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XY ¢y, o1E, 48 L= MBS0 HE 8 XE2 Ee

tXI & &UICH

OII

225t CYP3A4/5 MOHMStSl BHE F0i: 228 CYP3A4/5 MallM (0, AEZUES, OIERULE, 2
cHelAZ 0014l OFERARLIHION, QICILIHIOI, UIItAE, ZHUHIN, 2lEUHIN, AFRAUHEIN, & SelA
Z010141)2te HEE0= 0l 4o 88 =55 SIHAIZ = JUASLICH IUS SA 0 &9 88358
SIAIZ == UASLICE CYP3A4/5 X Jtsd0l UIILE, zIASE UM 88 422 Hd8s AFELU
Ct. 2&8 CYP3A4/5 MGHHME SHE= SX0AAM 0 22 S XEO ¢E Hie 8L, 2+t
225t CYP3A4/5 Mol MOt & F0i ZI00Fe Gl= 22, 0l 22 S22 o HEGX (0. HAIS
o 5 mg 12 23 S00M 2 mg 12 232 2g) 22 2As AZEFLICH 2HE Mo E8250

Sgotes X0l D&

5m
Jb SXEH, 0l & S0 S & CYP3A4/S Mok EE25H 01d2=2
F

2#s CYP3A4/5 REHMSAS HE S0: 225 CYP3A4/5 SEH (0, 2I2E, SAHEE, HUE
El

oI, JtZHI0ME, IR E, IHEE, HEHEHIE 2 SlH22 HEXeS [MUE EAKE 2%
2ot HE&0W= 0l &9 8 555 ZAAMZ £ USLICH CYP3A4/5S K& Jts40l A
LE, ZASHE UM 88 222 desS FIELICH L& CYP3A4/S REHE F0 2= XA
0l 2ol 8 XZE0l H+7& Hi= AU, 2ot 2E CYP3A4/S |SREXMIE 88 SOHEN 0 dtl=
2, 0l o BAMHQ S AYELC 0 &2 0| s8& 2, X2 =40l ol =2
H DLIEEGH0F ELICH 28s S H8 S0 SXNH, 0 & SEHESHS 22E CYP3A4/5
X EEF0 A 0l 222 A 28 ofioF SLICH

2HY0H: ZZ 2tHO0H (Child-Pugh class A) 2 Xt0il CHaH Ol
S&o 2+HEO0H (Child-Pugh class B) HXHO
mg 12 23 ¢ 3%, 2 mg 1€ 232 2
off ®WOIE Ht Si&SLICH

"é

Ofch 08 1 2 0l &S MOIEZAST P450 XMalM/REZAN & ot R4 B & ST 21
SO SO e 28 8 2ES UEHELICH

J&1. AIOIE3S P450 MAAH/STH X 2Z0H0 OE A 23 =3

Change to Eold-change in AUC and Cmax (and 90% Confidence Interval) Becommendation
Strong CYP3A4/5 Auc * Decrease INLYTA dose
Inhibitor (ketoconazaole) Cmax ——
Strong CYP3A4S AUC L Increase INLYTAdose
Inducer (rifampin) Cmax .
Mild Hepatic AUC — Mo dose adjustment
Impairment Chiai
N i Eu—
Moderate Hepatic ki i Decrease INLYTAdose
Impairment U A
Cmax — .
1] 1 2 3 a4 5

Change Relative to Reference

AUC: area under curve; Cmax: maximum plasma concentration
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gelol A o) okl A ANGFE 5 mg 19 23] AT Fololth. of ok A wAglel BeY >
om, o 1247t Aoz Bewrh AAE Ao Tz B9 B A Bsjoiol wh
A7} o] o Bg F PERUAL B§S 9 P, F7h £33 BgAAE & vk 0 AP &

- ATt

AB7|ZE Ft AF ol dwtge] 2EE ffdl of of AR AdAH Ee G T H/EE & A
28 g nh dubH o, CTCAE 36w 9 ofdits A A, o] of= 3 9 w2 §-do= I+
v, dow olduks A Al o dbsol 26w ostR IEE wW7tx] o] of ARE dA FHEI
S, g A e &l A Al AFgeE vkeF Smg 1Y 23] Folol A el dad A9, 3 mg 1Y 2
3] Fol2 o] AAEr. vteF b ko] o ¥ A9, 2 mg 1Y 23] Foy7hA Awd o vt
83 CYP3A4/5 AsA e L Fo: Z2g CYP3A4/S AsAl(el, AEIAYE, o|EgdavE, &
g Ezvtol A, oAb =, Yy =, dlgkxs, dyuH| =, gEUH =, AU 2, deER)
ol2l F B FUYE)ote] WEFol= Fsjof k. CYP3A4/5 oAl 7hs/del flAY, HAste oA ¥
€ e Adge] AT FHI CYP3A4/5 AsjAlE Foliz fxfelA] o] ofe] &8 xdo] AT
oAb gley, whef A E CYP3A4/5 AiAlZE H&Fo] sojobtt sh= A, o] o] &35 o 4
HE7EA] ek Zlo] ARE T o] 2 Bl e AUCR-dAs= st «)7t AsjA= 1
SokA ehote do WeR 2dd AR 455 FEolt oF 32 A A b W
opgell <A SHskAY AFE = Ak A3 CYP3A4/5 Al MEFAZF TAHW, o] o F
o &5 AsiAl ME&F oldem wAstolof (A A wEZF7] e 3-59) AJFko] At o] F)(AFE-
Ao T 5 Aese @ 3R

2N 78S el (Child-Pugh class A) bl thaf o ko] A2 &3 zde daskA] avh o
whel, wo]aglelo| A F5 =2 IHFof(Child-Pugh class B) Al A=, o] <9F9] AzH&
ITh o] &2 A AAJAEY kg Wk A st
Felf (Child-Pugh class C) #Akell thall 37Fd up glob(AH87d5
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B A8 FoAke

1. 32
1) 42

o142 AANEH Fol T dAE dsfof drh dAl Foll o] ofo] AREHAAM, o] of& Fojst
S}t AL A S | A, Aol Al Bfotell HA AL fdel A=
A

T =1
4% DA F Fe A 19 2§1 Aol A W RE §3
ok

a
s
[‘!

A AT i ApE mg/kg/dose, #Ae] AX A& Fof Al AUCS °F 10uH).
v e 2} A=A Ao A, Al ﬂ}%’—i o 71#dA7] w<k 0.15, 0.5, 1.5 mg/kg/dose &S 1¢
23] T3t} 1.5 mg/kg/dose (32 A MA&F T 4 AlAUCO] °F 0.54) ol Al RAISAHLS
sl AECA 7B NE)S 28 meia; 540 #EHAA, 0.5 mg/kg/dose (3HAFe] A THA]&-
g o] Al AUCS o 0.15u) o] §3ol4 354 Mol vhebuet,

2. & FAAE FH5A T A
o oke] Frolnt A sl T BTl U A

AA B W5 Fof QlgAde] $Ah 715
Brhsdc). ol 713 A & ]
% SN EYel w39 3508 2w

D) A B ol A87IRE T4k 6.
A9 (0.03-20.1 7€)oldr}. o] wrg
FolF 199/359 W (55%) 2 Ae}H)
& FTAJD AR T%% AAEY F
A urERs

2.0 el er, xtdyd Folte 5.0
8 2 e AR dAH A dAEY
= 59 (62%)°l A UElST) o] wkgo= <l
T 34/359 ¥ (9%) 2 aEld T 46/355 ¥ (13%)°l

_ELEL

AANEY A =ollA FEE 7 =5k (220%) ©173 WS
Fofl, &-wkol  FIwby ol ¥ (FFTT
syndrome), &= 74, FE, 8= 2 #u|ct, 7 1
[e}iKe)
=

=
ANA 10% o)A BaE o]kt

e MR mEsk A=, A8AE, 94, By
. palmar plantar erythrodysesthesia
o

AAEY E ATAE S FoRe #4



# 1. JAEY £ £3¥d Fo @AM 10% ©18 Ead o] 3uks

AAElY Folwte] 10% viRtelA Hag o gty (RE Fiols oAgw (9%),

(8%), <55
<7F B%), AMAST 2%), A&
AE (1%), 487 5715 (1%),

%2t AAEY EE sede Rolwe Sxeld 10% o4 wid
o4& thehit

E 2. dNEY £ 2F¥d F9 @AM 10% °)3 Eud 434 AAFA o3

74

A

AAEH Ay

o] ¥k-g* (N=359) (N=355)

BE 55 3/45F HE S5 3/45
A} 55 11 53 7
A= 40 16 29 11
2 39 11 32 5
21 8- 4 3 34 5 29 4
@Al 32 3 22 1
A el 31 0 14 0
-] Fubg el T 27 5 51 16
Ae i 25 2 21 1
TE 24 3 17 1
=S 21 5 14 3
1 H] 20 1 20 1
g 715 A sk 19 <1 8 0
713 15 1 17 1
A5 9% 15 1 12 1
#4dF 15 2 11 1
T 15 1 12 <1
35 ek 15 3 12 3
=25 55 14 2 11 1
5= 14 1 11 0
AHA T 13 1 14 1
7] 13 <1 32 4
L 11 3 7 2
n|z}t o] 11 0 8 0
5 Az 10 0 11 0
23 B 10 0 2 0
297 7 0 12 0
ey 4 0 32 0
-k 2 0 10 <1
a. A5 & A nE Yl o]3t o]Auk-e- (treatment—-emergent, all-causality events)] H]&
b. M= F§ AT o) diks ¥E Ro] 71E, v3.0

=)
AEH

(7%), & (6%), 23 (6%), N 4%), XY (4%), = (3%), 18 (3%), 2 I}A|
=9 2%), A 2%), A5 A9 4T (1%), T9-A= H/d
AdytA 3" vz (1%), 2 RPLS (K1%)o] E3HE ),




D

A E A d

AJA AAEHR oA . RE Twt| 34w . RE TR 3454

% % % %
§°“6}Z—1 7‘4*}
FEFEN Ax 320 35 <1 316 52 4
(Xétﬂ) ﬁ%z? A 317 33 3 309 36 4
Yo i 312 15 <1 310 14 0
MY 7hA 320 11 0 315 16 <1
A uks}sl A}
A eleld =7} 336 55 0 318 41 <1
ZEAA 7k 314 44 <1 291 43 0
AL EdE S 336 39 1 319 59 2
ALP Z7} 336 30 1 319 34 1
AR 336 28 2 319 23 2
2 944 7} 338 27 5 319 46 15
o ahA =7} 338 25 2 319 33 2
ALT Z7} 331 22 <1 313 22 2
AST &7} 331 20 <1 311 25 1
IYEFIE 338 17 1 319 13 1
A orrmE = 337 15 <1 319 18 1
1ZFEIS 333 15 3 314 10 3
AdG s 336 11 <1 319 8 <1
AUEEH S 338 13 4 319 11 2
el aks = 336 13 2 318 49 16

a vIF 2 gl Ta olubs E §o) 71E, v3.0
ALP: alkaline phosphatase; ALT: alanine aminotransferase; AST: aspartate aminotransferase

NAEE Folire] 10% vlwkel A Bared dwkslsdal o (Be ew)ols dRe==nN 371 (B4
FEA| ool 2EG (AAEH Folt 9% win] 2ebud Foldk 1%)
I GRS g Bls = 7o ol ddE o] vk gt

2l
|29 $AE e ® g 1AM, ESke]l AAEY Foiw 145/359 W (40%) B tix
¢l Z2gkEd Fold 103/355 W (29%)0lA B 3/45F LS OAWFJ% Folt
56/359 W (16%) % Zztdlg Folit 39/355 W (11%)olA #EHACE mEtA  9)7)
(hypertensive crisis)= 9AAEY FoA7 2/359 ¥ K1%)olx RuHEPa, 29y FAFdAE
HuEXR &), 8t (=%7] d< >150 mmHg E=& oj2k7] &<t >100 mmHg) 238 A8 =
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o 1R

2 AANEY A8 A F 3 g ool YErs A, dddeS dAHY AR A F 49
=2 Z7]d vetstth 189S XF JadY ARAR ™A g R 1% Am T
AAEY Tl 1/359% (K1%) oA BEa=Qlar, Adbelly Fofdel s Bl gt
2 AAHY A5E Al Aet7] doll & 245 s RUEHef o, 8% A
& A 5A AbgelE Etslal adsto]l A&
2t A=A AR B dAEY &% AR &
TToAY AEHAE, ANEY A5E FHsor s, n P $719 TA 9
;13451010]: stoh, dAElY Fof7t FusEd, dudst ABAE F
3k

nliE fe 4 rr o mBL rlo o

, -

ol =5 r
HN
Oii’
K
ek
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T3 B GAAe] R AAEY BAS dPeR @ P el
4 A7iol AAEY FAT 4350 W (%) 2 LN FoAE 4/355
A AYAL A A AN FAZ V39T (AR kR

O‘WFAJ A FAA, DA 474 (A &8 2, HdH AR, A a5 2 geks
W EZ3HS 17/715% 2%l A BaEQar, HE@d Aoz 13 o] XA Al 270 2 EE S

olefg A ALl e, WHo] gl FAplA AAEIY Fo] A= Fofsof . AEY

e A2 1209 ool Bl FANA Aol YA Aol vl BobE uh gick.
A FAAA AL

I AoNA, AbdS IS AW A Aol BaEdnh AAEY S dider 3 A
Aol A, A P Abzlo] JAEY Foit 11/359 W (3%) R Autdld Folat 2/355 W

(1%)oA BEamArt, 3/45F AW A4 AlA (FHAAZE, AR A dAd= aabgul g

3 EFHE AAEY FoJit 9/359 W (3%) ¥ aEhEld £t 2/355 W (1%)

Zifd HAAFo] AAEY Fold 1/359 3 K1%)oA RuEda, 2ddy 5
FXCh AAEE A Al A %ﬁ’—“‘q‘ﬁ AR 22/715% (3%)01]/\1 Bl

AH 2 A} 2710] E3E Q)

olel g A7 Aol glalolut, W] gl Rl Al AAElY Fo] Aol Folsjok aith. o AlElY

< 670 ool A I Aol Uld fatel dis) FrhE wb gl

S QAR A, =8 AR dAJEY Foat 58/359 W (16%) R &
(18%) A HiL= ATt 3/4 %4 =38 A O“Ahﬂ% Folt 5/359

= A8, 98 sk 28 2 g9 ¥x3) 2 xghdld Fow 11/355 ¥ (3%)
oA HuHATE WA ZF JdAEHY Fot 1/359 ¥ K1%) 1) 2 A TO%EL
3/355 ¥ (1%)ollA R s},

GBS ARHA &2 Hdo] e AT S Add =99 /7 = @Al daiA = 3
7k BF gler, o = ARgEIM = b Hu g8 FAZE 4% Fdo] e A,

MESL x5 ez 3 AAAIFEAA, 13 HAFo] dAAElY Tl 1/359 H (K1%)ol A



6)

7)

8)

9

—
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Bauwa, etvld FojwrelAE HasX] eFogrh AAIEY A AlFelA, 9 A
HA%)elA BaEAar, AM 17do] T g el ry o] Frte A
g (1% A #HZHATH ANEY A57)3F S F7
g g aloF ghr}.

WA 715l

AAES BAE gt ® gk SIAIRCA, A Tl Adtsel dAEY Foli 69/359
(19%) 2 2y Folat 29/355 W (8%)olA Ba= vt 7HakA 71% 25 dAEY FoT
4/359 ¥ (1%) 2 2gtdld Fol 4/355 W (1%)ollA BuEdct. ok X7 o] o] 7HaA 2=
28 (TSH)E 5 pU/mL v3k §3Fo 2 Toqﬂc“’ A2, TSH7F 10 uU/mL oo = F7hst 4
S5 AANEY Foldt 79/245 W (32%) E AgEld Foldt 25/232% (11%)9lA WebT
ANEY A5 AlA old 9 ARV U], FUIHoRE A Vss BUER slof ghth A
71e Asks 2 A 71E RT3 Vs AREE AT ¢ A 2 A5 mE
=

sojo} wit.

A
—_—
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AMAESY ) o=z sk dAdAFe A, 7194 FFFE AN T T3 (Reversible
posterior leukoencephalopathy syndrome (RPLS))o] <l H Eoa 1/359 B K1%)olA ®Ha
HAa, Agd FoATol e Bas R kvl AAEHel| tigh o2 A FElA RPLS 271 9]

CEEE LI
W, B, AZRAT e A7 9 A7 el sk e 5 gl
Jehd FE olth RPLS 831€ $lalAs 2713994 (MRD) 8
A= AN EY AmE Feaop @tk o4 RPLS Mol gl @Al o

%Hﬁh

2A QY FAHE Wc}gi &k QVIAIEON A, Tile= AAEY Folit 39/359 W (11%) B Aty
H Tt 26/355 W (7T%)oNA RaEr 3559 @l s AAEHY Fo 11/359 5 (3%) %
ety Fold 6/355 5 (2% A HiE At

AAEH A5 AlF old F A8717F U], 71490 dls BYHPe] AFEY. F55-5% W
Wi 7F B A= AAEY §FS PFAY FolEs dAHoR Foa|of gt

) tas 7t

AAES Bats Yoz 3 A FO A, BE 539 ALT 7l 7 o 5 32 229%14
AL, 3/4%F AHAL AAEY Foldt 1% nvk Agted Foldt 2%0l4 BT

AAEY XFE AlZ o]d 2 A HV|F ], Fr]H o2 ALT, AST 2 ®Wlg|F0le ZyEe ol g
=3

) el gkt
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= ZH7]Fo] Al Ao} wuglS w, 4S5 IFefl (Child-Pugh class A) 3FAFol A= AL,
=== 7F%o<] (Child-Pugh class B) Aol A= ] =UvHAUC ¢F 2], Cmax ¢F 1.34H).

5
4% el (Child-Pugh class A) Afoll Al Fo] A] o] ¢fo] Az} &5F x4d HAQshA g} F
5% Aol (Child-Pugh class B) &Aloll A= o] ko] AlZF &3 7hefo] A HAY. AAHIS F
53

ZHgel (Child-Pugh class C) &ztell wis H7ke wp glu(EX - &3 & F=2).
12) A7l 2=}

o] kol tigh Mool FFE FIFsH] AF YEAIF S FAHA Fokrh HE okEI FACdA,
7NA NFo) At BAE~FF Aol (15 mL/min < A#lobEd A& [CL.1<89 mL/min)3
Fape] AAEIY Aagole 22 2ozt 1Y

BE~F% ANl FAlollA o] oo Az &7 2HLS Haskx| g @r] AlF3 (CL.<15

mL/min) Aol A AHE Aol Folstelof gl

5. 353§

In vitro 2% Ay}, AAEYL F2 CYP3A4/5 o o& thAlEH, o W& AE=Aw CYP1A2,

CYP2C19, UGT1A1 (uridine diphosphate-glucuronosyltransferase)ol] &34 = thA}= o}

1) CYP3A4/5 A3j#)
A5 s giatel Al o] ok3h A gk CYP3A4/5 A 3f Al
wZo] Z7FEATHAUC oF 2¥], Cmax °F 1.58)). 4
gafjof ghth. AHE e AEFaE AAEYEY % |
CYP3A4/5 A3l 7bs7dol A, Histd oAl W& ok=e Adeo] Axdrt. whef, 2
CYP3A4/5 A& A7} BEFo] =Hojoput st A4, o] oFo] &3F& agdor (g &< & 3
%),

2) CYP3A4/5 %A

755k g giapol Al o] ok gk CYP3A4/5 FEAQl HEAS HE&Fo A, AdANEHe dF=Z
| ZF2EATHAUC °F 0.29, Cmax °F 0.3v9). Z#3d CYP3A4/5 F%A4 (d, 2123, GAHElE,

AU EQ], ZhEviutAlA, S oRe, g odld, dwevtEa g 9 ARIE EXQE)S} o] ofe] W&o

= JfoF gk CYP3A4/5 % 7FsA ol flAY, Hastd oA W& k=] Mgl Ay F

559 CYP3ASHZ=A] (o, wAg ouual= olEgud, X}

J9l AEaEs Warel A, AAEYe 4%
b gk CYP3AA/S AsiAlsh o] ofe] WgFolx
=T )
o -

O

Sd @ ) o4 Ay
o @4 wEe gaAD F Jonw, s delok wt.
6. Y% R SRl dF Fo
1) (9 stelae D)
ATE o AAEPS AN B AP Gk o] ke Ag A A, Aol Fol
A Hoh £ Do F ek AAEES 9F BFEF FolN o] AgaAe wE FEuT WA




Zxofoll gk of ofe] kA - FEA AA2 o] FoAA A gkt

AAEIH S HE = 2 o) 1Y 23] A 7R3 s vh-ok Tfol AlA wef KJofel] F4d o]
ZH Ak w2 B Aol A 15 mg/kg/dose (ZH2F ghApe] A% A& Fol Al AUCS| oF 6H] H
159) o] fFol Al wio] thek gF> A u ?%i‘% 5 mg/kg/dose (Aghe] AR WAL Fof Al
AUCS] o 1.5uH) o)/ Foldh k-2l M, by A4 ol (Rok¢-4Z, Ao, Aof=d % &4
of #AHALE. MAmEFEolA sof gl s %}Xﬂﬁgi e Entet e 542 Hrre A sk

Wl

>

2R g FA
AAZG BAE dow

AAIZ A, AAEY A8 F v 6564 o] b= 123/359 8
(34%)°1 A1t W=, < g

b 1o, w654 o] aw kAt

o - b RS WA HA AR
= = = = ) 5 =] O
O o - o - 1l o gl bl =1 [e] = = 1 =) = 1l o
== =) =
cr gud [ j yad
kv 1=
9. }FF

&
J[m
g
&
[
g
flo
%0
o

AN B el o)



ol M, 178e] A7} o&=skA] &7 20 mg 19 23] &35 44

B, olHel e 2
AAEHY § B QYA POIM, AN EFORE 10 mg 19 28] EE 20 mg 19 288 Folwe
BAEe nAY, PG BAH B4 L A9 AW 5 ETHY o4 HeS PR

W Hgo] oiH= A, o of Fole B ook s, AA &4 (supportive care)o] =3 ¥ o] of

i} T
2) In vitro fﬂ ZdWHo] A3 (Ames)ollA] SAH|E bl &kal, n vitro AFE HEZ T A
ol AgA AMA o] & F&1A Yol i ovivo RS2 24 AW AFAE FAEAS Y

BT
3) AAEH S Abgtell A =
A7) el A a3/ 7 T 2
T A2 FE o)A, XéX}%JE 2 = 7Fa)o] k- 15 mg/kg/dose o] &3 19 23] Fof (3
zZkel B AL Fo] A AUCY oF 78 2 7 1.5 mg/kg/dose °]A &% 1Y 23] Fof (A
of A MAEH Fo Al AUCY oF 0.1uDoll A #ZF ATt wpg-2= F o] 3 A2 7] el A A
A Qs A, FA A = BA, A FA AR L Aw 950l 5 mg/kg/dose ol &% (47
gAte] A% 7HA1%% Fof Al AUCS] oF 1.58] 2 0.3u)ell Al &A= At
nlg-2 FEE A, AAEHS 50 mg/kg/dose &F7MA 1 23] AT FAe wl, HAa 70
A7 Folg Folx FF w9 o wHy FEHTE JFS wAA] ekokrh (3Ake] A JNAIEFH
Fo] Al AUCS oF 57d)). 3 whg-2elA FHe B OwAAE AV BRE AE &% (15
mg/kg/dose o] 1Y 23] AFFo)(EAre] A MAIEHF Fol Al AUCS] oF 108Dl A A Ed
S FHA 159 FAg ol #FHA)

11. 23 3% FHF39 FIA

1) olddo] 8] Eo] A gh= Stoll Buslth

2) v &71° vHre] ¥ AL Atardd]le] HAY FEFA WM Wi stA] fonw ol& F9
Eia= S =
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1. JIR, 22 o HLHS e X2
2. PEAF-S2UNSAN HF L MSHE HW( 2 X2
3.  oFs0 e RE

3.0t g2 HFHAE

3.0t BIIEEANEXNZ(36HE), IISAE=(6HE)

3.9t2  JIsAgRE

3.Lt. HZ2 HELANE

3.Lh1 AIVIEBEANEXNZ(240E), IISANEXZ(6HE)

.2 JIsAglE

4. sS40 28 X=

4.0t HESHSHAE

4.0t.1. Single—dose oral gavage toxicity and toxicokinetic study with AG-013736 in dogs with
a 14-day observation period

4.0t.2.  Acute oral toxicity study in mice with AG-013736

4.}, BIESRNHSHAE

4.Lt.1.  14-day gavage toxicity study with AG-013736 in mice

4.Lt.2.  28-day gavage toxicity study with AG-013736 in mice

4.Lt.3. 26-week oral gavage chronic toxicity study and toxicokinetic study with AG-013736 in



mice with a 13—-week interim sacrifice and 4-week recovery period

4.Lt.4.  14-day gavage toxicity study with AG-013736 in dogs

4.Lt.5. 28-day gavage toxicity study with AG-013736 in dogs

4.Lt.6. 26-week oral gavage chronic toxicity study and toxicokinetic study with AG-013736 in
dogs with a 4-week recovery period

4.Lt.7. 9-month oral gavage toxicity and toxicokinetic study of AG-013736 in dogs with a
8-week recovery period

4.0 RESLEANE

4.Ct.1. genetic toxicology report, AG-013736, in vitro cytogenetic assays

4.Ct.4. genetic toxicology report, AG-013736, microbial reverse mutation assays

4.Ct.4. genetic toxicology report, AG-013736, mouse micronucleus assay oral route

4.2t MASHAE

4.et.1.  combined oral fertility and developmental toxicity study in mice evaluating twice daily
administration of AG-013736

4.2t.2. oral dosage-range finding embryo—fetal development toxicity study in mice evaluating
twice daily administration of AG-013736

4.2+.3. oral dose range—finding study of AG-013736 in pregnant rabbits

4.2t.4. oral developmental toxicity study in mice evaluating twice daily administration of

AG-013736
4.4t JIEtSHEAIE
4.Ht.1. local vascular tissue irritation study of AG-013736 in female new zealand white rabbits

4.8t.2.  report for the in vitro compatibility of the parenteral formulation with human blood

4.Ht.3. determination of the phototoxic potential of AG-013736 in the 3T3 Neutral Red
phototoxicity assay

4.8t.4. single dose oral phototoxicity evaluation of AG-013736 in hairless mice

5.0l. S AIE

5.0t.1.  biochemical measurements of receptor tyrosine kinase inhibitory potencies and
selectivity of AG-013736

5.Jt.2. cellular target potency, selectivity, and functional activity of AG-013736

5.0t.3. in vivo target modulation, induction of vascular phenotypical changes, efficacious
plasma concentrations, and pharmacokinetics—pharmacodynamics correlation

5.J0t.4. in vivo anti-tumor efficacy, anti—angiogenesis, and biomarkers of AG-013736 in redent
models of cancer

5.J0t.5.  MDS pharma services pharmacology data report on compound AGP-58, AG-013736

5.Lt. B2 |AIE = CHEAC|AIE

5.L+.1. assessment of the potential effect of AG-013736 on hERG potassium current stably
expressed in HEK293 cells

5.Lt.2. assessment of the effect of PF-04621675 oh hERG potassium current stably expressed



5.Lt.8.
5.L+.9.
5.L+.10.

in HEK293 cells

Ki determination of AG-028458 in a dofetilide fluorescence polarization binding assay
charcoal propulsion test in mice following oral administration

Irwin dose-range in mice including body temperature and locomotor assessment
evaluation of cardiovascular effects of oral AG-013736 in mice

assessment of effects on gastric emptying in rats following oral administrationevaluation
of respiratory parameters in the conscious rat using whole body bias flow
plethysmography

evaluation of chronic AG-013736 treatment in conscious telemeterized wistar rats
telemetric evaluation of cardiovascular effects in the conscious dog

assessment of the effects of AG-013736 on glood pressure and heart rate in
consciuos, telemetered beagle dogs

5.Ch. &=, X, A H HHEAIE

5.Ck.1.

5.Ct.2.

5.C+.3.

5.Ct.4.

5.Ct.5.

5.C+.6.

5.C+.7.

5.Ct.8.
5.CF.9.
5.C+.10.

5.C
5.0
5.C
5.C
5.0
5.C
5.C
5.0
5.C

A1,
A2
3.
4.
5.
16.
A7.
18.
9.

i e e s s e e o

validation of a high performance liquid chromatographic—-mass spectrometric method for
the analysis of AG-013736 and PF-3482595 in K3 EDTA mouse plasma

analytical re-validation report for a LC/MS/MS method for the quantification of
AG-013736 in dog plasma

long—term matrix stability assessment of AG-013736 and PF-3482595 in K3 EDTA
rabbit plasma

LC/MS/MS analysis of AG-013736 in dog plasma to support covance study number
3750-143

validation of a HPLC-MS method for the analysis of AG-013736 and PF-3482595 in K3
EDTA rabbit plasma

long—term stability assessment of AG-013736 and PF-3482595 in K3 EDTA rabbit
plasma

analytical validation report for a LC/MS/MS method for the quantification of AG-013736
in mouse plasma

method validation for AG-013736 in dog plasma using LC/MS/MS

method validation for AG-013736(lower LLOQ) in dog plasma using LC/MS/MS
validation of a HPLC-MS method for the analysis of AG-013736 and AG-28458 in K3
EDTA dog plasma

light stability of AG-013736 in human blood

light stability of AG-013736 in human plasma

freezer stability of AG-013736 in human plasma

permeability of AG-013736 in the Caco-2 cell culture model

pharmacokinetics and bioavailability of AG-013736 in mice

pharmacokinetics of AG-013736 in mice following an oral bid dose administration
toxicokinetics of AG-013736 in mice following oral administration

pharmacokinetics from oral administration of AG-013736 to wistar rats

pharmacokinetics and bioavailability of AG-013736 in the rat and monkey



5.C+.20.
5.C+.21.

5.Ch.22.

5.CF.23.

5.Ct.24.
5.C+.25.

5.Ct.26.

5.CF.27.

5.Ch.28.

5.CF.29.

5.C+.30.

5.C+.31.

5.C+.32.
5.0+.38.

5.C+.34.

5.C+.35.

5.C+.36.

5.C+.37.

5.C+.38.

pharmacokinetics and bioavailability of AG-013736 in the dogs

pharmacokinetics and bioavailability of AG-013736 clinical tablets and suspension in
the male beagle dog

pharmacokinetic analysis of AG-013736 and AG-028458 in plasma from a study
conducted in beagle dogs administered AG-013736

tissue distribution, blood and plasma pharmacokinetics and excretion of radioactivity
following a single oral administration to the mouse

protein binding of AG-013736 in rat plasma

determination of plasma protein binding and blood to plasma concentration ratio of
AG-013736 in mouse, dog, and human

in vitro binding of AG-013736 in human albumin and human al acid glycoprotein
AG-013736 incubations with arorclor—induced rat S-9 fraction

in vitro metabolism of AG-013736 in human and animal liver microsomes and
hepatocytes

the idenntification of human cytochrome P450 isoforms involved in the metabolism of
AG-013736

identification of UDP-Glucuronosyl transferases responsible for the glucuronidation of
AG-013736 in humans

non-involvement of human liver FMOs and human liver sulfoxide reductase in
metabolism of AG-013736 in vitro

definitive phenotyping and kinetic characterization of AG-013736 metabolism
identification of AG-013736 metabolites generated in vitro by recombinant CYP3A4,
CYP3A5, CYP1A2, and CYP2C19

profiling and structure elucidation of metabolites of AG-013736 in mice following a
single oral dose of [14C]AG-013736

profiling and structure elucidation of metabolites of AG-013736 in beagle dogs
following a single oral dose of [14C]AG-013736

profiling and identification of metabolites of AG-013736 in healthy male volunteers
following a single oral dose of [14C]AG-013736

excretion of AG-013736 following a single oral dose of [14C]JAG-013736 to male
CD-1 mice

excretion of AG-013736 following a single oral dose of [14C]AG-013736 to beagle
dogs

5.ct. ASHSHE SOl &8 Iz

5.ck.1.
5.ct.2.

5.c}t.3.

5.ct.4.
5.ct.5.

evaluation of AG-013736 as an inhibitor of human cytochrome P450

evaluation of the CYP inhibition characteristics of AG-013736 towards CYP1A2 and of
AG-013887 towards CYP1A2, CYP2C8 and CYP3A4

Effects of AG-013736 on CYP450 enzyme regulation in primary cultures of human
hepatocytes

permeability and transporter evaluation for AG-013736

the in vitro study of p-glycoprotein inhibition by AG-013736 in caco-2 cells



5.ct.6.

5.ct.7.
5.ct.8.
5.c+.9.

5.2+.10.

5.ck.11.

6.7},

6.9t.1.

6.7t.2.

6.7+.3.

6.7+.4.

6.7+.5.

6.7t.6.

6.9t.7.

6.7+.8.

6.7+.9.

6.9+.10.

6.9k.11.

6.9+.12.
6.9+.13.

simulation of the effects of a CYP3A inhibitor and inducer on the pharmacokinetics of
AG-013736 using SimCYP

drug-drug interaction risk assessment for AG-013736 as a perpetrator using SimCYP
simulation of intestinal concentrations of axitinib using GastroPlus

evaluation of inhibition of the catalytic activity of cDNA-expressed human UGT1A1 by
the test substance, AG-013736

determination of the human plasma compatibility of the AG-013736 clinical intravenous
formulation

pharmacokinetics of AG-013736 spray dried dispersion and self-emulsifying drug
delivery system formulations in dog

aANELHN &8st A=

LA AIE X2 8 (Clinical Data Package, CDP)

a phase 1 open-label 2-way crossover study to compare the pharmacokinetics of
AG-013736 following intravenous and oral administrations in healthy
volunteers(A4061006)

a phase 1 open-label study in healthy volunteers to compare the plasma
pharmacokinetics of polymorph form XLI AG-013736 in the fasted and fed state

a phase 1 open-label 2-way crossover study to compare the pharmacokinetics of
AG-013736 following intravenous and oral administrations in healthy
volunteers(A4061007)

a phase 1 pilot relative bioavailability study in healthy volunteers to evaluate SDD and
SEDDS oral formulations of AG-013736

phase 1 open-label randomized study to compare the pharmacokinetics of AG-013736
administered as 5mg clinical trial tablet(wet granulation) and 5mg proposed new
tablet(dry granulation) in healthy subjects

a relative bioavailability study comparing polymorph form 41 and SDD tablets to
polymorph form 4 tablets of AG-013736 in the fed state in healthy volunteers

a relative bioavailability study comparing polymorph form 4 tablets and 3 sustained
release formulations of AG-013736 in the fed state in healthy volunteers

a phase 1 bioequivalence study to compare the pharmacokinetics of AG-013736
polymorph form 4 versus polymorph form 41 in healthy volunteers

a phase | bioequivalence study to compare the plasma pharmacokinetics of five 1 mg
and one 5 mg AG-013736 tablets in healthy volunteers

a phase 1 bioequivalence study to compare the plasma pharmacokinetics og
AG-013736 polymorph form 4 versus market-image polymorph form XLI tablets in
healthy volunteers under fed conditions

the validation of an LC/MS/MS assay method for the determination of AG-013736 in
human K3 EDTA plasma

validation of a HPLC/MS method for the analysis of AG-013736 levels in human urine
validation of a HPLC/MS method for the analysis of AG-013736 levels in human EDTA



6.7+.14.

6.9+.15.

6.7+.16.

6.9+.17.

6.9+.18.

6.9+.19.

6.7+.20.

6.+.21.

6.7+.22.

6.7+.23.

6.7+.24.

6.7+.25.

6.71.26.

6.7+.27.

6.7+.28.

6.7+.29.

6.7+.30.
6.7+.31.

6.9+.32.

plasma

validation of a HPLC/MS method for the analysis of AG-013736 in K3 EDTA human
plasma

partial revalidation of a HPLC/MS method for the analysis of AG-013736 in Na EDTA or
K3 EDTA human plasma

validation of a HPLC/MS method for the analysis of AG-013736 levels in human
plasma EDTA

an open label phase 1 study to evaluate the pharmacokinetics of AG-013736 in healthy
chinese volunteers

a phase 1 mass balance study in healthy male volunteers to evaluate the metabolic
disposition of [14C]AG-013736

phase 1, open-label, multicenter, dose—escalation study of the tyrosine kinase inhibitor
of VEGFR-2, AG-013736, in patients with advanced solid tumors

a phase 1 study of AG-013736 in japanese patients with advanced solid tumor

a phase 1 study in patients with advanced solid tumor to evaluate the
pharmacokinetics and safety of AG-013736 at single doses of 5 mg, 7mg and 10 mg
and at multiple doses

phase 1 study to determine the maximally tolerated dose of oral, daily CP-868596 and
CP-868596 plus AG-013736 when given in combination with docetaxel administered
every 3 weeks to patients with advanced solid tumors

a phase 1 dose-finding study of the anti-angiogenesis agent, AG-013736 in
combinations of paclitaxel/carboplatin, weekly paclitaxel, docetaxel, capecitabine, and
gemcitabine/cisplatin in patients with advanced solid tumors

a randomized, double-blind phase 2 study of axitinib with or without dose titration in
patients with metastatic renal cell carcinoma

a phase 1 study to evaluate the pharmacokinetics of AG-013736 in subjects with
impaired hepatic function

a phase 1 single—blind study to investigate the potential drug—drug interaction between
AG-013736 and ketoconazole in healthy subjects

a phase 1 open-label randomized study to investigate the potential pharmacokinetic
interaction between AG-013736 and rifampin in healthy caucasian and japanese
subjects

a population pharmadokinetic analysis of the potential effect of UGT1A1 28 and other
genotypes on AG-013736 pharmacokinetics in healthy volunteers

population pharmacokinetic/pharmacodynamic evaluation of the effect of AG-013736
alone, and in combination with ketoconazole, on QT internals in healthy volunteers
additional analyses conducted to characterize the effect of axitinib on QTc interval

a population pharmacokinetic analysis of axitinib pharmacokinetics in patients with
metastatic renal cell carcinoma

population  pharmacokinetic—-pharmacodynamic analysis of axitinib efficacy and
tolerability endpoints in advanced renal cell cancer patients



6.7+.33.

6.7+.34.
6.7+.35.

6.7+.36.

6.7+.37.

6.7+.38.
6.7+.39.

6.7+.40.

6.9+.41.
6.+.42.

6.7+.43.

6.7+.44.

6.7+.45.

6.7+.46.

6.9+.47.

6.7+.48.

6.7+.49.

6.7+.50.

6.9+.51.

6.Lt.

assessment of the pharmacodynamic activities of axitinib and potential correlations with
pharmacokinetics and clinical activity

axitinib as second line therapy for metastatic renal cell cancer: AXIS trial

phase 2 study of AG-013736 as second-line treatment in patients with metastatic renal
cell cancer

phase 2 study of the anti—angiogenesis agent AG-013736 in patients with refractory
metastatic renal cell cancer

phase 2 study of AG-013736 as second-line treatment in patients with metastatic renal
cell cancer

assessment of blood pressure effects in axitinib studies

investigation of the potential association between genetic polymorphisms and the
pharmacokinetic variability of axitinib

pharmacokinetic meta—-analysis statistical report

assessment of axitinib effect on hepatic function

randomized, placebo—controlled, double-blind, phase 2 study of AG-013736 in
combination with docetaxel versus docetaxel alone in patients with metastatic breast
cancer preceded by a phase 1 evaluation of the combination

a randomized, double-blind phase 3 study of gemcitabine plus AG-013736 versus
gemcitabine plus placebo for the first-line treatment of patients with locally advanced,
unresectable or metastatic pancreatic cancer

phase 2 study of the anti—angiogenesis agent AG-013736 in patients with metastatic
melanoma

phase 2 study of the anti-angiogenesis agent AG-013736 as second- or later-line
treatment in patients with advanced non-small cell lung cancer

potential associations between polymorphisms in the vascular endothelial growth factor
A and related genes and hypertension or progression free survival in patients with renal
cell carcinoma

UGT1A1 genotype variations and potential correlation with safety outcomes in patients
with pancreatic cancer

potential association between polymorphisms in the vascular endothelial growth factor
and related genes and hypertension or overall survival in patients with pancreatic
cancer

phase 2 study of the anti-angiogenesis agent AG-013736 in patients with metastatic
thyroid cancer who are refractory to or not suitable candidates for 131! treatment

phase 2 study of AG-013736 in patients with poor prognosis acute myeloid
leukemia(AML) or myelodysplastic syndrome(MDS)

a randomized phase 2 study of the anti—-angiogenesis agent AG-013736 in combination
with gemcitabine in patients with chemotherapy—-naive advanced pancreatic cancer
preceded by a phase 1 portion study

It Xtz
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[ AR T34 A=A
c ol 14 ANAES] A NFAEG AGAE HIOR xebdde BEREoR va 34 9
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1. 7149, 24 2 /2L #s A=
1.1 714 % AEE 9
o X344 Al M E9 (renal cell carcinoma, RCC) XS4
« Aol =7kl (cytokine) S1E]F#71 2 (interleukin 2, IL-2), S1EJ#| -3} (interferon-alfa, IFN-a)
S AP Al aeo] 8 RCCol tigh ¥ Au5Qlth TF A B T4 Ax 54 2
AES A oR o= 6714 AAZE A wl=, 5 A%, okrlol, R 7B A ellA & RCC
el tigte] SAESAT o5 4 WS AR v 2§ 7|d wet 374 2ow ERE T
Atk (1) 1MW VEGFR AAl (5, &etdlld [sorafenib]l, *HEl] [sunitinib], 3 dz234
[pazopanib]), ©]+ b-RAF, KIT, PDGFR T+ FLT-33% Z& t& 4 w3 oA, (2) 4F
£ 34, o] VEGFE %A o= sl VEGFS 1 849 s 28-S Apdsin (5, wvA| 55
[bevacizumab]), (3) Zdmfo]Al (rapamycin) F=A, o]+ mTOR (mammalian target of

rapamycin) & A st} (&, dW 2 F 2 [everolimus] ¥ @A 28 F 2 [temsirolimus]).

1.2. 38714

« A% JAt}tE (indazole) FEAZA, & U9 A A= €A (vascular endothelial growth
factor receptor, VEGFR)-1, -2, -3¢ tig 73 A8, Adex g=z22 7/yA JAA
(tyrosine kinase inhibitor, TKI)

3. A #F A=
3.1 A8 FFAAY : e

« 2718 e)/A A double polyethylene bags inside a fiber drum

AlElEH AlE 27 batch = A17] (month) A3}
I AXM-00-0002A .
25C/60% RH| AXM-00-0003A 0, 3, 6,9, 12, 18, 24, 36
A3 7t 36704 A
AXM-00-0004A
=W A
7}&Ad |40C/75% RH 0, 3,6 Y&z A A 671D
o+
. 1 (=)-3
ok 120%F lux hf, 0, 10%(%0),
200 W-hr/m® 108 (%)
70°C/75% RHoA 6 F7F 80°C/40% RHOA 4 F71e] 4/5% =A
Az 80°C/5% RH oA 4 F3+e) =7
T INMP/EO o] AoA 40 A7 F
0.075% H202 | o] AL A3 &




3.2. AF9 ABAAANEW

Alg7h e

Table 3

.2.P.8.1-1.

Drug Product Primary Batch Information

Drug Product Tablet Manufacture Manufacture Drug Months of Data
Batch Number strength/shape Date Site Substance Available
Batch Number

963468-3000.058-1 |1 mg/inangular | May 2008 Freiburg AXM-00-0002A | 24 months
965468-3001.058-1 |1 mg/tniangular | Mav 2008 Freiburg AXM-00-0003A | 24 months
965468-3002.058-1 |1 mg/triangular | May 2008 Freiburg AXM-00-0004A | 24 months
963478-3000.058-1 |5 mg/triangular | May 2008 Freiburg AXM-00-00024 |24 months
963478-3001.058-1 |5 mg/inangular | May 2008 Freiburg AXM-00-0003A |24 months
965478-3002.058-1 |5 mg/tnnangular | Mav 2008 Freiburg AXM-00-0004A | 24 months
963638-3001.108-1 |1 mg/oval Oct 2008 Freiburg AXM-00-0003A |18 months

Container/Closure System

The batches of drug product from the primary stability programs were packaged in the
following container/closure system(s):
Table 3

.2.P.8.1-2.  Drug Product Container Closure Information

Primary Stability Data’ Container/Closure Description

60 cc Square 120 cc Square 180 cc Square

Component Foil/foil blister

HDPE Bottle HDPE Bottle HDPE Bottle
Tablet Strength 1 mg and 5 mg 1 mg Jmg 1 mg and 5 mg
Contents 56 tablets 500 tablets 300 tablets 1 unit/blister
Closure- squeeze and turn 28 mm 38 mm 38 mm

child resistant

Heat induction
inner seal

Heat induction
inner seal

Heat induction

; Thermal
inner seal

Seal

1 g activated 1 g activated 1 g activated

Des t S I -
esicean silica gel silica gel silica gel

I Each primary batch is packaged in 56 count and 300 count HDPE bottles and Foil/foil blisters. The 500
count HDPE bottle size is different for the 1 mg and 5 mg tablets

A& E5F Algzx =74 A17] (month) 2 3}

7l W A

271 1 E=A
i ] 7} 24709 oA

30C/75% RH

71w A

VA=Y K
FEA 40C/75% RH 0, 3, 6 Nz A5kl A 64D 7E ob
P ok A 120,000 LUX/200 0, 10%(2}‘%),
watt hours/m® 104 (=%)
AR B

4. 4 A AR

Hd 3959 AT 54 AP A mhg-2 B gfe] dis dAlEdo] g Wk S BAlsUTh v
A 265 uk9-2 A FolA HA el £F(LOAEL)S 10 mg/kg/day@om #H®E Ho w4
Cmax % AUC(0-24) %2 4.2ng/mL % 12.0 ngh/mLSGt}. oFgjshd #& 71%9F X+ &4
ol, XotZ % Wi Fy wFo] e 39 10 mg/kg/day?l vk thEl Hu FEA
(NOAEL)S Ao wx &ttt 395 7 AldolA NOAELS 3k LA ZAse] oA 1

mg/kg/day 2 A AA6 mg/kg/day(ABE Hi &F)om FHE Ht Cmax 2 AUC0-24)



e 2 1 mg/kg/dayel Whdte]l 1.7 ng/mLe5.1 ngh/mL 2 6 mg/kg/dayel] wiste] 43.7
ng/mL %162.0 ngh/mL3lth o5 A Fo2HE geld dx 14 7| 540 9334, =87,
<= AA, B A A Ao, ool el ik AAHY &3E wrFE AT
uhg-2 g/ E7jol A el B wjEjR; e tigk & ko] #EEHAT. =4 Al
A, IAEHS Eddold oy A o] el ofyont, AARl oA
(aneugen)?l Aoz 3ZFelm ity A8l AAo i3t H] F2E&F(NOEL)S 250 mg/kg/day= &
A1E A tH(#E ¥ Cmax 3540 ng/mL % AUC(O 18350 ngh/mL).

o 1F(Rg-2)ol g vl AR AAl ek diEE X R =E FEoA] T 52t Ely
A7) wzol Abse] Qb Adel diEk A 93 &S FIHE AAEkE olak F(species)ell it
u] A Al

Al m A A

A =
o FRIPARAAFA WELS] F99120) mhet wA

5. ¢F2FHLd #F A7
5.1. A8A3
o vhg-ell AAEE e A 28(BID) AT Tl wa o)A AR AFAF(SNI2C-GFP), Argh &
FAFMHCT-116 GFP), Atd SAFM24met), @ Al F4U4F(MDA-MB-435WHAL-Luc) <
EFFste] vl A 4 2l figte] fold - aRE FIsh 13 Abe A
F(MV522 2 HT29), Atgk SCLC (NCI-H526), A& +99435(MDA-MB-435), Ald SA%
(M24met, A2058 2 A375), Ab& #&(MiaPaCa-2), A8 2 FES] AAQuF(USTMG 2 C6), A
2 AA} EA ELF(LIMSHO50), A & ZF(Namalwa), 2 F3 Folx #H4F(LLO) ] 3t ¥ &t
(sc)-o] 2] o]Fol2 Heox A &HAHS] F-F¢ a7t HFEHJY. AANHHLS 4 27 B,
HT29-GFP(E9 W] bRaf, PI3K, p53 % #AAd K-Ras)e] daF % A% 9 o4 Hol& #9
sHAl o Alsklt. g owago T A R AR dold SAF EE, M24met o 974 F
o

il

(<3

p

o

s
% woﬂ gal Fed oA a%E fuedly. Awd doly ¥ LLC £% mu(dd 47
Shool ol AelA, AAEY ARt A % AL oson FEe A4E oAlshe Ao
nere AT BEE P-2 S4S g R, ¢ 2% ol g 9 % A
AL Z7pe] felg haet RAHAT. F-AWAY & AA% AN, % RTK 2
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