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15 BRIFLETIEROEERURROER
151 B RBEAFEOER
1511 RZF=TIZDIT

A=F =T Y oAl (DUF, A=F=7) 1%, BEEHEM, EF4ERCERICES T 555
T B ERET ARG LA Th 5, AFNIBEICH AZETe R 90 » FELL R
BT B MRE AE (BiilE) KOS T =7 RREIES 2 WIIAREEOHLERE
fE % (Gastrointestinal Stromal Tumor : GIST) BRFIZXT AR OBERE LTHARENTEY, K
FRCIE 2008 4E 4 AITAREUSHEY | 5,893 4 (2011 4 7 H 31 AHE) 12, TR ETIE 2006
1 BICAKRE STk, H#EE 132912 4 (2011 24 A 12 BEUE) IS TV,

1512 ERTBESOHRIN

B fRE (BN WEE) =2 120 Ny 2 515 Ml (S Z2 R 2 M) /763841,
A LAY RTA MY EOFRIVE BRI EL T HIEBEVEIEE &, BT U EEAE LRV,
B AHVIELR L THRE CERRT HIEREZ 2R WIFSREEEE I oE IS, oI, #
REMEIEE X EEAT ARV T ANCE DA L R Y J ==, Tl T ) —<5 258 S B 5D

AT 2 FEN R B BT 2 2EEFRAIC L D &, 2005 FEOREMZRA LT
2,850 A, A 10 HASHT Y OFFBEKITF 22 A, EMHHBERITN 1.0 A GERZSERT
#11,200 ) L HEE SN HFFEY JERICHIEE CTH D, FERE OB LT 1: 1.6 &00%ke il
%<, FHAROVHTmIT 2L TIL 576 % T, %ﬁﬂ%4ﬁ,ﬁﬁﬁﬂ7ﬁkﬁ%imbgn
2, JBIGOSERITIE, 2002 x5 2004 FIZENTHER S L 514 B0 BN IIEIZES O
D HISEEMEIEEE Y 49.8%, FEMSBEMENELE A 47.7%, RN 2.5% Th -7z, BEEEMIEE CIL, 1 v
AV == 31.7%, AU =< 8.6%, NI =< 49%, V< NAZTF /) —<»
2.3%, E DM 2.4% T - J-B5Em

KETIEB LN 141 LB OO0, I RREOFHEMIL 59 M CTHAA
TOFLREONYLFn L Rk CTh o 72, BOKOEESFERINRIE, FESEENEIEE 3K 50%, 68
PR T, A2 AU J—<B25%, ALY /7 —<n15%ThHYD, ARELFKTREZET
20, ANE 10 HAB T OFEMBFIFEFIERIT, BARTOALD 10 FAHZVH 1.0 ATK LT,
KETIZ 032 AL ENH Y, HEFRICEREB LG T 285 OFGE, HARTE21%ICH L TK
E T 64%IZ K ATV D, 2O BROERBFHFIER R CRIZRER 02T, BARTITEN W
JEIZEE O 24% 32 TR R SN TWDH Z b, EfZE (Computed Tomography : CT,
Magnetic Resonance Imaging : MRI %5%) O (2 L 5 ?6 DEFEZ 5 TUNAEETRD

HELD) ARFRTHE, A=F =7 125mg 7 EAPRKRBEINTWS,
H2) R BSOS iﬁésl%, T KBS, FERANSWEES & LT TEZM, 2004 412 X7~z WHO
DI TBEOSFHIIENT, WINLEASWMEEE LTIRVES 2 LIZESh T,
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1513 ERASBESEEEIIHT HEROETIR
15131 BRRICEHFHZERAA F5 4 2 EBRER

2004 5= WHO 43#8 (World Health Organization : WHO Classification of Tumors) TiZ, BN WAE
Bl LM O IR B RFEAREIC & 0 S BN s i, & oAb N A3 g, AR b N s ()N
AR, IR TIAN PN MRS KRB S0 D (2 1), BP9 WANELSES 00 A 45 Vv 0 AL R N 4 s
IS SR A N ORI 23 5 8D, TR MR TRWZ E M6 TWD, @ kBN
IR & @ o LN e 13 AL M & R S, BENERIZ IR B L TV 235 B 13 (tumor),
PRV A P D BRI IR L TV D D ERBIR B A > T D 551308 (carcinoma) & EFRS 4L
TWa, S61Z, @ bR SWIEREE, WEHERE, O TREME MKV Y benign behavior”™ &, i

%EI, RO EEM 3 E\ Y uncertain behavior IC43FH I N 5,
IR LN P WL 2R D 2~3%% 6 B (2R &9, SMoUfilE (exocrine cells) (ZHI K92 &
(carcinoma) & P43 (endocrine carcinoma) 73{RAE U 7-78E TSN 05PN 43 WG & 1R o THG 70

BThpF5m,
&1 BRAZBESO WHO fREH S E
2004 4 | 1. 5L Ay WA 3EMEIRA S | 4 RA AU 5

(well-differentiated endocrine
tumor)

2. BB TN Ay
(well-differentiated

E

- (UhABREE)
[poorly-differentiated

% (Mixed exocrine-
endocrine carcinoma)

endocrine endocrine carcinoma
carcinoma) (PDEC)-small cell
carcinomaj]
1.1 benign behavior AREIIZ BEAER O | BAMEBE T TS L | Ductal, acinar caricinoma

IREIE, AR P~

BEAHZ LN HEBEBEEND | RoEEN 10 @% (exocrine cells) (ZH3E
JEIERE2S 2cm AT %) wxs 5 %% (carcinoma) & W

TSR T CHEZ L 10
B 0 B AR 4y Bk

A3 2 ELLTF MR, bt
MIBI/Ki-67 DIEFEZE N 30%% 8 2 TV AR
2%LL T D fEE

1.2 uncertain behavior
1LIDEHD S H, 128
YL WERERD D

HLE A~ DR A B

7= 10 SRS CH

Lo TS AR

4y (endocrine
carcinoma) 7NETE L 72

2010 | 1.NETG1 (B/vF /A F) * | 2.NET G2 3.NEC (KffaE 7z | 4. IR RURAhR
IR - (Mixed
adenoneuroendocrine
carcinoma: MANEC)
TR T CEZ L 10 TR EE T Tl PH# 45 T C# | Ductal, acinar caricinoma
1 1 0 B O B oy SR 217 10 & 2172 10 BfE | &Vl
A3 2 B AT L8 ¢ A a4y W -CHMAES | (exocrine cells) (ZH3E
KOV E SR 2~20 18 2 20 fELL | 9598 (carcinoma) &N
MIBI/Ki-67 DFF#EZFRR | ROV E 53 W (endocrine
2%LL T D EE MIBIKi-67 @ | BRUYXIL carcinoma) A3ELE L 729§
R E N 3~ MIBIKi-67 @ | BT, EH56h
20% DN AR 20% | 30%A B 2 TV
LA &
G:Grade, NEC: Neuroendocrine carcinoma, NET: Neuroendocrine tumors
a; () PIXICD-O (International Classification of Diseases for Oncology : EFSFER D EEES) OE#EEIET,

b; NET-G3 b &2, NET imao kB 45972, NEC Off 4 #tEd 5,
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BEPN 3 WA B L3 D IBIRIEE, B0 (A Y /—<, HA N /—<%%), {71
AL, REE, BRMUENEMNEICL TRV, RIRUIBRATEE b DI DWW TR AR 72
BN, ARG R/ BB AE B DWW TIE R S L FRIE S HER S LD, a5 IR0,
ARLT RSV, RRYIALES Y, BHARD L N ZEL, 5 FU KOTEY 1 3 RER
ST 5, 2010 4EICEKET &z WHO 203 CIE 550 iy 4488, Ki-67 =0 ok
% NET-G1, NET-G2, NEC (SN D Z & & 720, IRESHEIT S5 fl OFRERALRR F A2 W
HEHENTWD,

ENETS (European Neuroendocrine Tumor Society) DA KT A L2550 (= f 7 L o bl gk
PERENENEAS B 05 2 WRHIDTRIEE, Ki-67 OFEBUMHEIC LD Rp-> TRV, Ki-67 7% 2%Am
ThiuIAf v F—7xzara (LIF, IFN-o), 153%AK0TIEY v bRAZF o 7har, 15%%#E2
DEEIEA MLT vl FR YL E T b L 5-FU 2 AW 0, 20%% 82 5456
AT TF o Lx FRY FEHWEHRERERE STV D, L, ZhoitkDIERR
PRI R A T 2 A T2 ENF O TRV ORBR Th o7 (2.7.3.1 1H) #5%
#R7)

I, BN WIEREEE 2 XI5 L LA =T =7 OB MR (A6181111 Bk K O—
~a U AADOENMAERE (RAD001 In Advanced Neuroendocrine Tumors : RADIANT-3) 23V,
A=F =T K OPERa Y AR T TRk L, BEEA IR (Progression-Free Survival : PFS)
AAEBIER SE S Z LRRE SN0 2 b 0RER LD, NCCN # A FZ 4 (National
Comprehensive Cancer Network) Clinical Practice Guideline in Oncology-Neuroendocrine tumors-2011 4
V1 EFERO T BNT, T AU 2A R ORRIEE LT, fERDA BLT FY VY, RERYLE
U, BANAY s, ARV ZE Ly, 5 FUROTEY BRI RN, A=F =7, oa Y AR
z bhiz,

15132 BRIZETFHZBRIA 54 2 EBRER

H A TN WIS B ISR T DIRERIEDO T A BT A X0, W < D@ STk TR
B3 S QN EFXR AL - 2 1T K A b RN MR R ISR D VR O
IR, REE, HEMNSIHED, BUENEMENC L - TRRD OO, FENSUMEEBHE OME
— ORIBIRRIISEEIRTH O, RIBUIBRATEER b OISR NE BN E S Tnb, £
FREE OREBEELLE CTHIUTYIRT D M2 T ED BARIT 20D, JEEES/NE L THMHRE
B2 MGG FAET D 726, FINATEER S KRR T HAVUTFEBAIZUIR T & L shTnb,
F i, WA H T 2EFICR L TH R bR NS ok LT, AFEIBRBTon 5, — 77,
HRIG TR REAERNC R L CIEARIIEIRE LT, Y~ hAZF T a7, IFN-a X i eH ks
RIENRHOWON D, BARICBI 225 LFRIEICET 2 IRRERE L LT, & oLE Tl o H5H
MY (Ki-67 23 10%LL F) BERNS RS EE 125 LT 5-FU, RX YA BTy, ZHANRTUR

V1) BBEHOMIEORICRETAEALE T, MIROBIERN T TE 5,
VE2) BT AU 2A 0 BRRERAE SDOREN L UL T L AT E | HEREAEY CH D L ) B TENCCN
WOz ARE—L T A,
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i S TN D ESFRD - HARTIIWT IO IR S FEN WA 63 5 85 A& BUAG LT ey,
F, AMLT MU ARTEBEERGEAR STV W, il Al AL X0 D Hdp
AENTWHORBURTH D, Z O L5 72d, 2011 FlZ <1 U LA DFERER N 5 WA 5 00 8
[ZDWTHERB SN, REBICKT D IHEEOBIREIIEKARE LTRESNTWAD, 2089
BRI G, BENDUWIERI ST 202 H T 52 EFANRMS EENRTWD, A=F =7 OHEG
REEE (A6181111 #BR) 1T\ T, E2%R%) (Complete Response : CR) 723 83 i+ 2 Bl #EFR
, FHFETRES CO2AGFHM (0S) ICBWTHAMENRENZZ &0 h, IHEEIEOR
SN TV D IRIGUIBRAREO BN W B BT, AH i%ﬁﬁiﬁ/’“v@@?ﬁﬂi’i’?671%?“?60)&%@{3?
b,

1514 BASWESCEHLIBERFEXZFZIDERKERE
1.5.1.41  BERASWESICED SEERF

FEWN P UAEI, A 2SS T, MW EHEFER - (Vascular Endothelial Growth Factor :
VEGF) XU VEGF 521k (VEGFR) 2SERIFEHL L TV, VEGF 04— b7 U AR EE;
DEEEMREL TWD EZZ LN TWD, 01, fi/IVR B KEEAE - (Platelet Derived Growth
Factor : PDGF), PDGF Z %1% (PDGFR), A A U U FkpR K71 (Insulin like Growth Factor -1 :
IGF-1), IGF %ZZ/& (IGFR), g FLMERpESRMAatgsrA 1 (Basic Fibroblast Growth Factor : bFGF),
T AT =3 JHEGER - (Transforming Growth Factor : TGF-a), N7 A7 4—3I 7
HESEIR 7B (TGF-B), EREIN 732414 (Epidermal Growth Factor Receptor : EGFR), #8fHfa[X]
FRAME (KIT) 3 FERNPIEE OB RS L T2 LB LN TN HEFMI Lo,
VEGFR, PDGFR, KIT D& EEMTF 1y d ) —E a2 lET 285 TLAEWTR 10 ©hH A
=F =70, RGO BEEE K O B AE 2 I35 & &I &0 BN AR IS R & TR R
BRSNS,
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E1 R=F=JOERAEE"N
CSF1R VEGFR1 VEGFR2 VEGFR3
PDGFRa PDGFRB KIT ~ FLT3 (FMS) (FLT1) (FLK1/KDR) (FLT4)

IERER

S e -

A=F=7 o B
PISK/AKT/mTOR RAS/MAPK/MAPKK
| l HEBNE |
| |
BB ADE A hEHAERE A
l ! |
AR TE LA P IERROMS B e
— BN PE——— ///

iH B R R - (Platelet-derived growth factor receptors: PDGFRs) o/f, &l 2 2 (Stem cell growth factor receptor:
KIT) . Fms 85 2 22 & —1-3 (Fms-related tyrosine kinase-3: FLT3) , = w =—#il#HE 7 1 =7 (Colony stimulating factor 1
receptor: CSFIR) | L& N FZH AR 1~ (Vascular endothelial growth factor receptors1-3: VEGFR1-3) , iRA 7w F A /i f—/b
3 - #}— (Phosphatidylinositol 3-kinases: P13K) , WfLE 7 /5~ 1 A EAY ¥ 237 B (Mammalian target of rapamycin: mTOR) ,
A b Y CIEEE S s B A —E (Mitogen-activated protein kinase: MAPK) . MAPK F 7—+F (MAPK-kinase: MAPKK) .
B ¥ %9 —+¥ C (Protein kinase C: PKCs)

15142 TOREADBEBETIVICHTIRA=F=J0HME

A =F =7 OFEN L WIEE I 6+ % BERVE IOV T, RIP-Tag2 (Rat insulin IT gene linked to
sequences coding for the large-T antigen of simian virus 40) SE{n 1438 A L 7=~ 7 AN IAELEE
7/ (RIP-Tag2 ¥ 7 A) ZHW-fEx OBRFFERPBRESN TS, ZOBYWET ML, Ty b
AAY T aE—4— (RIP) ITX > THE BHIMEIC SV40 large T H1JR (TAg) BEHTLHLO
T, Htk 3~4 8 FE TITEBISBIERN B, FO%/NLOWIEMELRE, KB OBRIEL R TA%E
14 18 F Tl EEOE~ L R T 5,

Z D RIP-Tag2 ¥ AET MIBWT, A=F =%, o4 OFEEICK U CHEES R %2R
LIz LR CH&ETH 5 40 mg/kg/ H TAFHM 2 A BIER &, £ 7 i%5 4 oo H i 205
HE bz, ZORNEM, KRB L OVE N EZ RS- (2.6.221H),

ZIEMED RKBIPMENFEERL L TV 5 12 il RIP-Tag2 « 7 A A=F =7 40 mg/ke/H % 4 1#A[H
BH5 Lk 2 A, BEFRIED L, AFEHHOER RO LN (26.2.2 1),

F72, RIP-Tag2 ¥ 7 A2 40mg/kg/ B DA=F=7% 12 #limke L 0 5 MG L-f5E, A=
F =TV IR PRBEO AN (PUfi 152 8) Ll L C 7 HMOEMIRER L, £/, 108
WD RIP-Tag2 ¥ 7 A IZMHARBOA=F =7 #E L 5 G Lizk 25, HEEAFIT 65%%)
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L7z (26.2.21H),

PLE®D X9 IR R &, BENDWIEB T T MBI 2 A =F =7 OREESR, &
MAEFHAEREOHFPRIN TS (2622 H), £, KETVIHTDHA=F =T DI
& (40mgke/H) A ORI OV TR L2 IERARKHERB COEPHAELR L THDL Z
L, FEEEMZRIT 2 OICLERMBETREDIRE (A =F =7 +IEHERFHY SU012662)
1%, GIST K ORI IE 3B IR O R BTG S & FER ISR P WAME ST 7 L IC BV T 50 ng/mL BL E
Tho EHES N,

1515 FXEDOEE
15151 BASBESBEEENRELE-AZFT0OMHE
151511 S ETOHRRE

A= F =T DFEN G WIESE B I3 5 BIARBRFE 1T 2003 FIKE TR LTz, s, BN
w@ﬁxiﬁw%/4%%ﬁ¢é$%%ﬁ% [CA=F =7 50mg % 1 H1EAZ D a—/L 42 (4
TS5, 2 MRS 2 6 BA 1 ¥+ 7 V) THRET L E MRS (RTKC-0511-015 3ER)
RN LT, FORR, BENDWIEERE T 16.7% (66 FlH 11 1) DZE%h#% (Objective Response
Rate : ORR) 7345 5317z, BIWRFHGIA B CH 5 MHEIEHIR (Time to progression : TTP) @ H %
WEPAY WIS C 33.4 18 (95%CI : 28.1~54.1 ) TH v, ARHIDREP S I B | ﬁ?éﬁ@
PEZ RIS T HFER Th o 1510,
RTKC-0511-015 #BRDFERICESE, BN WIEGEE 23RS, 77 BARRH, #IEsb,
B, SBIFERER (A6181111 3RER) A i L/=25%S  A6l181111 R COMEL - AiRE L
Tid, 37.5mg/H O A kiR 54 iz, GIST BE SR OFE LR (A6181047 3ER) KO
HHAEE B R G OB T AHRRER (A6181061 3lR) TH ZOME - HEEZHWVWTEY, A=F=T7D
B, BEMNHER SN TS, £, RTKC-0511-015 FRERRGRE 23 & BN W R B (12
37.5 mg/H FEH RO MAEFREAF M LR, RIEY (A=F =7 +IEHERHH SU012662) &
N7 ZIREITHI 60 ng/mL T, FERRRRERAAE D HHETE SN RIBEEE 50 ng/mL 2L ETH -
7= (273418,
A6181111 FRBEATIE, 77 A EEE L ik U CERRMICERO H 5 PFS ODIERDfHE I, 7
TERBEEHICBITOARFREBE LML T — =41 7% B2 (Data Monitoring
Committee : DMC) 75 OIS ITHEVEIIF IR U7z, FHIPIEREE TO A6181111 BRBRAREIZLLT
DEBY THoTz (254, 2557H)
v EEFHITE R CH DI E(LEMHIEIC L D PFS I8\ TC, PFS HIMEIZ T T A &Rt
TIX55 5 H 95%CL:3.6~74 5 A), A=F=THRGFTIZ114 » A (95%CI:7.4~19.8
B H) THVY, PFS O AY— REkiE 0418 (p=0.0001) TH o7z,

v BIREHEIE H O 0S DAY — REETE 0.409 (95%CI : 0.187~0.894 ; p=0.0204) & A=F =7
B HRENT T v R EEEAE EElo Tz,

v ORRIZT T ERTEEED 0%I2%f LT, A=F =7 HERETIE 9.3% (p=0.0066) ThH -7,
EHIT, A=F=TEEREO 25T CR AED LT,
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v OREMIZE LT, AGISII RO A = F = T HEECRE L NG B ETX 0
RAEFZITTH (53.0%), Hl (38.6%), EHIE 313%) &, FRAEFFROMEK
OFEBMEL, A=F =7 50 mg/H A7 Y =—/L 4/2 F 512 THHi L7~ RTKC-0511-015 3
BRI ONZ AV E TIZ S L 7 IR O FEPRFER TS & K& REWT e o T,

U bmb, A=F=7 375 mg/H O A fkHiRG-1%, BFENS WG EE W TRRIKRIICESR

DO&HLEDMERL, BEMEICREREEZ W EB 2 bRz,

IS DRAERICE DX,
K OCKE FDA L FHR AT o 72, FDRER,

EMEA, FDA W9 LOFHRIZIE T D,
7=, 2009 4 12 A 11
HIZKE M ORRMNEA (EU) TRIEE - VR M OHE - HEOAGRFHE LR EA1T-7-. EU

T 2010 48 11 BIC/&RR Sz, —J7, KE T Priority review DFEE A Z T HEENTHN, 20

ZHEH L, 2011 45 BITHER s,

ABIECBE L TIE, 201246 H 2 HETWIKTAEBL TV, A=A LT U7, XTI —,
RYET, RA=ZT «~AY2IES, TIP0, BF4, anrF, yar7F7, =77 K
b, T e AR, BU, B, TAATUR, A VK, £V RRVT, £ AT, HE,
Jxz—h VeTFrvafll, wbL—v7, Axva, BEFRIA, ma—Y—F R,
ST o=, = BT HEHL, T4 Uy, YT IET, BAET, VAR, A
A A, BRE, drva, 7544, KETERINTWS,

151512 ERTOHHE
HATIE, BENDUMEIZIC RIS 2 A3 5 AN R ER=— AR ENZ Lnb,

DR, E%%E%%“ﬁA%%iD I
L DB ERT, BARANBERN U
N B Aot s, AAEFIERER (A6181111 3ER) L [R—Mik - &<, ZEMEEES 7 Y
ZIINNRRT 4 N (CR, #B847725%) (Partial Response : PR) UTEIRZE (Stable Disease : SD)
25 24 ALL kR L 72 BE O 2B MERHIEE IS 50 2FE) & L CENE IR (A6181193
AR AEMT D 2L & L. A6181193 BABRITBIEMGE T TH 57, HEITHAAN BT B
@&5%6wﬂ®%5(mn$7ﬂlﬁ?w&ﬁyﬁﬁ7)T%ﬁbki?%ﬁ’%wf 2
ZANNRT 4y PRI T5.0%THY, BARHRN RSN (254 1), ZEMEIcBLTX

ﬁ%%k@l%%%%émf%@mz@ﬁ%%%kLfTﬁ(ﬁm@,%%-EE%%%%K@
FEMREE (66.7%), Mt (66.7%) 03A 6L, ZHHDOFGIIBLIGON TWD A =T =7 HIE

(2516 B IAARTOHA XA LBIE] ).,
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DEENT a7 7 A NS THIRRETH -T2 (2.55.3.1.1TH),

SO XS, AEEIAERER (A6181111 3BR) &AL, BARABENDWEEICH L TYH BRI
%%@%&U%@¢;%%wﬁm:kﬂﬁmémt_kﬁ%mnﬁnoﬂ HERBREEE & D
WCAGRHFE L.

15152 XWRELEEH EBRRT—%/3v7—)

AEAGRHGEONR LT D TN UWIES ] (ST DWIRT =2y =22 IR L
T ETo, AR L OBSIEGEE 2 21 R Lk B 8 3R, 2131 41),

2 BRRT—%1\vir—o

Er S FEX |

BN MEEERS L L | |RAMBEZEXNRELIELR B FER SHEHRE
BN | D EE e 2 B (RTKC-0511-015 &RER) : &%

s HEER S HER (A6181193:4
E%) : FHE

fEm 5 Mﬂé%é‘*“}%& LSl S5 ®EAL Job

Bl ZrmaztEER (AGI81111588) . Bl

A X FZTITERIEREOETEALERMERE (GIST) #XR
tl,f:%]l*ﬁ, $g¥, 3'51-.5__*%, gﬁﬁnizxrjnt%ﬁ (A6181047 n-t%ﬁ)

. BE
0o YA bha VEREGERETHREEZNRE LI-E I, BHE
FERE EE® ZhiZHRGER (A6181061 i) : &

AZF=T# 1 REE (15 line) & LT, EITHEBHBEEXR
tl,f:%]l*ﬁ, $g¥, 3'51-.5__*%, gﬁﬁnizxrjnt%ﬁ (A6181110n-t%§)
- B%E

BEXYRUVT 2 IS 7)) DRIEFEEICABRIENREDOETEIEBERARELEZAARVA
zotme | |EVEOELR FER FEARL ERSHRARGR (AG181107HER) -+RKRE-: %

FERE

ETERFHEREEMRELE-AZFZIY VIRBE YIS 7 2T EKRTHEMMA, FER.
%1"52%1”3, EIB%%’J'EEXAHJ.%? (A6181170n-t%ﬁ) %
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%2 BBERT—R2/\0T5—UICEOBERAEE DB
AGRHFEICE A Y | Bk K | FF A/
- r=t=7 0 | EhE & - #® | To|BE
B RBRES PO S ; | e ik g | & | P | A HEE
. % E58 ~
= b b &) Iz T
g | EA
o | A6181193 FENIESE | 2 Wik 3t | E 0 Ak | AR SEf
2010 4 7 A~ | 124 M, 3Ext | oS O O O @iﬂ
(ZEHEH) M, JEEM | 375mg )
M | A6181111Y FENWAESS | 2 HE ek 3t | B k| kE, 77
2007 £ 6 A~ | 171 fl(a=F=7" | [A), #EAEA | Fele s | va, bt
2009 4 A BSRERI ) | b, ZHEE | 375mg | ¥, #E, o o o Rzl
&, 7797 M “E
g 211 %
=
Il | RTKC-0511-015 | #RRNWANE | 26 B 5% 3£ | 27y 2o | KE Bt
2003 £ 3 A~ | B R, Ext |42 O 07 O O éﬂ
2005 4 11 A 109 FI(FEP Sy | BB, FEEHR | 50 mg i
WAIEE 66 1)

0 | A6181047 GIST 60 131 % Ha k3 | @ B O | KE, (4 s
2005 £ 9 A~ R, FExt | Fks: | )7, 794 O O O éﬂ
2008 £ 4 A MR, JEEmH | 37.5mg -

o | A6181061 B 107 | £ ek 4 | G B Ok | kEM s
2005 4= 5 A~ | #l W, FExt | s | 271HE O O O éﬂ
2008 £ 5 A MR, JEEmH | 37.5mg -

o | A6181110 BRI 120 | 2 MEEY L | HE B M| 7V,

2006 £ 9 A~ | HITY TA 50 | [/, FEX | 5 | 7rt 0T s

2009 4E 4 A 1) HB, e | 375mg | v, #E, O O éﬂ
ey itk )
26 9 |H

Il | A6181107 P 482 B | EEEIEE, | B k| BAR, &

2006 4 11 A~ | =F=7" e 58 | BiEAL, | ks | B, 55 s
(ZEHEF) 238 fil) HeeRtER, | 37.5mg | O | o %ﬂ
FEEM 22 % )

Il | A6181170 o e o | EERRE, H M| BAR, &5

2008 4F 7 A~ | 1074 fl(a=F= | WiEAiL, | w5 | E, /5 s

(FEhE ) 7R ERE 526 | IhitfE, | 37.5mg | fth O éﬂ
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
SUTENT safely and effectively. See full prescribing information for
SUTENT.

SUTENT® (sunitinib malate) capsules, oral
Initial U.S. Approval: 2006

WARNING: HEPATOTOXICITY
See full prescribing information for complete boxed warning.

Hepatotoxicity has been observed in clinical trials and post-marketing
experience. This hepatotoxicity may be severe, and deaths have been
reported. [See Warnings and Precautions (5.1)]

RECENT MAJOR CHANGES-—————-—— e~

Indications and Usage, Advanced Pancreatic Neuroendocrine

Tumors (1.3) 5/2011
Dosage and Administration, Recommended Dose for pNET (2.2) 5/2011
Dosage and Administration, Dose Modification (2.3) 5/2011
Warnings and Precautions, Pregnancy (5.2) 5/2011
Warnings and Precautions, Left Ventricular Dysfunction (5.3) 5/2011
Warnings and Precautions, Hypertension (5.5) 5/2011
Warnings and Precautions, Hemorrhagic Events (5.6) 5/2011
Warnings and Precautions, Osteonecrosis of the Jaw (5.7) 4/2012
Warnings and Precautions, Tumor Lysis Syndrome (5.8) 4/2012
Warnings and Precautions, Thyroid Dysfunction (5.9) 5/2011
Warnings and Precautions, Wound Healing (5.10) 5/2011
INDICATIONS AND USAGE

SUTENT is a kinase inhibitor indicated for the treatment of:

. Gastrointestinal stromal tumor (GIST) after disease progression on or
intolerance to imatinib mesylate. (1.1)

. Advanced renal cell carcinoma (RCC). (1.2)

. Progressive, well-differentiated pancreatic neuroendocrine tumors
(pNET) in patients with unresectable locally advanced or metastatic
disease. (1.3)

GIST and RCC:

. 50 mg orally once daily, with or without food, 4 weeks on treatment
followed by 2 weeks off. (2.1)

pNET:

. 37.5 mg orally once daily, with or without food, continuously without a
scheduled off-treatment period. (2.2)

Dose Modification:

. Dose interruptions and/or dose adjustments of 12.5 mg recommended
based on individual safety and tolerability. (2.3)

. Capsules: 12.5 mg, 25 mg, 50 mg (3)

CONTRAINDICATIONS

. None (4)

. Hepatotoxicity, including liver failure, has been observed. Monitor liver
function tests before initiation of treatment, during each cycle of

treatment, and as clinically indicated. SUTENT should be interrupted for
Grade 3 or 4 drug-related hepatic adverse events and discontinued if
there is no resolution. Do not restart SUTENT if patients subsequently
experience severe changes in liver function tests or have other signs and
symptoms of liver failure. (5.1)

. Women of childbearing potential should be advised of the potential
hazard to the fetus and to avoid becoming pregnant. (5.2)

. Cardiac toxicity including left ventricular ejection fraction declines to
below the lower limit of normal and cardiac failure including death
have occurred. Monitor patients for signs and symptoms of congestive
heart failure. (5.3)

. Prolonged QT intervals and Torsade de Pointes have been observed.
Use with caution in patients at higher risk for developing QT interval
prolongation. When using SUTENT, monitoring with on-treatment
electrocardiograms and electrolytes should be considered. (5.4)

. Hypertension may occur. Monitor blood pressure and treat as needed.
(5.5)

. Hemorrhagic events including tumor-related hemorrhage have occurred.
Perform serial complete blood counts and physical examinations. (5.6)

. Osteonecrosis of the jaw has been reported. Consider preventive
dentistry prior to treatment with SUTENT. If possible, avoid invasive
dental procedures, particularly in patients receiving intravenous
bisphosphonate therapy. (5.7)

. Cases of Tumor Lysis Syndrome (TLS) have been reported primarily in
patients with RCC and GIST with high tumor burden. Monitor these
patients closely and treat as clinically indicated. (5.8)

. Thyroid dysfunction may occur. Patients with signs and/or symptoms
suggestive of hypothyroidism or hyperthyroidism should have laboratory
monitoring of thyroid function performed and be treated as per standard
medical practice. (5.9)

. Temporary interruption of therapy with SUTENT is recommended in
patients undergoing major surgical procedures. (5.10)

. Adrenal hemorrhage was observed in animal studies. Monitor adrenal
function in case of stress such as surgery, trauma or severe infection.
(5.11)

ADVERSE REACTIONS

. The most common adverse reactions (>20%) are fatigue, asthenia, fever,
diarrhea, nausea, mucositis/stomatitis, vomiting, dyspepsia, abdominal
pain, constipation, hypertension, peripheral edema, rash, hand-foot
syndrome, skin discoloration, dry skin, hair color changes, altered taste,
headache, back pain, arthralgia, extremity pain, cough, dyspnea,
anorexia, and bleeding. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Pfizer, Inc. at
1-800-438-1985 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

. CYP3A4 Inhibitors: Consider dose reduction of SUTENT when
administered with strong CYP3A4 inhibitors. (7.1)

. CYP3A4 Inducers: Consider dose increase of SUTENT when
administered with CYP3A4 inducers. (7.2)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
Revised: 4/2012
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FULL PRESCRIBING INFORMATION

WARNING: HEPATOTOXICITY
Hepatotoxicity has been observed in clinical trials and post-marketing experience. This hepatotoxicity
may be severe, and deaths have been reported. [See Warnings and Precautions (5.1)]

1 INDICATIONS AND USAGE

1.1 Gastrointestinal Stromal Tumor (GIST)

SUTENT is indicated for the treatment of gastrointestinal stromal tumor after disease progression on or
intolerance to imatinib mesylate.

1.2 Advanced Renal Cell Carcinoma (RCC)

SUTENT is indicated for the treatment of advanced renal cell carcinoma.

1.3 Advanced Pancreatic Neuroendocrine Tumors (pNET)

SUTENT is indicated for the treatment of progressive, well-differentiated pancreatic neuroendocrine tumors
in patients with unresectable locally advanced or metastatic disease.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dose for GIST and RCC

The recommended dose of SUTENT for gastrointestinal stromal tumor (GIST) and advanced renal cell
carcinoma (RCC) is one 50 mg oral dose taken once daily, on a schedule of 4 weeks on treatment followed by 2
weeks off (Schedule 4/2). SUTENT may be taken with or without food.

2.2 Recommended Dose for pNET

The recommended dose of SUTENT for pancreatic neuroendocrine tumors (pNET) is 37.5 mg taken orally
once daily continuously without a scheduled off-treatment period. SUTENT may be taken with or without food.

2.3 Dose Modification

Dose interruption and/or dose modification in 12.5 mg increments or decrements is recommended based on
individual safety and tolerability. The maximum dose administered in the Phase 3 pNET study was 50 mg daily.

Strong CYP3 A4 inhibitors such as ketoconazole may increase sunitinib plasma concentrations. Selection of
an alternate concomitant medication with no or minimal enzyme inhibition potential is recommended. A dose
reduction for SUTENT to a minimum of 37.5 mg (GIST and RCC) or 25 mg (pNET) daily should be considered
if SUTENT must be co-administered with a strong CYP3A4 inhibitor [see Drug Interactions (7.1) and Clinical
Pharmacology (12.3)].

CYP3A4 inducers such as rifampin may decrease sunitinib plasma concentrations. Selection of an alternate
concomitant medication with no or minimal enzyme induction potential is recommended. A dose increase for
SUTENT to a maximum of 87.5 mg (GIST and RCC) or 62.5 mg (pNET) daily should be considered if
SUTENT must be co-administered with a CYP3A4 inducer. If dose is increased, the patient should be
monitored carefully for toxicity [see Drug Interactions (7.2) and Clinical Pharmacology (12.3)].
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3 DOSAGE FORMS AND STRENGTHS
12.5 mg capsules
Hard gelatin capsule with orange cap and orange body, printed with white ink “Pfizer” on the cap and “STN
12.5 mg” on the body.

25 mg capsules
Hard gelatin capsule with caramel cap and orange body, printed with white ink “Pfizer” on the cap and “STN
25 mg” on the body.

50 mg capsules
Hard gelatin capsule with caramel top and caramel body, printed with white ink “Pfizer” on the cap and
“STN 50 mg” on the body.

4 CONTRAINDICATIONS
None

5 WARNINGS AND PRECAUTIONS

5.1 Hepatotoxicity

SUTENT has been associated with hepatotoxicity, which may result in liver failure or death. Liver failure
has been observed in clinical trials (7/2281 [0.3%]) and post-marketing experience. Liver failure signs include
jaundice, elevated transaminases and/or hyperbilirubinemia in conjunction with encephalopathy, coagulopathy,
and/or renal failure. Monitor liver function tests (ALT, AST, bilirubin) before initiation of treatment, during
each cycle of treatment, and as clinically indicated. SUTENT should be interrupted for Grade 3 or 4 drug-
related hepatic adverse events and discontinued if there is no resolution. Do not restart SUTENT if patients
subsequently experience severe changes in liver function tests or have other signs and symptoms of liver failure.

Safety in patients with ALT or AST >2.5 x ULN or, if due to liver metastases, >5.0 x ULN has not been
established.

5.2 Pregnancy
SUTENT can cause fetal harm when administered to a pregnant woman. As angiogenesis is a critical
component of embryonic and fetal development, inhibition of angiogenesis following administration of
SUTENT should be expected to result in adverse effects on pregnancy. In animal reproductive studies in rats
and rabbits, sunitinib was teratogenic, embryotoxic, and fetotoxic. There are no adequate and well-controlled
studies of SUTENT in pregnant women. If this drug is used during pregnancy, or if the patient becomes
pregnant while taking this drug, the patient should be apprised of the potential hazard to a fetus. Women of
childbearing potential should be advised to avoid becoming pregnant while receiving treatment with
SUTENT.

5.3 Left Ventricular Dysfunction

In the presence of clinical manifestations of congestive heart failure (CHF), discontinuation of
SUTENT is recommended. The dose of SUTENT should be interrupted and/or reduced in patients without
clinical evidence of CHF but with an ejection fraction <50% and >20% below baseline.

Cardiovascular events, including heart failure, myocardial disorders and cardiomyopathy, some of which
were fatal, have been reported through post-marketing experience. For GIST and RCC, more patients treated
with SUTENT experienced decline in left ventricular ejection fraction (LVEF) than patients receiving either
placebo or interferon-o. (IFN-at). In the double-blind treatment phase of GIST Study A, 22/209 patients (11%)
on SUTENT and 3/102 patients (3%) on placebo had treatment-emergent LVEF values below the lower limit of
normal (LLN). Nine of 22 GIST patients on SUTENT with LVEF changes recovered without intervention.
Five patients had documented LVEF recovery following intervention (dose reduction: one patient; addition of
antihypertensive or diuretic medications: four patients). Six patients went off study without documented
recovery. Additionally, three patients on SUTENT had Grade 3 reductions in left ventricular systolic function
to LVEF <40%; two of these patients died without receiving further study drug. No GIST patients on placebo
had Grade 3 decreased LVEF. In the double-blind treatment phase of GIST Study A, 1 patient on SUTENT and
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1 patient on placebo died of diagnosed heart failure; 2 patients on SUTENT and 2 patients on placebo died of
treatment-emergent cardiac arrest.

In the treatment-naive RCC study, 103/375 (27%) and 54/360 (15%) patients on SUTENT and IFN-q,
respectively, had an LVEF value below the LLN. Twenty-six patients on SUTENT (7%) and seven on IFN-a
(2%) experienced declines in LVEF to >20% below baseline and to below 50%. Left ventricular dysfunction
was reported in four patients (1%) and CHF in two patients (<1%) who received SUTENT.

In the Phase 3 pNET study, cardiac failure leading to death was reported in 2/83 (2%) patients on SUTENT
and no patients on placebo.

Patients who presented with cardiac events within 12 months prior to SUTENT administration, such as
myocardial infarction (including severe/unstable angina), coronary/peripheral artery bypass graft, symptomatic
CHF, cerebrovascular accident or transient ischemic attack, or pulmonary embolism were excluded from
SUTENT clinical studies. It is unknown whether patients with these concomitant conditions may be at a higher
risk of developing drug-related left ventricular dysfunction. Physicians are advised to weigh this risk against
the potential benefits of the drug. These patients should be carefully monitored for clinical signs and
symptoms of CHF while receiving SUTENT. Baseline and periodic evaluations of LVEF should also be
considered while these patients are receiving SUTENT. In patients without cardiac risk factors, a
baseline evaluation of ejection fraction should be considered.

5.4 QT Interval Prolongation and Torsade de Pointes

SUTENT has been shown to prolong the QT interval in a dose dependent manner, which may lead to an
increased risk for ventricular arrhythmias including Torsade de Pointes. Torsade de Pointes has been observed
in <0.1% of SUTENT-exposed patients.

SUTENT should be used with caution in patients with a history of QT interval prolongation, patients who are
taking antiarrhythmics, or patients with relevant pre-existing cardiac disease, bradycardia, or electrolyte
disturbances. When using SUTENT, periodic monitoring with on-treatment electrocardiograms and electrolytes
(magnesium, potassium) should be considered. Concomitant treatment with strong CYP3A4 inhibitors, which
may increase sunitinib plasma concentrations, should be used with caution and dose reduction of SUTENT
should be considered [see Dosage and Administration (2.2)].

5.5 Hypertension

Patients should be monitored for hypertension and treated as needed with standard anti-hypertensive therapy.
In cases of severe hypertension, temporary suspension of SUTENT is recommended until hypertension is
controlled.

Of patients receiving SUTENT for treatment-naive RCC, 127/375 patients (34%) receiving SUTENT
compared with 13/360 patients (4%) on IFN-o experienced hypertension. Grade 3 hypertension was observed
in 50/375 treatment-naive RCC patients (13%) on SUTENT compared to 1/360 patients (<1%) on IFN-c.
While all-grade hypertension was similar in GIST patients on SUTENT compared to placebo, Grade 3
hypertension was reported in 9/202 GIST patients on SUTENT (4%), and none of the GIST patients on placebo.
Of patients receiving SUTENT in the Phase 3 pNET study, 22/83 patients (27%) on SUTENT and 4/82 patients
(5%) on placebo experienced hypertension. Grade 3 hypertension was reported in 8/83 pNET patients (10%) on
SUTENT, and 1/82 patient (1%) on placebo. No Grade 4 hypertension was reported. SUTENT dosing was
reduced or temporarily delayed for hypertension in 21/375 patients (6%) on the treatment-naive RCC study and
7/83 pNET patients (8%). Four treatment-naive RCC patients, including one with malignant hypertension, one
patient with pNET, and no GIST patients discontinued treatment due to hypertension. Severe hypertension
(>200 mmHg systolic or 110 mmHg diastolic) occurred in 8/202 GIST patients on SUTENT (4%), 1/102 GIST
patients on placebo (1%), in 32/375 treatment-naive RCC patients (9%) on SUTENT, in 3/360 patients (1%) on
IFN-a, and in 8/80 pNET patients (10%) on SUTENT and 2/76 pNET patients (3%) on placebo.

5.6 Hemorrhagic Events

Hemorrhagic events reported through post-marketing experience, some of which were fatal, have included
GI, respiratory, tumor, urinary tract and brain hemorrhages. In patients receiving SUTENT in a clinical trial for
treatment-naive RCC, 140/375 patients (37%) had bleeding events compared with 35/360 patients (10%)
receiving IFN-o.. Bleeding events occurred in 37/202 patients (18%) receiving SUTENT in the double-blind
treatment phase of GIST Study A, compared to 17/102 patients (17%) receiving placebo. Epistaxis was the most
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common hemorrhagic adverse event reported. Bleeding events, excluding epistaxis, occurred in 18/83 patients
(22%) receiving SUTENT in the Phase 3 pNET study, compared to 8/82 patients (10%) receiving placebo.
Epistaxis was reported in 17/83 patients (20%) receiving SUTENT for pNET and 4 patients (5%) receiving
placebo. Less common bleeding events in GIST, RCC and pNET patients included rectal, gingival, upper
gastrointestinal, genital, and wound bleeding. In the double-blind treatment phase of GIST Study A, 14/202
patients (7%) receiving SUTENT and 9/102 patients (9%) on placebo had Grade 3 or 4 bleeding events. In
addition, one patient in GIST Study A taking placebo had a fatal gastrointestinal bleeding event during Cycle 2.
Most events in RCC patients were Grade 1 or 2; there was one Grade 5 event of gastric bleed in a treatment-
naive patient. In the pNET study, 1/83 patients (1%) receiving SUTENT had Grade 3 epistaxis, and no patients
had other Grade 3 or 4 bleeding events. In pNET patients receiving placebo, 3/82 patients (4%) had Grade 3 or
4 bleeding events.

Tumor-related hemorrhage has been observed in patients treated with SUTENT. These events may occur
suddenly, and in the case of pulmonary tumors may present as severe and life-threatening hemoptysis or
pulmonary hemorrhage. Cases of pulmonary hemorrhage, some with a fatal outcome, have been observed in
clinical trials and have been reported in post-marketing experience in patients treated with SUTENT for MRCC,
GIST and metastatic lung cancer. SUTENT is not approved for use in patients with lung cancer. Treatment-
emergent Grade 3 and 4 tumor hemorrhage occurred in 5/202 patients (3%) with GIST receiving SUTENT on
Study A. Tumor hemorrhages were observed as early as Cycle 1 and as late as Cycle 6. One of these five
patients received no further drug following tumor hemorrhage. None of the other four patients discontinued
treatment or experienced dose delay due to tumor hemorrhage. No patients with GIST in the Study A placebo
arm were observed to undergo intratumoral hemorrhage. Clinical assessment of these events should include
serial complete blood counts (CBCs) and physical examinations.

Serious, sometimes fatal gastrointestinal complications including gastrointestinal perforation, have occurred
rarely in patients with intra-abdominal malignancies treated with SUTENT.

5.7  Osteonecrosis of the Jaw (ONJ)

ONIJ has been observed in clinical trials and has been reported in post-marketing experience in patients
treated with sunitinib. Concomitant exposure to other risk factors, such as bisphosphonates or dental disease,
may increase the risk of osteonecrosis of the jaw.

5.8 Tumor Lysis Syndrome (TLS)

Cases of TLS, some fatal, have been observed in clinical trials and have been reported in post-marketing
experience, primarily in patients with RCC or GIST treated with SUTENT. Patients generally at risk of TLS
are those with high tumor burden prior to treatment. These patients should be monitored closely and treated as
clinically indicated.

5.9  Thyroid Dysfunction

Baseline laboratory measurement of thyroid function is recommended and patients with hypothyroidism or
hyperthyroidism should be treated as per standard medical practice prior to the start of SUTENT treatment. All
patients should be observed closely for signs and symptoms of thyroid dysfunction on SUTENT treatment.
Patients with signs and/or symptoms suggestive of thyroid dysfunction should have laboratory monitoring of
thyroid function performed and be treated as per standard medical practice.

Treatment-emergent acquired hypothyroidism was noted in eight GIST patients (4%) on SUTENT versus
one (1%) on placebo. Hypothyroidism was reported as an adverse reaction in sixty-one patients (16%) on
SUTENT in the treatment-naive RCC study and in three patients (1%) in the IFN-oo arm. Hypothyroidism was
reported as an adverse reaction in 6/83 patients (7%) on SUTENT in the Phase 3 pNET study and in 1/82
patients (1%) in the placebo arm.

Cases of hyperthyroidism, some followed by hypothyroidism, have been reported in clinical trials and
through post-marketing experience.

5.10 Wound Healing

Cases of impaired wound healing have been reported during SUTENT therapy. Temporary interruption of
SUTENT therapy is recommended for precautionary reasons in patients undergoing major surgical procedures.
There is limited clinical experience regarding the timing of reinitiation of therapy following major surgical
intervention. Therefore, the decision to resume SUTENT therapy following a major surgical intervention
should be based upon clinical judgment of recovery from surgery.
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5.11 Adrenal Function

Physicians prescribing SUTENT are advised to monitor for adrenal insufficiency in patients who experience
stress such as surgery, trauma or severe infection.

Adrenal toxicity was noted in non-clinical repeat dose studies of 14 days to 9 months in rats and monkeys at
plasma exposures as low as 0.7 times the AUC observed in clinical studies. Histological changes of the adrenal
gland were characterized as hemorrhage, necrosis, congestion, hypertrophy and inflammation. In clinical
studies, CT/MRI obtained in 336 patients after exposure to one or more cycles of SUTENT demonstrated no
evidence of adrenal hemorrhage or necrosis. ACTH stimulation testing was performed in approximately 400
patients across multiple clinical trials of SUTENT. Among patients with normal baseline ACTH stimulation
testing, one patient developed consistently abnormal test results during treatment that are unexplained and may
be related to treatment with SUTENT. Eleven additional patients with normal baseline testing had
abnormalities in the final test performed, with peak cortisol levels of 12-16.4 mcg/dL (normal >18 mcg/dL)
following stimulation. None of these patients were reported to have clinical evidence of adrenal insufficiency.

5.12 Laboratory Tests

CBCs with platelet count and serum chemistries including phosphate should be performed at the beginning
of each treatment cycle for patients receiving treatment with SUTENT.

6 ADVERSE REACTIONS

The data described below reflect exposure to SUTENT in 660 patients who participated in the double-blind
treatment phase of a placebo-controlled trial (n=202) for the treatment of GIST /[see Clinical Studies (14.1)], an
active-controlled trial (n=375) for the treatment of RCC [see Clinical Studies (14.2)] or a placebo-controlled
trial (n=83) for the treatment of pNET [see Clinical Studies (14.3)]. The GIST and RCC patients received a
starting oral dose of 50 mg daily on Schedule 4/2 in repeated cycles, and the pNET patients received a starting
oral dose of 37.5 mg daily without scheduled off-treatment periods.

The most common adverse reactions (>20%) in patients with GIST, RCC or pNET are fatigue, asthenia,
fever, diarrhea, nausea, mucositis/stomatitis, vomiting, dyspepsia, abdominal pain, constipation, hypertension,
peripheral edema, rash, hand-foot syndrome, skin discoloration, dry skin, hair color changes, altered taste,
headache, back pain, arthralgia, extremity pain, cough, dyspnea, anorexia, and bleeding. The potentially serious
adverse reactions of hepatotoxicity, left ventricular dysfunction, QT interval prolongation, hemorrhage,
hypertension, thyroid dysfunction, and adrenal function are discussed in Warnings and Precautions (5). Other
adverse reactions occurring in GIST, RCC and pNET studies are described below.

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

6.1 Adverse Reactions in GIST Study A

Median duration of blinded study treatment was two cycles for patients on SUTENT (mean 3.0, range 1-9)
and one cycle (mean 1.8, range 1-6) for patients on placebo at the time of the interim analysis. Dose reductions
occurred in 23 patients (11%) on SUTENT and none on placebo. Dose interruptions occurred in 59 patients
(29%) on SUTENT and 31 patients (30%) on placebo. The rates of treatment-emergent, non-fatal adverse
reactions resulting in permanent discontinuation were 7% and 6% in the SUTENT and placebo groups,
respectively.

Most treatment-emergent adverse reactions in both study arms were Grade 1 or 2 in severity. Grade 3 or 4
treatment-emergent adverse reactions were reported in 56% versus 51% of patients on SUTENT versus placebo,
respectively, in the double-blind treatment phase of the trial. Table 1 compares the incidence of common
(>10%) treatment-emergent adverse reactions for patients receiving SUTENT and reported more commonly in
patients receiving SUTENT than in patients receiving placebo.
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Table 1. Adverse Reactions Reported in Study A in at Least 10% of GIST Patients who Received
SUTENT in the Double-Blind Treatment Phase and More Commonly Than in Patients Given Placebo*

GIST
Adverse Reaction, SUTENT (n=202) Placebo (n=102)
n (%) All Grades Grade 3/4 All Grades Grade 3/4

Any 114 (56) 52 (51)
Gastrointestinal

Diarrhea 81 (40) 9(4) 27 (27) 0(0)

Mucositis/stomatitis 58 (29) 2(D) 18 (18) 2(2)

Constipation 41 (20) 0(0) 14 (14) 2(2)
Cardiac

Hypertension 31 (15) 9(4) 11(11) 0 (0)
Dermatology

Skin discoloration 61 (30) 0(0) 23 (23) 0(0)

Rash 28 (14) 2(1) 9(9) 0(0)

Hand-foot syndrome 28 (14) 9(4) 10 (10) 3(3)
Neurology

Altered taste 42 (21) 0(0) 12 (12) 0 (0)
Musculoskeletal

Myalgia/limb pain 28 (14) 1(1) 9(9) 1(1)
Metabolism/Nutrition

Anorexia® 67 (33) 1(1) 30(29) 5(5)

Asthenia 45 (22) 10 (5) 11(11) 303

* Common Terminology Criteria for Adverse Events (CTCAE), Version 3.0
* Includes decreased appetite

In the double-blind treatment phase of GIST Study A, oral pain other than mucositis/stomatitis occurred in
12 patients (6%) on SUTENT versus 3 (3%) on placebo. Hair color changes occurred in 15 patients (7%) on
SUTENT versus 4 (4%) on placebo. Alopecia was observed in 10 patients (5%) on SUTENT versus 2 (2%) on
placebo.

Table 2 provides common (>10%) treatment-emergent laboratory abnormalities.
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Table 2. Laboratory Abnormalities Reported in Study A in at Least 10% of GIST Patients Who
Received SUTENT or Placebo in the Double-Blind Treatment Phase*

GIST
Laboratory Parameter, n (%) SUTENT (n=202) Placebo (n=102)
All Grades* Grade 3/4*" All Grades* Grade 3/4*"

Any 68 (34) 22 (22)
Gastrointestinal

AST/ALT 78 (39) 3(2) 23 (23) 1(1)

Lipase 50 (25) 20 (10) 17 (17) 7(7)

Alkaline phosphatase 48 (24) 7(4) 21 (21) 4 (4)

Amylase 35(17) 10 (5) 12 (12) 3(3)

Total bilirubin 32 (16) 2(1) 8 (8) 0(0)

Indirect bilirubin 20 (10) 0(0) 4 (4) 0 (0)
Cardiac

Decreased LVEF 22 (11) 2 3(3) 0 (0)
Renal/Metabolic

Creatinine 25 (12) 1(1) 7(7) 0(0)

Potassium decreased 24 (12) 1(1) 4 (4) 0(0)

Sodium increased 20 (10) 0(0) 4 (4) 1(1)
Hematology

Neutrophils 107 (53) 20 (10) 4 (4) 0(0)

Lymphocytes 76 (38) 0(0) 16 (16) 0(0)

Platelets 76 (38) 10 (5) 4 (4) 0(0)

Hemoglobin 52 (26) 6(3) 22 (22) 2(2)

LVEF=Left ventricular ejection fraction

* Common Terminology Criteria for Adverse Events (CTCAE), Version 3.0

* Grade 4 laboratory abnormalities in patients on SUTENT included alkaline phosphatase (1%), lipase (2%),
creatinine (1%), potassium decreased (1%), neutrophils (2%), hemoglobin (2%), and platelets (1%).

® Grade 4 laboratory abnormalities in patients on placebo included amylase (1%), lipase (1%), and hemoglobin
(2%).

After an interim analysis, the study was unblinded, and patients on the placebo arm were given the
opportunity to receive open-label SUTENT treatment [see Clinical Studies (14.1)]. For 241 patients
randomized to the SUTENT arm, including 139 who received SUTENT in both the double-blind and open-label
treatment phases, the median duration of SUTENT treatment was 6 cycles (mean 8.5, range 1 — 44). For the
255 patients who ultimately received open-label SUTENT treatment, median duration of study treatment was 6
cycles (mean 7.8, range 1 — 37) from the time of the unblinding. A total of 118 patients (46%) required dosing
interruptions, and a total of 72 patients (28%) required dose reductions. The incidence of treatment-emergent
adverse reactions resulting in permanent discontinuation was 20%. The most common Grade 3 or 4 treatment-
related adverse reactions experienced by patients receiving SUTENT in the open-label treatment phase were
fatigue (10%), hypertension (8%), asthenia (5%), diarrhea (5%), hand-foot syndrome (5%), nausea (4%),
abdominal pain (3%), anorexia (3%), mucositis (2%), vomiting (2%), and hypothyroidism (2%).

6.2 Adverse Reactions in the Treatment-Naive RCC Study

The as-treated patient population for the treatment-naive RCC study included 735 patients, 375 randomized
to SUTENT and 360 randomized to IFN-a. The median duration of treatment was 11.1 months (range: 0.4 —
46.1) for SUTENT treatment and 4.1 months (range: 0.1 — 45.6) for IFN-o. treatment. Dose interruptions
occurred in 202 patients (54%) on SUTENT and 141 patients (39%) on IFN-a. Dose reductions occurred in 194
patients (52%) on SUTENT and 98 patients (27%) on IFN-a. Discontinuation rates due to adverse reactions
were 20% for SUTENT and 24% for IFN-o. Most treatment-emergent adverse reactions in both study arms
were Grade 1 or 2 in severity. Grade 3 or 4 treatment-emergent adverse reactions were reported in 77% versus
55% of patients on SUTENT versus IFN-a, respectively.
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Table 3 compares the incidence of common (>10%) treatment-emergent adverse reactions for patients

receiving SUTENT versus IFN-o.

Table 3. Adverse Reactions Reported in at Least 10% of Patients with RCC Who Received SUTENT or

IFN-a*

Adverse Reaction,

Treatment-Naive RCC

SUTENT (n=375)

IFN-0 (n=360)

n (%) All Grades Grade 3/4" All Grades Grade 3/4"
Any 372(99) 290 (77) 355 (99) 197 (55)
Constitutional
Fatigue 233 (62) 55 (15) 202 (56) 54 (15)
Asthenia 96 (26) 42 (11) 81 (22) 21 (6)
Fever 84 (22) 3 (1) 134 (37) 1(<1)
Weight decreased 60 (16) 1 (<1) 60 (17) 3(1)
Chills 53 (14) 3(1) 111 31) 0 (0)
Chest Pain 50 (13) 7(2) 24 (7) 3(1)
Influenza like illness 18 (5) 0(0) 54 (15) 1(<1)
Gastrointestinal
Diarrhea 246 (66) 37 (10) 76 (21) 1(<1)
Nausea 216 (58) 21 (6) 147 (41) 6(2)
Mucositis/stomatitis 178 (47) 13 (3) 19 (5) 2 (<1)
Vomiting 148 (39) 19 (5) 62 (17) 4(1)
Dyspepsia 128 (34) 8(2) 16 (4) 0(0)
Abdominal pain® 113 (30) 20 (5) 42 (12) 5()
Constipation 85 (23) 4 (1) 49 (14) 1(<1)
Dry mouth 50 (13) 0 (0) 27 (7) 1(<1)
GERD/reflux
esophagitis 47 (12) 1(<1) 3(1) 0(0)
Flatulence 52 (14) 0(0) 8(2) 0(0)
Oral pain 54 (14) 2 (<1 2 (1) 0(0)
Glossodynia 40 (11) 0(0) 2 (1) 0(0)
Hemorrhoids 38 (10) 0(0) 6 (2) 0 (0)
Cardiac
Hypertension 127 (34) 50 (13) 13 (4) 1(<1)
Edema, peripheral 91 (24) 7(2) 17 (5) 2(1)
Ejection fraction 61 (16) 10 (3) 19 (5) 6(2)
decreased
Dermatology
Rash 109 (29) 6(2) 39 (11) 1(<1)
Hand-foot syndrome 108 (29) 32 (8) 3(1) 0(0)
Skin discoloration/
yellow skin 94 (25) 1(<1) 0 (0) 0(0)
Dry skin 85 (23) 1(<1) 26 (7) 0 (0)
Hair color changes 75 (20) 0(0) 1(<1) 0(0)
Alopecia 51(14) 0(0) 34(9) 0(0)
Erythema 46 (12) 2 (<1) 5(1) 0 (0)
Pruritus 44 (12) 1(<1) 24(7) 1(<1)
Neurology
Altered taste 178 (47) 1 (<1) 54 (15) 0(0)
Headache 86 (23) 4 (1) 69 (19) 0(0)
Dizziness 43 (11) 2 (<1) 50 (14) 2 (1)
Musculoskeletal
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Treatment-Naive RCC

Adverse Reaction, SUTENT (n=375) IFN-a (n=360)
n (%) All Grades Grade 3/4" All Grades Grade 3/4°

Back pain 105 (28) 19 (5) 52 (14) 7(2)

Arthralgia 111 (30) 10 (3) 69 (19) 4(1)

Pain in extremity/

limb discomfort 150 (40) 19 (5) 107 (30) 7(2)

Endocrine

Hypothyroidism 61 (16) 6(2) 3 (1) 0 (0)
Respiratory

Cough 100 (27) 3(1) 51(14) 1(<1)

Dyspnea 99 (26) 24 (6) 71 (20) 15 (4)

Nasopharyngitis 54 (14) 0(0) 8(2) 0(0)

Oropharyngeal Pain 51(14) 2 (<1 9(2) 0(0)

Upper respiratory 43 (11) 2 (<1 9(2) 0(0)

tract infection

Metabolism/Nutrition

Anorexia’® 182 (48) 11 (3) 153 (42) 7(2)
Hemorrhage/Bleeding

Bleeding, all sites 140 (37) 16 (4)' 35 (10) 3 (1)
Psychiatric

Insomnia 57 (15) 3(<D) 37 (10) 0(0)

Depression® 40 (11) 0 (0) 51 (14) 5(1)

*Common Terminology Criteria for Adverse Events (CTCAE), Version 3.0
* Grade 4 ARs in patients on SUTENT included back pain (1%), arthralgia (<1%), dyspnea (<1%),

asthenia (<1%), fatigue (<1%), limb pain (<1%) and rash (<1%).
®Grade 4 ARs in patients on IFN-a included dyspnea (1%), fatigue (1%), abdominal pain (<1%) and depression

(<1%).
¢ Includes flank pain

Includes ageusia, hypogeusia and dysgeusia

¢ Includes decreased appetite

"Includes one patient with Grade 5 gastric hemorrhage

& Includes depressed mood

Treatment-emergent Grade 3/4 laboratory abnormalities are presented in Table 4.
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Table 4. Laboratory Abnormalities Reported in at Least 10% of Treatment-Naive RCC Patients Who
Received SUTENT or IFN-a

Treatment-Naive RCC
Laboratory Parameter, n (%) SUTENT (n=375) IFN-a (n=360)
All Grades* Grade 3/4*" All Grades* Grade 3/4*"
Gastrointestinal
AST 211 (56) 6(2) 136 (38) 8(2)
ALT 192 (51) 10 (3) 144 (40) 9(2)
Lipase 211 (56) 69 (18) 165 (46) 29 (8)
Alkaline phosphatase 171 (46) 7(2) 132 (37) 6(2)
Amylase 130 (35) 22 (6) 114 (32) 12 (3)
Total bilirubin 75 (20) 3(1) 8(2) 0(0)
Indirect bilirubin 49 (13) 4 (1) 3(D) 0(0)
Renal/Metabolic
Creatinine 262 (70) 2 (<1 183 (51) 1(<1)
Creatine kinase 183 (49) 9(2) 40 (11) 4(1)
Uric acid 173 (46) 54 (14) 119 (33) 29 (8)
Calcium decreased 156 (42) 4 (1) 145 (40) 4 (1)
Phosphorus 116 (31) 22 (6) 87 (24) 23 (6)
Albumin 106 (28) 4(1) 72 (20) 0 (0)
Glucose increased 86 (23) 21 (6) 55 (15) 22 (6)
Sodium decreased 75 (20) 31(8) 55 (15) 13 (4)
Glucose decreased 65 (17) 0(0) 43 (12) 1(<1)
Potassium increased 61 (16) 13 (3) 61 (17) 15 (4)
Calcium increased 50 (13) 2 (<1 35(10) 5(1)
Potassium decreased 49 (13) 3(1) 7(2) 1(<1)
Sodium increased 48 (13) 0(0) 38 (10) 0 (0)
Hematology
Neutrophils 289 (77) 65 (17) 178 (49) 31 (9)
Hemoglobin 298 (79) 29 (8) 250 (69) 18 (5)
Platelets 255 (68) 35 (9) 85 (24) 2 (1)
Lymphocytes 256 (68) 66 (18) 245 (68) 93 (26)
Leukocytes 293 (78) 29 (8) 202 (56) 8(2)

*Common Terminology Criteria for Adverse Events (CTCAE), Version 3.0

* Grade 4 laboratory abnormalities in patients on SUTENT included uric acid (14%), lipase (3%), neutrophils
(2%), lymphocytes (2%), hemoglobin (2%), platelets (1%), amylase (1%), ALT (<1%), creatine kinase (<1%),
creatinine (<1%), glucose increased (<1%), calcium decreased (<1%), phosphorous (<1%), potassium
increased (<1%), and sodium decreased (<1%).

® Grade 4 laboratory abnormalities in patients on IFN-a. included uric acid (8%), lymphocytes (2%), lipase
(1%), neutrophils (1%), amylase (<1%), calcium increased (<1%), glucose decreased (<1%), potassium
increased (<1%), and hemoglobin (<1%).

6.3 Adverse Reactions in the Phase 3 pNET Study

The median number of days on treatment was 139 days (range 13-532 days) for patients on SUTENT and
113 days (range 1-614 days) for patients on placebo. Nineteen patients (23%) on SUTENT and 4 patients (5%)
on placebo were on study for >1 year. Dose interruptions occurred in 25 patients (30%) on SUTENT and 10
patients (12%) on placebo. Dose reductions occurred in 26 patients (31%) on SUTENT and 9 patients (11%) on
placebo. Discontinuation rates due to adverse reactions were 22% for SUTENT and 17% for placebo.

Most treatment-emergent adverse reactions in both study arms were Grade 1 or 2 in severity. Grade 3 or 4
treatment-emergent adverse reactions were reported in 54% versus 50% of patients on SUTENT versus placebo,
respectively. Table 5 compares the incidence of common (>10%) treatment-emergent adverse reactions for
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patients receiving SUTENT and reported more commonly in patients receiving SUTENT than in patients
receiving placebo.

Table S. Adverse Reactions Reported in the Phase 3 pNET Study in at Least 10% of Patients who
Received SUTENT and More Commonly Than in Patients Given Placebo*

pNET
Adverse Reaction, SUTENT (n=83) Placebo (n=82)
n (%) All Grades Grade 3/4" All Grades Grade 3/4

Any 82 (99) 45 (54) 78 (95) 41 (50)
Constitutional

Asthenia 28 (34) 4(5) 22 (27) 3(4)

Fatigue 27 (33) 4(5) 22 (27) 7(9)

Weight decreased 13 (16) 1(1) 9(11) 0 (0)
Gastrointestinal

Diarrhea 49 (59) 4(5) 32 (39) 2(2)

Stomatitis/oral 40 (48) 5(6) 15 (18) 0(0)

Syndromes®

Nausea 37 (45) 1(1) 24 (29) 1(1)

Abdominal pain® 32 (39) 4(5) 28 (34) 8 (10)

Vomiting 28 (34) 0(0) 25 (31) 2(2)

Dyspepsia 12 (15) 0(0) 5(6) 0 (0)
Cardiac

Hypertension 22 (27) 8 (10) 4 (5) 1(1)
Dermatology

Hair color changes 24 (29) 1(1) 1(1) 0(0)

Hand-foot syndrome 19 (23) 5(6) 2(2) 0(0)

Rash 15 (18) 0(0) 4(5) 0(0)

Dry skin 12 (15) 0(0) 9(11) 0(0)
Neurology

Dysgeusia 17 (21) 0(0) 4 (5) 0(0)

Headache 15 (18) 0(0) 11(13) 1(1)
Musculoskeletal

Arthralgia 12 (15) 0 (0) 5(6) 0 (0)
Psychiatric

Insomnia 15 (18) 0(0) 10 (12) 0 (0)
Hemorrhage/Bleeding

Bleeding events* 18 (22) 0(0) 8 (10) 3(4)

Epistaxis 17 (21) 1(1) 4 (5) 0(0)

*Common Terminology Criteria for Adverse Events (CTCAE), Version 3.0

* Grade 4 ARs in patients on SUTENT included fatigue (1%).

®Includes aphthous stomatitis, gingival pain, gingivitis, glossitis, glossodynia, mouth ulceration, oral
discomfort, oral pain, tongue ulceration, mucosal dryness, mucosal inflammation, and dry mouth.

“Includes abdominal discomfort, abdominal pain, and abdominal pain upper.

ncludes hematemesis, hematochezia, hematoma, hemoptysis, hemorrhage, melena, and metrorrhagia.

Table 6 provides common (>10%) treatment-emergent laboratory abnormalities.
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Table 6. Laboratory Abnormalities Reported in the Phase 3 pNET Study in at Least 10% of Patients Who

Received SUTENT

pNET
Laboratory Parameter, n SUTENT Placebo
(%) N All Grades* Grade 3/4** N All Grades* Grade 3/4*°
Gastrointestinal
AST increased 82 59 (72) 4(5) 80 56 (70) 2(3)
ALT increased 82 50 (61) 3(4) 80 44 (55) 2(3)
Alkaline phosphatase 82 52 (63) 8 (10) 80 56 (70) 9(11)
increased
Total bilirubin increased 82 30 (37) 1(1) 80 22 (28) 3(4)
Amylase increased 74 15 (20) 3(4) 74 7 (10) 1(1)
Lipase increased 75 13 (17) 4 (5) 72 8 (11) 3(4)
Renal/Metabolic
Glucose increased 82 58 (71) 10 (12) 80 62 (78) 14 (18)
Albumin decreased 81 33 (41) 1(1) 79 29 (37) 1(1)
Phosphorus decreased 81 29 (36) 6 (7) 77 17 (22) 4 (5)
Calcium decreased 82 28 (34) 0(0) 80 15 (19) 0(0)
Sodium decreased 82 24 (29) 2(2) 80 27 (34) 2(3)
Creatinine increased 82 22 (27) 4(5) 80 22 (28) 4 (5)
Glucose decreased 82 18 (22) 2(2) 80 12 (15) 3(4)
Potassium decreased 82 17 (21) 3(4) 80 11 (14) 0(0)
Magnesium decreased 52 10 (19) 0(0) 39 4 (10) 0(0)
Potassium increased 82 15 (18) 1(1) 80 9(11) 1(1)
Hematology
Neutrophils decreased 82 58 (71) 13 (16) 80 13 (16) 0(0)
Hemoglobin decreased 82 53 (65) 0(0) 80 44 (55) 1(1)
Platelets decreased 82 49 (60) 4(5) 80 12 (15) 0(0)
Lymphocytes decreased 82 46 (56) 6 (7) 80 28 (35) 3(4)

*Common Terminology Criteria for Adverse Events (CTCAE), Version 3.0

* Grade 4 laboratory abnormalities in patients on SUTENT included creatinine (4%), lipase (4%), glucose
decreased (2%), glucose increased (2%), neutrophils (2%), ALT (1%), AST (1%), platelets (1%), potassium
increased (1%) and total bilirubin (1%).

® Grade 4 laboratory abnormalities in patients on placebo included creatinine (3%), alkaline phosphatase (1%),
glucose increased (1%) and lipase (1%).

6.4 Venous Thromboembolic Events

Seven patients (3%) on SUTENT and none on placebo in the double-blind treatment phase of GIST Study A
experienced venous thromboembolic events; five of the seven were Grade 3 deep venous thrombosis (DVT),
and two were Grade 1 or 2. Four of these seven GIST patients discontinued treatment following first
observation of DVT.

Thirteen (3%) patients receiving SUTENT for treatment-naive RCC had venous thromboembolic events
reported. Seven (2%) of these patients had pulmonary embolism, one was Grade 2 and six were Grade 4, and
six (2%) patients had DVT, including three Grade 3. One patient was permanently withdrawn from SUTENT
due to pulmonary embolism; dose interruption occurred in two patients with pulmonary embolism and one with
DVT. In treatment-naive RCC patients receiving IFN-a., six (2%) venous thromboembolic events occurred; one
patient (<1%) experienced a Grade 3 DVT and five patients (1%) had pulmonary embolism, all Grade 4. One
patient (1%) receiving SUTENT for pNET had a venous thromboembolic event reported compared to 5 patients
(6%) receiving placebo. The SUTENT patient had Grade 2 thrombosis. Two placebo patients had DVT, one
was Grade 3, two placebo patients had pulmonary embolism, one was Grade 3 and one was Grade 4, and one
placebo patient had Grade 3 jugular thrombosis.
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6.5 Reversible Posterior Leukoencephalopathy Syndrome

There have been rare (<1%) reports of subjects presenting with seizures and radiological evidence of
reversible posterior leukoencephalopathy syndrome (RPLS). None of these subjects had a fatal outcome to the
event. Patients with seizures and signs/symptoms consistent with RPLS, such as hypertension, headache,
decreased alertness, altered mental functioning, and visual loss, including cortical blindness should be
controlled with medical management including control of hypertension. Temporary suspension of SUTENT is
recommended; following resolution, treatment may be resumed at the discretion of the treating physician.

6.6 Pancreatic and Hepatic Function

If symptoms of pancreatitis or hepatic failure are present, patients should have SUTENT discontinued.
Pancreatitis was observed in 5 (1%) patients receiving SUTENT for treatment-naive RCC compared to 1 (<1%)
patient receiving IFN-a. Pancreatitis was observed in 1 (1%) patient receiving SUTENT for pNET and 1 (1%)
patient receiving placebo. Hepatotoxicity was observed in patients receiving SUTENT [See Boxed Warning and
Warnings and Precautions (3.1)].

6.7 Post-marketing Experience

The following adverse reactions have been identified during post-approval use of SUTENT. Because these
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably
estimate their frequency or establish a causal relationship to drug exposure.

Cases of serious infection (with or without neutropenia), in some cases with fatal outcome, have been
reported.

Cases of myopathy and/or rhabdomyolysis with or without acute renal failure, in some cases with fatal
outcome, have been reported. Patients with signs or symptoms of muscle toxicity should be managed as per
standard medical practice.

Thrombotic microangiopathy has been reported in patients on SUTENT. Suspension of SUTENT is
recommended; following resolution, treatment may be resumed at the discretion of the treating physician.

Cases of fatal hemorrhage associated with thrombocytopenia have been reported.

Pulmonary embolism, in some cases with fatal outcome, has been reported.

Cases of renal impairment and/or failure, in some cases with fatal outcome, have been reported.

Cases of proteinuria and rare cases of nephrotic syndrome have been reported. Baseline urinalysis is
recommended, and patients should be monitored for the development or worsening of proteinuria. The safety of
continued SUTENT treatment in patients with moderate to severe proteinuria has not been systematically
evaluated. Discontinue SUTENT in patients with nephrotic syndrome.

Hypersensitivity reactions, including angioedema, have been reported.

Cases of fistula formation, sometimes associated with tumor necrosis and/or regression, in some cases with
fatal outcome, have been reported.

Cases of arterial thromboembolic events, sometimes fatal, have been reported in patients treated with
SUTENT. The most frequent events included cerebrovascular accident, transient ischemic attack and cerebral
infarction.

Cases of ONJ have been reported in patients treated with SUTENT [see Warnings and Precautions (5.7)].

Cases of TLS, some fatal, have been reported in patients treated with SUTENT [see Warnings and
Precautions (5.8)].

Cases of pulmonary hemorrhage, some fatal, have been reported in patients treated with SUTENT /[see
Warnings and Precautions (3.6)].

7 DRUG INTERACTIONS

7.1 CYP3A4 Inhibitors

Strong CYP3 A4 inhibitors such as ketoconazole may increase sunitinib plasma concentrations. Selection of
an alternate concomitant medication with no or minimal enzyme inhibition potential is recommended.
Concurrent administration of SUTENT with the strong CYP3A4 inhibitor, ketoconazole, resulted in 49% and
51% increases in the combined (sunitinib + primary active metabolite) Cpax and AUCo. values, respectively,
after a single dose of SUTENT in healthy volunteers. Co-administration of SUTENT with strong inhibitors of
the CYP3A4 family (e.g., ketoconazole, itraconazole, clarithromycin, atazanavir, indinavir, nefazodone,
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nelfinavir, ritonavir, saquinavir, telithromycin, voriconazole) may increase sunitinib concentrations. Grapefruit
may also increase plasma concentrations of sunitinib. A dose reduction for SUTENT should be considered
when it must be co-administered with strong CYP3 A4 inhibitors [see Dosage and Administration (2.2)].

7.2 CYP3A4 Inducers

CYP3A4 inducers such as rifampin may decrease sunitinib plasma concentrations. Selection of an alternate
concomitant medication with no or minimal enzyme induction potential is recommended. Concurrent
administration of SUTENT with the strong CYP3A4 inducer, rifampin, resulted in a 23% and 46% reduction in
the combined (sunitinib + primary active metabolite) Cp,,x and AUCy., values, respectively, after a single dose
of SUTENT in healthy volunteers. Co-administration of SUTENT with inducers of the CYP3A4 family (e.g.,
dexamethasone, phenytoin, carbamazepine, rifampin, rifabutin, rifapentin, phenobarbital, St. John’s Wort) may
decrease sunitinib concentrations. St. John’s Wort may decrease sunitinib plasma concentrations unpredictably.
Patients receiving SUTENT should not take St. John’s Wort concomitantly. A dose increase for SUTENT
should be considered when it must be co-administered with CYP3A4 inducers [see Dosage and Administration
(2.2)].

7.3 In Vitro Studies of CYP Inhibition and Induction

In vitro studies indicated that sunitinib does not induce or inhibit major CYP enzymes. The in vifro studies
in human liver microsomes and hepatocytes of the activity of CYP isoforms CYP1A2, CYP2A6, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A4/5, and CYP4A9/11 indicated that sunitinib and its
primary active metabolite are unlikely to have any clinically relevant drug-drug interactions with drugs that may
be metabolized by these enzymes.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category D [see Warnings and Precautions (5.2)].

SUTENT can cause fetal harm when administered to a pregnant woman. As angiogenesis is a critical
component of embryonic and fetal development, inhibition of angiogenesis following administration of
SUTENT should be expected to result in adverse effects on pregnancy. In animal reproductive studies in rats
and rabbits, sunitinib was teratogenic, embryotoxic, and fetotoxic. There are no adequate and well-controlled
studies of SUTENT in pregnant women. If this drug is used during pregnancy, or if the patient becomes
pregnant while taking this drug, the patient should be apprised of the potential hazard to a fetus. Women of
childbearing potential should be advised to avoid becoming pregnant while receiving treatment with
SUTENT.

Sunitinib was evaluated in pregnant rats (0.3, 1.5, 3.0, 5.0 mg/kg/day) and rabbits (0.5, 1, 5, 20 mg/kg/day)
for effects on the embryo. Significant increases in the incidence of embryolethality and structural abnormalities
were observed in rats at the dose of 5 mg/kg/day (approximately 5.5 times the systemic exposure [combined
AUC of sunitinib + primary active metabolite] in patients administered the recommended daily doses [RDD]).
Significantly increased embryolethality was observed in rabbits at 5 mg/kg/day while developmental effects
were observed at >1 mg/kg/day (approximately 0.3 times the AUC in patients administered the RDD of 50
mg/day). Developmental effects consisted of fetal skeletal malformations of the ribs and vertebrae in rats. In
rabbits, cleft lip was observed at 1 mg/kg/day and cleft lip and cleft palate were observed at 5 mg/kg/day
(approximately 2.7 times the AUC in patients administered the RDD). Neither fetal loss nor malformations
were observed in rats dosed at <3 mg/kg/day (approximately 2.3 times the AUC in patients administered the
RDD).

Sunitinib (0.3, 1.0, 3.0 mg/kg/day) was evaluated in a pre- and postnatal development study in pregnant rats.
Maternal body weight gains were reduced during gestation and lactation at doses >1 mg/kg/day but no maternal
reproductive toxicity was observed at doses up to 3 mg/kg/day (approximately 2.3 times the AUC in patients
administered the RDD). At the high dose of 3 mg/kg/day, reduced body weights were observed at birth and
persisted for offspring of both sexes during the pre-weaning period and in males during post-weaning period.
No other developmental toxicity was observed at doses up to 3 mg/kg/day (approximately 2.3 times the AUC in
patients administered the RDD).

8.3 Nursing Mothers
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Sunitinib and its metabolites are excreted in rat milk. In lactating female rats administered 15 mg/kg,
sunitinib and its metabolites were extensively excreted in milk at concentrations up to 12-fold higher than in
plasma. It is not known whether this drug or its primary active metabolite are excreted in human milk. Because
many drugs are excreted in human milk and because of the potential for serious adverse reactions in nursing
infants from SUTENT, a decision should be made whether to discontinue nursing or to discontinue the drug
taking into account the importance of the drug to the mother.

8.4 Pediatric Use

The safety and efficacy of SUTENT in pediatric patients have not been established.

Physeal dysplasia was observed in cynomolgus monkeys with open growth plates treated for > 3 months (3
month dosing 2, 6, 12 mg/kg/day; 8 cycles of dosing 0.3, 1.5, 6.0 mg/kg/day) with sunitinib at doses that were >
0.4 times the RDD based on systemic exposure (AUC). In developing rats treated continuously for 3 months
(1.5, 5.0 and 15.0 mg/kg) or 5 cycles (0.3, 1.5, and 6.0 mg/kg/day), bone abnormalities consisted of thickening
of the epiphyseal cartilage of the femur and an increase of fracture of the tibia at doses > 5 mg/kg
(approximately 10 times the RDD based on AUC). Additionally, caries of the teeth were observed in rats at >5
mg/kg. The incidence and severity of physeal dysplasia were dose-related and were reversible upon cessation
of treatment; however, findings in the teeth were not. A no effect level was not observed in monkeys treated
continuously for 3 months, but was 1.5 mg/kg/day when treated intermittently for 8 cycles. In rats the no effect
level in bones was <2 mg/kg/day.

8.5 Geriatric Use

Of 825 GIST and RCC patients who received SUTENT on clinical studies, 277 (34%) were 65 and over. In
the Phase 3 pNET study, 22 (27%) patients who received SUTENT were 65 and over. No overall differences in
safety or effectiveness were observed between younger and older patients.

8.6 Hepatic Impairment

No dose adjustment to the starting dose is required when administering SUTENT to patients with Child-Pugh
Class A or B hepatic impairment. Sunitinib and its primary metabolite are primarily metabolized by the liver.
Systemic exposures after a single dose of SUTENT were similar in subjects with mild or moderate (Child-Pugh
Class A and B) hepatic impairment compared to subjects with normal hepatic function. SUTENT was not
studied in subjects with severe (Child-Pugh Class C) hepatic impairment. Studies in cancer patients have
excluded patients with ALT or AST >2.5 x ULN or, if due to liver metastases, >5.0 x ULN.

8.7 Renal Impairment

No adjustment to the starting dose is required when administering SUTENT to patients with mild, moderate,
and severe renal impairment. Subsequent dose modifications should be based on safety and tolerability /see
Dose Modification (2.3)]. In patients with end-stage renal disease (ESRD) on hemodialysis, no adjustment to
the starting dose is required. However, compared to subjects with normal renal function, the sunitinib exposure
is 47% lower in subjects with ESRD on hemodialysis. Therefore, the subsequent doses may be increased
gradually up to 2 fold based on safety and tolerability.

10 OVERDOSAGE

Treatment of overdose with SUTENT should consist of general supportive measures. There is no specific
antidote for overdosage with SUTENT. If indicated, elimination of unabsorbed drug should be achieved by
emesis or gastric lavage. A few cases of accidental overdose have been reported; these cases were associated
with adverse reactions consistent with the known safety profile of SUTENT, or without adverse reactions. A
case of intentional overdose involving the ingestion of 1,500 mg of SUTENT in an attempted suicide was
reported without adverse reaction. In non-clinical studies mortality was observed following as few as 5 daily
doses of 500 mg/kg (3000 mg/m®) in rats. At this dose, signs of toxicity included impaired muscle
coordination, head shakes, hypoactivity, ocular discharge, piloerection and gastrointestinal distress. Mortality
and similar signs of toxicity were observed at lower doses when administered for longer durations.

11 DESCRIPTION
SUTENT, an oral multi-kinase inhibitor, is the malate salt of sunitinib. Sunitinib malate is described
chemically as Butanedioic acid, hydroxy-, (2S)-, compound with N-[2-(diethylamino)ethyl]-5-[(Z)-(5-fluoro-
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1,2-dihydro-2-oxo0-3H-indol-3-ylidine)methyl]-2,4-dimethyl-/ H-pyrrole-3-carboxamide (1:1). The molecular
formula is C,,H27FN,4O,  C4HgOs and the molecular weight is 532.6 Daltons.
The chemical structure of sunitinib malate is:

Sunitinib malate is a yellow to orange powder with a pKa of 8.95. The solubility of sunitinib malate in
aqueous media over the range pH 1.2 to pH 6.8 is in excess of 25 mg/mL. The log of the distribution
coefficient (octanol/water) at pH 7 is 5.2.

SUTENT (sunitinib malate) capsules are supplied as printed hard shell capsules containing sunitinib malate
equivalent to 12.5 mg, 25 mg or 50 mg of sunitinib together with mannitol, croscarmellose sodium, povidone
(K-25) and magnesium stearate as inactive ingredients.

The orange gelatin capsule shells contain titanium dioxide, and red iron oxide. The caramel gelatin capsule
shells contain titanium dioxide, red iron oxide, yellow iron oxide and black iron oxide. The white printing ink
contains shellac, propylene glycol, sodium hydroxide, povidone and titanium dioxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Sunitinib is a small molecule that inhibits multiple receptor tyrosine kinases (RTKSs), some of which are
implicated in tumor growth, pathologic angiogenesis, and metastatic progression of cancer. Sunitinib was
evaluated for its inhibitory activity against a variety of kinases (>80 kinases) and was identified as an inhibitor
of platelet-derived growth factor receptors (PDGFRa and PDGFRp), vascular endothelial growth factor
receptors (VEGFR1, VEGFR2 and VEGFR3), stem cell factor receptor (KIT), Fms-like tyrosine kinase-3
(FLT3), colony stimulating factor receptor Type 1 (CSF-1R), and the glial cell-line derived neurotrophic factor
receptor (RET). Sunitinib inhibition of the activity of these RTKs has been demonstrated in biochemical and
cellular assays, and inhibition of function has been demonstrated in cell proliferation assays. The primary
metabolite exhibits similar potency compared to sunitinib in biochemical and cellular assays.

Sunitinib inhibited the phosphorylation of multiple RTKs (PDGFR, VEGFR2, KIT) in tumor xenografts
expressing RTK targets in vivo and demonstrated inhibition of tumor growth or tumor regression and/or
inhibited metastases in some experimental models of cancer. Sunitinib demonstrated the ability to inhibit
growth of tumor cells expressing dysregulated target RTKs (PDGFR, RET, or KIT) in vifro and to inhibit
PDGFR- and VEGFR2-dependent tumor angiogenesis in vivo.

12.3 Pharmacokinetics

The pharmacokinetics of sunitinib and sunitinib malate have been evaluated in 135 healthy volunteers and in
266 patients with solid tumors.

Maximum plasma concentrations (Cp,y) of sunitinib are generally observed between 6 and 12 hours (Tyax)
following oral administration. Food has no effect on the bioavailability of sunitinib. SUTENT may be taken
with or without food.

Binding of sunitinib and its primary active metabolite to human plasma protein in vifro was 95% and 90%,
respectively, with no concentration dependence in the range of 100 — 4000 ng/mL. The apparent volume of
distribution (Vd/F) for sunitinib was 2230 L. In the dosing range of 25 - 100 mg, the area under the plasma
concentration-time curve (AUC) and C,,, increase proportionately with dose.

Sunitinib is metabolized primarily by the cytochrome P450 enzyme, CYP3 A4, to produce its primary active
metabolite, which is further metabolized by CYP3A4. The primary active metabolite comprises 23 to 37% of
the total exposure. Elimination is primarily via feces. In a human mass balance study of ['*CJsunitinib, 61% of
the dose was eliminated in feces, with renal elimination accounting for 16% of the administered dose. Sunitinib
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and its primary active metabolite were the major drug-related compounds identified in plasma, urine, and feces,
representing 91.5%, 86.4% and 73.8% of radioactivity in pooled samples, respectively. Minor metabolites were
identified in urine and feces but generally not found in plasma. Total oral clearance (CL/F) ranged from 34 to
62 L/hr with an inter-patient variability of 40%.

Following administration of a single oral dose in healthy volunteers, the terminal half-lives of sunitinib and
its primary active metabolite are approximately 40 to 60 hours and 80 to 110 hours, respectively. With repeated
daily administration, sunitinib accumulates 3- to 4-fold while the primary metabolite accumulates 7- to 10-fold.
Steady-state concentrations of sunitinib and its primary active metabolite are achieved within 10 to 14 days. By
Day 14, combined plasma concentrations of sunitinib and its active metabolite ranged from 62.9 — 101 ng/mL.
No significant changes in the pharmacokinetics of sunitinib or the primary active metabolite were observed with
repeated daily administration or with repeated cycles in the dosing regimens tested.

The pharmacokinetics were similar in healthy volunteers and in the solid tumor patient populations tested,
including patients with GIST and RCC.

Pharmacokinetics in Special Populations

Population pharmacokinetic analyses of demographic data indicate that there are no clinically relevant
effects of age, body weight, creatinine clearance, race, gender, or ECOG score on the pharmacokinetics of
SUTENT or the primary active metabolite.

Pediatric Use: The pharmacokinetics of SUTENT have not been evaluated in pediatric patients.

Renal Insufficiency: Sunitinib systemic exposure after a single dose of SUTENT was similar in subjects
with severe renal impairment (CL,<30 mL/min) compared to subjects with normal renal function (CL.>80
mL/min). Although sunitinib was not eliminated through hemodialysis, the sunitinib systemic exposure was
47% lower in subjects with ESRD on hemodialysis compared to subjects with normal renal function.

Hepatic Insufficiency: Systemic exposures after a single dose of SUTENT were similar in subjects with mild
exocrine(Child-Pugh Class A) or moderate (Child-Pugh Class B) hepatic impairment compared to subjects with
normal hepatic function.

12.4 Cardiac Electrophysiology

See Warnings and Precautions (5.4).

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

The carcinogenic potential of sunitinib has been evaluated in rasH2 transgenic mice. Gastroduodenal
carcinomas and/or gastric mucosal hyperplasia, as well as an increased incidence of background
hemangiosarcomas have been observed at doses of >25 mg/kg/day (approximately 7 times the AUC in patients
administered the RDD of 50 mg/day) following daily dose administration of 1- or 6-months duration. No
proliferative changes were observed in rasH2 transgenic mice at 8 mg/kg/day. Sunitinib did not cause genetic
damage when tested in in vifro assays (bacterial mutation [AMES Assay], human lymphocyte chromosome
aberration) and an in vivo rat bone marrow micronucleus test.

Effects on the female reproductive system were identified in a 3-month repeat dose monkey study (2, 6, 12
mg/kg/day), where ovarian changes (decreased follicular development) were noted at 12 mg/kg/day (>5.1 times
the AUC in patients administered the RDD), while uterine changes (endometrial atrophy) were noted at >2
mg/kg/day (>0.4 times the AUC in patients administered the RDD). With the addition of vaginal atrophy, the
uterine and ovarian effects were reproduced at 6 mg/kg/day in the 9-month monkey study (0.3, 1.5 and 6
mg/kg/day administered daily for 28 days followed by a 14 day respite; the 6 mg/kg dose produced a mean
AUC that was >0.8 times the AUC in patients administered the RDD). A no effect level was not identified in
the 3 month study; 1.5 mg/kg/day represents a no effect level in monkeys administered sunitinib for 9 months.

Although fertility was not affected in rats, SUTENT may impair fertility in humans. In female rats, no
fertility effects were observed at doses of <5.0 mg/kg/day [(0.5, 1.5, 5.0 mg/kg/day) administered for 21 days
up to gestational day 7; the 5.0 mg/kg dose produced an AUC that was >5 times the AUC in patients
administered the RDD], however significant embryolethality was observed at the 5.0 mg/kg dose. No
reproductive effects were observed in male rats dosed (1, 3 or 10 mg/kg/day) for 58 days prior to mating with
untreated females. Fertility, copulation, conception indices, and sperm evaluation (morphology, concentration,
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and motility) were unaffected by sunitinib at doses <10 mg/kg/day (the 10 mg/kg/day dose produced a mean
AUC that was >25.8 times the AUC in patients administered the RDD).
14 CLINICAL STUDIES

14.1 Gastrointestinal Stromal Tumor

GIST Study A

Study A was a two-arm, international, randomized, double-blind, placebo-controlled trial of SUTENT in
patients with GIST who had disease progression during prior imatinib mesylate (imatinib) treatment or who
were intolerant of imatinib. The objective was to compare Time-to-Tumor Progression (TTP) in patients
receiving SUTENT plus best supportive care versus patients receiving placebo plus best supportive care. Other
objectives included Progression-Free Survival (PFS), Objective Response Rate (ORR), and Overall Survival
(OS). Patients were randomized (2:1) to receive either 50 mg SUTENT or placebo orally, once daily, on
Schedule 4/2 until disease progression or withdrawal from the study for another reason. Treatment was
unblinded at the time of disease progression. Patients randomized to placebo were then offered crossover to
open-label SUTENT, and patients randomized to SUTENT were permitted to continue treatment per
investigator jJudgment.

At the time of a pre-specified interim analysis, the intent-to-treat (ITT) population included 312 patients.
Two-hundred seven (207) patients were randomized to the SUTENT arm, and 105 patients were randomized to
the placebo arm. Demographics were comparable between the SUTENT and placebo groups with regard to age
(69% vs 72% <65 years for SUTENT vs. placebo, respectively), gender (Male: 64% vs. 61%), race (White:
(88% both arms, Asian: 5% both arms, Black: 4% both arms, remainder not reported), and Performance Status
(ECOG 0: 44% vs. 46%, ECOG 1: 55% vs. 52%, and ECOG 2: 1 vs. 2%). Prior treatment included surgery
(94% vs. 93%) and radiotherapy (8% vs. 15%). Outcome of prior imatinib treatment was also comparable
between arms with intolerance (4% vs. 4%), progression within 6 months of starting treatment (17% vs. 16%),
or progression beyond 6 months (78% vs. 80%) balanced.

The planned interim efficacy and safety analysis was performed after 149 TTP events had occurred. There
was a statistically significant advantage for SUTENT over placebo in TTP, meeting the primary endpoint.
Efficacy results are summarized in Table 7 and the Kaplan-Meier curve for TTP is in Figure 1.

Table 7. GIST Efficacy Results from Study A (Double-Blind Treatment Phase)

SUTENT Placebo P-value (log- HR

Efficacy Parameter (n=207) (n=105) rank test) (95% CI)
Time to Tumor Progression® [median, 273 6.4 <0.0001* 0.33
weeks (95% CI)] (16.0,32.1) (4.4,10.0) (0.23,0.47)
Progression-free Survival® [median, weeks 241 6.0 <0.0001 0.33
(95% CD)] (11.1, 28.3) (4.4,9.9 (0.24,0.47)
Objective Response Rate (PR) [%, (95% 6.8 0 0.006°
CD] (3.7,11.1)

CI=Confidence interval, HR=Hazard ratio, PR=Partial response

* A comparison is considered statistically significant if the p-value is < 0.00417 (O’Brien Fleming stopping

boundary)

* Time from randomization to progression; deaths prior to documented progression were censored at time of last

radiographic evaluation

Time from randomization to progression or death due to any cause

¢ Pearson chi-square test
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Figure 1. Kaplan-Meier Curve of TTP in GIST Study A (Intent-to-Treat Population)
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The final ITT population enrolled in the double-blind treatment phase of the study included 243 patients
randomized to the SUTENT arm and 118 patients randomized to the placebo arm. After the primary endpoint
was met at the interim analysis, the study was unblinded, and patients on the placebo arm were offered open-
label SUTENT treatment. Ninety-nine of the patients initially randomized to placebo crossed over to receive
SUTENT in the open-label treatment phase. At the protocol specified final analysis of OS, the median OS was
72.7 weeks for the SUTENT arm and 64.9 weeks for the placebo arm [HR= 0.876, 95% CI (0.679, 1.129)].

Study B

Study B was an open-label, multi-center, single-arm, dose-escalation study conducted in patients with GIST
following progression on or intolerance to imatinib. Following identification of the recommended Phase 2
regimen (50 mg once daily on Schedule 4/2), 55 patients in this study received the 50 mg dose of SUTENT on
treatment Schedule 4/2. Partial responses were observed in 5 of 55 patients [9.1% PR rate, 95% CI (3.0, 20.0)].

14.2 Renal Cell Carcinoma

Treatment-Naive RCC

A multi-center, international randomized study comparing single-agent SUTENT with IFN-a was conducted
in patients with treatment-naive RCC. The objective was to compare Progression-Free Survival (PFS) in
patients receiving SUTENT versus patients receiving IFN-a. Other endpoints included Objective Response
Rate (ORR), Overall Survival (OS) and safety. Seven hundred fifty (750) patients were randomized (1:1) to
receive either 50 mg SUTENT once daily on Schedule 4/2 or to receive IFN-o administered subcutaneously at
9 MIU three times a week. Patients were treated until disease progression or withdrawal from the study.

The ITT population included 750 patients, 375 randomized to SUTENT and 375 randomized to IFN-o.
Demographics were comparable between the SUTENT and IFN-o groups with regard to age (59% vs. 67% <65
years for SUTENT vs. IFN-a, respectively), gender (Male: 71% vs. 72%), race (White: 94% vs. 91%, Asian:
2% vs. 3%, Black: 1% vs. 2%, remainder not reported), and Performance Status (ECOG 0: 62% vs. 61%,
ECOG 1: 38% each arm, ECOG 2: 0 vs. 1%). Prior treatment included nephrectomy (91% vs. 89%) and
radiotherapy (14% each arm). The most common site of metastases present at screening was the lung (78% vs.
80%, respectively), followed by the lymph nodes (58% vs. 53%, respectively) and bone (30% each arm); the
majority of the patients had multiple (2 or more) metastatic sites at baseline (80% vs. 77%, respectively).

There was a statistically significant advantage for SUTENT over IFN-a in the endpoint of PFS (see Table 8
and Figure 2). In the pre-specified stratification factors of LDH (>1.5 ULN vs. <1.5 ULN), ECOG performance

status (0 vs. 1), and prior nephrectomy (yes vs. no), the hazard ratio favored SUTENT over IFN-a. The ORR
was higher in the SUTENT arm (see Table 8).
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Table 8. Treatment-Naive RCC Efficacy Results (interim analysis)

SUTENT IFN-a P-value (log- HR
Efficacy Parameter (n=375) (n=375) rank test) (95% CI)
Progression-Free Survival® [median, 473 22.0 <0.000001° 0.415
weeks (95% CI)] (42.6,50.7) (16.4, 24.0) (0.320, 0.539)
Objective Response Rate” 275 53 <0.001°¢ NA
[%, (95% CI)] (23.0,32.3) (3.3,8.1)

CI=Confidence interval, NA=Not applicable
* Assessed by blinded core radiology laboratory; 90 patients’ scans had not been read at time of analysis

® A comparison is considered statistically significant if the p-value is < 0.0042 (O’Brien Fleming stopping
boundary)

“ Pearson Chi-square test

Figure 2. Kaplan-Meier Curve of PFS in Treatment-Naive RCC Study (Intent-to-Treat Population)
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At the protocol-specified final analysis of OS, the median OS was 114.6 weeks for the SUTENT arm and
94.9 weeks for the IFN-a arm [HR=0.821, 95% CI (0.673, 1.001)]. The median OS for the IFN-o arm includes
25 patients who discontinued IFN-a treatment because of disease progression and crossed over to treatment

with SUTENT as well as 121 patients (32%) on the IFN-a arm who received post-study cancer treatment with
SUTENT.

Cytokine-Refractory RCC

The use of single agent SUTENT in the treatment of cytokine-refractory RCC was investigated in two
single-arm, multi-center studies. All patients enrolled into these studies experienced failure of prior cytokine-
based therapy. In Study 1, failure of prior cytokine therapy was based on radiographic evidence of disease
progression defined by RECIST or World Health Organization (WHO) criteria during or within 9 months of
completion of 1 cytokine therapy treatment (IFN-o, interleukin-2, or IFN-a plus interleukin-2; patients who
were treated with IFN-o alone must have received treatment for at least 28 days). In Study 2, failure of prior
cytokine therapy was defined as disease progression or unacceptable treatment-related toxicity. The endpoint
for both studies was ORR. Duration of Response (DR) was also evaluated.

One hundred six patients (106) were enrolled into Study 1, and 63 patients were enrolled into Study 2.
Patients received 50 mg SUTENT on Schedule 4/2. Therapy was continued until the patients met withdrawal
criteria or had progressive disease. The baseline age, gender, race and ECOG performance statuses of the
patients were comparable between Studies 1 and 2. Approximately 86-94% of patients in the two studies were
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White. Men comprised 65% of the pooled population. The median age was 57 years and ranged from 24 to 87
years in the studies. All patients had an ECOG performance status <2 at the screening visit.

The baseline malignancy and prior treatment history of the patients were comparable between Studies 1 and
2. Across the two studies, 95% of the pooled population of patients had at least some component of clear-cell
histology. All patients in Study 1 were required to have a histological clear-cell component. Most patients
enrolled in the studies (97% of the pooled population) had undergone nephrectomy; prior nephrectomy was
required for patients enrolled in Study 1. All patients had received one previous cytokine regimen. Metastatic
disease present at the time of study entry included lung metastases in 81% of patients. Liver metastases were
more common in Study 1 (27% vs. 16% in Study 2) and bone metastases were more common in Study 2 (51%
vs. 25% in Study 1); 52% of patients in the pooled population had at least 3 metastatic sites. Patients with
known brain metastases or leptomeningeal disease were excluded from both studies.

The ORR and DR data from Studies 1 and 2 are provided in Table 9. There were 36 PRs in Study 1 as
assessed by a core radiology laboratory for an ORR of 34.0% (95% CI125.0, 43.8). There were 23 PRs in Study
2 as assessed by the investigators for an ORR of 36.5% (95% CI 24.7, 49.6). The majority (>90%) of objective
disease responses were observed during the first four cycles; the latest reported response was observed in Cycle
10. DR data from Study 1 is premature as only 9 of 36 patients (25%) responding to treatment had experienced
disease progression or died at the time of the data cutoft.

Table 9. Cytokine-Refractory RCC Efficacy Results

Efficacy Parameter Study 1 Study 2
(N=106) (N=63)
Objective Response Rate 34.0° 36.5°
[%, (95% CI)] (25.0, 43.8) (24.7, 49.6)
Duration of Response (DR) * 54°
[median, weeks (95% CI)] (42.0, **) (34.3,70.1)

CI=Confidence interval

*Median DR has not yet been reached

** Data not mature enough to determine upper confidence limit
* Assessed by blinded core radiology laboratory

> Assessed by investigators

14.3 Pancreatic Neuroendocrine Tumors

The Phase 3 study was a multi-center, international, randomized, double-blind placebo-controlled study of
single-agent SUTENT conducted in patients with unresectable pNET. Patients were required to have
documented RECIST-defined disease progression within the prior 12 months and were randomized (1:1) to
receive either 37.5 mg SUTENT (n=86) or placebo (n=85) once daily without a scheduled off-treatment period.
The primary objective was to compare Progression-Free Survival (PFS) in patients receiving SUTENT versus
patients receiving placebo. Other endpoints included Overall Survival (OS), Objective Response Rate (ORR),
and safety. Use of somatostatin analogs was allowed in the study.

Demographics were comparable between the SUTENT and placebo groups. Additionally, 49% of SUTENT
patients had non-functioning tumors vs 52% of placebo patients, and 92% patients in both arms had liver
metastases. A total of 66% of SUTENT patients received prior systemic therapy compared with 72% of placebo
patients and 35% of SUTENT patients had received somatostatin analogs compared with 38% of placebo
patients. Patients were treated until disease progression or withdrawal from the study. Upon disease
progression, or study closure, patients were offered access to SUTENT in a separate extension study.

As recommended by the Independent Data Monitoring Committee, the study was terminated prematurely
prior to the pre-specified interim analysis. This may have led to an overestimate of the magnitude of PFS effect.
A clinically significant improvement for SUTENT over placebo in PFS was seen by both investigator and
independent assessment. A hazard ratio favoring SUTENT was observed in all subgroups of baseline
characteristics evaluated. OS data were not mature at the time of the analysis. There were 9 deaths in the
SUTENT arm and 21 deaths in the placebo arm. A statistically significant difference in ORR favoring SUTENT
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over placebo was observed. Efficacy results are summarized in Table 10 and the Kaplan-Meier curve for PFS is

in Figure 3.

Table 10. pNET Efficacy Results from the Phase 3 Study

SUTENT Placebo P-value HR
Efficacy Parameter (n=86) (n=85%) (95% CI)
Progression-Free Survival [median, 10.2 54 0.000146" 0.427
months (95% CI)] (7.4,16.9) (3.4, 6.0) (0.271, 0.673)
Objective Response Rate 93 0 0.0066" NA
[%, (95% CI)] (32,154)

CI=Confidence interval, HR=Hazard ratio, NA=Not applicable
“2-sided unstratified log-rank test
PFisher’s Exact test

Figure 3. Kaplan-Meier Curve of PFS in the pNET Phase 3 Study
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16 HOW SUPPLIED/STORAGE AND HANDLING

12.5 mg Capsules

Hard gelatin capsule with orange cap and orange body, printed with white ink “Pfizer” on the cap, “STN
12.5 mg” on the body; available in:
Bottles of 28: NDC 0069-0550-38

25 mg Capsules

Hard gelatin capsule with caramel cap and orange body, printed with white ink “Pfizer” on the cap, “STN 25
mg” on the body; available in:
Bottles of 28: NDC 0069-0770-38

50 mg Capsules

Hard gelatin capsule with caramel cap and caramel body, printed with white ink “Pfizer” on the cap, “STN
50 mg” on the body; available in:
Bottles of 28: NDC 0069-0980-38

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
See 17.6 for FDA-Approved Patient Labeling.
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17.1 Gastrointestinal Disorders

Gastrointestinal disorders such as diarrhea, nausea, stomatitis, dyspepsia, and vomiting were the most
commonly reported gastrointestinal events occurring in patients who received SUTENT. Supportive care for
gastrointestinal adverse events requiring treatment may include anti-emetic or anti-diarrheal medication.

17.2 Skin Effects

Skin discoloration possibly due to the drug color (yellow) occurred in approximately one third of patients.
Patients should be advised that depigmentation of the hair or skin may occur during treatment with SUTENT.
Other possible dermatologic effects may include dryness, thickness or cracking of skin, blister or rash on the
palms of the hands and soles of the feet.

17.3 Other Common Events

Other commonly reported adverse events included fatigue, high blood pressure, bleeding, swelling, mouth
pain/irritation and taste disturbance.

17.4 Musculoskeletal Disorders

Prior to treatment with SUTENT, a dental examination and appropriate preventive dentistry should be
considered. In patients being treated with SUTENT, who have previously received or are receiving
bisphosphonates, invasive dental procedures should be avoided, if possible.

17.5 Concomitant Medications

Patients should be advised to inform their health care providers of all concomitant medications, including
over-the-counter medications and dietary supplements /see Drug Interactions (7)].

17.6 FDA-Approved Patient Labeling

Disirieted by
w Phizer Labs
Diiwisdion of Plizar Ing, WY, NY 10017

LAB-0317-16.0
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MEDICATION GUIDE

SUTENT (su TENT)
(sunitinib malate)
capsules

Read the Medication Guide that comes with SUTENT before you start taking it and each time you get a refill.
There may be new information. This Medication Guide does not take the place of talking to your healthcare
provider about your medical condition or treatment. If you have any questions about SUTENT, ask your
healthcare provider or pharmacist.

What is the most important information I should know about SUTENT?

SUTENT can cause serious liver problems, including death.

e Tell your healthcare provider right away if you develop any of the following signs and symptoms of
liver problems during treatment with SUTENT:
e itching
o yellow eyes or skin,
e dark urine, and
e pain or discomfort in the right upper stomach area.

e Your healthcare provider should do blood tests to check your liver function before you start taking SUTENT
and during treatment.

What is SUTENT?
SUTENT is a prescription medicine used to treat people with:
e arare cancer of the stomach, bowel, or esophagus called GIST (gastrointestinal stromal tumor) and
when:
e the medicine Gleevec® (imatinib mesylate) did not stop the cancer from growing, or
e you cannot take Gleevec®.
advanced kidney cancer (advanced renal cell carcinoma or RCC)
a type of pancreatic cancer known as pancreatic neuroendocrine tumors (pNET), that has progressed
and cannot be treated with surgery.

It 1s not known if SUTENT is safe and effective in children.

What should I tell my healthcare provider before taking SUTENT?
Before taking SUTENT tell your healthcare provider if you:

« have any heart problems

« have high blood pressure

« have thyroid problems

« have kidney function problems (other than cancer)

« have liver problems

« have any bleeding problem

« have seizures

« have or have had pain in the mouth, teeth or jaw, swelling or sores inside the mouth, numbness or a feeling of
heaviness in the jaw, or loosening of a tooth

« have any other medical conditions
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- are pregnant, could be pregnant or plan to become pregnant. SUTENT may harm an unborn baby. You should
not become pregnant while taking SUTENT. Tell your healthcare provider right away if you become pregnant
while taking SUTENT.

- are breastfeeding or plan to breastfeed. You and your healthcare provider should decide if you will take SUTENT
or breastfeed. You should not do both.

Tell all of your healthcare providers and dentists that you are taking SUTENT. They should talk to the
healthcare provider who prescribed SUTENT for you, before you have any surgery, or medical or dental
procedure.

Tell your healthcare provider about all the medicines you take, including prescription medicines and non-
prescription medicines, vitamins, and herbal supplements. Using SUTENT with certain other medicines can cause
serious side effects.

You may have an increased risk of severe jaw bone problems (osteonecrosis) if you take SUTENT and a
bisphosphonate medicine. Especially tell your healthcare provider if you are taking or have taken Actonel, Aredia,
Boniva, Didronel, Fosamax, Reclast, Skelid or Zometa.

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a
new medicine. Talk with your healthcare provider before starting any new medicines.

How should I take SUTENT?

- Take SUTENT exactly the way your healthcare provider tells you.

- Take SUTENT 1 time each day with or without food.

- If you take SUTENT for GIST or RCC, you will usually take your medicine for 4 weeks (28 days) and then stop
for 2 weeks (14 days). This is 1 cycle of treatment. You will repeat this cycle for as long as your healthcare
provider tells you to.

- If you take SUTENT for pNET, take it one time each day until your healthcare provider tells you to stop.

- Do not open the SUTENT capsules.

- Do not drink grapeftuit juice or eat grapefruit during your treatment with SUTENT. They may cause you to have
too much SUTENT in your body.

- Your healthcare provider may do blood tests before each cycle of treatment.

- If you miss a dose, take it as soon as you remember. Do not take it if it is close to your next dose. Just take the
next dose at your regular time. Do not take more than 1 dose of SUTENT at a time. Tell your healthcare provider
about any missed dose.

- Call your healthcare provider right away, if you take too much SUTENT.

What are possible side effects of SUTENT?

SUTENT may cause serious side effects including:

+ See “What is the most important information I should know about SUTENT?”

« Heart problems. Heart problems may include heart failure and heart muscle problems (cardiomyopathy) that can
lead to death. Tell your healthcare provider if you feel very tired, are short of breath, or have swollen feet and
ankles.

« Abnormal heart rhythm changes. Your healthcare provider may do electrocardiograms and blood tests to
watch for these problems during your treatment with SUTENT. Tell your healthcare provider if you feel
dizzy, faint, or have abnormal heartbeats while taking SUTENT.

- High blood pressure. Your healthcare provider may check your blood pressure during treatment with
SUTENT. Your healthcare provider may prescribe medicine for you to treat high blood pressure, if needed.

- Bleeding sometimes leading to death. Tell your healthcare provider right away if you have any of these
symptoms or a serious bleeding problem during treatment with SUTENT.

e painful, swollen stomach (abdomen)
e vomiting blood
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e black, sticky stools
e bloody urine
e headache or change in your mental status
Your healthcare provider can tell you other symptoms to watch for.
» Jaw-bone problems (osteonecrosis)
Severe jaw bone problems may happen when you take SUTENT. Your healthcare provider should examine
your mouth before you start SUTENT. Your healthcare provider may tell you to see your dentist before you
start SUTENT.

o Tumor lysis syndrome (TLS). TLS is caused by the fast breakdown of cancer cells and may lead to death. TLS
may cause you to have nausea, shortness of breath, irregular heartbeat, clouding of urine and tiredness associated with
abnormal laboratory test results (high potassium, uric acid and phosphorous levels and low calcium levels in the blood)
that can lead to changes in kidney function and acute kidney failure. Your healthcare provider may do blood tests to
check you for TLS.

« Hormone problems, including thyroid and adrenal gland problems. Your healthcare provider may do
tests to check your thyroid and adrenal gland function during SUTENT treatment. Tell your doctor if you
have any of the following signs and symptoms during treatment with SUTENT:

o tiredness that worsens and does not o fast heart rate
g0 away e weight gain or weight loss
o loss of appetite o feeling depressed
e heat intolerance e irregular menstrual periods or no
o feeling nervous or agitated, tremors menstrual periods
e sweating o headache
e nausea or vomiting e hair loss
o diarrhea

Common side effects of SUTENT include:

* The medicine in SUTENT is yellow, and it may « rash or other skin changes, including drier, thicker,
make your skin look yellow. Your skin and hair or cracking skin.

may get lighter in color. * blisters or a rash on the palms of your hands and
* tiredness soles of your feet.

» weakness * taste changes

« fever * loss of appetite

« gastrointestinal symptoms, including diarrhea, * pain or swelling in your arms or legs

nausea, vomiting, mouth sores, upset stomach, * cough

abdominal pain, and constipation. Talk with your « shortness of breath

healthcare provider about ways to handle these « bleeding, such as nosebleeds or bleeding from
problems. cuts.

Call your healthcare provider if you have any swelling or bleeding during treatment with SUTENT.

These are not all the possible side effects of SUTENT. For more information, ask your healthcare provider or
pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-
1088.

How do I store SUTENT?
- Store SUTENT at room temperature, between 59°F to 86°F (15°C to 30°C).

Keep SUTENT and all medicines out of the reach of children.
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General information about SUTENT

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use
SUTENT for a condition for which it was not prescribed. Do not give SUTENT to other people, even if they have
the same symptoms you have. It may harm them.

This Medication Guide gives the most important information about SUTENT. For more information about
SUTENT, talk with your healthcare provider or pharmacist. You can ask your healthcare provider or pharmacist for
information about SUTENT that is written for health professionals.

For more information go to www.SUTENT.com or call 1-877-5-SUTENT.

What are the ingredients in SUTENT?
Active ingredient: sunitinib malate

Inactive ingredients: mannitol, croscarmellose sodium, povidone (K-25), magnesium stearate Orange gelatin
capsule shell: titanium dioxide, red iron oxide Caramel gelatin capsule shell: titanium dioxide, red iron oxide,
yellow iron oxide, black iron oxide White printing ink: shellac, propylene glycol, sodium hydroxide, povidone,
titanium dioxide

This Medication Guide has been approved by the U.S. Food and Drug Administration.

Isdribored by
@ Phizer Labs
Diwiskon of Plier Inc, 1Y, WY 10017

Gleevec® is a registered trademark of Novartis Pharmaceuticals Corp

LAB-0361-5.0
April 2012
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
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04/20/2012
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WAIED 7L,

50mgh 7t

R D X v v 71T “Plizer”, YWHEBEDORT 12 “SINS0mg” & Afa1 v 7 THITENT
WAIED 7L,

4 #E
L

7R

5 EXRUERLOER
51 FF=tt

A—=F v ML, ARSI CICELFENRERDLZ b5, HKHER (72281 (0.3%)]
ROt OFE BB T, HFAEREo onl, FALOMEICTEE, Moo A7I0—+8
ERED CUL) mE VLB ERS D, BE, BMRFE LR UL BARA2EMES . 16HER
bR, AIRET A 2 VIR, BRI LI G A TP RE R A (ALT, AST, B UL EY)
BEZA—THT L, 7 L= N3 T4 OFEANCETE LU FEEREOEHEERN A OLNTEHGE,
A= MEMEIL, EERRLONLWGEEIETIET 5, £ ORICEF DIHFEEREDOEElE
B LT 5 5ot O PR 2 OBE R OYER 2R LEESHAE, A—T7 > MEFRLTER L0,

ALT X% AST 73 ULN @ 2.5 5% 2 5 B34 (TR RE 05613 ULN O 5 {528 2 5 534)
THEMITHET STV,

5.2 iR

TR LIEE, A—TF v MIBBICELZ RET A REMN S 5, MEFAITEE CIE RO
RFBIIAARBERTHDD, A—T0 baRA LSS, WEFEOHEIC L VITRICESE
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R RFTRERH S, Ty MR X ARG LEBYOERRBRTIE, A=F=7
(AR, MEEME, RWBEMESRO S, RSBV, MU TIK BB INIZA—T U RO
ARSI TR, b VERTICAFZFEA L720, RAORAFICEENERLZD L
TG AL, A~ OBIER R BRI OV CTRE I B 5 RETH 5, IR e/ M,
A—=T v MZXDEEEAZ T TCOLMIITRETT A X5 fErRT5 2 L.

53 EE#ETE

FEBEME 5 o ik iA2 (CHF) ORKRERPES bhDHE1X, A—7 v FOEROPIEHSHE
BAND, CHF OEFRFTRIZERD SRS, BRI 50%RHN D=2 T A 92D 20%% 8
ZTETFTLTWAEAE, A—7 2 hoRGE2HPET 0582 BETSHZ L.

TR O AR TIE, BN b0LED, OAR%, DFEE, OHEREOLIEERN
WESHh TS, GIST KUXRCC DHBE, IR XiFA v 4 —7 = -a (IFN-0) DWFRh
ERELTWHEF LRI 2 L, A—F » MgHEFITAEERE (LVEF) O TFRZ< A5
Nz, GIST B A O " EHERIBEERIETIE, A—F o MED 22209 ] (11%) & 7T B REED
3/102 41 (3%) 1T LLN Kiifi~0 LVEF X F (EEREMR A Mo 2wny) o bil, A—7 o M
@ GIST (&5 22 firf 9 HlZFR D Hv/= LVEF OZ4kiL, WiEZ 5252 L < EfE L7z, 5#ITiE,
WLE (2 LVEF OREARD Stz (AERE 14, BERSUIFIRROBMN 46, 6 FlixEHE
DHERENLOWEEERAETIL L, &5, 2A—F 2 MED 3 #TIZ 7 L— R 3 OEEINHEEE
AR T A2388, LVEF 78 40% AR £ TR F L7z, 2N b0 55 240, DBEOTEBRRE S 2% 1)
IZFEE LTz, 77 B AREEO GIST BF 27 L— K 3 O LVEF K NI HS/ed -7, GIST R
A O HERIBREM T, A—72 MELBIE 7T 2REE 1 FIRALAEOBETRHE, AT
v 2B E T AR 2 G RIRBENR A DR W IME RO T2 O T LT,

RIBEOEATHE I (RCC) B ERBRIC LIZRBRTIE, A—F > MED 103/375 61 (27%)
KON FN-afE D 54/360 151 (15%) & LLN % F[E%D LVEF O F 2330 Hivle, A—7 2 MFED 26
B (7%) K OVIFN-oBED 74 (2%) TiL, LVEF 33— 2F A AED G 20%HBIE T LT 50%A0
(272> T, A—T 2 MEED 461 (1%) 2 BREREnHE I3, 26 (<1%) 129 -
MR 4 (CHF) 23E S Tunwie,

HIIFE pNET iRBR TlE, DARIC L AEN A —F > MED 2/83 Q%) HITHWESHh-5, 7
TERFETORE T o7,

A—=F o NEERT 12 0 B LA OESE (E ARRZEPIIEE ET), mER REEINR S
A PRATBREG, M D o M LA4 (CHF), Wil E 58 0E L — M s e, MZERED X 9
TRRBAFIE LT BFIL, A—T7 2 MEIRRBR LA Lz, ZNO0EHEELH T 5 EE T
SEANCBIE L 7o A B A RORIEY A7 NEL R0 E I DNEIRATH S, [ERIE, RAIO#ER
BIZE 0B onsHIWENT 0 L5 etz BRI 208 5 ks 5 2 &, ERO L 5 R
EEHETHREBILA—TV VERETBHEE, ATV FOREHIX, CHF OEEEER UERIZ
DNWTHHICBEETIZE, ZOXSRBEIRNTIA—TV FOBRERIE, ~—RF5 A
BOFo#OEN LVEF OFA2ZET5 2 &, DBOGEREFI2VWEE TIE, BHERD
R—25 A VIHEEBRLTH LV,
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54 QTRIRERRUVFLY—FK F RFZVUF

A= NP HERGFIZ QT MRAIER S¥ 25 Z ERHLMZENTWS, QT MRIERIC L
v, "MH—F F FRT7L E2EFLDETHOLEEAREIRO U A7 BT, A—F 2 b
Beh LI BED 01%KIC Mrd—F K A7y Ea@RdohTins,

2—=7 v ML, QT MRIER OO & 5 83, PIAREIRAIZIRA L T2 85, EE, &
%%L<iﬁﬁAA OEEOHHBEITEELEATL 2L, A—TFT v MaEET 56

2, BRETOLERKROERYE (72 Uh, BV UL) OEHE=2) 7 E2KET5
M?ﬂ%éoX:?:7@Eﬁ@k&%iﬂéﬁéﬁ%ﬁﬂ%éﬁﬁﬁCW&M@%@kﬁ%?
H%E, A—T7 U NOMAEEHE L TEELTERTAZ L [HIELATCHE (22) &K1,

55 @mNE

EMLEI DV TBIEE ATV, MBI U TSN R R ER A Z £ 2 2 &, BIEDGMED
BE, BER2 Y ha— &N ETIFEA—T > MESE BHOICTRrT 2 2 L AR SR 5,
A—=T o P EEREISNUERBFE RCCEBED S L, A—7 2 MO 127/375 4] (34%) (i iL/E
DR SN T=DITHE L, IFN-oE T 13/360 f1] (4%) TH o7, RIGEDO RCCHEEDHI B, 71—
R 3 ORIMERFTED D= DIEA—T > MEET 50/375 1 (13%), IFN-of: T 1/360 41 (<1%) T
BHolz, GISTHRETIE, &7 L — FOBMEDRKBBICA—T o MEL 7 I BREEL DEITALD
NI oo, VT L— R3O JIMEICDOWTIE, A—7 2 MNED 92202 5] (4%) (Z#E ST
DXL, T BERBETE ILHLHES TR o7z, FIE pNET R Tk, A—7 2 b
FED 22/83 151 (27%), 77 BARFED 4/82 i (5%) TEMENRO N, 7 L— R 3OEMEL
S L7z pNET BBF L, A—7 > M 8/83 15 (10%), 777 BAHED 1/82 4] (1%) Th o7,
7' L= R4 O@METRE T e h o7z, RiIGH RCC 2RI LB Tl A—7 > MED
21375 %1 (6%) 7%, pNET B TiL 7/83 # (8%) M@MLEIC LV A—TF o N &G LT
A& —HICIE Sz, 4 Hl0RIEHR RCCEFE (56 L HITEMASIUE), 1510 pNET BH& 23
MFED7= DI IER A UL L7272 GIST OB TIX @ MLED 7 O ITIEF & ik U iEGN LR 7z,
FEE ) ML (DA BT > 200 mmHg SUTIEGRM T > 110 mmHg) 23389 H4072 D1, GIST O
BRCA—T 2 MEED 8202 (4%) KO T 2ARED 1710241 (1%), KiafE RCC OB TA—
7 MEEO 32/375 45 (9%) KU IFN-afE 3/360 5 (1%), pNET Ot TA—7 o MO 8/80
B (10%) BT T 2REED 2/76 4] (3%) ThHoi=,

56 HmER

B2 b O L&, TGOS AR A E U TG Sz i BRI TGN, PRt
i, FEEEHIm, PRES M, WA H -7, R TA—T v MRS SN RIBH RCC BH
T, A—7 2 MEED 140375 1] (37%) (ZHIMFSRAFEO SN OIXT L, IFN-aff T 35/360
#l (10%) ThH o7z, GISTHERA O _HERIGKEMTIX, A—7 2 MED 37202 i (18%) I
HIEREREDOLNLOICH L, FT7EREETIX 17102 4] (17%) Thote, kbE<HMESN
oA EFGIIENL TH -7, SHmPAOHMESRT, FHIHH pNET BRI 5 A —
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T MO 18/83 11 (22%), 7T EAREED 8/82 41 (10%) TH U, S % #% L7 pNET &
Fix, A—T 2 MEET 178361 20%), 7T BAREETAH (5%) Thol, ZNI VHEENDA
Mol b DO GIST, RCC, pNET OEFIZHIL U M ERIZX, EiBmimn, e tim, R
{BAE R, MR R OBIE A3 8 %, GIST 3Bk A O —HERIGHEM TiX, A—7 2 MED
14202 1] (7%) KOTZEAREED 9/102 6] (9%) (&7 L—F 3 XiT 4 OHMFEZRDBRD Lz,

EDIZ, GISTREBRA T IR E2REGE SN T LB, 2 VA 7 I BIER R E i
GEFB LT, RCCEFILAHALNTIZEALEDEZR 7 L—R1XT2DHDTh 72D, KA
WAEF 17 L—F 5 OFHMELN 1 45380 57z, pNET iR Tix, A—7 > D 1/83
Bl (1%) &7 L— R3O MAALNTN, M7 L— N3 T4 OMERE2RBEL L EE
T\ 7eno =, 7T REED pNET B3FE TlE, 3/82 41 (4%) (27 L— K 3 XX 4 D HMESR)3
mahe,

M B 2 (L3 A —7 o MC K AIEEAESZ T EE CHRE SN TWD, 20L& ) ER
i, EEANCHBT 2BENNH Y, MIEEEZH T 2 88 056 T34 &2 & )T EIEOWE ML X
A 23252 6H D, MRCC, GIST, #EBMNNEDA—T » MaREE RN T, it
MOEFIA, FIER D DL ED, KRR TA LD LN, TIKEOHHRBR THE SN T 5,
A—T 2 b OfEBE ~OFERITAGR STV ey, KREREGEAR DRI L— R 3 LT 4 OfF
B AY, GIST 3k A O A—7 o MEED GIST BF 202 9 5 1] (3%) THRBL L 7=, B L,
BETYHA 701, ETYHA 706 TROOLN, 200 5HHF L HIE, RN MORBEEZITIE
TRBER S P I S 7e, o 4 F1CiE, BEE IS X 285 oW 3BEH T 7e o 72, GIST
RERA O T RO EE TR, ERENHILTEED Sheho7, EEHimE, MRCC &% Tl
RO LN TV, 2O OFROERMZ £ T 58565101, 2@nEkiHE (CBC) RUHIK
BEEEDH L,

HET, O L - TEBOER LB Z Az 2 LHLE S HED, A—T > ML DEFEE
T T PEME I R THRICEIL L T b,

5.7 SEBIRIE (ONJ)

BRI W THBBER A L O b, FHEBAENTHREOHEHRR TREINTWD,
AR AR R — MUK RHEBRO L S Mo U Ry T v 7 ZF—NRREIRHCH A AT, SEEEEE
DU A7 EZEIMESEDAFEMNH B,

5.8 [ESERRERE (TLS)

MRCC, GISTDA—7 > MEBRBHIZE\WTEIZ, TLSOEFIN, BUIEHRLOLED, K
RECAHA LD LN, TREZEOHEARBR THE SN TND, —RIIZTLSD U A7 3 b 5 BHE T,
HRBMBRIOEREEDOZ VBETH S, 208D RBETIEHOICBIEEIT, BRRT Rk
DNWEALEBEEITH Z &,



AZF =7 pNET Page 12

59 HIRIRBEES

N2 T A VEHICHUIRMERE DR 21T 9 S E A HER SN TRV, FUREEREIR TE T
R RS RE TUHEIE B 1T A — 7 > NG A BSAT 2 ANCAEHER 2 IR 7 IRt » TR T B L
BbDH, A—=7 MREIZEREL T, 250 FR AR E O X OEIR 2 /R 2 Blg2 3 5 %
ERH L, FRBEEREREE 2 IR T 5 BEL T OUT) R3O b2 BFEICOWTE, R
HABERE DR A X D BIE2 L, HERNRIGEFIETIRE T RETh S,

EIBLBER & F o 72O R FUR B RE IR TEI, A —T > MREGREO 8 #l> GIST B3 (4%)
TROLNTZDIZHK L, FTEREETIE 16 (1%) THoTz, RiGHE RCC xR LA T
%, FURIMESREIR TIENENER & L THE SN T D A—T > FMED 61 4] (16%) & T IFN-a
BED 3B (1%) Thot-, HIFH pNET ikBR Tk, A—T  MEED 6/83 151 (%), 77 REED
1/82 41 (1%) ~THURIRMEREAR TESBIER & LTl shvie,

IR RARRE TUHEIE & FE L 7R (—EBIX% D% FURIREREIR ME &2 FIE) A EARHER & Ol
IRtk O B A U T ST b,

510 Bl{E:AR

A—F v MEEPICAEIREEE SRS SN T 5D, KRB0 2 FilTEs T 2 BE BT,
TEIM7RBARTA—T » NERO R FRHER S5, K300 e TR OIBFEFR O ¥
A2 TICET HEERBIZIR SN TS, Z0®, A—TF 2 MEEFEOREIX, FHnb
DEE DO RERRTHBNCE SN TT I RETH B,

511 EIE#RETS

A—=T v NERAG T HIERIE, BEDPNETFN, MG, NIEEOBELED L SR A ML AILE
HINTWAER, RIBEEEARICONWTEIETDHZ &,

RIEBEMEE, 7y PEROYILE W 14 HRE~9 » A M OIEERIK K E R 58RI VT, R
RERIZISIT 5 AUC @ 0.7 fi5 & O (RO A R R B CHERE S 7z, BB ORI 22 ki, i,
BIGE, O olfl, IEREORELZFEE LW, BRRBRCTIE, A—7v 1 1 7 DL R
HL7=B3 336 5l CT/MRI Ef%2: 6, &IE I X XBAEA R T T IR G o 1o, #E
DA—=T 2 MNEBRFERIZ 72 0 AFH 400 B3 L TR R ERR VE > (ACTH) RIBEER %
Fhi L7z, N—RAT AT ACTH RGBS IER Th o1 EF D5 H 16T, REHHP—HL
TREEZREPRD LN, TNOOBRBEMET L A—7 0 MG LOBEIIRATH LN, A—
T MG EEENRH LN LR, XA T A P IER CHRERER CREES RSN 114
IR ARG D 2 LF =D E— 7 fliE 12~16.4 pg/dL (IEE &P 18 pg/dL #8) Th o7,
INHOWTROEFICENTY, BIBEBIER2OBEKITLITRE Shih o,

512 EEERIRE

A—T v ML AIBREZ T HEETIE, &G A 7 VBRI MRS A & T 5 VY
v EELMEAA LR A FE T A &,
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6 EIEA

UTICRE#E L7 — 23, GIST DIBRO -7 7 R RRERO ~ HE MG (K
B (14.1) 2] (22N L2 EFE (n=202), RCC DIBFEO 7= |12 FIEAI R [EFPRHER (14.2)
LWL EBE (0=375), XX pNET OIBREO 7027 7 B A RS (AR (14.3)
EBRBIICBIN L - B (0=83) D 660 DA —F o MRBEENS DRERARTHDOTH S,
GIST X U'RCC BFT A Y a—1 42 THIGHE S Omg Z 1 H 1BEIRAORE L, ZOH%A 7 1%
0K U7z, pNET 1L, IREHIMZ2 L CRRMBME375mg D 1 H 1@@&&1&5%;4 e,
GIST, RCC, pNET BHFIZkIT 5 EREIER (8B 20%LL ) 1T, , BOE, FEE, T
I, L, RS - mNgk, e, VLR R, BN, (RS, mifE, X%ﬁﬁ@ %, FRIE
e, RIEEG, REwR, BREA, WREL, 3R, WEE, BEEYE, WER, Wk, FER
R, RRAREE O Th o7, EERENEM TH 2 TENE, A=E#ESASE, QT MRLEER,
i, SIE, FCREREEERE K ORBIBHRE R I >\ T, BE RO A EovEs (5) omE Tk
TV 5, GIST, RCC, pNET ORERIZEBWTRD HNZFDMOEWERIZLL FO L0 TH D,
ARMBIIAHE O S TS EREM FCEMIND 720, HHIRANCET 2R CHLE X
NIZBEIWERFEER L SO RANZEI T 5 AR CORNWERABRR A BEHELETH 2 LI TE 0
L, FEHER CBEINIBEFEELZRTHLOTHR,

6.1 GISTHERAICBIT28EE%

PRIEITRERIC IS 2 5 F CORBEER MM O P REIX, A—F o MR 2 170 (GF
Y300 A0, & 1~9Y% A7), TITERER 1A 70 CEE 181 70, & 1
~6 AT N) Thole, A—7 MO 236 (11%) THELZBE LD, 77 BREETIEH
BERE LIIERIE o te, BG5E2TE L0, A—7 2 MED 59651 29%) & 77 REE
D 31LH] (30%) Thotz, BEPILICESZRIEBMRA DRV, FBIENREGEFZRIL, A—
F o NEET%, TR %G TH T,

WGV T, RHRBEREMDRWVEEFEEROREIE I L—F 1 L2 Tho7z, —&E
ERIBIREPEC T 2 REGRA DR NI L— R 3 X 4 OFEELRIT, A—T 2 MED 56%
ETTRARED S1%THRE SN, £ 1T, —HERIBPREE TA—7 2 MEOBEIZEL S HH
L7eRRBfR A DR WEEES (BBE 10%E) ThoT, I ERBICHLTA—F2 b
FECEL HE SNEAEERORBAREZ LB LEZLOTHS,

K1 GISTHERADZETFRAREREICEVWTRA—T 2 D GIST EED 10%UET
T5RBDGISTEE LY L ZHRETN-ARERZRDLOLVEEER"

GIST
A—F 2 b (n=202) 75k (n=102)

BITEH, #ilE (%) S L—F 7 L—F 3/4 T L— R 71— 3/4
BHEFZIBGIER 114 (56) 52 (51)
A Il s

T 81 (40) 9 (4) 27 (27) 0(0)

FERESE TN 58(29) 2D 18 (18) 2(2)

{5 R 41 (20) 0(0) 14 (14) 2(2)
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DB

I 31(15) 9(4) 11 (11) 0(0)
B e

BEAEE 61 (30) 0 (0) 23(23) 0(0)

5 28 (14) 2(1) 9(9) 0(0)

FRAEERE 28 (14) 9 (4) 10 (10) 3(3)
PPRR R T

BREZE 42 (21) 0 (0) 12 (12) 0(0)
Bt R E

W, IR 28 (14) 1D 9(9) 1(D)
R - SRR hads

BEAIR 67 (33) 1) 30 (29) 5(5)

) 9E 45 (22) 10 (5) 11 (11) 3(3)

* HEEHIGEAGELEE (CTCAE), Version 3.0

a) BABGRZ &

GIST REh A © _HERIBEEFIZIIT 280K,/ ONELANAO OERNEIL, A—7 2 RED
26 (6%) & 7T BREED3F 3%) TR L, BEEAL, A—T 2 MO 156 (7%) &
TV AREED 45 (4%) THRIE U7, WEEE, 2—TFT 2 MEO 10 (5%) & 7T BREED 2

Bl (2%) T3EE LT,

R 2T FTAR GEELR 10%2L 1) KRB Z MO WIRARAIE R 2777,

&2 GISTHERAD_ETERABREBCETAIR—T 2 XTI TS5 EHRED GISTEED 10%

UETHE SN -RRBFREMOEVERRREERE"

GIST
A—7 2k (0=202) 75 %R (n=102)
BB, Bl (%) L L— " 7L K 3/47 L7 L— F 7 L— 1 3/4™)
il PR A (1 3R S 68 (34) 22 (22)
A Il s
AST /ALT 78 (39) 32) 23(23) 1D
YR 50 (23) 20 (10) 17 (17) 7(7)
TNHYRAT 7 H—8 48 (24) 74 2121) 4(4)
7T 35(17) 10 (5) 12 (12) 303)
wruLey 32 (16) 2(1) 8(8) 0(0)
MgEe Y Ly 20 (10) 0(0) 4(4) 0(0)
DB
LVEF (KT 22 (11) 2(1) 3(3) 0(0)
- R
ILVTF= 25(12) 1) 7(7) 0 (0)
&b U 7 S fE 24 (12) 1) 4(4) 0(0)
& R U U A ImE 20 (10) 0(0) 4(4) 1)
I A AR A SR
A HER 107 (53) 20 (10) 4(4) 0(0)
JIPAN= 76 (38) 0(0) 16 (16) 0 (0)
/MR 76 (38) 10 (5) 4(4) 0(0)
~ETary 52 (26) 6(3) 22 (22) 2Q)

LVEF~72 SBR 3%

*HERFIGEAGEEYE (CTCAE), Version 3.0

a) A—F 2 FEICBIT S Y L— N4 OBERBEBERFICE, TABIERRTrZ—F (1%), J—¥ Q%), 7L 7 F
= (1%), AU 7 AMAE (1%), FHER Q%), ~T7 ey (2%) ROM/AMR (1%) %8t

b) FIERBEICBIT D7 L— F4DOBERBEEREICE, 75— (1%, V53— (1% RUO~NEZSobEY (2%)

wETe,



AZF =7 pNET Page 15

HfENTH:, BERABHE I, VI BARBORFICA—T TN DA—T o NS HES
DE 26N KRR (14.1) 22, A—7 » MEZEID 1T e 241 T, 139 #in
CHEEBMOA T T OWVBRERE O TA—T v N ERT, A—T7 2 MEERHM O $E
L6 A7 CEE8SH A7, & I~V A7 N) Thotz, BENICA—T 2T~
A—=T 2 MERE ST T 255 FlCI T 2 BRI R b OB ISR G- M o h R ElE, 6 Y1 7

CE¥) 78 A 70, & 1~37 A 7 V) Tholz, RERT 18K (46%) (GO HE, 72
%] (28%) ITIRERMSHEThH -7, #HPIHCE > HEBREZ B DR WA EEROFEHRT 20%
Tholz, AT T NBREREMTA—FT v ezt AE TbilALNE, 7L—F 3
X% 4 OREBRAE bR WEEERL, 5E57 (10%), @it (8%), HIE (5%), FF (5%),
FRIEGFRE (5%), Bl (4%), BE B%), BECRIE 3%), RKIEKE (2%), W (2%), Mk
HRESREIR NE %) Th o7,

6.2 RAMRCC ZHRIZLI-BBTHON-EEER

KA RCC 2B LR BA D as-treated BFLEMIT 735 H1TH Y, WiRIEL, A—7 > MR
375 5, TFN-afi23 360 4 Tdro 7o, TRFHIM O T RAEL, A =72 MR 111 A (0.4~46.1 »
A), IFN-ofE2 41 5 H (0.1~456 » A) Thotlz, A—7 > bEED 202 5] (54%) K T® IFN-o
BED 14141 (39%) & HAFWTL, A—7 2 MED 19441 (52%) KO IFN-afED 98 4] (27%)
NEGEYEE L., REPIEZESTEAEFRORBRT, A—7 2 MER 20%, [FN-off)
4% TH -7, MR 2 RERRAE DR VEEREZOIFEALEN, JL—F 1 i 2
Thotz, A—T 2 MED TT%M O IFN-oFED 55%DBEIZ T L— K 3 it 4 OFRERERE D
RWEERERNHE S,

F31E, A7 MEER O IFN-ofE CTHA S Uz REEBIR A R D WG EF SR GEHLER 10%
LiE) ORBEEALEBLEZLOTHD,

£ A—TUMHEXEA 22— 20 08D RCCEED 10%ULTHRESN-FEEFR

HRIBEE O RCC B #F
EIEA, n(%) Z—F > |k (n=375) IFN-o (n=360)
7 L—F FL—F349 | @FL—F |ZL—F349
BIEHREHREIE 372 (99) 290 (77) 355 (99) 197 (55)
g
it 233 (62) 55 (15) 202 (56) 54 (15)
e 96 (26) 42 (11) 81(22) 21 (6)
FEER 84 (22) 3(1) 134 (37) 1(<1)
IRERA 60 (16) 1(<1) 60 (17) 3(D)
I 53 (14) 3(1) 111 (31) 0(0)
g 50 (13) 7(2) 24 (7) 3
AT IVE YRR 18(5) 0(0) 54 (15) 1(<1)
B IGEE
TH 246 (66) 37(10) 76 (21) 1(<1)
GV 216 (58) 21 (6) 147 (41) 6(2)
FEEEE - DNk 178 (47) 13(3) 19 (5) 2(<1)
Mgt 148 (39) 19 (5) 62 (17) 4(1)
e 128 (34) 8(2) 16 (4) 0 (0)
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5 © 113 (30) 20 (5) 42 (12) 5(1)
fEE R 85(23) 4(1) 49 (14) 1(<1)
H N gz 50 (13) 0(0) 27(7) 1(<1)
B BRI R - AR A 5 47 (12) 1(<1) 3(D) 0 (0)
5317 52(14) 0(0) 8(2) 0 (0)
1N e 54(14) 2(<1) 2(D 0 (0)
e 40 (11) 0(0) 2(D) 0 (0)
iz 38 (10) 0(0) 6(2) 0 (0)
DERE
& I 127 (34) 50 (13) 13 (4) 1(<1)
Y MEERE 91 (24) 7(2) 17(5) 2(1)
B s 61 (16) 10 (3) 19 (5) 6(2)
P g RS
I 109 (29) 6(2) 39 (11) 1(<1)
FIRIEBRRE 108 (29) 32(8) 3 0(0)
KEEe, EHEKE 94 (25) 1(<1) 0(0) 0(0)
P 85 (23) 1(<1) 26 (7) 0 (0)
BEEE 75 (20) 0(0) 1(<1) 0(0)
it A 51(14) 0(0) 34 (9) 0(0)
FRIBEE D RCC B
EIEA, n(%) Z—F > |k (n=375) IFN-o (n=360)
7 L—F FL—FR349 | &7L—F |ZL—F3/4Y
BIEH IR EIE 372 (99) 290 (77) 355 (99) 197 (55)
w1 46 (12) 2(<1) 5(1) 0(0)
% 9T 44 (12) 1 (<) 24 (7) 1(<1)
PR IR
PR @ 178 (47) 1(<1) 54(15) 0 (0)
IR 86 (23) 4(1) 69 (19) 0(0)
FEMED E N 43 (11) 2 (<) 50 (14) 2 (1)
R Bt SRR
HEYR 105 (28) 19(5) 52 (14) 7(2)
A Efive 111 (30) 10 (3) 69 (19) 4
DU SR DU RS ek 150 (40) 19 (5) 107 (30) 7(2)
NI PR E
AR IR RE M T 61 (16) 6(2) 3(1) 0 (0)
I 2 R
AN 100 (27) 3(1) 51(14) 1(<1)
% PR 99 (26) 24 (6) 71 (20) 15 (4)
S MAER 2% 54 (14) 0(0) 8(2) 0@
1 JEEnF R IR 51(14) 2 (<) 9(2) 0 (0)
RGBSR 43 (11) 2 (<1) 9(2) 0 (0)
R - SRR
BRI © 182 (48) 11(3) 153 (42) 7(2)
FH 2 g
i G &g 140 (37) 16 (4)° 35(10) 3(1)
TS
ABRSE 57 (15) 3(<D) 37(10) 0(0)
5 ¥ ¥ 40 (11) 0 (0) 51 (14) 5(1)

*HERFIGEAGEEYE (CTCAE), Version 3.0

a) A—7 v FMEZH BN L— F4OFEFRITE, M (1%, BEE (<1%), MERE#E (<1%), 8&HE (<1%),
FH (<1%), TR (<1%) ROES (<1%) Bdoi,

b) IFN-alfic A B L —F 4 OFFFLICE, MREEE (1%), BF (1%, BE (<1%) KO 2H (<1%) 3ko
77

c) IEMBR A &t

d) BREEE, WRBIBRUHWRERE ZET

o) BHBLEE &t

0 ZL—FsoEHm (15) 2&ie
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o) OOy EETe

FEBHE A D7\ 7 L— R 3/4 ORISR 23 4 1077,

T4 R—TUMEXEIA3—T O -0 HDEKRAEBERCCEED 10%ULTHRESINT-

FRRREERR
RiIBEEO RCC B
A—7 2 k (0=375) IFN-o (n=360)
MAEIAH, n(%) BT L—F* | ZJL—RF34% | £71L—F* | 7 L— F3/4%0
B IGEE
AST 211 (56) 6(2) 136 (38) 8(2)
ALT 192 (51) 10(3) 144 (40) 9(2)
Y 3i—¥ 211 (56) 69 (18) 165 (46) 29(8)
TAHIRAT 75— 171 (46) 7(2) 132(37) 6(2)
¥
TIT—E 130 (35) 22 (6) 114 (32) 12(3)
el I 75 (20) 3(1) 8(2) 0
e Y e 49 (13) 4(1) 3(1) 0(0)
- RS
JVTF= 262 (70) 2(<1) 183 (51) 1(<1)
ILTF xS 183 (49) 9(2) 40 (11) 4D
SR 173 (46) 54 (14) 119 (33) 29 (8)
Vi AVEN 5 1 156 (42) 4(1) 145 (40) 4D
y 116 (31) 22 (6) 87 (24) 23(6)
TAT I 106 (28) 4(1) 72 (20) 0 (0)
7 R obEREm 86 (23) 21(6) 55 (15) 22 (6)
TR U N 75 (20) 31(8) 55 (15) 13(4)
7 N obERED 65(17) 0(0) 43 (12) 1(<1)
70w LEEN 61 (16) 13(3) 61 (17) 15 (&)
A7 SN 50 (13) 2(<1) 35(10) 5(1)
7T A 49 (13) 3(1) 7(2) 1(<1)
PRNVRN: ) | 48 (13) 0(0) 38 (10) 0(0)
MR R R A
A HER 289 (77) 65 (17) 178 (49) 31(9)
~ETary 298 (79) 29 (8) 250 (69) 18(5)
N 255 (68) 35(9) 85 (24) 2(1)
U Bk 256 (68) 66 (18) 245 (68) 93 (26)
A i Bk 293 (78) 29(8) 202 (56) 8(2)

*EEHLIEHZELYE (CTCAE), Version 3.0

a) A—7 2 MEIGGED ONZ /L — N 4 OIFEREBRE L, REE (14%),

U= (3%), ek (2%),

VU SER (%), ~EZEEY (%), MM (1%), 737 -8 (%), ALT (<1%), 7 L7 Fr&i—+F
(<1%), Z7L7F=r (<1%), 7 FIEEN (<1%), L 7hEld (<1%), Vi (<1%), B
LI (<1%) FOYF MU O AR (<1%) 238 o7z,
b)IFN-a BRI D BN L — N 4 OBRBREMBR T ICE, REE 8%), U 38k 2%), J/3—8 (1%), HH
B (1%), 7I5—F (<1%), HAT7H8I (<1%), 7 FoERL (<1%), U o880 (<1%) K

VT (<1%) Bhotz,

6.3 ZEI# pNETREBRICHEITE2HEEER

B A O P REL, 2—F 2 MEEA 139 B (B -
1~614 H) Th oz, A—=FT> MEDO 196] (23%) KO T T EREFD 45 (5%) 7 14E%2B 2T
B Ak LT, REOPRENE, A—F 2 MED 256 (30%) RO T vREED 104 (12%) T
LT, BEEOREZ, A—7 2 MED 264 31%) KO 7 BREED 9] (11%) THEUT,

v

13~532 H), 7" &AREEN 113 H (HEH -
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WEPILICE > HEEROREIREL, A—T 2 MBS 2%, 7T ERER17%TH -7,
WHECAH LN TR RBMRE DR WEFREROEEL L, KSR L—R1IX T2 ThoT,
KRR A MW7 L— R 3 XL 4 OFEFERIE, A—T7 2 MED 54%, 77 BHREED 50%T
Wi an, #5101, RBIBRETICA—T > MNEOBEIZSL BB U KRR E MR WEE
G (BILE 0% L) T, 79 ERBHILE L TA—T v MEIZ < ME SN AEELORE

RBEHLTELOTHD,

x5 FEMHAPNETHRICBVWTRA—FT U HOBED 10%ULTTSEARBDEELY D
ZLHRESNEARBEFRZEADLGVEETER"

pNET
BIEA, n(%) A—F > | (0=83) 75K (n=82)
&7 L—F 71—k 3/49 &7 L—F 7 L— K 3/4

BITEHFEIREIE 82 (99) 45 (54) 78 (95) 41 (50)
g

S E 28 (34) 4(5) 2227) 34

9 5 27 (33) 4(5) 22 (27) 7(9)

IRERED 13 (16) 1D 9(11) 0 (0)
B IGEE

T 49 (59) 4(5) 32(39) 2(2)

A% - DERRED 40 (48) 5(6) 15 (18) 0(0)

CEVI 37 (43) 1) 24 (29) 1)

fE9E © 32(39) 4(5) 28 (34) 8(10)

Mgk - 28 (34) 0(0) 25(31) 2(2)

B R 12 (15) 0(0) 5(6) 0(0)
DERE

& I 22 (27) 8 (10) 4(5) 1)
e L

LA 24 (29) 1D 1D 0 (0)

FIRAEERE 19 (23) 5(6) 22) 0 (0)

5 15(18) 0(0) 4(5) 0(0)

F B 12 (15) 0(0) 9(11) 0(0)
PR IR

TR E 1721 0 (0) 4(35) 0 (0)

GEL] 15 (18) 0(0) 11(13) 1D
R Bt SRR

B EhiE 12 (15) 0 (0) 5(6) 0 (0)
TS

RS 15 (18) 0(0) 10 (12) 0(0)
FH 2 g

i g @ 18 (22) 0 (0) 8(10) 3(4)

S . 17 21) 1(1) 4(5) 0 (0)

*HERFIGEAGEEYE (CTCAE), Version 3.0

a) A—F v ML A BN T L— K4 OFEERIL, EY (1% Bbol,

b) 77 ZPEORNE, EARE, L, T8, 5, DEENEBEEE, DENTRE, DR, SRS, O HE
M, HEORAE, DANEEE ST,

o) JEM AL, 8, HIEMMRE &,

dy rbifn, fFHENE, mAE, wEif, i, A Vb, REFEHLEE T,

FOITIT TR GEHLR 10%LL 1) RARBRZ MO WIRARAIE R 2777,
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&6 FEMHEPNETHRICEWTR—T 2 FEDEED 10% UL THRESNI-BEREEERE

pNET
A7 | A
RAEIEH, n(%) N E7L—F* | ZL— R34 [ N BJL— F* | ZL— R 3/4%)
A Il s
AST 880 82 59 (72) 4(5) 80 56 (70) 2(3)
ALT #m 82 50 (61) 3(4) 80 44 (55) 2(3)
ALP 881 82 52(63) 8(10) 80 56 (70) 9(11)
e U e 82 30 (37) (D 80 22 (28) 3(4)
7T —EHm 74 15 (20) 3(4) 74 7(10) 1D
U —E N 75 13(17) 4(5) 72 8 (11) 3(4)
- R
7 R BRI 82 58(71) 10 (12) 80 62 (78) 14 (18)
TN I 81 33 (41) 1(1) 79 29 (37) 1)
U 81 29 (36) 6(7) 77 17 (22) 4(5)
FN T DD 82 28 (34) 0(0) 80 15(19) 0 (0)
PR NURVEN 5 7 82 24 (29) 2(2) 80 27 (34) 2(3)
7 VT T =N 82 22 (27) 4(5) 80 22 (28) 4 (5)
7 R bR 82 18(22) 2(2) 80 12 (15) 34
VRN 7 82 17 21) 3(4) 80 11(14) 0(0)
S VPN 52 10(19) 0(0) 39 4(10) 0(0)
U UL 82 15(18) 1(1) 80 9 (11) 1(1)
AR
B H ER B 82 58(71) 13 (16) 80 13 (16) 0 (0)
~F T a 82 53 (65) 0(0) 80 44 (55) 1)
i/ INREC A 82 49 (60) 4(5) 80 12 (15) 0(0)
U BRI 82 46 (56) 6(7) 80 28 (35) 3(4)

*HEHPILGEAGEEYE (CTCAE), Version 3.0

a) A—7 v MEIREO LN L— R 4 OBREBREBREICE, 7L 7F=r %), V3—F %), 7 FuiEEd (2%),
7R OHERI (2%), HFHER (2%), ALT (1%), AST (1%), /MR (1%), 7 U 758000 (1%) RO ED L EY (1%)
Nk ot,

b) 7T e REICEED NS - F 4 OBRFEREBRFICE, 717922 3%), TAAVERAT7 7 #—F¥ (1%), 7 N
I (1%) KO 3—8 (1%) 2oz,

6.4 FFIRMEEREER

GIST Bk A O " EHERIGERITIZ, 2A—F 2 MED 76 (3%) TR ZER IS5
WL, 77 B RBCEER L o7, 700 55, SHIR 7 L— R 3 OFREFRILAEE (DVT)
THY, 28R L—K1XE2DDVT Thotz, ZO GISTEH 78055 4 4)TiE, DVT 2
MANHER Sk, &G55%HIE LT,

RIEF RCC AR LIZRBRTlY, A—T7 2 MEED 1361 (3%) (CERIRIMARIERRME S 3
ST, 2056 76 2%) FMERETHY, > H1FANRTL—R2, 6FMNI1L—FK4T
bHot, F, 64 2%) ZDVT THY, H>H3[NTL— K3 Thotm, MERECLY 14
MA—=T 2 OG- E2 I Ule, MiZERiED 2 FI R O DVT @ 1 fH3 5% hlr L7=, IFN-afFD R
1R RCC BT, 661 Q%) ICFFIRIMARZEARMER S REL LT-, WallE, 14 (<1%) BT L—
R3DODVTTHY, 56 (1%) 3T XTH L— K 4 DZFERIETH -7, pNET BF Tix, A—7
YO LA (1%), 77 BRED 5 H] (6%) THARMEZERMEESRSRE SN, A—7 o ME
DEFL, FL— R2OMBIETH-oT-, 7T vRBEOBREL, 28R DVT (56 14127 1L—F
3), 2BIMBHHERIE (D H 1HIR 7 L—FR3, 1HR 7 L—K4), 1R 7 L— K3 OFEHERERE
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TH o7,
6.5 Witk O ERNAESEIERE

T A RRFETE & vl B EIEERRE (RPLS) OEEHT R 2B EEZ N ENIC (<1%)
WESN TS, ZOFRICE - TEIEIERR &2 & > T2 BF IR o1z, TAMNARREER D
RPLS (2 — 3 o e Ak (i, SR, R, SREZ (b M OB E 23 O 121
Kipl) DAHRLNLEFT, mEEHEZD, EFNREHRETI 2L, A—T FOoFGR
—REHEr S Z LR S N S, BIERR, EMOFIET TR AZHAL T L,

6.6 [EEEUITHEE

BER SUIIFREDFER AR SNIHEITIE, A—TF v hoREATIETAVNERH S5, KB
# RCC Tlx, A—7 > FEED 561 (1%) IZHERDTRO HRTZOIZR L, IFN-ofETiX 14 (<1%)
Tho7-, pNET Ti&, ZA—F 2 MO 16 (1%), 77 BREED 16 (1%) ICEENED LN
Ty AT r N U BE CTHEESRD Sl (HAEE 25 O A EoirE (5.1)
w2 ]

o}

6.7 TREOERZER

A =F =T OHilRE TOERICBOTU TOREHARO bz, 2 b ORIWEMIZ AR EE
ORFLEMMPO ARMUICHESNTZ LD TH D0, HEPRBARERET 2L, HDH 0T
YT L ORISR AT D 2 1L, BT LHARETIER,

BOER 72 iR & Wl o ol A Brde, EEREYYE (hEKBEOEBICHND 5T Bl
ENTN5D,

PHEBARLOEEAM DRV IA AN =KD (L) BERAEES WS S, —EORERIE
BOERI iR A2 o 7o, MEEOIRGE S 5 WITERDRD LN THE 1L, EIERTRER AL CTlaE
s STy BN

A—7 v MEOBE TN NUEESRE S TWD, A—T7 » hO—REy e 3 L
S, [EEBITERMOBEE CIHELHRT L2 LN TE D,

/MR IBME % £ 5 BoER 72 A3 S S Cn s,

ORI 2l - 72 b 0 &2 G, MZERENHE S TW5,

B 7R Al o - b O &2 56, BERERE/BALBHRE SN TS,

BAERE, FNCR 7 —BEEHEIRESN TS, X—=2AT7 A VEORBENPHERINTE
D, BAROFBIIFEIZOWTEEET=F—TRETH S, PEENSEEOERORESE
W2 DRI 22 2 —F o MIBEDZEVECOWT, RRIARFHMEIZIThh TRy, R 71—
PIEGEREDBETIE, A—F o hefild52 &,

M THIE 2 2 DR BUESOS HE STV 4,

O Lo TUIEBOBEIER QY (T) BRI, BRERRERFEZ IS 2 &b & D ALIEAK
BEEISN TV,

A—T v NEREZIT T2 BE T, BICBSEH R ERMEERESZPRE SN T D, &HE<
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FHOIVEERIT, WMEFE, —IRMEMEMREE, MEETH -,

AT v MEBEBFHETONI BHEIN TV, [BEEROHH EoTE 5.7) 22H]

Z—TF v MEBRBE TEIAN2 O L E®, TLS OEFINHE SN Th5, S RO Eo
HE (5.8) &)

A—=7 v MEREFHE TEIEN 2 b 0L 30, M moOEFA#RE SN TS, EEROEM
DEE (5.6) 5]

7 EYHEEEH
71 CYP3A4 [HEH

rhad S —m kS i8R 77 CYP3A4 FREANIA =F =7 O ETRE % LR S5 TaEtE
Bb, LiEmoT, BEREEEANRY, UIHWEIOMHEOSIRNBHER SN 5, KR
FANZA—T b (HEEE) 258 ) 72 CYP3AABAERICTH L 7 hat Y — L LG L- & X,
A=F =7 b BRI & A 72 Cmax L OV AUC DEIZENLZ 1 49% K TV 51% A LTz,
A—F v h & CYP3A4 OFRII7RAER] (7 hatb ) —, 4 v TFafb ) —L, 77U za<Afy
v, THEYIFEN, £V EN, nefazodone, V7 4 F N, U NFEL, $FFENL, TV
AavA vy, R = l) OffHEGIE, A=TF=TRES FRASELREREERH D,
T =TT N—YH A—F v hOMPHEEL RSG5 NN S 5 (THREKHE) 2M), A—
T2 N7 CYP3A4 BREM & AT E 520 WGEa1E, A—T V MOBEAEZBETLZ L

(THE - HI&E 22)1 28).

7.2 CYP3A4 FEH

U757 B rip 8O CYPIAL FEANTA =T =7 OMIETREAET S5 /R 5,
L7235 T, CYP3A4 #FHET HMEMNR 72, XIEEFW OB HSEOBIRNBHELE S L 5, e
BRFICA—T v b (HEE) 257 CYPIAAGHEERTHAH U 77 B v 0BG L &
&, A=F =7 EEEMEREH A G 7 Cmax KON AUC DEIZZF 1 F 1 23% K TN 46%(% T
L7, A—=72 h& CYPRALAFHEER] (X AZY Y, TJo= Y, IANTEEY, U7y
YEvr, UTZ 77T, rifapentin, 7= SNV EZ—L, L ke Va— X U (R E)
OPtHEGIL, AT =7 REA R TSI WEERH S, A—T v boRG 2T 5 EH T
YR Va—r X U= ERBICRASERWI &, A—F 2 & CYP3A4 FEAI L AT S
LHEBLRVEEIE, AT NOWMEEERETLHIE (THIE - HE 221 2]),

7.3 CYP OMBBRUFEICET 5 in vitro HER

Invitro A ERNG, A=F =73 FER CYPBRAZFHEIHE L2V PRI T 5D,

v MFI 7 v Y — AL O E W2 invitro BER DRGSR, A =F =7 RO OFFIEMERH
¥ix, CYP 4> ¥#& (CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EL,
CYP3A4/5 KT CYP4AY/11) 12 & 0 RFT S 2 M & IRV RIE & 72 580 AAEH O TR K
WZ EBNR ST,
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8 HAGRAICHITLER
8.1 iR

fHRH 7 Y —D [BHEROHEHOER (5.2) 2]

ARG LT e, A—7 v MIBRICELEZ RITT SR H 5, mEF AL ORI
BRI RBRERTHLHID, A—T7 2 NERA LEGE, WEFEOHEIC LV ERICEE
IR RFTAREMENR B D, Ty AU FEMRE LEEHOAFRBR T, A==
(A, M, IRIEEESTED LN, ERICBWT, MU TESERINTZA—T 2 FD
RETFER ST, b LIEIRPICARIAZER L0, AFIORAFICEE TIRLZD L
B AT, IBIEA~OEER R GRSV CEBE I LW D & Th 5, iR REA I,
A—=T v MIEDEEEAZIT TCOLMIIRET T X5 fErRT5 2 L.

RIZKET B A=F =7 OFEL, 1TEZ v b (03, 1.5, 3.0, 5.0mgkg/H) XOUHF (05,
1, 5, 20mg/keg/H) TRHBiSNTz, T v b TEIRET R USSR R ORILEOG E RN,
Smg/ke/H (L% 1 HHE [RDD] %5 LBFICBIT 225 BHE (A =F = 7+ T EE M
WE G AUC] O 5514%) TR b, v XTlE, MAETCOHFZRHEN Smg/ke/H T
OB, FAICKTAEENT 1 mg/ke/H (50mg/H @ RDD %% 5- L7830 AUC DK 0.3 %)
LETRO LN, Ty hOFREICKT DB, WEROFHEOETHRGE Tho7T-, X T
%, 1mg/ke/H CTHIEZ, 5mgke/H (RDD %5 L7=EHED AUC O 2.7 %) THERKOO
FHPRO LN, HEN 3mgkg/H (RDD ## 5 LIBFED AUC DR 23 (%) LLFDT v R T
i, BRATHLHBLRO LRl

A=F =7 (03, 1.0, 3.0mgke/H) %, MHET » MExIg L Lo AR L O AR O34
PEERER CREM L 7o, AESRP R OMREL IS 2 RHME DS EI N 1 mgke/HEL EOAE TR L
=03, FHADAEENEL 3 mg/ke/H (RDD %45 L= BH D AUC Of 231%) ETOHETHRD
Bivipinolz, mAED 3mgke/H TIE, TOHAERNIEEDORBD DR S, MR O1C
BESLATO MM P, HECIIEERLR IS bR L2, &K 3mgkg/H (RDD %5 L7=HBF& D AUC @
#12315%) OHETHOREFTEIIRD NI -T2,

8.3 BRIl

A=F =T ROEOREITT >~ FRITPICHRE S D, RATOMET » T 15 mg/kg &5
Lick A, A=F =T ROFORBWITMIETIREDORK 12 5O E THIHPICHRt S 7z,
AHINLZE O FEEERB O v PHITH~OHMITI A TH 5, 2 < 0FEYIT e MR PICHE
MEhn, LRICA—T v NOEEREWEHEZE L BENNH D720, BHERRAL TS &
ODEIEMAEZEL T, BALOFIEHLWVERAOFIEONTRNRET S Z L.

84 /R

NIRRT B A—T 2 N O R OE IS STV,
RS RESED =7 A4 P& AW T=ABR [2, 6, 12mgkg/H D 3 » HEEH &S K03,
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1.5, 6.0mg/ke/HD 9 % A 8 V1 7) MBEE] (2T, BimikE O RPRA, RDD O
AUCD 04 5L HIZHY T2 HETHO LN BEH O T v M HWEEAR(1.5,5.0,15.0 mg/kg/
Ho3» AMEREGLT03, 1.5, 6.0mgkg/HD 6 5 AR ¥4 7 0) MEREE] 2B\,
HERE OhEE OB bk B AR OIS OB #rH#0) 725 5 mg/kg/H (RDD ¢ AUC OF) 10 fFiZ
FIY) DLETHO LN, FIC, W#ES Smeke/H 2B 25 AETRD LN, Bk R
TERL DA BE R ORI EKRFETH Y, KRIEIC XV EIE LR, RoftRILEE Lo
Too PSR A EEMEENE, 30 AMER RS TIXRRE TE eh oz, 81 7 M5 T
L 15meke/H ERESNT-, Ty MIBITHEICETHEEEEIX 2meke/ HEULFTh o7z,

8.5 m&EimAE

AR BT A—TF o M5O GIST )T RCC £ 825 il 277 4 (34%) 1% 65 mLL ¢
B oto, HBIAH pNET RER TlE, A—T v F&ZIT7= 2260 27%) 7 65 Ml ETH -7, Z2etk
ST BB L TiE, FEEEEER & SmiE ClIaeRmicEZx o7,

8.6 HMEMEE2A7dE

Child-Pugh 73#80 A Xix B OFFEEZHTHEEICA—T » MR 5T HH6121E, FIEHED
I FEIR, AT =T R OEOFERFWITFIFE TR SN D, A—T o M HER
L EORHFEBEEICOWTL, BESUITEHE (Child-Pugh /7% A X' B) OHEER®
B HEERAT & FPERE DS IEH 7o B & ORI LA D n o 7=, AFL, BEE (Child-Pugh 5345 C)
DFFFEE 2 A3 HHEE TITRET S TH RV, A 20 RIC LR TIL, ALT T AST
PIEFE ER (ULN) 0 2.5 (B OETH 2 2 IIHFEREI L D ULN O 5.0 5B OfE TH I
LML LTz,

8.7 BHREMEEZATIE

W, PEE, BEOBREAELATLEEICA—T V MaRET 256, BGHEOFH
EBER, Z OO RERNIL, AR OCRAICIESNTIT S ~&Ths [HEHEN 23)
B, MIEEAT 21 T B RIIEER (ESRD) OBHFICH LT, Bl AROMMIZLER,
L, BHEREDSIEH ki &t T, MEENT 2% T % ESRD i TO A =F =7 Dk
BRI 4T%IE D o T, 0T, EOBIIRAMR OBRMCESOCREE 2 f5F it 5
ZERTES,

10 BERS

A—=F NOWMERGOEFE LTE, —MRFHRIEEERT XX ThDH, A—T L bD
R G 2 R R ERIT R, BB OF, M SUXF SIS L - T, RO FH)
OHEM AT Z &, BERUEERG PV OPREESNTEY, Z6IKTA—7 2 FDOBEED
LEMT BT 7 A NE BT HIHEEZRBMNED bbb, AFEFRPALNRN b Ho
7oo AERHET 1500 mg D A—7 » MERDEEGT 2 BRWER S 1 HRESNZR, F
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ERELITRD SN, AR TR, T v MSRWVT 500 mgkg (3000 mg/m?) o> 5 H LA
FOEARETEERRBD BN, ZOMETIE, #IEERE U CHBIESRE, BN
B, BFEZHOKT, BRI, MEBEEXONEIERENRD N, AHELVEAEICBNTY,
EHIMOBEGIZ L VT RO FREEOFMIER D ZED Sk,

11 #ARE - K

SUTENT®I%, HEHOZRRAT 1y v ) —8 RTK) AHEH &3 58 0O SR A A
FrirF P —ERERTHY, A=F=TD) rIBETHL, A=F =7 U AMEOTF
4,1%, Butanedioic acid, hydroxy-, (2S)-, compound with N-[2-(diethylamino)ethyl]-3-[(Z)-(5-fluoro-1,
2-dihydro-2-oxo-3H-indol-3-ylidine)methyl]-2, 4-dimethyl-/H-pyrrole-3-carboxamide (1:1) TH 5, 1
AT CoHyFN4O, 0 CiHeOs T, 43781 532.6 ThH 5., BA NI PG A =T,

H.C ) N N
3 H < _\
/ \ o CH,
g /I i
o OH

Iz
T
O
(@]

Illg—
Q
O
N
T

A=F =T AT A~ WSO KT, pKald 895 THDH, A=F =7V L 2k

i pH 1.2~6.8 O/KIEHRIZ 25 mg/mL LA BT 2, pH 7188 54 7 % 7 — KO 53EARE
(log) 1E352TH D,

A—=F b (R=F =7V A 1%, HIFENZEI S ECA =T =7 Y IR s A
=F =7 L LT 125mg, 25mg XL 50mg 5T A0 7 BAHT, iiime LT, == h—/,
TRAINAR—AFT NY T L R Ry (K25) KOATT U U~ T2 T LEST,

BARGEOE T F o VARE, BIeT 7 o RO = Re#kE gL, MiEBt0E T T
T FENE, BLTFZ L, = bk, EAE RS OB SR ST, ABROHITHA v
7%, By s, vl s Ya—in, Kk RN UA, RERCRUBLTZ o a2Ete,

12 BRPRZETE
121 ERERF

A=F =T ) AT O RTK 2 HET RS TLEmTH Y, T RTK O—FHn
SR, B 72 0T A e OV OMETTICEA G- L T D, 80 A B Z D6k x e — BT
KT HA=ZT =T OEESEZRM LU &2 A, /K HREEHEA 7% &% (PDGFRa Mk Y
PDGFRp), M/ PN B2 135 [R5 234K (VEGFR1, VEGFR2 & ) VEGFR3) , & #lli (K32 254 (KIT),
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Fms £ F v & FF—8-3 (FLT3), =2m=—HflK =5k (CSF-1R) KU 7YV 7 #ifd ik
R BN T/ (RET) Ioxf L, BFEERAZRTZ BRIz, A=F=71cL % EFRRRTK
DF 1 F S —BIEMAFIIA L FE R Ol A ORI LV LS TE b,
FEBEPR AR A FEE & L-ABRIC B W CTHL M ER T D, A=F =7 OFEHWIE
AL SRR L O 2 W -3 BRICB W, AT =7 L ARBREOH I ZR LTV,

A= F =TV IAEN) RTK 258192 in vivo OEIBEERAE €7 L CHE%D RTK (PDGFRB,
VEGFR2, KIT) OV Btz & L, —&0EBRIEGE 7 /L CREEIE O E SUTIELE O8I
NCHEBHEITOME L W o= RA R LT, A=F =71, #lfEokph -8 RTK (PDGFR,
RET X% KIT) %892 MO BFE A invitro TPRE L, PDGFRP M U8 VEGFR2 {K1EM:IE IS
M HE % invivo TIHETAIEAR LT,

12.3 RyYBE

A=mF 2T ROA=F =T Y o ARREOEYERE S 135 FlORFHERFE KO 266 50 E 5 &
FIZBWTEHME L7,

A=F =TI OER G5% 6~12 Fef] (tmax) [SH@ MAEHIRE (Cmax) IZEZE L, BRFIELA
ZF T DONRAFTTRATEY T 4 B RITS o7, ~7/ﬁiﬁ$®ﬁﬁ%%b¢
ARA LT,

A =T =T O O FEIEMHRER O invitro |28 5 & MUEE BEASRIZTFNF195% LT
90%T& ¥V, 100~4000 ng/mL DR FEEFH CTILIREKRFMEITERO bR 0T, A=F =T DI
H@%ﬁﬁ%(wmwinwa%oko%~mMg®%i%lfi,mmﬁkE—%%%ﬁT
HfE (AUC) RO Cmax iE A EIZef] LCHEM L7,

A=F = EFEICT M7 a L PASOBEER CTh D CYP3A4 IZ L » CTEEEHERFH ~RF &, £
FEAYEHFMILE 51T CYP3A4 IZ Lo TRB &N D, FETEHABHDITHRIEE RO 23~37%T
bholrA=F=7FRIcERALEEI NS, B MIBITS [MC] A=F =70 mass balance i
BRClE, RO 61%NEFNLIEE S, 16%ZRF» OIS, A=F =T RTOZED T
FEMEAHIE, i, REOCEPTRED LN EREJEEDE THY, F—N 1L nbo
BB CRILE Y OB B T A REIT RS RE D FE N1 91.5%, 86.4%& 1N 13.8% CTh -7, %
ERFWIRECEF TR ONA, TR TIIHR IR -7, e, A=F=70ORKN
7 U7 Z A (CLF) 1£34~62L/Mr TH Y, BEFEENT 40% T -7,

TR ICH AR O 5 L2 hE, A=F =7 RO O FETEHERGEM O KRR LR
FNENKI 40~60 FEH R TN 80~110 R Th o7, AFAHEARERG LHE, A=TF=T7 K
O DOFEEMERBP OREIL, H5 10~14 BLINICEFIRIBICZEL, #ERE LS, 2=F
=L 3~AE, FERBMIL T~10ETh o7, 5% M ABETITL, A=F=T7LE0E
M OB 62.9~101 ng/mL T 7, AFNZE B KEEREG L-5BE, Uiks
FA T NERRD IR UTEE, SREFIECRNT, A=F =7 U HEEER M o Ry EHEIC
BELRETRD SN2 h o1,

A=F =T OIRYENRET, BEREHIERSE & GIST L U'RCC B % 5 Lo BE THEEI L Tz,
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HHREEHICE T 5 EYEE

WeBRF G A & D REERR B REARAT ORI, A —T7 o b U EETEEREBM O FyEhRE I Z %
LT, &, KE, 7L F7F=r 7 UTFT 7R, AFE, 5], ECOG A= 7 IR RIE &
IRAREBE RIS RV ERRENT,

N NSRS D AT v b OB ENRIEEL S LTV R0,

BEREREE « A7 2 NOHBEGHICBIT D A =T =7 OLHRE R, HEOBMBIER 2
B (CLer<<30mL/4y) & BHERESIER Z2#9kB? (CLer>80mL/%y) THUEL Tz, A=F=
TV BT CHERR S0 7283, MENT &2 511 T % ESRD #RF (BT A A=F =7 D
RE R BT ERRE S BT 2 BE L0 b 47%IE0 o T,

JTRERERR S . 8RS W (Child-Pugh 2048 A) K OVPZEE (Child-Pugh 4338 B) OFR#ERE

BT HWREICA—T » M ERERE L L X OBRERIE, FMEESIER f@%ﬁ%ﬁ%kiﬁu LT
7.

12.4 DRESRER

BELROER EoEEsR (5.4)

13 JEERER =R B BE
13.1 BRARN - BEESH - ZRE~NOEE

A=F T ONRAMEME, rasH2 b0 AV 2=y 7w ZATEHMiEh TWA, 25 mgkg/H

(50 mg/H @ RDD 5 L7 BF D AUC DK 745 LEOHET 1 » A6 » HHO 1 H 1
55217 o7& 2 A, B+ R O BB O@R AL DOIEh, M8 AR O R BRI FE0
B, 8mgkeg/H TlidkrasH2 N T v AV = v 7 <0 ATHIEME LI SN ot A=
F =T OBEFEMEE —ED in viro B [ % VBB RRE RABR (AMES #B2), v hY
VRERE W RERBEERE] KW invivo 7 v MER/MEREBRIZ X0 M0 LR R, BT o
BETRD bNRhoT,

Tv 3 ARG EERR (2, 6, 12mgke/H) IZBWT, JIEROE( (UIRFEZEOKT) 2
12 mg/kg/H (RDD 2175 AUC @ 5.1 {FLL BIZHEY) T, F-vE0Z&l (FERNEOZE) 7
2mg/kg/H (RDDIZHi} 5 AUC @ 0.4 {5LL FICHEY) DL CEIZE S 1, HEDQATHIR R ~DEN
WS, FE R OUIR~OZEL, Y19 » HERGRER (03, 1.5 % 6 mg/ke/H D 28 H
[ 0 #2574, 14 BIEMARER) (ZBWTH 6 mgkg/H (RDD 21T 5 AUC DR 0.8 f5LL HIZHHY)
TH LI, EHIEEMRENRO DL, HL 3 » A GERR CITEHEEEZRETE D o7,
9 » AMEGRBOEREMEIL 1.5mgke/H TH o 72,

Ty MBI AZIEREICITREIIRD SN o 120, A—T o Mib FOZIEREIC R % &
IETRREME RS H S, T~ b (0.5, 1.5, 5.0meke/H AR 7 HE T 21 HEEE) 2B\,
5.0 mg/kg/H (RDDIZF5i} % AUC @ 5 {50 RIZARY) THMIECAHREICHIN L 72, ZREE~DE
Y 5.0mg/kg/H %2 TRIAHETITRO N -7, BT~ (1, 3, 10mg/ke/H % 7Z2ERT 58
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ARG L, B|OEOH S AZE) Tik, AHEE~OREIR D LN T, ZHR, KRR,
TERFE R O s OBRE, B, E#it) 1B L CTiE, 10mg/kg/H (RDDIZEIT 5 AUC @ 25.8
ZLL FICFEY) ETCOHBTASTF =T OEETIHR LN T,

14 BGERFELIE
141 HLEREES

GIST &5k A

RER AL, FIRRE LTOAVABA~T =7 (f~F=7) [CLHFEEHRICEENHEEL
BE IR BERE o7 GIST B A xS L Uz 2 BEM, EHERILR, BEAl, —EHeHk, 77k
PR TH D, BE, A—72 NORGERORA N R—F 4 75T 220k LT
YT ARG R ONRA N R—T ¢ 77 Rz T T B O IR (time-to-tumor progression ; TTP)
T 52 L ThAD, OO R E UL, BIFEAGHM (progression-free survival ; PFS),
78501 (objective response rate ; ORR) M OME/EAFHAR] (overall survival ; OS) DEGREFEN D,
BFEE, AT 2 F50mg Xix7 7R 2:1) ©1H 1EROFRSICEESZE D T 50,
@Fﬁﬁxi%®ﬁm’iéﬁ%®$i’£éif AV a—)v 42 TRAZKG s, EE
MEHE USG5 E s, 77 eRIZE DT o TOWEEBREFIRY a 24—~ L TIHER
TTXWT/F%&@%& A—=F v MZEID AHT BT B I TIBBR AT AR 0 12 25
DEREOMEED T STz,

FRNTHE S 7= PRI T, Intent-to-treat (ITT) SEMNNCITEE 312 1235 £, BF 207
BT A—7 2 RIS, BE 1057 7 BRI ENENIEIERIZHEID AT 65z,

Tl (65 R - A—T 2 MEE69%vs. 77 B AREE 12%), B (B 64%vs. 61%), AFE (1
N TREE & 88%, 7T A ML S 5%, BA WL S 4%, R ITMER L) ROANT 4—
v AAT—H A (ECOGO : 44% vs. 46%, ECOG1 : 55%vs. 52%, ECOG2 : 1% vs. 2%) (T2
T, A=7T MEL T T BRHEO NOHEFI 2 U, AaRE, Fl (94%vs. 93%) KOS
%%%(stw%)T%otouﬁ®4v%:7&5®ﬁﬁ%ﬁﬁﬁf iﬂET%D ATt
P (4% vs. 4%), TRIERBAMATE 6 B UL OIETT (17%vs. 16%) Xi% 6 5 A LLEOHETT (78% vs. 80%)
IZOW T D BV ERL T,

BRE R OV B3 5 R RIAENTIE, TTP ICBET DA X RAY 149 fR383 L 2B R G el
DEM L7, TTP IZBWTC, A—7 v MEHIT 7 B AL D HFHENICERICENRTRBY, FE
T RRA MR U, AR R AR 7128 L, TTP @ Kaplan-Meier #i#R %X 11277
7,
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=7 HABRA (CEFEAEERR OCGISTICHT 2BUEOHER
<5 4 A—F b A pfE HR (95% CI)
HEMEAT A5 (N=207) (N=105) (07T 0 BE)
JIEHE FEL R © 27.3 6.4 <0.0001* 0.33
[HhoefiE, B (95%CD ] (16.0, 32.1) (4.4, 10.0) (023, 047)
4 LA (A 24.1 6.0 <0.0001 0.33
[HhefiE, B (95%CD ] (11.1, 28.3) (4.4, 9.9) (0.24, 047)
Z4h= (PR) 6.8 0 0.006
[%, (95%CD)] (3.7, 11.1)

Cl: {(S¥8XM, HR : ~¥'— FH, PR: &R0

* PSS 0.00417 R 70 - 7o B A SR FHUICEE & #7293 (O’Brien Fleming {5 L5250

a) MAEZB L SEE COMM ; HESHEE SN SATOR T I REHE EEMFR T B0 & L,
b) EIEALD HHEE, ISR & ARV e £ TOHIR,

QBT YDA TIRBE,

X1 GISTHER AIZHIFTS TTP M Kaplan-Meier Bi#& (Intent-to-Treat £H])

100 | — SUTENT (N=207)
S ih Median 27.3 Weeks
= 50 | —— Placebo (N=105)

3 Median 6.4 Weeks
S 70 Hazard Ratio = 0.33
< o | 95% Cl (0.23, 0.47)
2 1 p < 0.0001
o 50 ‘s,_‘_.
S a0 3
3
R o
©
ol e 1
|_

0-

0 (; 1‘2 1‘8 2L1 3‘0 3‘6 4‘2 4‘8 SLI

Time (Weeks)

B O ZH B RIBIRE IS GE S I B ITT BHE, A—7 2 M 243 IR T &R
FE 118 B ThH o Tz, PRMEATRE A C RN H OFHEEEHES Tz S0, HMBREAZREL T7 o7&
RHORBFIIA =T TNV DA—F » MEREIT 7o, BANST 7 BRICED T 68
DI Y, YFNT A AL — =L TA—T o T -VRIBEE CA—T v N 2% T T-, 1R E
HETED DN 2EAHE (0S) OFRMENTT, 0S OFRAEITA—T > MR 72.7 8, 7
T2 R 64.9 - TH - 7= [HR=0.876, 95%CI (0.679, 1.129)],
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AR B

A BIE, A ~TF=TICL BRI I AR E e o7 GIST BE ERBIC LA —
VI - Bk - BT — A HEEIEHBRTH D, B UAHRBROHERER G &R O HE (A
7Y a— 42, 1 H 1 50mg) ZRER LIRS, ARBROBHE S5HEAY Y 2—n 421285
50mg DA—7 v hOREEZTT-, 26 554F 5 FIZESDZERD [PR & 1 9.1%, 95%CI (3.0
~20.0)] BFEO LN,

14.2 ZiARafE

Ris# RCC

RIAHE RCC B Z 5 BRI A—F 2 b & IFN-a O BAEREZ el 5 2 i i £ [E R B 4 L ek BR
MRS T, ZOMBRO BEE, A—7 o MM O IFN-odff O BEREA IR (PFS) A Fbised
HZEThol, TS OxTY FARA ML, Z8%E (ORR), 24A7FHM (0S) KUZLMHE
Tholz, A=F 2 F50mg % 1 H 1 EIAZ7 Y 2 —1 42 THE4 2B T IFN-0. 9 MIU %38 3 [[]
R THRETHHOWT NN, B 750 Bl BIERIE0 072 (10 1), FEEET OB 1k
WELE TR ZRET T,

Z ORIfENTO ITT 2L 750 B TH Y, WL, A—F > NEE375 4, IFN-o #3754 Th -
7o AEHR (65 MORIM « A—T o MEE 59%vs. IFN-a Bt 67%), PERI (B 71%vs. 72%), AFE (A
A 94% vs. 91%, T VTN 1 2% vs. 3%, BN 1% vs. 2%, FEDITHERL) ROT -
AAT—H A (ECOG 0 : 62% vs. 61%, ECOG 1 : MifE& b 38%, ECOG2: 0vs. 1%) (DWW,
A—=F v MEL IFN-offfD N AR & Il U7, BITEHRIE, BRI (91% vs. 89%) K UVHUR#R
WL (MRS D 14%) Thoto, A7 U —=2 JTHRECHR D2 < 380 LN TN (%n%
AL, 78%vs.80%) TV, U/ Ei (FNFR, 58%vs. 53%) KOVE (MEEE E 30%) 232
i<, BEORPIIL, N—RTA CREHIES 2 » B L) OEBEM AR Hiiz (%n%
I, 80%vs. 77%) .

PFS O RBA 2 MZDWTHE, IFN-o & fhlig L7e A—7 o F OB MERHHICHEE TH 5
ZEBHALMNI o (R 8 KUK 2 A2 M), FANCHE L7 LDH o ERMER+ (ULN @ 1.5
& vs. ULN @ 1.5 LA F), ECOG /R T 4 —v L AAT—H A (0vs. 1) KOLLATO BRI (F
vs. ) TiE, AP FHIZIFN-a L D 2—=7 2 MIHEFIZR L DO TH o7, BRTA—T 2 Mt
OFREMEE R LT (F$BH),

&8 FKRAMRCCHEEHITBITH2AMMOKER (FEFFH)

BT A — & A—T R IFN-a p & NP R
(N=375) (N=375) (275 7 IE) (95% CI)
SV T AL A7 1R @ 473 22.0 <0.000001? 0.415
[Pl 38 (95%CD)] (42.6,50.7) (16.4,24.0) (0.320, 0.539)
%Y [% (95% CD) ] 27.5(23.0,32.3) 53(3.3,8.1) <0.001% NA

Cl: {B#EXM, NA: &4 L

a) MSTZN M EM B E R T ORI L 72, fRTORFRTIE, 90 B0 A% v VBSHE SN T edo Tz,
b) p<0.0042 THLAIUTHKFMICHEE TH B L Lz (OBrien Fleming {5 L5 .

OET VDA TRIGE
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2 XRAEBDORCCEEZWRELE-HEBICHIT2EEELGFHRO Kaplan-Meier Bl fR
(Intent-to-Treat £H])

—. 1007 —— SUTENT (N=375)

= gg- Median 47.3 Weeks

)

= o] IFN-a (N=375)

E Median 22.0 Weeks

2 70

.

T 60-

§ 50

B 407

Li

5 307

@ 20

S o Hazard Ratio =042

a 95% Cl (0.32, 0.54)

o4 p < 0.000001
0 10 20 0 40 50 60

Number of subjects at nsk Time (W%ks)
SUTENT 375 274 173 84 31 3 0
IFN-a 375 207 B4 a8 16 g G

TRER S G E THUE S 7z OS ORHEMENT T, OS HFufEiE, A—7 > MDY 114.6 #[H, IFN-o
REZS 949 M CTd - 7= [HR=0.821, 95%CI (0.673, 1.001)], IFN-a#ft OS HRAEIZIE, KAD
AT LA —TF 2 MEBE~D 7 2 A — =D 7= 2 IFN-ofGE A H 1k L7 25 FlOIED, B
DR TA—T » &2 TFN-afED 121 4] (32%) 7255 iz,

PA bAoA RPE RCC

YA NI A EEICIREUMED RCC DRI 2 A —7 » AR GIZOWT, B —Ah %

RiskikBR 2 RERCRE Lz, ERsBRICSM LB T, 2@ TREOYA NIA U HREICES L
ol BETh-oT-, AR 1 T, MEOYA NIA BRI E oo Te BE &1X, A D
4/%EU1@%@$%(WNW»4/5*34%/2R6HNﬂ+4/5wﬂ4%V2'WNa
HAOAORNRREOSG AT, 28 HHL FIIE 5522 Tnba 2 L) ORGEHUIREGKRTHR I »
AEAWIZ, RECIST XL FURAEEHME (WHO) OEUEICHIE & N7 EEHERE O B AT RS0

THES N, B 2 OWWEDT A N A AT L Te o 7B LT, EIEHEESUIR RS A
BETERD, ZRTEROVEMOFRELE L, MAFORBRO T RRA » MIRGETHo T,
ZRZNEAR  (Duration of response ; DR) &l L 7=,

106 FIAFER 1IN, 3FINRER 2 ICBM LTz, BEIFIAY 2= 421280 A—F 2 K
50mg DEGAEZI o, BEPPIAEELZR T, IEEOEEE TREPME S, &
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FONR—AT A OFER, MR, AN OPECOG /T 4—<v 2 AAT—HF AR 1 & 2 TiXF
BRThot, 2BBROEFR DK 86~%U%ITANTH -T2, A—7 2 MERIOABEFD 65%iTHEMT
B olo, MARBROFE O RAEIL 57 5% T, #HIL 24~87 K Tholz, RTDEENAT Y —=
VBRI ECOG /N7 g —% L ARAT—H AN THoTz,
%%®AWX74/%®%QE%&UM%$Viiﬁﬁ%ﬁ?ﬂ%f%ok@ﬁﬁ%%Lbf
PEFEF O 95%1FD 70 < &b —EIITE A MALE OB 2 oA - v b3@EH bR, W
BR 1 OFBHEITOWVTL, &%ﬁ@ﬁ@ﬁﬁ%% METHDHZ L ESME L-, WRBRIZSM LTz
KO BRE (RBEEEFO 97%) IXBERERMN 250 T, BB 1 CIXBRIRIN 2 HifT L7z &
FEBMEME L, BEEEMBEC 1 B0V A MIA v EE2ZT Tz, BB~ D EREE
IZAFAE L COTREERBERALIC DV T, BE O $1%IZ 3380 bivz, JTFEIEaRER 1 ©£<
[27%% 16% GRER 2)], BisBI3iBR 2 TE o7 [51%% 25% GRBR 1)], EHREHEMD 52%
T b 3 p FTOEBEML RO bV, IR TR A D MR ST 5 B I
WTHILORER T Rk & Lz,
ﬁ%l&@2@£@$&@£@%ﬁ’%#é?w&%%9:ﬁ# A2 FOHE R R 3 FEAG L
el A, B TIE 36 BT BB FED L, ﬁuﬁ@iyn%(%%CIzsmwa‘(%o
7. WaEﬁ%%EléEﬂW%%ﬁw:k 25, BBR 2 TiX 23 BINSE B DFRO B, ZZEERIT 36.5%
(%%G:MJN@Q‘?%okoﬁﬁm@ﬁ¥(>%%)@,ﬁ%%%%4%47wifumb
BT, L ESHESNIEEZDT A 7L 10 ICBESN- LD Th o, BB 1 ORHIRIC
BT 5 7 —21%, B 36056, EEETHEO oL XIET —F 1y M 7R THT
LTCWEEERDTNIH (25%) Thotowd, +o72b O TR,

KO YA bHA VERECENTEZTRY RCCEBICET2AMEDRER

HIENT A —H R 1 Bk 2

(N=106) (N=63)
ZhEE (% (95%CD) ] 34.0 9(25.0,43.8) 36.52(24.7, 49.6)
ZhHE (DR) * (42,0, *%) 54 (34.3,70.1)
[, 8 (95%CI) ]

Cl: {EHEXMH

* AR P R S ey

* P [R{EHERR 2 e DI &+ 07T — 4 Tl
a) MO HEMREIC L S B T COFHE

b) IGEBRELERIZ L 53

14.3 [ERBES

BIBRREE72 pNET B A xS TON B IMRERIY, A —7 > NHAIOZ MR, EEEILE
MEA L, “HER, VI ERMBRBRCH o, BEIIRGET 12 7 A LAINIC RECIST THE &
NIBEBET AR SN T DLERSH O, HEOREHIM A 4TI A—T b 37.5 mg (n=86)
X7 TR 0=83) OWTrE 1A L EZTDFHCEESEI (1:1) S, FEERIR
A= NEEE 7T AR CEEEATM (PFS) AT A2 & Thoto, ox Rl A v
ME, 24AEFHR (0S), ##% (ORR), ZatTholz, RETITY ~A X F L HEAOME A
MR E LT,
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NABERHFHIFHEIZ A —T o ML 7T BERBECTHLLL Tz, E6IS, A—F 2 MNEED 49%,
7T HREED 2% IEREMIESE TH Y, HEED RWICIFIEB R AL, A—T v MNETIEAE
T 66%, 77 EARBETIE NWBRLENC2HRIEELZITTRY, YvRAZTF U HUEOREE2%
JBEIT AT MET 35%, T ERBETI8% Th o7z, BFITEBET IR G T IRICE
HETERSEZ T, ERET UIERBROK TRR T, BFITOMERR TR —7 > N
TAHZEMTEE,

ML T — =8 ) I REBEOHERICNE - C, REBITERNCHE Sz PR A 281
T LT, Z4u0s PESICxET D8RO K 27223 o 7= Al fette 23 & 5, PFS (23517 5 BRRHY
(CEHERUEL, IBREEEM R OSSR ERE O TS L > THA—=T » R T TR
ZHED 2 EBRHER SN, AT » MTARa AT — R, F-l L 72— R T 1 U RERIOER
SEMTRCTTRS LN, FTRRICBITS 0S 7—XE3A+0Thotz, A—72 MED 9
BT T 2AREED 21 FINEL Lz, ORRIZZ T ERLD L 2—TF 2 bRENRTEY, it
CHBE ThoTz, AMEOREREZZ 101K L, PFS @ Kaplan-Meier BifR % X 3 (C777,

& 10 pNET EMMAERARICE T H5AMEDRER

HME T A —H A—F | FIER plE HR
(N=86) (N=85) (95% CI)
R LA TR HA 102 54 0.000146 ¥ 0.427
[PeAE, 38 (95%CD) ] (7.4,16.9) (34, 6.0) (0.271, 0.673)
FBhE (% (95%CI) ] 9.3(3.2,15.4) 0 0.0066 » NA

CIHE#EXM, HR=¥— N, NA=ZS7e L
a) W, ERHIC 7T I HRE
b) 7 o v ¥ — D BT ERRTE

3 pNET £MHEGKERIC& TS PFS O Kaplan-Meier B

1he —  SUTENT (N=B&)

Wedian 102 monihs

s o spizel [H=EE]
fledian 54 months

Pawpession Frew Sundual Prodeiin (%)
#

Hazmed Ratic = 0.427 -y
07 95% O {0.271 - DETT) T
g1 #=0000146
] 1 i I I i i
] 3 & & 12 %5 Ei 21
Neamibas of subiects of rzk Tame: {Maniths}
EUTENT B8R 53 3= gL e 4 E
Placego  B5 &1 16 B 2 2 2
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16 A - RERUEY HFLN
125mgh 7L :

BIREEDX v 7T “Plizer”, EHREEORT 412 “SIN125mg” L A1 7 THITEN
TWAEES F o7,
28 S EAAD R B NDC 0069-0550-38

25mgh 7t

R D X v v 71T “Plizer”, IBFRBEADART 412 “STN25mg” & Afa1 > 7 THITENT
WATEE 7 F v 7,
28 S EAAD R B NDC 0069-0770-38

50mgh 7t

KD X v v 71T “Plizer”, MEBADOART 412 “SIN30mg” & Afa1 > 7 THITENT
WATEE 7 F v 7,
28 S EAAD R B NDC 0069-0980-38

25°C (77°F) ; ZENFARER 15~30°C (59~86°F) [KEZEF 7 Controlled Room Temperature |
SHE] [CTRE

17 BEEDHEH

17.6 @ FDA 7GR EH T~

171 BEEE

A=F 2 MeREGLEREICHEATLIHEHFRO D bbb I CHESNDDF, TH, &,
AWK, HWEARRMORLZR EOFIBEETH L, IGRELELTLEBOAFEFRIINT LY
R=F 4 7 T7I2E, SRS TIEEOREG R H 5,

17.2 EE~DFE

BEOR 13 RO LNIZEEEAL, B2 L AR (FHE) L0 THD L Bbh
Do AT v MIEDIREMEIC, BRXIREOBEMKNAEL D Z LA BFICHHAT 2 LE
WD, HE~ORBLZOENEE, FEOIEETOCERN, FEIUTR DA T3
BREZOND,

o

17.3 ZOMOLEER
I <HMESNAFERRIITZ ), Yy, mIE, Hif, FEE, 1PN, 1 NI O
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RSN H 5,

17.4 BBHRES

A—T L MERBIGARNS, HRHRESCHEY 2 wWE FHEEEETH L, BEAKRARE— |
A OB EREBOH A, TG L TWAHA—F o MEBEEZEICR L TIE, FIRER[R Y, 1258
BRMLE AT A - L,

17.5 GfFZE

— A ER AR R ORI R A 2T U & T LRI AR, YT 5 ERERE IO ED
LOBECRET 2 2 DEMRAEIEM (7) OHEEZHR],

17.6 FDA-FRZEBESRIL

LAB-0317-16.0



AZF =7 pNET Page 35

EEmHTA K
SUTENT
(A=g=7Y v IBE)
YA %

A—F v FORMEZBRMGT DE, FLTY 7402 AFTHEICEFNAT B L T 5 EEL
A REBHAL LSV, FTLWERPEHSINTWAHZERNH Y ET, ZOEKHTA RiT,
TR SRR & ERHE UL LT 2 L W O ITRICROL D TIEH Y A, A—T 2 MIH
THRMP HIUT, EFRMEE SUIEAEC BRI ZE 0N,

A—=F ¥ MZOWTH > THEL REFHEERFRIIMTTI,

A—F v MIELEEL, BEERFRBEZSEEITREARHD ET,

« A= MEEFIZLT D & 5 RFRBOBER TEROWTIUOABENHEE, EbLICE
BRMEFICHRE LTI EE
« EOFERND B,
o IR ERFHEA,
« RO,
o O EEFITARARRE R B 5,

 EERMEH I AT v SO BRAGET L R IS MR A LSRR A D MRS Y F
7,

A—F v MIEARBIETT I,
A—F L MIDLTOBE S VORI WL TECT .
« GIST (GMLEEIEE) LMEEIns, H, IBXIIBEICRET 2 ENEICH LT, LT

BT FHWET
e PNy I (AUNEBA~F =) RIRA L THEOMIEA N2 52 LN TEX o7,
i

e FURy IR RATHZENTERND,
o MEATMEEE AT MBI LIZRCC).,
s BB O—HET, T CIZET L CHRINIC X D IGEA R e 22 BN 0 W g (pNET) .,

INFAZHRET B A= o b OREM R OE T2 TEH A,

A—=F v FERATHCH Y EREREIBADLENSH S Z LT T,
A=F v PERAT2ICHZY, UTOANIEFRESEEICCOEEZEA TS
< DB T SO RENR B DA

< L ED A

- FRIRICRE O H D A



AZF =7 pNET Page 36

- BHEREICREOH DA (LS
(402

- I REOH DA

- SO EE R’ H DA

- FAEE R ZTA

- 0, WXITHEOREA, OENOEESR A, L OIUERSRHEOBEWEL, o065, X
TR L= EB8HD A

« AT D DIERD D D A

CIHRL TV D, EROAREN S H 5, SUTERARTE L TW DA, A= » MIRIEICHER
WEENETEENRH D £, A—=F » PERMATIIEREL 20T ESn, A—=7 2 Mk
APITIER L7255 aid, R OICERRIFICHRE L TEZS 0,

c BABICH DA, AR TEL T0D A, EFREMEE LIS, 2A—=F 2 MRAPRL, EZ
ROTLZS, MAZRIRL TUTRY £HA,

ERERESLERET TS, A=T Y FERAL TS 2L 2EA TSN, Fhe%iT5
T, ERRCEFHAR O, HRTOEREHESEREIZ AT AL LT 5 EFREH
FHEETHBERD D ET,

RA L T AEFNIARERRBHEIEBATIEI Y, HFE, —HHAERL, &I FEN
N=THPF YA RETT, ZA—=7 v MO THEERANEHZBHT 5BALH Y 7,
LLHRIEPA—T o e EARARF— MUFIZRA L T a2 5, BERFEATFOANES (B
) U A7 BEINT 20006 LvERYA, ¥iT, H7r72hActenol, Aredia, Boniva, Didronel,
Fosamax, Reclast, Skelid, ZometaZ[RAH L T\ %, HDHWIFIRA L7 Z &3 H 555 CIXERRE
F I R 2 TS0,

FRAFOERLZM> TRBWTLZEW, IRALTWAERELD Y A MEER LT, # LWIEH
ANF LG AT ERRMLE JOIEEARNC AT TS E W, LW EZ R Lisd SRS
RS AR L T2 S,

A—7 v NORAFE

« AT M, EERBUEE SRR L FIECIERIZIRA LT a0,

- STENTIZ, BFOFEAMOTIAIERAL TIEEW,

 GISTXIZRCCTA—F > hZRATAEA1L, EHE4EM Q8AM) WA LT, 2388 (148 R)
IR Z LD E T, ZPRROLY A 7 AT, EREMEE DR LM, ZoY A 7124
DKL TS 7EE,

* pNETTA =7 b & RAT 558138, EFREEE L P ILOfRH 2 F TLHIEIRA LT
7ZE0,

c A—=T 2 FOHTEALERITIZNTLIEEN,

« AT 2 MNEEPIR T LT I Do AT, T =TT =V R0 L
WTLEEW, BNDA—T NOBPEZTELZENHD T,



AZF =7 pNET Page 37

» BREGA 7 A ORNZERRHE SR a2 L ET,

- BN L & T, KROWERATT CICRM LTSSy, 2210, RIBIOARM R 250
WEZIRA LN TS, D BN TRFRICIRIEIR A D& 2 T L TZE W, IS
IEIEAZ B TIRA L2V T ZEn, Rl LENTZLGEE, ERERHF I TIES D,

* AT 2 MERATELE &R, BEBICEREICEK LTSN,

A—7 v b OBRWERIZIZMDR & 0 E35,
VR EEREIEAIIIUTOLDORH ) £,
[Z—=F 2 MZDOWTHEI - TR NE R HERFERITMTT N 25H,
-MW®E%OMW®E%GH FHCILEDL Z &L HL.0RERLHOER (LHAE) 23H 0 F
T, B LVESTRE, BUIN TR R O 2.5 LOEES HIUE, EFRIREE 2T EE N,
« BEOHY ZLDEN, A—T 2 MERTICZO L) RBEFEEEMRT 5700, EFEMEE I
DEXBRER CMEREZITVET., A—70 MREATIZHEEZK LD, KdEL RoT
D, DHORERAZLNZD LGSR, EERIEEICRE L TEEN,
c WILE, A—T 2 MEREPICIEEFREE S MEEZFE T, LBEICEUT, EREIEE T
ML ZIE 9T 5 7= o DIRFN &AL U ET,
- RRIZFEC L’Diiﬁ>§iﬂjﬁﬂ A—=7 v MEEFICUUT OER XITEE il BE DA SN EHE
i, (ZEFREF IR LT e S,
(@ﬂ)®ﬁﬁ A
-ﬂiJﬁL
o BEOOREE
o IfL R
o B SRR B D 251

LM BIEE T R SR R A A L £ T,

- HEORES (B
A—=F v MNeRALEE X, BEERETOREANEID T, biRlNA—FT o N
DHENS, EFRERF IO LT-onEZBAEL T, EREREFIIA—T 0 NERBT DN,
BEAZ2T5L0EELET,

- MG HA BERERE (TLS)

JEARORIR A X > CTLSITEE 2 v, ST Z5 & LEJ., TLSIHELD, B8h, R
HAZe048, JROBY, BEEOELSLAEBARIC RN oMAMEY (GHY UL, MK
DRI Y VBB R OME I > T ME) ERBELETEZFI SR LET, TLSEF = v 7T
Lz, EREAE IR A I L £,

o FURIE M OEB O B A ETe AR LT B, A—T o MEETIIZERIR A R OF)
B OMBEA RO MEEITVE T, A—T » MEEPIZLUT O8f5E L OIER A L 5581
EARICHE LT &

EALL, BHEL7Z2VES R BNk



AZF =7 pNET Page 38

« BERRR RTINS AR E B
BT B R)

SRURRE, Wi R o ARRAMESC AT %
IEIT - BHIE

o B0 SCLKIG I « B

< T

A—TF v MCEL RON2EIEH

c A—T U MIEEN T AEANTIEALOT, RENEOA AA D LRI ENRHD ET,
FIEROCEBEZOANRHLL 2D RHY ET,

- TRk

- i

. FEEL

< T, B, WEML,  DEPNE, EORER, IR R OMERL: Eo B IER. 2o L) O
EICOWTEERB A IR L TS 0.,

- FIE AT E O, BE, OUEINn:EDREZ,

- FOULREDEDKE XITFEE,

- R

© BER

o B ST OOFE PR

s

- B
o I 7R E o I SGEE 0 s B oo i,

A—7 v MERPICHER SO A A b e, EERAET ICEE L T EE0n,

A—=F NORWERIL, ZTHLUSMCLRELT S ATREMNH D 797, FEMIC OV TIE, HYDER
FALE SUTEAE I BSR SV, BIERICOWTOEZNE 2155120, EMICEE LT
<IEEV, BIEH %1-800-FDA-1088 CFDAIZHET 52 LT EF,

2 —F v b DRETE
o A—F 2 ME59~86°F (15~30°C) DOEIRTHRE LTI &0,

A—=F v FRUH LD LIEANINROFDENPR2NE ZAHITRE LTS,

A—F v MIBET 2 —#IE#®

FECIE, ZOEEGTA FICREESN TORWEMIC L TEPMLF SN Z R F7, &
TRENLS LTERICOHRA—T o FEFEA LT EE, FUEROABNTS, 100 AI
A—=F v Faeb Tt e, FEREELRETBENFHY 7,



AZF =7 pNET Page 39

ZOEIRELTA FIZIE, A7 0 MIETLORLEERERPEHINTHET, A—T 2 M
B9 2 FEM B IS DV, ERIR I SUIEAANC ZHR < 28V, EREFMAZEMTICE)
NIz A—=7 v MERIZOWTE, EFRRAEE SUIEARNIC SR E S0,

FERNC DWW Tidwww. SUTENT .com % Z W 272 < Ay, 1-877-5-SUTENTIC Z A& < 72 &0,

AZ—F v NDRSY

BEYRY : A=F=71V I

W .~ =hr—, 7aAxAhLia—AF NI 7A KERYy (K25), A77 UV~ 7%
VUL BERBEOEEIFTF U AT BT ¥, —B{k#k REBBOWEEIF AT
B BT X, TR, WA= T bsk, BRd: BRoHFRAA7 kT v,
Ty sy a—n, K N oA RE Ry, BLFX

2011465 H 3847

AREFELTA NiL, KERLEERLROAREZ T TWD,
Gleevec® I Novartis Pharmaceuticals Corp D P8GR T 5.

LAB-0361-5.0
April 2012



ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

SUTENT 12.5 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each capsule contains sunitinib malate, equivalent to 12.5 mg of sunitinib.

For the full list of excipients, sce section 6.1.

3. PHARMACEUTICAL FORM
Hard capsule.

Gelatin capsules with orange cap and orange body, printed with white ink “Pfizer” on the cap, “STN
12.5 mg” on the body, and containing yellow to orange granules.

4. CLINICAL PARTICULARS
4.1  Therapeutic indications

Gastrointestinal stromal tumour (GIST)
SUTENT is indicated for the treatment of unrescctable and/or metastatic malignant gastrointestinal
stromal tumour (GIST) in adults after failure of imatinib treatment due to resistance or intolerance.

Metastatic renal cell carcinoma (MRCC)
SUTENT is indicated for the treatment of advanced/metastatic renal cell carcinoma (MRCC) in
adults.

Pancreatic neuroendocrine tumours (pNET)

SUTENT is indicated for the treatment of unresectable or metastatic, well-differentiated pancreatic
neuroendocrine tumours with disease progression in adults.

Experience with SUTENT as first-line treatment is limited (see section 5.1).

4.2  Posology and method of administration

Therapy with sunitinib should be initiated by a physician experienced in the administration of anti-
cancer agents.

Posology
For GIST and MRCC, the recommended dose of SUTENT is 50 mg taken orally once daily, for 4

consecutive weeks, followed by a 2-week rest period (Schedule 4/2) to comprise a complete cycle of 6
weeks.

For pNET, the recommended dose of SUTENT is 37.5 mg taken orally once daily without a scheduled
rest period.

Dose adiustments

Safety and tolerability

For GIST and MRCC, dose modifications in 12.5 mg steps may be applied based on individual safety
and tolerability. Daily dose should not exceed 75 mg nor be decreased below 25 mg.




For pNET, dose modification in 12.5 mg steps may be applied based on individual safety and
tolerability. The maximum dosc administered in the Phase 3 pNET study was 50 mg daily.

Dose interruptions may be required based on individual safety and tolerability.

CYP3A4 inhibitors/inducers

Co-administration of sunitinib with potent CYP3 A4 inducers, such as rifampicin, should be avoided
(see sections 4.4 and 4.5). If this is not possible, the dose of sunitinib may need to be increased in 12.5
mg steps (up to 87.5 mg per day for GIST and MRCC or 62.5 mg per day for pNET) based on careful
monitoring of tolerability.

Co-administration of sunitinib with potent CYP3A4 inhibitors, such as ketoconazole, should be
avoided (see sections 4.4 and 4.5). If this is not possible, the dose of sunitinib may need to be reduced
to a minimum of 37.5 mg daily for GIST and MRCC or 25 mg daily for pNET, based on carcful
monitoring of tolerability.

Selection of an alternative concomitant medicinal product with no or minimal potential to induce or
inhibit CYP3A4 should be considered.

Special populations

Paediatric population

The safety and efficacy of sunitinib in patients below 18 years of age have not been established.
No data arc available.

There is no relevant use of sunitinib in children from birth to less than 6 years in the indication of
unresectable and/or metastatic malignant gastrointestinal stromal tumour (GIST) after failure of
imatinib treatment due to resistance or intolerance. There is no relevant use of sunitinib in the
paediatric population in the indications treatment of advanced/metastatic renal cell carcinoma and
treatment of unresectable or metastatic, well-differentiated pancreatic neuroendocrine tumours with
disease progression.

Use of sunitinib in the paediatric population is not recommended.

Elderly patients (> 65 years old)

Approximately one-third of the patients in chinical studies who received sunitinib were 65 years of
age or over. No significant differences in safety or effectiveness were observed between younger and
older patients.

Hepatic impairment

No starting dose adjustment is recommended when administering sunitinib to patients with mild or
moderate (Child-Pugh class A and B) hepatic impairment. Sunitinib has not been studied in subjects
with severe (Child-Pugh class C) hepatic impairment and therefore its use in patients with severe
hepatic impairment cannot be recommended (see section 5.2).

Renal impaivment

No starting dose adjustment is required when administering sunitinib to patients with renal
mpairment (mild-severe) or with end-stage renal disease (ESRD) on haemodialysis. Subsequent dose
adjustments should be based on individual safety and tolerability (see section 5.2).

Method of administration

SUTENT is for oral administration. It may be taken with or without food.

If a dose is missed the patient should not be given an additional dose. The patient should take the
usual prescribed dosc on the following day.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in scction 6.1.



4.4 Special warnings and precautions for use

Co-administration with potent CYP3A4 inducers should be avoided because it may decrease sunitinib
plasma concentration (see sections 4.2 and 4.5).

Co-administration with potent CYP3A4 inhibitors should be avoided because it may increase the
plasma concentration of sunitinib (see sections 4.2 and 4.5).

Skin and tissues disorders

Skin discolouration, possibly due to the active substance colour (yellow), is a common adverse
reaction occurring in approximately 30% of patients. Patients should be advised that depigmentation
of the hair or skin may also occur during treatment with sunitinib. Other possible dermatologic effects
may include dryness, thickness or cracking of the skin, blisters, pyoderma gangrenosum (painful skin
ulceration generally reversible atter drug discontinuation), or occasional rash on the palms of the
hands and soles of the feet.

Mouth pain/irritation was reported in approximately 14% of patients. The above reactions were not
cumulative, were typically reversible and generally did not result in treatment discontinuvation.

Haemorrhage and tumour bleeding

Haemorrhagic events, some of which were fatal, reported through post-marketing experience have
ncluded gastro-intestinal, respiratory, urinary tract and brain hacmorrhages.

Bleeding events occurred in 18% of patients receiving sunitinib in a phase 3 GIST Study compared to
17% of patients receiving placebo. In patients receiving sunitinib for treatment-naive MRCC, 39%
had bleeding events compared to 11% of patients receiving IFN-a. Eleven (3.1%) patients on sunitinib
versus 1 (0.3%) of patients on IFN-ua experienced Grade 3 or greater treatment-related bleeding
cvents. Of patients receiving sunitinib for cytokine-refractory MRCC, 26% cxperienced bleeding.
Bleeding events, excluding epistaxis, occurred in 19% of patients receiving sunitinib in the phase 3
pNET study compared to 4% of patients receiving placebo. Routine assessment of this event should
include complete blood counts and physical examination.

Epistaxis was the most common haemorrhagic adverse reaction, having been reported for
approximately half of the patients with solid tumours who experienced haemorrhagic events. Some of
the epistaxis events were severe, but very rarely fatal.

Events of tumour haemorrhage, sometimes associated with tumour necrosis, have been reported; some
of these hacmorrhagic events were fatal.

In clinical trials, treatment-related tumour haemorrhage occurred m approximately 2% of patients
with GIST. These events may occur suddenly, and in the case of pulmonary tumours, may present as
severe and life-threatening haemoptysis or pulmonary haemorrhage. Cases of pulmonary
haemorrhage, some with a fatal outcome, have been observed in clinical trials and have been reported
n post-marketing experience in patients treated with sunitinib for MRCC, GIST and lung cancer.
SUTENT is not approved for use in patients with lung cancer.

Patients receiving concomitant treatment with anticoagulants (e.g. warfarin, acenocoumarole) may be
periodically monitored by complete blood counts (platelets), coagulation factors (PT/INR) and
physical examination.

Gastrointestinal disorders

Nausea, diarrhoea, stomatitis, dyspepsia and vomiting were the most commonly reported
gastrointestinal adverse reactions (see section 4.8),

Supportive care for gastrointestinal adverse reactions requiring treatment may include medicinal
products with anti-emetic or anti-diarrhoeal properties.




Serious, sometimes fatal gastrointestinal complications including gastrointestinal perforation have
occurred rarely in patients with intra-abdominal malignancies treated with sunitinib. Treatment-
related fatal gastrointestinal bleeding occurred in 0.5% of patients receiving placebo in the GIST
phase 3 study.

Hypertension

Treatment-related hypertension was reported in approximately 16% of patients with solid tumours.
The dose of sunitinib was reduced or its administration temporarily suspended in approximately 2.7%
of the patients who experienced hypertension. In none of these patients sunitinib was permanently
discontinued. Severe hypertension (>200 mmHg systolic or 110 mmHg diastolic) occurred in 4.7% of
patients with solid tumours. Treatment-related hypertension was reported in approximately 30% of
patients receiving sunitinib for treatment-naive MRCC, compared to 6% of patients receiving IFN-a.
Severe hypertension occwired in 12% of treatment-naive patients on sunitinib and 6% of patients on
IFN-a. Treatment-related hypertension was reported in 23% of patients receiving sunitinib in a phase
3 pNET study, compared to 4% of patients receiving placebo. Severe hypertension occurred in 10% of
pNET patients on sunitinib and 3% of patients on placebo. Patients should be screened for
hypertension and controlled as appropriate. Temporary suspension is recommended in patients with
severe hypertension that is not controlled with medical management. Treatment may be resumed once
hypertension is appropriately controlled.

Haematological disorders

Decreased absolute neutrophil counts of grade 3 and 4 severity respectively were reported in 10% and
1.7% of patients on the phase 3 GIST study, in 16% and 1.6% of patients on the phase 3 MRCC
study, and in 13% and 2.4% of patients on the phase 3 pNET study. Decreased platelet counts of
grade 3 and 4 severity respectively were reported in 3.7% and 0.4% of patients on the phase 3 GIST
study, in 8.2% and 1.1% of patients on the phase 3 MRCC study, and in 3.7% and 1.2% of patients on
the phase 3 pNET study. The above events were not cumulative, were typically reversible and
generally did not result in treatment discontinuation. None of these events in the phase 3 studies were
fatal, but rare fatal hacmatological events, including haemorrhage associated with thrombocytopenia
and neutropenic infections, have been reported through post-marketing experience.

Anaemia has been observed to occur early as well as late during treatment with sunitinib; Grade 3 and
4 cases have been reported.

Complete blood counts should be performed at the beginning of cach treatment cycle for patients
receiving treatment with sunitinib.

Cardiac disorders

Cardiovascular events, including heart failure, cardiomyopathy, and myocardial disorders, some of
which were fatal, have been reported through post-marketing experience. These data suggest that
sunitinib increases the risk of cardiomyopathy. No specific additional risk factors for sunitinib-
induced cardiomyopathy apart from the drug-specific effect have been identified in the treated
patients.

In clinical trials, decreases in left ventricular ¢jection fraction (LVEF) of 2 20% and below the lower
hmit of normal occurred in approximately 2% of sunitinib-treated GIST patients, 4% of cytokine-
refractory MRCC patients, and 2% of placebo-treated GIST patients. These LVEF declines do not
appear to have been progressive and often improved as treatment continued. In the treatment-naive
MRCC study, 27% patients on sunitinib and 15% of patients on IFN-a had an LVEF value below the
lower limit of normal. Two patients (<1%) who received sunitinib were diagnosed with congestive
heart failure (CHF),

In GIST patients treatment-related ‘cardiac failure’, ‘cardiac failure congestive’ or ‘left ventricular
failure” were reported in 0.7% of patients treated with sunitinib and 1% of patients treated with
placebo. In the pivotal phase 3 GIST study (n=312), treatment-related fatal cardiac reactions occurred
in 1% of patients on each arm of the study (i.c. sunitinib and placebo arms). In a phase 2 study in
cytokine-refractory MRCC patients, 0.9% of patients cxperienced treatment-related fatal myocardial
infarction and in the phase 3 study in treatment-naive MRCC patients, 0.6% of patients on the IFN-o
arm and 0% patients on the sunitinib arm experienced fatal cardiac events. In the phase 3 pNET study,




one (1%) patient who received sunitinib had treatment-related fatal cardiac failure. The relationship,
if any, between receptor tyrosine kinase (RTK) inhibition and cardiac function remains unclear.
Patients who presented with cardiac events within 12 months prior to sunitinib administration, such as
myocardial infarction (including severe/unstable angina), coronary/peripheral artery bypass graft,
symptomatic CHF, cerebrovascular accident or transient ischemic attack, or pulmonary embolism
were excluded from sunitinib clinical studies. It is unknown whether patients with these concomitant
conditions may be at a higher risk of developing drug-related left ventricular dysfunction.

Close monitoring for clinical signs and symptoms of CHF should be performed, especially in patients
with cardiac risk factors and/or history of coronary artery disease.

Physicians arc advised to weigh this risk against the potential benefits of sunitinib. These patients
should be carefully monitored for clinical signs and symptoms of CHF while receiving sunitinib.
Baseline and periodic evaluations of LVEF should also be considered while the patient is receiving
sunitinib. In patients without cardiac risk factors, a baseline evaluation of ¢jection fraction should be
considered.

In the presence of clinical manifestations of CHF, discontinuation of sunitinib is recommended. The
administration of sunitinib should be interrupted and/or the dose reduced in patients without clinical
evidence of CHF but with an ejection fraction <50% and >20% below baseline.

OT interval prolongation

Data from non-clinical (in vitro and in vivo) studies, at doses higher than the recommended human
dose, indicated that sunitinib has the potential to inhibit the cardiac action potential repolarisation
process (¢.g. prolongation of QT interval).

Increases in the QTc interval to over 500 msec occurred in 0.5%, and changes from baseline in excess
of 60 msec occurred in 1.1% of the 450 solid tumour patients; both of these parameters are recognized
as potentially significant changes. At approximately twice therapeutic concentrations, sunitinib has
been shown to prolong the QTcF Interval (Frederica’s Correction).

QTec interval prolongation was investigated in a trial in 24 patients, ages 20-87 years, with advanced
malignancies. The results of this study demonstrated that sunitinib had an effect on QTc interval
(defined as a mean placebo-adjusted change of > 10 msec with a 90% Cl upper limit > 15 msec) at
therapeutic concentration (day 3) using the within-day bascline correction method, and at greater than
therapeutic concentration (Day 9) using both baseline correction methods. No patients had a QTc
mterval >500 msec. Although an effect on QTcF interval was observed on Day 3 at 24 hours post-
dose (i.e. at therapeutic plasma concentration expected after the recommended starting dose of 50 mg)
with the within-day baseline correction method, the clinical significance of this finding 1s unclear.
Using comprehensive serial ECG assessments at times corresponding to cither therapeutic or greater
than therapeutic exposures, none of the patients in the evaluable or ITT populations were observed to
develop QTc interval prolongation considered as “severe” (i.e. equal to or greater than Grade 3 by
CTCAE version 3.0).

At therapeutic plasma concentrations, the maximum QTcF interval (Frederica’s correction) mean
change from baseline was 9.6 msec (90% CI 15.1msec). At approximately twice therapeutic
concentrations, the maximum QTcF interval change from baseline was 15.4 msec (90% C122.4
msec). Moxifloxacin (400 mg) used as a positive control showed a 5.6 msec maximum mean QTcF
mterval change from baseline. No subjects experienced an effect on the QTc interval greater than
Grade 2 (CTCAE version 3.0).

QT interval prolongation may lead to an increased risk of ventricular arrthythmias including Torsade
de pointes. Torsade de pointes has been observed in <0.1% of sunitinib-cxposed patients. Sunitinib
should be used with caution in patients with a known history of QT interval prolongation, patients
who are taking antiarrhythmics, or patients with relevant pre-existing cardiac disease, bradycardia, or
electrolyte disturbances. Concomitant administration of sunitinib with potent CYP3 A4 inhibitors
should be limited because of the possible increase in sunitinib plasma concentrations (see section 4.2
and 4.5).

Venous thromboembolic events
Treatment-related venous thromboembolic events were reported in approximately 1.0% of patients
with solid tumours who received sunitinib on clinical trials, including GIST and MRCC,




Seven patients (3%) on sunitinib and none on placebo in a phase 3 GIST study experienced venous
thromboembolic events; five of the seven were Grade 3 deep venous thrombosis (DVT) and two were
Grade 1 or 2. Four of these seven GIST patients discontinued treatment following first observation of
DVT.

Thirteen patients (3%) receiving sunitinib in the phase 3 treatment-naive MRCC study and four
patients (2%) on the two cytokine-refractory MRCC studies had treatment-related venous
thromboembolic events reported. Nine of these patients had pulmonary embolisms, one was Grade 2
and eight were Grade 4. Eight of these patients had DVT, one with Grade 1, two with Grade 2, four
with Grade 3 and one with Grade 4.

In treatment-naive MRCC patients receiving IFN-a, six (2%) venous thromboembolic events
occurred; one patient (<1%) experienced a Grade 3 DVT and five patients (1%) had pulmonary
embolisms, all with Grade 4.

No treatment-related venous thromboembolic events were reported for patients receiving sunitinib,
and one Grade 2 DVT was reported for a patient receiving placebo in the phase 3 pNET study.

No cases with fatal outcome were reported in GIST, MRCC and pNET registrational studies. Cases
with fatal outcome have been observed in post-marketing setting (see respiratory events and section
4.8).

Axterial thromboembolic events

Cases of arterial thromboembolic events (ATE), sometimes fatal, have been reported in patients
treated with sunitinib. The most frequent events included cerebrovascular accident, transient
ischaemic attack, and cerebral infarction. Risk factors associated with ATE, in addition to the
underlying malignant disease and age > 65 years, included hypertension, diabetes mellitus, and prior
thromboembolic disease.

Respiratory events

Patients who presented with pulmonary embolism within the previous 12 months were excluded from
sunitinib clinical studies.

In patients who received sunitinib in phase 3 registrational studies, treatment-related pulmonary
events (i.e. dyspnoea, pleural effusion, pulmonary embolism or pulmonary oedema) were reported in
approximately 5% of patients with GIST, in approximately 14% of patients with MRCC and in 7.2%
of patients with pNET.

Approximately 8% of patients with solid tumours, including GIST and MRCC, who received sunitinib
in clinical trials experienced treatment-related pulmonary events,

Cases of pulmonary embolism were observed in approximately 1.3% of patients with GIST and in
approximately 0.8% of patients with MRCC, who received sunitinib in phase 3 studies (see section
4.4 - Venous thromboembolic events). No treatment-related pulmonary embolism was reported for
patients with pNET who received sunitinib in the phase 3 study. Rare cases with fatal outcome have
been observed in post-marketing setting (see section 4.8).

Thyroid dysfunction

Baseline laboratory measurement of thyroid function 1s recommended in all patients. Patients with
pre-existing hypothyroidism or hyperthyroidism should be treated as per standard medical practice
prior to the start of sunitinib treatment. During sunitinib treatment, routine monitoring of thyroid
function should be performed every 3 months. In addition, patients should be observed closely for
signs and symptoms of thyroid dysfunction during treatment, and patients who develop any signs
and/or symptoms suggestive of thyroid dysfunction should have laboratory testing of thyroid function
performed as clinically indicated. Patients who develop thyroid dysfunction should be treated as per
standard medical practice.

Hypothyroidism has been observed to occur early as well as late during treatment with sunitinib.
Hypothyroidism was reported as an adverse reaction in 7 patients (4%) receiving sunitinib across the
two cytokine-refractory MRCC studies; m 61 patients (16%) on sunitinib and three patients (<1%) in
the IFN-o arm in the treatment-naive MRCC study.

Additionally, TSH elevations were reported in 4 cytokine-refractory MRCC patients (2%). Overall,
7% of the MRCC population had either clinical or laboratory evidence of treatment-emergent
hypothyroidism. Treatment-emergent acquired hypothyroidism was noted in 8 GIST patients (4%) on
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sunitinib versus 1 (1%) on placebo. In the phase 3 pNET study treatment-related hypothyroidism was
reported in 5 patients (6%) receiving sunitinib and in one patient (1%) on placebo.

Rare cases of hyperthyroidism, some followed by hypothyroidism, have been reported in chinical trials
and through post-marketing experience.

Pancreatitis

Increases in serum lipase and amylase activities were observed in patients with various solid tumours
who received sunitinib. Increases in lipase activities were transient and were generally not
accompanied by signs or symptoms of pancreatitis in subjects with various solid tumours.
Pancreatitis has been observed uncommonly (<1%) in patients receiving sunitinib for GIST or
MRCC.

Cases of serious pancreatic events, some with fatal outcome, have been reported.

If symptoms of pancreatitis are present, patients should have sunitinib discontinued and be provided
with appropriate supportive care.

No treatment-related pancreatitis was reported in the phase 3 pNET study.

Hepatotoxicity
Hepatotoxicity has been observed in patients treated with sunitinib. Cases of hepatic failure, some

with a fatal outcome, were observed in <1% of solid tumor patients treated with sunitinib. Monitor
liver function tests (alanine transaminase [ALT], aspartate transaminase [AST], bilirubin levels)
before initiation of treatment, during each cycle of treatment, and as clinically indicated. If signs or
symptoms of hepatic failure arc present, sunitinib should be discontinued and appropriate supportive
care should be provided.

Renal function

Cases of renal impairment, renal failure and/or acute renal failure, in some cases with fatal outcome,
have been reported.

Risk factors associated with renal impairment/failure in patients receiving sunitinib included, in
addition to underlying renal cell carcinoma, older age, diabetes mellitus, underlying renal impairment,
cardiac failure, hypertension, sepsis, dehydration/hypovolemia, and rhabdomyolysis.

The safety of continued sunitinib treatment in patients with moderate to severe proteinuria has not
been systematically evaluated.

Cases of proteinuria and rare cases of nephrotic syndrome have been reported. Baseline urinalysis is
recommended, and patients should be monitored for the development or worsening of proteinuria.
Discontinue sunitinib in patients with nephrotic syndrome.

Fistula
If fistula formation occurs, sunitinib treatment should be nterrupted. Limited information is available
on the continued use of sunitinib in patients with fistulae.

Impaired wound healing

Cases of impaired wound healing have been reported during sunitinib therapy.

No formal clinical studies of the effect of sunitinib on wound healing have been conducted.
Temporary interruption of sunitinib therapy is recommended for precautionary reasons in patients
undergoing major surgical procedures. There is limited clinical experience regarding the timing of
reinitiation of therapy following major surgical intervention. Therefore, the decision to resume
sunitinib therapy following a major surgical intervention should be based upon clinical judgment of
recovery from surgery.

Osteonecrosis of the Jaw (ONJ)

Cases of ONJ have been reported in patients treated with SUTENT. The majority of cases occurred in
patients who had received prior or concomitant treatment with IV bisphosphonates, for which ONJ is
an identified risk. Caution should therefore be exercised when SUTENT and IV bisphosphonates are
used either simultaneously or sequentially.

Invasive dental procedures are also an identified risk factor. Prior to treatment with SUTENT, a dental
examination and appropriate preventive dentistry should be considered. In patients who have
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previously received or are receiving IV bisphosphonates, invasive dental procedures should be
avoided if possible (see section 4.8),

Hypersensitivity/angioedema
If angioedema due to hypersensitivity occurs, sunitinib treatment should be interrupted and standard
medical care provided.

Nervous system disorders
Taste disturbance
Dysgeusia was reported in approximately 28% of patients receiving sunitinib in clinical trials.

Seizures

In clinical studies of sunitinib and from post-marketing experience, seizures have been observed in
subjects with or without radiological evidence of brain metastases. In addition, there have been few
reports (<1%) of subjects presenting with seizures and radiological evidence of reversible posterior
leukoencephalopathy syndrome (RPLS). Patients with seizures and signs/symptoms consistent with
RPLS, such as hypertension, headache, decreased alertness, altered mental functioning and visual
loss, including cortical blindness, should be controlled with medical management including control of
hypertension. Temporary suspension of sunitinib is recommended; following resolution, treatment
may be resumed at the discretion of the treating physician.

Tumour Lysis Syndrome (TLS)

Cases of TLS, some fatal, have been rarely observed in clinical trials and have been reported in post-
marketing experience in patients treated with sunitinib. Risk factors for TLS include preexisting
chronic renal insufficiency, oliguria, dehydration, hypotension, and acidic urine. These patients
should be monitored closely and treated as clinically indicated, and prophylactic hydration should be
considered.

Infections

Serious infections, with or without neutropenia, including some with a fatal outcome, have been
reported. The infections observed most commonly with sunitinib treatment are infections typically
seen in cancer patients, e.g. respiratory, urinary tract, skin infections and sepsis.

4.5  Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in adults.

Medicinal products that may increase sunitinib plasma concentrations

In healthy volunteers, concomitant administration of a single dose of sunitinib with the potent
CYP3A4 inhibitor ketoconazole resulted in an increase of the combined [sunitinib + primary
metabolite] C,,, and AUC,_, values of 49% and 51%, respectively.

Administration of sunitinib with potent CYP3A4 inhibitors (¢.g. ritonavir, itraconazole, erythromycin,
clarithromycin, grapefruit juice) may increase sunitinib concentrations.

Combination with CYP3 A4 inhibitors should therefore be avoided, or the selection of an alternate
concomitant medicinal product with no or minimal potential to inhibit CYP3 A4 should be considered.
If this is not possible, the dose of SUTENT may need to be reduced to a minimum of 37.5 mg daily
for GIST and MRCC or 25 mg daily for pNET, based on careful monitoring of tolerability (see
section 4,2),

Medicingl products that mayv decrease sunitinib plasma concentrations

In healthy volunteers, concomitant administration of a single dose of sunitinib with the CYP3A4
inducer rifampicin resulted in a reduction of the combined [sunitinib + primary metabolite] C,. and
AUC., values of 23% and 46%, respectively.

Administration of sunitinib with potent CYP3 A4 inducers (e.g., dexamethasone, phenytoin,
carbamazepine, rifampicin, phenobarbital or herbal preparations containing St. John’s
Wort/Hypericum perforatum) may decrease sunitinib concentrations. Combination with CYP3 A4
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mducers should therefore be avoided, or selection of an alternate concomitant medicinal product, with
no or minimal potential to induce CYP3A4 should be considered. If this is not possible, the dose of
SUTENT may need to be increased in 12.5 mg increments (up to 87.5 mg per day for GIST and
MRCC or 62.5 mg per day for pNET), based on careful monitoring of tolerability (see section 4.2).

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no studies in pregnant women using sunitinib. Studies in animals have shown reproductive
toxicity including foctal malformations (see section 5.3). SUTENT should not be used during
pregnancy or in women not using effective contraception, unless the potential benefit justifies the
potential risk to the foetus. If SUTENT is used during pregnancy or if the patient becomes pregnant
while on treatment with SUTENT, the patient should be apprised of the potential hazard to the foetus.
Women of childbearing potential should be advised to use effective contraception and avoid
becoming pregnant while receiving treatment with SUTENT.

Breastfeeding

Sunitinib and/or its metabolites are excreted in rat milk. It is not known whether sunitinib or its
primary active metabolite is excreted in human milk. Because active substances are commonly
excreted in human milk and because of the potential for serious adverse reactions in breastfeeding
infants, women should not breast-feed while taking SUTENT.

Fertility
Based on nonclinical findings, male and female fertility may be compromised by treatment with
sunitinib (see section 5.3).

4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. Patients
should be advised that they may experience dizziness during treatment with sunitinib.

4.8 Undesirable effects

Summary of the safety profile

The most serious adverse reactions associated with sunitinib are renal failure, heart failure, pulmonary
embolism, intestinal perforation, and haemorrhages (e.g. respiratory, gastrointestinal, tumour
haemorrhages). The most common adverse reactions of any grade (experienced by at least 20% of the
patients in RCC, GIST, and pNET registrational trials) included decreased appetite, taste disturbance,
hypertension, fatigue, gastrointestinal disorders (i.e. diarthoea, nausea, stomatitis, dyspepsia and
vomiting), skin discolouration, and palmar-plantar erythrodysaesthesia syndrome. These symptoms
may diminish as treatment continues. Hypothyroidism may develop during treatment. Haematological
disorders {¢.g neutropoenia, thrombocyopoenia, and anacmia) are amongst the most common adverse
drug reactions.

Fatal events other than those listed in section 4.4 above or in section 4.8 below that were considered
possibly related to sunitinib included multi-system organ failure, disseminated intravascular
coagulation, peritoneal hacmorrhage, thabdomyolysis, cerebrovascular accident, dehydration, adrenal
msufficiency, renal failure, respiratory failure, pleural effusion, pneumothorax, shock, and sudden
death.

Tabulated list of adverse reactions

Adverse reactions that were reported in GIST, MRCC, and pNET patients in the phase 3 studies are
listed below, by system organ class, frequency and grade of severity (NCI-CTCAE). Within each
frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Frequencies are defined as: very common (> 1/10), common (=1/100 to < 1/10), uncommon (=1/1,000
to <1/100), rare (21/10,000 to 1/1,000), very rare (< 1/10,000), not known (cannot be estimated from
the available data).
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Table 1 - Adverse reactions reported in clinical trials

System Organ Frequency Adverse reactions Al Grades Grade 3 Grade 4
Class # (%) n (%) 1 {%)
Biood and Very common | Neutropoenia 169 (16.3%) | 81 (7.8%) 14 (1.4%)
Iymphatic Very common | Thrombocytopoenia | 155 (14.9%) | 55 (5.3%) 9 (0.9%)
system disorders | Very common | Anaemia 131 (12.6%) | 34 (3.3%) 6 (0.6%)
Common Leukopoenia 90 (8.7%) 32 (3.1%) 1(0.1%)
Common Lymphopoenia 26 (2.5%) 15 (1.4%) 1(0.1%)
Uncommon Pancytopenia 1(0.1%) 1(0.1%) 0 (0.0%)
Immune systemn | Uncommon Hypersensitivity 4 (0.4%) 0 (0.0%) 0 (0.0%)
disorders
Endocrine Common Hypothyroidism 101 (9.7%) | 7(0.7%) 1(0.1%)
disorders Uncommon Hyperthyroidism 1(0.1%) 1(0.1%) 0 (0.0%)
Metabolism and | Very common | Decreased appetite ® | 311 (30.0%) | 14 (1.4%) 0 (0.0%)
nutrition Common Dehydration 50 (4.8%) 12 (1.2%) 1(0.1%)
disorders Uncommon Tumour lysis 2 (0.2%) 1(0.1%) 0 (0.0%)
syndrome
Psychiatric Common Insomnia 46 (4.4%) 0 (0.0%) 0 (0.0%)
disorders Common Depression 16 (1.5%) 1(0.1%) 0 (0.0%)
Nervous system | Very common | Taste disturbance " 375(36.2%) | 1(0.1%) 0 (0.0%)
disorders Very common | Headache 145 (14.0%) | 6 (0.6%) 0 (0.0%)
Common Paraesthesia 63 (6.1%) 0 (0.0%) 0 (0.0%)
Common Dizziness 57 (5.5%) 3 (0.3%) 0 (0.0%)
Common Neuropathy peripheral | 55 (5.3%) 2 (0.2%) 0 (0.0%)
Common Hypoaesthesia 27 (2.6%) 0 (0.0%) 0 (0.0%)
Common Hyperaesthesia 25 (2.4%) 0 (0.0%) 0 (0.0%)
Eve disorders Common Lacrimation 45 (4.3%) 0 (0%) 0 (0.0%)
increased
Common Evelid oedema 19 (1.8%) 1(0.1%) 0 (0.0%)
Cardiac Uncommon Cardiac failure 4 (0.4%) 3 (0.3%) 1(0.1%)
disorders congestive
Uncommon Cardiac fatlure 3 (0.3%) 1(0.1%) 0 (0.0%)
Uncommon Cardiomyopathy 3 (0.3%) 1(0.1%) 0 (0.0%)
Uncommon Pericardial effusion 3 (0.3%) 0 (0.0%) 0 (0.0%)
Uncommon Left ventricular 1(0.1%) 0 (0.0%) 0 (0.0%)
failure
Uncommon Electrocardiogram 1(0.1%) 0 (0.0%) 0 (0.0%)
QT prolonged
Vascular Very common | Hypertension 236 (22.8%) | 96 (9.3%) 0 (0.0%)
disorders Common Flushing 31 (3.0%) 0 (0.0%) 0 (0.0%)
Common Hot flush 18 (1.7%) 0 (0.0%) 0 (0.0%)
Respiratory, Very Common | Epistaxis 126 (12.2%) 1 4(0.4%) 0 (0.0%)
thoracic and Common Dyspnoea 66 (6.4%) 9 (0.9%) 0 (0.0%)
mediastinal Common Oropharyngeal pain | 33 (3.2%) 2 (0.2%) 0 (0.0%)
disorders Common Cough 30 (2.9%) 0 (0.0%) 0 (0.0%)
Common Dyspnoea exertional | 17 (1.6%) 0 (0.0%) 0 (0.0%)
Common Nasal dryness 15 (1.4%) 0 (0.0%) 0 (0.0%)
Common Pleural effusion 14 (1.4%) 3 (0.3%) 0 (0.0%)
Common Nasal congestion 14 (1.4%) 0 (0.0%) 0 (0.0%)
Uncommon Pulmonary embolism | 8 (0.8%) 0 (0.0%) 7 (0.7%)
Uncommon Pulmonary 2 (0.2%) 0 (0.0%) 0 (0.0%)
haemorrhage
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System Organ Frequency Adverse reactions All Grades Grade 3 Grade 4
Class 7 (%) ¥ (%) n{%)
Uncommon Haemoptysis 9 {0.9%) 0 (0.0%) 0 (0.0%)
Uncommon Pharyngolaryngeal 6 (0.6%) 0 (0.0%) 0 (0.0%)
pain
Gastrointestinal | Very common | Diarrhoea 542 (52.3%) | 61 (5.9%) 0 (0.0%)
disorders Very common | Stomatitis/aphtous 303 (29.2%) | 22 (2.1%) | 0(0.0%)
stomatitis
Very common | Vomiting 277 (26.7%) | 22 (2.1%) 0 (0.0%)
Very common | Nausea 456 (44.0%) | 29 (2.8%) 0 (0.0%)
Very common | Dyspepsia 263 (25.4%) | 10(1.0%) | 0(0.0%)
Very common | Abdominal pain ¢/ 175 (16.9%) | 21 (2.0%) 1(0.1%)
distension
Very common | Constipation 120 (11.6%) | 2 (0.2%) 0 (0.0%)
Very common | Glossodynia 114 (11.0%) | 0(0.0%) 0 (0.0%)
Common Oral pain 104 (10.0%) | 3 (0.3%) 0 (0.0%)
Common Flatulence 100 (9.6%) | 0(0.0%) 0 (0.0%)
Common Dry mouth 90 (8.7%) 0 (0.0%) 0 (0.0%)
Common Gastro-oesophageal 62 (6.0%) 2 (0.2%) 0 (0.0%)
reflux disease
Common Dysphagia 29 (2.8%) 2 (0.2%) 1(0.1%)
Common Gingival bleeding 26 (2.5%) 0 (0.0%) 0 (0.0%)
Common Mouth ulceration 26 (2.5%) 0 (0.0%) 1(0.1%)
Common Cheilitis 22 (2. 1%) 1(0.1%) 0 (0.0%)
Common Proctalgia 22 (2. 1%) 1(0.1%) 0 (0.0%)
Common Haemorrhoids 22 (2. 1%) 0 (0.0%) 0 (0.0%)
Common Oral discomfort 16 (1.5%) 0 (0.0%) 0 (0.0%)
Common Rectal haemorrhage 16 (1.5%) 0 (0.0%) 0 (0.0%)
Common Eructation 15 (1.4%) 0 (0.0%) 0 (0.0%)
Common Stomach discomfort | 14 (1.4%) 0 (0.0%) 0 (0.0%)
Uncommon Intestinal perforation | 2 (0.2%) 2 {0.2%) 0 (0.0%)
Uncommon Pancreatitis 7 (0.7%) 1(0.1%) 0 (0.0%)
Hepatobiliary Uncommon Hepatic function 3 {0.3%) 0 (0.0%) 1(0.1%)
disorders abnormal
Skin and Very common | Yellow skin/Skin 289 (27.9%) | 1(0.1%) 0 (0.0%)
subcutaneous discolouration/pig-
tissue disorders mentation disorder
Very common | Palmar-plantar 230 (22.2%) | 66 (6.4%) 0 (0.0%)
erythrodysaesthesia
syndrome
Very common | Rash 190 (18.3%) | 5(0.5%) 1(0.1%)
Very common | Hair colour changes 173 (16.7%) | 1(0.1%) 0 (0.0%)
Very Common | Dry skin 142 (13.7%) 1 1(0.1%) 0 (0.0%)
Common Alopecia 92 (8.9%) 0 (0.0%) 0 (0.0%)
Common Erythema 79 (7.6%) 2 (0.2%) 0 (0.0%)
Common Skin Reaction 60 (5.8%) 8 (0.8%) 0 (0.0%)
Common Skin exfoliation 57 (5.5%) 4 {0.4%) 0 (0.0%)
Common Pruritus 52 (5.0%) 1(0.1%) 0 (0.0%)
Common Dermatitis 50 (4.8%) 3(0.3%) 0 (0.0%)
Common Periorbital oedema 48 (4.6%) 1(0.1%) 0 (0.0%)
Common Nail 39 (3.8%) 0 (0.0%) 0 (0.0%)
disorder/discoulorati
on
Common Skin lesion 35 (3.4%) 2 (0.2%) 0 (0.0%)
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System Organ Frequency Adverse reactions All Grades Grade 3 Grade 4
Class 7 (%) ¥ (%) n{%)
Common Blister 29 (2.8%) 1(0.1%) 0 (0.0%)
Common Hyperkeratosis 27 (2.6%) 5 (0.5%) 0 (0.0%)
Common Acne 22 (2.1%) 0 (0.0%) 0 (0.0%)
Common Skin 13 (1.3%) 0 (0.0%) 0 (0.0%)
hyperpigmentation
Uncommon Eczema 9 (0.9%) 0 (0.0%) 0 (0.0%)
Musculoskeletal | Very Common | Pain in extremity/limb | 134 (12.9%) | 9 (0.9%) 0 (0.0%)
and connective Common Myalgia 90 (8.7%) 3 (0.3%) 0 (0.0%)
tissue disorders | Common Axthralgia 87 (8.4%) 3 (0.3%) 0 (0.0%)
Common Muscle spasm 44 (4.2%) 0 (0.0%) 0 (0.0%)
Common Back pain 28 (2.7%) 3 (0.3%) 0 (0.0%)
Common Muscular weakness 14 (1.4%) 2 (0.2%) 0 (0.0%)
Common Musculoskeletal pain | 12 (1.2%) 2 (0.2%) 0 (0.0%)
Uncommon Anal fistula 3 (0.3%) 2 (0.2%) 0 (0.0%)
Uncommon Fistula 1(0.1%) 0 (0.0%) 1(0.1%)
Renal and Common Renal failure 11 (1.1%) 4 (0.4%) 1(0.1%)
urinary Common Chromaturia 33 (3.2%) 0 (0.0%) 0 (0.0%)
disorders Uncommon Renal failure acute 3 (0.3%) 2 (0.2%) 0 (0.0%)
Uncommon Nephrotic syndrome | 2 (0.2%) 1{(0.1%) 1(0.1%)
Uncommon Proteinuria 7 (0.7%) 3{(0.3%) 0 (0.0%)
General Very common | Fatigue/Asthenia 649 (62.6%) | 143 3 (0.3%)
disorders and {13.8%)
administration Very common | Mucosal inflammation| 189 (18.2%) | 11 (1.1%) 0 (0.0%)
site conditions Very common | Oedema d 120 (11.6%) | 5 (0.5%) 0 (0.0%)
Common Pyrexia 58 (5.6%) 5{0.5%) 0 (0.0%)
Common Chills 42 (4.1%) 2 {0.2%) 0 (0.0%)
Common Chest Pain 23 (2.2%) 5 (0.5%) 0 (0.0%)
Common Pain 23 (2.2%) 1(0.1%) 0 (0.0%)
Common Influenza like illness | 13 (1.3%) 0 (0.0%) 0 (0.0%)
Uncommon Impaired healing 2 (0.2%) 0 (0.0%) 0 (0.0%)
Investigations Common Ejection fraction 104 (10.1%) | 19 (1.8%) 0 (0.0%)
decreased
Common Weight decreased 78 (7.5%) 2 {0.2%) 0(0.0%)
Common White blood cell 68 (6.6%) 32 (3.1%) 2 {0.2%)
count decreased °
Common Lipase increase 66 (6.4%) 30 (2.9%) 17 (1.6%)
Common Platelet count 63 (6.1%) 18 (1.7%) 3 (0.3%)
decrease
Common Haemoglobin 49 (4.7%) 12 (1.2%) 0 (0.0%)
decreased
Common Blood creatinine 40 (3.9%) 8 (0.8%) 2 (0.2%)
phosphokinase
increased
Common Amylase increased 37 (3.6%) 17 (1.6%) 2 (0.2%)
Common Aspartate 33 (3.2%) 8 {0.8%) 1(0.1%)
aminotransferase
increased
Common Alanine 27 (2.6%) 9 (0.9%) 2(0.2%)
aminotransferase
increased
Common Blood creatinine 26 (2.5%) 2(0.2%) 1(0.1%)
increased
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System Organ Frequency Adverse reactions All Grades Grade 3 Grade 4
Class 7 (%) ¥ (%) n{%)
Common Blood pressure 18 (1.7%) 2 {0.2%) 0 (0.0%)
increased
Uncommon Blood thyroid 7(0.7%) 0 (0.0%) 0 (0.0%)
stimulating hormone
increased
Any adverse event 974 (93.9%) | 482 112
(46.5%) (10.8%)

The following terms have been combined:

*  Anorexia and decreased appetite

Dysgeusia, ageusia and taste disturbance

Abdominal pain and abdominal pain upper

Oedema, oedema peripheral and oedema face

White blood cell count decreased, neutrophil count decreased, and leukocyte count decreased

Table 2 - Adverse reactions identified through post-marketinge experience

The following adverse reactions have been identified during post-approval use of SUTENT. This
meludes spontaneous case reports as well as serious adverse events from ongoing studies, the
expanded access programmes, clinical pharmacology studies and exploratory studies in unapproved
indications.

Infections and infestations

Uncommon™ Infections (with or without neutropocnia)
Rare Necrotising Fasciitis

Blood and lymphatic system disorder
Uncommon™ I Thrombotic microangiopathy
Immune system disorders

Uncommon™ I Angioedema

Cardiac disorders

Rare | Torsade de pointes
Respiratory, thoracic and mediastinal disorders
Uncommon™® I Respiratory failure
Hepatobiliary disorders

Uncommon Hepatic failure

Uncommon™ Hepatitis

Skin and subcutaneous tissue disorders
Unknown I Pyoderma gangrenosum
Musculoskeletal and connective tissue disorders
Uncommon™ Myopathy, thabdomyolysis
Uncommon™ Osteonecrosis of the jaw

*  Frequency of the adverse reaction calculated with the 3/X methodology described in the Guideline
on Summary of Product Characteristics.

Description of selected adverse reactions

Infection and infestations: Cases of serious infection (with or without neutropoenia), including
pneumonia have been reported. Few cases had a fatal outcome (Sec also section 4.4). Rare cases of
necrotising fasciitis, including of the perineum, sometimes fatal, have been reported.

Blood and lymphatic system disorders: Rare cases of thrombotic microangiopathy have been reported.
Temporary suspension of SUTENT is recommended; following resolution, treatment may be resumed
at the discretion of the treating physician.

Immune system disorders. Hypersensitivity reactions, including angioedema, have been reported.
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Endocrine Disorders: Rare cascs of hyperthyroidism, some followed by hypothyroidism, have been
reported in clinical trials and through post-marketing experience (See also section 4.4).

Cardiac disorders: Cardiac events, including heart failure, cardiomyopathy, and myocardial
disorders, some of which were fatal, have been reported through post-marketing experience (Sce also
section 4.4).

Metabolism and nutrition disorders: Cases of TLS, some fatal, have been reported in patients treated
with sunitinib.

Respiratory, thoracic and mediastinal disorders: Cases of pulmonary embolism and cases of
pulmonary haemorrhage, in some cases with fatal outcome, have been reported.

Hepatobiliary disorders: Hepatic dysfunction has been reported and may include LFT abnormalities,
hepatitis or liver failure (See also section 4.4).

Skin and subcutaneous tissue disorders: Pyoderma gangrenosum (painful skin ulceration), see also
section 4.4.

Musculoskeletal and connective tissue disorders: Rare cases of myopathy and/or thabdomyolysis,
some with acute renal failure, have been reported. Patients with signs or symptoms of muscle toxicity
should be managed as per standard medical practice.

Cases of fistula formation, sometimes associated with tumour necrosis and regression, in some cases
with fatal outcomes, have been reported.

Cases of impaired wound healing have been reported during sunitinib therapy.

Cases of osteonecrosis of the jaw (ONJ) have been reported in patients treated with SUTENT, most of
which occurred in patients who had identified risk factors for ONJ, in particular exposure to 1.v.
bisphosphonates and/or a history of dental disease requiring invasive dental procedures (see also
section 4.4).

Renal and urinary disorders: Cases of renal impairment, renal failure and/or acute renal failure, in
some cases with fatal outcome, have been reported.

Cases of proteinuria and rare cases of nephrotic syndrome have been reported. The safety of
continued SUTENT treatment in patients with moderate to severe proteinuria has not been
systematically evaluated. Discontinue SUTENT in patients with nephrotic syndrome (see also section
4.4).

4.9 Overdose

There is no specific antidote for overdose with sunitinib and treatment of overdose should consist of
general supportive measures. If indicated, elimination of unabsorbed active substance may be
achieved by emesis or gastric lavage. A few cases of overdose have been reported; these cases were
associated with adverse reactions consistent with the known safety profile of sunitinib, or without
adverse reactions.

5. PHARMACOLOGICAL PROPERTIES

51 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, protein kinase inhibitors; ATC code: LO1XE04
Mechanism of action

Sunitinib inhibits multiple receptor tyrosine kinases (RTKs) that are implicated in tumour growth,
neoangiogenesis, and metastatic progression of cancer. Sunitinib was identified as an inhibitor of
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platelet-derived growth factor receptors (PDGFRa and PDGFRP), vascular endothelial growth factor
receptors (VEGFR1, VEGFR2 and VEGFR3), stem ccll factor receptor (KIT), Fms-like tyrosine
kinase-3 (FLT3), colony stimulating factor receptor (CSF-1R), and the glial cell-line derived
neurotrophic factor receptor (RET). The primary metabolite exhibits similar potency compared to
sunitinib in biochemical and cellular assays.

Clinical efficacy and safety

The clinical safety and efficacy of sunitinib has been studied in the treatment of patients with GIST
who were resistant to imatinib (i.e. those who experienced disease progression during or following
treatment with imatinib) or intolerant to imatinib (i.c. those who experienced significant toxicity
during treatment with imatinib that precluded further treatment), the treatment of patients with MRCC
and the treatment of patients with unresectable pNET.

Efficacy is based on time to tumour progression and an increase in survival in GIST, on progression
free survival and objective response rates for treatment-naive and cytokine-refractory MRCC
respectively, and on progression free survival for pNET.

Gastrointestinal stromal tumours (GIST)

An initial open-label, dose-escalation study was conducted in patients with GIST after failure of
matinib (Median maximum daily dose 800 mg) due to resistance or intolerance. Ninety-seven
patients were enrolled at various doses and schedules; 55 patients received 50 mg at the recommended
treatment schedule 4 weeks on /2 weeks off (“Schedule 4/27).

In this study, the median Time to Tumour Progression (TTP) was 34.0 weeks (95% CI=22.0 - 46.0
weeks),

A phase 3, randomized, double-blind, placebo-controlled study of sunitinib was conducted in patients
with GIST who were intolerant to, or had experienced disease progression during or following
treatment with, imatinib (Median maximum daily dose 800 mg). In this study, 312 patients were
randomized (2:1) to receive either 50 mg sunitinib or placebo, orally once daily on Schedule 4/2 until
disease progression or withdrawal from the study for another reason (207 patients received sunitinib
and 105 patients received placebo). The primary efficacy endpoint of the study was TTP, defined as
the time from randomization to first documentation of objective tumour progression. At the time of
the pre-specified interim analysis, the median TTP on sunitinib was 28.9 weeks (95% CI=21.3-34.1
weeks) as assessed by the Investigator and 27.3 weeks (95% CI = 16.0-32.1 weeks) as assessed by the
Independent Review and was statistically significantly longer than the TTP on placebo of 5.1 wecks
(95% CI=4.4-10.1 weeks) as assessed by the Investigator and 6.4 weeks (95% CI = 4.4-10.0 weeks)
as assessed by the Independent Review. The difference in overall survival was statistically i favour
of sunitinib [hazard ratio: 0.491 (95%C.1. 0.290- 0.831)}]; the risk of death was 2 times higher in
patients in the placebo arm compared to the sunitinib arm.

After the interim analysis of efficacy and safety, at recommendation of the Independent DSMB, the
study was unblinded and patients on the placebo arm were offered open-label sunitinib treatment.

A total of 255 patients received sunitinib in the open-label treatment phase of the study, including 99
patients who were initially treated with placebo.

The analyses of primary and secondary endpoints in the open-label phase of the study reaffirmed the
results obtained at the time of the interim analysis, as shown in the table below:
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Table 3 - Summary of Efficacy Endpoints (ITT population)

Double-Blind Treatment ®

Median (95% CI) Hazard Ratio Placebo
Cross-Over
Group
Endpoint SUTENT Placebo {95% CT) p Treatment”
Primary: TTP
{(weeks)
Interim 273(16.0t0 6.4 (4410 10.0) 0.329 (0.233 10 <0.001 -
32.1) 0.466)
Final 26,6 (160t0 6.4(441010.0) 0.339 (0.244 10 <0.001 10.4(43 to
32.1) 0.472) 22.0)
Secondary
PFS (weeks) ©
Interim 24.1(11.1to 6.0 (4.41t09.9) 0.333 (0.238 10 <0.001 -
28.3) 0.467)
Final 22.9(109 to 6.0(441t09.7) 0.347 (0.253 1o <0.001 -
28.0) 0.475)
ORR (%)"
Interim 6.8(3.7t011.1) 0 NA 0.006 -
Final 6.6 (3.8 t0 10.5) 0 NA 0.004 10.1 (5.0 t0
17.8)
OS (weeks)”
Interim - - 0.491 (0.290 to 0.067 -
0.831)
Final 72.7(61.3 10 64.9 (45.7 to 0.876 (0.679 to 0.306 -
83.0) 96.0) 1.129)
a Results of double-blind treatment are from the ITT population and using central radiologist measurement, as

appropriate.

b Efficacy results for the 99 subjects who crossed over from placebo to SUTENT after unblinding. Baseline
was reset at cross-over and efficacy analyses were based on investigators assessment

¢ The mnterim PFS numbers have been updated based on a recalculation of the original data

d Results for ORR are given as percent of subjects with confirmed response with the 95% C1.

¢ Median not achieved because the data were not yet mature.

Median overall survival (O8) in the ITT population was 72.7 weeks and 64.9 weeks (HR 0.876, 95%
CI10.679 —1.129, p=0.306), in the sunitinib and placebo arms respectively. In this analysis, the
placebo arm included those patients randomized to placebo who subsequently received open-label
sunitinib treatment.

Treatment-naive metastatic renal cell carcinoma (MRCC)

A phase 3, randomized, multi-centre international study evaluating the efficacy and safety of sunitinib
compared with IFN-o in treatment-naive MRCC patients was conducted. Seven hundred and fifty
patients were randomized 1:1 to the treatment arms; they received treatment with either sunitinib in
repeated 6-week cycles, consisting of 4 weeks of 50 mg daily oral administration followed by 2 weeks
of rest (schedule 4/2), or IFN-g, administered as a subcutaneous injection of 3 million units (MU) the
first week, 6 MU the second week, and 9 MU the third week and thereafter, on 3 non-consecutive
days each week.

The median duration of treatment was 11.1 months (range: 0.4 — 46.1) for sunitinib treatment and 4.1
months (range: 0.1 — 45.6) for IFN- o treatment. Treatment-related serious adverse events (TRSAEs)
were reported in 23.7% of patients receiving sunitinib and in 6.9% of patients receiving IFN-q.
However, the discontinuation rates due to adverse events were 20% for sunitinib and 23% for IFN-q.
Dose interruptions occurred in 202 patients (54%) on sunitinib and 141 patients (39%) on IFN-g.
Dose reductions occurred in 194 patients (52%) on sunitinib and 98 patients (27%) on IFN-a. Patients
were treated until disease progression or withdrawal from the study. The primary efficacy endpomt
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was progression free survival (PFS). A planned interim analysis showed a statistically significant
advantage for sunitinib over IFN-g, in this study, the median PFS for the sunitinib-treated group was
47.3 weeks, compared with 22.0 weeks for the IFN-a-treated group; the hazard ratio was 0.415

(95% CI: 0.320-0.539, p-value <0.001). Other endpoints included objective response rate (ORR),
overall survival (OS) and safety. Core radiology assessment was discontinued after the primary
endpoint had been met. At the final analysis, the ORR as determined by the investigators’ assessment
was 46% (95% CI: 41 - 51) for the sunitinib arm and 12.0% (95% CI: 9 - 16) for the IFN-g arm

(p<0.001).

Sunitinib treatment was associated with longer survival compared to IFN-a. The median OS was
114.6 weceks for the sunitinib arm (95% CI: 100.1 - 142.9 weeks) and 94.9 weceks for the IFN-a arm
{95% CI: 77.7 - 117.0 weeks) with a hazard ratio of 0.821 (95% CI: 0.673 - 1.001; p=0.0510 by

unstratified log-rank).

The overall PFS and OS, observed in the I'TT population, as determined by the core radiology
laboratory assessment, are summarized in the table below:

Summary of Efficacy Endpoints (ITT population)

Summary of Progression-Free Survival Sunitinib IFN-o
(N=375) (N=375)

Subject did not progress or di¢ [n (%)] 161 (42.9) 176 (46.9)

Subject observed to have progressed or died [n 214 (57.1) 199 (53.1)

(%)]
PFS (wecks)
Quartile (95% CI)
25%
50%
75%
Unstratified Analysis
Hazard Ratio (sunitinib vs IFN-o)
95% CI for Hazard Ratio
p-value’

22.7 (18.0 t0 34.0)
48.3 (46.4 10 58.3)
84.3 (72.9 10 95.1)

10.0 (7.3 to 10.3)
22.1(17.1 to 24.0)
58.1(45.6 t0 82.1)

0.5268
{0.4316 10 0.6430)
<0.0001

*From a 2-sided log-rank test.

Summary of Overall Survival Sunitinib IFEN-a
(N = 375) (N =375}

Subject not known to have died [n (%)] 185 (49.3) 175 (46.7)

Subject observed to have died [n (%0)] 190 (50.7) 200 (53.3)

OS (weeks)
Quartile (95% CI)

25%

50%

75%
Unstratified Analysis
Hazard Ratio (sunitinib vs IFN-a)
95% CI for Hazard Ratio
p-value®

56.6 (48.7 to 68.4)
114.6 (100.1 to 142.9)

41.7 (32.6 t0 51.6)
94.9 (77.7 t0 117.0)

NA (NA to NA) NA (NA to NA)
0.8209
(0.6730 to 1.0013)
0.0510

*From a 2-sided log-rank test.
NA: Not Available (Not Reached)

Cytokine-refractory metastatic venal cell carcinoma (MRCC)

A phase 2 study of sunitinib was conducted in patients who were refractory to prior cytokine therapy
with interleukin-2 or IFN-a. Sixty-three patients reccived a starting dose of 50 mg sunitinib orally,
once daily for 4 consecutive weeks followed by a 2-week rest period, to comprise a complete cycle of
6 weeks (schedule 4/2). The primary efficacy endpoint was objective response rate (ORR), based on
Response Evaluation Criteria in Solid Tumours (RECIST).
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In this study the objective response rate was 36.5% (95% C.1. 24.7% - 49.6%) and the median time to
progression {TTP) was 37.7 weeks (95% C.1. 24.0 - 46.4 weceks),

A confirmatory, open-label, single-arm, multi-centre study evaluating the efficacy and safety of
sunitinib was conducted in patients with MRCC who were refractory to prior cytokine therapy. One
hundred and six patients received at least one 50 mg dose of sunitinib on schedule 4/2.

The primary efficacy endpoint of this study was Objective Response Rate (ORR). Secondary
endpoints included TTP, duration of response (DR) and overall survival (OS).

In this study the ORR was 35.8% (95% C.1. 26.8% — 47.5 %). The median DR and OS had not yet
been reached.

Pancreatic neuroendocrine tumours (pNET)

A supportive phase 2, open-label, multi-center study evaluated the efficacy and safety of single-agent
sunitinib 50 mg daily on Schedule 4/2 [4 weeks on treatment, 2-weck rest period] in patients with
unrescctable pNET. In a pancreatic islet cell tumour cohort of 66 patients, the primary endpoint of
response rate was 17%.

A pivotal phase 3, multi-centre, international, randomized, double-blind placebo-controlled study of
single-agent sunitinib was conducted in patients with unresectable pNET.

Patients were required to have documented progression, based on RECIST, within the prior 12 months
and were randomized (1:1) to receive either 37.5 mg sunitinib once daily without a scheduled rest
period (n=86) or placebo (n=85).

The primary objective was to compare Progression-Free Survival (PFS) in patients receiving sunitinib
versus patients receiving placebo. Other endpoints included Overall Survival (OS), Objective
Response Rate (ORR), Patient-reported Outcomes (PRO) and safety.

Demographics were comparable between the sunitinib and placebo groups. Additionally, 49% of
sunitinib patients had non-functioning tumours versus 52% of placebo patients and 92% patients in
both arms had liver metastases.

Use of somatostatin analogs was allowed in the study.

A total of 66% of sunitinib patients received prior systemic therapy compared with 72% of placebo
patients. In addition, 24% of sunitinib patients had received somatostatin analogs compared with 22%
of placebo patients.

A clinically significant advantage in investigator-assessed PFS for sunitinib over placebo was
observed. The median PFS was 11.4 months for the sunitinib arm compared to 5.5 months for the
placebo arm [hazard ratio: 0.418 (95% C1 0.263, 0.662), p-value =0.0001]; similar results were
observed when derived tumour response assessments based upon application of RECIST to
myvestigator tumour measurements were used to determine disease progression, as shown in Table 4.
A hazard ratio favouring sunitinib was observed in all subgroups of baseline characteristics
evaluated, including an analysis by number of prior systemic therapies. A total of 29 patients in the
sunitinib arm and 24 in the placecbo arm had received no prior systemic treatment; among these
patients, the hazard ratio for PFS was 0.365 (95% CI1 0.156, 0.857), p=0.0156. Similarly, among 57
patients in the sunitinib arm (including 28 with 1 prior systemic therapy and 29 with 2 or more prior
systemic therapies) and 61 patients in the placebo arm (including 25 with 1 prior systemic therapy and
36 with 2 or more prior systemic therapies) who had received prior systemic therapy, the hazard ratio
for PFS was 0.456 (95% C1 0.264, 0.787), p=0.0036.

A sensitivity analysis of PFS was conducted where progression was based upon investigator-reported
tumour measurements and where all subjects censored for reasons other than study termination were
treated as PFS cvents. This analysis provided a conservative cstimate of the treatment effect of
sunitinib and supported the primary analysis, demonstrating a hazard ratio of 0.507 (95% CI 0.350,
0.733) and p=0.000193. The pivotal study in pancreatic NET was terminated prematurely at the
recommendation of an independent Drug Monitoring Commuittee, and the primary endpoint was based
upon investigator assessment, both of which may have affected the estimates of the treatment etfect.
In order to rule out bias in the investigator-based assessment of PFS, a blinded independent central
review of scans was performed and supported the investigator assessment, as shown in Table 4.
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Table 4 - pNET Efficacy Results from the Phase 3 Study

Efficacy Parameter SUTENT Placebo HR P-value
(n=86) (n=85) (95% CI)
Progression-Free Survival [median, 11.4 55 0.418
months (95% CI)] by Investigator o . ’ (0.263, 0.662) 0.0001°
(7.4,19.8) (3.6,7.4)
Assessment
Progression-Free Survival [median,
months (95% CI)] by derived tumour
rcsponssé9aas£s§n)1]engbiscgilioi . 7 A}Z]% 9 3 551 0 0 2;);(())]640 0.000066"
application of RECIST to (7.4,16.9) (3.5, 6.0) (0.252,0.640)
investigator tumour asscssments
Progression-Free Survival [median,
months (95% CI)] by blinded 12.6 5.8 0.315 0.000015°
independent central review of tumour| (11.1, 20.6) (3.8,7.2) (0.181, 0.546) ’
assessments
Overall Survival 20.6 NR 0.409 0.0204°
[median, months (95% Ch)] {20.6, NR) (155, NR) | (0.187, 0.8%4) )
Objective Response Rate 9.3 b
[%%, (95% CD] (3.2,15.4) 0 NA 0.0066

CI=Confidence interval, HR=Hazard ratio, NA=Not applicable, NR==Not reached

2-sided unstratified log-rank test
PFisher’s Exact test

Figure 1 - Kaplan-Meier Curve of PFS in the pNET Phase 3 Study
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OS data were not mature at the time of the analysis. There were 9 deaths in the sunitinib arm and 21
deaths in the placebo arm. A statistically significant difference in ORR favouring sunitinib over

placebo was observed.

Upon disease progression, patients were unblinded and placebo patients could have been offered
access to open-label sunitinib in a separate extension study. As a result of the early study closure,
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remaining patients were unblinded and offered access to open-label sunitinib in an extension study. A
total of 59 patients from the placebo arm received sunitinib in an extension study.

Results from the European Organization for Research and Treatment of Cancer Quality of Life
Questionnaire (EORTC QLQC-30) showed that the overall global health-related quality of life and the
five functioning domains (physical, role, cognitive, emotional and social) were maintained for patients
on sunitinib treatment as compared to placecbo with limited adverse symptomatic cffects.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of the studies with
SUTENT in one or more subsets of the pacdiatric population in gastrointestinal stromal tumours
{GIST) (see section 4.2 for information on the paediatric use).

The European Medicines Agency has waived the obligation to submit the results of studies with
SUTENT in all subsets of the pacdiatric population for treatment of kidney and renal pelvis
carcinoma {excluding nephroblastoma, nephroblastomatosis, clear cell sarcoma, mesoblastic
nephroma, renal medullary carcinoma and rhabdoid tumour of the kidney) (see section 4.2 for
information on paediatric use).

The European Medicines Agency has waived the obligation to submit the results of the studies with
SUTENT in all subsets of the paediatric population for treatment of gastroenteropancreatic
neuroendocrine tumours (excluding neuroblastoma, neuroganglioblastoma, phacochromocytoma) (sce
section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetics of sunitinib has been evaluated in 135 healthy volunteers and 266 patients with
solid tumours. The pharmacokinetics were similar in all solid tumours populations tested and in
healthy volunteers.

In the dosing ranges of 25 to 100 mg, the area under the plasma concentration-time curve (AUC) and
Cmax increase proportionally with dosc. With repeated daily administration, sunitinib accumulates 3-
to 4-fold and its primary active metabolite accumulates 7- to 10-fold. Steady-state concentrations of
sunitinib and its primary active metabolite are achieved within 10 to 14 days. By day 14, combined
plasma concentrations of sunitinib and is active metabolite are 62.9 - 101 ng/ml which are target
concentrations predicted from preclinical data to inhibit receptor phosphorylation in vitro and result in
tumour stasis/growth reduction in vivo. The primary active metabolite comprises 23 to 37% of the
total exposure. No significant changes in the pharmacokinetics of sunitinib or the primary, active
metabolite are observed with repeated daily administration or with repeated cycles in the dosing
schedules tested.

Absorption
After oral administration of sunitinib, maximum concentrations (C,.,x) are generally observed from 6

to 12 hours (ty.:) post-administration,
Food has no effect on the bicavailability of sunitinib.

Distribution

In vitro, binding of sunitinib and its primary active metabolite to human plasma protein was 95% and
90%, respectively, with no apparent concentration dependence. The apparent volume of distribution
(V) for sunitinib was large, 2230 1, indicating distribution into the tissues.

Metabolic interactions

The calculated in vifro Ki values for all cytochrome (CYP) isoforms tested (CYP1A2, CYP2AS6,
CYP2ZB6, CYP2C8, CYP2CS, CYP2C19, CYP2D6, CYPZEL, CYP3A4/5 and CYP4A9/11) indicated
that sunitinib and its primary active metabolite are unlikely to induce metabolism, to any clinically
relevant extent, of other actives substances that may be metabolised by these enzymes,
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Biotransformation

Sunitinib is metabolised primarily by CYP3 A4, the cytochrome P450 isoform which produces its
primary active metabolite, desethyl sunitinib, which is then further metabolized by the same
isoenzyme.

Co-administration of sunitinib with potent CYP3A4 inducers or inhibitors should be avoided because
the plasma levels of sunitinib may be altered (sce sections 4.4 and 4.5).

Elimination

Excretion is primarily via facces (61%), with renal elimination of unchanged active substance and
metabolites accounting for 16% of the administered dose. Sunitinib and its primary active metabolite
were the major compounds identified in plasma, urine and facces, representing 91.5%, 86.4% and
73.8% of radioactivity in pooled samples, respectively. Minor metabolites were identified in urine and
facces, but generally were not found in plasma. Total oral clearance (CL/F) was 34-62 V/h. Following
oral administration in healthy volunteers, the elimination half-lives of sunitinib and its primary active
desethyl metabolite are approximately 40 — 60 hours, and 80 — 110 hours, respectively.

Special populations

Hepatic impairment. Sunitinib and its primary metabolitc arc mainly metabolized by the liver.
Systemic exposures after a single dose of sunitinib were similar in subjects with mild or moderate
(Child-Pugh class A and B) hepatic impairment compared to subjects with normal hepatic function.
SUTENT was not studied in subjects with severe (Child-Pugh class C) hepatic impairment.

Studies in cancer patients have excluded patients with ALT or AST >2.5 x ULN (upper limit of
normal) or, if due to liver metastasis, > 5.0 x ULN.

Renal impairment: Population pharmacokinetic analyses indicated that sunitinib apparent clearance
(CL/F) was not affected by creatinine clearance within the range evaluated (42 - 347 ml/min).
Systemic exposures after a single dose of sunitinib were similar in subjects with severe renal
mmpairment (CLcr<30 ml/min) compared to subjects with normal renal function (CLecr>80 ml/min).
Although sunitinib and its primary metabolite were not eliminated through hemodialysis in subjects
with ESRD, the total systemic exposures were lower by 47% for sunitinib and 31% for its primary
metabolite compared to subjects with normal renal function.

Weight, performance status: Population pharmacokinetic analyses of demographic data indicate that
no starting dose adjustments are necessary for weight or Eastern Cooperative Oncology Group
(ECOQG) performance status.

Gender: Available data indicate that females could have about 30% lower apparent clearance (CL/F)
of sunitinib than males: this difference, however, does not necessitate starting dose adjustments.

5.3  Preclinical safety data

In rat and monkey repeated-dose toxicity studies up to 9-months duration, the primary target organ
effects were identified in the gastrointestinal tract (emesis and diarrhoea in monkeys), adrenal gland
(cortical congestion and/or haemorrhage in rats and monkeys, with necrosis followed by fibrosis in
rats), haemolymphopoietic system (bone morrow hypocellularity, and lymphoid depletion of thymus,
spleen, and lymph node), exocrine pancreas (acinar cell degranulation with single cell necrosis),
salivary gland (acinar hypertrophy), bone jomt (growth plate thickening), uterus (atrophy) and ovaries
{decreased follicular development). All findings occurred at clinically relevant sunitinib plasma
exposure levels. Additional effects, observed in other studies included QTc interval prolongation,
LVEF reduction, pituitary hypertrophy, and testicular tubular atrophy, increased mesangial cells in
kidney, haemorrhage in gastro-intestinal tract and oral mucosa, and hypertrophy of anterior pituitary
cells. Changes in the uterus (endometrial atrophy) and bone growth plate (physeal thickening or
dysplasia of cartilage) are thought to be related to the pharmacological action of sunitinib, Most of
these findings were reversible after 2 to 6 weeks without treatment.
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Genotoxicity

The genotoxic potential of sunitinib was assessed in vitro and in vivo. Sunitinib was not mutagenic in
bacteria using metabolic activation provided by rat liver. Sunitinib did not induce structural
chromosome aberrations in human peripheral blood lymphocyte cells in vitro. Polyploidy (numerical
chromosome aberrations) was observed in human peripheral blood lymphocytes in vitro, both in the
presence and absence of metabolic activation. Sunitinib was not clastogenic in rat bone marrow in
vive. The major active metabolite was not evaluated for genotoxic potential.

Carcinogenicity

In a 1-month, oral gavage dose-range finding study (0, 10, 25, 75, or 200 mg/kg/day) with continuous
daily dosing in rasH2 transgenic mice, carcinoma and hyperplasia of Brunner’s glands of the
duodenum were observed at the highest dose (200 mg/kg/day) tested.

A 6-month, oral gavage carcinogenicity study (0, 8, 25, 75 [reduced to 50} mg/kg/day), with daily
dosing was conducted in rasH2 transgenic mice. Gastroduodenal carcinomas, an increased incidence
of background haemangiosarcomas, and/or gastric mucosal hyperplasia were observed at doses of 225
mg/kg/day following 1- or 6-months duration (>7.3 times the AUC in patients administered the
recommended daily dose [RDD]).

In a 2-year rat carcinogenicity study (0, 0.33, 1, or 3 mg/kg/day), administration of sunitinib in 28-day
cycles followed by 7-day dose-free periods resulted in increases in the incidence of
pheochromocytomas and hyperplasia in the adrenal medulla of male rats given 3 mg/kg/day following
>1 year of dosing (>7.8 times the AUC in patients administered the RDD). Brunner’s glands
carcinoma occurred in the duodenum at >1 mg/kg/day in females and at 3 mg/kg/day in males, and
mucous cell hyperplasia was evident in the glandular stomach at 3 mg/kg/day in males, which
occurred at >0.9, 7.8 and 7.8 times the AUC in patients administered the RDID, respectively. The
relevance to humans of the neoplastic findings observed in the mouse (rasH2 transgenic) and rat
carcinogenicity studies with sunitinib treatment is unclear.

Reproductive and developmental toxicity

No effects on male or female fertility were observed in reproductive toxicity studies. However, in
repeated-dose toxicity studies performed in rats and monkeys, effects on female fertility were
observed in the form of follicular atresia, degeneration of corpora lutea, endometrial changes in the
uterus and decreased uterine and ovarian weights at chinically relevant systemic exposure levels.
Effects on male fertility in rat were observed in the form of tubular atrophy in the testes, reduction of
spermatozoa in epididymides and colloid depletion in prostate and seminal vesicles at plasma
exposure levels 18-fold higher than observed in clinic.

In rats, embryo-foetal mortality was evident as significant reductions in the number of live foetuses,
increased numbers of resorptions, increased post-implantation loss, and total litter loss in 8 of 28
pregnant females at plasma exposure levels 5.5-fold higher than observed in clinic. In rabbits,
reductions in gravid uterine weights and number of live foetuses were due to increases in the number
of resorptions, increases in post-implantation loss and complete litter loss in 4 of 6 pregnant females
at plasma exposure levels 3-fold higher than observed in clinic. Sunitinib treatment in rats during
organogenesis resulted in developmental effects at 2 5 mg/kg/day consisting of increased incidence of
foetal skeletal malformations, predominantly characterized as retarded ossification of thoracic/lumbar
vertebrac and occurred at plasma exposure levels 5.5-fold higher than is observed in clinic. In rabbits,
developmental effects consisted of increased incidence of cleft lip at plasma exposure levels
approximately equal to that observed in clinic, and cleft lip and cleft palate at plasma exposure levels
2.7-fold higher than observed in clinic.

Sunitinib (0.3, 1.0, 3.0 mg/kg/day) was evaluated in a pre-and postnatal development study in
pregnant rats. Maternal body weight gains were reduced during gestation and lactation at > 1
mg/kg/day but no maternal reproductive toxicity was observed up to 3 mg/kg/day (estimate exposure
> 2.3 times the AUC 1n patients administered the RDD). Reduced offspring body weights were
observed during the pre-weaning and post-weaning periods at 3 mg/kg/day. No development toxicity
was observed at 1 mg/kg/day (approximate exposure >0.9 times the AUC in patients administered the
RDD).
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6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule content
Mannitol (E421)

Croscarmellose sodium
Povidone (K-25)
Magnesium stearate

Capsule Shell
Gelatin

Red iron oxide (E172)

Titanium dioxide (E171)

Printing ink

Shellac

Propylene glycol

Sodium hydroxide

Povidone

Titanium dioxide (E171)

6.2 Incompatibilities

Not applicable.

6.3  Shelflife

3 years.

6.4 Special precautions for storage
This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

High-density polyethylene (HDPE) bottle with a polypropylene closure containing 30 hard capsules.

Poly{(chlorotrifluoroethylene)/PVC transparent perforated unit dose blister with aluminium foil coated
with heat seal lacquer containing 28 x 1 hard capsules.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Pfizer Ltd

Ramsgate Road

Sandwich, Kent CT13 9NIJ
United Kingdom
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8.  MARKETING AUTHORISATION NUMBER(S)

EU/1/06/347/001

EU/1/06/347/004

9.  DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 19 July 2006

Date of latest rencwal: 9 January 2012

16. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the Europecan Medicines
Agency hitp://Www.cma.curopa.cu.
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K45 HABR), PFHES 258005501, BEAMEAEERSBELENDS, A=F=70
&% 12.5 mg (2 (GIST 2 X MRCC (Z5%f L Ci% 87.5mg/H, pNET (Zxf L Tl 62.5mg/H % T)
HEENKE L 2D REMER & 5,

b ad e B )7 CYP3A4 BRI L OOFITHET 5 X&E ThH D 44 K45 HAZ M),
PSS 250 0WiGaE, AEMETEBREBEL2ND, A=F=7DOH&EIE GIST KT
MRCC (Z%F L Cix 37.5mg/H, pNET (Zxf L CiE 25 mg/H ORIEHAE S TRENSLE L 725 JHE
PERH D,

CYP3A4 Z5H8E L ET HEA N0y, UEFHOBIOIFHEDOBIR A ZE T & Th 5,

iRl 7 A AR
AN

18 AR O BE LI D5 A =F =7 DR RO IVETHENL ST,
A FBEZR T — 2 e,

HAEND 6 FARTO/NEIZRWT, A ~F =7 ERIIC R DRI IREUISE UI R BAEOUIRAHE
O (X)) B0 B MRS (GIST) OERAE IS E L TA=TF =T 2 LR
2R, ANICEBWT, BT - BRI BRI O 1A M O R BE SRR O3 BT A0 O
AL N W OTRIR 2 G & L CA=F =7 2 LRI AW,

INRBFEIZBIT DA =T =T OFERIFHER IR,

EEm A (65 Ll )
BARBICB W T AT =7 2R EINT-BEDR I SO 11X 65 Ll L Th o7, IFEEERE
L EBERE OMT, e TSI T A E B REITRD b o,

iRt e

BRHED D P (Child-Pugh 70 A X U'B) OFEREEEL G T LERFIA =T =7 25T
DAL, BEHEEZRE T2 LBV, A=F =7 & E1L, Child-Pugh 734 C OEERF
BEREREE 2 A T AR Cldmit ST, ZO o EE R ITHERE 24 2 B ICIEE
AL EmEZEE LW 52HEBMH),



A=ZF =T pNET Page 4

H 25 ~ B OO B BERR S UL BT 2 20T T A R HIB R4 (ESRD) BEICA=F =7 %
BT 2551, BEHEZRE T2 0BT, 0% AEREIZ W E~x 222t
EBRMEICEESNTITH., 521EBH)
B 051k

A—=TF v MIRAOBGHTH DL, AHITRFEOFEAMOTIRAL TLu,

IR UEhe8a, BFITEML CTRATNE TRy, BRICET B OBEH &% RAT
RETHD,

43 EZ=

BRI ST EE DO WT IR L CRBUEDEE (61 THO U X MIFEH#HOH A L D) (21T
ER LN &

44 HBALGESERUVERALOIE

587772 CYP3A4 FHEH| L O IZA = F = 7 O MSETIEE AL T S8 2 /et d 570, H
JHRETHD, W2 KRP45THEZSR)
587772 CYP3A4 FRERI L O HIZ A =F =7 O METIEE 4 L5 S8 2 meetEnd 570, #
JHRETHD, W2 KRP45THEZSR)

EIE & & UHREE

BRI BEOE (Ef) L0 B2 6N RELAT, mBEECALNZEERTH
D, KI30%DBFEICHE LT, A=F =7 ORGPICEE UILEO AR RIS L ATHet
LD L EBREIBADRNETHD, ZOMICEZ DA MDD 5 EE~DEE L L TIX, K
JEO A, EEXITOUE N, FEEOCREOKE, BEMEBEE (R5HEE, FEAEDK
BB TERGR OFERITRFE EIE T 2) IR A LN LDRBRENH 5,

NS,/ RIS B O 14%ICHE Sz, FRROBIERIZEREEO L O TiEe <, —Hiic
FRHETH O, IBROPIEICEL Z iRFE Aol

H I 35 & UES H i

TIRHFAEZE U T, HE, MR, REEOMO MM, Saie i 2z & e i
BRHE SNz,

AR GIST RBR T, A=F=7EEBREO 18%ICHMMEBELNEE L-ox L, 7I%
REFEEBETIE 17%TH -T2, RIEED MRCC /BRI LERBRTIE, A=F=7&E5HE5D
39%Z MM FESE A FBL L ZDICX L, IFN-a &E5EF TIE 1% Tho7c, A—7 2 FEDRR
BfRE S ETERWT L—F 3 DLEDOHIMMEERESR)R, A=F=7 Y ARG EHET 11 #
(3.1%) IHBLI=DIZxf L, [FN-a« BGRBETIE 1 H] (03%) Thole, A=F =7V I
WoRGEZ T A N A ARPE MRCC B35 D 26%I iR A FEL L7z, SH1IFH pNET
RER G, SN AR HOMEBERIIA =T =T REREFEDO 19%ICEALEDOICH L, 7T 1R
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HETIT 4% Th 7o, AFSRBIEOFMICIE, 2nRFAELOCFRZELEDDH T L,

SHIITR 2 AL HMMEAEEFS T, HIMFERPIFEI L 2 ERE L ORI Tl
HFanl, BEEORMNERLAONTR, BmRERITIZE AL RhoT-,

B 7R IS 2 1 O I H . (BB RG> TEGI 25 Te) A SnTn5,

[ AR FRER 1T IR RBIMR & A5 7 T & W i A% GIST B8 0K 2% TR bilz, 29 LicH
FUITREFENIRBT2BEN1H Y, FEREAZ AT 588 OLE I A2 & )T HIEDOWE I S
LA 252655, M (BRI a il ER 23T 73, A=F=T7 0k
525177 MRCC, GIST ¥ X OilER 2 43 2 BF 2 x5 & UK L O iR off AR
BRCRO bz, A—T » MOERE 2 AT 5 BE~OEITAGE ST 2R,

PukEinAl (Vv 7 U ), acenocumarole %) Z i L T\ 5 1%, EHIAYIC A mEk (/MR) ,
FeER - (PT/INR) BLUOHRBZEICLVBET L ENREE LV,

HILRIEE

LR OEIER O S bl h L <MESNOE, Bls, FH, ANEK, HEARELONEH T
HoTm 48HAERR),

1R A& BT DR R ORWERICKT 5 3CRHRIE L LT, SIER AT IEEER G T 53K
N L DI ERH D,

HEHET, BB ESIHE (BEEZRLEET) BA=F =TI LD IRREZ T REN
MR B THRICHBLL T 5, RRBRESETE W Emiye G2, HIFH GIST
AECK T 577 A RGEFED 05%ICHBD bk,

=T

KRR A G E TERWEMTE, EFEEE O 16% THRE SN, BIEERE L - BH
DK 2.7% T, A=F =7 OMHERE TR GEHMTONT, ZhbDEFEDIH, R
=F =T O®RG AP LEBERITO o7, BEREO®ME (U IME > 200 mmHg SUIPEE
HAIME > 110 mmHg) 1%, EERBEED 47% TRD LN, RIEEMRCCHEEDH H, A=F=
7Y AR OB E-EAE DK 30%IZ K RER A G E T E RV EILERRO H e DIt L, IFN-o
DG EZITBETIE 6% Thotz, A=F =T Y L IABEOR 5 %% ) - RIGEEF D 12%
KON IFN-ouft 5-FB 35 D 6% B E O S IENFR O b v, HIFE pNET 3R W T, RIEBEFRZ
BETERVEMEITA=T =T HEBED 23%ICRO N0 L, 77 2 REETIT 4% TH
S, BEORMEZTA=F =7 OG- %25%1F7 pNET B 10%ICA LN L, IR
BETIE 3% Thol, BEICHMENRWVIREL, @MUICEHTRXTHDH, KIFED MRCC
R LIeRBRIC IR W T, A—T » MgEGEFE D 27%K% O IFN-of% G- D 4%\ @ ILEFE
L7z, WRHOIHRRIC L » TEBT 5 Z LN TE AR VWEES MEEE T, AFIORS %2 —Ric
B 5 Z RSN S, EEOEUREROS &, REAZFEAL TS L,

& FHIEE
T L— R 3 RO 4 OUFHPERE (ot 450 181X, a2, I GIST ARBR Tl 10% K 8 1.7%,
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MRCC O MFHFAER T 16%&% 8 1.6%, HEIFH pNET RBR Tl 13% 4 TN 24% 0 BF THE SR
7z. 7 L— K3 KO 4 Of/MgINE, Faei, FHI4E GIST 38Tt 3.7%& T 0.4%, MRCC
O FEMARFER TIE 8.2%% TN 1.1%, FEIAH pNET #8652 TiL 3.7% L DN 1.2% D B THRE I, =
NOOERIFFEMIETIH L, —MICATHENRLOTHY, BFIXREORIEICED Z LT
olz, BIFRREICKT 5 26 OFRITWT L Bmiy TlEe o7z, MIREBEFHETIE,
(s SRR E L BESE T A H i Ko A HR BRI 7 & o Bean B Lt E S S S ST,
BMLIEA = F =7 L DIREABO RH R OB ENCRD b, 7 L— R 3 RO 4 OREFI R

i,
AT =T\ LDIEEEZT 5 BE T, KR A 7 ORI 2MERGHE 2 i d <&
Thh,
DIEEE

HRERAE CIX, DA, DFE, DFEEREOLNEESR (BMmiEd a5t NHE
SN, TNHDOT =00, A=F =TI XVLHEEOY R 7B EFTHZ ERREBEIND,
A=F =N KB ODEEEOF - 7GR R TR E STV 0,

BARRBRIZE T, AFEFHE (LVEF) @ 20%LL Ei>EHME FR (LLN) R ~DE T,
AZF =T OIRE AT T GIST B3 O 2%, YA N A AARPIME MRCC B D 4% VT &
RNEH A2 1T 72 GIST BED 2% TR bz, 29 L LVEF K FIZETEO L0 THH L H 1T
RO, < OB, IBRERIT HICLTER» ThE L, RIGED MRCC X4 LR
BRACIE, A=F =T BEBED2I%R A o Z—Txa-a (IFN-«) F5ERED 15%IZ EFEE
TERANG~D LVEF DI FRRb biz, A=F =T REBEEO2H (<1%) 73, 9 - MR
4 (CHF) t@2lrahi-.

KRR EBETERWEERSE LT AL 9 stk Re] T TEERE] s
ENT- GIST 8L, A=F =7 HBETIT07%, 77 R EREEZTEEETIT 1% ThHo72, £
BE LY GIST BETh ok, TEARFIH GIST 38 (0=312) (CBW\T, & (A=F=7%
LT B AREE) OBRFEO 1%IIEBHRIE L ORI EBRE S E TE Q2B iy 70 BE g ER 237D 5
Nz, A b A ARBIME MRCC BE A xS L L F TARBRICBW T, A=F =T R EEE
D 0.9%ITIREREE & ORRRBR A B E T E RWEMAY R DI EEZERFE® b, FIRIEH MRCC
BEERG L U BRI T, TFN-ofED 0.6% 2 B 720 BEH 53500 57273,
A=F = TRETIE 0% TH o7z, HBIFH pNET AR Tlt, A=F =7 5ERF 14 (1%) IZHE
BIfR A 5 E TE W EMI L AERTED b,

SZREATF a Y X —8 (RTK) B & OEREDORIRIC DWW TIE, FEH LSS TUVN,

A=F =T EERT 12 » BLANICOHEZE (BE ARRZEPRIIEEET), FER REEINR S
A RATBAENT, FEMEME CHF, MR IESUE @B IE, MZRE & W o 7 R RBTED 5
NIZBRER, A=TF =7 OBKRBRO LB Lz, ZNOOAMEEAFETLBREICE T, K
(ZBIHE L ERERE R EORIEY A7 BNEL 2B E D DI ARATH S,

R OIRERRIR 7 R O (L) HEEIIREE OB EREN & 2 B3 Cl%, CHF OERRAEE & OYE
RICOWTHERBIRSE=X IV U7 THXERD D,

AT, AFOFRGICE 0 ELNHHEIEMENZ O X 5 et de LR D708 5 e <& T
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boH, T LIEREFIA=TF =T 2 RETHGE, A=F=70FKEHE, CHF ORREEKLD)
FESRICOWTHB R BIEATY 2L, S50, X—RAF A LFED LVEF 2Hi & A =F =7 # i
DOEMP) 72 LVEF fHliAZBETRETH D, DIEOBRE TR R2WEFICONTE, =R T A
VREDERH R OM A ZE T RETH D,

CHF OGHFIEIR RS LN HHENE, A=T =7 OFRGHIERHRE SN %, CHF 2753 RN
T BT ATFO BN, BRHEED 50%KTM TN—RA T A b 20% &R TR F LTS
BETIE, A=F=T70ORGE2TET 50 ERGELZBET XETHD,

QT BfRER

FEEGERERER  Gn vitro K QVin vivo) OF—Z 2 L0, b h~DO¥REAELZBEZ 2HAETIE, A=
F= TN K0 DTEBN BN P AR 2P S B FIREtE A R a7z (QT MBRIER 72 ).

0.5% BT 500 ms BL o> QTe MFRIER 274 Hi, B EE 450 FlO 1.1%IC~_—AF A
735 60 ms A EDIER BB LA, ZNHDNAT A= L bICHEERELO R 27T
DTHDHEEZLND, BRIREDK 2 FOREIZENT, A=F=728% QIcF LR
(Fridericia fil (EV%) 23RSl

20~87 R DOMITHEEM I RE 24 Hlad5 L LERRICE D, QT MIERENSMFES Uiz,
FORER, A=F=TIEHRARN—AT A UEEEFHOIRREE G HE) IZBWTRUM
—AG A HHIEEE AW IRFRREABZ DRE (9 BHE) [ZBWT, QTe MRICHEAL KIFT
[T & RFHER O E>10ms (90%CI EE>15ms) & EFK] Z AR ENT. 500ms %
2% QT MR R 477 L& %i@ﬂokoEWAwX74/@E%’iéQRFﬁ@ﬁ§m
3HH, #5105 24 REHEKIC (T72bh, HLEEEHE 50 mg O 5A2ICHIE L iz iR mARR g
[ZBWT) BOLND, KFTROBKHNERIIAATSHS,

RIRIBE S D WNTFN A B DRI E LT3N L 72 EIERYERE BCG LM CIE, FF AT
BESER ST ITT MKW C TEE ) (CTCAEV3.0 7 L— K3 XTZFnb) &2 55 QTe
IFRIER DB L 7 BF T A LR Do 7z,

TR MR TlX, Fridericia Al FVEIC X 25K QTcF MIFRD~N— 2T A b OB AL &I
9.6ms (90%CI: 15.1ms) Th o7z, BHRIREDRK 2 f5OIRE TIE, K QIcF MRD~—AF A
b OELEIT 15.4ms (90%Cl : 22.4ms) Thoto, BENSBEIEL LCEH SR EZEXF T 7
XY (400mg) Tid, HK QTcF MRDN—RA T A b DY EEIL 5.6 ms ThoTe,
Z'L— K2 (CTCAEv3.0) ##2 % QTc MIFRIER MAFEL L e 1L bR o T,

QT MiFIERIC LY, MY —F F H7U &I UHETHOLBERENRO Y 27 BHAT
By AT =T EREBEO 01%RE FA—F K K7 MRARODLNATND, A=F =T
1%, QT MR OO & 5 B4, FIABIRAIZIRA LT85, OFRE, BRIk L<IEE
REREOMEOH - BEIITERE L THEHT S 2 L, 88717 CYP3A4 HEAIE OFHIE, A=
F= T OMBHIEE A LR SE LR HHOHIRT S 2 8 (42 KT 45HEBM]),

AR AE ZEARIEE R
KRB G E T & 2 OF IR ZE MR RIT, WARBRICEWTA=F =7 2K G SN zEH
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EREEFE (GIST X U'MRCC 2 5Tr) OF LO%THE S TWD,

FIFE GIST RBRICHBNT, A=F=THD 76 3%) [CHARMAAMESZNBRBI LR, 75
EREETIERD SNeinotz, 78I 5 FIR 7 L— K 3 OFEEEIRMEE (DVT) THO, 2 Fn
ZL—R1XF2 Tholz, ZOGISTEE 7THIO S 45T, RIS DVT %ZiEidtk, HEE
ik L7,

FIAHRER CA =T =7 O 55251 - RIGFO MRCC B3 13 6] 3%) KA Mo UK
PibE MRCC 35k 2 3R D 4 4 (2%) 12, RIRBRNEE TERWFIRMAAMEES RS Shi,
T IFINIHERELZFHLTEY, ZFL—FR28 14, L —F4B 84 TH-o7T, 7,
INHDEREDI L SHMNDVT Z#RELTEBY, ZJL—R18 14, ZL—FR2824, 71—
R3MN4H, ZL—F4n1HTH-T=,

IFN-ou D $ 5-% 52 1) 7= RIE# D MRCC BETiX, 6 il 2%) BEkMfeHERARIE Lz, 1
Bl (<1%) 7 L—F3ODVT Z3EL, 541 (1%) HPIERELZFEI LI, T TORERH
TL—K4Thoto,

HFH pNET B TlE, A=F =7 D05 221772 BE B TRBEBHR NG E T & W ERIR
MM ERIIROLNT, TR TT L— 20O DVT 2B 1 FlHESh.

GIST, MRCC U pNET DT H F5 D 7= 8 O F AR FRER TIE By 728508 % 1l - 7EF TS =

otz Bran) 2R isF 2 il - TESIETHIREHE TRO LT\ o (R ERKL T 48 A
%Z/jﬁ.{:{) o

BARMIEREER

AR A ZERYEES (ATE) OFER] (& ZICB@m) 25, A=F =T OREZ2ZIT 2B TH
HINTND, b < HONTEFRITMIME FEAE, —IBMERNE MFETER OIEZER & Th o7,
ATE (BT A ERIA 7 & LT, BEVEERERE L OFEED 65 LA EIE e, @i, BRI &L O
MARSERRSE DB E R i Hiv b,

FERERER

WE12 5 IO ERIEA BB LB F I A =T =T OHERABRNSEA SN TN D,

BB CA =T =7 ORGAZ T BEFICBOT, KEBEENEE TS niiFg (FF%
R, Mosk, FiiZeRe, KR A3 GIST B DK 5%, MRCC BHE D# 14%, pNET BFH D 7.2%IZ
wEsnz,

BRRRICI T, A=F =T OG22 EREERE (GIST XKTMRCC #512) DK 8%
2, REBRAEE TERVIERIRESNA LN,

EMHRR TA=F =7 0R542%Z 0 -BEHED O L, MERIEIX GIST &0/ 1.3% LV
MRCC B DK 0.8%ICFRD bz (4.4 H—FRMARZERIEESR 2 S M), FBIFHRR TA=F =
TORGEZITEEED DL, REBFEAEE TEXRWIZERES & L7 pNET BH 17 h o7z,
B B 72 R0 2 W o Te B E 3 IR TRl b 8 HA S,

FIKIRIEE
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TRTOBFICBNTN—AT A VRRICHIRBERRORIKRE AT O Z L BRI TED,
T FUR IR REIR MESUT AR ISRE U E A BIE L CO D BF A =T =7 B 52 GT 5
RN HEHER IR IRIRE BRI » TIRIRT DM ER S H, A=F =7 OG5 TIE 3 » B EICHIR
HRRE A2 EHIIICE=F U 7T 0B RH D, S HI, TRFHIR o BRI E D185 & OYE
RAEABB ST HXER DS, FRBESEZ R TEERD CUT) FERDRD b ga,
WIS DKM AL E=2 U 735, FIRREEL 2 U7 BF IR ER e ERALE 4 R
B %,

FURIRHEREIR FIEIY, A=F = 7IC LA O R R OB IR s, FURIBHEE
TREX, YA Ml A CHEBUE MRCC 3R 2 SBBRICB T 2 A =F =7 REBFEDO 7H (4%) DI
73, RIAEE MRCC SRERD A =F =7 FED 61 ffil (16%) KO IFN-ofED 3 il (<1%) I[ZEITEM &
L T#E SN,

502, HURIRHE A VE > (TSH) BI04 b A ARPIME MRCC B O 4 il (2%) (23
HENTz, BETIE, MRCC £ D 7%T, EEBMRA D20 FRR BRI TAE O R H) = &
FUATERBRE FOr e AN Lz, KRR B2 v RN B AMES REIR TE
$, A=F =T REEEO 8 H0 GIST B#F (4%) TRO L= DIZx L, 77 B REETIE 16 (1%)
Th o7, HIAH pNET BT, KRBMRPEE TE W RIMERIK TEIIA =T =75
BETSH (6%), I EREETIH (1%) ®EINT.

Fii 72 IR MR A RE TUHEIE OJER) (R IRHSRE R 2256038 U TERI &2 Srie)  ASERPRRRBR K OVl
FETHES N TN S,

g %

ME Y A_N—EROT 2T —EOWMNN, A=F =7 OEE5%2%) Q05K FEEREEE CHE
ENnte, HaREBEEETHHREICBNT, U AA—BHEo LR —@toboTch o, @
R O XATER E D 7o te, A=TF =7 O %5172 GIST Xit MRCC O EHICK
WTIRBEE T (<1%) FERIZED T\ 5, EEREEFESR (BumiyZ2isma il - 72 fE s 2 5 Te)
BEEISN TV,

BERDIEIRDBFED HLNTBAICIE, A=F =7 oG 2 ML, @Y ERELRITH & T
H5,

STIAH pNET #BR Tlk, RRBIRMAGE TE RWPERITHRE Sh T,

&4

A=F =T ORGEZ T EE TITFEERED SN TWA, IFRE (BEai7tiniR 2l - 7 E
Bl ELe) NA=TF =T ORG AT EEERE O 1%ARmICGEO bk, FiEkRmE (77 =
YT NT AT 2T (ALT), TARTXUBT I/ b7 A7 25— (AST), t
UVEARE] A IEELAED, A A 7 A OIEELIM T R OEREISICE> TE=2 U 7T 5
T L, IARROBIE TR NGBS SNIZBAICIE, A=F =7 ofb5 421k L, B EE
BEATO LENRSH D,
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Bikae

BHREREE, BARLDT (L) MBS (Bt isi i o IEf A2 5e) AlE SN
TW5,

A=F =T ORGEFIC émﬁ BRI BT 2 fERRIA T, BRI s o A
BB Z, mﬁ,%ﬁf,mw OISR, DARE, @mIE, BUE, Bk ik &
DE M ORI BRI 72 K3 o B

M~ EEDOEARYATHBEICKIT DA =F = 7 Ok 5 0L OV TIERFEN
X R=F (A GAVAN AN

BERRLOHICR 7 a—BREGERZ 2 LICEFADRE SN TWD, =27 4 VR RIBEE L
FEhiTHZ L3RS, BAROBEIELAET=X Y L 7T AMLERDH D, 7 1—EE
EREAFE LTIERI T, A=F =7 0EE2PIET52 L,

E7
EILDOIEZREDA LNEEAICT, A=F =7 o542 0T 2s 2 b, BEILBIER SN /-BFIC
ﬁ?éX:%:7®ﬂm&5L%?é%ﬁi@%ﬂfwéo

BERELE

A=F = I L DEEHE I, BERE AN ERHmE S ThD,

BUSTERIZ X 5 A =F =7 OB A a1 2 BB I S LTy,

KRB0 e BTN 52520 2 BE T, THRBLANS A =F =7 O 5% — R h ik
DI EPHERIND, KRB0 BRAF I ANLER OIRER O Z 1 X 2 ZIZBET 2 BRI
ROENTND, LER-T, KRB0 RARIN NLER DA =F =7 L HIERHFEIZS
%, Fi b OEE OBRRASHBNICE SV TRIET 5 2 L.

SHEEE (ONJ)

A—TF 2 M EDIEREZ T TBFEIZBWTC, ONI BEE SN TW5D, KEDOEFITIE, #
&%Ex7¢x7¢%~ﬁ%ﬂﬁ%ﬁxiﬁﬁbf%m%nfkw,_m%imw@)zakb
THOLNTWD, Lo T, A—=7T» M EBHEMNEAT 4+ 27 33— MUA A FRESO3ER L
THWALGEIZIE, EERSLETHD,

Fio, BENLERNARLERE L L TRESNTWS, A—T7 v bo&5RINIC, HRHERZ
LEEN R TIIER AT O Z L AT RETH D, HHEHE AT + A7 4 31— MK O®R 5%
ST, T=T 5T ED S L B TIL, PR R 0 IREEA R ERHER AT 2 2 & W8 HA SR,

BEUE. & FE
BEUEIC L AMETIENR A SN TAICE, AT =T O 55l L, YR ERALE %
EhTHZ L,

MEREE KEEE
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RRBR T, A=F =T OREZ2ZITTZEE OR) 28%ICKTE REBRE Sz,

TAMAFRRE

A =F =7 OGRS HAICRB T, MO A2 R THRT EF 2 AOFEIT)H
oL, TAMARRIERRO bz, 35T, TAMNARRIEIE L ATk O [ B RMEE R
(RPLS) DET V' F o A 25T HHEBRE T HOWTOREN, RHEET (<1%) Lk,
TAmARRZEIER O RPLS (IC—809 538 etk (miE, 806, WEIKT, R Z ko
FEEHEEOTAAIMERRE) RARONDEEL, BNEEEAED, EERNREHEITH &
Thd, A=TF =T ORI —RTET5 2 LRSS, [IE%, EAOHIE CH 5 %
LTH LW,

FES RRIRSEIREE (TLS)

MRS AR EEEMERE (TLS) OIERNT, HRMBRKR Y, A=F =75 EF OHIK % O HRERIZ
BWC, FNICEELRZZERAED LN TS, TLS DY A7 RT L LTI, BEEEOH S
BB AL, ZIR, Bk, KIE, BRMEREAZETOND, BEE 52TV, BEEOSLEIZS
CCIRRAEITS 2 & F, TSR EBRETLZ L,

Eﬂ

GF BRI IE DA 2 D 2 WEIE R BUYIE (Bran RO 7R ERIR 2l - TR 25 Te) S &R
TWb, A=F =T ORGEZITEEBEICBO TR S L A O BYYEE, MR, R
BT, BB ORGY, L OWUE THh - 72,

45 HOERGKEOHEEEARVEOROEEERA
MEAEARBRIIRA Z TR E L TORTPNI,

A=F =7 OmMFEREEL LR S5 RO H 5 A

fEFEBRE | A =T =7 (HEEE) A5 /17: CYP3A4 HEHKICTH D 7 o) —L L B #
HLESS, A=F =7 & FEEERBM OMm FH %67 Cmax XN AUCLDEIE, FhEN
49% M TN 51%H8 M L 7=,

A=F =7 L CYP3A4 OFf I 7eBEES (U e, A hFathy—iu, = raagvAf vy,
sy AATA Ty, T I N=Y o= 248 OfABREICLY, A=F=T oM
BIEN ESFT 2 MERD 5,

L7273 -T, CYP3A4 OFHEAIE OB GIT#IT 55 TH5H, b LIE, CYP3A4 AFAFE
TOMEMD 2, UV HEDORIREZERFE T RETH S,

EHE 2 2520581, AR EEFEERCBE LB D, A—7 2 O EE GIST KT
MRCC HB#ETiX 375 mg/H £ T, pNET £ Tl 25 mg/H ORIRAEE THRENMLE L 72 5 AlHE
HRH 5 W2HEEBH),
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A=F =T OMEPIREAET S5 AlEEMHO & 5 A

TR B I A =F =7 (HEHRE) % CYP3A4 FEKTHLY 77 o v ORIRG L
W, A=F =7 L FEEMRBM O T & G- Cmax X O AUC,  DfEIX, £ E 23%K
T 46%IK T L7=,

A=F =7 L CYP3A4 ORI 2FHEH (FXY ALY, TJo= Ly, IR EEL, V
Ty YYy, Tz /) AV EX L, B R Va—r X U= AT UF XY Y OEE
BT HA—T8HIR ) OB SICLY, A=F =7 OMETEENE T 5 MmN H 5,
L7z -TC, CYP3A4 OFFEA|L OfREGITHMT 552 Thsd, b LI, CYP3A4 ##HET
DIERD R, ATFOM O AEOBIRAEZE T & Th 5, AT 2E2G020561E, A
AMEAFRRCBIE LN S, 2A—7 NOHE% 125mg/H Z &2 (GIST X' MRCC B3 Tl
87.5mg/H, pNET BE TIL625mg/H £T) MENNLIEL R AAREMENH S (42 THER).,

46 ZhRRE, FREUVEL

AR

A=F =T wHEH LT AR S E LB STy, BB, BIEoHE
Wl S RENTWD (53 HBR), A—T U FEDBELNLAEMOH HFAIC X -
THRIBICKFEEN D FRREOH DN IEL SN 556 2R E, MY, XUTHE R 417
STWRWEMHEIZA—T > MEFEHA L TE RS20, b UHETICA—T » FE2HLEZD, A
—7 2 FORRAFRICBENTRLZD LR acik, BIE~OEBEN R GBI DUV CRE A
LHARETHD, EEMRERLMEICIE, A—T 2 M X BIBEEZT T 5 B R 7osEiE
EATV, IRAWT S &5 ST REThD,

il

AT =T R OZFORFITT v M PRI s N D, A=TF =7 XEZF O FEIEHRHY
DOt N F~OHEEOF B OWTIEARHTH S, —RICEDRIZe LT RICEE S,
I A OALRICEELREEAEZEL2BFNRH L7280, LT A—T o MRAFICRALT &
T,

= fhBE
AR OFEREN S, 2 =F =7 OEEIC L BIER LM EDOZIEREIME T 9 5 ATREME A3 1<
BN TWD B3ESM),

47 HYHEOEEZERUBBEREERI~OEE

H B # O JEHRAE /) M OB DIRAERE /)~ D RBIC T 2 BRIIAT O T 2, A=F =71
L OEEPIIFENMEO TR AE L L AREMENHDH Z L 2 BFICEE T ETH D,
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48 AFER

LM DO

FREIIXIT 5 A=F =T IREIC E ) e b EERENEMRIL, BARE, OA%S, MERRE, BE
Zefl, i (FRkEs, B, EEofii) Tho7l-, &b EMEE (RCC, GIST %X pNET Rz
Bk SNTZRED 20%LL ETHRELEY) TROLNZENER (&7 1 —F28&T) LTL, A&
BRIBOR, SRR, ®if)E, ¥, BBEE (P, &o, 0N, HERREOEN2 ), &
g, BT - BEBRMERASEGERR ERH -7, 5 OERITI Gk L & b ICERT

%, HURIMEREIR TIEN A =F =7 ORGP T DN H 5, MikFHIREE

DIE, M MRIBAE, B 1 3b E<HONLE8ENTH S,
FRRA4ETITRASHICHEH L2 b DL TA=F =TI L DR & 5 L B2 b
M ZRERIT, Bl e, RV PR, MR, BOROTmRARLE, MM CE, B,

BB HERE N4,

RIREEE S ES

B,

FE R4, Mok, <M, e v 7 RUOGRIETH -7z,

(e BRI

FEIFHFRER 2350 T GIST, MRCC & OF pNET B TS SN BIWEA 238 B DI $E, B
B, BEEE DS L—F (NCI-CTCAE) BNIZLLFIZd, [AURBAMEENTIITEEE OB WIEIZE]

TER %A LT,

FEBEIIRO LD ICER L  IEFICEHHEE (10%2L 1), BHEE (1% 10%AR5), BEE
(0.1%LA E 1%AK7), F4v (0.01%2L E 0.1%K5), B TEN (0.01%K5), ] BEHL T

—Z O THT ST EBAATEE) .
x 1 BKREBRTHRESLI-EER
FREBIRSHE (SOC) | FEEMEE HEESR 2L —F | FL—F3 | ZL—F 4
n (%) n (%) n (%)
Mg LU % | FEFICEEE A BRI E 169 (16.3%) | 81 (7.8%) 14 (1.4%)
i EH A I MR FE 155 (14.9%) | 55 (5.3%) 9 (0.9%)
FEH I E &1 131 (12.6%) 34 (3.3%) 6 (0.6%)
ESEE I i BRI AiE 90 (8.7%) 32 (3.1%) 1(0.1%)
ESEE Y BRI SE 26 (2.5%) 15 (1.4%) 1(0.1%)
AR AL ERIE A i 1(0.1%) 1(0.1%) 0 (0.0%)
Y Al s B 4(0.4%) 0 (0.0%) 0(0.0%)
N ESEE FUR SRR T 101 (9.7%) 7 (0.7%) 1 (0.1%)
1SR FR A RE T ESE 1(0.1%) 1(0.1%) 0 (0.0%)
B L OUREEE | R ICRHE BRI 311 (30.0%) | 14 (1.4%) 0 (0.0%)
SR il 50 (4.8%) 12 (1.2%) 1(0.1%)
AR NEI5 HA E B 2(0.2%) 1(0.1%) 0(0.0%)
TS ESEE AIRAE 46 (4.4%) 0 (0.0%) 0 (0.0%)
ESEE 5% 16 (1.5%) 1 (0.1%) 0 (0.0%)
TR A JEEC AR PR 375 (36.2%) 1 (0.1%) 0 (0.0%)
FEE I E AR GIECE] 145 (14.0%) 6 (0.6%) 0 (0.0%)
ESEE R 63 (6.1%) 0 (0.0%) 0 (0.0%)
SR FEEMED T 57 (5.5%) 3(0.3%) 0 (0.0%)
AT M= 2 — 18— 55 (5.3%) 2 (0.2%) 0(0.0%)
SR TR BHLRR 27 (2.6%) 0 (0.0%) 0 (0.0%)
ESEE HRIE 25 (2.4%) 0 (0.0%) 0 (0.0%)
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ARpE ESEE BRI 45 (4.3%) 0 (0%) 0(0.0%)
A NRAG 7 AE 19 (1.8%) 1(0.1%) 0 (0.0%)
RS fECAR B 5 o IR 4 4 (0.4%) 3(0.3%) 1(0.1%)
AR DR 3(0.3%) 1 (0.1%) 0 (0.0%)
TSR LIE 3(0.3%) 1(0.1%) 0 (0.0%)
AR DIERATHE 3(0.3%) 0 (0.0%) 0 (0.0%)
AR 2 FEEARAE 1(0.1%) 0 (0.0%) 0(0.0%)
AR 2 DEXQ TR 1(0.1%) 0 (0.0%) 0(0.0%)
1 R IR SR & I 236 (22.8%) 96 (9.3%) 0 (0.0%)
A WAL 31 (3.0%) 0 (0.0%) 0 (0.0%)
ESEE FCh 18 (1.7%) 0 (0.0%) 0 (0.0%)
MELER, MOERE LN | FEEICEEEE EXauiink 126 (12.2%) 4 (0.4%) 0 (0.0%)
kR L SR ISR PR 66 (6.4%) 9 (0.9%) 0 (0.0%)
SR 1 2 NASE 33 (3.2%) 2 (0.2%) 0 (0.0%)
SR DA 30 (2.9%) 0 (0.0%) 0 (0.0%)
AR S5 VBRI R 17 (1.6%) 0 (0.0%) 0(0.0%)
SR B 15 (1.4%) 0 (0.0%) 0 (0.0%)
ESEE Bk 14 (1.4%) 3(0.3%) 0 (0.0%)
ESEE 5B 14 (1.4%) 0 (0.0%) 0 (0.0%)
AR JhZEARE 8 (0.8%) 0 (0.0%) 7 (0.7%)
A EE FrHH I 2 (0.2%) 0 (0.0%) 0(0.0%)
AR W 1fn. 9 (0.9%) 0 (0.0%) 0 (0.0%)
AR MR BRI 6 (0.6%) 0 (0.0%) 0(0.0%)
B IGEE FEFIC mARE T 542 (52.3%) 61 (5.9%) 0 (0.0%)
SEH (AT OR%E /77 X%E0N | 303(292%) 22 (2.1%) 0 (0.0%)
%
R B BEEE Mg 277 (26.7%) 22 (2.1%) 0 (0.0%)
e AR Bl 456 (44.0%) 29 (2.8%) 0 (0.0%)
JEF I E AR R 263 (25.4%) 10 (1.0%) 0 (0.0%)
Pl ) s 3R NGRS 175 (16.9%) 21 (2.0%) 1(0.1%)
FEH I B 120 (11.6%) 2 (0.2%) 0 (0.0%)
R B AR L35 114 (11.0%) 0 (0.0%) 0 (0.0%)
SR N 104 (10.0%) 3(0.3%) 0 (0.0%)
SR IR 100 (9.6%) 0 (0.0%) 0 (0.0%)
A Oz 90 (8.7%) 0 (0.0%) 0 (0.0%)
ESEE B ARE R A 62 (6.0%) 2(0.2%) 0(0.0%)
ESEE e R 29 (2.8%) 2 (0.2%) 1(0.1%)
ESEE A 26 (2.5%) 0 (0.0%) 0 (0.0%)
AL HIEPIRIEI X 26 (2.5%) 0 (0.0%) 1(0.1%)
ESEE OE% 22 (2.1%) 1 (0.1%) 0 (0.0%)
A AL L P e B g 22 (2. 1%) 1(0.1%) 0 (0.0%)
SR Rz 22 (2. 1%) 0 (0.0%) 0 (0.0%)
ESEE N A R 16 (1.5%) 0 (0.0%) 0 (0.0%)
A B HA I, 16 (1.5%) 0 (0.0%) 0 (0.0%)
ESEE BLW 15 (1.4%) 0 (0.0%) 0 (0.0%)
SR ERRERE 14 (1.4%) 0 (0.0%) 0 (0.0%)
AR o 2 1L 2(0.2%) 2 (0.2%) 0 (0.0%)
IRSAE e 7 (0.7%) 1(0.1%) 0 (0.0%)
JFHBE R E fECAR B fTHRER 7 3(0.3%) 0 (0.0%) 1(0.1%)
BER LU THER | FFICEEE HERE/ REEE, | 289 (27.9%) 1(0.1%) 0(0.0%)
MR BRILEEE
AR T RERFAREASE | 230(222%) 66 (6.4%) 0 (0.0%)
SEMERE
e B B 190 (18.3%) 5(0.5%) 1(0.1%)
JEH \CE B N 173 (16.7%) 1(0.1%) 0 (0.0%)
FEF I mARE BB 142 (13.7%) 1 (0.1%) 0 (0.0%)
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ESEE MEIE 92 (8.9%) 0 (0.0%) 0 (0.0%)
ESEE FIBE 79 (7.6%) 2 (0.2%) 0 (0.0%)
AT B BUG 60 (5.8%) 8 (0.8%) 0 (0.0%)
SR B2 F 57 (5.5%) 4 (0.4%) 0 (0.0%)
SR & O FEIE 52 (5.0%) 1(0.1%) 0 (0.0%)
ESEE &R 50 (4.8%) 3(0.3%) 0 (0.0%)
AT AR 5 J PR e 48 (4.6%) 1 (0.1%) 0(0.0%)
A MNOEE /NG 39 (3.8%) 0 (0.0%) 0(0.0%)
A JEIE IR 35 (3.4%) 2 (0.2%) 0 (0.0%)
A 7RI 29 (2.8%) 1(0.1%) 0 (0.0%)
AL A1k 27 (2.6%) 5(0.5%) 0 (0.0%)
SR i 22 (2.1%) 0 (0.0%) 0 (0.0%)
A AL i e ST 13 (1.3%) 0 (0.0%) 0 (0.0%)
B AZS 9 (0.9%) 0 (0.0%) 0 (0.0%)
HERRABLOES | SEF I EEE DU R 134 (12.9%) 9 (0.9%) 0 (0.0%)
HH PR A P 90 (8.7%) 3(0.3%) 0 (0.0%)
AL B 87 (8.4%) 3(0.3%) 0 (0.0%)
AR R A 44 (4.2%) 0 (0.0%) 0 (0.0%)
A AL HERE 28 (2.7%) 3 (0.3%) 0 (0.0%)
SR W ET 14 (1.4%) 2 (0.2%) 0 (0.0%)
AR Rk 12 (1.2%) 2 (0.2%) 0 (0.0%)
Es i 3(0.3%) 2 (0.2%) 0 (0.0%)
AR ETL 1(0.1%) 0 (0.0%) 1(0.1%)
Bk L OURESIEE AR B 11 (1.1%) 4 (0.4%) 1(0.1%)
ESEE R 33 (3.2%) 0 (0.0%) 0 (0.0%)
Es aHEra 3(0.3%) 2 (0.2%) 0 (0.0%)
AR F 7 u—VREERE 2 (0.2%) 1 (0.1%) 1(0.1%)
B HAR 7(0.7%) 3(0.3%) 0 (0.0%)
—i% - AFEERB L | EEICEEE W57 /I E 649 (62.6%) 143 3(0.3%)
OB EH M DR A (13.8%)
FEH I E FEIEE D ¥8 fE 189 (18.2%) 11(1.1%) 0 (0.0%)
R B BEEE i 120 (11.6%) 5(0.5%) 0 (0.0%)
ESEE FEEN 58 (5.6%) 5(0.5%) 0 (0.0%)
ESEE E 42 (4.1%) 2 (0.2%) 0 (0.0%)
AR ik 23 (2.2%) 5(0.5%) 0 (0.0%)
A =30 23 (2.2%) 1(0.1%) 0 (0.0%)
A A 2T NE PRI 13 (1.3%) 0 (0.0%) 0 (0.0%)
AR BErE 2 (0.2%) 0 (0.0%) 0 (0.0%)
HRAR R AL ESEE B S 104 (10.1%) 19 (1.8%) 0(0.0%)
ESEE R 78 (7.5%) 2 (0.2%) 0 (0.0%)
A AL A i Bk R e 68 (6.6%) 32 (3.1%) 2 (0.2%)
ESEE U —E N 66 (6.4%) 30 (2.9%) 17 (1.6%)
A AL IIRAN7& el % 63 (6.1%) 18 (1.7%) 3 (0.3%)
A ~F 7 a R 49 (4.7%) 12 (1.2%) 0 (0.0%)
AR mF 7 vF gk AR 40 (3.9%) 8 (0.8%) 2 (0.2%)
X —B N
A 72T —EHE 37 (3.6%) 17 (1.6%) 2 (0.2%)
B FRANRG R X/ 33 (3.2%) 8 (0.8%) 1(0.1%)
NoovA7 x5 —FHE
hn
A TI=rT ) T 27 (2.6%) 9 (0.9%) 2 (0.2%)
AT =TV
EAE M7 V7 g = 28 26 (2.5%) 2 (0.2%) 1(0.1%)
AR MmE & 18 (1.7%) 2 (0.2%) 0 (0.0%)
EH i R R B R L | 7(0.7%) 0 (0.0%) 0(0.0%)
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>HEN
] & 7D A E 974 (93.9%) | 482 (46.5%) | 112 (10.8%)
DFoREEKE L
a) BEACTR R OV B AB0R
by PR RS, BREWR R ORI RS
¢) MEHIE B U AR

d) FHIE, RRUEIE N O m R
) AMERERY, A7 PEREIRA & U A Bk R

*® 2 MREBROEREREYHEShEIER

A—7 2 PO TOMEAIZBW T FORWERA RGO bivl-, ZIUTIL A HHE
DL, HEITHOFAER, expanded access programmes (EAP) , PR EKBIEAER M R AKGE
SNEEIZ B9 2 RSV & OB e T EFROWE D E N D, Bl L UH/ERE

HEHE BE (TR EOAELRDARY)
h HEREME I

it KOV LS FlEE

HEHE | iR I i i
SRR E

HEHE | B

Ll

ih [ FAvh—F F 7ok
IR g, R &k ORI E

HEHE IS

FTE

HEHE P4

HEHE T4

FeRE S X OV TRk

* R | BEMERER

Bk St & USSRk &

HEHE AT —, R
(B e DG

* BIEH OFBBEE TR EDO T A RTA ACHEHS T2 IX BT IV ERLE,

RILEAEE T 7 g
BEIYER L OR A BE « AF P EKIBAED A D0 b T EEREGYE (k2 a1 HlE
SNTWD, B2 ERIR 2 Wl - 7EFI D720y (44 HASM), SRR A2 3 TN
fRge (& EI28BEmB) PElE S Tns,

M#Eds LY o/ SREE - U IAEERNUEERRE S TS, A—F » oKy
LR EN S, FHER, FREOHEIC X VInREHBE L TH LU,

T RIRE - B THIE 2 & o BEUE SOS A iE ShTun s,

)JK\\

WIS« BT X O IR O FRERIC ISV T, EAUICHURIRBERETTIEE (R RE



AZF =7 pNET Page 17

IS TR LA A L) AEE SR TS G4THEBH),

B AR, OFIE M QYDA S ORIMER (Boan i 22885 2l - ZER 2 5 de) 23R
DR THE SN TN D,

BB LOREEE: A =T =7 XD IR 22T 72 83 T TLS (Befin B 72 8307 & W - 7oA 2
i) BHEESL TS,

R 2%, HOERds S ONHERRRE S I ZEME S L OV L (BB 70 s &l - 7 E B & S de) 238
HEEnhTwWb,

FFAEE SRR FPRERER S iy STl Y, AMRREEMARY, Tk, HTrehlinaEnd
AR H L G4THESHR),

BEfEFs SO FAIIEE : BUEMEIRACE (BB ATR) 1 4.4 THEM,

BRI LOREOALREIES - B AR RE o TEM 2 BT, IA /N —RT (E) HEL
FRRME S £ S, BREE O I-MED 5 WIEIRBFRD SN 8Ba0E, HEERRER Tk
TRRERBI Y 2 &,

& T HEEEE N ONBHE & 11 O LR (Bum B/ indi & Il - 7 el A2 2 de) BSiE Sh T
Do

A= F =T X DIRFEHE T, AEIEE R ERHE STV,

SUTENT (T X D1 2521 ) 7= [BF CHEEESE (ON)) B RESNTEY, FDOKRKESH ONJ D
BRI T NRFE SN TODERE [EICHTEAE AT 4 A7 4 31— NUK| O 552521 12 B
ROV () RENERNERA ET A WRHEROMAEAHT 5 8F] Tholz 44HEES
H).
B L OURKEES  BHEESE, BARLT UL SHEEARE (Bumiy7Zeixifa il - 7w f)
L) HREESNATWD,

BEARKOCENCR 7 2 —EBREEENRRE SN TS, FEE~EEOEARE AT D EBE~
DA—=F 1 N O 5 OR BT RFANFHE S TR, 37 a—BIEFER OB Tk
A—=TF v FORGERIETHZ L A4HEESR),

49 BEERE

A=F =T O BRI HRERHERT R <, BEREORKE LT, —RNRX
FRIEEFRT & ThH D, LETHNIE, WEHSUIFEREFIC L T, RENROF LIRS OHEH
EITHONETH D, WERGOEFPDVEHRE SN TEY, A=F =T ORMOZEN,ET 17 7
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A M BT HEWER 3B U TER & BIERI S 3EEBL L 220 o TIEBI D & 5

5 EEPHRE
51 FENFRHE

FEFIRIR T 7 v—7 L FUERSE, EO X —EHEHR © ATC code: LOIXE04
TERIBET

A=F=T70E, MIGHETE, MER AR QYRR OITICR 5T 2o /T oy o X
—t¥ (RTK) #MHET LS, A=F=7%, M/IMRHERIGIER =248 (PDGFRa % U' PDGFRp),
I PN R HESEIR 752 2548 (VEGFR1, VEGFR2 X% TF VEGFR3), #HifgRl 73224 (KIT), Fms £k
FrirFS—E3 (FLT3), =r=—flEF=5E (CSF-1R) KOV U 7 fllla b ket e 2
K=K RET) 12k L, HEEAART I ERERSNT, A=F =7 OTEREWIL, £
(LRI K O 2 W RBRICB W T, A=F =7 L RBEOS AR L TW5,

B A 22 At M OV 20

A =T =T ORI ZE SR OEINED, [ ~F =TIk LTRPED (bbb, /f~vF=
TN & BB SOTIBR AR B IRENE O b)) UIARMORW (Thbh, f~vF=7
I\ L BIEEHPICIRE O Z [T R BN S 7s) GIST 5, MRCC B3 L OIBRANEE
@ pNET B3 OIFRIZ B W TRRT S L7z,

ARNME, GIST TEMEZEIT £ TOMM (EHEEHR) L AFOWEINC, RIBHED MRCC &
O A R A ARUE MRCC TR EERSEA A I M O R BiAY28%0% (ORR) T, pNET Tl
BAFHMICESE, 2RENHMisnTW 5D,

LB B EE (GIST)

B DA—T"2 T OV B RERT, BFRIEPMSUIABED DL, A ~F =7 L HIEE
(B 1 H A EO T RE 800 mg) 23X L7z GIST B Z x5 & LT3 L7, 97 #il 0 BHE Bk~
TRABER AT 2=V ICBER S A, 55 BIOBF IR LT 4EMBG L 2 BEERET S L) HE
BRI A NV a—b (AT a—N42) \ZEDA=T =T 50mg OG- AT -7, ARBRTIE
MEEAEHARY (Time to Tumour Progression : TTP) @ H1 L 34.0 JHT TH > 7= (95%CI : 22.0~46.0
W),

A=F=7 (1 BmHAEOT R 800 mg) (Zxf L TCHEMD 20 GIST &3, 1 LiFA~
F = TN L DIRE T SUTIRER ICIESEEDOAE U GIST BFEAXMRE LT, A=F=7DOFEII
FHIEVE A L, —HEER, 77 R ERRAE R L7, ZORBRTIE, 312 floEEE, A=
=7 50 mg T 7T B ARICEERITE O AT 20 D), EFEHEESGINOBEBIC L0 RO TR
BHET, A7V a— 42 T1H1EROKEE Lz (A= =78 207§, 77 EHRH 105 #)) .,
AR OTEAINET L FARA o M, BERET ) 5 BRI 2 EEHEE S IR S D
EFTLEFRSND TTP Th Tz, FATRE LI PR Tld, A=F =70 TTP P IREIZIAER
f&[% L DR T 28.9 T (95%CI : 21.3~34.1 ), M7 FHMEERIC L 2580 Ti% 27.3

M (95%CI: 16.0~321 M) TH-o7, ZHF7 7 EREEL D LEFHZNICHERICEL, FEtE
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O TTP XA ELERIZ X 23 it 5.1 M (95%CI: 4.4~10.1 #[#), 73R L 2 R4
Tix 6.4 M (95%CI : 4.4~10.0 ) TH-o7T=, EETFHMICET 5 ZIHHICA=F =7
HOBMMEEZRTHLOTH-T- (N P—FEE 0491 (95%CI : 0.290~0.831)]) ; JELC Y A7 X7 T
TARBEOFNA =T =T L0 b 2Em0- T,

GRMER O 2O T, 52 DSMB OS5I &0 BiddrEmibsh, 778 RHO
BEITA—T TN TRAF AL DIEEAZT A LR BN,

F =T T AIAEIRE T o= A TIEER 255 IORBENA=F =7 ORG25%0F, ZHUZIIPHIC
TR ARG EZT 9 FINEENR,
TROFIRENTWDIEY, KRBROA—7 0 T-ULIER T = — AT 5 FEFRE R &
ORIKREHGTE H O FERIE, PRENTRER CHONTEREESTH O ThHoT,



AZF =7 pNET Page 20
&3 AMUFMEEOFES TT EH)
_EHERIBEY
HILfE (95%CD) ANF— R FSERT 0
A G —R—FE
A H Z—F 2 | 7S8R (95% CI) p 1R Y
T TP GA)
] 27.3(16.0-32.1) 64 (44-10.0)  0.329(0.233-0466)  <0.001 -
A 26.6(160-32.1)  64(44-100)  0.339(0.244-0472)  <0.001 10.4 (4.3-22.0)
il
PFS () ©
s 24.1 (11.1-28.3) 6.0 (4.4-9.9) 0.333(0.238-0.467)  <0.001 -
Bk 22.9(10.9-28.0) 6.0 (4.4-9.7) 0.347 (0.253-0.475)  <0.001 -
ORR (%)Y
s 6.8 (3.7-11.1) 0(-) NA 0.006 -
g 6.6 (3.8-10.5) 0(-) NA 0.004 10.1 (5.0-17.8)
oS (f) ©
il - - 0.491 (0.290-0.831) 0.007 -
Ak 72.7(61.3-83.0)  64.9(45.7-96.0)  0.876 (0.679-1.129) 0.306 -

a) _HERIGEOBREIIITEMEXIRE L, FRBOMIREIC L 0V EDICTHEMINEZETH D,

DEERILLICT T B REE D A—F o MEEICE D B X S 9 BT 2827, =2 T A Lk v A —
R ORI SN, BT IR B E R ORI L B

o) FEERMNTEE O PFS O¥fEiry, 4 U VA5 —4 ofFstRIcE S, 7y 7 F =1Lk

d)ORR {3 95%CI & & b ICEHENI R SNTZBEOHEIC LIV EH L,

&) T — X Wi o TN ipipo Toinsh, FIEEH TERho Tz,

ITT £MIC T 224 GFHIMH (0S) OFREIE, A=F=THLOT 7 EREET, TNFH 727
TR KT 64.9 M (HR : 0.876, 95%CI : 0.679~1.129, p=0.306) T&h >7=, At D77 &R EE
i, 7T ERICEELAEID TSN, FO%S—T TN TA=TF =T OB 2% T -8B
NEENT,

FIBE OB MARE (MRCC)

RIEHD MRCC HBF & R RUA =F =7 OF MR LM% TFN-o & ELig U TRl T 5 5 10
FH, BEAEZAL, Zhigk, EERLRERBREZ M L2, B3 750 flEBIEALL T, A=F =7
X IFN-0EDOWTNANT 1 1 OFIGTEI AT, A=F=T7FIE, A=F=750mg% 1 H
1B 4 BHEEOFES L T2HEBIKRIET S 6 BEYA 71 (AT 2—b42) IZLDRERGEE
fii L, IFN-o#EIZIE, 55 1 IC 3 5 A HRAL (MU), 55 2 1812 6 MU, 25 3 MEAREIEZ 9 MU % 3 3 [H],
B F B RS LTz,

TR O P IEIL, A=F=7#TI11.1 » H (M :04~46.1), IFN-aff T4.1 » A (HiPH
0.1~45.6) Th ol RNEBGENEE TE R WEERAHEFSR (TRSAEs) FA=F = 7#137%
DB, IFN-oFET 6.9%DEETHE SN, L, FEFRICLHAFILE T, A=F=T7
T 20%, IFN-afEC 23% CTdh o 7=, F G- HEHT A =F = 7 HET 202 41(54%), IFN-o Bt T 141 %1 (39%)
[ZA BT, B EOREITA =T =7 BT 194 4] (52%), IFN-oBET 98 #1 (27%) IZA LT,
B TR BT SUTRBR P IR ICE D F TR A ikt L7z, FERDMET  FARA o M, EHE
AW (PFS) Th oz, ZORBATIE, FARE S FHHMTIZIBWT, TFN-olZxi LTA
ZF =T OFERBAMES RSN, AT =T EEO PFS HUEi 47.3 #HH, IFN-offo PFS H
BN 22.0 8B TH D, ~P— R 0415 (95%CI : 0.320~0.539, pfE<0.001) THolz, %
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OMLOFHME B IXEBIIZRD%E (ORR), 24HH (0S) KUREeMTh oz, FEFAMEH
(CHNERR, = 7 A RREEA X P L S AT S AT R L VR BR AT [ B 0D BT S & 0 IR & 4172 ORR
%, A=T =T EET 46% (95%CL: 41~51), IFN-o#f T 12.0% (95%CI: 9~16) T - 7= (p<0.001),
A=F =TI L DIERFIE IFN-0Z R, KD ROWGAFHM EBEE L7-. OS oL, A=F
ZTRET 114.6 38 (95%CIL: 100.1~142.9 i), IFN-oE T 94.9 38 (95%CIL: 77.7~117.0 ) TH v,
ANP— REEIE 0.821 [95%C : 0.673~1.001 ; p=0.0510 GEREHIa 7F o 7 EIC L H)] ThoT-,
27 BRI L 0 557 ITT £ IS T A7 PFS XTYOS %2 FreDRICE LD 5,

BMMFAMEEOTEH TT £H)

A=F =T IFN-o

AR OE L (N=-375) (N=375)
AT X T L TORWEE [n(%)] 161 (42.9) 176 (46.9)
AT ITA T L2 BE [n(%)] 214 (57.1) 199 (53.1)
PFS (GH)
PUsrhE (95% CD

25% 22.7(18.0 - 34.0) 10.0(73-10.3)
50% 48.3 (464 - 58.3) 22.1(17.1-24.0)
75% 84.3(72.9-95.1) 58.1(45.6-82.1)
BB AT
AP — R (A=F =7 vs IFN-00) 0.5268
AP — R0 95% CI (0.4316 - 0.6430)
P i ¥ <0.0001

a) Mo 79 7BEICL S

A=F=T IFN-o

SAEFHHOE L0 §=375) (N=375)
FETAVEIRE L OV WAE [n(%)] 185(49.3) 175 (46.7)
LAV LT 5B [n (%)) 190 (50.7) 200 (53.3)
2AFHME )
U srAz (95%CI)

25% 56.6 (48.7- 68.4) 417 (32.6-51.6)
50% 114.6 (100.1 - 142.9) 949 (77.7- 117.0)
75% NA (NA - NA) NA (NA - NA)
BB AT
AP — R (A=F =7 vs IFN-00) 0.8209
AP — R0 95% CI (0.6730 - 1.0013)
P 0.0510

a) Wflle 77 7 BREICLD
NA : 5472 L CGRELE)

P A N A ARG B M (MRCC)

A H =A% 2 A v A —Txaall LBV A M A RECH L TR ch - 7=
BEAEXIGLE LT, AT =T OFMMRBRAF Lz, 63 floBFIIx LT, HitHEEs A=
F=T750mg &L, 1B 1 FEROLLGT4EBEL L2 BEERETS L1270 6B (Ary
2= 42) ¥5 L, FEEDM Y FAA > MERECIST (Response Evaluation Criteria in Solid
Tumors : FEFIE ORI EHLE) ISV FBNEDE (ORR) Thol-,

AFBRIZFT 5 ORR 11 36.5% (95%CI : 24.7%~49.6%), TTP O HHfiix 37.7 #ME (95%CI :
24.0~46.4 H[#) ThHhoT-,
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YA BB A AL DEHEEICH U THEPIETH 72 MRCC BEZXR E LT, A=TF =T 0H
B e OV2 M % AT 2 MG A— T 0 T UV BL T — L AR A S L 72, 106 B B
LT, ATV 2= 4212TC, AT =T 50mg 207 & 1 EERE LT,

ARBOFEHYMET L RAA > ML ORR ThoT-, BIRE= Y FARA > ME, TTP, DR &
OS Thotz,

Kﬁ%"iéOMUi%&@@wmhzm%~M&@waﬁgDR&@osm,iﬁﬁ%
EIZZEL T Rho Tz,

BERN W EEE (pNET)

F =TTy, Zhuax i, B TAERERIE, YIBRREE pNET BEA RS E L, AV a—
4/2 (REHAR 4 M, RIEEIR 2 @) (2 LD A=F =7 50 mg/H HAIOFRME & 224t % T
L7z, 66 {5l pNET FBF TlE, FEIEEE THLEIRIL17% TH -7,

Y AHE pNET BE 2 %R L Lz, A=F =7 HAIOFEI, Sh%, EELR, BEAL,

BRI ERRE, EERBRATON,

MWE 12 » ALNIZ RECIST ICESEXEBEITHABRINTLEEI NG L N, A=F=7
37.5 mg/ B GHE (n=86) UKRFEHIFORERL), XIT7T7BREE (0=85) OWTNNT]1: 1D
e CHEAEAIZEID 10 b7,

FEAMIT, A=F =T L 7T R CEEEAFHMN (PFS) 2tk 52 &iCh o7, £
OMLOFHIE B I IZ2 B (0S), BRI (ORR), BERET 7 A (PRO) KT}
NG ENT,

A=F =T REE T T EAHOMIC NN RIS ET R poTe, £, A=TF=THOR
FH DA% T T 2RO BE D 52%NFHAEREMEIEE 28 L TR0, MEEDEE D 2% ik

MO LI,

AR TIX Y~ b AX T B OER RO Sz,

A=F = THEDBF D 66% N EHIEROANERKAZZ T THEol L, 77 BERBETIEL 72%T
bHolz, EBIT, A=TF=THOBED 24% N Y~ N AZT VHUKROKES 22T -0kt L,
TR TIE 2% Th o7,

TRBRERIERT OFHIIC & 5 PFS T, 7' I BRICHT 5 A =F =7 OEKREIC BB BAL A
FOLN TS, PFSOFIEIX T T EREETSS » A THoT-DIH L, A=F=7RETiT 114
B A THoTz [AYP—RE 0418 (95%CI : 0.263~0.662), p=0.0001], JEBRELEMIC & 2 IEE
FEAMC RECIST 272 Z LI K W RBEITAHE LEEHETH, R4 THED, FFEOR
ENRFHNT,

A=T v MREOBALME AT Y- R, FHMERSR E 7R o Te =2 T o VRIS TR
TOHEAEM [ReE (EF0E) ORI X2 5] TROONTZ, A=F=TFD 29
ETTEREED 24 PUILFIREEZ T TR ol TRDOBRE T, PFS OAY— REbiT
0.365 (95%CI : 0.156~0.857) TH 7= (p=0.0156)., FKRIC, ANAEE (2FEK) 2= A=
F=TRED 57 6 [RHEHE (BFER) & 1 =072 28 B RO 2 BILL B2 72 29 A3 te] &7
T RARHED 61 4] [AiER (BHIRH) 2 1 [0 25 fl & 2 BIEL B0 72 36 fl a2 &de] (Zd0
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T, PFS O P— RIEIE 0456 (95%CI : 0.264~0.787) Toh 7= (p=0.0036),

IR EATE M OS2 JEERANIC 55 X BT OV HE S5 A R OB T LS o
M CH HE LT RTORERN PFS FHE L SNTHEITDOWT, PFS OREEMAT 23T a7,
KIEMTE, A=TF =T OIEFIRAVEZ DICHEET 5 b DT, = FEIE 0507 (95%CI : 0.350
~0.733) (p=0.000193) Z~L, —KEITORREEST LRI G ONT, M7 —F2FE=4 T
VIEEROEEIZLY, pNET OFEEREIRMICHIE S, TEFHME B IR LEMIC
LAHFMICE S HE SN, INHICED, BRIEORETITHEL 5.2 7= WREMERH 5,

TRBREEERNIC X 5 PFS OFHMIIZIIT B34 T A Z BRIV B 128, Bl LM gh e 2
BRI R LFEATONED, R4 R TEVIGREBEEMIC L 0L T 0 Th o7,

x4 FEMAERAERICK D pNET (ST H2HMEHE

BN RTG A —F A—F | A HR P&
(n=86) (n=85) (95%CI)

TR RITERT ORI & % S8 A 114 55 0418 0.0001 9
[HPoefiE, A (95%CD) ] (74,19.8) (3.6,74) (0.263, 0.662) '

RERAE(LEROFMEIZ RECIST 286 L1350 16 54 0.401

T BB I & D M AR AE T ' ' ) 0.000066 ¥
(g, H(95%CT) ] (74,16.9) (3.5,6.0) (0252, 0.640)

Bl L7 R E 22 B2 12 & 5 IEF Al 12.6 58 0.315 0.000015 ¥

VRS SBR[l A (95%CD ]| (11.1,20.6) (3.8,7.2) (0.181,0.546) '

N 0 20.6 NR 0.409 2

ST [Pl A (95%CD ] (206.NR) (155.NR) | (0.187.0.894) 0.0204

DR [, 0 9.3 b)
FEIZEDE (%, (95%CD) ] (32.15.4) 0 NA 0.0066

Cl: {3HEXM, HR: ~¥— R, NA: #2470, NR: REE
a) MRIFEERIa /T 7 RE
b) Fisher O IEfERESRIRE

1 pNET MQEMEAERIZ & 1T4S PFS D Kaplan-Meier #afR

g 100 —— SUTENT (N=86)
> 90 Median 11.4 months
8 801 e Placebo (N=85)
s Median 5.5 months
=t i =y
o 70 -b'l,
T 60 Y
% 501
n b
I i b
c 30 "._L
2 -
% 201 1__.‘_‘
[ | Hazard Ratio =0.42 by
o 107 95% Cl (0.26 - 0.66) e e e e e e 4
& of P 0.0001 i
T T T T T T T
0 3 6 9 12 15 18 21
) ) Time (Months)
Number of subjects at risk
SUTENT 86 52 34 20 15 4 2
Placebo 85 42 20 9 2 2 2
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TR T OS 7= ZIXSERICH > T oz, JETHNTA=F =T7RET 9 ], 77 EREE
TiE 21 I TH-o7, ORR X7 T BERBILAT, A=F =7 HTHRIENL T\, KEET
CEL TR, BloftkaE TIXEFITERILE T, T ERHORFIA T TNV TAS
F=TICEDBREZTHZ LN TH oz, MBEAREMICPIEESNZ/z0, Y OBFITE
At ST, MERBRICISNTA =T TNV TATF =TI L DIRREEZ T D2 Z L@ b
7o, WEGERBRCIL T 7 B RN BE SO BN A = F =TI L DI E =T T2,

European Organization for Research and Treatment of Cancer Quality of Life Questionnaire (EORTC
QLQC-30) DOFERMNE, 7T REHILE AR TA=F =7 RECIE, @EFEBE QOL M5 DOMHEE R
AL (BAK, &E, O BUE, ) SRS, AFRERIIRENTH S Z LR shiz,

/NEAEH]

I = 3 n J 743, TR RV EREE (GIST) /NRSEMNTIT 2 A—T » b ORBRE RO
B LT ONEA~OMRICET 21 HIT 4.2 HASH),

ERINEEZE AT, ANEEFOTRTOY 71y FERReT 5, BlEL O (B
I, EEFMIIEE, BIMIRANE, PARIEMERIE, ERERUE, BIMOMRRIEL R ) OMRFRICK
THA=7 » FORBFEROBRHBE 2R L CNI~OFHICET 2 HRIT 42 HEZ S,

RN AT, NEEFOTRTOY 7y bR eT 5, HEERNOWIEL (Pt
FIAGRE, FRRESFMAE, WEMREELER<) ORI 2 A—7 v b ORBE RO IS
ZHRERLT. UNE~OMEICET S 1H#IL 42 HEZ M) .

52 ZEPHEMRENE

fREEMRERE 135 1 K ONETRE BB 266 BlICI\WNC, A=TF =7 ORPYEREE 1M Lz, HRipdh
BV L 7o TR C O B B & R TR L Tz,

25~100 mg O M E#FH TI, MATHHRE —RM#R T (AUC) RO Cmax iZH &IZEH] L
TERT A, REEHREGTIE, A=F =7 Z20FEEEHERHY OEEIL 10~14 HURNICERE
KBIZEL, A=F =718 3~4 1%, FEEEAHWIL 7~10 (55875, 14 BHETIZ, A=
F =7 IR A A L2 AR R Y 62.9~101 ng/mL TH VY, T3 in vitro TR Y
VERALEIHIL, in vivo THEESIRMEBRGEE 7 b3 2 L BEIER T — Z h LHEE Sz B
PR TH D, EEIEMHAHMITRREED 23~37%% 55, KEERRE, IREA Y
2= IWZBTDRIEY A 7 C &Y, A=F =7 T FEEIERH O Ry Ee A H B X
O LTV,

R
A=F =T R OBEH%, BE 6~12 B (max) BICESMAETEE (Cmax) (ZEELE,
BEFIAZTF 2T ONRAFTTRA YT ICEBEERITE R o1,

il
A =T =T R OFOFEIEHEREY O invitro 1281 5 & MMIAREE A S RITFF95% K&k T

3>
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90%TH 0, A RIBERTMHTFED bR oTe, AT =T OIRNTOAAERE (Vo) 122230 L
EREL, MBR~ONHNTREIND,

AEHEAE AAEH]

Invitro TRF L= T_TCOF b7 a2k (CYP) 4314 (CYP1A2, CYP2A6, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A4/5 & T) CYP4A9/11) 1Zxt7 5 KifEnb, A=
F =T RO OTEEAWIL, T 5 OFEE TR S L2 FANI LT, BRI S 7
% XD 7R AFET 5 FREMEITIRVZ & R S Lz,

AN

AZF=TNE, T R h PAS0 T FECH D CYPIA4 [T L - TEICRH s, FEIEEMRH
MTHLTATTI « A=TF =T E2AERT D, ZOFEEERBMIIEOICET A VA LI E
> TRFEN S,

587772 CYP3A4 FBEAUIPLER & A =F =7 DML, A=F =7 OMiEhEENEIT 5
AREMR B B2, BT HRETHD (44 KV 45HEBR),

GEIRILN

REACDE RS B O O FEIEHEARHIT T L LTHEF (61%) (S, BREED 16%
RIS SN T, A=TF =T ROFOFEEERFWIL, i, RECEPTROLNALE
RWETHY, =N LI OBIET THLEDOE DY B RITRE RO ZhEh
91.5%, 86.4%M& TN 73.8% Th o7, MMEARBIMIIIRL OHEF TRD SN, MBEHICITE T
RENRoT, T, A=F=TORAO7 YT A (CLF) (X34~62LMh Thot-, (R
BREICBWTRAER SR, A=F =7 L 2OFEEERBT A =T L O HEREEIEER ER
#9 40~60 BERET L TN 80~110 FEfCThH o 7=,

iRl 7 A AR

HEER S« A=F =T ROFERFDIZEICHFCRB SN D, BEUIFEE (Child-Pugh
SFA KO B) OIFFSREREE 21T 2 WRE IR 2 A=F =7 O HEE 5% 02 RE &I3T
RERE E R #BRE L L L Cuvie, AFIE, B (Child-Pugh 4338 C) DOIFH#RERE S 2 H 7 2 #R
F TR EN T, BEEEHNRIC LR T, ALT XX AST 78 ULN (GL¥EHiFH EIR)
D25 (EAEBZ D BESUIITEERIC L W ULN O 5.0 (5482 5 BE Z /BN LB LTz,

BHEE RS RHENESHENEMITORE, 7 v T7F=r - 27U T 7 ANRFEMET 42~
347 mL/min O#EFHICH 2 BETIFA=ZT =T OBNTD 7 U T T A (CLF) 13EDbLRNWT &
WRENTWD, BEOBEMIETRE (Cler <30 mL/min) 28T A#WBREICBITHAA=F =T DH
[ #2514 OBy R 8 B 1 T B RE IE W 9B ¥ (CLer >80 mL/min) &R L Tz,

ESRD #BH TIIA=F =7 L O FEEMRBIITMBENTIC L VPR SN0 o 7eh, B
HIRF R BRE L R 1T, A= F =7 TIE 47%, EETEMAH T 31%K 0 7,
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BE, 2HIRRE . AOHEFFIT — X287 2 RAE I BN BT O F5 &, AHE X% Eastern
Cooperative Oncology Group (ECOG) A 2 7|2 LV BIMEHEDHEZ T 5 LE RN LAVRE
T35,

MR BUEETICHELNTWD T —F T, WIBEL Y A=F=T7D27 V7 F A (CLF)
DHI30%EN T LR ENTNDE D, ZOTDIZEEHEOREEIT S LEIT/R,

53 HIBRRREMHT—42

T NEOY ARG TERE 9 » AME CTHEME L7 KER S HHERR TRO O N E R EN R
L, HE (BT AIEEE TR, &8I (7 v ROV ICBIT 5RED 9 < i - Hif,
Z v NCIRBERICRE ), U N - SEMERR (BRI BN T 2 S N iR, IR OV o
SREID Y BRI, BERRA UG (R EEAE A 1 O IR O iR, MEEAR (B O
R), BB (BWmICEROEE), 52 (FfHE ROUNE (REWIROBD) Thol, Zhb
OFFIZWT R LR S FREDO A =F =7 OMEFRBEE RO LN, &5, TOMOR
B2 C QTc MIFEAER, LVEF KT, FIEAOEKZ S TR ROBME ZEHE, SO 27 A
FE DM, HLE RO P FEREO i, FRERTEEMROERZRBD S, FEICBTH%E
b (FEANBEOZEN) LROBSIRER O (B ER O BES TG O B 1L, A=F
ST OEMBERMICEE LD LEZ bND, ZNHOROKESE, 2~6 BEOIRIERIC
Bl

BismEtE

A= F =T ORI DN, invitro MR invivo TR LT, A=F=71%F v MFIC
RENEHAL DA T CTHOMEICERFEM ARSI R0 olc, A=F =TT invitro Tk ]\ﬂiﬁéﬂﬁl) Vg
ANEHIBUC R EBR ORISR E 2R LR o T, b MR U o BR TR (el ofmy
FH) DY invitro TRENEMHALOFEIZ) 0D OLTRO b, A=F =T Linvivo TF v MEHE
(CREREEFERMEZ RIS o T, FEEEREY OBIEE ORI IATO R0 o 1,

03 AR

rasH2 B T EA~ 7 AR5 1 » AR OE B 5 H &% ERR (0, 10, 25, 75, 200 mg/ke/
H) 23L& 25, kmAE 200mgke/H) (B W T+ O 7L —Es L OEE
FRASFRD BTz,

rasH2 B E A~ T AT 5 6 » AR DE AR5 R ARMERER (0, 8, 25, 75 [50 (T E]
mg/kg/H) #EML7=E A, 25 mgkeg/HELEA 1 » AT 6 » AR G%, B+ _f85kE,
MEAEDFREIRRD FJ7 T ERBEE NGRS b (—B#EEARRDD % &5 S BE
® AUC @ 731584 1),

T MZBT D 2EMBAFEMEREE (0, 033, 1, X 3mgke/H) TiX, 4@MEEEL 1EM
HREFT DA Va— L TCA=T =7 %85 Lz, 1V EMU EOE %, 3meke/H % R5 S i
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DT v MIBWT, #weaMlalEs X ORIEMEREROFETED EHRED bl (RDD 2#% 5
SNHEEDAUC O 78 E5LLE), 1mg/kg/H L EEFRE XN X3 mgke/H G 3=
HEZBNT, +ZHBO T o RENREEL L, 3meke/H AL XN HEIZBOT, IREICK
WAIRIE R 23 A B v’z (RDD 2G-S/ BF OFNE1o AUC @ 09 5L E, 78 5k LT
78 %) . rasH2 BIn TEA TV AB LT v MEBITHAA=F =T ONR AR TAH O - EE
PR RO & b ~DOBEMII A TH 5,

AETHRE A

WEME DS SR RE~ DR BT AR A TR ICB WO b oz, LovL, Ty FEOYW
VA TR L RER S HERBRICHE W T, MEOZIREE~DOREN, JIIE, FHADIRIT
e, FENEOZE SN E EE K OIIREEORD & U TR & FREOLHIREE
TERO LT, HEORIBEE~DEEL, T v MR TR B ORI 24E, F B LR,
RINZ R M OFEEE O 43 iipisi b & U CERIRICIS T S IREEO 18 FICMH Y5 TP IREE TR
v,

Ty MZBWT, BRICBTHBEED 55 FICHE T2 MEPREET, FFERIEOAE
PR, R EL OHEIN, ARG MSE T OHAIN &L OFTiRE 28 B4 8 FlORMAE T nA LI, I -
FRUVEAEC B B A BT, THF T, RO 3 5N T 5 MEFREREICB T, RN
IR OHIN, EIREFE T O¥EIN MK OUEiRIE 6 i 4 BIOSIRIETIC LY ik -5 BE& &L OVEFR
R LTz,

A=F =T BREREMICHRE LT MIRWT, BE~OEBL L TREOBKREE (=
(ZHaME < EHED BALIELE) OFABEN S meke/ HLL EOHE (BBRIZEHT 2BEED 5.5 (512
W) THINL7&, 7YX, BAE~OREL U COERORBAMEERINA K OREEICIZIE
FHY 92 MAEPIREE T, NBEEKONEHRORAHEEMNBERKRD 2.7 5128252 Mg hig
BETHLNTE,

A=F =7 (03, 1.0, 3.0 mgke/H) Z&G LaLEM T » MIBWT, HEERTR L O ER
IZRIT BB A L7z, 1mg/ke/B A E&2# G L7 /T »~ MOREBINIATIES L ORI+
2 U223, 3 mg/kg/ B £ TOHGEIZE W CTHEAMFEHITRO b ho7= (RDD &£ 5
ENTEBFEDO AUC O 23 fFLL EOREERTEE) . 3me/ke/ HIZR W CEEILBIRTI L UBEALIAZ Ol
ROBERBDPED HNTz, 1 mghkg/HIZBIT HFEFBMITRO R0z (RDD ## 534
Jo B D AUC @ 0.9 fELL EOHEERER) .

6 HAFWIEE
6.1 FmPIRXF

B VA
<= h—/1 (E421)
I AR AB—AF KT 7L
Ae Ry (K-25)
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AT T Y LW T LT A

VA NN
BITF
=" Bfgk (E172)
{4 (E171)

FlseH A v o

A
Tavrrr sy a—n
KiglbF N U oA
NNl NV

{4 (E171)

6.2 E&EZ

AT,
6.3 {ERHIR

3 A

6.4 REICHTIVHLCIEEER
AFNL, FERURRIF R 2 LB L LR,

6.5 ZEROMHERUAR

R Fa Lo EBERY =F L (HDPE) ¥R, 3080 7/ A0,

maEEZHA OB =7 b TF Lo RV = e T IE LD PTP 14, 28X1
BT EALAY,

I A X TR E D DT TIEAR,

6.6 BEEHZE
BRI 7R B L

7 HRSEHEE

Pfizer Ltd

Ramsgate Road

Sandwich, Kent CT13 9NJ
United Kingdom
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8 WREERDBES

EU/1/06/347/001
EU/1/06/347/004

9 ##EEZER - RBREEH
AEAZEH 200647 H 19 A

EHESH 201241 H9H

10 2ETH

AR O FEE H1E European Medicines Agency http://www.ema.europa.cu.
EBROZ L,
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Z=F =7 pNET

1.7 FERE—

Ex

Page 2

x1 RE-FAMSR—E (R=F=JYd@E TAA1 LR)
— B 4 R A=F =T AWk T U AR
W e & A—F L ¥ 7L 12.5mg 77 4= F—/L%E 5mg
% 4 7 7 A Pt JISVT 4 AT = R
I]Au ﬁz ﬂ EI - -
ﬁ%ﬁ%ﬂﬁ — —
ABefhaEA H — —
Hodl X & BISE, A5 A I BISE, A58 A IR,
1t % i & X e
\,_\

HC._ H

&Hifbc
0 o ' Y \««"‘/\ M ?
. H 'O—CHs
By e

FIE - & &

A=F =T ) o AR 16.7mg
(A=F =7+ LT 125mg)

1R =~ J LA Smg

BOHE ST R

A~ F = THGUEO A E B S
FRIG BIBRANRE ST AR M 0D B A e g
THERRRE PN 53 TSRS

LARTB U R AN RE SU TS O T A
2. WA PN Sy His RS

ZhHE T %0 B
(BT B R
A EoxE

A =T = TP OB E B E S, R
TEUIBR R RE ST ERRE M 0D R it des
LK ORI O BBk & L
T O INERL VL2 TS LTV
A
2.4 F =T IZHEBEEDO O LERE
JEBEARF AR 2 AT DT EE
IR ATV, BWERR IR
HZLb, [MEERS] OEBMHE]
IR N 7 i E S
B R RBR I AAN D ILT- B OJRER
FAAZR IZ >\, THER S DTED
NEZBIM L, REOF RO 2
e R A ==cY A Bl QIS 1 0y - &< A7)
BINAEITH Z &
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(35.5%) . ALP ErEE, B
= i . 2
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2098l £ 209k 2%k SEET
B E | ERE K| v REXK., BB | DpEg
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RERIL, BH
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o & | Y oSEREGE | aEEREsEn L Y 2a R
& (67.0%) FoBN, BBk
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3¢ B & & R E| BArvran | TAre— R
66.7%). U | #E. Bk BR | 7H=— @wFk
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(43.0%). & | SME. BEF b | S EREE
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AE (38.7%) . TEE, B | PEY EalA

T BRERE I E TR N T L EIER O DEE RS
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—RICEEE T, EEERDMET LTS ZEBEN
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(RFLF DI NEARF S HIRA L 2B S 85 2 &,

(AR 2RI, B ER (T v 1)
BT, x:%:fmi%@ﬁéﬁmﬁﬂ%EPm%%ﬁ
THZERBEINTND, ]

7. INRE~ORE

1&Hjéﬁﬁm PR, LR, SRS

RS L Oy (RS D7)

s.ﬁiﬂ#

BB 51K DR BAZAEERI A LEITE UT,

MR M S E P & o TR OFR 2R ETHZ L,
9. MR EDER

RHAIZEFIR  PTP A12E OFEANL PTP > — R HHED HjL

TRATS L H2FETH2 &, [PTP > — M OFEEKIC

0. EOEATARERE~RAL, BiZ i;p?L%io_

L THERAR S OEE R EIHEL IR T2 2 L NHE &S

nTns, ]

10. TDHDZEE

() AT GBI BB EESER Lz L OERDH Y |
Z <X AR AR R — FREFN L 5 B D I
5RBRHLBETHoT, T, AFEETME
FAEREERE L AR R KR — FREA A O RIS
BESEOFRBPENNT 5 AR HE ST

Q) BERDGHHE L TR0 L AV g5 3
RERZBNT, BIRE ORISR D i, &
FiROBEERUVEETHABRTEHN T T,

(3) 7 v FEUWVERWERERGEERERICBN T,
BIERED S ol - il (1) ROEESE (7 v b)
PBREH LT,

@) EREHRERSE (70 NEROWA)
DAEFEZTE ~DEEPTD b,

@6%ﬂ#hﬁ$a%(m BAE rasH2 F T RY

v 7= R) IZBWT, BRI RO @

EJ‘Z (25mg/kg/day PLEEER) | B +THEBOE

(50mg/kg/day # 5HE) 23580 Bz, £z, MK

OB OMUE PIE D3 A SEE OBMEE80 Sz

25mg/kg/day LA EEGHE) . 2 SRS ARERE (SD

%7 v ) IZBWT, BIBMEOB ML 0%

TERL DR ASAE OMAZED b v (J 3 mg/kg/day

OB 1 FRD ERER) o 2. F°HRBOT

N ViR (M 1 me/ke/day DI EIRERE L HE 3

mg/kg/day Fe5-8E) K OMR H ORI OB (1

3 mg/kg/day 5 MO ST,

XS5

IRV TR

€ £0.10) )

1. mAREE

(1) BEEE©
@Pﬁ‘ﬁk}\ﬂi 12 filt ztiﬁﬂ 50 mg %ﬁlﬁl@uﬁ%% Lzl A= 7’“
STEERICBIE N, Bm A TRE (Cne) PHERME (tne
13 7.5 el (i) T%of:a Z:%:?‘&Wﬁiﬁ%ﬁm (N-
B FAR) D Chae CEYIE) 1ZFNFH 334 ng/mL RTN7.32
ng/mL TdH v, MEFRE MR TEE (AUC.) EFhE
111396 ng: h/mL & 692 ng- hml Thofz, £z, A=F =7
RON-Br F RO (CESE) 122 2h 49.5 BEE
ROT753 Bl CH o7z,

2 RUBs
HLEHEES "
HLERENEE B o AR 25 mg it 50 mg % 1 A 1 [EK
ERORSE LS, BE1THRARU 28 HRAZBITAA=F =
TR NPT FAARD Cpe LTV AUCq, DWW RS AR ICITIE
A LTI L, A=F =7 RO N /LA oo i 5 e e
FENENEE 7~14 H AR 14~21 H B £ CICEFREICE
L, 28 ARICBT D AUC, ZZNFRAEREDRH 4 RO
11 fE Tz,

2 1L EXRANERMEEERE o FICRWBRE LizLEDORBRB/NRS A
—5 (FHl+REE)

A=F =T N-fit. = F AR
®5H %fgf'; Cows  AUCoz:  toe® | G AUCoz:  tpe ™
(ng/ml) (mgbvml) (W) (ng/ml)  (nghmL) )]
LEE |25 G| 121249 199489  6(48 | 196+127 3094206  6(48)
50 64| 228664 374169  7(6,24) | 4.13£0.93 70.0:14.4 96, 24)
28 BB (25 ap| 30.5425.0 858600 10(6,10)| 1524102 3241223 402, 9)
50 (64| 69.3:18.9 1406+364 6(1,24) | 38.8£16.0 7724358  2.5(0, 48)
T ()
‘1EHE BEB St HE (a, MHE e
SMEREREEE e BRERGLREEW
'EI E 1
® £
R I — i
w Ak 1%
i e S Iy
4] L H
K It 2

4
8 .
&

s (h)

HHUE (n)

E BEAHCEHEEERRIC RS2 e (39) RUB0mg (66
ERERSLALLEQ 1 BBRUCHECSU A F D T RUN-
BIFAsonfeRERE (THEReEs)

RN RIER

RN W EIE R I AA 375 me & 1 B 1 EREROKRS L
lx #513~16 HARZBT HRA=F =T RO N F /L
QUES R T T RE (10 F, FEE HEERETE) $2hEh 539
+17.6ng/mL B 23.74£7.0ng/ml THhofr,

(3) REOKE HNEATFT—%) 2

FERERL A 16 i Z2pEIE 3 B AL I ANH 50 mg % BAEIRE O 4%

HllbE, RA=F =T 0EPEBIINT IBEOREIILRS

N7ziot,

2. BAREE

Invitro\ZB B A =F =7 T ON-fit. = F/L4£ (100ng/mL~4000ng/

mL) Ot MEEBABESREZFNFRR 95% KT 900% TH -

7.

3. OB - Pty Lo

(1) In vitro DFBRIZ BN T, AFNFEC CYP3A4 12 K- T N
TFRIZABE R, N F LR b 2 CYP3A4 I L0 fR
MENDZLARREN TV, BAAMEESEEESERE
WA 25mg B OF 50mg & RAEKE Lz & & N F ik
D AUCo BT A =F =7 D 485% Th o717,

) SAENBERFER A B 6 iz [MC] Ef#A=F =7 50mg % H
FEfFEOHE Li-s & #5421 HAE CIeREHNGED 61%
BER 6%BRFICHE &Nz, E, miE, REO#ES
[CA=F =T RN F RS ERRKS & LR She,

4. EWHEEER
M FraFy-ij SHEATF—4H) 2

TR A B 26 Bl AH| 10mg 24 b2y — 4 EEARD

ERANIZEARAGE) @oomg, 1 B 1[E7 BREHRE) LOHRE

HLizl &, BHBRERLEAR A=F =7 0 Cpp KT AUC),

BENEI 59% KO T4%BEM L7255, N-i = F v iRz 2 h2h

20% KON 2% Uiz, A=F =T & N F R OBE 25

DT Cruax O AUC) i 3 Z AL F 41 49% KON 51% 38 L 7=,

Q@ YUIPYEYY®

H A A B O E AR B 25 i ASA Somg % ) 7 7 v &

v (600mg, 1 H 1[H 17 AM#EE) LOMRKEE L& B

ML GBS & X R = F =T D Cpae T AUC) 25 ZNZE 56%

RO TBUET L2, N F ki Zh 2R 137% R0 27%

R U, A=F =T N F RO H 2 E D7 Cun &2

N AUC T FNEHN 23% K UM 46% KT L7,

5. BEHMEICE T SRBRIE

(1) FFSMEZE3 38RBECSTIXBRE GIEAT—) 2
AA| 50mg HBEE R OHEE (Child- Pugh ¥ A RO'B) O
HHEEEL T A2 BE (& 8H) CHERELAZLX, =
F =T R ONT FAARD Cppe BT AUC b %, ERERBRZ (7
) LITFRECTH o7, EE (Child-Pugh 5338 C) DIFH#RE
BELATAWBRE &% s LR RBRIIER L T,




(2) RBBEME 25T 3HBREICSTOIENER Y
Al 50 mg ZEEEMEREE (/1L T7F=0 7 VT 70 A<30
mL/min) %35b\ I EEN A BT AR ME R efRE AEA
% 8 f) [CHEHERES LZL &, BEETMERESERE TIZ. A
=F =T R ON-RT F /UARD Crge 2 O AUC, b T EREHER T (
B, 77 F=22 YT 5 A >80 mL/min) kti&flﬂﬁ‘ﬁ%o
oo FHIERESWBRE T, MEEMIL Y A=F =T RO N-
BT F A EBBRESND Z LIZIE LA LR -T2, EREHES
FHLHAR R=F =T D Cpae B AUCo ol ZZNEHN 38% KT
47%ET . N-Lo FARIZE N2 30% KU 31 %IET Lz,
2 2 WEERERUVRMEEEEN Y SHREFICER 50 mg EMERE
L& EDRWEBE/AS A -4 (CEHEEIARE)

A=F=7 N-fir 4%
R Cona AUCpe tad® Cuua AUCte ta®
(ng/mL) (ng-himL) h) (ngfnL) (ng-himL) h)

R

(s B 26165 1917+ 535 7 612) 5713 770£106 6 612
gx( ff;f% 2A.6£07 1815£1093 8 612 47417 629£262 6 @4,12)
FEETE

(86D 161431 1012+288 7 612 41£1.2 535£117 6 @,36)

& pRiE (466

6. QTHEMICHT H2EE SNEATF—4) W

HEATEIE B 24 Al Ol FTRER] % 2t 4s QT MINBIER DR
EAT o, EWmEFRESEREIEOEE ., QTCF FHED~<—
ATA b OBRRENMT, 96msec (90%FHEXME O LR
15.1msec) THh o7z, EPMATFHRESBEEIEON 2 F0BE
QTeF FIEDR—A T A b O RE(IE, 15.4msec (90%
BB O LR 224msec) Thodz, BHEMSEE LTHERLE
EX7oXH I (400mg) O QTcF FHED <—RF A o h
5O KREIT 5.6msec ’C‘ﬁ)o?‘:u Z7'L— K 2 (CTCAE version
3.0) 5 QT MBOIERIFFED HNT, TEIRSFED 5N
FFRET RN T,

({7373 )]

1. ENERERSR
SH 4L R

REFERE TOENE VT HEARICEBNT, AVIEBA~vF=

7®/uf§}ﬁ%ﬁﬁ“5{ﬁ{tmﬁﬁ’ﬁﬂér$% (30 ) ExtHE LT,
A 50mg/H % 4 BE 5 2 BEKER r Do —L (42 A7
P a—) THRE LR, 4 61 (13.3%) 2585324, 8 4 (26.7%)
B4a—R (228) LLEFRTORREENTHY, Zhiédb
W V=BV RT 4y MR 400% ThoTz,

wEE 50mg (30 1)
EHIED 13.3% (44
(95% EHEXRD) (3.8-30.7)
7Y 2HNRRT ¢y FERED 40.0% (12 #1))
(95% EHEXRD) (22.7-59.4)

2% (CR) 0%
5% (PR) 13.3% (4 )
FRZEEL (SD) 24 a—2 (2238) 26.7% (8 )

£ 1 : RECIST {Z X 5 CR+PR OEF| D 5w 2514

% 2 : RECIST
DREF D 53 HEE

Riass ©

12X % CRH+PR+4 =—2 (2238) LLEFHHTS SD

R {0 STANEN

BMlmRE (CRIGREER 25 6. Ba

B 26 ) 255l LT, AH So0mg/H % 4/2 A7 ¥ a—/1
TRE LR, RIGEBEHOZHAIT 1261 (48.0%). BEA
ERHEBOEDNFIT 126 (462%) Thot, MERSETIIEKH
HMREREDS 96.1% (49/51) Th oz,

FIGR B BEMa R B
(254 (26 &)
EHED 48.0% (12 #1) 46.2% (12 1)
(95% EHEXRD) (27.8 -68.7) (26.6 ~66.6)
2% (CR) 4.0% (1 7)) 0%
5% (PR) 44.0% (11 7)) 46.2% (12 1)

£ : RECIST {2 X 5 CR+PR DIEFID Eib BEIE

BEERS DR

FRHFERE TOENSE ARV T RBYIBRTRERET
B% - BRES(WESRN S WIER (12 ) 258 s LT,
AAN375mp/HZBEAEE LR, S 6l (41.7%) 23E5E.
4] (33.3%) % 24 @MUl LFET HHREERTHY, Chid
Dy V=B NRRT 4 v FRITT5.0% Thotz,

k58 37.5mg (12 f)
EHEED 4.7% (5 )
(95%(EHECRT) (15.2-72.3)
Y= HARR T 4 hRED 75.0% (9 f1)
(95%(EHECRT) (42.8-94.5)

ZEED (CR)

0%

oD (PR NT% (58D
FRZER (SD) =248 333% (46D
£ 1: RECIST {2 X %5 CR+PR DEFD Ew 2EIE
£ 2 : RECIST 2 k%5 CR+PR424 @Y EFHEET 2 SD DEFI D
DEE

2. SV EIRRERER

S84 Y P L

(1) A NBEA < F =T DIEFRIC
[EEEE BT AE Uma;t%%
AH| 50mg/H % 42 AV a— A TRE SN 55 Fid 5

(91%) 2SE5EL, 28 F (50.9%) 75 22 WU LR 5

FIREZENTHO, 72V =hN_RT ¢ v FEIT 60.0%TH
o7,
SEHE TR T 34 8 (95% (MK : 22.046.0) Tho
7

(2) A SNVEEA = F =7 OIBEICIERREE I R AR OEERE
JE 5 1o }ooj‘éaﬁHlmﬁ*ﬂ’ﬁﬁa{tgia@7’7kfttrﬁ§%
A S0mg/H % 42 A7 P2 — L THRE LR, & AR
B (A=F =7 82076, 77 RREE 105 F) 12k B
EHETREIA =T =TT 2738, 7R T64 M
Tholz, BHRIT, THEH 68% (14207) (95%(FHX
A :3.7-11.1), 0% (0/105) T o7z, (20054 1 HEEmOH

PUEX IR BB O HLEME

FE AR A SR
A=FoTEE | TTERRE <
Q0747 Qospy | PET | VRS
EIREHIRTAE OB 273 6.4 <0001 0320
(95%EHHXH) 16.0-32.1) 4.4100) ’ (0.233-0.466)

w7 ImE

TP (bRl =2r s ve 48
P FE U, S5%0E 020956
pritait GEE, BEIUFS e

ARSI TREE @Y FeFRYHE

R
:
er

Estimated Sundval Probability (%
o
&

2 - F—
1 i
2 & b
H u'n » % 4 5 8
SR ()
kel (et rsk B
EnmgoiBs A 1 8 1% 3 ]
FIAHG S ] ] ¥ ] [ [
H1 BIVENEEEOBECE S BYEER (TTR) OKaplan
Meierfhg
“mﬁﬁ 19~21)

(1) BMiEas EHERBTH BT 2F THER QR B)
5 I ARRERIC W T, BHREEE (106 (1%, 63 ) &%t
L LT, A 50mg/H % 42 A7 ¥ 2=V THRE LR,
FEHRIZZNFN, 255% (27/106), 36.5% (23/63) TH V|
VAR PRI F o, 340 8 (95%IEEKM -
24.1-36.0), 37.718 (95%(EHIXM : 24.0-46.4) Tho7z, #
WA CITRAMIRE S Z N2 91.5% (97/106), 873%

(55/63) T -7z,
T 0 2005 £ 1 A WS 0 PRIARAT RS 5
QB MIEREE (RIGRBEM) 2HR /v ¥ —Tznr 7




T 7 -2a BRI L U7 AR E(EA (L R

B ILHFRBRICB W T, A4 (S0mg/H, 42 A7 P =2—1) X
FA v —7xzuy THAT772a (6 @EE 1 P47 0EL

T 3 EIEBUR THRE, 1A 3MU, 2#A 6MU, 3 #8AHLL

[ oMU) Z#%E L5 R, BMingeE ol 2 EEEAeTRr
MR PR B X R = F = VBT 47,338 (95 %S HEIX ) :142.6-50.7) |
Ay HF—Tzuy TAT72aBT2208 95%EEXME :

16.4-24.0) Thot, BHEEIZTNEFN 275% (103/375) &
W53% (20/375) Thot, MEHE TIRAMRE?FN
Zh 89.1% (334/375) KU} 90.4% (339/375) Th -7, (2005

£ 11 AR SO PSR
s | ATz
Xg%;%“ TATraE | pE | i
37541
EREHR TR 0B 473 220 <0001 0415
(95%EFEX M) (42.6-50.7) (16.424.0) ’ (03200.539)
E: w77 IRE
PRS RRT wd7 008 vs 2208
TS . P KGR OALS, BENCTT DR 050%
POt GHE, BEBOIE . TRE
5 ® A TR
Rl - Qd e Tl FhT yela
704
ir -
Ew Kj‘.&
% “ "’H |
LI ]
FE |
25 :
] i
& b ol Ed E 5‘2 fod
AR
R T vk B
AnFoFEE @S 274 173 4 3 3 g
fin oo e krd i # k3 i % 9
2 SrdERTEIOFEeES  SRBETER (PFE DKaplan
Meieriiig
BERERS BRE

(1) RIBYBR TR EITESR - 8 5 (LRI MR N S W IEE S
HU BT 2 EMREELV_EE/RT 7 7 R HEEBR I B
C, KA 375 mg/ HABARE L, AHE (R=F=T8
86 fAl, 7 Z REESS ) (I, FERIFHE &7 PREIARAT
oA M BET AR B IE S, B IERRC
Bt o EEEA TR PR EER=F =B C11. 45 H (95%
(B :7.4-19.8), 77 ERBET5.5 % A (95%(EHIXAA :
3.6-7.4), ~P— R 0. 418 (95%EHEIXA : 0. 263-0. 662)

Thoiz,
1004
PFS (&) =14 HA vs55H A8
INHF—FEL 0418, 95%Cl: 0.263~0662
O@ 801
W B A=FITBSE ATSURBRSH
i
- 604
I
5
3]
a 404
%]E,l
B
£ 201
w
of 1
0 5 10 15 20 2

URY KA GL riskE) 5 &RFENE (A)
A=F=T#5 8 39 19 2 0 0
FSeRES 86 28 7 H 1 0

3 GABEE (L) EMOFEICESEEELERR (PFS)
® Kaplan-Meier g3

(FEZhHERE)] »
1. mEEZR
b MEERERE, vV ARRALKR, FT7RAVe=v vy

AR OMEERE O > HEEET T B CIEEHILE .,
fEEOBRGEORE R LTz,

. IEHERRHR

In vitro 1ZEBVNT, VEGF (2 X 5 & P9 B RIRR o0 B B OV R
fic X AMERFLMEELE, £/2, b MNEEREBE X — Fv
7 AR MFAERAE EBE L2 SCID < 7 AZBWT, Bl
AL ) B MEHAEFILE L,

. (e

In vitro OFRBRIZIWT, M/ R REHE T2 EK (PDGFR-
a %O PDGFR- ), M& M MK T2 &K (VEGFR-1,

VEGFR-2 %O VEGFR-3), @MRRE 72 EE (KIT)., fms KT
oy Ff—+E 3 (FLT3), 2o =—HlKET-1 Z&E (CSF-1R)
RO 7R d kR B R T2 E R RET) OZEERTF o
RS —VPEMAEE L, £72. in vivo DIEEICBNTH
PDGFR- B, VEGFR-2, KIT XU'FLT3 @V E{v2HE LT,

. RIMoFEEER

Invitro DFFRIT IV T, EHIND R MM R 12 381) 5 VEGER-2,
PDGFR-B RO KIT @ U »EE(IZxd 2 AA R OB GHY (N-
Bt T UAR) 0 Ki {3 ICso B IE# 241 3~13nmol/L KU 2
~20nmol/L., VEGFR-2, PDGFR-a X i PDGFR-B % #I L 7= Mz
DT ZT B 105 I Z N EH 4~69nmol/L KR 20~
100nmol/L. T& - 7=,

(AR I<B T SBIEENMER]
—Wxg  A=F =7 Y o AEEE (Sunitinib Malate)
{b4
N-[2-(Diethylamino)ethyl]-5-[(Z)-(5-fluoro-2-oxo0-1,2-dihydro-3H-
indol-3-ylidene)methyl]-2,4-dimethyl-1H-pyrrole-3-carboxamide

mono[(2S5)-2-hydroxysuccinate]
G F R 1 CpaHyFN,O; + CyHOs
ST 1 532.56

R R=F =T VIR A~ W NBOBRET
BB, VAFNANKF Y FIZRRBE TR T <  NN-
VAFENLT I RIZRRBETFIE< <, R A
H )= MBI L, =H =0 (99.5) DD
TEHFIZ 0,
0.1mol/L HEERIR 2 I ) 5,

SRS (logD) : 2.7 (pH 74, 1-F27 % ) —/ K)

(8 £]
A—=F v N TN 125mg 1 14 BT BN X4 — K (PTP)
(ERTAR]
1) RPN IR - RS B 5 R [120080218001]
2) NG BREORE (72 1) [L20080218002]
3) AL | RO R B R [1.20080218003]
4) NG 6 1 A AJRMERER (w0 %) [L20100521002]

5) HENER 2 ERBAFMERE (7> ) [L20110614040]

6) tENER} R AT B EpEhE (HERE)
[L20080218004]

7 tEE  ERE VTERR G EREES
[L20080218005]

8) thviEtt : EIVIES I ARG (PR 55 JHE 1)

o) B  EERA KT 2 EYEE (BEORE)

[L20080218006]
10) tHE R B O BT [L20080218007]
1) *EPER : fERER A ) 2 s [L20080218009]

12) #NEE 7 b ar =t oEMBEER



[L20080218010]
13) #EEEL - FPRRERE S & 1 d ) 5 FipEhik
[L20080218011]
14) Khosravan, R. et al. : J Clin Pharmacol 50 (4) : 472, 2010
[L20090930096]
15) thE# : BESABEICBIT A QT MRICAT 588
[L20080218013]

16) tEEL : ENE 11 HERE (B  [L20080218014]
17) #REEE : SEF VI ERE (HEREEE)
[L20080218015]
18) &L : S ESF I HRE (HLEREEE)
[L20080218016]
AHAmdE)  L20080218017]

19) AL AAEE T HRR (B
AHAmdE)  L20080218018]

20) HAER : AAESE TERER (

B
B

21) #EERE - SNES I AARE (B M) [L20080218019]
22)Raymond, E. etal. : New Engl J Med 364 (6) :501, 2011
23) PG R BEANETRER [L20080218020]

[ STRRIRSR &)
TEFEIHE ICFEEOENERHC o2 £ LTH FRUCZF®R<
AV,
774 PRt "HaEREs ¥ —
T151-8589 HUREREEAIK % A 3-22-7
FERS A ¥ 0120-664-467
FAX 03-3379-3053

(€E51T0)
w 774 F—HRaH
‘ ERAE SRR A AKR3-22-7 ®TGTIE
00@-F
80069



A=F=7 pNET 1.8.2 ¥k - MR, FiE - AE@E) RUHREREHL Page 1

1.8.2 hie - B, B - AE () RUKEHER

1821 3Ee - R ()

(zhee - 3R]
TREARE P 43 AN 7%

1822 HEe - R (F) DHRERR

FEPN 0 WA L DR D N oy W % B D MR DR AT DIEBORHCTH S, BENDWIESE, 3
AR MEL, TRV, FEBSREO NG AITEEOBRB L 0D, BROF R
PFUTHABEIRTH 0, IRIGEIRARRE 2R B X T- 21afast & LTI, IFEERINIC X 2 FTEHR,
(LT, 77 L— 3 VIRE, IR LRSS R RSN TS (2.73.1.1 1),

BEPN WA AR L8 IR AR O IS & 0 JEREREVERE R & B RE MR I Rl & 5.,
PEAETHBRNLEATLY, A RY )=, TANNY J—=, JAAA)—<, Y NAZT )
—, VIPoma (Vasoactive intestinal polypeptide FEANESLT) (o FH S, JER - BEPEE R R0 D (R 1),
EFRAEOME, FEREMEIEE TN D WIERE DK 50%% 5D 5 L s STV a B g
(2, FEFHEEMIERITI AL FRICEDEREZ RIS R0 o®, EESERKLThL2Ess 2
LN, FRFEHIBEC Y VA HIEBOIEE A £ 72 L TWDERD LI LIEA DL, AHIOE
W& TR DG ERZ N, SR, AHFEICEWTHHMIER S L, EITHOUIERAREZR &b BN
SSWNEEZ %15 & U AAESTTFRASR (AG181111 3B Tix, EARLEAACLVHET S L,
FEREREMEIEIE O B 3K 50%% 58, IRWTHREMIRIGEO T A Y /—< (11.1%), A=/
—< 29%), A AV J—< (23%) DIETH-= (3 2) . ZHux, #1ITR LEEFERER
BUF5, BHEEOBWHTANY J—v (8.6%) KOT NI Z ) —< (49%) OFENDUIEEIC S
HAHEG LIFIER U Tho72, A6181111 RERITHAAN DA VA Y /) —< DBEOFGITE
FHBEORER L VIR -T2, A AV = T EMEE MR 6, AG181111 FRBRO %5
IR B RBREFE NI h D EE Z BTz, A6181111 FRERIC IS T D IS REMEIEIE M OVEMEE O &
WBSREMEIE B O B AL, EFHE CTREN D FEBREEIEE A 5 A TR Y, BN WIEE
BEANBTIENTHD EEZ 20N, 78, A6181193 REr CIIEFFEDOR R ~, JE%
BEMEIEE O B OEIGRE -T2 H 00, A6181111 3B D JE BT Tix, FERSREMIEE K& OWERE
MRS, WThOBAICLHERALN TS (2733222 ), —F, EOEEBEPN > WA
i, BERN RS D 2~3% & FABE LK <, AR @O S STV A EFERD AG181111
AR, AG181193 FER CIZAE S AL —ICT 2720, BmoLRUBEN D WIER L i EZR SN
BE DB AR AR G & U CRBRAE F i LT,

A =T = TV EEN S UAES B RIFEBL L TV S VEGFR, PDGER, KIT %D # %D RTK % fEH
& LTCRRFICIET 5 2 & CHIEIEM 2542 2 & (2.73.1.1 38), A6181111 BRI AL
BNTBERBIA=T =T HREOMGLERIBEHEEMAEREL VD EBZOLND I &,
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A6181193 FRBR TILEFHREDFER IR, FEMEEMIEIZEO BFE OEE N EmN - 72 O OEREME
EERFICBOWTHEIENHER SN TWAZ 2D, SRR A TRIGTIRREE DB 45 WA IF I
ET A ENEYIEE X, HEBROBEICBIT @m0 R, HIEIRE - 1R A TN

W) ICAEBE LT,

F 1 ELHEEMEERNSBESDEIR & B SRe50
JREN 7y WA RIS
I B EE R SR
B8 D)
AR ) 31.7% 10%LAT | ZefERE - EER O BRI RFME, B8, 3T, WH%E
HARY ) —= 8.6% 46~60% | BHEYERIEE, WE MM, HREEE, WEHE - THI%
o ) | kR, KEMD, A, &7 S/ BALE, BEATRE
IR 4.9% S280% | weebbarsr, O - P, ERRPEIE @S E M
I NART ) — 2.3% 60~92% | MiPERER Y, (KEeMIE, MBA, FEMNE, TR
KEEME T H (Watery Diarthea) , {& 4 U 7 A I fE
VIPoma 1.2% 65% (Hypokalemia), B{XEAE (Achlorhydria) (WDHA JEfg

B ofl, RERD, BJERE, vy U s mES

VIPoma : Vasoactive intestinal polypeptide & ENE

%2 HBEOBERADBEEDDLE : A6181193 B U A6181111 FER
AG181193 #B& AG6181111 Bk
A=F =T PR A=F=TRER | TSR RER ==l

HH (N=12) (N=86) (N=85) (N=171)
Bamlno s
FEHEREPERE S 10(83.3) 42 (48.8) 44 (51.8) 86 (50.3)
T RE M g

HARY ) —= 2(16.7) 9(10.5) 10(11.8) 19(11.1)

TNHA)—= 0 3(3.5) 2(2.4) 52.9)

AVAY J—= 0 2(2.3) 2(2.4) 4(2.3)

VIP FEANEE 0 0 224) 2(1.2)

stk 0 11(12.8) 5(5.9) 16 (9.4)
A 0 19 (22.1) 20 (23.5) 39 (22.8)

B - RS E (AG181111 Bk 53.5.1.1) Table 13.2.2.2, #IEHEE (A6181193 3Bk 5.3.5.2.1) Table 14.12.8
VIP : Vasoactive intestinal polypeptide
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1823 RE-HE (¥)

(A% - A=)

FRERRER PN 45 WA LS

WE, WA A=F=7LLC1 H 1A 375 mg #0595, 7238, BEORE ,
WEHHRT 523, 1 B 1A 50mg FTHETXS,

1824 HiE-HE (F) ORTERL
1.8.2.41 [FEWMEASMEE(CKT S 37.5mg/H, EHMGIRE DR EIRM
1.8.2411 37.5mg/H, ER#EHRSDRFDEE

BEN S WE IR T 5 A =F = 7 OFUEESRIL, HRNDWEE (BT /A FROBEENS
W) A XI5 E UI-AESE DFERER (RTKC-0511-015 fRABR) ICBW TR b (2733222
M), AFRBRIE, GIST KOVl CREAGRO L - HETHAHA=F =7 50 mg/H DA V=
—L 42 TERM LI, Dk, GIST XKUBMREIZIWT, BUEOIREH 2T 720> 37.5 mg/H

H kit 5T OB MER VR EZ BRI L, S0mg/HD A7 Vo — L 4R WG LB LT, A
2l i&oﬁ FEROBBAICRE BB AR LT (2.7.6 1 A6181047 K TF A6181061
) . FE Tz, PERNIEIEIC I TG IEERIRERBR A ) S HEE SN DR U L OIS,
FLIRERY) (A =F = 7 +H{ETEREH SU012662) DI HE T 50 ng/mL LA ETH Y (2.6.2271H),
RTKC-0511-015 FRERACAE 12 HD E PN IS B8 1T 37.5 me/H %5 L 7R D EF R IE DR IERY)
M 7 7ENK 60ng/mL EHHESNDZ End (2.7.237), 375 mg/H % iR 515
AV a— B WTH AR TE B2 bz,

DA b, BT R S BB AE O P A I I W T, B I PR B A4 2 7 kR
ARETH Y, BIEAES 375 mg/HE L, {Hx OBEFOREIE L TR - BEOX A I 7%
PR D2 L THIMERHIFTE 5 LB X LR F5RY,

ZOXI NG, BENDWERRE A RE L U BIAHRE (A6181111 3k) 1% 37.5 mg/

& H R 5 TN L, EERAMEIEE T D, PFS O REIZA =T =7 W ERET 114 » B,
T REERTSS v A (AP — R 0418, 95%CI: 0.263~0.662) L ERINIZERDOHHH
MRS (2737 FE21),

F 77, WERDWNEEIC BT S 50 mg/B DA P 2—L 4/2 & 375 mg/ A D Bk 5 CoR4e
M7a 7 7 A LD i RTKC-0511-015 3R & TVA6181111 FRER D2 Mg L 01T -7 (423).
ZFOFER, 50 mg/B DAY 2 —iL 4/2 TiE 37.5 mg/ B 8 B ki 51 Eh -, IR 55 /48 ) 5E (50 mg/
H :89.4%vs. 37.5mg/H : 55.4%), TFHl (65.2% vs. 53.0%) MOV (50.0% vs. 38.6%) A& T0E
ENEDHEEREROFERNE -7 (2.7.42.1.1.1 171,
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&3 50mg/H 4/2 (RTKC-0511-015 iXB&) KU 37.5 mg/H (A6181111
FERERZEETCELVELGATER (WIThAHDRERT 25% U LICHE)

HER) (TBWLWTHRIRL

HERR 50mg/A, AFTa— 42 | 375mg/A, E OGRS
MedDRA 8.1/714.0.9 RTKC-0511-015 5A A6181111 A
MedDRA 12.0/] 14.0” BER WA RE (N=66) 2 =F =7 (N=83)
95 57 28 ) 59 (89.4) /0 46 (554) 9
L 33 (50.0) 32 (38.6)

T 43 (65.2) 44 (53.0)

g M- 19 (28.8) 21 (25.3)
BRI 21 (31.8) 17 (20.5)

I BRI 17 (25.8) 24 (28.9)

F2 B, 25 (37.9) 0
NS 16 (24.2) 24 (28.9)
(WP 24 (36.4) 18 (21.7)

MR AR 33 (50.0) 16 (19.3)

g 23 (34.8) 3(3.6)

B AR 22 (33.3) 3(3.6)

B 17 (25.8) 13 (15.7)
/SR i i 18 (27.3) 14 (16.9)

S - REEHREE (RTKC-0511-015 7 53.5.2.2) Table 13.6.3.2, REREE
Table 13.6.3.3.1, 13.6.3.4.4

a) RTKC-0511-015 385%

b) AG6181111 FAER

o) B U7z MedDRA EAGE CHEN LB EES (FY, BIELZET)

(A6181111 #ABE 53.5.1.1)

Z D A6181111 RERORE A I, BN TIZ 2010 4E 11 A, KETIZ 201145 Bic, EEiSh
TR A R R WA= F =7 375mg 1 H 1] BRORE5EO/E - HETEREISHEED,

1.8.2.4.12 ERGHER

H A NBERN P WIEIG R At e & U7 2 ITAHERER (A6181193 3RR) (ICI1T 2 AR D HE - &

i, %l@ﬁwﬂ PG R At L LB IFERER (A6181111 3BR) OFERD 5, 37.5 mg/H
A ke 5-C 5 L7,

A6181193 FRBRD T EMIEH CTH D 7 U = WK T 4 FERITT5.0% (95%CT:42.8~94.5%) ,
BIRETEIE B Cdh % BHI1E 41.7% (95%Cl: 15.2~72.3%) T, PR 73 12 #ilH 5 FliRD iz,
KRR A D WERFEEGILTH (75.0%), FE - RIEFRRIE RDEGRE, ®iE (%
66.7%), B (583%) T&HV, ZIETGIST, BHIIEDENICEARD 50mg/H DAY

D) KESHMAXE Rk AR
PNET (253" % SUTENT OH#EHRIE, 1 H 1 E375mg O#%5 L L, FOE S WA 43R T3
B H 555, SUTENT iI8EOFBICARR(EETE S,
FEFE . fe OBEOZEMRE OB ESVT, BEORE R (1) 12.5mg OHEE IR EIC
K HOHEREINHEEIN D, FI3IMpNET RERIZHIT S 1 HRKEGEREIL0mg Tho7e,

BRI SCE AL - A&

PNET {2545 SUTENT OHESEAEIL, 1 H 1H375mg A5 L L, 3E SRR 230030
5925,

FAEFAEN pNET 12kt UCiE, il e OBREOZEMEE FEMEIIEINT, 125 mg B0 A EFEH N AETH S,
PNET OFE 3 HERIZH TS 1 HERAEGFREIX 0mg Tholo,

2 DBEOREMEE BEMITIESINT, RERLELRDLZENDD,
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2L 42 THLNTRRL, HEERRAR (A6181111 RBR) THRINT-AESERLEZOHHE
ICRERENIZRL, HARACBIT AAH] 37.5 mg/H O H k5T o MAMEIC R 2 EI
b EEZ LR,

H A NBEPN WA R L AR 37.5 me/H A Hiflkfe it 5 L7 L o EHEWRE GE1 171
F15HAB) BT A==, SU012662 K UHRIEY (A=F=7+S0012662) OIiET kT
TEE (BT 1%, FhEN 539 ng/mL, 23.7 ng/mL &N 77.5 ng/mL TH D, HEAEN
WIESEBE & REREWVIRD LN hotz (2.721H),

A6181193 7B CIIAH* I EFRE O P B 55.4% L, A6181111 BRBRICBIT D A=F =75
FED 99.8% (727 AN TIL 88.9%) LLLL~EWMETH o7, A6181193 BN TIL, 91.7%DEFK 17
AL EOKREE LT Y, A6181111 FRERD 30.1% (7 U7 A 54.5%) L@ o7n, WL
T BT 50.0% (6/12 41) & A6181111 FRERD 313% (77 A 45.5%) & LE SR 72 W TR0
ST, ZTOXHIZ, A6181111 Bk &b, A6181193 RBATIX 7 HLAEDIRERA L Q5 BED
FIEB @ o7 8, FHRTHIHERE O P REAEMEZ R LTV, 50 BE T IR
AT ANGZBRLTEHHD, BEHETH D 375 mg/HEWET H 2 L7, &5 Ok
FEETHY, BWTIEEIEP RSN TS, 2, AEFRICOWTHLARAE TH-7. L
oMo T, BARAERNDIIEEIZBW TS, 375 mg/ H AR L T2 LI 8 &2 7273
TH #13, #14),

1.8.24.1.3 EETORAAD 37.5mg/A, &EBBEGHRE OFERAEER

uﬂ: 2Z L LT, BARANEET, FENDWIEELNOREETOHOA=F =7 375 mg/HTD
Hikr Bt G- O RE A

A6181107 ;HE& (FL#E, FMAEFER)

éLF’Eﬁ%k L72 A6181107 SBRICISN T, REBFEE 482 Hild, 238 FlAAA=F =7 37.5mg/H

Akt 54%1, 2O B35 R AAANTH o, BAANE AAANLSCTLREMEO A

Tolel A, BARANTORREENPEE TERWEERFROIIBEN A ARALSO 2 520 1
TholeERFERRL, T8 RERFNRE ANSEERE (AN 68.6%, HAANLS :126.1%),
I BRI E /AT P EREGRY (57.2%, 18.3%), WRFEEE (543%, 19.7%) ThHo7z, HANTH
BAEE RGN T2 7 b— R 3 L 4 OREBEPEE CTERWERGERSRIL, I PERBUE/AT
BRI (AR AN ©48.6%, HARANLISL : 10.4%), If/INMRIBZRE/ L/ MR SR (34.3%, 10.9%),
T RN EASIERERE (143%, 6.9%) TH-o70(Q2.74.2.1.1.2 (4)TH),

A6181170 3XE& (IF#fifaiE. SEIMERER)

JABRaIE & %8 & L7z A6181170 BBRIZ 6\ T, MUBFE 1073 519, 526 B3 A =F=737.5 mg/
HOEBMRRG 22, 2056 2 FIRARANTH 7, BARANE AARALSNTLEMED LI
ATl A, AARNTORBBEEN AARANUND 2 520 ETH - R REBEGEAGETE o
FRFEERT, ISR/ MG (AR AN 141.9%, HARALS:8.8%), @iflE (35.5%,
16.8%), ZE#E (33.9%, 82%) Th o7, AANTREMENE N>/ L —F 3 Xt 4 OFRK
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BfRNEE CTEARWEREESERIY, /R E/ M IMREDRD (BN $30.6%, HARALISL
3.7%), Fi - JEEFEFRINEALIEGRE (16.1%, 12.9%), BILE (12.9%, 2.2%) THh->7-(2.74.2.1.1.2
(5)5H),

1.8.24.1.4 GIST HAHWNLEHMRETOBEERAD 50 mg/B X7 2 a—IL 42 DERZEE

GIST & A M LB HIBEE 2 %8212 50 mg/H D A ¥ 2 — L 42 THRM S v -ikBa % frE T Lz
ARSIV T (BERGE GEEEL) , AN TOFRBBEEN B AN D 2 520 ETH - KRR
MEETERVELREEELRIT, WAMREED (HAAN 1 91.4%, HARALSE 0 58%), HMEREL
Wb (85.2%, 6.0%), HFREREGED (82.7%, 5.3%) ThHotz, BANTHREBEE RGN
L— R 3 T4 OREBEEPEE TERWELRGEERIE, GPEREGD (46.9%, 22%), /)
WD (43.2%, 2.0%), U /S—EHEN (321%, 4.7%) KOV > BREGED (32.1%, 0%) T
ot

VL EDFERN S, MPEEICKIT 5 A =F =7 37.5 mg/H OFE B ik 51, AARACBNT,
BEREGDRE LR L— R 3/4 OFERESRORBSEE N EVEA NS S5, GIST H 5
VMBI TO S0mg/H DA V= —V 42 TRONMER E KRELS B L RhoT,

182415 WKREBEEEIZONT

EN WA B A kG & LT-EWSL 0 2 35 (A6181111 3Bk, A6181193 #kER) THW IR
FREREAZRT D5 L &I, BEADWIESEE TH L2 et S LB B, Bk
JHTINETAHALNTVAREMICREREVR -T2 L2 EE 2, NSRS EE I3
T AREREIZ OV CH LB RIS L OB MiE & F— oS EAEH Lz, Mx T, EEWN

SWIEREOBARRBRHE CH - HETORLGEAGEE L CWEIHBICE L CiE, BEICRROE
WehFE L (F24),

A6181111 FABRITISWT, 83 1 25 4] (30.1%) 2307 < &b 1 HIELEIRE L, 26 # (31.3%)
DG BARE L, IRE, BEOZ A 73l x OFEF TR ->THEY, REDKER 7Y

2= VEFRTHEV L, HxOBRFEOIRRMIIE T THREL D WVITHET 2 2 L3 L &2 5
nic,
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x4 RAXE () (GkFD

[Ri& - AEICEET 5FERALDEE]

5. BIERIC KD, AAFIZAE, BiE, PIiET5561003, UTOEREEZETLZ L, BEL
TG AT 258100, aWEROER, BEEFISCT, 125 mg 1EEL~L) T
ORETLH T L. ks, TEEALLANER) KO TERLEER] OHLVBRTL L,

FRORERASRBRL-BEEOREREEE

BIEH JL—FK2 JL— K3 JL—1F4
JIIRGED F—#5 &% | BHEAN 7 L—F 2 IR XE—R T 4 02 | BWERAAZ L—F 2 DT
e B8 % E TRES D, FEHERIIRERTER | XITX—2F 1 IZEE
— & EETREEHRETE S, 9% ECHRIES 5, [m1EE
RERI OB GRS 1 L
AT TG EHBRE
Do
FEIM R F—#5 &% | BHEAN 7 L—F 1 BT XES—R T4 102 | BWERAAZ L—F 1 LT
(DR % B | A FIE5 5 FE CIRET D, EERILEREOH | XEX—2 T 1 IZEE
<) Wiz X D IREfT & F—RE5EXETEREGE% 1| 95 F CRET S, [BER
LUV TR TR SR BT D, IREmO®RGEE 1 L
AT TG EHBRE
B, b LI FEIREDH
TREEFIETD,
N BUHERRZ L— | BWERAR 7 L —F 1 BT XER—RA 54 0 | 5 EFIET 5,
- EERHEE | N1 LITIZENE | BET 5 E TRET 5, BEERZIIRERT O
KT TAHETCKRET | 52X 1 LUV T CRELZHBHRTS,
< DEMEARE | B, FIEEIIARE
i mMoESEY 1
UL TR TR
LB 5,
L, UTOBWERANKRLAZESIE, F—HAREToORSOMEATTRETH S,
A= F= TR O VR EEE, RIGUIER TR S O B
o JL—F 3~4 OMFY S—BHINIET I 7 —EBINTC, BREMNIEGZN BRSNS OfER 20
BE, =L, BAEY, BIERE X EEG Eoe=2 ) v %, BET 5 ECHESY EF T,
o HREREZ DRI L—F 4 OFREMER DTS L— R 3 OKY v iE
o JL—F 3 DY L oSERE
[N S
o BHRRERE DN L — R 4 OFREEIER N7 L— K3 DK Y il
o SHEIRICE D 2> b — LV AEEZR L — 3 id 4 OFEL, EH TR
o JL—PF3XF4 DV BRI

182416 BEREE(CDWT

AR N W B A xige & LI-ENAA D 2 38 (A6181111 FABR, A6181193 3Ba) T,
FOBE U HEERLMEICHE, flx DBREOEEMICIESE 50 mg/H ~DHEEAFREL L2 &
D, WASCEICRT AMELEIC O W TH AL L, HiE - HRICEET 6/ Eo
HEEIC6HE LTGER L (F25), A6181111 RBRICIHWT, A=F =75 %2577 83 #iH,
5. 8 WPLRRITERZ E (SD) T, BEMERRAT CThoTER O H 6 8 FIA 50 mg/ H IZHI & X,

1 ) ClZ PR AR &7z (2741210, 50mg/HIZEE SN, 3HIC7 L— R 3L EDORE
BIfRE2 R E TCERWEEEREROLD, WTNbBMOELR TRESMES Nz, LenR-> T,
37.5 mg/ B 5 CTREMEN RAF THRAT0 72 EFNT R LT, 50 mg/H ~DH &AM TEHRE O B4R




A=F=7 pNET 1.8.2 ZhEE - IR, A% - BEE) R UEEIRM Page 8

D—DNIRD/LEEZ LN,

x5 ARHAXE () (k¥

[Ri& - AEICEET 5FERALDEE]
O JEEAPREN MBI C DV, AAlZ —EHIMRG LT, BEELAEERN R, 0%
BIRPB RSN NGEE, WG AR > TABIZHEET L2 B TE S,

18242 FE&o
ENA DGR RB SN S, BRSBTS HE - HE (8) & BN OWIEE @E, K
ANZIFEA=ZF =7 LT H1E375 mg #ROKE5T5, 2k, BEORECLD, EEHEHK

TAHA, LH1ES0mg ETHETE S, ] ERELL, UFICEORILEE~D

1) AEEIFHRER (A6181111 #ER) 1%, 5 IMFHFER (RTKC-0511-015 35k, A6181047 3kl & OF
A6181061 #Bk) OfEF A FIZ 37.5 mg/H O A ki fe 5 C - L-, Ao =23 E 5
T D PFS OFIEE, T BREGRED 55 » HICk, A=F=T7EEHTIZ 114 » H
CHRRIICE RO H HEHIMEN RSN,

2) AARANZRSGE L7z A6181193 iR %, A6181111 3ER & AR 37.5 mg/ B D H fikpif 5-CT=E
fi L7z, FORE, BARAABENDWIEREICBOTY 75%0@mW7 U= "R 7 4 v N RE
W, A=TF =T OHEEMRP I NI,

3) HARANEAEADENDWIEBEBFICBWT, A=F =7, EEEH SU012662 K R
(A=F =7+SU012662) DIEMENREICK X Z2EBVTRO Lol

4) foEESET 37.5mg/H O 1 B 1A ARG TOREMICET 2 REHE RN 5, PN IIE
B9 % 37.5 mg/ H O A ki 5 COLeME, BIAGED GIST, BHMED 50 mg/H D
AT a4 ERESER LR NWEBEZ BN,

5)Ammnlﬁ&m,%wﬁﬁbk%%ﬁ%&@%iﬁﬁ%%mf%mb,wﬁ@zﬂﬂ@m%)
DMRIE, 26 B (31.3%) 7325 mg/BITIKE L7, IKEE, JBED ¥ 1 I 2 734 ORER Z &
Brpo Tz, F£77, 5S0mg (ZHE Sz 8 4 1 412 PR 2 MéntoﬁvW%3uL®
KIREIfR A B E T E WA EELRN 3 HIHED NGk rTRE Ch o7z,

Pk, Wsng@EE%%&QT%MLth%®W BE (A6181111 FRERM TN A6181193
AER) IZRW T, AFIORENUER ST 2 ANl Sz, £z, ARMICRE RE
Fenz b, EYERBICE L TH BARANEAEACKREREWT RN k@rémto_ngz
RERCIE, WEWE, BEEITRN, TOXA I TEEHL OFER T L ICB T, 2
D &6, AH 375 mg/H OE H kR 512V T, ﬁm@%ix&/;~w% 5 L0

b, HxDBREOEFMIINT T, KEHHVTHEEITHY 2 L THESEL 2 MUNCEHEL, &
AT pLEZ LN, S5, WMEICL 2N RE SN DEFICHOWTIE, 22t
N2 TS EAFREE Lz, LEN- T, ABARICE T 2 AFORENSUMES IS5 A
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5 &, SME & RIS TR WSS B, A A=F =7 1L C1 H 1E375mg
FROKGST 5, B, BEOWREBICLY, @EHEET S, 1H1E50mg FTHETE 5, |
LREL.
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235 3R

1) (g, |, HEPA, i, A ARSI D BEN WAIEE O 5. W, 2008:23(6):654-9.
2) RPN PEPN WA O SR BAR R R 404 - WHO 0% 0T - . EERE, 2008:23(6):660-4.
3) RMARZEAT, fEE R, AR, . BN IR O WT & 1. i L AESEEE, 2009;36(10):1611-8.
4) Faivre S, Demetri G, Sargent W, et al. Molecular basis for sunitinib efficacy and future clinical

development. Nat Rev Drug Discov 2007;6(9):734-45.
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183 FERALOIEDHRERL
1831 HFRALDIE (F) RUZOHREIRML

R EOER () 13, P94 4 1 25 AATHERIEEE 606 2 A48 305 fman TR A =S5
BATSCE ORLHESAIC DWW T, W RS SREIES 607 5 FA58 34505 JR s an TR A R oAk
DERBRLIEFRIC DN T ITHEL L, AHIOENIORARBRNEZ 25 ICRE LT,

PFIZER CONFIDENTIAL
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WETEPTIC FRRAEAT L. FOXREMRIAETZEH L.
FRHEDEE (FE) SR EARHL

MRICEEY HERALDOEE]

L [3hee -

AT TEGM OB EEES. AR T X LR OB

i

AL TR,

0 A T = I ABED IR WL BN AR A TS |
 BRCERTRICRIBBIAE AT, BRI T A b, [T
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HegE&s ¢ 17-3-Bb
JAN (BA&4%L) Y=/ FAL
JAN (& 4) :Dienogest

BexES . 17-3-B6
JAN (B&F4&) AIFEFR
JAN (FE 4) :Imiquimod

H3C

i

HaC N\
N
X
o
N

NH,



BRegER . 17-3-B7
JAN (BK&4%&) :F=VAFvyh
JAN (¥ 4) :Ranirestat

0

}*NH

<
hS

Br 9] p; 0
N
F 0
BHepE S . 17-3-B8

JAN (AAL) vYxi~7 (BEFHEEZ)
JAN (#E 4£) : Cetuximab (Genetical Recombination)

BEES - 17-3-B9
JAN (A&4) 1 btueryREFT2Vr TAT77 (BREFEERZ)
JAN (¥ 4£) :Thrombomodulin Alfa (Genetical Recombination)
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 55

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off Rec. Wid Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of a name in the lists of Recommended International Nonproprietary Names does not
imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-91) and Recommended (1-52) International Nonproprietary Names can be found in Cumulative List
No. 11, 2004 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 55

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous sont choisies
par I'Organisation mondiale de la Santé en tant que dénominations communes internationales recommandées. L’inclusion
d’'une dénomination dans les listes de DCI recommandées n’implique aucune recommandation en vue de l'utilisation de la
substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-91) et recommandées (1-52) dans
la Liste récapitulative No. 11, 2004 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 55

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccién de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucién EB43.R9)], se comunica por el presente anuncio que las denominaciones que a
continuacién se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La
inclusién de una denominacién en las listas de las Denominaciones Comunes Recomendadas no supone recomendacién
alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-91) y Recomendadas (1-52) se encuentran
reunidas en Cumulative List No. 11, 2004 (disponible sélo en CD-ROM).
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Latin, English, French, Spanish:

Recommended INN

DCI Recommandée

DC! Recomendada

Chemical name or description;, Molecular formula; Graphic formula
Nom chimique ou description; Formule brute; Formule développée

Nombre quimico o descripcibn; Férmula molecular, Férmula desarrollada

apixabanum
apixaban

apixaban

apixaban

apratastatum
apratastat

apratastat

apratastat

1-(4-methoxyphenyl)-7-oxo-6-[4-(2-oxopiperidin-1-yl)phenyl]-
4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamide

1-(4-méthoxyphényl)-7-oxo-6-[4-(2-oxopipéridin-1-yl)phényl]-
4,5,6,7-tétrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamide

1-(4-metoxifenil)-7-oxo-6-[4-(2-oxopiperidin-1-il)fenil]-
4,5,6,7-tetrahidro-1H-pirazolo[3,4-c]piridina-3-carboxamida

CosH2sN504

o

OCH,

(2S5)-N-hydroxy-4-({4-[(4-hydroxybut-2-yn-1-yl)oxy]phenyll}sulfonyl)-
2,2-dimethylthiomorpholine-3-carboxamide

(2S5)-N-hydroxy-4-[[4-[(4-hydroxybut-2-ynyl)oxy]phényl]sulfonyl]-
2,2-diméthylthiomorpholine-3-carboxamide

(25)-N-hidroxi-4-({4-[(4-hidroxibut-2-in-1-il)oxilfe nill}sulfonil)-
2,2-dimetiltiomorfolina-3-carboxamida

C17H2N206S:

oo
o

\Y
0 0=8%

HOL J\ '

N
N
e
Hse s
CHs
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sunitinibum
sunitinib

sunitinib

sunitinib

surinabantum
surinabant

surinabant

surinabant

tasidotinum
tasidotin

tasidotine

tasidotina

N-[2-(diethylamino)ethyl]-5-[(2)-(5-fluoro-2-ox0-1,2-dihydro-3H-indol-
3-ylidene)methyl]-2,4-dimethyl-1H-pyrrole-3-carboxamide

N-[2-(diéthylamino)éthyl]-5-[(2)-(5-fluoro-2-ox0-1,2-dihydro-3H-indol-
3-ylidéne)méthyl]-2,4-diméthyl-1H-pyrrole-3-carboxamide

N-[2-(dietilamino)etil]-5-[(2)-(5-fluoro-2-oxo-1,2-dihidro-3H-indol-
3-ilideno)metil]-2,4-dimetil-1H-pirrol-3-carboxamida

CaoH2FN4O2
HsC F
s W O CHs
H3CVN\/\N { AN
; NH NH
HaC o

5-(4-bromophenyl)-1-(2,4-dichlorophenyl)-4-ethyl-N-(piperidin-1-yl)-
1H-pyrazole-3-carboxamide

5-(4-bromophényl)-1-(2,4-dichlorophényl)-4-éthyl-N-(pipéridin-1-yl)-
1H-pyrazole-3-carboxamide

5-(4-bromofenil)-1-(2,4-diclorofenil)-4-etil- - (piperidin-1-il)-
1H-pirazol-3-carboxamida

C23H23 BI’C|2N4O
N
NI N
— H
Cl
CH,
Br

N, N-dimethyl-L-valyl-L-valyl-N-methyl-L-valyl-L-prolyl-N-(tert-butyl)-
L-prolinamide

N,N-diméthyl-L-valyl-L-valyl-N-méthyl-L-valyl-L-prolyl-
N-(1,1-diméthyléthyl)-L-prolinamide

N, N-dimetil-L-valil-L-valil-N-metil-L-valil-L-prolil-N-(ferc-butil)-
L-prolinamida

C32HsgN6Os

HsC _CHs O  CHs

o)
CH; O CH; O H
s H e H U\ "‘U\N CHa
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AZ=F =7 pNET

110 EE - BEZDREEEEEHOFE LD Page 1

BE FIEFOREEEEHOT LD

3R 17
L5434 | N-[2-(Diethylamino)ethyl]-5-[(Z)-(5-fluoro-2-oxo-1,2-dihydro-3H-indol-3-ylidene)

methyl]-2.4-dimethyl-1H-pyrrole-3-carboxamide mono[(2S5)-2-hydroxysuccinate]

B4 A=F =7 Y o TERE) RO OBRFE
——
N._ _CHj
O HN AN ﬁ NG N O N
— HO,C 3
HN. N— CHs 2 \)\COQH
F

A~ F = TR OHALE M E RS
TRIGEIBRANBE UL ERRE L O B A

k-8 @, RAIEA=F=7L L TC1IH1ES0mg % 4 B@EEARAOKRSL, %
OB 2BEMKRET 2, chix 1l a—RE L TERERZRY IR, s, BEOWR
RBIC XV EHET 5.
B DR E
MRA KDY | R A=F =7 U o g

HEISY 5y B

BH A—=F o N7 A 125mg(1 BT BAHPA=T =T Y o 2 16.7 mg
A
=)
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AZF =T pNET 110 BX - BIEZOEEEEEHOFE LD Page 2
= HA A 55
WERE DB (mg/kg) |
7 bk o8 500~1000
s 500~1000
P g >1200
s >1200
AR G-
BhH | 8E| BR5E | BEEE |, -
7L
Byt HAR | AR | (mg/ke/ H) | (mg/kg/H) E2piR
Zw MI3JAEM A 15,515 1.5 5mg/kg L ETY »o% i as
R OFEREHEAL, B itk G R
DAL, FERg i FH0 e oD i 55
Ki - ZEfE. 15 mg/kg TIHEL,
BB R oo o - BEAE, VAL
ERIEMZAL, AR DZENE
PEZAE,
65 A |#&1[03,15,6 0.3 1.5 mg/kg DL b CIEMEBE D HY
(AR A0, 6mgkg THILZ, U l/3-
) G Mgk DOFEMMEZA, Hin
HRE AR DREIE, N 5 e
O BHERT -« FH.
Yo |13 R | D 2,6, 2 (), |2 mg/kg LA CHERIREMIZD
2012 | <2 (9) |WHgERL, Bimsk BRI,
TE NS (M), 6 mg/kg T
M 2 mg/kg DEACITINZ, Vv
A YE MR R DFEME AL, B
R D I, REERR R R G R oD i
HERL, 20 mg/kg THEL, IREEIE
Bz &V 12 mglkg (A,
9% H |#H]03,1.56 1.5 6 mg/kg THELS, O,
(AR PINEARE il E = NOE = (e
) b, ‘BB ORI, &%
BE D, PR - MR R
FRR O DR, 5 IR,
AIEH BIVEHIFE B 81,781 (100%)
BIVEF o fEdE B (%)
i/ IR R iE 74 (91.4%)
H i BRIB D il 69 (85.2%)
i R ER IR iE 67 (82.7%)
R g 67 (82.7%)
FRIERRE 53 (65.4%)
BAAR 52 (64.2%)
IPHRE SR % [AST (GOT) H9An, ALT (GPT) H3fH, v-GTP H5/n]
51 (63.0%)
=4k 7y A P—REAS e B A, L
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A=F =T pNET 110 BE BREZOEEBFEEHOE LY Page 3
G& M)
54 - B4
M

BIRE - DR

A = F = TIRGUE O E M E S

FRIBUIBRANBE AT ERRE M 0 Bl e
JREAHR PN o0 WA I
(CFHRRER - BINE )
Mik-H&E . Al L i e s - .
A~ F = TGO E B IERE, ARTRUIER N RE )T EAR A o B g
B, RAKFA=ZF =7 LT1H1ES0mg % 4 BEEIRO®ES L,
D% 2 WA S 5, Zhit 1 a—2AL LTREEABRY T, 2B, BEOR
RBICE D EEHMET S,
R PN o0 WA
HE, BAIKIEA=F=7L LT H1E375mg ZROEET 5, 2k, B
FORIEIZ LV, WEHEET 52, 1 H1[A50mg FTHEETE S,
(CFHRRER - BINE )
BISRGEDIRE
il KO
R % agkag
i
FIl{E A B FF 9 12/12 (100%)
BIVEH O FEFE B (%)
T 9/12 (75.0%)
FIRIERRE 8/12 (66.7%)
) 1L 8/12 (66.7%)
SR 6/12 (50.0%)
VR E T 5/12 (41.7%)
FEEL 5/12 (41.7%)
AR A E
I B SR D 4/12 (33.3%)
DM QT iR 3/12 (25.0%)
FOPR e T 3/12 (25.0%)
=tk 7y A PSR A A, LS

PFIZER CONFIDENTIAL
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112 HTEH-—E

Heparinized Mouse Plasma

WS AETET PR %% SEBSAHIN HESHS HEEAES | mme  |POBE
F3E AR XE
LR
32.P B
HLEERL
4 ERRRBRLE
421 HIRRER
A9 BH A AL e
42.1.1.1 SU011248-Pharm-PNET-001  |Effect of sunitinib treatment on RIP-Tag2 tumor microvasculature Makoto Tahara i@ 4t R B
42.1.1.2 SU011248-Pharm-PNET-002 | Effect of sunitinib treatment on survival of RIP-Tag2 transgenic mice Makoto Tahara ol i 4t R B
42.12 Bk aEE g
LR
4213 Eedi Sabod
HLEERL
4214 B kel LR R
LR
4:2:2 P e
Partial Validation of a Liquid Chromatography/Tandem Mass Spectrometry
42211 POMK2({os0VL Assay for the Quantitation of SU011248 and its Metabolite, SU012662in  [Wilkinson K Pl i % ;fr 4 gk B2
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112 HTEH-—E

BRRHENES BEEES rEAYS e RIS REERET fggggf Ry ﬂ@g%
42212 6348-532 Aml upsaf::lLl\é[;’ﬁ‘é’?Mvsmdaﬁo“ for SUOL1248 and SUO12662 in Mouse Plasma s mipionvavt |2 ~ 2@ e HE PR B
4 gl

BEERRL

LR

LR
4225 Hri:

LR
4226 Ty A B (B (GER)

LR
I CRLIBE S e

BEERRL
423 IR
4231 HEE SRR

LR
4232 R G

LR
4233 BEEERR
42331 In Vifro 3088

LR
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112 HTEH-—E

WHERE S HEEES P Y w5 HBEIN RN HEEAES | mme  |POBE
42:3:32 InVivo 78
FLEEIRL
1.2.3.4 R
42341 EH AR
423411 6348-495 ;;Zirs Oral Careinogenicity Study of SU010398 (SUOL1248 L-Malate Salt) | o g p 2@-8: 2 e e SE HPEE Edi
4.2.3:4.2 LT A R R
6-Month Oral Gavage Carcinogenicity Study of SU-010398 (SU-011248 L-
423421 6348-493 Malate Salt) in Hemizygous rasH2 Transgenic Mice with a 3-Month Burns J ptt = ERSAC = ) s HEE LA
Recovery
42343 DihEE
423431 2 ooss (lsxg?ﬁgas(ﬁ;‘;eges)aﬁ;’j Iﬁ?ﬁ;@gﬁﬁiﬁdzrg[gfﬁi Heward J 2000 ~ 2 e ;fr 4 PR B
4.2:3:3 AEPEEE R
42351 TR UERE COTMRR LT 25R
FLEEIRL
42352 meRERACET HE
FLEEIRL
42353 HAEMBEOCHERDEEN N REORERICET R
423531 06GR298 Oral Pre- and Postnatal Development Study of SU-010398 in Rats Cappon GD ptt = RS = ) ;fr s HEE LA
42354 HERRE R
FLEEIRL
4236 Sl oot
FLEEIRL
4237 EOMoEERER
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e
o D
RS BEEE 2y = HBEAHN B EATT BESOWR | g |TOSE
EH/AE) [2F:]]
42371 FLIFHERER
WBTEEL
42372 BB
WBTEEL
42373 BB OMEE BT LR
WBTEEL
42374 RAPIERER
WBTEEL
42375 st Bt
HLEERL
42376 T OB
HLEERL
423 RLOFER
Single-Dosage Phototoxicity Study to Determine the Effects of Oral
423771 LIA00269 (Gavage) Administration of SU-011248 L-malate on the Skin of Pigmented [Jackman SM bl & RS G % 4 R FAE
Rats
43 BETH
Antiangiogenic Therapy Elicits Malignant Progression of Tumors to Paez-Ribes M, Allen E, L'Hospitalet de Llobregat =
43.1 SUT-PNET-R02 Increased Local Invasion and Distant Metastasis Hudock J, et al. ° AL # Cancer Cell 5%
Evaluation of Sunitinib (Sutent®) Effects on Blood Pressure, Heart Rate, P
43.2 SP0107 Myocardial Structure and Function by Telemetry and Echocardiography in  |Blasi ER and Heyen JR ~ [20074E2 A ~200844 A *r s HEE BE
Male Sprague Dawley Rats
Assessment of the effects of SU011248 and SU012662 on Cardiac Function . . Pfizer o~
433 §P0907 in the Guinea Pig Isolated Langendorff-Perfused Heart Model. Steidl-Nichols 7V 20084223 KE # HARE 8%

E5H MARRAEE

52 ABERRE-TR
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WHERE S HEEES P Y w5 HBEIN RN HEEAES | mme  |POBE

TR

ST EMERFHBEREE

1L AT AT (BA) BB

LT

5312 HEBARRE VAN FIFSNE (BE) RBHEE
LT

53130 InVitro < In Vivo DEFEE B LI MBHESE
LT

3L EMFH RO RN EE

53.1.4.1 1000-0499-2 ggﬁ%?ﬁgiﬁ&s ASUOHM& SU012662, AND SU012487IN i;’_a“alyﬁcal Systems, - 1o00a2E24 Bioanalytical Systems, Inc., KE  [4+E ﬁ;;%*ﬁ Bz

53.1.42 1000-05793-002 PDLEES:INATION OF SUD11248 AND SU012662 IN K,EDTA HUMAN Eé’_a“alyﬁcal Systems, 10062£7 4 Bioanalytical Systems, Inc., KE  [4+E ﬁg%g&% Bz

532 b AR A N S IR AR O S L

532 MRE O ERBRREE

VLR

5322 R R O

TEEERBRRES

VLR

53230 MOE AR R TERBREE

VLR

533 BRAEEMERE (PR) HBWtE

5331 EEEBREFCBT o PRECTIHIEERBHRES

VLR
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5.33.2.6(5.3.5.2. 6 R

A6181107

Taxane and an Anthracycline Chemotherapy Regimen or Failed Witha
Taxane and for Whom Further Anthracycline Therapy is not Indicated

FA7)

A
o o o}
WAHERES HEEES FPRYY % BB AN BREREAT HWEEOWE | gy |PHOEF
EHSE) (23]}
33 BHEUBUAPT IR AR E
. RGBT RLETER - ERo LEERSREERE L TR E 2010878 ~2011ETA (T —F B e -

53.3.2.1(5352.1&F8%) |A6181193 Lie 2= F = (BB - rt7) - gl HRER AAH

533.2.2(5.352.25[F4%) |RTKC-0511-015 A Phase Il Study of the Efficacy and Safety of SUO11248 in Patients with - 2003483 5 ~20054E11 5 - SE HPEE Bk
Advanced Unresectable Neuroendocrine Tumor
A Phase 2 Efficacy and Safety Study of SU011248 Administeredina

5.33.2.3(5.3.5.2. 3L [Fl#K) |A6181047 Continuous Daily Regimen in Patients with Advanced Gastrointestinal - 20054E9 A ~20084E4 A - s HEE BE
Stromal Tumor
A Phase 2 Efficacy and Safety Study of SU011248 Administeredina

5.33.2.4(5.3.5.2. 4&[Fl#E) |A6181061 Continuous Daily Regimen in Patients with Cytokine-Refractory Metastatic - 2005455 A ~20084E5 A - s HEE BE
Renal Cell Carcinoma
A Phase II Efficacy and Safety Study of Sunitinib Malate (SU011248)

5.33.2.5(5.3.5.2. 5L Fl#K) |A6181110 Administered in a Continuous Daily Regimen in Patients with Advanced - 20064E9 A ~ 20094E4 A - S E HEE BE
(First-Line) Renal Cell Cancer
Phase 3 Randomized, Multicenter Study of Sunitinib Malate (SU-011248) or

itabine i j i i 20064E11 H ~20004ET B (F— & H » -

Capecitabine in Subjects With Advanced Breast Cancer who Failed Both a . £11A FEIAT—FH . o P P

5333 MENERZRH L PKERESE
Rl
5334 AREERABRNLEPKRBREEE
Rl
ISR L s U PR B
Rl

534 BRI (P D) BEREEE

5341 HEERE LB 2 P DRE

PR/IPDHRBEHEE

PLERIL L

FMPRK/PDREEHEE

5342 BEILBILP

DakEr

VLR
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e
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535 HHMROESERBERES
5351 HE T S ESECET OB RS E
A Phase III Randomized, Double-Blind Study of Sunitinib (SU011248,
53.51.1 A6181111 Sutent®) Versus Placebo in Patients with Progressive Advanced/Metastatic - 20074E6 A ~20094E4 A - 4t HNEE B
‘Well-Differentiated Pancreatic Islet Cell Tumors
352 e BB LS
BIRTIRTRRRETER - BES oL EENSWEREE 2R & 2010487 A~201147 B (7 — A bat s =
53521 A6181193 Lt 2 o7 oy B0 - =) - EH HNEE e}
53522 RTKC-0511-015 APhase I1 Study of the Efficacy and Safety of SUO11248 in Patients with - 200343 A ~20056EL1 A - S E PR 5%
Advanced Unresectable Neuroendocrine Tumor
A Phase 2 Efficacy and Safety Study of SU011248 Administeredina
53523 A6181047 Continuous Daily Regimen in Patients with Advanced Gastrointestinal - 2005459 A ~2008454 A - s HRER g
Stromal Tumor
A Phase 2 Efficacy and Safety Study of SU011248 Administeredina
53524 A6181061 Continuous Daily Regimen in Patients with Cytokine-Refractory Metastatic - 2005455 A ~20084E5 A - £ HEE BE
Renal Cell Carcinoma
A Phase II Efficacy and Safety Study of Sunitinib Malate (SU011248)
53.52.5 A6181110 Administered in a Continuous Daily Regimen in Patients with Advanced - 20064E9 A ~ 200944 A - 4 HNEE BE
(First-Line) Renal Cell Cancer
Phase 3 Randomized, Multicenter Study of Sunitinib Malate (SU-011248) or
Capecitabine in Subjects With Advanced Breast Cancer who Failed Both a 20064E11 8 ~20094E7 A (7 — & Hwh ERTT .
33526 AGI81107 Taxane and an Anthracycline Chemotherapy Regimen or Failed With a ) Z7) ) Bl HAEE i
Taxane and for Whom Further Anthracycline Therapy is not Indicated
A Multinational, Randomized, Open-Label, Phase 3 Study of Sunitinib s .
53527 A6181170 Malate Versus Sorafenib in Patients with Advanced Hepatocellular - iﬁgg)ﬁwi ~2W (F—sTh - BR3tE[R] HEE g
Carcinoma (Z2&ME T — XD ZIRAT)
5353 HEDHBARAFECET LEREE
A Phase 11T Randomized, Double-Blind Study of Sunitinib (SU011248,
53.53.1 A6181111 Sutent®) Versus Placebo in Patients with Progressive Advanced/Metastatic - 200748 A ~20104E6 A - 4 HNEE BE
Well-Differentiated Pancreatic Islet Cell Tumors: JEANHHE &
5354 OO RRREREE
A Phase III, Randomized, Double-Blind, Placebo-Controlled Study of
. . . . ®
53541 A6181004 SU011248 in the Treatment of Patients with Imatinib Mesylate (Gleevec™, it } } SE P s

Glivee®)-Resistant or Intolerant Malignant Gastrointestinal Stromal
Tumor (Revised Tables? 2 f+)
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. 5 i F O Eaiile =
3 e
BRITERES HEFEE 24 v =& RERERHIR R E BT (ERALE) HEE D3
536 THRGOERRRCETHESE
Periodic Safety Update Report . Y
53.6.1 (201052 A1 H~201151 A31 H) T A4 SHE AR 5E
53.6.2 FEEARRAERSREE Tr A4t EA g BE
SUMMARY BRIDGING REPORT for SUNITINIB N .
53.63 (2006221 53 26 F ~201 154 5 12 H ) TrAF—Ht SHE T 2%
537 BE TS —RRB USRS
A6181193, A6181111, RTKC-
0511-015, A6181047, . . . < .
53.7.1 AGIS1061. AG181110, FEFI—FER Ty —4t ERERUSNE s BE
A6181007, A6181170
A6181193, A6181111, RTKC-
0511-015, A6181047, . . < .
53.72 AGIS1061. AG181110, FEFE-RE Ty —4t ERERUSNE s BE
A6181007, A6181170
A6181193, A6181111, RTKC-
0511-015, A6181047, . . < .
53.73 AGIS1061. AG181110, EROAEFR R Ty —4t ERERUSNE s BE
A6181007, A6181170
A6181193, A6181111, RTKC-
0511-015, A6181047, ; [ . . -
53.7.4 AGIS1061. AG181110, BRBEERTEDEF KX Ty —4t ERERUSNE s BE
A6181007, A6181170
A6181193, A6181111, RTKC-
0511-015, A6181047, ” . < .
5375 AGIS1061. AG181110, BRREEMESBE Ty —4t ERERUSNE s BE
A6181007
S BB
s g (RiRE) FREES, # EFER,
341 P AHR I B2 TR, BAEE gl 20000215%77 |2
5 N SEN ki3 R, 2008;23:65
542 AR BB NER DS [ e = s 5%
I Y2 e Lo AMEAT, BER, TR BRI, 20
543 BT ISER ODILIER n, i gl 09:36(10 16118 | 2 7
544 B DR 805 WHOR & b - N =r IR, 20082300 |
International
B FT. Cameiro T Agency for
545 ‘WHO classification of tumours of the digestive system-4th edition Hosman > LAIMRIO E S E Research on BE
ruban RH, et al
Cancer (IARC),
Lyon, 2009.
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