFERMNSG, FH 7 Ladh b 0IEE 0 FEAHIT, CYP2C9 K Y CYP2D6 i
PR U CHRRE OBLEER 2R &4, CYP3AS I2OWTH HAREDHEN RSN,
FA 7 L@ CYPIA4 IZKITTEEITRBRICH W RE TRV | I L XTFHRRE D
MEER %2R LTz, 827 L i CYPIA2, CYP2B6, CYP2CS8. CYP2C19 T} CYP2EL
TEMECKT T 2 BEERITRE O b nro T,

o Invitro RBRFERNL, FH 7 Lo KD AR-C124910XX & H1Z, CYPIAL, CYP1A2,
CYP2C9, CYP2B6 MU} CYP3A4 {HMEICKT 2F5EIT580 LW, FHEOREITEW
Z eI,

o Ty NHEKRDFIZ v Y —AEHWTEYOIE D O R EREF LIZFER, F 71
BT A RNAT R UDEG7 VT 7 AR TFSEL 2 ERanT,

o  JHBEAERR LT H 7 v ERA Mo T v Mok Lz E 2 A, It REM O i 5E
DB S ITEWIREOFEENFRD DALz, Tt IS S i e O K 1 T
77 VA )VREKRTH - 72,

o JHHEEIEFR LT A v anERE LB RO H AN T v MWL I & x|
O RRIE BAFIZWIN S 4L, S B ORI ARG 90 LT,

o [HET=AL T AKR—Z— (OAT1 it OAT3) ZHELS WU L OV Mz
PRANE HIIE B RS 5 2 FN = in vitro 3RBROFEF DS | ?ﬁﬁvﬂn«AKcu@mxx&U
AR-C133913XX | OAT3 %0 L7ZJREEHEDEL Y IAABAFEINZ L0 | STALIRABE ~D IREE /3 W4
EFAAERZR Z 2 LR E T,

e b MEROBIEHINIEAN LTZIREE T o AR —4—1 (URATI) ZHV 7= in vitro iRBRD
FERMNS, F A7 L ail AR-C124910XX KO8 AR-C133913XX 1%, URATI1 A NM{ET 5
UC-PRERYE D HL Y AT B F W LEER 278 LT,

o  FH T L uKOMCH AR-C124910XX DIMIEE FFEAERITEZ T~25 BAED T v M
WTEL ., Rt L7z B CEWIRO b hotc, S 7 v MBI 2 EEAR S
RIIRAT v b ERIRETH - T,

e HEOELDZT v IO LEFIZ 0y —2FOFh 7 Lo KUOCHEY AR-
C124910XX ORHAEMFT LTz & 2 A, REHW AR-C124910XX D7 1 Y — L TOHER
ITHERE & DI L 7=,

o THIHIT v MBI ARKEHRGEHFEMRBRO XL a X270 7 AR WT, AFH SR
FBUTTF AT L aLOBg@EaENRroTWnWe, A% 7 HEDOZ v TIEF 7L mard
Coax & AUC 13A%Z 25 HEDOZ v M LD QBEFICE N -T-, £z, T 7 L/ LO3KIE
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P& R 5 EERE AR-C124910XX DOIRFE R L A% 25 HED T v MLV A% 7 HE
DT NOFNEIST,

2.6.4.2 PHTE
2.6.4.2.1 mMEFDFHILOLEVTREY (AR-C124910XX.

AR-C133913XX) BEDEE;

FEMG IR SREE B, KB RE R, FERBRICB T 2 MER O F H 7 L v VIR Z ik iR s
rva~< 7T 7 40— EEOoNE (LC-MS) ICEVERLE, ExoEiEick T s Ln
IV OVEFE &7 G T 2 72D TiEE R LT Y . A2 RFFT 23 AR-C124910XX D
AT 5 7o DIZBD THoMTEZBRRE LT, SO oA TG AR-C133913XX & F %
7L a R AR-C124910XX & [FARE, A L < IFHEMTOEEN AR L 72> TV D, ROHHEILIFNL
RIEFHR L= F 7 v a LN ERE L L CRHW=2 T 2BVE BHE (LC-MS-MS) Th b,
ENENOH/NEIZT B LIEEELVEEZAGLTRBY, T XTOOIEITEY TH 5 Z L3R
SR TVDS (FE ),

eDNDOIPHETIIEELMA THEHA LS00 H Y . i L7 riE 028 8 & i iR 31
IIMTHAEENCFEHE Lz, OTIEONRY F— g B E LEoiET R CEfEEL T\ 5,

LC-MS O M E Bt OB Ix, R L2z v 2 58 iE (BA-522, BA-542 KX
YATR264) %BrE, X TOOHIETRERZIT>70, 24T 53-01-R0 TIEBRERITA T 1~
BT LR O T LAAAL v F o SN2 E 0T TS, MHEE O ST 1T oMTEIC L B
V. TRTOWBFWEOERE TR (LLOQ) 1% 0.25~50 ng/mL (0.5~100 nmol/L) D HEFHIZ & -
7o BEMOHFMIT 0.25~50000 ng/mL (0.5~100000 nmol/L) T 523, /HIEIC L » TR -
TW5, oMk BA-542 ZFRWT, T X TOSHEICI T DRE K OEEIT LLOQ TlE 20%Ai
(R DOFLRIE ISR 2R TFRE) €' LR (ULOQ) £ TOTRTOMFMEET 15%
R THoT=, ik BA-542 I281F 5 AR-C133913XX DBMTHE D K5 1% ULOQ £ TOHEE T
20% A T o T2y, ROWEEMHHT 5 Z LIXFFR TE 5 &l L7z,

M AEREH OWBRDE DL EVEDOE IOV CIILL FICRR#iT 5, miEREFhoFH 7 Lo
KOV AR-C124910XX 1£-20°C THRIF L& &, W=7 A ¥/ TiL 87 HE, £ 1T L=ZD
fOEFETIL 7 B AU LERETH 72, AR-C133913XX DL EMIT OV TIT O HER W L [
FRICRFTLCW R, 7y b, TR, U¥F ~v—Fty homfEE iz T-20°C T
48 HMLA L ZETHDH EEZE 2 b D,

=1 mIFEABPOF AT LOIL, AR-C124910XX BT AR-C133913XX EEIZERA L=

HriZDEEH
SR N)TF—3ay RERE B BREREGE
mEE (ng/mL)
SC-102708 FH T Lan A X 5~2000
SC-102913 Fh T e ~—Ftv k 10~2000
SC-102959 FH T Lan 7 v b 10~5000
SC-103647 FH T Lan ~—Ftv b 50~50000
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=1 mIFHBPOF AT LOIL, AR-C124910XX BT AR-C133913XX EEIZERA L=

WL DM
TR N)TF—3ay RERE EnpiE R EREE
WEE (ng/mL)
53-01-RO 6140DBQ1 FHh T Lan 7 v b 5~500
A X 5~500
~—Ftv h 5~500
U 5~500
=7 A4FN 5~500
~ 17 A 5~500
AR-C124910XX 7 v b 5~500
A X 5~500
~—Ftv h 5~500
7 5~500
H=7A4Fn 5~500
<17 A 5~500
YAT/005 YAT/005 FH T Lan ~—Ftv b 5~5000
AR-C124910XX 5~5000
BA-487 YAT/008 FH T Lan 7 v b 5~5000
AR-C124910XX 5~5000
BA-488 YAT/009 FHh T e <A 5~5000
AR-C124910XX 5~5000
BA-452 YAT/012 FH T Lan e R 5~5000
AR-C124910XX 2.5~2500
BA-486 YAT/067 AR-C133913XX = 2~1000
BA-542 YAT/079 AR-C124910XX*? = 0.25~100
v b 0.25~100
<A 0.25~100
7 ¥ 0.25~100
~—EEv b 0.25~100
AR-C133913XX*? = 10~1000
v b 10~1000
~ A 10~1000
7 ¥ 10~1000
~—Ftv b 10~1000
BA-502 YAT/083 Fh T e 7 5~5000
AR-C124910XX 5~5000
AR-C133913XX 5~2000
BA-503 YAT/084 AR-C133913XX ~—Ftv k 5~2000
BA-504 YAT/085 AR-C133913XX <A 5~2000
BA-505 YAT/086 AR-C133913XX 7 v b 5~2000
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=1 mIFHBPOF AT LOIL, AR-C124910XX BT AR-C133913XX EEIZfERA L=

Wik DM
SR N)TF—ay wERME e BEREE

WEE (ng/mL)

BA-522 YAT/095 FhT Lt SN 0.25~100

AR-C124910XX* 0.25~100

AR-C133913XX* 0.25~100
BA-577 NA® FH T LaL A X 5~5000
AR-C124910XX 5~5000
BA-582 NA® FH T Lan AN 5~5000
S X 5~5000
AR-C124910XX 7 v b 5~5000
~{ X 5~5000
YAT/264 YAT/264 FH T Lran Tvhe 5~5000
AR-C124910XX 5~5000

S IEREA AL PR
b RNYF— g REM
¢ BITRICOWTH AT L TR Y . REMEIAIL 0.25~250 ng/mL TH 5,

NA %87
2.6.4.2.2 ST eI TE
2.6.4.2.2.1 EENEEA— SO FT5T740—

BEF A — T V47T 7 40— (QWBA) Tid. Ness M OSSR B 4 dOt B4y
Hr (uit.%fﬁ SC- 103112\ Bk 6140DMRS, #B#% 6140DMR25) ([ZX W HITE L7-, [EHETZ 2HIER

FUT W= eI AE L, PH-F 0 7 L e LA F RN G L= 5 8121% 0.01~0.09 pg equiv/g.
UC-F 7L LR OEE LSAITIE 0.1~0.7 pgequivig, “C-FH 7 Lo L 2 ERIRNEES- L
723541213 0.001~0.002 pg equivig TH - 7=,

2.6.4.22.2 EBHEE

MR EEAZ AT 272012 SH-F B 7V L e v aikiky v FL— 3 VEHIE (LSC ; 3B
SC-103174) THIE L7z, BHETZ A2MERTITI ANy 7 7T 7 FMEHNS 30dpm & L7,

26.4.223 In vitro./ in vivo {X 3t
PR DR e L ORI R E IS W =0 bTiE 2 3R 21T,

10
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= 2 KREMERDOREFRUORKBEMREREICER Lo
REE BEEME EiE DA SHEH
SC-102436 SH-Fh 7 v el Invitro LC-RAD R FL AR
Fv bk, A%, BEF LC-MS R R E
6140DMN9 BC-FAH 2 va Invitro LC-RAD-MS AR RS R
~T A, Ty b, Rt A &
~—Tt v b,
H=7 AP,
A4 X, bk
26151 BeFhm s vz LSC B RER &
LC-RAD-MS/MS  {RHI#fH Rk
Rt A &
SC-103125 SH-FH 27 e Sy h LSC T BE
LC-RAD R AR Y
LC-MS/MS & KRR E
LC-NMR
6140DMR20 “Cc-F A van Ty b LC-RAD-MS/MS R =
Rt A &
26886 “eFH s van Ty b SSWELIT LC-RAM-MS/MS skt
Rt &
SC-103826 SH-F w7 1ruanL  ~<—%tkv h LSC K RETH &
LC-RAD R AR Y
LC-MS/MS & R R E
LC-NMR
6140DMP21 BoFH s LaL w—FE vk LC-RAD-MS/MS kst
Rt &
208066 BeFh v e b LSC TR B RE T &
LC-RAD R AR Y
LC-MS/MS INEEZIENS
2.6.4.3 I 1R
2.6.4.3.1 In vitro

FH 7L a L OEFEEMIL Caco-2 & V= in vitro

BRI TR L= (BB SC-103188)

TESR AR 20> & FEES YA E] (A>B) @ Py 1 3X10°% em/s & HREOBLEEIETH -T2, 72,

FLECRE 7 S THSRIERI ST 6] (B—>A) D Py 13 11X10°%em/s TH Y . F 4 7 L a LR UWFRIANE
DOEERHEIC L0 E L LHEN SN D ATREM D & 5 Z E R ST, T 7 L avid Pegp DX
BTHY ., P 20~30 umol/L THIFIT 5 Z L AVRENT-,

MDRI-MDCK iz FH W 7=3RBRICBW T, FH 7 Lo OFOEEEZRFEFT 2R TH
% AR-C124910XX Id Pgp DHEEH TH D Z Lovrsiviz Rk DMY10) , 72, FH 7 Lk

11
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Y AR-C124910XX (X7 T F v D Pgp #4 Lic#adktiZxf L CHWEEME (o 1Csy i
8 umol/L 2 ¥ 10 pmol/L) %7~ L7= (AR 6140DMY14) |

2.6.4.3.2 7k

Zy MBI F 7 e LrORNEELEDEEFE (BB SC-102766 . Bk
6140DMN17) K OAIBIFR D=0 0l GRER SC-103059, 7Bk SC-102374, 7%k SC-102701,
B 6140DMN2) TEEff L 7=,

7 VT T AFHREE (27 mL/minkg) TH Y, EFREOMARIIAEZ (48Lkg) . &K
FHERIIFR 3 T o 72 (38 3) . RRIRE LC20mgkg 2R NG Lz &, RO A A4
TXAFZEYT 413 88%ThH-o7- (ER 6140DMN17) .

BB (10~300 mgkg) O hF T axxT ¢ 7 ZFHICE T, KERGHOF I 7 1L
DOUEFERITABELL FICHN L7z GRBR 99302 (SR99302-01), #BR 0660AR. 7Bk TPR3143, &
Bk 456930 (0400PR), Mk 456993 (0508CR)) ., #hL T, T >~ hOF I 7 Lo/ OMEE RIS
v b I bEhroT,

WL 7 > b (R 7~25 B) ZxBRE Lo iEd b mttali GUBR AA93000 (2835LR), #t
B AA93001 (2836LR)) IZHBITD FX L axxT 4 7 ANLAEBHRTOF I 7 L v )L Ol &
TERRD LIRS, T LD Cro OV AUC 134 25 HEDOZ v LV 4% 7 H
HOZy FToRvmnd, FA7 v a)LOiEEZ R 2 EEAHY (AR-C124910XX) Di
BERLEXR2SAEOT7 Yy PRV BAZTHEDOZ v M TR T,

2.6.4.3.3 141X

A XZBTBHF A7 Lo L ORNENEILR D53 5 GRABR 6140DMN2) & 2 SFI DAY K
[l beialBr GRAUBR SC-103120) 123UV CTREM L7z, MERAE NI 9 R <, & 514 1.5
BEREIC Co (CEEL T2 (52 3)

A XZF A7 va /A 5H%OF 7L ailxtd b AR-C124910XX OEZREINITE M2 &
T OEFE & TR T2,

26434 Y~N—Etv bk

~—Fty MIBITLFH 7 L alOERNEIEIT 4 RBRICBO TR L7z, 1 B GRBER SC-
102094) TIEF A7 Lo dkOos L, Bo 1 3B G SC-103087) Tik H-FH /L mL
RO E Lz, £72. FH 7 Lo KON AR-C124910XX DIANENRE 2 3l 9~ 5 72 12 2 iR &
Tuvv, 1 3B (GABR 6140DMN2) TlixF 7 vurakno&kEL., o 1 Ak GRAE
6140DMN17) Ti3ft 05 L OFIRN & 5 CTRET 21T - 72,

FH 7L a L ORI 5~7.5 FEfE, AT 2 U 7 Z 2 A% 11 mL/minkg, EFRIE DA FEIL
3JLkg Tholo (£ 3) . MAKRERDOASAA AT XA TETT 41T 371% Tholz (KB
6140DMN17) .

FMERBRICB W CRIER 5% OF B 7 L a L OBFERIT 200 mgkg £ TO®KE B CTIEIZH
BRI L= (GABR 99228 (SR99228-01), kB 575049, Bk 505453) .

12
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26.4.3.5 A=04HIL

H=7 AP NICBITHEYIHEEIMT L7010, PlHRBRTF I/ Ll aRakbg LT
(FABR 6140DMP13) . HEARFAERHNIHR 2 B CTH Y . 5% 1 B Coax (ZIELTZ (3 3) o

%3 FHITLAOLEEROFHT L OILKRY AR-C124910XX DIEARENRE/NS A —4

e

g BERRKR #®’E5E CL Ves t, F  AUC Crnax tmax
(mg/kg) (mL/min-kg) (L/kg) (h) (%) (ng-h/mL) (ng/mL) (h)

Fh 7 Lran
7 vk iv 3 27 4.8 2.8 2090
po 20 2.6 88 12900 1620 4
A X po 5 9.2 9020 1590 1.5
~—Fkv b v 3 11 3.7 4.9 4870
po 20 75 37 21600 1940 3
B=7 A% po 5 1.9 239° 62 1.3
AR-C124910XX
7 vk iv® 4.1 314 55 0.25
po* 2.7 3890 390 4
A4 X po® 13 768 131 2
~v—Fkvy bk iV 7.4 520 44 0.5
po’ 12 10400 538 3
=7 4Y/  po’ 2.9 323¢ 66 2

a FhTvaLEks
b ERERATHEES (7R £ To AUC
¢ B R AT RER S (10 BRRE) % To AUC

2.6.4.4 Vil

2.6.4.4.1 E L B U MRS

In vitro DZEFFEAILH-F 2 7 Lo Lz v, 10, 200 & T8 4000 ng/mL O R CHMHFETIAIC
L OMF L GRABR SC-103174) . "H-FH 7 L ad 2 Ny FOBFHEFEAIRE L 98.6% K%
99.8% Tdh o7z, BHEE N LD DI KISy ORER THE 2 A\ o, et L7z RERHICB W
TEABAIML CEL ., EBERSDRIIRF LT X TOEWFE T 2% KM CThH-o7=, Fi-,
Rt L7 IR E R CRE ST B OB —E O[T /2 < . FEREETL S RIX T T 0.6% (B 1)
~1.0% (A X) TH-o7= (FE 4 ,

13
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£4  CHFNILOLOEEHE GHEARSE)

RE FEREERDE (%)

(ng/mL) (umolll) <R vk DH¥  AX I—E+Fv b E
4000 8 0.5 0.6 0.6 0.7 0.6 0.5

200 0.4 0.8 1.0 1.0 1.0 1.0 0.8

10 0.02 0.9 1.1 0.9 1.2 1.0 0.5
¥ (SD) 0.7(02) 09(03) 0.8(02) 1.0(0.3) 09(0.2) 0.6 (0.2)

SH-F A7 va sl A vFax—ar L, MEBITEE RO, RMER~DHFHFED
BATRIIME L TIE<, £916% (B F) ~K48% (U¥X) Thot= (F 5. il SC-103174) .

%5 *H-F A4 LAJL (10~4000 ng/mL) #MMikE A vF1_R—> 3 L1z & EDBME
R MEKFZITE (Invitro) [FHy (SD) ]

MmERFEITE (%)
YR Sy bk RS 4 X v—Fty bk =N

25 (6) 41 (8) 48 (8) 40 (3) 33(2) 16 (3)

Fh 7 vad 2 FEOTFERHY (AR-C124910XX K TN AR-C133913XX) D IMHFEEARKA D
100, 500 KUY 1000 ng/mL @ 2 B T P B Arisic L 0 ek L 72 (BABR YAT/116) . AR-
C124910XX DIEREATRIT 0.14% (B ) ~2.0% (w7 A) THO ., AR-CI33913XX DIHHE
AR IT 48% (B b)) ~99% (w7 R) Tholz (& 6) ,

x 6 AR-C124910XX KU AR-C133913XX MIMEER#HEE GEEEESE [F1Y (SD)

1)
FHREETE (%)
XA vk Pk X—Etv b Ek
AR-C124910XX" 20(0.2)  0.41(0.07) 0.32(0.09) 0.37 (0.08) 0.14 (NC)
AR-C133913XX* 99 (17) 52 (13) 53(17) 48 (7) 48 (5)
* 100, 500 % 0¥ 1000 ng/mL
NC HHE

F N 7L L ROGEM AR-C124910XX @ in vitro UFEEARESESFE T v b (K 7. 14 &
W25 HE) omiEEzHNTTF 7 LV RE 037, 37 ug/mL KUY AR-C124910XX RS 0.34,
34 pg/mL TEEBHTEIC L O BET Lz GRBR YAT265) . FH 27 L LY AR-C124910XX
FEABARIITRCORBEETEL . Fh 27 L a Lk AR-C124910XX DIEFEASTISRITENZE
1 0.3~0.5%K%N03~04%ThH-o7= (£ 7) ,

14
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x7 $ES Y MIBITLHMEBEELKE GEHEERSE (15 (SD) 1)

FEEEEIE (%)

% 78H % 14 BHE %2588
FhH L mL 0.37 pg/mL 0.4 (0.1) 0.4 (0.05) 0.3 (0.05)
FhH L aL 37 pug/mL 0.5 (0.09) 0.4 (0.08) 0.4 (0.05)
AR-C124910XX 0.34 pg/mL 0.3 (0.04) 0.3 (0.04) 0.4 (0.05)
AR-C124910XX 34 pg/mL 0.3 (0.07) 0.3 (0.08) 0.4 (0.05)

2.6.4.4.2 ik i)

H-FH 7 raLEZC-Fh 7 vantdy Ty MCHEEFIRNE 23R 085 L & X Ol
REDMBE AoV TIE, 3 20 QWBA RABR (GABR SC-103112, 7B 6140DMR5. B
6140DMR25) TalAffi L 7=,

BT v NEROEGHT v N (R 18 ) 12 H-FH 7 L a L5 rNE S L & X il
AEITEE -/ IR /oA LT GRER SC-103112) . MO BEMGRT Hhas (P&, B &
OVRFERE (R, TR, HRARZR L) I2EWRE ORRED RS S v, BRI ORK 7 5D
BEZRLE (K1) . BT DR TRWIRE TH - 7=,

TR T ORI B THETRED LI T Y 3~10 FRRE] & LA T, 5% 2 A TK
Ry DR PSRRI XA E IR ARG & e o7z, A THLREELTIREKDLE D, WTIhol
IZIB W T H B RE DR GFEHANITRRD b o T,

REMET » MG LT- & X OBEEE S IZ DWW TI32.6.4.4.55E (e @mErE) &M,
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100
—— Blood ---E - - Liver
-+ -A-- - Adrenal gland - «X- - - Kidney
—%— Heart —@e@— Pituitary gland
I —+—— Thyroid gland - --©--- Spleen
10 & )
——a—— Harderian gland

conc (ug equiv/g)

time (h)

X 1 AEHESY FMZ *H-FAH4L0OJL 3mgkg (350 MBg/kg) %#EARAIES L1-& =D
SRERE#HTE (SVLVEBZEERLEESRICOVWTERT)

Ao 2 RETIEAGAKET v FROEGET v Mot LT, YC-Fh L e BER AR S
(FABR 6140DMRS) M ONHL[EIFRARN B 5 GRABR 6140DMR25) %#1T-7-,

Ty M "C-F A7V n L2 HERROKRES L- L &, BERIZEFIC O L, KEs O
kT G% 4 RIS b EWIRENE O biviz, RHA OB #E 3 2 ilds (K, B &
DRI O X 9 72 ik CRRE OSBRI Sz (K 2) o BEEEITESHITHEE L, K
7 DR T 5-1% 24 REREILINICRIERRSE ARG 72 o 72, BRAERR Tl 5.4 72 Rl B W T ik
HREDFRH-E RO bz, MK RRITEN S e o7, T XTOMBR TR G% 168 FEEILIN
VAR E BRI AR & 72 o 72, AR (IRERIMERE OB GERE) ICBWTHEEEE 2 5
=V ORRAGESITRO bRz, AEOEE TIXAGRKE L X TEEEDORNENED b
AT, WREHR RO BE D VH IS 1T L Tl D . B 5% 168 FEREICAPNIZHIE R AT & 72 -
776

F7 y MCHEFRROKRGELTZEESAGT v b ERXTHRENEDOMIZENTH -T2, Ll
RN, BHRED A K OVEKRITHER AR T v F TREETH - 72,

16
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—— Blood —@— Liver

- --&--- Adrenal (w hole) ---X--- Kidney (w hole)
100 ——— Small intestine w all —— Heart

—+—— Thyroid gland Pancreas

Salivary gland .- -©--- Spleen
---X--- Lung - - - A-- - Preputial gland
-« -X--- Skin (pigmented) ——a—— Harderian gland
10 Bladder

conc (ug equiv/g)

0 12 24 36 48 60 72
time (h)

2 HEHS Y M *H-FH 5 L0 20 mg/kg (5 MBg/kg) ##BO%5E L1 & EDMEHHE
REER (SUVBEZRLEZBSRICOVTERT)

3 OHOREBETIIAGT v M MC-F 7L u v E EEIIRNE G Uz, B RE IR R
oLz (K03) o T XTOMBETHRER 0.5 FFFICHR S mWIREOBSENZRD b, B
TR ORI RS 4 S fistas  (AFNeL. e, B KR Ok (R MR OVFEAK) THEREOD
SREN RO BTz, BI85 BRI B 13D TR o 7o, MRETIIR A0 U CL i RE I3
DU, 5 168 FRFILANIC KHR 3 DA THREHEITRED b e < 7o 7z,

FARE~ DB RE D IRF 22 IIA T v T MC-F 7 L L ARG LB IC 38
o (K 3) , BTy N ERBROSH M ONERZ R LTz, Ky O/ CTHR % 5 210kb
B OB REN GRS DTz, ME L CTRE L ORI BI 3 2 lkas (P&, PElR. =) K&
PR (B, TIAR) CTEIREOHKIEENTRD Hivlz, HEED /WA X m R O S EEN
RO LI, BB EN W SN LB 2 bivle, Mt 428 U COimeldd L, &5
% 72 BERLINIC Ky Dligigs THGHEIZRO b2 oo 72, MICHEHEIRIZE A LD LN
ol

Aefiik (RERMAEE R OFEAE) ICBWTIHRIHIEL A T = ORFERIFESITRED b
oTc. BEG% 168 W OIRER M U A REIZRBD DR o 1o, R BERF RICB W T LA |
PRI REITRR D BT, £ ORESREREITMELS . BT v M ERBEDRE TH T,
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100

10

RN

conc (Mquiv/g)

©
N

0.01

0.001

100

Sy
D 3

F 7 v a VIRPEREAE R, BRIAYLC AR

—— Liver

- --X- - - Kidney (w hole)

—%—— Salivary gland

—+—— Pituitary gland
Brown fat
Rectum
Skeletal muscle
Uveal

—@— Pancreas

Adrenal (w hole)
——a@— Stomach w all (secretory)
——=—— Heart

Thyroid gland
P Y Sp]een

Lymph node

10 1

©
RN

conc (Jg equiv/g)

0.01

0.001

X 3

-4

24 48 72

time (h)

96

120 144 168

—— Liver
- --A--- Thyroid gland
——— Kidney medulla
—+—— Pituitary gland
Pancreas
——— Large intestine wall
—>¢— Uveal
Harderian gland

—#— Kidney (w hole)
Adrenal (w hole)
—@— Heart

Stomach w all (secretory)

-+ -&- -~ Salivary gland
—«— Blood
Skin albino ventral

Skin pigmented dorsal

BE#Sy ~ (ER) RUEARES Y ~ (TKR) (2

; ——=—— Skin albino dorsal Eye
™
2
24 48 72 96 120 144 168
time (h)

“Cc-FH 4 L oL 3mgkg

(5 MBg/kg) Z#RAIRS LI-& SDOMARIREE#EE (BVBEEZTLERESRICOV

THRT)

18



2.6.4 FEpPEhRERER OB S
— R4 BN © F A L u VAR AR R BRIB RO IE

26.4.43 EELENIZ B 1T SR8
BTy M MC-TFa v a R s L, A AWML LT v MBI A RE

DRI AN DN TRRET LT, FERI132.6.4.641H T Z » MBI 20w (Ziedk L=,
2.6.4.4.4 AR EAL

£ JNCEHLIZEY, 7y MEOB~—Fty MIBTL2F 07 L a/LOEFERESMAEEIIR
=<, ENEN 48 Lkg KD 3.7Lkg ThH-o7-, AR-C124910XX D3 AARFEIZ DOV TITRD 220>
277,

26445 Ra g @Bt

ZZHC Lister-Hooded M7 ~ b (JEE 18 H) 2 °H-F % 7' L u/L 3 mgkg (350 MBg/kg) Z#5 L
7o & X OISHED M &R I 1 B BSTRE A 2 7k L7 GRBR SC-103112) , #EiRT v
MZEBT D e DM DA R OTERIZET v b ERETH - 72 (2.6.4420H THESH ) 5
FR) o AGEMRE IR, G 5 IR TR D BRI EE AN e b i < . EBRIL T O S RE
BEOK) 2 5 Thote, LNLARNRL, ZORRTOREIZIT 2 BN ERE IIBRICBT D ik
FHEERE D 1%RiETH O . BEEEITBENBIBIE~NTIZEA BB L2V EEZ BN,

2.6.4.5 5t
2.6.4.5.1 In vitro % &t
264511 BRERUVREN

FHTVaMET T AT v 7 BTG Lo Tedy, A7 ANTITEE I O G HE R DMK
EORBAEICRE L, FhH7 Lol say -t  rFaX—T a3 VRIS
10 mg/mL (20 pmol/L) & TIEMET 2 Z L BMER I T\ 5 (GABR SC-102480)

2.6.45.1.2 FF/0v—L4, XU S B AL HER

H-FH 7 vanzdy bROA XK MFHIRE A > Fa—sar Lz, Ty M R
OA IFFHIIE CIET 7 7 L a L OB AMEDNTRD Sz, b ML CILE & T RE 2 3
WXERD HivZeno 7= GRER SC-102436) . &t 9 FEO L)/ b & OB N IEE S 4L, TDIFE
NMEDNT ML DA v Fa—2a U TERLEREW TH -7, W TFhoEhfEizsn
TH., REOREFIFTRBIEETH Y | FEHIL AR-C124910XX (b FuF =T L{HlgHD
BEBEAR) B TONAR-C133913XX (Y7 Fd a7 c=L-v 7 a7a L EOBREEER) Thot-,

FH 7L L ORBUZBET D HADRR L ORBORELZ AL LT, “e-Fh 7Lt
T b, A XK MFHII, £72i3~0 A, Ty b, /X, v—Fky b, I=7A4AFLEW
tEMFIZ7uy—brb A rFaX—var L, BamlaB cHWE in viro BB TELUT-
R RET 520, Tuza—iFET v MF S9 #isy e s "C-F U7/ uLi A rFan
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—v g L7z (B 6140DMN9) . &t 19 O in vitro iRBCRIZEB W TR S 7223,
b MEBEZE AW R TIEWT ORI OAK LFRD o7, WToBEfEIZB
TH EEMAHMIT AR-C124910XX TN AR-C133913XX Th o7z, TOMITIEEDNHmE LT,
HIVIR BRI R ONF B 7L e LY (AR-C124910XX M O AR-C133913XX) DER{KARNGED &
Nz, AR I EEMIITEMRER] TR > T b oo, EMERIITELL L Tz,

AR5y b (A% T7THB, 14 HR, 25 HEERI13@E) o LEFI 70—
LEHWTTF I 7 L a LR OYRHE AR-C124910XX DOt afEr L7 GRER VKS0826) . fast
L 7= FBRSM T C AR-C124910XX DARGEE XK > 7=, AR-CI124910XX X7 v MFI 7 v v
— L EDA U F 2= g U TREE N o728, AR-C124910XX DA EIIMERET ~ F D H
BEHE I - THIIN L 7=,

264513 FATLOLORBIZEERTHE FF Y O—L P450 DRIE

F 7 L a kO OIEEZREFT 2 AR-C124910XX OREfICRED DT K7 r— A
P450 (CYP) % in vitro RBRIC L Ve L7 GABR DMX12) , &FE CYP OEIRIBLER L oIt
FAELITIEEIET T, FH L a L ENAR-CI2A910XX & MiFI 7Y —LA b A % 2 _—
va v Uiz, REERIZ OV The b CYP RBBIER LA U FaX—va T2 LICLVRKR
SL72, F72. AR-C124910XX KN AR-C133913XX DARGEE 2§ Hli¢57-0, FH 7 Lo
b MFI 7 v Y — AW TR CYP3A4, MK CYP3AS & A v F 2a_X— g v LTz,

BKEED,y ha Y —LILFFTFh 7 vurze NFIZ7n Yy —2 b Ao FaX— g0
72 & & AR-C124910XX M T8 AR-CI33913XX OABIZIFIERZRICHESINT (F 8) .
CYP2C19 FHEHE LTAA T Z Y — L OHGFET T rFa—rar iz x, mMREMmOLE
BT REICHEINZN, ZUIA AT T Y — VOMEE/ER D CYP2C19 KR TR T127=
bEEZLND,

= 8 FASLOLEE FFI/AOY—LEDA T a2R—2 3 UI2B VT AR-C124910XX
R U AR-C133913XX AR IZ R IF 9 :#IRM CYP [AEFRID 2L

FRE A RE XEEE 100 L L& EDERE (%)
(umol/L) AR-C124910XX AR-C133913XX

FLEEAIZ U ol FREE) 100 100

Furafylline (CYP1A2) 10 90 82

ANT 7 7 =S —/L (CYP2CY) 5 96 98

FAFZ—)L (CYP2C19) 50 67 57

F=v> (CYP2D6) 1 104 113

i haF Y —L (CYP3A4) 1 3 1

F A7 La L KT AR-C124910XX % FE~ OfEf{/AE N CYP B%3% (CYP1A2, 2A6, 2B6. 2C9,
2C19. 2D6. 3A4 J;IN3A5) LA v Fa~x— 32 L7, AR-CI33913XX D4ARKIL CYP3AS & D
A Fa_X—2 g U TIIENTHSZMN, CYP3AG DA U F 2 X— 3 TIEE L DA R
W52, AR-C124910XX 1Z CYP3A4 KON CYP3AS & DA U FaX—3 9 L TEL OAERNGE
o, MOREEEEIZ L D KGTIE, AR-C124910XX MY AR-C133913XX DAERRIIHRD T
DETHY, X7 EZ—REOI 7 n Y —Lh (KHHEE) CTRONATAEREELFRBRETH T, £
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CYP 1 F THD AR-C124910XX DiHZAEENS CYP3A4 721578 AR-C124910XX 245 = &
DML 25T,

FA 7 it AR-C124910XX ~OREHHIZEI LT, CYP3AS (Zxd 5 I W= U REH Ky 1
CYP3A4 D0y Tho71=28, A7 VT 72 A1X CYP3A4 78 CYP3AS LV 1K 3 fFR&E o7,
L L6, T 5 CYP3AS BELEIT D, FL—HOALIZHEE L TWDLDOHTH
57-8. AR-CI124910XX DRI CYP3AS 1ZHFVEEL W RAWEEZ NS (R 9)
CYP3AS5 |25 % AR-C133913XX KD AT OEAF 7 V7 7 > A% CYP3A4 LV HEAFITH L,
AT CYP3AS5 (21 % AR-C133913XX DAL CYP3A4 LV bR/ NENWZ L &2F L TW5,

=9 E R /OY—L, CYP3A4 RU CYP3AS HIBERICHITHFHY LOILOREY
ERITEITHEEEHR

AR-C124910XX £ & AR-C133913XX &Rk
CYP3A4 CYP3A5 E CYP3A4 CYP3A5 E
TaY—LA TavY—LA
Vinax 2.2 0.4 730 2.2 0.4 417
K., (umol/L) 11 5.4 27 41 >50 39
CL;i (Vimax/Km) 0.2 0.07 27 0.05 <0.01 11

. pL/min/pmol CYP protein — FBiEEFR T I 1T D HAAL
pL/min/mg microsomal protein — & MFI 7 1 Y — AIZE51F 5 HAL

FH 7 Lo L ORE R OCHEY (AR-C124910XX, AR-C133913XX) ERkiZIi %5 CYP2E1 K&
Y CYP2C8 D 52>\ T, #Eia At ~ CYP2El KO CYP2C8 (LA K, rCYP2EL,
rCYP2C8) # AW T Z#1T-o7-, /2, & MFIZ7 o Y —AKONERE CYP BHEHS (CYP2EIL
WCOWTIEY TN TF A NN B, CYP2CS ([ZOoWTIE vt TFr) #HWHREHIT-o
7= (GRBR AZM100709-04) , rCYP2E1 KO rCYP2C8 (2B W TCFH 7 L a LD IZENTH 3%
AR Je Y 0.05% A1 Tdh > 72, AR-C124910XX DA RLIE rCYP2E]L KON rCYP2C8 T & H 1T 0.5%A%
W THY . AR-C133913XX OAKIX rCYP2E1 N rCYP2C8 TENZEIL 0.5% KL TN 1% ThHh -7,
B, VFNTFAHNNI ULV VT 1L CYP3A 5 LA B EENED B
7272, WEAMIIFNEI CYP2EL KON 2C8 DR R HERTIZRWEEZE X Bz,

2.6.45.2 In vivo 1%t

AR TREM OMAIEN R D720, 4K O 120132 DS 2 RATRE & 7
5 & OITRH LTz,

WM OF 7L a L oRERRTIE. 7y NRO—Fty MIBWT H-Fh 7 L ez |
WCEMIE 1T > 7= (3ABR SC-103125, 3Bk SC-103826) , + D%, “C-FH /Lo ridH\T, «
VA, Ty b, v—Fty MRt MIBITAREEmE Lie GUR 26151, 3k 6140DMR20,
AR 6140DMP21, R 208066) . fREHFAAK DR & O R E I I3 ER  (2.6.4.65H
[Pt 288) o EREZ AW, B MZBWTEF A7 v e VoSSR AR O#& 5T, %
NS OENMFEIZ OV TR OG- R OER RN 5- L TRRET L7,
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2.6.4.5.21 E4PFS

Wt~ w7 212 MC-F 7 L 20 mglkg AR OIS, £7213 6 mgkg ARG LZ & &
FHRREITET R CTH -7 GBR 177138) . HEEHZESC T, BH#% 72 FRCRROBE L
T2 REDRY 95%, FT-FIRNIZ G- L 72 BED 2% PRS-, HEL DM~ 7 ADZE N
CHRFP R IR O 5 5-RF 13K 4% M DN 1% A0, FIRNE G-I 1% & DV 2% Th - 72,

FRPICERE 11 FEOMEMIDRE S, BERE D RER T IIARZEALE L OB O R T H
o7z GRBR 26151) . MERE~ 7 2 ORI OFEFHIT I 5RO TP L Tz,

F R U RIBT LT A7 L a L RO O FE R P HE B2 & 5 BT 5 B TR
L7z, THZ7Luairoe Fax =T L AISHOBBEA TH D AR-C124910XX (M1) 73 G
WThv . BRI 25%03HE S, FAZS L eV T AF R T 2=V 7 a Tl a O
WA TH H AR-CI33913XX (M7) DOFEHHEMIT 10% KM TH-7-, T 7L rldDE KaXx
VEFNAIHE T NA R T 2=y a7 a EOVIEOR F ORBEEHATH 5 M8 I3 E T
Hole, MOMERFMILIT 7 v rofbik (M2, M3 LT M5) . AR-C124910XX D1k,
R (M4 2OV M6) . AR-C133913XX ORI (M9 KT M10) KON M8 Of{bIATH 2D M1l T
HY . DT HPEIER IR RED 10%AK0H Th - 7=,

T AT VA —OERERET HRGRITRED LR o T,

BE% 2 B o MEPICIZ =TT B 7 L b KT AR-124910XX 3o - (FBR 177138)
AR-C124910XX ITFFIRMNEE G-I, BROBRESHR TERIBEE TH 7=, KEE D AR-C133913XX
LIRD BT,

26.4522 Zv b

Ty MIBTFLF A7 LaLoREHE., *H-F A 7L a O C-F 7 L a i v 2 75k
(7BR SC-103125, B 6140DMR20) THEaf L7z, i L 72 BRI TS OE M FERD B 7
Mmolm, MEES v T UC-FH 7 L m b 20 mgkg R OG- KO3 mg/kg ZERIRNEEG- L= & X
DR FEOFEPICBT 2 a2 UL FICie# Le GRABR 174802) , MmAERREHZ W CIER UHEZ &
G UT-RRRER S HEREL L 72 (GRBR 174818)

B0 5 K O IRN P G- B8 1) 5 BRI PP ch - 7= GRBR 174802) , BEMEIXILES
FESL)N T, O ERFICII R GHERE D 95%A%, IR 5-FR2 1% 88% 3 HEE S 7=, JRIHE
M 5 RE K IZBIR 72 < 5% Th - 7=,

Fep R R ONAEIZEH 17 FEEEOAE N EE S, ERED KERITIIRELIRDF 5 7
L L R OBEE OB T -7~ GRBR 6140DMR20) . F5-8E M OMERE 2 L CTIUEM AR D
TR L T2y, ERICITEWVL TR D b v,

F RICFH 7oL REWOERPHEREZ RGBT IHa0R TR LE, #EhoFHE
REIE, 7 veroe e F U AIBEOBEHATH D5 AR-C124910XX (M1) . ¥ 7
NAu 7= a7 a EVEORBEHATH D AR-C133913XX (M7) M OVH LR Rk & HE
EINT RMI7 Thote (K 4) , ICEFBRERHIME LT, T4 7 L a /Lo bRk O
EA B L S AL AR-C124910XX 23 &7, RO EEAHMIT AR-C133913XX ThH b,
AR B & L CREGERALASER L S 72 AR-C133913XX ° b R 3 o F LAHIBH 23 i L 7=
AR-C133913XX 23 RHITHH S 47z,

MAfE o FEAHDIL AR-C124910XX (RM16) K& TN AR-C133913XX (RMS) THY (F 10) .
B GRRECBR 7 < I & & BB O 138 L=,
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2,64 HYEREREROBEE L
— WA IRERIRE « T H UL m v B VEEIE R, BRIV O AR IE

BRI T v MBI A3 oY

Me-FH v v 60 mgkg HEEEM T v MORA#ES L, Wit o B K OV EARE
et U7z GRBR 26886) . #5-1% 1 BRI O HERED KERSy (K 75%) 1ZRZALIKDOTF 7
JranTholz, AHH Tt 7 EEOMREWMNFEE L. AR-C124910XX N EHE(HHTH Y |
BHURBE DRI 10%% 5D 7-, AR-C133913XX & & HFREZRO LT,

£ 10 SYMRUI—FEY M C-FAILOLERE LE-EEDT—ILIEFDREY

EEE ) WETREDEIE (%)
RE RZE{LA  RM16° RM5° RM10 RM4 MM6 MM17 k41
(ug equiv/iml) MM20 MM8 MM14  MM7

Z v b

BO o 4R 2.8 69 17 2 <1

FRARPY 2 IR 0.5 73 10 <1

~—Ftv b

O 0.5~8 HifH 4.5¢ 42 13 12 1 2

AR 0.5~8 K[ 2.5 53 6 3

& AR-C124910XX
b AR-C133913XX

c 0.5~ 8 K¢ O fi g AT R

= 11 ErZMC-FAILOLEROBESLI-EZOT—ILNERDOREY (ug/g M15F)

BrRE(h) wiRE KREALIR HMm8? HM5P HM1 HM2 HM7 RN
1.5 1.0 0.3 * 0.2 0.1 0.1
2 1.3 0.7 * 0.1 0.3
3 1.5 0.5 * 04

& AR-C124910XX

b AR-C133913XX

* HMS X RZEVR & BIRFZIE T2 72 O Bl T O G A HE

26.4523 T

~—Fty MIBIDZFI 7L aroREE, H-Fh 7 Lva kR C-F o7 v z#E L
7= 2 B (N nRBR SC-103826 K UNAER 6140DMP21) THipt L7-, fH L7254 TR
BWOBENIIEE A LRD SN -T2, MEEY I UC-F B 7 L aL 20 mgkg ZFROFRE KO
3mgkg ZERIRNEE G- L2 & ORUEE LU TFIZRT GRER 174839)

O FIRNE G- O #5828V TEPPEM S FHERE CTh v | & 5% 24 FFE
TICR O E LT ERED 41%., BHRNIERS- LI UREED S1%03 3 cdk S -, & 5% 24
REMNZ I 1T 2 PR R HEIE RS 0 B 5135 5%, BRIRNR 5-BEI21E 8% Th » 7=,

IR L ORI E 21 FIEOMNRB B FEE S, BEHRED RKEB IR B (LK F H 7 L e
N OBER DO TH -7~ GRER 6140DMP21) , & 5-8F M Ot % 18 U CAUEMAEL L O ik
IR TR, BZEWRTED v,
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2,64 HYEREREROBEE L
— WA IRERIRE « T H UL m v B VEEIE R, BRIV O AR IE

£ RITHVICBITLF A7 e R oOER P& LG EICHT 2ESE TR LT,
FEHROTENRHEMILZ, FHZ7 oo Raxd o F A ASEOBEEAKR TH D AR-C124910XX
(MM20) . P70 F a7 xz=l->7a7a )V OB ATHS AR-C133913XX (MMS) .
AR-C124910XX DE / KEBLAATH D MMIS LY MMIS, 77 L a/L®OANEKE A RIETH D
MM21 THY (K 4) | I ERHY E L TFH 7 L a L ORUIE R O 3 iRk S iz
AR-124910XX 2 & iz, JRFPOEERBHMIT AR-C133913XX TH Y, i EfEm e L
THEEENL L S 72 AR-C133913XX (MM2 KON MM3) . AR-C133913XX D 7' /v7 v g
A1E (MM6) KN AR-C133913XX D b K = F LMIBHOBiEE AR (MM7) 23 H Sz,

M TR G REE I RER R S RBIMADF I 7 L a VIS REy 2 S8 (3R 10) . FEAGH
P1x AR-C124910XX (MM20) KX AR-C133913XX (MMS8) Th-o7-, FAH 7L uLd /s n
VERTAR (MM17) b HDHRRERD SN, T v VEERAELITRE TE TV R, il
I BRI & LT, AR-CI133913XX D7 L7 v U EEaik (MM6) MU} AR-C133913XX Dt
Fr ¥ FUAEOBEER (MM7) 23 S iz,

264524 E bk

fERERBR LI "C-FH 7 L L 200mg (K9 3 mgkg) ZFEO#E L GABR D5130C00013) . bt
MZBFDLFH 7 Lo ERG Lz, 87 Lo ONREWRER 2 FEE L, J§8 i+ & O
PEy b O EEAH &2 RET D720, FEREOMIELZ R L2, 5 HBFEED 58%NFEHIZ,
27%HN R HIZ R & s,

# 1212775 9 FHEOREW O FIR P R RMAEFIZ RS- 7 (BB 208066) , #EHIZIET
7 raL ke Fax =T IO BBEHA TH D AR-C124910XX (M8) M KREm % Hd,
VNIRRT =) rua 7 a L EOBBERTH D AR-CI33913XX (M5) KN AR-
C124910XX D /KEEALIA (M7) BENRHM E L This iz, KPP O EZERHFWIT AR-
C133913XX (M5) THY ., WERHY & LT AR-CI33913XX D77 a U EfIEE (M4) K OY
[ N e S b £ = W) 7l w B Ay IR/ w B = B ) P~ /D NT 5 /Y 1 i B s i v /A P = 1))
T a ERaR (M3) B bz, £, RPIKIEITF 7 vero s vs e s giak
&Y AR-C124910XX D7V 7 v Y ERIAER (ZHZFi M9 LT M6) WNZF 1 7 L a /LD KEE
Btk (M10) 2RO BINTZA, ZHULIRFRIFFICEHT 27O 0B E & TE ootz T oG
M OREIIH GRBESED 1% Th -7,

FH 7 v aiF % 1.5 R Chom AR EICET 525, MAE & O F T OB fglE
ZIEI 2.5 R ON 3 R CleRIziE L7 BBR D5130C00013) . 24D 3 Wi 7 — L
BT A REWMEREZ R 11T, BEREEND T, JVF7u~ NI I 05255
ZLEMTE o, MFEFRIZIET B 7 L a L KO AR-C124910XX (M8) M KE/r % 15D, AR-
CI133913XX (M5) HIRRE RN HFRO LT,

b MR D VT AT VA~ — DA Z RS Dt RIS BTV R,

2.6.45.2.5 BMRUE MZHIT S in vivo REID ELER

N RBWFEIZIS T 2T 0 7 L a LV OHEERBIRRE 273, R o &I XEh R CiEWA
HOLNTbDOO, REWOFEITELL L T\ (F 12) . FH 7 Lo EBRERKIL.
b FoxF U RIBE OB LAIREEIC LW AR-C124910XX 2MERT 5. MOV 7 4u 7 =)L
a7 VOB LY AR-C133913XX NEMRT HRE TH -7z, EPITITREAED
F A7 Ll AR-C124910XX 28 EIZHRME S, JRAIZIZ AR-C133913XX 2 FEITHRM S 7=,
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2,64 HYEREREROBEE L

— XA NN RS « F 7L v v AVEREIE R, B IR PR SE

EUL7/MQIB

O LD o7 AR-C124910XX D7V 7 v VAR (HM6) M ONF A 7 L L

DOAREELAR (HM10) 23t RMRPICHBRE SN, ZN6REmIIT 7 va o7 vy o g

A (HM9) & [FIRE
LB 5 HERED 1%123

Hydroxylated AZD6140 metabolites:
* Human; M10

* Monkey; MM11, MM13, MM 14, MM16 & MM19

« Rat; RM9, RM10, RM12 & RM15
* Mouse; M2, M3 & M5

He O AZD6140

oH *Monkey; MM7
HO *Rat; RM4
*Mouse; M8

.

* Monkey; MM1
« Rat; RM1
* Mouse; M11

SHRIHT B T

Glucuronide conjugate of AZD6140:

¢ Human, M9
* Monkey; MM17
* Rat; RM13

‘N N/)\ s
AR-C124910XX
”OH * Human; M8
* Monkey; MM20
« Rat; RM16
* Mouse; M1

NH,

HO N SN

Nl
TN A

0,

AR-C133913XX
* Human; M5

* Monkey; MM8
« Rat; RM5

* Mouse; M7

* Human; M3
* Monkey MM4, MM5

b 3 flA s HEE
WEF, b MRPOATRO B, b MIUEPIZRO bR o7,

X 4

25

BETEXRhotlz, 3 OB ORE

HN A@i F
HO\fO NNf F
o N N/)\S/\/
\ Carboxylic acid of AZD6140:
Ho 9" Monkey; MM21

Rat; RM17

Hydroxylated AR-C124910XX metabolites:

* Human; M7

* Monkey; MM9, MM 10, MM 12, MM15 & MM18
« Rat; RM6, RM7, RM8, RM11 & RM14

* Mouse; M4 & M6

Glucuronide conjugate of AR-C124910XX:
* Human; M6

Hydroxylated AR-C133913XX metabolites:
¢ Human; M1 & M2

* Monkey; MM2 & MM3

* Rat; RM2 & RM3

* Mouse; M9 & M10

\ Glucuronide conjugate of AR-C133913XX:

* Human; M4
* Monkey; MM6

Invivo IZH1T5F A% LAJL (AZD6140) DHERE R BEHRRE



2.6.4 HPBEHRERER OMEE L
— WL IRERN R T UL a VA VEEE R BRIA MO A 2E

& 12 Invivo KB DOEIERE D LLER

EER BEEICHTREE (%)

RZE HM1 HM2 HM3 HM4 HM5° HM6 HM7'  HM8 HM9  HM10

ibix M10 M9 M7 M4 M1

RM2 RM3 RM5 RM8  RM16 RM13
MM2 MM3 MM4or MM6 MMS8 MM12  MM20 MM17
MM5

SN
ROGRA) 1 1 2 7 9 1" h h
#O(fEn) 27 3 - 22
<A C
ROGRA) 2 - - -
R (FRARPY) 1 - - -
# () 33 98 12 29
EGRa) 34 68 108 24
A
ROGRA) - - - 1 -
R (ERARPY) - - - 1 -
# () 41 6 1 5 -
EC R 31 5 8 -
~—Fttw h°
R0 - - - - - 3 -
R (ERARPY) - 1 - 1 2
# () 27 - - 3 - 3 -
#(FRIRP) 22 2 2 - 5
 AR-C124910XX
®  AR-C133913XX
f t h:0~48 B 7 — N3 0~48 i o 7 — L7
¢ < R 0~24 B D 7 — L3 0~48 B D 7 — LR
&Sy N 0~48 I D 7 — L3 0~48 I D 7 — L3
e ~—F%t v b 0~120 B0 7 — L3, 0~120 BFE O 7 — LR
f t h:0~48 B 7 — N3 0~48 B o 7 — L7
¢ <y 2#ERHOMT & MSIZRIFHCEHT S
" b 2BV T HM6, HM9 K O HMI10 (ZRIFHCIR 5
f E MIBWTHEEIIRRITIEFRE SN TORWVDY, Hy0 BEEHAR O B-OH A TH D Ll S D
J

~ 7 AR O M4 & M3 ITFIRCIEET S
- 1%
HM= t MU, M= ~7 2@, RM= T v MUY, MM= ~—% 1t v MUGEY
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2.6.4 HPBEHRERER OMEE L
— WL IRERN R T UL a VA VEEE R BRIA MO A 2E

2.6.4.5.3 EHREE

Fh 7 L a VRO OEEAEHY (AR-C124910XX &N AR-C133913XX) NFEBELRF h 7o —
I P450 JEVEZPHET AN E I DRETT A0, b MFI 7 a0 VY — AR OREEEEEZ HWT 8
PR A S5 LT,

2 iR (BB SC-103408, kB DMX22) TF A7 L u/db MFIZ v Y —2A CYP IEHEIZK
T DA GG L=, 3B DMX22 Tl b cDNA %8l CYP (2§ 288 L Lz, T8 7
L 12 LE CYP2C9 } 0N CYP2D6 (Z%F L CHRREDILEZ R Lz (£ 13) . CYP3A KT 5F 4
JLaVORBIIEEIC L > THRAL 572, CYP3A4 20 L7=T A MAT D 6B-/KIiiR(L if%?ﬁ‘
ICHHE SN, CYP3A4 2 LT1-=7 = Py OlikBILITEE LS (F 13) .
CYP3AS T 5IXY T L0 4-KBILLTH 7 Ll L0 FREIZHTE LD, 3‘5 iz
CYP3A4 T HIXY 7 L0 1K (LITIEH LS (F 14) . FAZLaMLbIFTY
T LD 1-KBAEOTEHALIZI 70 Y —AFDF v 7 v —A bS OFEOHMIIKIT L G
6140DMX28) .

tEMFI ey —rrzHWiERHNS, F 47 L ix CYPIA2, CYP2B6. CYP2CS,
CYP2C19 JxTNCYP2EL ZIF L A FHE LR W ERrENT- (F 13, B DMX22, bR 27116,
Bk SC-103408)

AR-C124910XX 2AEHE7x CYP o (REZET L0 E 9 0T 5720, v MFI7m Y —L4,
t b cDNA #8l CYP3A4 X T CYP3AS Z W TRt a1T-7- (B DMX23) . AR-C124910XX
1L CYP2C9 K Y CYP2C19 ZHRREEIZIHE L (3 13) . CYP3AS I L7=I &Y T LD 4- KL
iR PHE L7z, £72 CYP3A4 ORI EEE D AR-C124910XX TR Lz (£ 14) , E
MIFR 7 1Y — 2 Z 0BT AR-C124910XX X CYP2D6. CYP1A2, CYP2C8 K T* CYP2B6
PIFEAEE L7 (32 13, Ak 27116, 35k DMX23) .

t MFI 7 a Y —A5%FH= in vitro ufc%+ BWT, FH 7L m/1,. AR-C124910XX KX
AR-C133913XX @ CYP3A OIEMAVICRERIEAFMEITZR D Hivie o 7= Gl DMX26) . £7-. 7
H 7L a uid CYP2B6 TE1E % B F I PR L7Z€75>O 7~ (3B 6140DMX30) .

MZ Y FiFS 7 u Y —2Z2ZHW, TANZT O OEAZ VT T AT HF 7LD
WELZTH T vad 3 RE (R : 5~50 umol/L) TaFHli L7z GRER 27337) ., 47 L
BET A RNRAT R OEG7 VT 7 AEAEFEL, £0 1ICs fEIX 12 pmol/L Th -7, b MF
v Y—h B3LDOBLRNF—0L LI a Y —L) [ZBWC, A7 Lruk
TARNATRUOEGEZ VT 7 A%HFE L, ICsEI% 23 umol/L Th-o7 GBR 27362) . — 77,
4 4O R — (i 23~78 %) 2 DOEAICHRE LI 7y — L& Wiz &0 ICs %
10~20 umol/L TH -7z,

%= 13 ERNFIO/OY—LIZEITSFHY LAILKEY AR-C124910XX O CYP EEZREMDE
ZE  ICs (umol/L)

H2E FhLOolL AR-C124910XX
CYP2C9 a7ty 11 7
CYP2D6 THXARBART 7 27 >50
CYP1A2 T hFILINT 4 >50 >50?
CYP2C19 AT z=hA >50 12
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2.6.4 HPBEHRERER OMEE L
— R4 PVREN LR T S L a VAR TEREGERE . BRIE O A 2

%= 13 ERFII/OY—LIZEITSFHY LAILKEY AR-C124910XX O CYP EEZREMDE
Z  ICs (umol/L)

8 Fh LAl AR-C124910XX
CYP2EI 7 ay F >50 ND
CYP2B6 Bupropion 40 33
CYP2C8 R7 Y B FEL >50 43
CYP3A YT A (1-KEE{R) IEMEAb &AL
CYP3A XY TN (4-KkEEAR) 8 8
CYP3A4 FARRT L (6B-KERL) >50 ND
CYP3A4 =7 =Vt (k) 1HMHEAE >50

CREELTTRENTY I T = A
ND F—#7aL

= 14 FATLAILEY AR-C124910XX M £ + cDNA %3] CYP3A4 R Uf CYP3AS5 BERIE M

FhT Lol AR-C124910XX
CYP3A4 1-KBBIEI XY T A 1HMEE (>10) &Mk (>10)
CYP3A4 4- KL X T A 1EMEAE (>10) &ML (>10)
CYP3A5 1K LI XY T A >50 >50
CYP3AS A-KBAEI H Y T I 2 3

2.6.454 BRFE

FHT L a7y M CYP BERIEMEZHET 5 A eI OV T, LA D 4 FED in vivo 7R
IZBWTHREF L7, B, 3 RO &GEER G SC-102267) | 1 7 AR O&LGHER GUR
SC-103103) | 1 WEIL 1 I AROEGHE GUR 1801KR) KUY 3 # HiE# G B (GU5R
1800KR) Th b, %H 2 REBRICHOVWTIX, #mHRBRICTEH L7z (2.6.6 H [FHHERBROME | &
)

WEZ > MZF A7 ba20mgkeg % 1 B 2 [0 3 BfERORSL LizL %, CYPIA, CYP2B
F7213L CYP3A OFEZ RBT DRI b7z GBR SC-102267)

CYPIA2, 2B, 2C. 2El, 2A, 3A RON4A OT A VWA L DiEM, 3 HE (20~300 mg/kg.
1 H1[ED) 21 ZHRBBEG LMHRET v 8OO LI 7 a Yy —25 0, &7 4 VA 4
IR R 2 ME O REE ZRET 5 2 & TeMili L7z Bk SC-103103) . CYP1A2 KT 2B @
R LT, FRFNT UL LT 4 U RO MR LY LT 4 R W, T
A RNAT UL CYP TA VWA LRI G 78 Y —ABWTEL OR#E2Z T, 2a-,
6B-. 7a-. 160-K N 16B-/KER{LT A N AT R T2 RRAT U IF 3 CYP2C, 3A,
2A, 2C, 2B KO 2B N LCTAERTDHIZENMOLNTEY , ARFNTORELLTT A MNAT
arHEA L, T0U RO 11-K O 12-KRIBIZZ 240 CYP2EL KUY CYP4A FEfDZEE &
LT L7z, BEOREIIHPRE T, sHMiZ1To 7= HE#HE (T8 7 L el Ok e mEh iR
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2.6.4 HPBEHRERER OMEE L
— R4 PVREN LR T S L a VAR TEREGERE . BRIE O A 2

2N 40 ugmL ([ZETHETOHE) ITBWT 1.5~3 % Th o7, CYP OBBIRZGHEA| L ik L
T, TH7 oV LHFEOREITEDFNCERDORNLD LB L,

FA 7 rmL20~180mgkeg & 1 H 1 1 @M, & LIX 4 BEROES LT » ROl
WL 7 v Y —=LHIZB 0T, CYP OFELHmE Lz AU 1801KR) ., 180mgkg # 1 H 1
M h L7z & &, CYPIAL2 IExFREEIC A~ 1 %, 4 HE# TENZN 6 [R5 [FOFHE
Z LTz, CYP4AL IZOWT HENRFFENED Hiv, &5 HIMICE D O T % BB L~ 2 fi%
FBREICER Lz, 771 a/l 60mgkg £7213 180mgke # 1 H 18] 3 7 AMKES Lz & X,
180 mg/kg ¥ 5 TH 2N CYPIAL2 OFENERD Sz (GRBR 1800KR)

FHh 7Ll N AR-C124910XX (255 CYP OB EOHELZMEFIT 572D, b AT %
Wiz 4 DD in vitro R Z I L7- GABR 6140DMX24, RBR 6140DMX29, kB 27280, #Er
1961KV) ., fEix OEEDOF 7 L b 0.1~20 umol/L (% 0.05~10 pg/mL) K ¥ AR-C124910XX
0.1~10 pmol/L (J 0.05~5 pg/mL) ZAFHia L 3 AMA v F=2X—Ta > Lz, 2 il GRE
6140DMX24, Bk 6140DMX29) Tix, 7= F&F, IXYV I, Y2717 =) 7 bupropion
LT A NAT v &2ZEi CYPIA2, 3A4, 2C9, 2B6 KON 3A4 OFFREMLIE L LTI
ArvFa—rarliz, 95 1 B G 6140DMX29) TiL, CYP OEARAREOE({LE ¥
ATy MZELVFHMEL, CYP ® mRNA &OZE(LIZ OV T % Tagman™ RT-PCR (2 L
E LTz, ftho 2 3B (GABR 27280, B 1961KV) (28 TiL, Tagman™ RT-PCR |Z L ¥
CYP1A1 ® mRNA ORBLEDOEAL A RE LT,

b MR Z T2 in vitro FRBRIZE D . FH 7 L LY AR-C124910XX DU 4L
IZ2WTH CYPIAL, CYPIA2 K OF CYP3A4 OFFEA| TR & fbimf i 54, £72 CYP2B6 KO
CYP2C9 {Z%f L TIE 10 umol/L X 0 EWREIZI W T8 A4 /R rIREMENMED e N HoR ST,

2.6.4.6 He

~ 7 A (GRBr 177138) . 7 v b (GRBR SC-102529, B SC-102782. 7R SC-103127 K OGRER
174802) KO~—%t v b (B SC-103178 K UBR 174839) (2 *H-FH 7 L u L7213 “C-F
7L a NV ERARE R OEIRNES L, F5 27 L oL kO ORE OHEIR IR & O &1
DWTHRE L7z, T XTOBPFEIZB T, OGS FRIRPNEE G- 0 i B G2 T3~ FEii
PRI Th o 72,

2.6.4.6.1 T ) RIZH T 5t

BC-Fh 7L oL A BRI Q%G R OEIRNEES- L2 & &, %5 3 BURICEENICTTO
HOFREA P S 7= GRBR 177138, £ 15) o BURBED KER I3 B G RIEICEE D Y 72 < FEHIC
Pt S, SRIPHEINT 4% K0 Th o7, BRSO T, RO 5% 24 FRRILIPNIC 3 T Ic i 5
TEBED 92%LL _E 23t X 7=,

£ 15 “C-FHILOLBERSROMHAEOHER [F1 (BEEEE) ]

e rREE %iE &5 By ] BREMSTRERICHT H5ENE

i3 (mg/kg) B (h) R % eI
<17 A
i 20 [c]  #&n 0~72 4(1) 96(1) 102(2)
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2.6.4 HPBEHRERER OMEE L
— R4 PVREN LR T S L a VAR TEREGERE . BRIE O A 2

£ 15  “C-FATLOLEEREEOBSTREOH] [T (E#BRE) ]

BiE REE miE B5 ¥ ] BREMSREEICHT 2B E

% (mgl/kg) R (h) FR # &it°

i3 <1 95(9) 99(8)

HE 6 [c]  ®ARN 0~72 1(0.5) 91(4) 95(4)

i3 2(0.5) 93(5) 100(5)
v

iia 20 [Mc]  #&n 0~120  5(0.2) 87(2) 93(2)

i3 4(0.5) 90(2) 96(2)

HE 3 [Ccl  #WRN 0~120  3(0.5) 87(1) 92(1)

i 4(0.2) 80(6) 85(6)
~—%Fky P

HE 20 c) &N 0~168  818,9] 59 [66, 52] 83 [85, 80]
i3 8[7,9] 67 [82, 51] 90 [100, 79]
i3 3 [cl1 ¥R 0~168  7[7,7] 61 [67, 55] 81 [85, 76]
i3 1518, 12] 62 [61, 62] 89 [86, 92]
T RR, WLE. r—UWEEE AT (T MCOWTIEFR b ET)

b MEEGERBR I 2 UL — Y TTHURED BRI A 4T o 72 [2 & — Y OfERBIIE]

2.6.4.6.2 Z v MZHIT B HE

Z v MBI 2 BEEOPE T 4 BB TR L, 3 BBk GRBR SC-102529, # ik SC-102782,
B SC-103127) TIE H-F A7 L a5, 1 B (AB 174802) T “C-FH /L miL %
BE L, RBECRKXAHETRD N TN b, BT "Cc-Fh 7 raerzigsh
L7z & & oY B+ 2 i 2 mfli 5,

BC-F B 7L a LR O G R OEIRNEES L7z & & G REECHEREDE VB b & 9
BEIX IR S 7z, PRI AR T, B 5% 24 FERILINIC 71%% Enl 2 e
NFERCHEIE S U, AR HEI RS BE D 0.5%A0 CTd > 7=,

2 HEO *H-F 5 7 L ajb 5 mgkg KO 100 mgkg %% 085 L= BRICIW T, 2 R Tt
SREDHRIICER R b o7 BB SC-102782) , MBI ==2—L &M L7=F v MZ *H-F
B 7L rov 3 mghkg EFRIRNELS LTz & & 24 BRI LANICH U RED 83%A8 T K OV FE I ki
S, 2% HIC PR S vz BB SC-103127)

2.6.4.6.3 Y—Fty MIBITEHHEH

~—Ft v MIBT D BEEEOHRE 2 B THE L. 1 3B (A5 SC-103178) Tix *H-F %
rranEFEsL, b9 1 3R Gk 174839) Tlix “C-Fh v anmk L, 2 BB R
BIZRKXRMEIIRD N2 &6, BLTFICE “C-F 5 7 L a VG- O et Rk i 4 50
ﬁ—a—éo
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2.6.4 HPBEHRERER OMEE L
— WL IRERN R T UL a VA VEEE R BRIA MO A 2E

TS RE D KR53 13 % G B OMEE O EVVC BT 537, P IcERi S s (3R 15) , ERED
PE T e I < | R OB R OVRIRIN R 5% 24 BERILINICZ L ZE & 5 RE D 40% K OF
50% 3 FEHZHEME S A7z, RESUR BRI ISRRERBED 1%L Th o 72,

~—Ft v M H-FH 7 L b 5mgkg KO8 100 mgkg Z#%O# 5. KO 1.5 mgkg % #HIRA
Beh U7 GRBR SC-103178) 123\ T, Bh- &0 G ICB D & 3 RE O SR FEIE X
RO BRI T,

2.6.4.6.4 RIS v MTBITBHET W

FAHMOT v M HC-F B 7 L)L 60 mgkg & HIERE OG- Uiz & & M O e L 13

5% 1 B[] S Y 4 BEH] CRIFREE TH o 723, Iyt OIS aERR 13 R 54 4 FEH Tl & e o 72
(3B 185442) . BEHI 238 U<, Iyt PIcid s o s £ 0 & B m O B EES R D
BT, FiH OB REILREENY O S O BURRE O S & A Ui & TR LT,

WL T > MZI T 2 ETRE DM 2 D & 5% 4 BF]TIIATIRIC A b @O I Rl
WD bz, Fh% 24 B CERBEHEIEEFIIHM L, &E5% 4 B LD SOWIREEZR L,
HEME 2 BIER T 2 it K OVIRAR R, Chie b m WESH BB R S iz, #eb1% 48 IRyft oAk T il 6
IR G-1% 24 BR K VAR LTz,

2.6.4.7 EYSEFNEMBEER

FOMAEERICBE L TIE, B b7 v Y=LKt b cDNA JEBEERZ VT in vitro 7BGR
2V, TR CYP IEMIC O WTHHELZIMM L7z (2.64.535H E#EHE] 2R) , ElcFH
L e/l rd CYP DFEEIZDOWNWT, 7Y MO in vivo BER KO TFHIIE 2 N in vitro 3R R
IZBWTHGET L. (2.64.545 TlRFE] 2H) . Pgp (ZBRT M A/EMIZ W TIL MDCK-
MDRI1 #ifa % V= in vitro iR A2 TR 21T > 72 (2.6.4.3.15H Tnvitro] ZR)

2.6.4.8 T DD EYEIHESER

FH 7L al, AR-C124910XX &Y AR-C133913XX 723t BOSEAFRAE O FREEG & RIET
EAICOWT 2B THRE L2 GRBR 27335, #BR 8118)

RO R ESTEEE T 2 MO EEAR e b F T U AR—F— (OATI KX OAT3) =7 7
U7 A H T )VII R ISR B S 723 R R, M OVe N BT R M H AR oD g i & O 72 5Bk
R, RBEOWEICKTH5F 0 7 L a R OF O EERBEMOEELZBE Lz GRBR 27335) .
OAT1 % FE S B 7= IR REIE ~ “C-RIEH D HL Y 1A 100 pmol/L > AR-C124910XX DIEFE T
TREEINZN., FH 7Lk AR-CI133913XX DIEE F Tl B 2% 3 ot L LA
WH, FhZ L, AR-CI24910XX K TN AR-C133913XX 1TV T4 H OAT3 I k% “C-REsth
DOV IAHZAEZEL, OAT3 IZX DT A Fu Y 3-fiEED Y AR T 5 BLERE K IZEnEih
5. 16 KUY 13 umol/L Th o7z, b HEITALRME ML B2 Fv 72 UC-REEH O — J5 a1k
B RBRICB W T, RBEIZDWNEN TH DN, F 77 L ab, AR-CI124910XX K AR-
C133913XX O FEEBAAFRFE AL ~DOWIMNZ LV | JREBHE O 3w s lE iz,
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2.6.4 HPBEHRERER OMEE L
— WL IRERN R T UL a VA VEEE R BRIA MO A 2E

WOFER GUR 8118) TIIAY ¥ —D A ZFBLIH7- HEK Mifd, & URATI FBL HEK293
HM (ZH 27 HEL-mock il &% (Y HEK-URATI #ifa) & VT “C-RER OBV IA T % B4 L
7o T4 7 L a b, AR-C124940XX K O AR-C133913XX (59 WL E 2 & % =~ L
(IC5¢>100 pmol/L) . URATI1 (2 &% "“C-fREEH DOHL Y iAA &AL (trans-stimulatory Zh%) L7
Mol

EZy b (%7 HE, 4 BELKD 25 HE) AT v b OB LIEFARET R — D
Pgp HBLE A L7 GRBR AZM110520-04) , JAFlEH D Pgp HBLEITMME LS L H DT » M
WTHHERE &EBITHEML TR, AT v MZBWTIHAR 25 HEOZ7 v hERRTHE
IZ Pgp FEHLE TR - 72,

2.6.4.9 BFRREVIER

WL, oAt A M ORI B 2 FRIRIRARBR IR W T, T A7 L u L OBRFEICHET 5 L9
7 EIRFICREO e o Tz,

In vitro R OFER NG, FATZ7 VLV VFHE N7 U AR—=F—DFEETHY, 7T H 7 1nm
N O DR EM T D AR-C124910XX X Pgp OIEENOMEAITH D Z LA
IREI, FHAEMEMAZSIEE RSB 2 Diviz, ZHUTE U CIEERRRER CHRICHRFT&21T -
7o (272 W TEERFEFGEBROBZL) 28) , FEMKEBRICE W TRAKRGRE DN T XA T
U7 4 13D TR TH T,

In vitro SR OFER LV, Fh 7 Lo bIEEEZHREFT 5 AR-C124910XX ~D T
R 2 FE/ AR 1T CYP3A4 KO8 CYP3AS T V. AR-C133913XX ~D#HHZIL CYP3A4
NEETLEEZLNTZ, — ., T Ll KO AR-C124910XX 1L CYP3A (Zx L TIEMEA LD
OIREE THRIAVERZ R L, ZHUTHW L EE R ORERREIC L0 B o7 (R 13) o £
FHh 7l AR-C124910XX 1% CYP2C9 Z HRRFEIZIHE L7z, CYP3A LU CYP2CY DAELE,
FHEA & O AEERICET 2 U A 71250 L, BRRBRB W CHEIZEEAMmF 21T-72 (2.7.2
H TR OME | 2) |

BONRBIERR LT 1 7 Lo V2R 05 L OFRIRNE G- LTz & & OB PR 133 5
R ICBR R S Ep Pt TH Y . FH 7L a A KO/ IR Rt S D 2
b, WED=2—V & L7=T v MIBWT, &51% 24 FRRILINICR GRESTEED 70%
B Z DR IR IRt S e, Fo, BERBURREDK 10%3FE P ICHRIE S, 2
HALE DO OB WL 5 b D & b,

FH 7L v v ORI EMRER CREEIIEREEL L T e b o0, BRICITEVAERD
STz, EEAHEWIIIEN 2 REFT 5 AR-C124910XX M OVRIEMEACHIY AR-C133913XX @ 2 f&
T, B FLEDETRCOBMRE RO bz, toEwfEIck~<, & MNRPICFH 7 e
DI NI A BIEEEREOT A7 L a VORBIEEREWEIE TR S (F 12, X 4)

FH 7L uLOMEEAKERITE P EOEERBR CHEA L2 _RCoEmREIcB O CTE <,
MAEFR OIEFEARITHIT 0.6% (B F) ~1.0% (f X) TH-o7=, AR-CI124910XX DIHEEER [ 5E
BRIFITF A7 Va L EFRRBRETH S22, b 9 —HOEERFH Y AR-C133913XX O MAEE AR5
FIXFEFITME L . FEREARRITH 50% (B ) ~F100% (w7 R) Thol,

BAMOT v MIBFREE#SR LT 7 vanrzgE Lt &, AP oF 7 rar ik
F B OREIIREY OmES X v BEICE <, IR ECREEOT 7L
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2.6.4 HPBEHRERER OMEE L
— WL IRERN R T UL a VA VEEE R BRIA MO A 2E

MR LT, FH O FEEEHIL AR-C124910XX TH Y . AR-C133913XX & &H HRRERD
BTz, L LR D, BEEOREN DIRE~OBEE2BITIIRO ST, RIS T 2 kbt
BRI IR CORREE D 1% TH - 7=,

FAa 7 vaEBERERREICROBE Lz & MIETORBIEO R 7e ERZEO il
(3B D5130C00050) . BNEILIREEHE OfEFMEICE L CEEARZEZH A TNWDL 2L, Fh
7 L), AR-C124910XX K TN AR-C133913XX & b b BRUTAL R A fiE o> PR Fgii 6 & o+ A1
HORIBEMEIZ DT in vitro iR THFT 21T o 72, TORER, OAT3 NTF A7 L )L OEEL
TUAR—=EZ—=THY ., ZOWEREN LIAREERICE D IRBBSWNEEEZZITLEEZLN
776

T 7 b ROYGEHY) AR-C124910XX DT » MBI 5 MBTERK G % in vitro THRET
L7ce A2 7~25 HEDZ v MZBWTEBAMAIEE <, HRIZ L 2ZITR O bnRho T,
T > MBI HIMEEABAERIINAT v M ERBRECTH-7=, BERORLRDLT v MOl
LTI 7 n Y —LZHWT, U7 L RO AR-C124910XX ORFHIZ DWW TGS &
ITo 7GR, AR-C124910XX OAERLEIT HEOWEINZfE-> THEIM L2, ST v B RO T
FNOFAREY R— MO Pgp BEEZWE LizE 2 A, AT O Pep BELEIFAEKXR 7T HANDLAE
%25 HEOSAEZ v FTHEIMLTEbDOD, BET » MIBIT 5 Pep BBLEITAEZ 2SS HEDOT v
k&R THREIE) T,

BAH DT v MIBITARERGFEERBRICBW T RSy adsxTr 0 7 A&2sMiLz & 2 A,
WM DT v b (£ 7~25 BHH) 2B J52F 7 v a L OgGEEI I AEFYR 2@ 0 TER->T
Wiz, BT HEDZ v TET I LD Cpp KOV AUC 1345 25 HEDO T v b L0 BE
IZEnoTlz, AT v MIB T H2MoRBRClE, KERGICI2BFEEORTHBLE I TV
W2 kinb, % 7 HANDLAER 25 BRI TREEOR FIIREHRGICE 2 bDTIERL,
HEIZE - T2BR TH L L EBERA b, £7o. FA 7 L L OEBIENZRET 2 FEAHY
AR-C124910XX DR GAE% 25 HHEVAZ 7T BHOZ v boFnEm<, 202 L IFLE
DT v MBI B BERICEED F 77 L a L ORBEROIETILF I 7 L LORBRESET L7z
DIZELTWDH DT TN EZREBLTWD,
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— WA RN - F o U L a VAR RO AT IE

EPN

2.6.5.1
2.6.5.1.1
2.6.5.2
2.6.5.2.1
2.6.5.3
2.6.5.3.1
2.6.5.3.2
2.6.5.3.3
2.6.53.4
2.6.5.3.5
2.6.5.3.6
2.6.5.3.7
2.6.5.3.8
2.6.5.3.9
2.6.5.3.10
2.6.5.3.11
2.6.5.3.12
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2.6.5.3.17
2654
2.6.5.5
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2.6.55.2

2.6.553

B ettt ettt 2
EMEIAESER | — B R e 6
B ER .ottt 6
BHFERVINY T =2 I DB e, 16
=~ 16
EMENRESAER  DRUR : BEEIRE oo 19
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— IS RN

2.6.5.6
2.6.5.6.1

2.6.5.6.2

2.6.5.6.3
2.6.5.7
2.6.5.7.1
2.6.5.8
2.6.5.9
2.6.5.9.1

2.6.5.9.2

2.6.593

26594

2.6.5.9.5

2.6.5.9.6

26597

2.6.5.10

2.6.5.10.1
2.6.5.10.2
2.6.5.10.3

2.6.5.104
2.6.5.10.5
2.6.5.10.6
2.6.5.10.7

2.6.5.11

T 7 Vv AV REEGRE . BRIA MO R

i

B N g = b - SR 50
Invitro MIFEAFKEE (¥XIR, TV bk, DX, 41X, X—Ftvy
R e N TR 50
Invitro MIFEAFEES (¥XHORX, Iy bk, 99X, ¥I—FEtv bk, E
R ) o 51
Invitro MAEEBEIEE AR T U R e 52
HEMENRERER  1EIR IR EL BB T B ER e 53
2o GBS Y R) BURANTRHEE (BELSY M) . 53
BRI ER - F DD D T E R oo 55
EEMBHEESEER © A - 0 VIVO oo, 56
*H-F A4S LOLOBRARUVEIRNZEEOERREY IO T 7L
(T 0 R ) o e e —————— 56
*H-FH S LOLOBRARUVEHIRNIESEEOERTREYM IO T 74
I (A U ) oo et 58
YC-FASLOLDEBORVEHIRNIZSZOERDRBM IO T 74
Tl (™ R oo e ettt et r e 60
YC-FASLOLDOBAORUVHIRNESZOREM IO T 7M4IL (5
N ) e 62
YC-F A LOLDOBRORVEHIRNBZERZOREM IO T 7/4IL (7
e =i A 2 S 64
YC-F A LOLDEEZEORSEOERPRBM IO T 7ML (B
R ) ettt ettt e ettt et e e e et e e e 66
“C-F AL LOLOROBEEDITRREM T OT7AIL (S5
R ) et ettt e ettt e e et e e enn 68
EMBHEEEKER - A - 0 VIO oo e 70
B BT B AR T TR TETE oo, 70
FEEIVDVT7IUR (YR, AX, ER) e 72
In vitro B TOT7A4IL (XRDR, SV, 41X, X—FtEY k.,
A ity B (5 o | VR el N RSN R SRR USR 74
FRMRTFAVOFI VT IVRIZRIFTEEZ (SYP) e, 76
FARRTFAVOF I VTS VRIZRIFTEEZ (EF) e, 78
FATLOLORBEIZETS CYP2E1. CYP2C8 DAL (E ) o 80
FASLAOLKRY AR-C124910XX DI EHIZE T2 BHNEE (5
2 O USRS 82
BB IR R - HE T R oo 84
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2.6.5.12
2.6.5.12.1

2.6.5.12.2
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2.6.5.125
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2.6.5.16

2.6.5.16.1
2.6.5.16.2
2.6.5.16.3
2.6.5.16.4

F 7 v a VISR R, BRIAYLC AR

EMBERR  EPRBBEROFTE T .o 85
FHS L O D AR-C124910XX B U AR-C133913XX MDA AL =R

BB CYP DREITE (B R) oot 85
In vitro CYP JEMEIZRITTEEE (E R) oo 87
In vitro CYP FEZE (E b ; CYP2C9, CYP2D6. CYP3A4/5) ...ccccocevunee. 89
Invitro 128112524V LEDHEEVER (CYP3A4/5) oo, 91
In vitro CYP BEZE (E b ; CYP2B6. CYP2C8) ....ooovceeeeeeeeeeeeeeeeereans 94
In vitro CYP fEE (E k ; CYP1A2, CYP2C9. CYP2C19. CYP2D6

e CYPBAL) oo 95
In vitro 123517 % CYP3A DAEMIL (E ) oo 97
In vitro IZE 1+ % CYP2B6 DAEMIL (E R) oo, 98
BO/EZDOCYPHEE (S5 k; CYPIA, CYP2B, CYP3A) ... 99
BOFSEDOCYPEERUEE (TYR) e 100
INVitro IZE T2 CYP EBEE (B ) oo 102
INVitro IZE T2 CYP EBEE (B F) oo 104
Invitro 12385175 CYP & (E b ; CYPIAT) oo 106
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“C-FATLOLDBORVEIRNZEZOHER (SYF) 114
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2.6.5 FEWTHHERBEE L
R RERN B L Fh Lo L A TR . [ RO i R

2.6.5.1 EVBERR . — &
2.6.5.1.1 EENREFER

WeBRE T 7L an
AERDIERE B R DA E e ABRES CELE T
Bioanalytical method:
Bioanalysis of ticagrelor Plasma (Dog) LC-MS AstraZeneca R&D Charnwood, SC-102708 422.1.1

Bakewell Road, Loughborough,
Leicestershire LE11 SRH, England

Bioanalysis of ticagrelor Plasma (Marmoset)  LC-MS AstraZeneca R&D Charnwood, SC-102913 42212
Bakewell Road, Loughborough,
Leicestershire LE11 5SRH, England

Bioanalysis of ticagrelor Plasma (Rat) LC-MS AstraZeneca R&D Charnwood, SC-102959 422.1.3
Bakewell Road, Loughborough,
Leicestershire LE11 5SRH, England

Bioanalysis of ticagrelor Plasma (Marmoset) = LC-MS AstraZeneca R&D Charnwood, SC-103647 422.14
Bakewell Road, Loughborough,
Leicestershire LE11 S5SRH, England

Bioanalysis of ticagrelor Plasma (Rat, Dog, LC-MS-MS  AstraZeneca Pharmaceuticals LP 53-01-R0O 422.1.5
and AR-C124910XX Marmoset, Rabbit, Drug Metabolism and Pharmacokinetics 6140DBQ1* 4.2.2.1.6
Cynomolgus 1800 Concord Pike
monkey, Mouse) Wilmington, DE 19850-5437, USA
Bioanalysis of ticagrelor Plasma (Marmoset) ~ LC-MS-MS YAT/005 42217

and AR-C124910XX YAT/005 * 42.2.1.8




2.6.5 FEWTHHERBEE L

— AL NRERNRGR « Fh UL VAV, BRIR R O AR 3R

HEB0EE B R SWAE e HEBRES CELE T
Bioanalysis of ticagrelor Plasma (Rat) LC-MS-MS _ BA-487 422.1.9
and AR-C124910XX [ YAT/008®  4.2.2.1.10
I
I
Bioanalysis of ticagrelor Plasma (Mouse) LC-MS-MS _ BA-488 42.2.1.11
and AR-C124910XX ] YAT/009®  4.2.2.1.12
I
I, <
Bioanalysis of ticagrelor Plasma (Human) LC-MS-MS _ BA-452 4.2.2.1.30
and AR-C124910XX ] YATO12® 422131
I
I, <
Bioanalysis of AR-C133913XX Plasma (Human) Le-ms-vs [T BA-486 422.1.13
] YAT/067  4.2.2.1.14
I
I, <
Bioanalysis of AR-C124910XX Dialysate (Human, ~ LC-MS-MS (| BA-542 422.1.15
and AR-C133913XX Rat, Mouse, Rabbit, [ YAT/O79®  422.1.16
Marmoset) I
I
Bioanalysis of ticagrelor, Plasma (Rabbit) LC-MS-MS _ BA-502 4.22.1.17
AR-C124910XX and AR-C133913XX ] YAT/083*  4.2.2.1.18
I
I, <
Bioanalysis of AR-C133913XX Plasma Marmoset) ~ LC-MS-MS [ G BA-503 422.1.19
] YAT/084"  4.2.2.1.20
I
I

c
~




2.6.5 FEWTHHERBEE L

— AL NRERNRGR « Fh UL VAV, BRIR R O AR 3R

AERDIERE B R DA E e ABRES CELE T
Bioanalysis of AR-C133913XX Plasma (Mouse) Le-ms-vs [ BA-504 422.121
] YAT/085"  4.2.2.1.22
I
I <
Bioanalysis of AR-C133913XX Plasma (Rat) Le-ms-vs [T BA-505 422123
] YAT/086  4.2.2.1.24
I
I, <
Bioanalysis of ticagrelor, Dialysate (Human) LC-MS-MS _ BA-522 4.2.2.1.25
AR-C124910XX and AR-C133913XX ] YAT/095®  4.2.2.1.26
I
I, <
Bioanalysis of ticagrelor Plasma (Dog) LC-MS-MS  Development DMPK & Bioanalysis, Mélndal BA-577 422127
and AR-C124910XX Global Development DMPK & Bioanalysis
AstraZeneca R&D Moélndal, Sweden
Bioanalysis of ticagrelor Plasma (Rat, Dog) LC-MS-MS  Development DMPK & Bioanalysis, Mélndal BA-582 4.2.2.1.28
and AR-C124910XX Global Development DMPK & Bioanalysis
AstraZeneca R&D Molndal, Sweden
Bioanalysis of ticagrelor Plasma and dialysate LC-MS-MS _ YAT/264° 4.2.2.1.29
and AR-C124910XX (Rat) ]
I
——— i

Validation report
Including the validation report




2.6.5 FYIHRERABREE
—fRAIREN R« F AT L v )V APEEEGERE, BRIF MO ZE

WERME « FHh L aL

HEBEDOES e B’E5AHE EhiER HEBRES SCEE AT
Absorption:
Caco-2 cell NA In vitro AstraZeneca R&D Charnwood, SC-103188 4222.1
Bakewell Road, Loughborough, Leicestershire LE11
5RH, England
Transportation by ~ NA In vitro AstraZeneca Pharmaceuticals, LP, DMY10 42222
pep Drug Metabolism & Pharmacokinetics
CDRL-240, 1800 Concord Pike, Wilmington, Delaware
19850, USA
Pgp inhibition NA In vitro AstraZeneca Pharmaceuticals, LP, 6140DMY14 42223

Drug Metabolism & Pharmacokinetics
CDRL-240, 1800 Concord Pike, Wilmington, Delaware
19850, USA

Absorption Rat p.o. AstraZeneca R&D Charnwood, SC-102766 42224
Bioanalysis and DMPK Department
Bakewell Road, Loughborough, Leicestershire LE11
5RH, England

Absorption * Rat, marmoset p.o., i.v. AstraZeneca Pharmaceuticals LP, 6140DMN17 4.2.2.2.5
Drug Metabolism & Pharmacokinetics
1800 Concord Pike, Wilmington, DE 19803, USA

Absorption * Rat p.0., iv. I 174818 42226
e

Absorption Rat p-o. AstraZeneca R&D Charnwood, SC-103059 4.2.22.7
Development Drug Metabolism and Bioanalysis
Bakewell Road, Loughborough, Leicestershire LE11
5RH, England

Absorption Rat p.o., i.v. Astra Charnwood, SC-102374 422238
Bioanalysis and DMPK Department
Bakewell Road, Loughborough, Leicestershire LE11
5RH, England
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AERDIES

giE

R’EHE

KR

AERES

SO B AT

Absorption

Rat

1.v.

AstraZeneca R&D Charnwood,

Development Drug Metabolism and Bioanalysis
Bakewell Road, Loughborough, Leicestershire LE11
5RH, England

SC-102701

42229

Absorption

Marmoset

AstraZeneca Pharmaceuticals, LP,
Drug Metabolism & Pharmacokinetics
Wilmington, DE 19850, USA

0006KT

Rat , dog

AstraZeneca R&D Charnwood,

Safety Assessment

Bakewell Road, Loughborough, Leicestershire LE11
5RH, England

6140DMN2

4.2.2.2.10

Absorption

Dog

AstraZeneca R&D Charnwood,

Development Drug Metabolism and Bioanalysis
Bakewell Road, Loughborough, Leicestershire LE11
5RH, England

SC-103120

4.2.22.11

Absorption

Marmoset

p.o., i.v.

Astra Charnwood,

Bioanalysis and DMPK Department

Bakewell Road, Loughborough, Leicestershire LE11
5RH, England

Absorption

Marmoset

p.o., i.v.

SC-102094

422212

e

Absorption

Marmoset

p.o., i.v.

SC-102059

4.2.2.2.13

AstraZeneca R&D Charnwood,

Development Drug Metabolism and Bioanalysis
Bakewell Road, Loughborough, Leicestershire LE11
5RH, England

SC-103087

4.2.2.2.14

Absorption *

Marmoset

p.o., i.v.

I

Absorption

Cynomolgus monkey

SC-103082

4.2.2.2.15

AstraZeneca Pharmaceuticals, LP,
Drug Metabolism and Pharmacokinetics
Wilmington, DE 19850, USA

6140DMP13

4.2.2.2.16
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HEBEDEE g B’E5AHE )i HEBRES SCEk BT
Absorption Cynomolgus monkey p.o. 6140DMP11  4.2.2.2.17
B ot
Distribution:
Plasma protein Mouse, rat, rabbit, dog, In vitro _ SC-103174 42.23.1
binding * marmoset, human _SLﬂand
Plasma protein Mouse, rat, rabbit, In vitro _ YAT/116 42232
binding marmoset, uman 7
I <
Distribution * Rat iv. ] SC-103112 42233
B ot
Distribution * Rat p.o. ] 6140DMR5  4.2.23.4
B s otond
Distribution * Rat iv. ] 6140DMR25 42235
_ Scotland
Distribution * Rat p.o. ] VKS0827 42236
|
- England
Plasma protein Rat In vitro ] YAT/265 42237
binding * I
I U<
Metabolism:
Metabolism in In vitro AstraZeneca R&D Charnwood, SC-102480 4224.1
vitro Bioanalysis and DMPK Department
Bakewell Road, Loughborough, Leicestershire LE11
5RH, England
Metabolism in Rat, dog, human In vitro AstraZeneca R&D Charnwood, SC-102436 42242
vitro Bioanalysis and DMPK Department

11
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Metabolism in Hepatocytes: rat, dog, In vitro AstraZeneca Pharmaceuticals, 6140DMN9 42243
vitro human Drug Metabolism and Pharmacokinetics
Microsomes: mouse, rat 1800 Concord Pike, Wilmington, Delaware 19850, USA
dog, marmoset,
Cynomolgus monkey,
human
Induced S9: rat
Induction Human In vitro AstraZeneca Pharmaceuticals LP DMX12 42244
1800 Concord Pike, Wilmington, DE 19850, USA
Metabolism in vivo  Rat Invivo (p.o.,  AstraZeneca R&D Charnwood, SC-103125 4.2.24.5
1v.) Development Drug Metabolism and Bioanalysis
Bakewell Road, Loughborough, Leicestershire LE11
5RH, England
Metabolism in vivo Marmoset Invivo (p.o.,  AstraZeneca R&D Charnwood, SC-103826 4.2.2.4.6
i.v.) Development Drug Metabolism and Bioanalysis
Bakewell Road, Loughborough, Leicestershire LE11
5RH, England
Metabolism in vivo Mouse Invivo (p.o.,  AstraZeneca R&D Mdlndal, 26151 42247
iv.) DMPK & Bioanalytical Chemistry
SE-431 83 Moélndal, Sweden
Metabolism in vivo  Rat Invivo (p.o.,  AstraZeneca Pharmaceuticals, 6140DMR20 4.2.2.4.8
iv.) Drug Metabolism and Pharmacokinetics
1800 Concord Pike, Wilmington, Delaware 19850, USA
Metabolism in vivo  Rat Invivo (p.0.)  AstraZeneca R&D Molndal, 26886 42249
Clinical Pharmacology & DMPK, Mdlndal
SE-431 83 Moélndal, Sweden
Metabolism in vivo Marmoset Invivo (p.o.,  AstraZeneca Pharmaceuticals, 6140DMP21  4.2.2.4.10
iv.) Drug Metabolism and Pharmacokinetics

1800 Concord Pike, Wilmington, Delaware 19850, USA

12
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Metabolism in vivo Human mvivo (o) || 208066 422.4.11
I

Induction Human In vitro ] SC-103408  4.22.4.12
e

Induction Human In vitro AstraZeneca Pharmaceuticals LP DMX22 42.2.4.13
1800 Concord Pike, Wilmington, DE 19850, USA

Induction In vitro AstraZeneca Pharmaceuticals LP 6140DMX28 4.2.2.4.14
1800 Concord Pike, Wilmington, DE 19850, USA

Induction Human In vitro AstraZeneca R&D Mélndal, 27116 4.2.2.4.15
Clinical Pharmacology & DMPK, MélIndal
SE-431 83 Moélndal, Sweden

Induction Human In vitro AstraZeneca Pharmaceuticals LP DMX23 42.24.16
1800 Concord Pike, Wilmington, DE 19850, USA

Induction Human In vitro AstraZeneca Pharmaceuticals, DMX26 422417
Drug Metabolism and Pharmacokinetics
1800 Concord Pike, Wilmington, DE 19850, USA

Induction Human In vitro AstraZeneca Pharmaceuticals LP 6140DMX30 4.2.2.4.18
1800 Concord Pike, Wilmington, DE 19850, USA

Metabolism in Rat In vitro AstraZeneca R&D Molndal, 27337 4.2.2.4.19

vitro Clinical Pharmacology & DMPK, MélIndal
SE-431 83 Molndal, Sweden

Metabolism in Human In vitro AstraZeneca R&D Molndal, 27362 4.2.2.4.20

vitro Clinical Pharmacology & DMPK, MélIndal
SE-431 83 Molndal, Sweden

Induction Rat Invivo (p.0.)  AstraZeneca R&D Charnwood, SC-102267 422421
Bioanalysis and DMPK Department
Bakewell Road, Loughborough, Leicestershire LE11
5RH, England

Induction Rat mvivo (p.o) || R SC-103103 422422

13
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Induction Human In vitro AstraZeneca Pharmaceuticals, 6140DMX24 4.2.2.4.23
Drug Metabolism and Pharmacokinetics
1800 Concord Pike, Wilmington, DE 19850, USA
Induction Human In vitro ] 6140DMX29  4.2.2.4.24
I
Induction Human In vitro AstraZeneca R&D Moélndal, Clinical Pharmacology & 27280 4.2.2.4.25
DMPK, Mélndal
SE-431 83 MolIndal, Sweden
Induction Human In vitro AstraZeneca Pharmaceuticals, 1961KV 422.4.26
SAUS Wilmington Molecular Toxicology
1800 Concord Pike, Wilmington, DE 19850, USA
Metabolism in Human In vitro AstraZeneca R&D Mélndal, AZM100709- 4.2.2.4.27
vitro Clinical Pharmacology & DMPK, MélIndal 04
SE-431 83 Moélndal, Sweden
Metabolism in Rat In vitro ] VKS0826 42.2.4.28
vitro I
- England
Excretion:
Cumulative Mouse p.o., V. ] 177138 4225.1
excretion * _ Scotland
Cumulative Rat p.o. AstraZeneca R&D Charnwood SC-102529 42252
excretion Bioanalysis and DMPK Department
Bakewell Road, Loughborough, Leicestershire LE11
5RH, England
Cumulative Rat p.o., i.v. AstraZeneca R&D Charnwood SC-102782 42253
excretion Development Drug Metabolism and Bioanalysis

Bakewell Road, Loughborough, Leicestershire LE11

5RH, England

14



2.6.5 FEWTHHERBEE L
— L RN RZE . Foh S L VAR IR L A 2

HEBEDEE g B’E5AHE )i HEBRES SCEk BT
Cumulative Rat i.v. AstraZeneca R&D Charnwood SC-103127 42254
excretion Development Drug Metabolism and Bioanalysis
Bakewell Road, Loughborough, Leicestershire LE11
5RH, England
Cumulative Rat p.o., i.v. 174802 42255
excretion _ Scotland
Cumulative Marmoset p.o., i.v. SC-103178 42256
excretion * _ Scotland
Cumulative Marmoset p.o., i.v. _ 174839 4.22.5.7
excretion * _ Scotland
Cumulative Rat In vitro ] 185442 42258
|
Other:
Urate uptake NA In vitro e 27335 422.7.1
.|
URATI interaction NA In vitro 8118 42272
Pgp expression Rat NA AstraZeneca R&D Molndal AZM110520- 4.2.2.7.3
Translational Science, Molndal 04

SE-431 83 MolIndal, Sweden

* GLP #ETEHE L B OREBRHEE
po. FRAKE, iv. #IRNE L, UK EE, NA #Z58E
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2.6.5.2 DWMAEZERUNY) T—2 3 VHER
2.6.5.2.1 T8
oiiE WERYE BRI YT & BMiE B S RER EE%) EE%) R R N T— RBHE
& BN =i} (CV%) (CV%) 3> B AT
(ng/mL) HA =15 wES
LC-MS Ticagrelor Protein precipitation ~ Dog Plasma 5-2000 94-106, 92-104 0.87-6.8, 4.3-16 SC-102708 4.22.1.1
98-110* 5.0-11°
LC-MS Ticagrelor Protein precipitation ~ Marmoset Plasma 10-2000 93-117, 95-104 ¢ 1.3-11, 5.3-15°¢ SC-102913 42212
91-114° 1.8-93°
LC-MS Ticagrelor Protein precipitation ~ Rat Plasma 10-5000 91-106, 91-104 3.4-9.3, 7.5-14 SC-102959 42213
90-95 ¢ 3.7-9.9¢
LC-MS Ticagrelor Protein precipitation =~ Marmoset Plasma 50-50000 91-107, 95-108 2.0-4.9, 3.2-7.1 SC-103647 42214
90-113 ¢ 0.88-4.7
LC-MS-MS  Ticagrelor Protein precipitation ~ Rat Plasma 5-500 NC 87.1 15.2 NC 6140DBQ1 4.22.1.6
+ on-line extraction ~ Dog 5-500 NC 88.4 12.6 6.3
Marmoset 5-500 NC 91.3 9.9 4.7
Rabbit 5-500 NC 89.4 12.7 7.1
Cynomolgus 5-500 NC 92.6 6.6 6.7
monkey
Mouse 5-500 NC 95.2 54 2.0
AR-C124910XX  Protein precipitation ~ Rat Plasma 5-500 NC 85.8 16.0 3.8
+ on-line extraction =~ Dog 5-500 NC 89.2 12.2 NC
Marmoset 5-500 NC 92.3 9.9 52
Rabbit 5-500 NC 87.4 14.3 5.4
Cynomolgus 5-500 NC 93.4 6.9 8.5
monkey
Mouse 5-500 NC 94.5 6.4 3.8
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oiE HEBRYE BIALIE TS % Bz HE O BRER EEW EE% KE 0 BE  NUT— E#H
&0 [ BA BE (CV%) (CV%) Y3y k3
(ng/mL) HA BE WEE

LC-MS-MS  Ticagrelor Protein precipitation =~ Marmoset Plasma 5-5000 98.4-111.2 98.4-111.1 3.0-8.3 3.1-9.0 YAT/005 4.22.1.8
AR-C124910XX 5-5000 86.2-103.8 86.2-103.3 3.5-13.7 4.1-13.8

LC-MS-MS  Ticagrelor Protein precipitation ~ Rat Plasma 5-5000 96.5-103.3 96.5-103.3 3.0-7.9 7.3-12.0 YAT/008 4.2.2.1.10
AR-C124910XX 5-5000 94.9-103.1 94.8-102.7 3.1-8.2 6.9-12.2

LC-MS-MS  Ticagrelor Protein precipitation ~ Mouse Plasma 5-5000 91.6-100.9 91.6-100.8 2.8-9.7 4.3-14.2 YAT/009 422.1.12
AR-C124910XX 5-5000 93.6-100.7 93.6-100.8 2.8-12.6 5.3-16.3

LC-MS-MS  Ticagrelor Protein precipitation =~ Human Plasma 5-5000 91.9-109.0 93.0-104.2 ¢ 4.0-8.4 1.0-7.6¢ YAT/012 4.2.2.1.31
AR-C124910XX 2.5-2500 86.8-109.2 97.6-102.6 ¢ 5.2-16.9 0.4-7.4¢

LC-MS-MS  AR-C133913XX  Protein precipitation =~ Human Plasma 2-1000 96.2-106.6 96.2-106.6 3.8-9.2 5.3-9.6 YAT/067 422.1.14

LC-MS-MS  AR-C124910XX  Dialysis + dilution Dialysate ~ 0.25-100 * * * * YAT/079 4.22.1.16
AR-C133913XX  Dialysis + dilution Dialysate  10-1000 " NC 96.7-110.1 NC 11.7-17.4

LC-MS-MS  Ticagrelor Protein precipitation ~ Rabbit Plasma 5-5000 87.8-110.4 88.4-106.2 ¢ 6.0-14.0 2.8-12.1¢ YAT/083 422.1.18
AR-C124910XX 5-5000 86.4-102.0 93.8-104.0 ¢ 5.8-17.2 29-13.6¢
AR-C133913XX 5-2000 89.3-101.8 91.2-129.2 ¢ 5.2-13.3 2.3-148¢

LC-MS-MS  AR-C133913XX  Protein precipitation =~ Marmoset Plasma 5-2000 91.8-99.5 92.6-110.0 ¢ 5.4-9.6 2.6-12.6¢ YAT/084 4.2.2.1.20

LC-MS-MS  AR-C133913XX  Protein precipitation =~ Mouse Plasma 5-2000 98.7-109.0 94.0-107.0 ¢ 6.4-11.8 4.1-9.7¢ YAT/085 4.22.1.22

LC-MS-MS  AR-C133913XX  Protein precipitation ~ Rat Plasma 5-2000 96.4-103.8 90.5-114.0 ¢ 3.7-8.3 2.6-12.0%  YAT/086 422.1.24

LC-MS-MS  Ticagrelor Dialysis + dilution Human Dialysate  0.25-100 92.5-110.0 92.7-109.6 7.0-12.4 8.0-14.5 YAT/095 4.2.2.1.26
AR-C124910XX 0.25-100 93.2-105.6 93.2-106.4 9.1-19.9 9.8-19.9
AR-C133913XX 0.25-100 84.8-100.3 95.1-100.0 6.2-18.5 7.1-12.9

LC-MS-MS  Ticagrelor Dialysis + dilution Rat Plasma 5-5000 NC 96.5-112.0 NC 1.7-8.1 YAT/264 4.2.2.1.29
AR-C124910XX 5-5000 NC 98.0-111.5 NC 1.9-5.5
Ticagrelor Dialysis + dilution Rat Dialysate  0.25-250 NC 97.9-103.3 NC 3.2-6.7
AR-C124910XX 0.25-250 NC 99.5-102.5 NC 3.59.1

NC not calculated, * see YAT/095

a
b
c
d

&

LC-system | and 2
Batch
QC 3 conc. Levels

MS instrument 1 and 2

Analyst 1 and 2
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all accuracy and precision values for 6140DBQI are overall mean, QC 3 conc levels
& Calibration standards
h see YAT/095, different calibr. range here
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2.6.5.3 EYEAEAER - TRUN : BERS
2.6.5.3.1 HRFEAREZROEYERE (X—FEtY )
WEME - FAHATLOL
CTD TOREHERT : 4.2.2.2.10
HERES : 0006KT
Species: Marmoset (Common)
Number of animals / Gender (M/F): 2/ M&2/F
Feeding condition: Fed
Vehicle/Formulation: 1% CMC/ 0.1% Tween 80
Method of Administration: Oral gavage
Dose (mg/kg): 5
Sample: Plasma

Additional information: This study 0006KT (cross-referenced to DMPK study no 6140DMP3) is the in-life phase to the reported pharmacokinetics of
AZD6140 and AR-C124910XX in marmosets reported in study 6140DMN2

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.3.2 BRZORUVHIRNIZSROEMERE (SY )
wERME - FAT LA
CTD TOEHEEFT : 4.2.2.2.6
HERES - 174818
Species: Rat (Sprague-Dawley)

Number of animals / Gender (M/F): 33/M 33/F 36/ M 36/F
n per time point 3 3 3 3
Feeding condition: Fed
Vehicle/Formulation: 1% CMC/0.1% Tween 80 2% Tween 80
Method of Administration: po, gavage Intravenous
Dose ['*C]-AZD6140 (mg/kg): 20 3
Radioactive dose (MBg/kg): 1.9 1.9
Radionuclide: "C]
Sample: Plasma
Analyte: Total radioactivity
Analytical method: LSC
PK parameters: tmax () 4 4 NA NA
Chnax (Ug equiv/mL) 2.6 2.9 NA NA
AUC,4 (ug equiv-h/mL) 25 27 5.0 4.4
ty, (h) 4 3.9 3.9 3.7

Additional Information: Pharmacokinetics of AZD6140 and AR-C124910XX after administration of [*C]-AZD6140 in the present study are reported in study

6140DMN17.

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ Scotland

Study in compliance with GLP: Yes
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2.6.5.3.3 BERZFEARVFHIKNIRGEEZOEDERE (T )
WEME - FATLOL
CTD TOREHEEFT : 4.2.2.25
HERES : 6140DMN17
Species: Rat" (Sprague-Dawley)

Number of animals / Gender (M/F):
n per time point

Feeding condition:
Vehicle/Formulation:

Method of Administration:

Dose ['*C]-AZD6140 (mg/kg):
Radioactive dose (MBg/kg):

Radionuclide:
Sample :
Analyte:
Analytical method:
PK parameters: tmax ()
Conax (ng/mL)
AUC (ng-h/mL)
ty, (h)
CL (mL/min-kg)
Vs (L/kg)
F (%)
Analyte:
Analytical method:
PK parameters: tmax ()
Conax (ng/mL)
AUC(ng-h/mL)
ty, (h)

33/M
3

1400
10900
2.5
NA
NA
74

476
4720
2.5

33/F
3

1% CMC/0.1% Tween 80
po, gavage
20
1.9

1830
14800
2.7
NA
NA
101

304
2670
4.2

36/ M

Fed

[
Plasma
AZD6140
LC/MS/MS
NA
NA
2090
2.7
27
4.7
NA
AR-C124910XX
LC/MS/MS
0.25
64.5
366
3.5

36/F
3

2% Tween 80
Intravenous
3
1.9

NA
NA
2080
3.0
27
5.0
NA

0.25
46.3
237
3.5
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Species: | Rat" (Sprague-Dawley)

Additional Information:
Plasma concentrations reported are based on determination of cold AZD6140 and AR-C124910XX i.e. the contribution of hot compound to the total plasma

levels has not been considered.

? In-life phase study 174818
NA Not Applicable
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2.6.5.3.4 HEZORUVHIRNIESEZOEDEE (I—E€Y )
wWERYE - FATLAL
CTD TOE#EEFT : 4.2.2.25
HERES - 6140DMN17
Species: Marmoset®
Number of animals / Gender (M/F): 6/M 6/F 6/M 6/F
n per time point: 3 3 3 3
Feeding condition: Fed
Vehicle/Formulation: 1% CMC/0.1% Tween 80 2% Tween 80
Method of Administration: Oral, gavage Intravenous
Dose ['*C]-AZD6140 (mg/kg): 20 3
Radioactive dose (MBg/kg): 1.9 1.9
Radionuclide: "C]
Sample: Plasma
Analyte: Total radioactivity
Analytical method: LSC
PK parameters: tmax () 3 4 NA NA
Chnax (1g equiv/mL) 5.5 5.0 NA NA
AUC,4 (ug equiv-h/mL) 63 47 13 11
t (h) - - - -
Analyte: AZD6140
Analytical method: LC/MS/MS
PK parameters: tmax () 3 3 NA NA
Chax (ng/mL) 2210 1660 NA NA
AUCy., (ng-h/mL) 25000 17900 5310 4440
ty, (h) 7.3 6.8 4.4 5.4
CL (mL/min-kg) NA NA 10 12
Vs (mL/kg) NA NA 3260 4230
F (%) 39 34 NA NA
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Species: Marmoset®
Analyte: AR-C124910XX
Analytical method: LC/MS/MS
PK parameters: tmax () 3 8 0.5 0.5
Chax (ng/mL) 611 575 43.1 44.0
AUC (ng-h/mL) 9540 13200 512 512
ty, (h) 9.3 20 6.8 7.7

In-life phase study 174839

Study conducted by the applicant: Yes
Study in compliance with GLP: Yes
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2.6.5.3.5 BREEORSEROEVBE (Sy b, /X I—FEYH)
WEME - FATLOL
CTD TOREHEEFT : 4.2.2.2.10
HERES : 6140DMN2
Species: Rat (Sprague Dawley) Dog (Beagle) Marmoset” (Common)
Number of animals / Gender (M/F): 18/ M 2/M 2/M & 2/F
n per time point: 2 2 2 (IM + 1F)
Feeding condition: Fed Fed Fed
Vehicle/Formulation: 1% CMC / 0.1% Tween 80 1% CMC / 0.1% Tween 80 1% CMC / 0.1% Tween 80
Method of Administration: Oral gavage Oral gavage Oral gavage
Dose (mg/kg): 5 5 5
Sample: Plasma Plasma Plasma
Analyte: AZD6140 AZD6140 AZD6140
Analytical method: LC/MS/MS LC/MS/MS LC/MS/MS
PK parameters: tmax () 0.5 1.5 1.5
Conax (ng/mL) 301 1590 590
AUC (ng-h/mL) 1460° 9020 4680
ty, (h) 2.5 9.2 5.4
Analyte: AR-C124910XX AR-C124910XX AR-C124910XX
Analytical method: LC/MS/MS LC/MS/MS LC/MS/MS
PK parameters: tmax () 4 2 3
Cnax (ng/mL) 125 131 183
AUC (ng-h/mL) 684 768 1270
ty, (h) 2.6 13 4.8

Study conducted by the applicant: Yes
Study in compliance with GLP: No

: In-life phases in study 0006KT (=DMPK study no 6140DMP3)

° AUCq.12n
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2.6.5.3.6 HEZEORSROEVBE (H=U1F)L)
wERME - FAYLBL
CTD TOEREERT : 4.2.2.2.17
HERES - 6140DMP11
Species: Monkey (Cynomolgus)
Gender (M/F) / Number of animals: M/2
Feeding condition: Fed

Vehicle/Formulation:
Method of Administration:
Dose (mg/kg):

Sample:

1% CMC/ 0.1% Tween 80
Oral, gavage

5

Plasma

Additional information: In-life phase to study 6140DMP13 — pharmacokinetics in Cynomolgus monkey

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _Scotland

Study in compliance with GLP: No
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2.6.5.3.7 HEZOKREZROEMERE (h=0414FIL)

WEWE . FhILOL

CTD TOEHER : 4.2.2.2.16

HERFE S : 6140DMP13

Species: Monkey" (Cynomolgus)
Gender (M/F) / Number of animals: M/2
Feeding condition: Fed

Vehicle/Formulation:
Method of Administration:
Dose (mg/kg):
Sample:
Analyte:
Analytical method:
PK parameters: tmax ()
Conex (ng/mL)
AUC7, (ng-h/mL)
ty, (h)
Analyte:
Analytical method:
PK parameters: tmax ()
Cinax (ng/mL)
AUCgp (ng-h/mL)
ty, (h)

1% CMC / 0.1% Tween 80

Oral, gavage
5

Plasma
AZD6140
LC/MS/MS
1.3

62

239

1.9
AR-C124910XX
LC/MS/MS
2

66

323

2.9

Study conducted by the applicant: Yes
Study in compliance with GLP: No

? In-life phase study 6140DMP11
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2.6.5.3.8 BREARUVHIRNRSROEYERE (I—E€Y )

wEME - FHAULOL
CTD T & &R : 4.2.2.2.13
HERFE S  SC-102059

Species: Marmoset (Common)
Number of animals / Gender (M/F): 3/M
Feeding condition: Fed
Vehicle/Formulation: 1% CMC / 0.1% Tween 80 15% DMSO / 40% PEG 400 / 45% NaCl 0.9%
Method of Administration: po, gavage v
Dose (mg/kg): 10 1
Sample: Plasma
Additional information:
. In-life phase to study SC-102094, pharmacokinetics in Marmoset monkey
. Four groups of 3 animals — AZD6140 and three other compounds were included in the study

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ Scotland

Study in compliance with GLP: No
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2.6.5.3.9 HEZEORUBIKAESEZOEYERE (T—EtyY k)
wWERYE - FATLAL
CTD TOERHEERT : 4.2.2.2.12
HERES : SC-102094
Species: Marmoset” (Common)
Number of animals / Gender (M/F): 3/M
Feeding condition: Fed
Vehicle/Formulation: 1% CMC/ 0.1% Tween 80 15% DMSO / 40% PEG 400 / 45% NaCl 0.9%
Method of Administration: po, gavage v
Dose (mg/kg): 10 1
Sample: Plasma
Analyte: AZD6140
Analytical method: HPLC/MS
PK parameters: tmax () 1 NA
Chax (ng/mL) 1227 NA
AUC (ng-h/mL) 8918 2467
ty, (h) 3.8 2.7
CL (mL/min-kg) NA 6.9
V, (L/kg) NA 1.6
F (%) 39 NA

Study conducted by the applicant: Yes
Study in compliance with GLP: No

? In-life phase study SC-102059
NA Not applicable

29



2.6.5 FRYENREFABRM T

— AL NRERNRGR « Fh UL VAV, BRIR R O AR 3R

2.6.5.3.10 BRZORUVHIRNIZSROEMERE (SY )
wWERYE - FATLAL
CTD TOEHEEFT : 4.2.2.2.8
#ERES : SC-102374
Species: Rat Rat Rat
Gender (M/F) / Number of animals: M/3 M/3 M/3
Feeding condition: Fed Fed Fed
Vehicle/Formulation: DMA/PEG/Water Milled, 5 um, AZD6140 Micronised, 1 um, AZD6140
(40:40:20 v/v/v) 1% CMC / 0.1% Tween 80 1% CMC / 0.1% Tween 80
Method of Administration: Intravenous Oral Oral
Dose (mg/kg): 3 5 5
Sample: Plasma Plasma Plasma
Analyte: AZD6140 AZD6140 AZD6140
Analytical method: HPLC/MS (non-validated) HPLC/MS (non-validated) HPLC/MS (non-validated)
PK parameters: tmax () - 2 4
Cnax (ng/mL) - 157 209
AUC (ng-h/mL) 2757 950 1558
ty, (h) 2.2 3.6 4.7
CL (mL/min-kg) 22 NA NA
V, (L/kg) 4.1 NA NA
F (%) NA 27 37

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.3.11 EEF#IRNIZSROEYEE (Ty )
wERME - FAT LA
CTD TOREERT : 4.2.2.2.9
#ERES : SC-102701
Species: Rat (Sprague-Dawley)

Number of animals / Gender (M/F):

Feeding condition:
Vehicle/Formulation:

Method of Administration:

Dose (mg/kg):
Sample:
Analyte:

Analytical method:

PK parameters:

Cp (ng/mL)
AUC (ng-h/mL)
t, (h)

CL (mL/min-kg)
V, (L/kg)

2/M

Fed
PEG/ethanol/saline (25:25:50)
Intravenous

3

Plasma
AZD6140
HPLC/MS
(non-validated)
1880

2420

2.7

21

4.8

2/M

Fed

Tween 80
Intravenous
3

Plasma
AZD6140
HPLC/MS
(non-validated)
1920

2370

2.5

21

4.6

2/M

Fed
Cyclodextrin
Intravenous

1

Plasma
AZD6140
HPLC/MS
(non-validated)
769

867

2.6

23

5.1

2/M

Fed
Liposome
Intravenous
1

Plasma
AZD6140
HPLC/MS
(non-validated)
666

833

2.4

19

4.0

Study conducted by the applicant: Yes

Study in compliance with GLP: No
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2.6.5.3.12 HOEO/REZOEYEIRE (v k)

WEWE . FhILOL

CTD TOECHEER : 4.2.2.24

#HERES : SC-102766

Species:

Rat (Sprague-Dawley)

Number of animals / Gender (M/F):
Feeding condition:

Vehicle/Formulation:
Method of Administration:
Dose (mg/kg):
Sample:
Analyte:
Analytical method:
PK parameters: tmax ()
Conex (ng/mL)
AUC, (ng-h/mL)
ty, (h)

3/M

Fed

CMC/Tween 80 suspension
Single oral gavage

100

Plasma

AZD6140

HPLC/MS (non-validated)
6

7.8 (=15 umol/L)

115000

2.5

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.3.13 HOEO/REZOEYEIRE (v k)

wEME - FHAULOL
CTD TOREEERT : 4.2.2.2.7
HERFE S : SC-103059

Species:

Rat (Sprague-Dawley)

Gender (M/F) / Number of animals:
Feeding condition:
Compound:
Vehicle/Formulation:
Method of Administration:
Dose (mg/kg):
Sample:
Analyte:
Analytical method:
PK parameters: tmax ()
Ciax (ng/mL or ng-eq/mL)
AUC (ng-h/mL)
ty, (h)

M3

Fed

Polymorphic form II

1% CMC / 0.1% Tween 80
po, gavage

5

Plasma

AZD6140

HPLC/MS (non-validated)
4

169

1290

2.7

M3

Fed

Polymorphic form III

1% CMC / 0.1% Tween 80
po, gavage

5

Plasma

AZD6140

HPLC/MS (non-validated)
5

146

1200

2.9

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.3.14 HEEORVHIRNZSROEMEE (I—FEty H)
wWERYE - FATLAL
CTD TOERHEERT : 4.2.2.2.15
AE&ES : SC-103082
Species: Marmoset (Common)
Gender (M/F) / Number of animals: M/3 M/3
Feeding condition: Fed Fed
Vehicle/Formulation: 1% CMC/ 0.1% Tween 80 2% Tween 80
Method of Administration: Oral, gavage Intravenous
Dose (mg/kg): 10 3
Radioactive dose (MBg/kg): - 22
Radionuclide: - [*H]
Sample: Plasma Plasma Blood
Analyte: - Total radioactivity Total radioactivity
Analytical method: - LSC LSC
PK parameters: Cs i (g equiv/ml): - 4010 3370

Additional information: In-life phase to study SC-103087 — pharmacokinetics in marmosets

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ Scotland

Study in compliance with GLP: Yes
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2.6.5.3.15 HARAORUVEHIRNIRSZOEEFHRE (IT—EEY k)

wEME - FHAULOL
CTD TR & &R : 4.2.2.2.14
HERFES : SC-103087

Species: Marmoset” (Common)
Number of animals / Gender (M/F): 3/M 3/M
Feeding condition: Fed Fed
Vehicle/Formulation: 1% CMC/ 0.1% Tween 80 2% Tween 80
Method of Administration: Oral gavage Intravenous
Dose (mg/kg): 10 3
Radioactive dose (MBg/kg): - 22
Radionuclide: - [*H]
Sample : Plasma Plasma
Analyte: AZD6140 AZD6140
Analytical method: HPLC/MS HPLC/MS
PK parameters: tmax () 2.3 -
Crnax (ng/mL) 1190 -
Csmin (ng/mL) - 2070
AUC (ng-h/mL) 8260 5770
ty, (h) 4.0 3.0
CL (mL/min-kg) - 9.9
V, (L/kg) - 2.5
F (%) 41 —

Additional information: The whole blood and plasma concentration of total radioactivity following the iv administration of [*H]-AR-C126532XX are reported
in the in-life phase study report SC-103082

Study conducted by the applicant: Yes
Study in compliance with GLP: No

? In-life phase study SC-103082

35



2.6.5 FEWTHHERBEE L
R RERN B L Fh Lo L A TR . [ RO i R

2.6.5.3.16 EYMFHIRFE (4 X)

wEME - FHAULOL
CTD TORE & : 4.2.2.2.11
HERFES : SC-103120

Species: Dog (Beagle)
Gender (M/F) / Number of animals: M/3
Feeding condition: Fed Fed
Vehicle/Formulation: 1% CMC/ 0.1% Tween 80 Tablet
Method of Administration: Oral gavage Oral gavage
Dose (mg/kg): 2.4 2.6
Sample: Plasma Plasma
Analyte: AZD6140 AZD6140
Analytical method: HPLC/MS HPLC/MS
PK parameters: tmax () 2 2
Chax (ng/mL) 347 541
AUC (ng-h/mL) 1860 2680
ty, (h) 2.7 2.5

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.3.17 mFRUVFEAHORAE (v k)
WEWE . FhILOL
CTD TOiEERT : 4.2.2.3.6
HERFE S . VKS0827

Species: Rat (Wistar Han)
Number of animals / Gender (M/F): 35/M,35/F
Feeding condition: Fed

Sample: Plasma and liver

Additional information: The objective of this study, VKS0827, was to provide plasma for a separate plasma protein binding study, YAT/264, liver for a
separate metabolism study, VKS0826 and livers for a P-pg expression study, AZM110520-04.

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ England

Study in compliance with GLP: No
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2.6.5.4 EYERERER - IRIR : RIERE

ALY
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2.6.5.5 EYIENREER - 0

2.6.5.5.1 HOBIRAEREEDEEA— SO T95T740— (BEESYR)

wEME - FHULOL
CTD TOiE&EEFr : 4.2.2.3.3
HERFE S : SC-103112

Species:

Rat, pigmented (Lister Hooded)

Gender (M/F) / Number of animals:
Feeding condition:
Vehicle/Formulation:

Method of Administration:
Duration of treatment:

Dose (mg/kg):

Radioactive dose (MBg/kg):
Radionuclide:

Study type:

Analytical method:

Sampling time:

M/8

fed

2% Tween 80 in isotonic saline
Intravenous via a tail vein
Single

3

350

['H]

QWBA

Phosphor imaging
0.08,0.5,2,4, 16,48 h and 8 and 14 days

F/7 time-mated (day 18 of gestation)
fed

2% Tween 80 in isotonic saline
Intravenous via a tail vein
Single

3

350

['H]

QWBA

Phosphor imaging
0.08,0.5,2,4,16,24 and 48 h
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Concentration (pg equiv/g)

Male rat Pregnant female rat

time (h) 0.08 0.5 2 4 16 48 192 0.08 0.5 2 4 16 24 48

Adrenal gland 11 53 1.2 0.8 - - - 17 53 2.0 0.9 0.1 0.02 -

Bladder 2.7 1.7 0.9 - - - - 0.6 0.7 0.6 - - - -

Blood 2.3 1.3 0.5 0.4 0.03 - - 2.8 1.9 0.7 0.3 - - -

Bone marrow 3.8 3.6 0.8 0.7 - - - 59 3.6 1.0 0.3 - - -

Brain 0.05 0.04 0.02 - - - - 0.1 0.04 0.02 - - - -

Brown fat 1.4 1.0 0.5 0.5 - - - 1.5 1.7 0.6 0.3 - - -

Eye 0.5 0.04 - 0.1 - - - 0.3 0.3 0.1 0.1 0.03 0.02 -

Epididymis 0.7 0.2 0.2 0.3 - - -

Foetus - 0.1 0.1 0.03 - - -
Harderian gland 0.5 0.8 1.1 1.3 0.5 0.1 - 0.6 1.5 1.7 1.3 0.4 0.3 0.1
Heart 9.2 4.9 1.7 1.2 - - - 12 7.0 2.1 0.7 - - -
Kidney 11 6.8 2.2 1.7 0.1 0.02 - 14 6.8 2.6 0.8 0.1 0.03 -
Lachrymal gland 1.2 2.6 0.1 1.7 0.1 - - 6.2 6.2 2.6 0.04 04 - -
Large intestine wall - 2.6 1.9 - 0.3 - - - - - - - - -
Liver 16 8.4 3.2 2.4 0.2 0.1 - 20 10 4.1 1.1 0.1 0.1 -
Lung 7.3 3.9 2.1 1.6 0.2 - - 10 54 2.6 1.0 0.2 0.1 -
Lymph node 1.5 2.0 1.1 1.0 - - - 1.8 2.6 1.7 0.7 0.04 - -

Ovary 0.9 0.5 0.5 - - - -
Pancreas 7.4 7.8 2.8 2.1 - - - 13 11 4.4 1.2 - - -
Pituitary gland 8.0 7.0 1.8 1.7 0.03 - - 9.2 8.8 2.8 0.9 0.03 - -
Placenta 6.4 2.9 1.0 0.4 0.03 0.02 -
Preputial gland 0.5 1.1 0.4 0.3 - - - L5 1.3 0.3 0.1 0.2 - -
Prostate 07 08 09 08 - - -

Rectum - 2.5 - - - - - - - - - - - -
Salivary gland 3.7 5.6 2.1 1.6 0.04 - - 7.1 7.1 3.1 0.9 004 - -
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Concentration (pg equiv/g)

Male rat Pregnant female rat
time (h) 0.08 0.5 2 4 16 48 192 336 0.08 0.5 2 4 16 24 48
Seminal vesicles 0.7 0.2 0.1 0.4 - - - -
Skeletal muscle 3.2 3.3 1.5 1.2 0.04 - - - 4.2 3.3 2.1 0.9 0.1 - -
Skin (albino) 0.5 0.7 0.4 0.4 0.1 - - - 0.2 0.3 0.1 0.1 - - -
Skin (pigmented) 0.6 0.7 0.5 0.4 0.1 - - - 0.2 0.3 0.2 0.1 - - -
Small intestine wall 2.4 2.5 2.4 - 0.2 - - - 2.5 10 5.7 - - - -
Spinal cord 0.1 0.04 - - — - - - 0.04 - - — - — -
Spleen 4.9 3.8 1.5 0.8 0.03 - - - 8.3 3.2 1.3 0.5 0.03 - -
Stomach wall 7.1 7.2 2.3 1.3 0.03 - - - 8.4 10 3.2 0.8 - - -
Testes 0.1 0.1 0.1 0.2 0.1 0.01 - -
Thymus 1.0 1.3 1.4 1.3 0.1 - - - 1.6 2.4 2.2 1.0 0.04 - -
Thyroid gland 7.8 3.9 2.6 1.2 0.1 - - - 11 4.6 2.5 0.7 0.3 0.1 -
Uterus - - -
White fat 0.1 0.3 0.1 0.1 - - - - 0.2 0.2 0.1 0.1 - - -
LRM 0.03 0.02 0.03 0.03 0.03 0.01 0.04 003 002 002 001 0.01 0.09
Blood (LSC) 2.1 1.0 0.5 0.4 0.02  0.005 0.002  0.001 2.5 0.9 0.3 0.2 0.01 0.01 0.003
Eye (LSC) 1.1 0.5 0.4 0.2 0.03  0.02 0.002  0.001 0.6 0.5 0.4 0.8 0.03 0.01 0.01

LRM Limit of Reliable Measurement

<LRM

Additional Information:

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ Scotland

Study in compliance with GLP: Yes

41




2.6.5 FYIHRERABREE

— AL NRERNRGR « Fh UL VAV, BRIR R O AR 3R

2.6.5.5.2 EREARSROEFF—FSIO4T53T71— (FRERRUVBEES Y )
wWERYE - FATLAL
CTD TOE#EEFT : 4.2.2.34
#BRES : 6140DMR5
Species: Rat, albino (Sprague-Dawley) Rat, pigmented (Lister Hooded)

Number of animals / Gender (M/F):
Feeding condition:
Vehicle/Formulation:

Method of Administration:
Duration of treatment:

Dose (mg/kg):

Radioactive dose (MBg/kg):
Radionuclide:

Study type:

Analytical method:

Sampling time:

3IM

Fed

1% carboxymethylcellulose: 0.1% Tween 80
Oral - gastric gavage
Single

20

5

[C]

QWBA

Phosphor imaging
0.5,24 and 168 h

7™M

Fed

1% carboxymethylcellulose: 0.1% Tween 80
Oral - gastric gavage

Single

20

5

[C]

QWBA

Phosphor imaging
0.5,2,4,24,72,168 and 216 h

Tissue concentration of AZD6140 and/or metabolites at different time points following oral administration of 20 mg/kg [14C]—AZD614O to male
albino rats and pigmented rats, respectively

Concentration (pg equiv/g)

Tissue Albino rat Pigmented rat

Time (h) 0.5 24 168 0.5 2 4 24 72 168 216
Adrenal cortex 2.8 0.4 - 6.5 17 21 0.4 - - -
Adrenal medulla 0.9 0.2 - 35 6.2 16 - - - -
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Concentration (pg equiv/g)

Tissue Albino rat Pigmented rat

Time (h) 0.5 24 168 0.5 2 4 24 72 168 216
Adrenal (whole) 2.4 0.4 - 5.8 15 20 0.4 - - -
Bladder - 0.2 - 0.3 1.2 3.6 0.3 - - -
Blood - - - 0.5 1.5 2.0 - - - -
Bone marrow - - - 0.7 3.0 4.6 - - - -
Brain - - - - - - - - - -
Brown fat 0.6 - - 2.0 7.8 9.9 - - - -
Epididymis - 0.4 - - 0.4 1.0 0.3 - - -
Eye - 0.2 - - 0.3 0.9 - - - -
Harderian gland - 1.1 - 0.3 23 6.9 33 0.3 - -
Heart 0.8 - - 2.8 7.9 9.3 - - - -
Kidney cortex 1.4 0.4 - 5.1 11 15 0.3 - - -
Kidney medulla 1.0 0.2 - 3.9 6.4 12 - - - -
Kidney (whole) 1.2 0.3 - 4.5 9.5 14 0.3 - - -
Lachrymal gland - 0.2 - - 3.6 8.5 - - - -
Large intestine wall - - - 0.7 20 6.0 - - - -
Liver 4.2 0.7 - 12 19 21 0.6 0.2 - -
Lung 0.5 - - 2.1 4.8 6.5 - - - -
Lymph node - - - 0.4 3.2 55 - - - -
Pancreas 0.8 0.2 - 2.6 11 17 - - - -
Pineal body - - - 1.2 7.6 - - - -
Pituitary gland 0.6 - - 2.0 7.5 11 - - - -
Preputial gland 0.3 1.8 - 1.3 5.6 9.0 1.7 - - -
Prostate - - - 0.4 2.0 33 - - - -
Rectum - - - 0.6 2.6 8.5 - - - -
Salivary gland 0.6 0.2 - 23 9.8 13 0.3 - - -
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Concentration (pg equiv/g)

Tissue Albino rat Pigmented rat

Time (h) 0.5 24 168 0.5 2 4 24 72 168 216
Seminal vesicles - - - - 1.9 0.5 0.5 - - -
Skeletal muscle - - - 0.9 39 6.7 - - - -
Skin (albino) - 2.1 - 0.3 1.3 2.4 - - - -
Skin (pigmented) 0.4 1.6 2.7 0.5 0.2 - -
Small intestine wall - - - 3.0 24 14 - - - -
Spinal cord - - - - - - - - - -
Spleen 0.6 - - 2.2 4.5 7.3 - - — —
Stomach wall - - - 2.0 11 11 - - - -
Testis - - - - - 0.3 - - - -
Thymus - - - - 1.8 4.5 - - - -
Thyroid gland 0.7 - - 2.8 6.4 9.4 - - - -
Uveal - 0.6 - 0.5 2.1 3.5 - - - -
White fat - - - - 0.6 1.2 - - - -
Limit of Reliable Measurement 0.2 0.1 0.2 0.2 0.1 0.1 0.2 0.1 0.7 0.6
Eye (LSC) 0.1 0.1 0.001 0.4 1.4 1.5 0.1 0.03 0.01 0.01
Blood (LSC) 0.2 0.1 0.01 1.0 1.9 2.5 0.1 0.02 0.01 0.01

- <Limit of Reliable Measurement
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Additional Information: Albino rats: AZD6140 and/or metabolites was poorly distributed with the highest levels observed at 30 min post dose in the majority
of tissues. The highest levels of radioactivity were found in organs associated with metabolism and excretion (liver and kidney) and with glandular tissues
(adrenal gland). The radioactivity was rapidly eliminated from the majority of tissues, at 168 h post dose, all tissues were below the limit of reliable
measurement. Pigmented rats: AZD6140 and/or metabolites was widely distributed with the highest levels observed at 4 h post dose in the majority of tissues.
The highest levels of radioactivity were again found in organs associated with metabolism and excretion (liver and kidney) and with glandular tissues such as
the adrenal gland. The radioactivity was rapidly eliminated although radioactivity was still present in glandular tissues at 72 h post dose. All tissues were
below the limit of reliable measurement by 168 h post dose. There was little evidence of melanin-specific binding of radioactivity in the pigmented tissues
(uveal tract and pigmented skin). Although the levels of radioactivity were higher in pigmented than non-pigmented skin, the radioactivity was eliminated at
a similar rate from both, and was below the limit of reliable measurement by 168 h post dose in both tissues.

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ Scotland

Study in compliance with GLP: Yes
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2.6.5.5.3 HOBIRAERERODEEA— SO T5 74—

(FERUVBBI Y )

wEME - FHAULOL
CTD TOiE&EEFr : 4.2.2.3.5
HERE S : 6140DMR25

Species:

Rat, albino (Sprague-Dawley)

Rat, pigmented (Lister Hooded)

Number of animals / Gender (M/F):
Feeding condition:
Vehicle/Formulation:

Method of Administration:
Duration of treatment:

Dose (mg/kg):

Radioactive dose (MBg/kg):
Radionuclide:

Study type:

Analytical method:

Sampling time:

3M
Fed
2% v/w Tween 80

Intravenous via a tail vein

Single

3

5

[C]

QWBA

Phosphor imaging
0.5,24 and 168 h

&M

Fed

2% v/w Tween 80
Intravenous via a tail vein
Single

3

5

[C]

QWBA

Phosphor imaging
0.08,0.5,2,4,24,72,168 and 216 h
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Concentration (pg equiv/g)

Albino rat Pigmented rat

Time (h) 0.5 24 168 0.08 0.5 2 4 24 72 168
Adrenal cortex 7.7 0.1 - 13 7.6 3.5 1.6 0.1 0.04 -
Adrenal medulla 53 0.1 - 9.6 5.0 2.6 1.5 0.1 0.1 -
Adrenal (whole) 6.8 0.1 - 12 7.2 3.4 1.6 0.1 0.04 -
Bladder 1.3 0.1 - 1.3 2.1 1.2 0.7 - - -
Blood 0.9 0.03 - 2.1 1.0 0.5 0.3 0.03 - -
Bone marrow 2.0 0.03 - 2.5 2.2 0.8 0.4 0.03 - -
Brain 0.04 0.02 - 0.1 0.03 0.03 0.03 0.01 - -
Brown fat 5.2 0.1 - 1.4 3.2 1.5 0.7 - - -
Epididymis 0.2 0.02 - 0.2 0.2 0.3 0.2 0.1 - -
Eye 0.3 0.01 - 0.5 0.8 0.2 0.2 0.1 0.02 -
Harderian gland 1.8 0.2 - 0.8 1.3 1.5 1.4 0.5 0.05 -
Heart 53 0.1 - 9.7 5.1 2.1 1.1 0.1 - -
Kidney cortex 7.2 0.1 - 15 7.5 3.5 1.9 0.1 0.01 -
Kidney medulla 6.8 0.04 - 10 59 2.9 1.2 0.1 - -
Kidney (whole) 7.1 0.1 - 13 7.1 3.3 1.7 0.1 0.01 -
Lachrymal gland L5 0.05 - 1.6 1.9 1.9 1.2 - - -
Large intestine wall 2.0 0.1 0.02 2.4 3.1 1.9 1.5 0.4 0.02 -
Liver 9.3 0.2 0.01 13 11 4.4 2.4 0.2 0.03 -
Lung 2.1 0.1 - 5.6 2.9 1.8 0.9 0.1 - -
Lymph node 1.9 0.03 - 1.5 2.4 1.4 0.9 0.04 - -
Pancreas 7.2 0.1 - 6.0 7.4 53 1.9 0.1 - -
Pineal body 0.1 4.9 5.1 -

Pituitary gland 5.6 0.02 - 8.4 5.8 3.1 1.3 0.1 - -
Preputial gland 23 0.2 - 1.5 2.2 1.7 0.8 0.3 - -
Prostate 1.3 - - 1.1 1.0 1.4 0.6 - - -
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Concentration (pg equiv/g)

Albino rat Pigmented rat
Time (h) 0.5 24 168 0.08 0.5 2 4 24 72 168
Rectum 3.0 0.04 - 1.5 2.0 1.0 1.1 0.02 - -
Salivary gland 6.8 0.1 - 5.7 7.0 3.2 1.5 0.1 - -
Seminal Vesicle 0.2 - - 0.3 0.2 0.1 0.1 - - -
Skeletal muscle 2.7 0.04 - 2.8 34 1.9 1.1 0.04 - -
Skin albino dorsal 0.8 0.2 - 0.6 0.7 0.7 0.5 0.1 0.02 0.03
Skin albino ventral 1.0 0.4 0.1 0.9 1.2 0.8 0.6 0.4 0.1 0.1
Skin pigmented dorsal 0.6 1.1 0.9 0.6 0.2 0.03 0.1
Small intestine wall 2.6 0.1 - 2.5 3.0 2.6 1.7 1.0 - -
Spinal cord 0.1 0.02 - 0.1 0.04 0.04 0.03 0.02 - -
Spleen 2.9 0.02 - 4.1 3.3 1.5 0.8 0.04 - -
Stomach wall (non-secretory) 0.9 - - 0.6 1.0 0.7 0.6 - - -
Stomach wall (secretory) 6.4 0.05 - 7.9 7.0 2.8 1.2 0.2 - —
Testis 0.1 0.03 - 0.05 0.1 0.1 0.1 0.03 - -
Thymus 1.3 - - 0.8 1.3 1.3 0.9 0.03 - -
Thyroid gland 3.6 0.05 - 13 4.0 1.9 1.8 0.03 - -
Uveal 1.0 0.03 - 1.9 1.8 1.0 0.8 0.2 0.04 -
White fat 0.6 0.01 - 0.3 0.5 0.5 0.3 0.02 - -
Limit of reliable measurement: 0.001 0.001 0.001 0.002 0.001 0.001 0.001 0.001 0.001
Right.Eye (LSC) 0.5 0.02 0.001 1.5 0.7 0.6 0.3 0.03 0.01 0.003
Whole Blood (LSC) 1.0 0.03 0.003 18 1.4 0.6 0.3 0.02 0.01 0.002

- <Limit of Reliable Measurement
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Additional Information: The tissue distribution of total radioactivity, in pigmented rat, at 216 h was not investigated.

Albino rats: AZD6140 and/or metabolites was widely distributed to the tissues. High levels were generally found in organs associated with metabolism and
excretion (liver, pancreas and kidney) and with glandular tissues (adrenal and pituitary glands). Pigmented rats: AZD6140 and/or metabolites was widely
distributed to the tissues, the pattern of distribution and elimination was similar to that observed in albino rats. The relatively high levels of radioactivity
observed in the secretory region of the stomach wall indicate active secretion of radioactivity. There was little evidence of melanin-specific binding of
radioactivity in the pigmented tissues. Although radioactivity was still measured in the pigmented skin at the end of the sampling period, it was found at low
levels and was at a similar concentration as albino skin.

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ Scotland
Study in compliance with GLP: Yes
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2.6.5.6 EHYEhReiiR . EAES
2.6.5.6.1 In vitro MIFEQHFES (RHUAR. Sv b, 99X, 4 X,

YT—Etv bk, EF)

WEBYE . FATLOL
CTD TOICEERT : 4.2.2.3.1

HERES : SC-103174
Study system: In vitro
Target entity, test system and method: Fresh pooled plasma, equilibrium dialysis
Species (strain): Mouse, rat (Sprague-Dawley), rabbit (New Zealand White), dog (Beagle), marmoset, human
Gender (M/F)/Number of animals: Mouse M/40, rat M/10, rabbit M/3, dog M/3, marmoset M/8, human M/3
Radionuclide: [*H]
Substance analyzed: Total radioactivity
Analytical method: LSC

Species Concentration tested % Unbound (fu)
(ng/mL) mean (SD)

Mouse 10, 200, 4000 0.9,0.8,0.5,0.7 (0.2)
Rat 10, 200, 4000 1.1, 1.0, 0.6, 0.9 (0.3)
Rabbit 10, 200, 4000 0.9, 1.0, 0.6, 0.8 (0.2)
Dog 10, 200, 4000 1.2,1.0,0.7, 1.0 (0.3)
Marmoset 10, 200, 4000 1.0, 1.0, 0.6, 0.9 (0.2)
Human 10, 200, 4000 0.5,0.8,0.5,0.6 (0.2)

Additional Information: 10, 200 and 4000 ng/mL ~ 0.02, 0.4 and 8 pmol/L

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _
- Scotland

Study in compliance with GLP: Yes
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2.6.5.6.2 In vitro MBEQHEES (YR, Sy b, 99X, v—F
vy k., EF)

HWERYE . AR-C124910XX, AR-C133913XX
CTD TOERHEERT : 4.2.2.3.2
HERE S : YAT/116
Study system: In vitro
Target entity, test system and method: Frozen pooled plasma, equilibrium dialysis
Species (strain): Mouse (CD1), rat (Wistar), rabbit (New Zealand White), marmoset monkey, human
Gender (M/F)/Number of animals: Frozen pooled plasma from unspecified sex

Substance analyzed: The two metabolites (to AZD6140) AR-C124910XX and AR-C133913XX
Analytical method: LC/MS/MS

Fraction unbound

Species Concentration (pg/mL) AR-C124910XX (%) AR-C133913XX (%)
Mouse 0.1,0.5,1.0 2.0 99
Rat 0.1,0.5,1.0 0.41 52
Rabbit 0.1,0.5,1.0 0.32 53
Marmoset 0.1,0.5, 1.0 0.37 48
Human 0.1,0.5,1.0 0.14 48

Additional Information:
0.1,0.5, 1 pg/mL =~ 0.2, 1, 2 umol/L AR-C124910XX ~ 0.3, 1.5, 3 umol/L AR-C133913XX

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _
N, <

Study in compliance with GLP: Yes
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2.6.5.6.3 In vitro M#IFEBFE FHERIT Y H)

HEEYE - FAHY L AL, AR-C124910XX
CTD TOECHEHER : 4.2.2.3.7

HERES : YAT/265
Study system: In vitro
Target entity, test system and method: Frozen pooled neonatal (7, 14 and 25 days) plasma, equilibrium dialysis
Species (strain): Rat (Wistar Han)
Gender (M/F)/Number of animals: 10M and 10F (7 days), 10M and 10F (14 days), 10M and 10F (25 days)
Substance analyzed: Ticagrelor and the metabolite AR-C124910XX
Analytical method: Protein participation and LC/MS/MS

Plasma Age Ticagrelor Ticagrelor AR-C124910XX AR-C124910XX

(days) Conc tested unbound (fu) Conc tested unbound (fu)
(png/mL) (mean) (png/mL) (mean)

7 0.37, 37 0.4,0.5 0.34, 34 0.3,0.3

14 0.37, 37 04,04 0.34, 34 0.3,0.3

25 0.37, 37 03,04 0.34, 34 04,04

Additional Information:
0.37, 37 pg/mL = 0.7 and 70 umol/L (ticagrelor) and 0.34, 34 pg/mL = 0.7 and 70 pmol/L (AR-C124910XX)

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _
I <

Study in compliance with GLP: No
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T Ll =g . = 7 w7 — =4
2.6.5.7 EMBERER IR IIIRIAIIC B 1T 5 HER
2.6.5.7.1 o RIS v b)) RUOIRNS U ARER (HEL
Zv k)
wERME - FAYLAL
CTD TORHEERT : 4.2.2.5.8
HERES - 185442
Species: Rat (Sprague-Dawley)
Lactating date/Number of animals: | Day 11 /8 females
Feeding condition: Fed
Vehicle/Formulation 1% CMC/ 0.1% Tween 80
Method of Administration: Oral gavage
Dose (mg/kg): 60
Radioactive dose (MBq/kg): 10
Radionuclide: 'c]
Sample: Milk, plasma
Analyte: Total radioactivity AZD6140, AR-C124910XX; AR-C133913XX
Analytical method: LSC LC/MS/MS
Time (h) 1 4 24 48
AZD6140 (ug/mL) 7.4 7.1 0.02 -
AR-C124910XX (pg/mL) 0.5 0.8 - -
AR-C133913XX (ug/mL) 0.09 0.05 - -
Milk (ug equiv/mL) 23 62 5.6 0.2
Plasma (pg equiv/mL) 8.7 8.7 0.2 0.1
Milk/Plasma 2.6 7.1 23 2.0
- <5 ng/ml (LLOQ)
Mean total radioactivity in tissues, in suckling pups
Tissue 4h 24 h 48 h
(1g equiv/g)
Adrenal cortex 0.3 8.9 35
Adrenal medulla 0.2 6.0 3.0
Adrenal whole 0.3 7.7 33
Bladder - 16 20
Blood 0.1 1.1 0.5
Bone marrow - 2.1 0.8
Brain - 0.4 0.2
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Tissue 4h 24 h 48 h
(1g equiv/g)
Brown fat 0.2 8.2 2.2
Epididymis - 2.1 0.7
Eye - 0.8 0.3
Harderian gland - 11 6.2
Heart 0.2 5.8 1.7
Kidney cortex 0.3 6.7 2.6
Kidney medulla 0.2 3.1 L.5
Kidney (whole) 0.3 5.2 2.1
Lachrymal gland - 6.5 1.9
Large intestine wall - 33 18
Liver 0.5 10 4.0
Lung 0.2 4.0 1.4
Lymph node - 23 1.4
Ovary - 3.9 NP
Pancreas - 5.4 1.7
Pineal body - 6.0 23
Pituitary gland - 3.9 1.5
Preputial gland - 11 7.5
Rectum - 7.2 3.2
Salivary gland - 5.5 1.9
Skeletal muscle - 4.2 1.4
Skin non-pigmented - 9.8 10
Small intestine wall - 19 6.7
Spinal cord - 0.5 0.3
Spleen - 2.9 1.0
Stomach wall - 5.4 2.0
Testes - 1.7 0.6
Thymus - 2.9 1.1
Thyroid gland - 7.0 2.2
Uterus - 2.0 1.0
Uveal - 1.9 0.7
White fat - 1.0 0.4
Limit of reliable measurement 0.05 0.04 0.03

- <Limit of reliable measurement or not detected
NP Not present

Additional Information: Following the suckling of maternal milk from lactating rats, the total radioactivity in
milk was well absorbed and well distributed throughout the tissues of the pulp analysed.

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _
I <

Study in compliance with GLP: Yes
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2.6.5.8 EYBRERER . TOMD L HEHER

B
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2.6.5.9 EBREERER . (X5 : In Vivo
2.6.5.9.1 ‘H-Fh 7 LOLOEARVEHERNZSEOERREH TOT7M4IL (SY b)
wWEWE - FhILOL
CTD TOiC&EERT : 4.2.24.5
HERE S . SC-103125
Species: Rat” (Sprague-Dawley)

Number of animals / Gender (M/F): 3/M 3/M 3/M
Feeding condition: Fed Fed Fed
Vehicle/Formulation: 1% CMC/ 0.1% Tween 80 1% CMC/ 0.1% Tween 80 2% Tween in saline
Method of administration: Oral gavage Oral gavage Intravenous
Dose (mg/kg): 100 5 3
Radioactive dose (MBg/kg): 6 11 20
Radionuclide: [°H]
Analytical method: LSC, HPLC-RAD, HPLC/MS/MS, HPLC-NMR
? In-life phase Study SC-102782
Sample Sampling time % of dose % of dose excreted
or period in sample Parent Putative Oxidised parent +
AR-C124910XX oxidised putative AR-C124910XX

Faeces 100 mg/kg po 0-48 h 83 37 11 16

5 mg/kg po 0-48 h 89 54 11 4

30 mg/kg iv 0-48 h 86 48 11 8
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Important findings:

e 2-4% of the total dose was excreted in urine after the first 24 h.

e No significant metabolites were identified in the urine samples.

e  The major component in the facces was the parent compound. The major metabolite in facces was AR-C124910XX (loss of hydroxyl-ethyl side chain).

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.9.2 ‘H-F A4S LOLOBORVEIKRANEEEOERFREM IO 704l (T—Et Y
~)

wEEME - FHAULOL
CTD TOREEERT : 4.2.2.4.6
HERE S ;. SC-103826

Species: Marmoset” (Common)

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

Feeding condition: fed fed Fed

Vehicle/Formulation: 1% CMC/ 0.1% Tween 80 1% CMC/ 0.1% Tween 80 2% Tween 80 in saline

Method of administration: Oral gavage Oral gavage Intravenous

Target dose (mg/kg): 100 5 1.5

Radioactive dose (MBg/kg): 8 10 10

Radionuclide: [*H] [*H] [*H]

Analytical method: HPLC-RAD, HPLC-MS/MS, HPLC-RAD, HPLC-MS/MS, HPLC-RAD, HPLC-MS/MS,
HPLC-NMR HPLC-NMR HPLC-NMR

? In-life phase study SC-103178

Sample Sampling period % of dose in sample % of dose excreted
Parent MI1° M2 M3° Other?

Urine 100 mg/kg po 0-48 h 5 2 2

5 mg/kg po 0-48 h 6 <2 4

1.5 mg/kg iv 0-48 h 9 3 6
Faeces 100 mg/kg po 0-72 h 55 38 <2 <2 <2 >11

5 mg/kg po 0-72 h 61 26 3 <2 8 >22

1.5 mg/kg iv 0-72 h 53 28 <2 3 <3 >17
° putative AR-C133913XX (loss of difluorophenyl-cyclopropyl group)
Z putative AR-C124910XX (loss of hydroxyl-ethyl side chain)

combined total of remaining minor metabolites
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Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.59.3 YC-F AL LOLOEAORUVBIKNESZDOERFABM IO 704IL (XTHR)
WERWME - FHSLOL
CTD TOit&E &R : 4.2.24.7
HERE S : 26151

Species: Mouse (CD-1) Mouse (CD-1)
Gender (M/F)/Number of animals®: M3/F3 M3/F3
Feeding condition: Fed Fed
Vehicle/Formulation: 1% CMC/ 0.1% Tween 2% Tween 80
Route of Administration: Oral gavage Intravenous
Dose (mg/kg): 20 6

Radioactive dose (MBg/kg): 17 17
Radionuclide: 'c] 'c]
Analytical method(s): LC-RAD-MS LC-RAD-MS

? In-life phase study 177138

Sample % of dose in sample % of dose excreted
0-24 h Parent M1° M2 M3&M4 M5&M6 M7°&M8 M9 M10 M1l Unknown
Urine po 2 <1 <1 <1 <1 <1
v 1 <1 <1 <1 <1 <1
Faeces po 93 33 29 6 12 5 9 <1
iv 90 34 24 9 10 4 6 <1

° AR-C124910XX (loss of hydroxyl-ethyl chain)
AR-C133913XX (loss of difluorophenyl-cyclopropyl group)

Important findings:

e A total of 11 metabolites were characterized in mouse urine and faeces.

e  Metabolic profiles were similar irrespective of the route of administration or gender.
e  The major metabolite in facces was M1 (AR-C124910XX).

60




2.6.5 FyIhRERR R
— A NRERN LS+ F A 7 L m VAN, BRI M O A

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.9.4 YC-FASLOLOBORVEBIKNBZSEHZOREM TOT7a4IL (S F)

wEME - FHAULOL
CTD TOiLEEFRT : 4.2.2.4.8
HERE S : 6140DMR20

Species: Rat (Sprague-Dawley)” Rat (Sprague-Dawley)” Rat (Sprague-Dawley)” Rat (Sprague-Dawley)”

Gender (M/F)/Number of animals: M3/F3 M3/F3 M33/F33 M36/F 36

Feeding condition: Fed Fed Fed Fed

Vehicle/Formulation: 1% CMC/0.1% Tween 80 2% Tween 80 1% CMC/0.1% Tween 80 2% Tween 80

Method of administration: Oral gavage Intravenous Oral gavage Intravenous

Dose (mg/kg): 20 3 20 3

Radioactive dose (MBg/kg): 1.85 1.85 1.85 1.85

Radionuclide: 'c] ["C] ["C] 'c]

Sample: Urine, faeces Urine, faeces Plasma Plasma

Analytical method: HPLC-MS-RAD, HPLC-MS-RAD, HPLC-MS-RAD, HPLC-MS-RAD,
LC-MS/MS LC-MS/MS LC-MS/MS LC-MS/MS

In-life phase study 6140DMR4
In-life phase study 6140DMR6

Sample % of dose in sample % of dose excreted
0-48 h Parent RM5¢ RM9 RM10 RMI11 RM14 RM16° RM17 Others®
Urine  po 5 1 <1 <1 3
iv 4 1 <1 <1 2
Faeces po 88 41 6 1 2 3 2 5 8 9
1\ 86 31 5 2 2 5 4 8 6 11
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Sample Concentration % of radioactivity in sample
(ng equiv/ml) Parent RM5°¢ RM10 RM16° Others
Plasma po 4h 2.8 69 2 <1 17 4
iv 2h 0.5 73 <1 10 7

Cc

AR-C133913XX (loss of difluorophenyl-cyclopropyl group)
d AR-C124910XX (loss hydroxyl-ethyl side chain)
Sum of total uncharacterized peaks, each individual <0.7% (urine), <2% (faeces)

Important findings:
A total of 17 metabolites were characterized in rat plasma, urine and faeces. Only metabolites >1% are tabulated above.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.9.5 “C-F AV LOLOBRORVEHIRNBEEZOREMTOT 74 (I—F€Y H)
wERME - FAT LA
CTD TOERHEERT : 4.2.2.4.10
HERES - 6140DMP21
Species: Monkey" Monkey” Monkey” Monkey”

(Common Marmoset)

(Common Marmoset)

(Common Marmoset)

(Common Marmoset)

Gender (M/F)/Number of animals:
Feeding condition:
Vehicle/Formulation:

Route of Administration:

Dose (mg/kg):

Radioactive dose (MBg/kg):
Radionuclide:

Sample:

Analytical method(s):

M4/F4

Fed

1% CMC / 0.1% Tween 80
Oral gavage

20

3.7

[

Urine, facces

LSC, HPLC-MS-RAD,
LC-MS

M4/F4

Fed

2% Tween 80
Intravenous

3

3.7

[

Urine, faeces

LSC, HPLC-MS-RAD,
LC-MS

M6/F6

Fed

1% CMC / 0.1% Tween 80
Oral gavage

20

3.7

[*C]

Plasma

LSC, HPLC-MS-RAD,
LC-MS

M6/F6

Fed

2% Tween 80
Intravenous

3

3.7

[

Plasma

LSC, HPLC-MS-RAD,
LC-MS

? In-life phase study 174839 (6140DMP7)

Sample % of dose in sample % of dose excreted
Parent MM6 MM7 MM$®  MMI4 MMI5  MMI8  MM20° MM21  Others’
Urinee po 8 <1 <1 1 3 <1 2
v 11 <1 1 <1 2 <1 3
Faecesf po 62 27 <1 1 3 1 1 4 7
iv 61 22 2 <1 2 2 3 2 4 8
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Sample Crnax % of dose excreted
(ug equiv/ml)  Parent MM6 MM7 MMSP MM17 MM20° Others’
Plasma® po 4.5 42 2 1 12 5 13 7
v 2.5 53 1 3 6 6 9
b AR-C133913XX (loss of difluorophenylcyclopropyl group)
¢ AR-C124910XX (loss of hydroxyl-ethyl side chain)
d Sum of total uncharacterized minor radioactive peaks

pooled 0-120 h samples
pooled 0-48 h samples
& pooled 0.5-8 h samples

Important findings:
A total of 21 metabolites were characterized in marmoset plasma, urine and faeces

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.9.6 “C-F AV LOLDOBEEROBREEDERTREMTOT 74U (E )
wWERYE - FATLAL
CTD TOERHEERT : 4.2.2.4.11
ERES : 208066
Species: Human"
Gender (M/F)/Number of subjects: M6
Feeding condition: Fed

Vehicle/Formulation:
Route of Administration:
Dose (mg):

Radioactive dose (MBq):
Radionuclide:

Analytical method(s):

CMC / Polysorbate 80 / purified water
Oral

200

2.2

[“C]

LC-RAD & LC-MS

? In-life study D5130C00013

Sample % of dose in sample % of dose excreted

0-24 h Parent M1 M2 M3 M4 M5° M7 M§g° M6, M9, M10  Unknown
Urine 23 1 1 2 7 9 1 1
Facces 55¢ 27 3 1 22 1

b AR-C133913XX (loss of difluorophenyl-cyclopropyl group)

¢ AR-C124910XX (loss of hydroxyl-ethyl side chain)
various time intervals up to 96 h

Important findings:

e A total of nine metabolites were characterized from urine, faecces and plasma

e  The major circulating components in plasma were AZD6140 and M8 (AR-C124910XX) in a pooled sample taken at 3h post dose, M5 was also present

(AR-C133913XX) to a lower extent.
e  Metabolites M3, M6 and M9 are characterized as glucuronides.
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Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ Scotland

Study in compliance with GLP: Yes
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2.6.5.9.7 YC-F AL LOLDOEOREHDITRREMTOTFAIL (Sy R)

wEME - FHAULOL
CTD TOREEERT : 4.2.2.4.9
HEXRZE S : 26886

Species™: Rat (Sprague Dawley)
Lactating date/Number of animals: Day 11/ 8 females
Feeding condition: Fed

Vehicle/Formulation: 1% CMC/ 0.1% Tween 80
Method of Administration: Oral gavage

Dose (mg/kg): 60

Radioactive dose (MBg/kg): 8

Radionuclide: 'c]

Sample: Milk

Analytical method(s): LC-RAM-MS

? In-life phase study 185442

Sample Sampling time or period % of Radioactivity in sample

Parent RM5" RMS8 +RM9°  RMI10 RM18 RM16* RM17
001F 1 h post dose 73.3 13.0 ND ND ND 9.3 ND
002F 1 h post dose 78.9 7.8 ND ND ND 9.1 ND
003F 4 h post dose 70.7 1.4 2.9 3.0 1.2 11.6 0.9
004F 4 h post dose 60.0 2.8 3.6 1.9 0.9 12.5 1.7

b AR-C133913XX (loss of diflurophenyl-cyclopropyl group)
¢ Co-eluting peaks

d AR-C124910XX (loss of hydroxyl-ethyl side chain)

ND Not Detected

Important findings: The majority of the radioactivity found in the milk samples was unchanged AZD6140. A total of seven metabolites were identified in the

milk samples.
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Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.10 EMENRESRER - KB ;- In Vitro

2.6.5.10.1 BRICE T HERERVREL

wWERYE : FATLAL
CTD TORCEERT : 4.2.2.4.1
HERFE S : SC-102480

Study system:

Simulated incubation experiments were performed with AZD6140 to determine the limit of solubility in the incubation media.

Microsome buffer was co-incubated with AZD6140, in 1% ethanol, 0-15 umol/L for 5 min and 2 h using glass containers.
Microsome buffer was co-incubated with AZD6140, in 1% ethanol, 0-15 umol/L for 5 min and 2 h using polypropylene containers.
Hepatocyte buffer was co-incubated with AZD6140, in 1% ethanol, 0-15 pmol/L for 5 min and 2 h using polypropylene containers.
Microsome buffer was co-incubated with AZD6140, in 1% DMSO, 0-20 umol/L for 5 min using polyethylene containers.
Hepatocyte buffer was co-incubated with AZD6140, in 1% DMSO, 0-20 umol/L for 5 min using polyethylene containers.

Stock solutions of AZD6140 in DMSO,1-2.5 mg/mL (2-5 mmol/L)up to 7 mon were analysed.

Concentrations of AZD6140 were analysed by HPLC using UV detection.

Results:

Microsome incubate concentration of AZD6140 (1% ethanol) in glass containers versus peak area response showed indications of absorption of
AZD6140 to glass.

Microsome incubate concentration of AZD6140 (1% ethanol) in polypropylene containers versus peak area response indicated full solubility of
AZD6140 <15 pumol/L.

Hepatocyte incubate concentration of AZD6140 (1% ethanol) in polypropylene containers versus peak area response indicated full solubility of
AZD6140 <15 pmol/L.

Both microsome and hepatocyte incubation media containing AZD6140 (1% DMSO) versus peak area response indicated full solubility of AZD6140
<20 umol/L (using polyethylene containers).

Stock solutions of AZD6140 1-2.5 mg/mL (2-5 mmol/L) (1% DMSO) are stable in glass or polypropylene containers <7 mon when stored at room
temperature with minimal exposure to light.
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Important findings:

e  AZD6140 has shown indications of adhering to glass but not to plastic containers at low organic compositions.
e  Solubility confirmed up to 20 pmol/L in hepatocyte and microsome incubation media.

e  Stability of stock solutions in DMSO confirmed up to 7 mon at room temperature.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.10.2

HFEEIVT7S VAR (Tv b,

1X, EBR)

wEME - FHAULOL
CTD TOiEEFRT : 4.2.24.2
HERFE S . SC-102436

Study system:
System: Rat Hepatocytes Dog Hepatocytes Human Hepatocytes
Number of animals / Gender (M/F): IM/1F IM/1F IM/1F
AZD6140 (umol/L): 1 and 20 1 and 20 1 and 20
Radionuclide: [*H] [*H] [*H]
Method:

Incubates with [*H]-AZD6140 1 pmol/L (0.08-2 h; to determine Intrinsic clearance) and 20 umol/L (2 h; for metabolite charcterisation) for intrinsic clearance
calculation and metabolic profiling , respectively, were performed. The hepatocytes viability were checked with respect to phase I and phase II metabolism
using testosterone and nitrophenol, respectively, as markers. HPLC-RAD was used for determination of AZD6140 in the experiment to calculate intrinsic
clearance and LC/MS analysis for preliminary characterisation of metabolites.

Tabulated results:
Species CLintrinsic (ML/min-million cells)
Hepatocytes incubations Vehicle control incubation
AZD6140 AZD6140
Rat 2 1
Dog 1 stable
Human stable <1
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Important findings:

e [n vitro intrinsic clearance for AZD6140 showed minimal turnover in rat and dog hepatocytes and no quantifiable turnover in human hepatocytes.
Positive control confirmed both the oxidative and conjugative viability albeit some variability.

e  Scaling to in vivo clearance from in vitro intrinsic clearance resulted in clearance of 9 and 8 ml/min.kg in rat and dog, respectively.

e A total of nine relatively small metabolites were identified and the majority of these were identified in rat hepatocytes. The majority of the metabolism is
oxidative and the main metabolites were AR-C124910XX (loss of hydroxyl-ethyl side chain) and AR-C133913XX (loss of di-fluorophenyl-cyclopropyl
phenyl group) independently of species.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.10.3 InvitoREWM IO T 74 (RIOR, SV b, 4AX, X—FvY b, hZHA4HIL,

E k)
wERME - FAYTLBAL
CTD TOREEERT : 4.2.24.3
HERES - 6140DMN9
Study system:
System: Hepatocytes Microsomes Induced S9
Species: Rat, dog, human Mouse, rat, dog, marmoset, Rat
Cynomolgus monkey, human
Incubation time (h) 0,1and 4 0,0.5and 1 0,1and 4
AZD6140 (umol/L): 20 20 10-80
Radionuclide: ['*C] ['*C] ['*C]
Analytical method: LC-RAD-MS LC-RAD-MS LC-RAD-MS

Tabulated results:

Hepatocytes (4 h incubation) - % of total radioactivity

IM4 IM5* IM6 IM8 IM9 IMI0 IMI1 IMI3 IMI14 IMI5 IMI6 IMI§° AZD6140 IM19  Others®
Rat 5 1 2 4 1 10 69 2 7
Dog 6 1 1 6 28 d 12 2 38 3 3
Human <1 12 <1 3 1 13 63 3 4
Microsomes (1 h incubation) - % of total radioactivity
M1 & IM2 IM3 IM4 IM5 IM6 IM7 IM8 IM9 IMIO IMIl IMIS8®  AZD6140 IM19  Others®
Mouse 1 6 1 1 1 2 2 3 25 55 4
Rat 2 1 96 1 1
Marmoset 9 1 6 82 2
Dog 2 7 88 1
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Microsomes (1 h incubation) - % of total radioactivity
IM1 & IM2 IM3 IM4 IM5 IM6 IM7 IM8 IM9 IMIO IMIl IMIS8®  AZD6140 IM19  Others®

Cynomolgus 1 2 19 1 1 1 1 28 40 1 5
Human 3 5 88 3

Aroclor induced rat liver S9 (4 h incubation) - % of total radioactivity
IMI &IM2 IM4 IM5* IM6 IM7 IM8 IM9 IMI0 IMI1 IMI2 1IMI7 1IMI8® AZD6140 IM19  Others’

10 pumol/L 8 13 1 2 1 6 1 5 1 1 15 28 1 19
20 pmol/L 12 3 15 1 2 1 4 1 6 1 1 13 33 8
80 pmol/L 2 1 9 1 1 1 2 2 4 1 11 61 1 5
; AR-C133913XX

AR-C124910XX
Other minor unassigned metabolites
Trace amount detected

a o

Additional information:

e A total of 19 metabolites were detected

e  No human specific metabolite was detected

e  The metabolism pathways were qualitatively similar across species although quantitative differences were observed

e AR-C124910XX (IM18; loss of the hydroxyl-ethyl side chain) and AR-C133913XX (IMS5; loss of difluorophenyl-cyclopropyl group) were the major
metabolites in all species.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.10.4 TAMRTOVOFIUT S VRIZRIZTEE (Sy b))

wEME - FHAULOL
CTD TORE &R : 4.2.2.4.19
HERE S : 27337

Study System
System: Han Wistar rat microsomes
Number of animals / Gender (M/F):  F (pooled microsomes from 2 controls in study 1800KR)
AZD6140 (umol/L) (inhibitor): 5.6, 17 and 50 pmol/L
Testosterone (substrate): 10 pmol/L
Method:

Female rat liver microsomes (0.25 g/L) were incubated with 10 umol/L testosterone for 0, 7, 15, 20 and 30 minutes. AZD6140 was added at three different
concentrations except in the control. The incubations were stopped by addition of 150 pL ice-cold acetonitrile and then centrifuged at 4000 g at 4°C for
20 min. The supernatant was diluted 1:1 with water and analysed for testosterone by a LC/MS/MS method. The half life (t,,) of testosterone in the test system
was calculated from the slope of Ln transformed concentrations of testosterone over time. The intrinsic metabolic clearance (Clint) of the test compound was
calculated as: CL;,, = In2 / (t,, x protein concentration)

Tabulated results
Conc of AZD6140 Testosterone CL;y, Mean value
(umol/L) (uL/min/mg) (uL/min/mg)
50 30.7 343
50 37.9
17 55.5 66.3
17 77.0
5.6 135 144
5.6 152
control 205 189
control 172
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Conc of AZD6140 Testosterone CL;y, Mean value
(pmol/L) (pL/min/mg) (pL/min/mg)
% reduction of CL;,, compared to control 82%

Important findings:
The effect of AZD6140 on testosterone in vitro intrinsic clearance (CLint) has been studied using Han Wistar female rat liver microsomes. AZD6140 inhibits
testosterone CLint in Han Wistar female rat liver microsomes exhibiting an ICs, of 12 pmol/L.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.10.5 TAMRTOVOFI VTS VDRIZRIFTEE (B )

wEME - FHAULOL
CTD TOER&EEFT : 4.2.2.4.20
HERE S : 27362

Study System
System: Pooled human liver microsomes from 33 male and female donors or microsomes from individual female donors
AZD6140 (inhibitor): 2.2, 6.7 and 20 umol/L
Testosterone (substrate): 10 pmol/L
Method:

Human liver microsomes (0.25 g/L) was incubated with 10 umol/L testosterone for 0, 7, 15, 20 and 30 minutes. AZD6140 was added at three different
concentrations except in the control. The incubations were stopped by addition of 150 uL ice-cold acetonitrile and then centrifuged at 4000 g at 4°C for
20 min. The supernatant was diluted 1:1 with water and analysed for testosterone by a LC/MS/MS method. The half life (t,,) of testosterone in the test system
was calculated from the slope of Ln transformed concentrations of testosterone over time. The intrinsic metabolic clearance (Cl;,) of the test compound was
calculated as: CL;,, = In2 / (t,, x protein concentration)

Tabulated results

Sample Testosterone CL;, (LL/min/mg) Inhibition of Testosterone CL;, by AZD6140 (ICsg, umol/L)
Liver pool, 33 livers 125 23

HH18 (female age 78) 208 20

HG43 (female age 23) 67.1 19

HG3 (female age 30) 127 10

HHS837 (female age 52) 261 18

Important findings:

The effect of AZD6140 on testosterone in vitro intrinsic clearance (CL;,) has been studied in human liver microsomes. AZD6140 inhibits testosterone CL;,
exhibiting an ICsy of 23 pmol/L in a pool of human liver microsomes from 33 female or male donors. Liver microsomes from individual female donors
exhibit an ICs, of 20 pmol/L (HH18, age 78), 19 umol/L (HG43, age 23), 10 umol/L (HG3, age 30) and 18 umol/L (HH837, age 52).
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Study conducted by the applicant: Yes
Study in compliance with GLP:  No
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2.6.5.10.6 FhTLOILOKBEIZE TS CYP2E1, CYP2C8 MRS (E k)
wWERYME - FATLAL
CTD TOREHEERT : 4.2.2.4.27
HERE S : AZM100709-04
Study System

System:

Pooled microsomes from human livers, HLM, (n=33)
Heterologously expressed human P450 (CYP2E1, CYP2CS)
Ticagrelor (substrate)

Diethyldithiocarbamate (inhibitor), Quercetin (inhibitor)

Method:

Human liver microsomes (0.5 mg/mL) or expressed human P450, CYP2E1 or CYP2CS8 (150 pmol/mL) were incubated with 3.0 umol/L ticagrelor for 0, 9,
15, 20 and 30 minutes. The incubations were started with addition of NADPH and stopped by the addition of ice cold acetonitrile. Inhibition of ticagrelor
elimination was analysed in 30 min incubations with diethyldithiocarbamate (20 pumol/L), inhibitor of CYP2EI or quercetin (5 umol/L), inhibitor of CYP2CS.
The concentrations of ticagrelor and its metabolites AR-C124910XX and AR-C133913XX in the in vitro incubations were determined by LC/MS/MS. The
half- lifes (t,,) of ticagrelor and its metabolites in the test system were calculated from the slopes of the concentrations versus the incubation time. The
intrinsic clearances (CL;,) were calculated as CL,,, = In2 / (t,, x protein concentration).

Tabulated results

Incubation Ticagrelor CL;, Depletion of ticagrelor Formed AR-C124910XX Formed AR-C133913XX
3.0 pmol/L ticagrelor (ul/min/mg) after 30 min incubation (%) after 30 min incubation (%) after 30 min incubation (%)

HML 40.7

rCYP2E1 0.05 0.26 0.21

rCYP2C8 2.7 0.38 0.95

HML + diethyldithiocarbamat 80.0 78.2 55.0

HML + quercetin 83.7 75.7 42.8
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Important findings:

The in vitro experimental results indicate that CYP2E1 and CYP2CS8 do not contribute substantially to the metabolism of ticagrelor. The study also showed a
non-specific effect of the CYP inhibitors used.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.10.7 FAHILAILKRY AR-C124910XX DFFR#IZE TS BEDFEE (Tv )

WERME : FHhS Lo, AR-C124910XX
CTD TOEHEERT : 4.2.2.4.28
HERES - VKS0826
Study System

System:
Pooled liver microsomes from male and female Han Wistar rats at different ages (7, 14, 25 days and 13 weeks)
Ticagrelor (substrate) and AR-C124910XX (substrate)

Method:

Rat liver microsomes were incubated with 1.0 umol/mL ticagrelor or 1.0 pumol/mL AR-C124910XX for 0, 7, 15, 20, 30, 45 (only AR-C124910XX), and
60 minutes (only AR-C124910XX). The concentrations of rat liver microsomes were 0.5 and 2.5 mg/mL in the incubation with ticagrelor and 0.5 mg/mL in
the incubation with AR-C124910XX. The incubations were stopped by the addition of ice cold acetonitrile. The concentrations of ticagrelor and its metabolite
AR-C124910XX in the in vitro incubations were determined by LC-MS/MS. The percentages of relative formation of the metabolite AR-C124910XX was
calculated.

Tabulated results
Incubation Mean relative ~ Mean relative ~ Mean relative =~ Mean relative  Mean relative ~ Mean relative ~ Mean relative ~ Mean relative
time formation of formation of formation of formation of formation of formation of formation of formation of
(min) AR- AR- AR- AR- AR- AR- AR- AR-
ticagrelor C124910XX C124910XX C124910XX C124910XX C124910XX C124910XX C124910XX C124910XX
7 days male 14 days male 25 days male 13 weeks male 7 days female 14 days female 25 days female 13 weeks
female
(%) (%) (%) (%) (%) (%) (%) (%)
7 1.10 3.10 5.37 12.8 1.73 2.08 3.85 6.77
15 2.18 2.80 6.42 22.2 1.97 3.13 5.49 12.3
20 2.26 2.67 6.51 22.8 1.94 2.77 6.04 14.5
30 1.73 2.10 6.59 21.3 1.81 3.26 5.55 19.2
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Important findings:

There was evidence that some microsomal formation of AR-C124910XX was seen which increased with age of both male and female rats. The data
provided does not suggest any metabolism of AR-C124910XX by rat liver microsomes under the conditions used in this study.

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ England

Study in compliance with GLP: No
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2.6.5.12 EYEERLR EYRHBZEOFE BT

2.6.5.12.1 FhTLaiLhin AR-C124910XX BT AR-C133913XX O ERIZEEE T 5 CYP DE
E (B k)

wWEYME  Fho Lol

CTD TOREERT : 4.2.24.4

HERES : DMX12

Type of study:
In vitro characterization of the cytochrome P450 enzymes responsible for the metabolism of AZD6140 and AR-C124910XX.

Method:

AZD6140 (3 umol/L) and AR-C124910XX (3 umol/L) were incubated with human liver microsomes, respectively. The reactions were terminated by the
addition of acidified acetonitrile to the incubation mixtures at 0, 15, 30, 45, and 60 min. Formation of AR-C124910XX and AR-C133913XX in AZD6140
incubation and disappearance of AR-C124910XX in AR-C124910XX incubation were analyzed to estimate the linear time range for the metabolism of
AZD6140 and AR-C124910XX under the conditions used during this study.

AZD6140 (1, 2, 3, 5, 10, 20, 50 pumol/L) were incubated with human liver microsomes. Reactions were terminated at 30 min and the formation rates of AR-
C124910XX and AR-C133913XX were analyzed by non-linear regression to estimate apparent V,,,, and K, for each metabolite formation.

AZD6140 (3 umol/L) and AR-C124910XX (3 umol/L) were incubated with human liver microsomes alone, or with selective CYP inhibitors, furafylline
(CYP1A2), sulfaphenazole (CYP2C9), omeprazole (CYP2C19), quinidine (CYP2D6), and ketoconazole (CYP3A). Due to its inhibition mechanism,
furafylline was pre-incubated with microsomal protein and NADPH to increase its inhibition effect on CYP1A2. Reactions were terminated and the
formations of AR-C124910XX and AR-C133913XX in the presence of selective CYP inhibitors were compared to the formations in their absence.

AZD6140 (3 umol/L) and AR-C124910XX (1 pmol/L) were incubated with microsomes expressing human cytochrome P450 enzymes (CYP1A2, CYP2AS®,
CYP2B6, CYP2C9, CYP2C19, CYP2D6, CYP3A4, CYP3AS). Reactions were terminated at 30 and 60 min for AZD6140 and AR-C124910XX respectively.
The formation of metabolites and/or disappearance of substrates in the presence of individual CYP were compared to the formation/disappearance in controls.
Enzyme kinetics for the formation of AR-C124910XX and AR-C133913XX were estimated by incubating AZD6140 (1, 2, 3, 5, 10, 20, 50 umol/L) with
microsomes expressing human CYP3A4 and CYP3AS5 for 30 min. The formations of AR-C124910XX and AR-C133913XX were quantified to estimate
apparent K, and V. for each metabolite.

Quantitation of AZD6140, AR-C124910XX and AR-C133913XX in incubates were performed by using LC/MS.
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Important findings:

e  CYP3A4 is the major enzyme responsible for the formation of AR-C133913XX.

CYP3A4 and CYP3AS are the major enzymes responsible for the formation of the active metabolite AR-C124910XX.
e  CYP3A4 likely contributes the further elimination of AR-C124910XX.

e  The contributions of other CYPs in man are likely to be much less significant compared with CYP3A4 and CYP3AS.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.12.2 In vitro CYP jEMIZ RIF (e &)

wWERYE - FATLAL
CTD TOREHEEFT : 4.2.2.4.12
HERE S : SC-103408
Study system:

Type of study:

In vitro investigation of AZD6140 effects on CYP enzyme activities in pooled human microsomes.

Method:

e  Microsomes were prepared from commercially available human liver samples.

e AZD6140 (0-50 umol/L) was co-incubated with microsomes and CYP marker substrates according to the table below.

e  The inhibition of these activities was also assessed for positive controles furafylline (CYP1A2), sulphaphenazole (CYP2C9),
omeprazole (CYP2C19), quinidine (CYP2D6), DDC (CYP2E1) and ketoconazole (CYP3A4).
e  HPLC analyses were performed to determine levels of marker substrates

Tabulated results:

ICs¢ values (umol/L)
CYP1A2 CYP2C9 CYP2C19 CYP2D6 CYP2E1 CYP3A4
Tolbutamide Mephenytoin Bufuralol Chlorzoxazone Testosterone Midazolam Midazolam
EROD 4- 4- 1’- 6- 6p3- 1- 4- Nifedipine
hydroxylation = hydroxylation  hydroxylation  hydroxylation  hydroxylation  hydroxylation  hydroxylation oxidation
>50 46 >50 >50 >50 >50 activation 3.5 activation
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Important findings:

. Moderate inhibition of CYP2C9 and CYP2D6 was observed, however, at concentration most likely to be in excess of those achieved during clinical use.

e  The major CYP3A4-mediated pathways of testosterone, midazolam and nifedipine metabolism were not potently inhibited. Testosterone 6B-hydroxylase
activity is partially inhibited and the minor pathway of midazolam hydroxylation is potently inhibited. Pre-incubation of AZD6140 caused activation of
the major midazolam hydroxylation and nifedipine oxidation, respectively. Further studies are required to determine the clinical relevance of the present
results.

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ Scotland

Study in compliance with GLP: Yes
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2.6.5.12.3 In vitro CYP [BE (E k ; CYP2C9, CYP2D6. CYP3A4/5)
wWERYME - FATLAL
CTD TOREHEERT : 4.2.2.4.13
HERES : DMX22
Study system:

Type of study:
In vitro investigation of the AZD6140 potential to cause drug-drug interactions by inhibiting human cytochrome P450 enzymes CYP2C9, CYP2D6 and
CYP3A4/5.

Method:

e AZD6140 (0.07-50 umol/L) was incubated with human liver microsomes (HLM) together with CYP marker substrates according to the table below.
e  The inhibition of these activities was also assessed for positive controls sulfaphenazole (CYP2C9), quinidine (CYP2D6) and ketoconazole (CYP3A).
e AZD6140 (0.07-50 umol/L) was co-incubated with midazolam and human cDNA expressed enzymes CYP3A4 and CYP3AS.

e LC/MS was used for quantitation of specific metabolites in incubates.

Tabulated results:
HLM - ICs values (umol/L)
CYP2C9 CYP2D6 CYP3A CYP3A
4-OH-diclofenac Dextrorphan 1’-OH-midazolam 4-OH-midazolam
11 27 activation 8

cDNA expressed enzymes — ICs, values (umol/L)

CYP3A4 CYP3AS
1’-OH-midazolam 4-OH-midazolam 1’-OH-midazolam 4-OH-midazolam
activation at higher concentration activation at higher concentration >50 2
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Important findings:

AZD6140 can moderately inhibit CYP2C9 and CYP2D6. The 4-hydroxylation pathway of midazolam metabolism mediated by CYP3AS, was inhibited by
AZDG6140, however, this is a minor metabolic pathway for midazolam meaning that the impact on total metabolic clearance should be small.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.12.4 Invitro IZEITHIH VS LEDHEEER (CYP3A4/5)

wWERYME - FATLAL
CTD TOREHEERT : 4.2.2.4.14
HEREFS : 6140DMX28
Study system:

Type of study:
In vitro investigation of AZD6140 and midazolam interaction in cDNA expressed CYP3A4 & CYP3AS5 enzymes with different ratios of cytochrome b5.

Method:

The interaction of AZD6140 and midazolam in CYP3A4 and CYP3AS5 was investigated using individual cDNA expressed enzymes (supplied by the vendor
without co-expressed Cyt-b5) with different ratios of cytochrome b5 (Cyt-b5) added exogenously. Midazolam (3 wmol/L) was co- incubated with AZD6140
in the presence of 1 mmol/L NADPH, 50 pmol/mL of CYP3A4 or CYP3AS and Cyt-b5 at 37°C. Four experimental conditions were evaluated: no Cyt-b5,
150 pmol/mL of Cyt-b5, 500 pmol/mL Cyt-b5, and 150 pmol/mL of heat denatured Cyt-b5. Total protein in each incubation was adjusted to the same amount
with vector control protein. AZD6140 was co-incubated at 7 concentrations (0.07 to 50 mmol/L) in duplicate. Both 1’-hydroxymidazolam and 4-
hydroxymidazolam were analyzed after 5 min incubations as a measurement of the activities of CYP3A4 and CYP3AS.

Tabulated results:

CYP3A4 effects: 1’-hydroxymidazolam formation in CYP3A4 and different ratio of Cyt-b5.

AZD6140 (umol/L) % of control

CYP3A4 : Cyt-b5 (1:0) CYP3A4 : Cyt-b5 (1:3) CYP3A4 : Cyt-b5 (1:10) CYP3A4 : denatured Cyt-b5 (1:3)

Control 100 100 100 100

50 74.7 170.0 172.9 79.9

16.67 103.1 223.1 214.1 102.6
5.56 122.5 244.9 229.4 114.7
1.85 128.9 219.8 226.8 125.6
0.62 118.6 179.5 166.9 118.9
0.21 114.8 129.4 127.7 107.6
0.07 109.7 117.5 113.8 105.8
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CYP3A4 effects: 4-hydroxymidazolam formation in CYP3A4 and different ratio of Cyt-b5.

AZD6140 (umol/L) % of control
CYP3A4 : Cyt-b5 (1:0) CYP3A4 : Cyt-b5 (1:3) CYP3A4 : Cyt-b5 (1:10) CYP3A4 : denatured Cyt-b5 (1:3)

Control 100 100 100 100

50 40.2 50.6 48.5 36.6

16.67 59.4 68.6 55.6 52.9

5.56 89.1 86.2 69.1 62.7

1.85 102.9 96.5 97.1 79.9

0.62 99.8 111.9 102.7 93.7

0.21 107.9 103.6 98.2 100.7

0.07 101.4 107.4 105.7 106.0

AZD6140 effects on 1’-hydroxymidazolam formation in CYP3AS5 and different ratio of Cyt-b5.

AZD6140 (umol/L) % of control
CYP3AS : Cyt-b5 (1:0) CYP3AS : Cyt-b5 (1:3) CYP3AS : Cyt-b5 (1:10) CYP3AS : denatured Cyt-b5 (1:3)

Control 100 100 100 100

50 49.1 90.9 89.8 82.1

16.67 68.1 103.6 98.2 97.0

5.56 75.4 99.6 100.0 102.2

1.85 84.6 97.9 100.5 103.4

0.62 943 102.2 100.1 87.9

0.21 94.4 98.1 953 100.5

0.07 92.7 98.5 97.8 96.7
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AZD6140 effects on 4-hydroxymidazolam formation in CYP3AS5 and different ratio of Cyt-b5.

AZD6140 (umol/L) % of control
CYP3AS5 : Cyt-b5 (1:0)

CYP3AS : Cyt-b5 (1:3)

CYP3AS : Cyt-b5 (1:10)

CYP3AS : denatured Cyt-b5 (1:3)

Control 100 100 100 100
50 27.3 32.8 33.8 324
16.67 40.8 40.6 32.5 40.1
5.56 51.9 44.5 38.6 44.2
1.85 67.4 62.1 52.3 64.2
0.62 88.5 83.5 73.6 73.5
0.21 99.4 86.6 77.8 86.3
0.07 97.4 92.5 88.9 92.6
Important findings:

In the presence of Cyt-b5, the formation of 1’-hydroxymidazolam in CYP3A4 was apparently activated by AZD6140.

Interactions between CYP3A4 and

cytochrome b5 likely cause the difference in the effect of AZD6140 on midazolam metabolism observed in vitro depending upon the source of enzyme (liver

microsomes vs. expressed CYP3A enzyme).

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.12.5 In vitro CYP fEZE (E + ; CYP2B6. CYP2C8)
WEYE - FHS L O, AR-C124910XX
CTD TOieHEERT : 4.2.24.15
HERE R - 27116
Study system:

Type of study:
In vitro investigation of the inhibitory potency of AZD6140 and AZ11879328 (AR-C124910XX) towards human drug metabolising cytochrome P450
enzymes CYP2B6 and CYP2C8 activities.

Method:

Specific probe substrates for CYP2B6 and CYP2C8 were used in this study. The inhibitory potency of AZD6140 and AZ11879328 to CYP activities was
determined as ICsy value in human liver microsomes. An LC/MS/MS method was used for sample analysis. Positive control inhibitors with known inhibitory
potency towards each P450 enzyme were analysed in parallel.

Tabulated results:

ICs¢ values for AZD6140, AZ11879328 (AR-C124910XX) and positive control inhibitors

Enzyme ICso (umol/L)

(Probe substrate) AZD6140 AZ11879328 Positive control inhibitor
CYP 2B6 (Bupropion) 40+10 33+1.7 4.0+0.62 (Tranylcypromine)
CYP 2C8 (Paclitaxel) >50 43+3.0 3.3+0.88 (Quercetin)
Important findings:

When incubated at probe substrate concentration at K, for the specific CYP, AZD6140 and AZ11879328 (AR-C124910XX) have no propensity to inhibit
CYP2B6 and 2CS8 at the concentrations tested (0.023 to 50 pmol/L and 0.046 to 100 umo/L, respectively).

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.12.6 In vitro CYP [AE (E k ; CYP1A2, CYP2C9. CYP2C19. CYP2D6. CYP3A4)

RERME : AR-C124910XX
CTD TOREHEERT : 4.2.2.4.16
HERES : DMX23
Study system:

Type of study:
In vitro investigation of AR-C124910XX potential to inhibit 5 major human cytochrome P450 (CYP) enzymes (CYP1A2, CYP2C9, CYP2C19, CYP2D6 and
CYP3A4).

Method:

e AR-C124910XX (0.07-50 umol/L) was incubated with human liver microsomes (HLM) together with CYP marker substrates according to the table
below.

e The inhibition of these activities was also assessed for positive controls furafyllin (CYP1A2), sulphaphenazole (CYP2C9), tranylcypromine (CYP2C19),
quinidine (CYP2D6) and ketoconazole (CYP3A4).

e  AR-C124910XX (0.07-50 umol/L) was co-incubated with midazolam and human cDNA expressed CYP3A4 and CYP3AS enzymes.

e  The formation of specific metabolites of the different substrates were quantitated, by LS/MS, as a measure of the activities different enzymes.

Tabulated results:
HLM - IC;, values (umol/L)
CYP1A2 CYP2C9 CYP2C19 CYP2D6 CYP3A4 CYP3A CYP3A
Acetaminophen 4’-hydroxyl- Hydroxy- Dextrorphan 1’-hydroxy- 4-hydroxy-
diclofenac mephenytoin Dehydro-nifedipine  midazolam midazolam
>50 7 12 >50 >50 activation 8

cDNA expressed human enzymes - ICs, values (umol/L)

CYP3A4 CYP3A4 CYP3AS CYP3A5
1’-hydroxy-midazolam 4-hydroxy-midazolam 1’-hydroxy-midazolam 4-hydroxy-midazolam
activation at higher concentration activation at higher concentration >50 3
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Important findings:

e  The potential for AR-C124910XX to cause CYP1A2 and CYP2D6-metabolizing drug interactions is likely to be low in vivo.

e AR-C124910XX exhibited moderate inhibition effect to CYP2C9 and CYP2C19. The extent of inhibition on metabolic clearance will be dependent on
concentrations of AR-C124910XX achieved in vivo.

AR-C124910XX showed variable effects against different CYP3A probes and/or metabolism pathways indicating in vivo drug-drug interaction studies to

evaluate the interaction potential.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.12.7 In vitro IZ# 17 % CYP3A OAFFEME (E M)

WERME - FhHU LA, AR-C124910XX, AR-C133913XX
CTD TOREHEEFT : 4.2.2.4.17
HERES : DMX26
Study system:

Type of study:
In vitro investigation of AZD6140, AR-C124910XX and AR-C133913XX potential to time-dependently inactivate CYP3A, respectively.

Method:

AZD6140 (3 umol/L), AR-C124910XX (3 umol/L) or AR-C133913XX (3 umol/L) were pre-incubated with human liver microsomes for 0, 3, 10, 20 and
30 min followed by a 10-fold dilution and addition of midazolam and NADPH. The amount of 1’-hydroxy-midazolam was analysed after 5 min incubation.
Verapamil a known time-dependent inhibitor of CYP3A4 was used as a positive control.

Tabulated results:
Incubation time MeOH AZD6140 AR-C124910XX AR-C133913XX Verapamil
(min) 1’-hydroxymidazolam (ng/mL)
0 361 365 352 336 302
3 285 334 333 303 247
10 305 344 331 293 148
20 288 324 338 291 109
30 269 321 329 294 92
Important findings:

AZD6140, AR-C124910XX and AR-C133913XX do not inhibit CYP3A activity in a time-dependent manner.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.12.8 In vitro IZ5 T4 CYP2B6 D AEMIE (E )
wERME - FAT LA
CTD TOREHEERT : 4.2.2.4.18
HERES - 6140DMX30
Study system:

Type of study:
In vitro investigation of AZD6140 and AZ11703072 (prasugrel) potential to time-dependently inactivate CYP2B6, respectively.

Method:

AZD6140 and AZ11703072 (prasugrel) (10 umol/L) were pre-incubated with human liver microsomes for 0, 3, 10, 20 and 30 min followed by a 10-fold
dilution and addition of bupropion and NADPH. The amount of hydroxybupropion was analyzed after 15 min incubation. Ticlopidine a known time-
dependent inhibitor of CYP2B6 was used as a positive control.

Tabulated results:

Pre-incubation time (min) Formation of hydroxybupropion (ng/mL)
MeOH Ticlopidine AZD6140 Prasugrel
(n=2) (n=2) Average £5D (n=4) Average £SD (n=4)
454, 834 256, 200 450 +£34 337 +£23

3 463, 767 128, 141 437 £26 273 +42

10 713,712 75.9,79.9 438 +61 132 +4

20 559, 610 41,39.5 408 £28 92 +4

30 435, 413 40.4, 35.5 367 £37 73 £6

Important findings:
AZD6140 does not inhibit CYP2B6 activity in a time-dependent manner.

Study conducted by the applicant: Yes
Study in compliance with GLP: No

98




2.6.5 FYIHRERABREE
— AL NRERNRGR « Fh UL VAV, BRIR R O AR 3R

2.6.5.12.9 BOEE5EDCYPFEE (Fv k; CYP1A, CYP2B. CYP3A)

wWERYE - FATLAL
CTD TOREHEERT : 4.2.2.4.21
HERE S : SC-102267
Study system:

Type of study:
Investigation of the AZD6140 potential to induce the liver enzymes CYP1A, CYP2B and CYP3A in male rat after oral treatment for three days.

Method:
e  After microsomal preparation incubations were performed together with CYP marker substrates according to the table below.
e  [B-naphthoflavone, phenobarbital and dexamethasone were used as positive controls for induction of CYP1A, 2B and 3A, respectively.

Tabulated results:

Rate of formation (pmol/(mg protein-min))

EROD assay PROD assay 6p-OH-testosterone 2p3-OH-testosterone
CYPIA CYP2B CYP3A CYP3A

Vehicle 35 2 1441 146

AZD6140 38 2 1592 163

Positive control 396 177 2100 400

Important findings:
There was no evidence for induction of CYP1A, CYP2B or CYP3A in the male rat after oral treatment of 20 mg/kg AZD6140 for three days.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.12.10

Study system:

BEAKRESRO CYPEERUVUHEE (v k)

wEME - FhHULOL
CTD TOEEF : 4.2.2.4.22
HE&ES : SC-103103

Type of study:

To evaluate the effect of AZD6140 on hepatic CYP activity in male and female rats.

Method:

e  Microsomal samples from a 1-mon toxicity study in the rat were supplied (from study 99302) to the present study. The rats were dosed orally once daily
divided in four treatment groups according to the table below.

e  CYP marker substrates according to the table below were incubated together with the microsomal preparations.

Tabulated results:
Rate of formation (pmol/mg protein-min) Rate of formation (nmol/mg protein-min
EROD assay PROD assay Lauric acid 11-hydroxylase Lauric acid 12-hydroxylase
CYP1A2 CYP2B CYP2E1 CYP4A
M F M F M F M F
vehicle 74 142 13 8 0.6 0.8 0.6 0.6
20 mg/kg 79 160 14 10 0.6 0.7 0.5 0.6
80 mg/kg 94 160 15 10 0.7 0.9 0.8 0.7
300 mg/kg 184 309 16 15 1.2 1.1 1.7 1.2
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Rate of formation (nmol/mg protein-min)

6p-OH-testosterone 7a-OH-testosterone 2a-OH-testosterone 160-OH-testosterone 16B-OH-testosterone androstenedione

CYP3A CYP2A CYP2C CYP2C CYP2B CYP2B

M F M F M F M F M F M F
vehicle 0.2 0.06 0.2 0.3 0.7 0 0.6 0.1 0.03 0 1.8 0.5
20 mg/kg | 0.3 0.01 0.2 0.5 0.6 0 0.5 0.3 0 0 2.3 1.3
80 mg/kg | 0.2 0.05 0.2 0.4 0.5 0.01 0.5 0.2 0.01 0.01 1.9 1
300 mg/kg | 0.4 0.04 0.5 0.7 0.4 0.06 0.3 0.6 0.04 0.08 2 1.7

Important findings:
The levels of induction were modest. When compared to the level of induction produced by archetypal inducers of CYP the induction produced in this study
is not considered to be of biological significance.

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ Scotland

Study in compliance with GLP: Yes
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2.6.5.12.11 In vitro IZ& 174 CYP & (E k)

WEME : FHhS Lo, AR-C124910XX
CTD TOEHEERT : 4.2.2.4.23
HERFES : 6140DMX24
Study system:

Type of study:
In vitro assessment of the potential of AZD6140 and AR-C124910XX to induce human hepatocytes.

Method:

e One preparation of human hepatocytes was incubated, for three days, with three concentrations of AZD6140 and AR-C124910XX.
e  Pre-incubated hepatocytes were incubated with CYP marker substrates according to the table below.

e  Rifampin was used as a positive inducer of CYP3A4 and CYP2C9 and B-naphtoflavone for CYP1A2.

Tabulated results:

Induction - % of positive controls CYPI1A2 CYP3A4 CYP2C9
Phenactein Midazolam Diclofenac

Positive control 100 100 100
AZD6140 0.1 umol/L 1.1 - 38

1 pmol/L 0.7 - 33

10 pmol/L - 231
AR-C124910XX 0.1 umol/L 32 - 121

1 pmol/L 2.7 - 157

10 umol/L 0.7 — 134

- below control level

Important findings:
No induction of CYP3A4 and CYP1A2 activity by AZD6140 or AR-C124910XX was observed whereas a low potential to induce CYP2C9 was found.
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Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.12.12 In vitro IZ# 17 % CYP

Study system:

#E (E k)

WEEME - FHhY LOaL. AR-C124910XX
CTD TOEERT : 4.2.2.4.24
HERFE S  6140DMX29

Type of study:

In vitro determination of the induction potential of AZD6140 and AR-C124910XX in fresh human hepatocytes.

Method:

e  Three separate batches of human hepatocytes were incubated for 72 h with AZD6140 and AR-C124910XX, see table below. CYP marker substrates
according to the table below were co-incubated.

e  B-naphthoflavone and phenobarbital were used as positive controls for CYP1A2 and CYP2B6, respectively, and rifampicin for CYP2C9 and CYP3A4.

e  Changes in CYP protein expression using Western blotting analysis was also performed as well as changes in CYP mRNA expression using Taqgqman™

real time RT-PCR.

Tabulated results:

Activity - (pmol/mg-min)

CYP1A2 CYP2B6 CYP2C9 CYP3A4
Phenacetin Bupropion Diclofenac Testosterone
Vehicle 157 21 200 338
AZD6140 0.2 umol/L 154 22 236 381
2 pmol/L 153 30 377 246
20 pmol/L 36 70 827 37
AR-C124910XX 0.1 umol/L 150 23 250 372
1 pmol/L 151 23 310 348
10 pmol/L 71 39 567 202
Positive control 2065 383 1518 8593
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mRNA expression effects - fold induction

CYPI1A2 CYP2B6 CYP2C9 CYP3A4

AZD6140 0.2 umol/L 1 1 1

2 umol/L 1 1 1 1

20 pmol/L 1 2 1 7
AR-C124910XX 0.1 pmol/L 1 1 1 2

1 umol/L 1 1 1 1

10 yumol/L 2 2 1 3
Positive control 18 43 8 2303

Western blotting — fold increase

CYPIA2 CYP2B6 CYP2C9 CYP3A4

AZD6140 0.2 umol/L 1 1 1

2 umol/L 1 2 2 1

20 umol/L 1 3 2 3
AR-C124910XX 0.1 pmol/L 1 2 2 2

1 pmol/L 1 2 2 2

10 umol/L 1 2 2 2
Positive control 4 8 3 63

Important findings:
AZD6140 and AR-C124910XX exhibited a low potential to induce CYP2B6 and CYP2C9 in vitro in human hepatocytes, no indication of CYP1A2 and
CYP3A4 induction was seen.

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _

USA
Study in compliance with GLP: No
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2.6.5.12.13 Invitro IZE 174 CYPEEE (E k; CYP1A1)
wWERYME - FATLAL
CTD TOREHEERT : 4.2.2.4.25
HERES : 27280
Study system:

Type of study:
In vitro investigation of AZD6140 potential to induce expression CYP1A1

Method:

AZD6140 at concentrations of 0.2, 2, and 20 umol/L were incubated with cultures of fresh human hepatocytes for 3 days. After 3 days of exposure, the
enzyme induction was evaluated by using the changes in CYPIAl mRNA expression. f-naphthoflavone (BNF), a known CYP1A1 inducer was used as
positive control.

Tabulated results:

Effects of AZD6140 and positive control inducer BNF on CYP1A1 mRNA expression in human cultured hepatocytes

Treatment Dosage (umol/L) Fold induction Induction as % of positive control
PBS 0 - NA
AZD6140 0.2 1.1+0.34 1.3
2 0.81 £ 0.057 NA
20 0.76 +0.084 NA
BNF 8.9+22 NA

NA Not applicable

Important findings:
Treatment of human hepatocyte cultures with AZD6140 at concentrations up to 20 uM, did not result in CYP1A1 mRNA induction.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.12.14 Invitro IZ& 114 CYP & (E k; CYP1A1)

wEME - FhHULOL
CTD TOEEFT : 4.2.2.4.26
HERFES : 1961KV

Type of study:
In vitro investigation of potential induction of CYP1A1 by AZD6140 compared to several prototypical 1Al inducers

Method:

AZD6140, 3-methycholanthrene (3MC), omeprazole, B-napthoflavone, benzo-a-pyrene, TCDD, indole-3-carbinol, Phenobarbital and rifampicin at several
concentrations were added to cultured male and female human hepatocytes at 24 hours and incubated for 48 hours. The enzyme induction was evaluated by
using the changes in CYP1A1 mRNA expression. 2 umol/L 3MC and 0.1% DMSO were used as 100% and 0% CYP1A1 induction, respectively.

Important findings:
Treatment of human hepatocyte cultures with AZD6140 at concentrations up to 20 uM, did not result in CYP1A1 mRNA induction.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.13

2.6.5.13.1

EE

Vo

R 2E

B - HEit

YC-F AL LOLOBRORVEIKRNEEHZOER (THX)

wEME - FHULOL
CTD TOiE&EEFT : 4.2.2.5.1
HERFE S - 177138

Species:

Mouse (CD-1)

Mouse (CD-1)

Gender (M/F)/Number of animals:

Feeding condition:
Vehicle/Formulation:

Method of administration:

Dose (mg/kg):

Radioactive dose (MBg/kg):

Radionuclide:
Analyte:
Analytical method:

M3/F3

Fed

1% CMC/ 0.1% Tween 80
Oral gavage

20

17

[14C]

Total radioactivity

LSC

M3/F3

Fed

2% Tween 80
Intravenous

6

17

[14C]

Total radioactivity

LSC

Mean cumulative excretion of total radioactivity as % of dose

Male Female
Time Urine Faeces Total Urine Faeces Total
Oral
0-24 h 4 94 98 <1 92 92
0-48 h 4 96 100 <1 95 95
0-72 h 4 96 102° <1 95 99"
Intravenous
0-24 h <1 91 91 1 89 90
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Mean cumulative excretion of total radioactivity as % of dose

Male Female
Time Urine Faeces Total Urine Faeces Total
0-48 h 1 91 92 2 92 94
0-72 h 1 91 95* 2 93 100°

? Includes carcass, gastrointestinal tract and cage wash

Additional information:

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ Scotland

Study in compliance with GLP: Yes
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2.6.5.13.2 ‘H-FAH45 LOLoEOBE5EEOHR (S k)

WEWE . FhILOL

CTD TOECEER : 4.2.25.2

#HERFES : SC-102529

Species: Rat (Sprague/Dawley)

Gender (M/F)/Number of animals: M1

Feeding condition: -

Vehicle/Formulation: DMSO : ethanol:saline (15:7:78, v/v/v)
Method of administration: Oral gavage

Dose (mg/kg): 0.6

Radioactive dose (MBg/kg): ~1.6

Radionuclide: [’H]

Analyte: Total radioactivity

Analytical method: LSC

Mean cumulative excretion of total radioactivity as % of dose

Time Urine (wet) Urine (dry) Faeces (wet) Faeces (dry) Total® (wet) Total (dry)
0-24 h 3 3 91 80 94 84
0-48 h 4 3 93 82 96 85
0-168 h 4 3 94 82 99 87

? Includes cagewash and carcass

Additional information: Pilot study to investigate the stability of the radiolabelled compound in vivo.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.13.3 *H-FH 45 L0OL0EORVEBIKNESZOHR (S k)

wEME - FHAULOL
CTD TOiE&EEFRr : 4.2.25.3
HERFE S . SC-102782

Species: Rat (Sprague-Dawley) Rat (Sprague-Dawley) Rat (Sprague-Dawley)
Gender (M/F)/Number of animals: M3 M3 M3

Feeding condition: Fed Fed Fed
Vehicle/Formulation: 1% CMC / 0.1% Tween 80 1% CMC / 0.1% Tween 80 2% Tween 80

Method of administration: Oral gavage Oral gavage Intravenous

Dose (mg/kg): 100 5 3

Radioactive concentration (MBq/g): 1.18 2.08 18.4

Radionuclide: [’H] [’H] [*H]

Analyte: Total radioactivity Total radioactivity Total radioactivity
Analytical method: LSC LSC LSC

Mean cumulative excretion of total radioactivity as % of dose — 100 mg/kg po

Time Urine (wet) Urine (dry) Faeces (wet) Faeces (dry) Total® (wet) Total (dry)
0-24 h 3 3 66 63 69 66
0-48 h 3 3 83 79 86 82
0-168 h 4 3 83 79 89 83

Mean cumulative excretion of total radioactivity as % of dose — 5 mg/kg po

Time Urine (wet) Urine (dry) Faeces (wet) Faeces (dry) Total” (wet) Total (dry)
0-24 h 2 2 85 80 87 82
0-48 h 2 2 89 84 91 86
0-168 h 2 2 90 84 92 87
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Mean cumulative excretion of total radioactivity as % of dose — 3 mg/kg iv

Time Urine (wet) Urine (dry) Faeces (wet) Faeces (dry) Total® (wet) Total (dry)
0-24 h 2 2 78 73 80 75
0-48 h 2 2 86 81 88 83
0-168 h 2 2 87 82 89 83

? Includes cagewash and carcass

Additional information:

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.13.4 *H-F A4S LOLDOEBIRNIEEEZDOETREHFM TOT74IL (Sy M)

wEME - FHAULOL
CTD TOiC&EEFT : 4.2.25.4
HERFES : SC-103127

Species: Rat (Sprague-Dawley)
Gender (M/F)/Number of animals: M3

Feeding condition: Fed
Vehicle/Formulation: 2% Tween 80

Method of administration: Intravenous

Dose (mg/kg): 3

Radioactive dose (MBg/kg): 20

Radionuclide: [’H]

Analyte: Total radioactivity
Analytical method: LSC, HPLC

Mean cumulative excretion of total radioactivity as % of dose

Time Bile Feces Total
0-24 h 72 11 83
Sample % of dose in sample % of compound in sample
0-24 h Parent M1 M2 putative M3 M4-+M5 M6 Others
AR-C133913XX
Bile 72 7 5 5 6 20 16 14

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.13.5 YC-F AL LOLDOEORVEBIRNESEZOH R (S k)

wEME - FHAULOL
CTD TOiE&EEFT : 4.2.25.5
HERFE S : 174802

Species: Rat (Sprague-Dawley)
Gender (M/F)/Number of animals: M3/F3

Feeding condition: Fed

Vehicle/Formulation: 1% CMC / 0.1% Tween 80
Method of administration: Oral gavage

Dose (mg/kg): 20

Radioactive dose (MBg/kg): 1.85

Radionuclide: ["C]

Analyte: Total radioactivity
Analytical method: LSC

Rat (Sprague-Dawley)
M3/F3

Fed

2% Tween 80
Intravenous

3

1.85

B

Total radioactivity
LSC

Mean cumulative of total radioactivity as % of dose — 20 mg/kg po

Time Urine Feces Total
0-24 h 4 78 82
0-48 h 5 88 92
0-120 h 5 88 95°

? Includes carcass, GI tract, cage-wash and expired air

Mean cumulative of total radioactivity as % of dose — 3 mg/kg iv

Time Urine Feces Total
0-24 h 3 76 79
0-48 h 4 83 87
0-120 h 4 83 88"

? Includes carcass, GI tract, cage-wash and expired air
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Additional information: Study no 174802 = 6140DMR4

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ Scotland

Study in compliance with GLP: Yes
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2.6.5.13.6 *H-FH 5 L0OLOEORVEBIKANESZOHR (T—EtEY )

wEME - FHAULOL
CTD TOiEEEFT : 4.2.25.6
HERFE S . SC-103178

Species: Marmoset (Common) Marmoset (Common) Marmoset (Common)
Gender (M/F)/Number of animals: M/4 M /4 M /4

Feeding condition: Fed Fed Fed
Vehicle/Formulation: 1% CMC / 0.1% Tween 80 1% CMC / 0.1% Tween 80 2% Tween 80 in saline
Method of administration: Oral gavage Oral gavage Intravenous

Dose (mg/kg): 100 5 1.5

Radioactive dose (MBg/kg): 10 10 10

Radionuclide: [’H] [’H] [*H]

Analyte: Total radioactivity Total radioactivity Total radioactivity
Analytical method: LSC LSC LSC

Mean cumulative excretion of total radioactivity as % of dose — 100 mg/kg po

Time Urine Faeces Total®

0-24 h 4 47

0-48 h 5 53

0-168 h 6 55

Mean cumulative excretion of total radioactivity as % of dose — 5 mg/kg po

Time Urine Faeces Total®

0-24 h 4 53

0-48 h 6 60

0-168 h 7 62
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Mean cumulative excretion of total radioactivity as % of dose — 1.5 mg/kg iv

Time Urine Faeces Total®
0-24h 6 40 48
0-48 h 8 50 61
0-168 h 10 53 70

? Includes cagewash

Additional information:

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ Scotland

Study in compliance with GLP: Yes
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2.6.5.13.7 “C-FATLALOBRORUVEBIRNESEZOHER (X—EEY F)
wWEME . FATLOL
CTD TOE#EEFT : 4.2.25.7
SERES 0 174839
Species: Marmoset
Number of animals / Gender (M/F)/: 4* /M 4°/F 4* /M | 4°/F
Feeding condition: Fed

Vehicle/Formulation: 1% CMC / 0.1% Tween 80 2% Tween 80

Method of administration: Oral, gavage Intravenous

Dose [*C]-AZD6140 (mg/kg): 20 3

Radioactive dose (MBg/kg): 3.7 3.7

Analyte: Total radioactivity Total radioactivity
Analytical method: LSC LSC

: Two compatible pairs of males

b Two compatible pairs of females

Mean cumulative excretion of total radioactivity as % of dose

Time Male Urine Faeces Total Female Urine Faeces Total
Oral

0-24 h 5 39 48 6 43 54
0-48 h 7 53 66 7 60 73
0-72 h 8 57 71 7 63 76
0-168 h 8 59 83" 8 67 90°
Intravenous

0-24 h 5 52 63 12 50 67
0-48 h 6 59 71 14 60 81
0-72 h 6 59 72 14 61 82
0-168 h 7 61 81" 15 62 89°

? Includes cage wash and cage debris
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Additional information: The plasma pharmacokinetics of total radioactivity, AZD6140 and AR-C124910XX are reported in study 6140DMNI17.

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _ Scotland

Study in compliance with GLP: Yes
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2.6.5.14 EYBRESRER - HEMt - Bt b

ALY
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2.6.5.15 HEYBRERER - EWBEEA

ALY
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2.6.5.16 EYEERER . T0iM

2.6.5.16.1 P-#ERABEIZ K A8iE (In vitro)

WERME : FHhS Lo, AR-C124910XX
CTD TOREHEEF : 4.2.2.2.2
#HERES . DMY10
Study system:

Type of study:
In vitro investigation if AZD6140 and AR-C124910XX is transported by human MDR1 P-glycoprotein (Pgp).

Method:
Monolayer-based transport assays using MDR1-MDCK cells were performed in basolateral to apical (B—>A) and apical to basolateral (A—B) directions.
AZD6140 (1 and 10 umol/L), AR-C124910XX (1 and 10 umol/L) were incubated, respectively. GF120918 a known Pgp-specific inhibitor was incubated

without and with the test compounds. Erythromycin (Pgp substrate) and propranolol (non-Pgp substrate) were used as marker compounds. All samples were
analyzed by LS/MS/MS.

Tabulated results:

Compound GF120918 P, A — B (x10° cm/s) P,., B —> A (x10° cm/s) Flux Ratio

AZD6140 1 umol/L - 2 57 34
1 umol/L + 9 9 1
10 pmol/L - 2 18 10
10 pumol/L + 4 5 1

AR-C124910XX 1 pmol/L - 8 109 14
1 umol/L + 15 28 2
10 pmol/L - 2 19 10
10 pmol/L + 4 3 1

Erythromycin 10 pmol/L - 1 20 18
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Compound GF120918 Py A = B (% 10°® cm/s) Py B = A (X 10°° cm/s) Flux Ratio
Propranolol 10 pmol/L - 48 45 1
Important findings:

The results showed that AZD6140 and AR-C124910XX were transported by Pgp. The transport rate in the B—>A direction was greater than that in the A—>B
direction for AZD6140 and AR-C124910XX, respectively. In addition, the cellular flux ratios were reduced to approximately 1 by GF120918.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.16.2 P-iEERE N9 S8EEE (In vitro)

WERME - FHU LA, AR-C124910XX
CTD TOREHEEFT : 4.2.2.2.3
HERES : 6140DMY 14
Study system:

Type of study:
To determine if AZD6140 and AR-C124910XX inhibit P-glycoprotein-mediated transport of digoxin in vitro

Method:

Pgp-mediated transport of [3H]—digoxin (5 pmol/L) was studied in monolayer-based transport assays using MDR1-MDCK cells (basolateral to apical (B—>A)
and apical to basolateral (A—B) directions) with and without presence of AZD6140 and AR-C124910XX, respectively. The transport of [*H]-digoxin was
also studied in presence of ketoconazol and propranolol i.e. a strong and a weak transport inhibitor. The effect of AZD6140 and AR-C124910XX on [*H]-
digoxin transport was determined at 0.1-50 umol/L.

Tabulated results:
Compound P.p A = B (x10°° cm/s) P.p B = A (x10°° cm/s) Flux ratio
Control, DMSO 0.9 18 20
AZD6140 10 pmol/L 2.3 7.1 3
Control, DMSO 0.8 19 23
AR-C124910XX 12.5 pmol/L 3.6 8.5 2
Ketoconazole 10 pmol/L 3.1 4.2
Propranolol 50 pmol/L 1.2 17 14

Important findings:
The results show that AZD6140 and AR-C124910XX inhibit the Pgp-mediated transport of [3H]—digoxin in vitro, with apparent ICsy of 8 and 10 umol/L,
respectively.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.16.3 Caco-2 fiigZ# AL - &R&EE %

wEME - FhHULOL
CTD TOREERT : 4.2.2.2.1
HERES : SC-103188

Type of study:
In vitro permeability investigations of AZD6140 by using Caco-2 cell monolayer system.

Method:

e The transport of ["H]-AZD6140 (2 umol/L; 100 kBg/mL) was assessed in both apical to basolateral (A—>B) and basolateral to apical (B—A) direction.
Control experiments using low and high permeability markers, ['*C]-mannitol and [*H]-propranolol, respectively, were run simultaneously.

e  Concentration dependency of the efflux component was investigated by assessing [*H]-AZD6140 (100 kBg/mL) permeability A—>B and B—>A in the
concentration range 2-30 pmol/L AZD6140.

e The permeability of [°’H]-AZD6140 (2 pmol/L; 100 kBq/mL) was assessed in the presence of putative inhibitors digoxin (200 pmol/L), erythromycin (20
and 200 pumol/L), probenecid (20 and 200 pumol/L), verapamil (20 and 200 pumol/L), vinblastine (200 umol/L) and vincristine (200 pmol/L) to
investigate the efflux system.

e  The uptake of [°’H]-AZD6140 (46 nmol/L) into Caco-2 monolayers was monitored in the presence of AZD6140 (30 umol/L), digoxin (30 pmol/L),
erythromycin (30 umol/L) and verapamil (30 and 100 umol/L).

Tabulated results:

e The A—B apparent permeability (Papp) of 2 umol/L [*H]-AZD6140 was determined to be Popp = 3% 10 cm/s and B>A
Pypp = 11x 10" cm/s resulting in a efflux ratio of 4.

e As the concentration of [’H]-AZD6140 increased from 2 to 30 umol/L the A—>B P,pp values increased and the B—A decreased. At 20 and 30 pmol/L the
efflux ratio was about 1 indicating that the efflux mediated transport was completely saturated.

e  No effect on the permeability of AZD6140 was seen at 20 umol/L of digoxin, erythromycin, probenecid, verapamil, vinblastine or vincristine. However,
verapamil (200 umol/L; Pgp substrate) increased the A—B and decreased B—>A permeability, indicating concentration dependent Pgp inhibition. The
other known Pgp substrates, digoxin, vinblastine and vincristine also increased the A—B and decreased B—>A permeability, at 200 umol/L at varying
degree. Probenecid (MRP2 substrate) produced no effect at 200 pmol/L.

e  Digoxin and erythromycin had no effect on [’H]-AZD6140 uptake in to Caco-2 cells, however, verapamil showed a concentration dependent effect.
30 umol/L AZD6140 showed greater effect on the uptake of on ["H]-AZD6140 uptake than 30 umol/L verapamil indicating greater affinity for the
efflux system than verapamil.
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Important findings:
The results indicate that efflux mechanism being used by AZD6140 is Pgp and it is saturable at 20-30 pmol/L.

Study conducted by the applicant: Yes
Study in compliance with GLP: No
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2.6.5.16.4 FREZIEEIEDEE (/n vitro)

WERME - FhU LA, AR-C124910XX, AR-C133913XX
CTD TORHEERT : 4.2.2.7.1
HERES : 27335
Study system:

Type of study:
In vitro investigation of AZD6140, AR-C124910XX and AR-C133913XX effects on urate transport in human proximal tubule cells and in oocytes expressing
OATI1 and OATS3.

Method:
The effect of AZD6140 and metabolites AR-C124910XX and AR-C133913XX upon the transport of urate was examined in polarized monolayers of human

kidney proximal tubule cells and in Xenopus oocytes expressing two of the main renal transport proteins involved in urate transport in man: OATI1
(SLC22A6) and OAT3 (SLC22A8).

Tabulated results:

Compound OATI- and OAT3-mediated ['*C]-urate uptake in oocytes Net secretory flux of ['*C]-urate in proximal
(pmol/oocyte/hr) tubule cell monolayers
OATI oocytes OAT3 oocytes (pmol/cm?/hr)

['*C]-urate (45-50 pumol/L) 0.552 £0.035 0.469 + 0.092 5490 + 333

+ AR-C124910XX (100 pmol/L) 0.123 £ 0.089 ** 0.076 £0.112 ** 794 £ 76 **

+ AR-C133913XX (100 pmol/L) 0.455 £ 0.055 0.020 = 0.065 ** 1471 £ 112 **

+ AZD6140 (100 pmol/L) 0.346 = 0.066 0.057 £ 0.146 ** 1005 £+ 80 **

Data are expressed as the mean + SEM. ** P<0.01.
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Important findings:

e  The uptake of urate into oocytes expressing OAT1 was significantly inhibited in the presence of AR-C124910XX.

e  The uptake of urate by OAT3 was significantly inhibited in the presence of AZD6140, AR-C124910XX, and AR-C133913XX.

e AZD6140, AR-C124910XX, and AR-C133913XX inhibited OAT3 mediated estrone-3-sulfate uptake in oocytes with K; values of 4.9 umol/L,
16.3 umol/L and 13.4 umol/L, respectively.

e AZD6140, AR-C124910XX and AR-C133913XX significantly inhibited net secretion of urate across human proximal tubule cell monolayers.

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _
I, <

Study in compliance with GLP: No
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2.6.5.16.5 Invitro IZH+5 URAT1 0 L= E/%ER (E k)

WERME - FhU LA, AR-C124910XX, AR-C133913XX
CTD TOREHEEF : 4.2.2.7.2
HERES : 8118
Study system:

Type of study:

In vitro assessment of the interaction of AZD6140 and its metabolites AR-C133913XX and AR-C124910XX with the human transporter protein URATI1
(SLC22A12)

Method:

The interactions of test substances AZD6140, AR-C133913XX and AR-C124910XX with human URAT1 were assessed by measuring the uptake of ["cy-
uric acid into empty vector- and URAT1-transfected Human Embryonic Kidney 293 cells (HEK-mock and HEK-URATT1 cells, respectively). The potential
inhibitory effect of test substances was assessed by measuring the uptake of [*C]J-uric acid into HEK-URAT]I cells for 2 min in the presence of the test
substance. Benzbromarone was used as positive control URAT]1 inhibitor. The potential trans-stimulatory effect of test substances was assessed by measuring
the uptake of ['*CJ-uric acid into HEK-URAT1 cells for 2 min, in cells which had been preloaded with the test substances for 2 hours. Pyrazinecarboxylic acid
(PZA) was used as positive control URAT] trans-stimulator.

Tabulated results:

Treatment Effect of direct exposure of test substances on uptake of Effect of pre-loading of test substances on uptake of
20 uM ["*C]-uric acid (pmol uric acid/mg protein) 20 uM ["*C]-uric acid (pmol uric acid/mg protein)
HEK-mock cells HEK-URAT]I cells HEK-mock cells HEK-URAT]I cells

Control 9.55+0.69 79.3+4.99 28.5+11.8 116 £22.5

AZD6140 (100 pmol/L) 7.23+1.85 59.0 £ 5.06** 15.0£1.21% 58.5+1.61%**

AR-C133913XX (100 umol/L)  12.5 +3.31 62.0 £ 3.41%* 20.7£2.72 138 £9.70

AR-C124910XX (100 umol/L) 8.97 +£2.06 50.1 £ 6.65%* 11.9 +3.38 54.3+9.18*

Benzbromarone (30 pmol/L) 12.6 £3.36 10.6 + 4.00%*** n.d. n.d.

PZA (10 mmol/L) 10.2 +£0.08 18.9 £ 1.15%* 174 +3.13 180 + 13.0**

Data are mean £ SD. Student’s t-test, * p<0.05, ** P< 0.01, ***P <0.001
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Important findings:

AZD6140 and its metabolites AR-C133913XX and AR-C124910XX showed a potential weak inhibitory effect (IC5c>100 umol/L) and no
significant trans-stimulatory effect on the URAT1-mediated uric acid uptake..

Study conducted by the applicant: No

If no, indicate the name and address of the institute that conducted the study: _
I ' e rrlands.

Study in compliance with GLP: No
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2.6.5.16.6 P-HEEOEDRBEEICETHEMOEE (S k)
BRERYE - ZEGL
CTD TOREHEERT : 4.2.2.7.3
HERE S : AZM110520-04
Study system:

Type of study:
In vitro investigation of developmental expression of hepatic P-gp in liver samples from Wistar Han rats of various ages (7, 14, 25 days and 13 weeks).

Method:
Liver tissue was homogenised and subject to a membrane protein extraction procedure and after the extraction fraction of each sample was trypsinated
followed by LC-MS/MS analysis for P-gp quantification.

Tabulated results:

Sample P-pg amount Ccv
(fmol P-pg/mg tot membrane protein) (%)

7 days male 146 11.6
14 days male 586 24.2
25 days male 898 18.5
13 weeks male 157 10.8
7 days female 208 68.4
14 days female 514 12.6
25 days female 878 14.5
13 weeks female 472 21.0
Important findings:

The results indicate that the P-gp amount in the liver is increasing with age in both young male and female rats. However, in the 13 weeks old rats a
significant drop in the P-gp amount was observed compared to the 25 days old rats.
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Study conducted by the applicant: Yes
Study in compliance with GLP: No
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