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B o /Hfr[.zméﬁﬁé%é(Ames BIE) ~ A MM T wmre 4 d BB K [ois N < BF
BEACY 3% ¢ RIEEPE o sunitinib & X g 2 A F G T -

B T AR PRI FTAALY o A R ARfR S 2L A frl i TR
JE sunitinib (+ % 0.5+~15 -5 mg/kg) - &%+ & % 5 mg/kg (¥%7 ¢+ RDD
50mg 2. AUC & frenb &) awpd 3 ¢ B I F & £ pr o & X <15 mg/kg )|
T (94p% >0 %7 5+ RDD50mg 2 AUC S fr)td o 4 @2 @ - b vh o
- B AP B T PREFLEL EFF %R 612 mgkg/x) /E?ié;’a’) -3
Fep 2 AR P g V(i F Y R0 ) e 12 mo/kg/® 2 A E T 0
(AR RDD 50 mg 2. AUC % qrenBb &) @ + § e it () "X ﬁ)ﬂ
=2 mglkg/= 2 HE T NIR(H 5 m 4 #* RDD 50 mg 2 AUC fren 0.4 §) -
BA 9 B auET A &Y (FA4ES 032156 mgkg[¥ % s 4 RDD 50
mg 2. AUC M'frmOS Bl HE  FF 28 BFEHEI14X) “éf TIEE XN
g it o L A emgky/x ZAET ERFF FEFEL L

é;\\

BRI MATAFTY A A A LEEIL R aEs R Afez w AL
PR sunitinib & = 13 2 10 mg/kg /% 58 = - H 4 s 4 A X B - Sunitinib
i X <10 mgkg 2 #E T (¥ 5 %7 4 RDD 50 mg 2 AUC %Mrﬁ» 26
B) #H2TA R REREEAMNIFREIE CRRE R PERPE

11. EFH &+ 28

Sunitinib = sunitinib malate % & & § A itk DL EE L FMERKR LT R
WwiFh e

Sunitinib 7 AUC 4r Cmax 7= 25 mg 3| 100 mg (4%:& RDD 50 mg10.53] 2 %)
e b 20 3 N S <Y 3 'édzrf’ B ‘“"%ﬁvﬁﬁi)ﬁa& (¢ 3 GIST &
RCC 7 ) mé%‘-fr—:%z\ AP F Ebb-'a‘w;-a THRENEGHRS SBEDHE
sunitinib 2 # 1 & E P A NEHF S FRE S LT jF’M PR E
Lo AT A X LB sumtmlble Jﬁ,;&li EEMIARB AT AR NBAEE
FAE 7-10 & - Sunitinib 2 3 R EEEHA P 28 FRR & 10-14 X pETIRE
TR A o Fl% 14 % > sunitinib 2 23 B A ASAE S L L 5]%;‘%&% 63 7|
101 ng/mL -

134 »]’{
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U PR A sunitinib £ 3 BB o /};E(Tmax) SPERE e F s 6 3] 12 ] pF o

g o il 48

B Féi"FR?* H & SUTENT 50 mg- ¥ped " g REL4 (4~ 9150+
B 2 hj-v F 4 500 3] 600 + B 2 iy is e A ) “"‘J“" SUTENT & 75 R 3 &
aizﬁ%gﬁ%

AT

Sunitinib s o2 A 4845 (VAIF) % 2230 Lo 48 > sunitinib 2 2 1 & S 3H2
B 4B B 3 A A et %4 5] R 05%% 90% + ® 4 100-4000 ngml s
%]F\ ;F'.“é:—%l R i/%)igﬁ,fgﬁ °

2

BB e R B v RAIE 2 £ 0 sunitinib 2 H A R AR B f ok
43 o ) E 4060 | 2 80-110 |- B - Sunitinib g, IRt % % (CLIF)
234 5] 62 L/h » g 4 P % B 1 2_40% -

5

Sunitinib 1 & 54 CYP3A4 3= 1 R FMEHA Y » 15 F 4 CYP3A4 i&-
ke AR FEBAHMAS GRS E B D 2337% o B bR e s E S 0 A
Jf: PR e & Y 45 5 osunitinib 2 BB RS 0 b 92% b E o

#or
¥4 sunitinib grcstiRe M E 18 0 X TP FIRE 61% ~ kP K 16%0H]

o

ek

Sunitinib 2 # i R E P RHPF A A RRE ¢ RN RV &S Aw
86%Fr 74% ciric b5 4 o

PR EH

ZypEds (18 1] 84 f)~ 48 £ (34 1] 168 kg) ~ fa*E (v A ~ 2 AR LMW A) [
IR =Y iﬁ@%}iﬁ%ﬁ%ﬂ’“ L ivie! %(ECOG)'LA} #= & (Child-Pugh A &) & #
B (Chl|d Pugh B /&) 3% 5t % 2 #7iE {7 (L% > sunitinib &8 H B4 R 33 - ehE

R RAEELR -

?;‘14,74;7—7}%64
A & (Cler 50 3] 80 % 2 /4 48) ~ ¢ B (CLer 30 /<50 = 2 /4 45) = fc
g

£
(CLy<30 £ /A 48) T# i3 22 A FEirehp 4 > feT AL ¥ ¥
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(CLs>80 = 2 /& 48) R » 3 A 3p ) ‘“Eﬁ%“' | sunitinib & H jE R HE o
B3 A FLE B sunitinib £ 7 ¢ 5d & R E47 M > L AR
R EATic R A ¥ 5 (ESRD) s 4 0 sunitinib e > 2R EF 10 T T ¥
—‘Ig % 47% -

23T Bk
T/t it

CYP3A4 7 #r#/#/#4 sunitinib 77/ # © i & = gﬁiﬁ & EH S H & SUTENT &2
ketoconazole (CYP3A4 55 e &]) € & sunitinib 2 H 3 & jE | 38 E 4 5 Crax e
AUC.int S fe~ )3 4r 49%F- 51% -

CYP3A4 7 z# 3 #/#7 sunitinib 777/ # : ¥t /% = Fé £ H3E A H & SUTENT &2
rifampin (CYP3A4 53 3£ %-#]) € # sunitinib 2 H 3 & jZ R 3F2 4 9 Cra e
AUCq.int S0 B3 > 23%Fr 46% -

7 A

$ A B im e ool AR 7 PRl 0h SRS BE A sunitinib 2 2 3 B N HHE P A TR
IMMERT > 3 & %% CYPIA2  CYP2EL fr CYP3A4/5 » £ #r4] CYPLA2 -
CYP2A6 - CYP2B6 ~ CYP2C8 ~ CYP2C9 ~ CYP2C19 - CYP2D6 ~ CYP2E1 -
CYP3A4/5 f CYP4AY/L1 -

12, TR BHTHR
12.1 % % B (GIST)

=31

#3 1 (NCT#00075218) & SUTENT * »t GIST s 4 ez 2~ 5 B~ i ~
B AR EK o B E 4 A R imatinib io R :‘:I&;:: FHEE
EEFHVESF NI AL Y 1A & P endDt ide SUTENT £
a&xii:}% MR s A S e A A E H R LR L 2 A R e
EipER(TTP) - & p ehé 32 @ B 559 (PFS)~ 2ELF B3 (ORR)ﬂfrﬁf%*"
T (0S) o 324§ #op A EHS A+ A (21 1) 0 - v P50 mg SUTENT »
“BVPR—Q@'”?"4%—’&"1/¢1§‘4$7 fs R4 Ziﬁ‘fﬁ‘%ﬁi(ﬁﬁ?%’
42) R GHEFIABRLECAFL G RFINFL S o F ABBLE
“’%%Wﬁﬁxm%%#ﬁﬂ’ﬂ%w&m*@@im%4&”wﬁ%%%
Venie * SUTENT i 5 ALAEds A FI SUTENT S s 4 7 144587 5 K e g
e r SUTENT ;o o

BAE IR O AT RBISR(TT) %3 e § 312 ot H ¥ 207 44
"T4#5 4 1] SUTENT ‘e > 105 4 #5g 44 1% /Al e o &% {# e SUTENT e
2 AT b (<65 fngn 4 D SUTENT g 69% » % Fal et
72%) ~ 425 (F 42 64% 61%) ~ fEE(d A o B mANE 88% ; LM A 0 A B
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L 5% 24 B mIRE 4% > HARAIRL)E MK fE(ECOG 0 ¢ 4% 46%
ECOG 1 : 55%* 52% : ECOG 2 : 1% 296)¥%4p 4 © %% ey # 42 £ #(94%
L 9306) 27 A bt &5 (8% 15%) o @ ok chimatinib ok S k4 ApE A A
A (4% A%) 0 B kRiA R 6 B0 N A E & T (17% 00 16%) 0 & K A2 6 1
5 Ao & 1 (78% 1 80%)34p % -

R A RCET 2PN AFE S 1403 TIP T 22 5387 « E 5|2 & cn¥
B4 45PF > SUTENT & TTP = 5 thd A 53t 1 10 BTS% 6 % AL o o % 4
it 4 108 > TTP h Kaplan-Meier # 73t 1 -

% 108 3 LenGISTHR %5 % (BR ok )

R 3% SUTENT | % &4 piE HR

(N=207) | (N=105) | (log-rank |(95% CI)
test)

Bl B U 27.3 6.4 <0.0001* 0.33

[¢ =4 ¥ (95% CI)] (16.0, 32.1)| (4.4,10.0) (0.23,0.47

2EMFEYD 24.1 6.0 <0.0001 0.33

[# =3k ¥ (95% CI)] (11.1,28.3) (4.4,9.9) (0.24,0.47

LRF B (PR) 6.8 0 0.006°¢

[% (95% CI)] (3.7,11.1)

* % p i < 0.00417 PI3% * Fdkik & £ § 23+ 4 & (O'Brien Fleming % . % *9)

G CIERI TR GIST= 4 W o i HR=R %+ 3 N=jp e 3 PR=FA £
}17[% o

DRCER A B AT R R L P AP A& S ik bl a1 - St
MRS

bR A Fe B hp R R R R FE R R F A L PER o

¢Pearson + = & %_-°

W 1 GIST& 3 1TTP ¢ Kaplan-Meier & % (R, Wi & %)
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100 - Sutent @ (N=207)
" P #0273 i
B % 4 (N=105)
g 07 ] T P %64
ol b =033
2 "1 95% 2 ¥ % ¥ (0.23,0.47)
e S P i <0.0001
B 50 | t
A 40 .11'
A l
w30 |
)
20
10
0
0 T T T T T T T T T
(A)) 0 6 12 18 24 30 36 42 48 54

PR (%)

4% CI=RIE® T 5 GIST=7 % F {7 i
EibzpFE -

PHR=R %t 3 Ny 4 #ics TTP=1 "%

SR BT 2 R ek P s ITT %3 & 35 243 4T A~ feie »
SUTENT ‘s 4 > r1 2 118 Ao feie » & JHeas 4 o i) B 447
ER M B Rt 0 P TR R B A X AT AT R B
3o SUTENT inf o 7 99 R LARNTHS A fieiE » % E}‘*ﬂ]ﬁm)ﬁa A AR xR
ein WA SUTENT jo o hit3l2 sg®end s OS 4457 » SUTENT
e = 0S4 72.7 3% o % A 2R 5 649 [k 't (HR)=0.876 > 95% % if %
¥ (C1) (0.679, 1.129)] -
32
Fr 2 - BR%EE P s He B EBAB AT 0 iR
imatinib 75 % # B 1 3B BmE® jﬁpi,.«’rﬂ MIF we LE 2R GIST I
A ¥ g e et 5?‘39]&/2‘.119(50 mgﬁiE«:'i R L 4R 2(7)
33 55 I“I?p‘ AR PR 4L 4R % SUTENT 50 mg =& - iz 55 ¢ «‘ﬁp‘
AP 4 54 EFRA F (PR)(9.1% PR % 5 95% Cl : 3.0%, 20.0%) -

122 T wm Rk

kiR

3 3 (NCT#00083889) = - S0 Ry i SUTENT H - #4522
FHZF o AT %2 RCC [F‘s A g o H P e fidE R SUTENT m)}%—'ﬁ
BEIXFHEE o ,p}%—%m PFS - H :),%35?:9::}%’};1,,—6’ 3 ORR~0S & x >4 o A7
$F 750 Rk A NES(L 1) R MISR T & 4R 322 SUTENT 50 mg % = - =
’\‘*ﬁ-il%% (X9 jml‘%ﬁlﬂ (Mlu)i—[ﬂ}’f"""i = °}?5/‘5f$‘§*4%1~/r')%‘
®F fﬁ}}ia,iflb‘\:xk?“"ﬁﬂi“illo
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LRI R(ITT) %% ¢ 2 750 mﬁ; A H@# 375 Agsgis e 3] SUTENT ‘e > 375
/\Z'ﬁtxliﬁg/”\ﬁ' %‘% a2 o A& SUTENT _E_l;’i’l%% oz o A '.éﬁ .f__ FER:S
#5 (£ #£<65 fhoehp 4 SUTENT 23 59%  F /A EF 67%) > HLH (, M
71%+- 72%) ~ fé_*%(é A 194%¢ 91% ; T A 1 2% 3% 0 24 5 1% 2%
HApA4EL)2 ik i (ECOG 0 - 62% 1+ 61% ; ECOG 1 & A e384 38% ;
ECOG 2 : 0% 1%)¢"4p 5 5 L chipf o 425 % (919% 89%)_%2? A ET AR SR
(% e gm B 149%) o &t P i & L Pl A 3% A% (78% 80%) ~ H =k AT
(58%:* 53%)% H k(7 R 30%) 5 < FNAH A AR S z@ﬁﬁ;f;(ﬁ e
& L %)80%: 77%) -

SUTENT % PFS éhff scdq 5+ P RE=5 B+ 45 % o(L 4 922 B 2) o &if 2.4 & 7]
3 5 e & fF(LDH) (>1.5 ULN 1t =1.5 ULN) ~ ECOG %4 % 2 (0 +* 1) ~ 11 2
E R TR sk %rt( ws)d om0 d g (hazard ratio)zE R SUTENT Bt + 38 %
oo SUTENT ehZ i r &% (ORR) ™ #® (L 4 911) -

% 1197 1 3¢ » K AipRk 2 RCC evfp2c s & (3 F 4 47)

Bk pdk SUTENT | *# 4% a| piE HR
(N=207) | (N=375) | (log-rank | (95%ClI)
test)
Eg COLINE RS 47.3 22.0 <0.000001P 0.415
[ = #c > i¥(95% CI)] (42.6,50.7) [(16.4, 24.0) (0.320, 0.539
LEF S (PR 27.5 5.3 0.001c NA
[% (95% CI)] (23.0,32.3) | (3.3,8.1)

‘fﬁﬁ PCI=R % F 5 HR=R & v S N=J5 4 s NA=7 i * ; RCC=%"‘wPe g o
ad B PSR R FFE 0 AT Y AR 90 o A e Sk

b p iE <0.0042 PI3% v FAa AL G & 3 43 & & (O’Brien Fleming i#% 1+ # *2)
¢Pearson + = ¥ %_-

W 2. £ X isHk 2 RCCA 3 3 PFSKaplan-Meier & 3 (R, Wiok %)
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Sutent s (N=375)

& 1007 — ¢ #4733 %
%‘T 90 IFN-o & (N =375)

R o

220

801
3
w107 \
60
= 50
E
A 40
P30
Bt =042
0| Ao =042

95% i3 #E % A (0.32,0.54)
107 P_i& <0.000001

) [ [ [ [ [ [
0 10 20 30 40 50 60

A R IS PR (3F
Sutent 2 35 274 173 84 31 3 0
IFN-g = 375 207 84 38 16 0 0

8B ClI=R % F S IFN-a=* 3 %-o; N=j 4 f; PFS=g £ i* 5% ; RCC=Fm
pé"f:‘ﬁ’y o

Bt sEdmend s OS A 45 ¢ » SUTENT &ehd = OS 4 1146 ik » T 3% o
e p] i 949 3 (HR=0.821 ; 95% CI : 0.673, 1.001) c * 4 % o ¥ = OS ¢ 3
25 =B p & A B PR Far g d # SUTENT i ehs £ > 12 121 =
(32%) ¢ * SUTENT i& 747 3 ( pikic e 0T FHalepp 4 o

Gkl BEY s

A BHE S P oy A A SUTENT ¥ - ZH 4055 w2 ek 5% & 222 RCC
SIPTH o BTG AR N Lglg_ﬁzﬂ" :’ﬂ)?g& H @ 7" FIRREECRED “o S-SR pDET e S 2
Fro Aty 4 (NCTHO0077974) » 4 chim e jrk i 4 Pe A4 % it Rk 5 %
P3RS A% 5 ™ B R (RECIST) & 2 2 e st (WHO) R 2 » & e jii
Bioh YT RS- K g R s isand BN (F4EE o interleukin-2 o £
FiEF ot H interleukin-2 5 B * T4 Fois R dp 4 SRR Vi 28 X )«‘f%
F & o aFTg 5 (NCT#00054886) » L s jfrk i 4 e L& LA &
*4'Iﬁulﬂb$€-xm/w}§‘#ﬁrﬁ§*r}°3€ﬁ 'E‘Eﬁﬂm"‘g#ﬂ* Kkﬁﬁﬁﬁ%—%
(ORR) » = 3®& 7 infy F iF § 5 (DR) -

T3 4 et 106 s 4 0 TR 5%@%’{"’ 63 fp 4 o '%‘*%%?9’?5%@“% A2
#et SUTENT 50 mg e inff F3lp ¢ # 43N ES BB RIEN S L o F7
7 4277 Smf A H A E S S MR 8% %2 ECOG M ac k fs sl o iz B
Fid 94 86- 94%m;,%1 LG A s § ik s s SUTENT *E%i:’v’v 65% 7 4
e @l 57 foo PRI 24 KT 87 oo ATF AT Hp A B R
ECOG #8 i & i 354 370 3% 2

FEARFEE b p AL B RRER e LD LAY - BER B
95%:'1'1‘_4 o AFERE SR 0 - R e (clearcell) s a0 Y 4
jfi;&meﬂ\«%é,\&\p :u,‘fﬁp%m”am%\%}O’t;ﬁixi)\lﬁ rﬂ[)ia (R A
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uﬁ;,{ﬁr(g L3

2% 97%) ; 277 4 g A i’éﬁli’sﬁﬁfééu‘@%"*?%ijfifo 4

3 #smﬁ— G dte ek g o SN T BT eI IR O ¢ 4 810 4 <h
ﬂmﬁ% DA B uﬂ,t 4@,; ¥ ;1(27% TG

SHLGL% g

4?{:3:& ’ 52%'5’37}?5

T B TR f\—"ﬁ nﬁﬁ;ﬁ%*iﬁ mﬂsrm;sﬁwg; Ao

4 bt:,gﬁ
y 4 e *wf%mﬁ %
438%) - LAt g 5 EATE
24.7%, 49.6%)

5 gc(>90%) A R tedods 4

5ehE s s % (ORR)fr 7 Jud% 4 i ¥ (DR) L 5]
$3%% » 3 36 5] PR » ORR £_34.0% (95% CI
A R3®R >4 23 ] PR ORR 5 36.5% (95% ClI :

505 16%) - ﬂ"iﬁﬁ%"k’ﬁi 5 i

3 Ja b #5 o

%4 120 afm

- 25.0%,

BicREHP NI ST

EI % 10 Bixgy A 1&,04@314,4iijR?+1§%z\§%’*F AL
];’% 36 r’iﬂ'/r")ﬁ' F}@mﬁﬁ&ﬂr»‘ (25%)4_&3_)7‘?3{5“5‘%1 o
% 120§ 44c 5 ehime ek o & ez RCC et %
P74 B35
Rtk (N=106) (N=63)
T ELF i [% (95% CI)] 34.02 36.5b
(25.0, 43.8) | (24.7,49.6)
F i g e [¢ =8k (95% CI)] NR* 54b
(42.0,**) | (34.3,70.1)

ST AR RA ARG R T
A0 T CI= 8 5 1P N=fs i NR= A2 3] 3 RCC= it -
- TE:I JER SR '){k’fﬁ’]‘ﬁﬁj‘ Bt

bd 3 ARER

BS 5By

S-TRAC (NCT#00375674) & — 4"t %216 F R4 b '& RCC 5 ¢ it f7h3
e SR B X FHHRORER 0 2% SUTENT 15 #f et i
Ri&EFIAE oA &G Rwme(clear cell) o5 F Frc? 35 b G2 TE
>T3 fe/2% N+ o 615 o £ ik 10 LA e %P £ 42425 % 2 - & 50 mg
SUTENT & & ] o g5 4 45 O BM o (WiT- &) AE DA HRE ~ 7
?ﬁﬁﬁiﬁﬁm?ki%°

& SUTENT ‘e % @l B> & oA v S B3 p2dp(Tib28 % 58
ﬁ)wfﬁwj(YS%p M)~ R (5 4 84% -~ T A 12%%r £ i A B 4%) & AR
e B GEEUEHAFRF 0 X S dop 4 ECOG MK f 5 0 (SUTENT &
T4% > % A e 5 T2%) - H Ak 4 ECOG £ ki 5 15 SUTENT 2@ § 1 &
Fat R BRE G 20
$e% SUTENT et A chups 4 4 & o S dp 155 &4 5 5 =9 (DFS) > 4 7
ERE N R g(BICR)xE‘.ﬁ G oo B T EY - @}iﬁ o & & A #E
o A& SUTENT i éhgs « &0 DES 17 23" % B F ey (£ 143 {rm
3) s AR ANFT AT L H AT L 124 - & DFS ~ 4785 141/615 (23%) & s
A= R E D EIE T A AR
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% 143, & S-TRACY RCCif 2 i2% ¢hBICR=R R AR # ¥ (DFS) AW
e R EH)
SUTENT % piEe| HRa(95% Cl)
N=309 N=306
» = DFS[# (95%CI)] | 6.8(5.8,NR) | 5.6(3.8,6.6) | 0.03 | 0.76 (0.59,0.98)
DFS % 113 (36.6%) | 144 (47.1%)
5 & DFS % 59.3% 51.3%

2 p EFHR N A BRI A R L Ak 2(UISS) RS
Cox % +“ b *& #-7) > = UISS g1 s i & o

~ R log-rank test ; HR 1235

ﬁ% BICR=7 f+¢ iz&: %46 Cl=#f %% i DFS=& A p 5= ; HR=L &
v N=7 &ﬁic RCC=%m" J§ o
4 124 th R SRA R AL BRI
T i /> ¥ i+ DFS HR?
n/N [# (95% Cl)] (95% CI)
SUTENT % & A SUTENT | <% &#
T3¢ g b 35/115 46/112 NR 6.4 0.82
(5.2,NR) | (4.7,NR) | (0.53,1.28)
T3B R ¢ 63/165 79/166 6.8 5.3 0.77
(5.0,NR) | (2.9,NR) | (0.55,1.07)
Ta4l# = s fd 15/29 19/28 3.5 1.7 0.62
(1.2,NR) | (0.4,3.0) | (0.31,1.23)
4% CI=R %@ ; DFS=&Bm 5% 5 HR=k % 5 N=ys 4 # n=% 2 #; NR=

Ait3) -

a3 HR {245 Cox & +v* b "& 4] -

b T3¢ & :

#& NX ~ MO ~ Fuhrman’s % % 1 - ECOGPS>1 -
©c T3® & : T3 ~NO & NX -~ MO0 ~ Fuhrman’s % % >2 - ECOGPS>1 -

O TalH T B
f

% 5, - T~N1-2+~ MO ~ - Fuhrman’s % % -~

T4 ~NO &8 NX~MO -~ iz- Fuhrman’s % % -~
ix- ECOGPS -

T3~NO & NX~ MO~ i=- Fuhrman’s %% ~ ECOG PS 0; Jﬂ" » T3~ NO

=~ ECOG PS ; &

W 3. BICR $#fs 1 & % % i& P (DFS) ¢ Kaplan-Meier & & (& W/o R %)
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b2
p 1007
i ; ———-Sumnt@(N:30%
#0907 M ¢ 6.8
E *
807 e RO : *fﬁ‘f’f“ (N 306)
T 70+
e 60
#p
B a0
A
o 40
30+
207
B % =076
107 | 95% 7 # % ¥ (0.59,0.98)
(%) o4 | P 003
T T T T T T T T
0 1 2 3 4 5 6 7 8
B 4k PR (#)
Sutent & 309 225 173 163 144 119 53 10 3
% A e 306 220 181 150 135 102 37 10 2

‘Fﬁa " BICR=f{4¢ £ b= % 4 ¢ CI=Ri w7 iN:fIﬁi"ﬁi"

123 B P A

73 6 (NCT#00428597) 7 & - 5f 4t iz »*f 2 pNET s ¢ & * 8 - & 4
SUTENT sk e d ¥ o ~ B ~ 5845 ~ %‘E;‘q X HHRAL o AR il
4 12 @0 M SERET 56 RECIST 2 LB ApHFE R % > B0 A 2

(1:1)is » w)3E:= = p - == 375 mg SUTENT (N=86) % /& #|(N=85)y-% > *
25 'wﬁﬂ "3 Rdp it gRE SUTENT i 2% % {AIE R 2 5 o
PFS- # 7 gtk 45 OS~ORR 2 & 24 - i@ F L3Fit % somatostatin % iz
SUTENT & % F&l e o S3-FPm L Ripg o 4o > 3 49%2 SUTENT
4p [};5 A e 52%7 & R e [};’5 AR R LT A R PR ,f‘:,E‘_’FK”ﬁ 92%_?:'1:?5 A
By A o £ 3 66%: SUTENT & R 12% % E}‘fé?ll.f@.:ﬁﬁ Ak g R D
Rk s 0 £ F 35%¢:0 SUTENT o 4 e 38% ek A e 4 F
somatostatin #f 2 4= i © i 4 “}5"5%3.3%?#&% o BLAVIRA B 1 AR g 2 3T 0
el e  BHARARBECARIAFTLRHAF  HA TN - Ffp2 TuLH
7 ¢ e SUTENT s -

dN I FRERLR §edko ML AR B AL T TR B .
TV e § B3R PFS 2w m/r.}%‘ PR B oo B AFA B IER A ﬁi’rg@
o SUTENT 2 PFS 2 o 7 E P44 % FH ° E ok & &l »a%k o Akl
» elrs\z&@%m\%imﬂ TR HEA o STRET R G SR 100
SUTENT © OS = & ch3 s & wim/##frrﬁ%ré A=d o i SUTENT ¢ 4 9 fB5»=
o X A eY 5 21 B bl e 2 ORR > & » fr% RAAp ey B
R AT G 1 SUTENT enZ £ o Brscdp b & % 4 7120 & 135> PRS0
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Kaplan-Meier & 4t 4c®] 4 #71 °

4 135. 77 6:npNET Bocip M 2 %

SUTENT | = g# piE HR
v (N=86) (N=85) (95% Cl)
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PRECYE 125 F 5
Sutent® Capsules 12.5mg
12.5mg fF% %ﬁi % 024593 %

AEEY -?ﬁﬁ);‘@-% @

g‘;-g : 3 e
WA B ERTR G EL - BHRT XA o ERFH L I RERYE
B~ E MR E NIRRT SUTENT - [£ 4 832/2 2 F#(5.1.1)]

1. AT

11 324238

3 o3 A Sunitinib 2 - fajgcpE e AR o g SR A (sunitinib malate) 7 £ 3
#*" SUTENT # % ¢ - Sunitinib malate =i+ & ¢ % (2S)-2-hydroxybutanedoic acid,
compound with N-[2-(diethylamino)ethyl]-5-[(2)-(5-fluoro-1,2-dihydro-2-0x0-3H-
indol-3-ylidine)methyl]-2,4-dimethyl-1H-pyrrole-3-carboxamide (1:1) » 4 3+ ;% &_
CoH27FN4O; @ CyHeOs » 4 + & 5 532.6 i f: 4 ©

Sunitinib malate =1 § S 4eT ¢

0 —
H,C H N_\
< cH,
/ \ o CH,
. /N ’
o OH

Ir=
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o
02_
(@]
NO
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Sunitinib malate ¥ - &% ¢ 144 % & »pKa & 895 2 pH E 1.2 1 68k
M4 F ¢ sunitinib malate 7% f2 R A2 25 mg/mL e § pH % 7 ¥ pRE
kA e Bk i 5.2 -

7z £ : SUTENT (sunitinib malate) " & & % % > 2 6 575 = 3 » SUTENT #
£ 7z 3 12.5mg o sunitinib (48 % ** 16.7 mg 5 sunitinib malate) -

1.2 33

BE Nz T E S s L 2T A2 4 (croscarmellose sodium) ~ A g ik
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iﬁ,’* AR B Mo ﬁﬁ _k)vuz]; ‘ﬁ%’?'ﬁié\ it Qﬁ;iyi\,sgg;;d = /,,\;,g\,)?;ﬁ_;ﬁ%zﬁm;\; A }P‘;
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> ¥ Ofed BNk Jl#“%%“}»’]{m%rf' % Lobier EE mﬁﬁvdiﬁp ek
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10. #F2EH

10.1 &% %

Sunitinib malate & - -] &+ » ¥ frd] F AR AR BRTK) - 2 ¢ 3
 RTK &g 4 £~ )I%T“’ 14 %’%%4 ~ R mﬂeﬁ;ﬁ%*‘ B o 3= sunitinib ¥+t %
fﬁ/}ilﬁg(‘tﬂl@ 80 %ﬁ_,}rﬁ#)mér’ﬁ; P AR O I FEATAE AL T AN
(PDGFRo. f= PDGFRp) ~ & ¥ P A i £ 73 ﬁ% &g (VEGFR1 -~ VEGFR2 -
VEGFR3) ~ i fm%s F]+ 4& % %ﬂ"(KIT) ~ #g Fms f&ep s -3(Fms-like tyrosine
Kinase-3, FLT3) ~ # & {713+ & X 4 % - 4] (CSF-1R) ~ 11 2 $R it ¥} fm %2 jiT 4
A& E & TS &% 48 glial cell-line derived neurotrophic factor receptor (RET) v
FIA] o A2 e A 4R sunitinib € Frilip RTK (o 2 1 imre 3 2
AT sunitinib g FrdlH oy o H A R RHA S B2 LR e ST P gl
22 sunitinib #g 2 o

Sunitinib &% R RTK iz 2 "B R A H e cE MR % ° o v e #rdl  #8 RTK
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(PDGFRP ~ VEGFR2 ~ KIT) gt it » 4 f— & o cnd S WA B 7 0 & 6 42
Fralfhgg et £ oo RBBEZHF (L Frl S e B o MR %R AT sunitinib g
Fral £ B &7 22 k¥ RTK (PDGFR ~ RET ~ KIT) e mre 4 £ > 48R
s Bi7 U i $r$ PDGFRB{r VEGFR2 § ik #f fervbisggi 4 2 & o

102 B cEmy
FpE-F M G

O R IE R AT 0 B E R iR (do% 2o ek R R
e i 22 sunitinib 5 K R B EF SApM L

SHEE A g

SUTENT ¢ M & #EApB = P ER QTR Hu £ > URFLwzHoETEF
(¢ 4% Torsade de Pointes) sk "& 3 4v o [ 2 £72,2 £ # #(5.1.3)] -

10.3 §RA WX 2EFH
1031 RBpPE~-RRBE~2 574 2T

Sunitinib shER BT 1% S B EEE rasH2 A Flig s 0| B2 Sprague-Dawley
X EH oA BB EAR P EF o frasH2 A Fl#E R &9 > 4 sunitinib
& X FHEX2S mgkg/ X R EFF L6 B HPRFTREIT L= %R E (&)
RARWHR L 2 F R L R BFASFA R Om L o 5 X 8 mokg O
T oorasH2 AT RE A NI PR A MR o 5P 2 # ik RRFHEE
SEEREE 2 28 X A 2 (SBRE T X mg%kY o I £ 1
mg/kg h# £ T (4 5 %5 5 4 RDD 50 mg 2. AUC fe[sunitinib 2 H 75 {4 % 3¢
AR e 2 R GRS 00 )Y RBIL S HiY R - MEFES < 3
mg/kg(5) & &4 )]% + RDD 50 mg z. AUC 4 8 ) » - = 4 % i g 2
FHF PR AN 2 o D sme BE T U g SRR
£ R %‘r[:smf?]?é%‘(Ames BITR) ~ A SEH T e 4 d BB K [os RN S B F
BEMct? 385 ¢ RIGERF > sunitinib ¥ A A A FGH T .

prpfd T A feR Hparig T AT Y L‘”ﬁ]“ﬂ‘ﬂ Bl e 21 % ﬂfr¢ﬁaw 7xr
PE. sunitinib (*# = 0.5~15+5 mg/kg) - &%+ # = 5 mgkg (9% %+ RDD
50mg 2. AUC @& Arenb @)adwpid st ¢ B ILF 4 fr o & X <15 mg/kg )
£ (94p$ >0 %3 5 - RDDB0mMg2 AUC i fo)it2 74 @3 Ao et
B LB U REGIRFEZ BFF %2 -6~ 12 moky/x) > ﬁ‘;g") A~z
$Hplhd bk eng B P en® it (GRie # TR 0) & 12 mokg/x 2 A E T
M(¥) 5% 4 & * RDD 50 mg2 AUC ffrén5i3) » @ + 3 s it (b 9% fﬁ)*
=2 mg/kg/= 2 HET HM(H 5/ 4 & * RDD 50 mg 2 AUC 4 fren 04 i) -
BiH 9 B HET AR (ﬁ <44 03156 mgkg[# % ¢+ RDD 50
mg z. AUC ,\;frmOS Bl AE  HFF 28 BFEHEI4X) v,ért R CE _‘{ﬁﬁ
g it > & A 6 mg/lkg/ = ;é"ﬂlfﬁ‘f TR F g EFLDPE

BEIHATAFL Y A B AR GERIL SR R el B ARL T
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PR sunitinib &= = 13 & 10 mg/kg /»% 58 = - H 4 s 4 A X B - Sunitinib
A X <10 mg/kg 2. #E T(H i %A J * RDD 50 mg 2 AUC i{ri> 26
B) $AT 4 A s X B WA R I TREIE CRRE FBE A )BHEBE

11, FHdd 2514

Sunitinib v sunitinib malate % & & § Gt B HL 2 FMERKR L P R
WiFR e

Sunitinib 7 AUC f= Cpax %= 25 mg 3 100 mg (%82 RDD 50 mg 1 0.5%] 2 %)
REFFIN §E G EELEES TR %ﬁ”é'ﬁ’fgﬂ (¢ 7 GIST £
RCC 4) mwﬁvgz\iﬁ,ﬁpg ﬁfxé@ﬂe%a& TS BBFHL
sunitinib & # 3 & R S A S BRI F A BREF S T IR F DR
Lo F4fA %#t%f »sunitinib 2 & FOER § FAH 34K 0 A VDA & NHA S ¢
EA 7-10 B o Sunitinib 2 H 3 & EM ASHA 2 0 RIER & 10-14 X pE D4R
TR o Fl% 14 X s sunitinib 2 B 3R FEMESA OIS L Jf:/i%e)iz % 63 1
101 ng/mL -

‘:}L»]'(

v RS sunitinib 14 Z 3 A B J\/}a}i (Tmax) P 2 = 6 3| 12 ] B -

i B %4 R 5 % SUTENT 50 mg » %7 % wz 38 {é_%éx (a < ¥ 150 +
B. 2 135 B fe 500 | 600 + K& 2 ey vp e ) SUTE K5 1 e R
BELRMELE

2

Sunitinib =hgg 02 4 4 F (VA/F) 5 2230 L - 48 > sunitinib 2 H 4 & 312
Pt AT R B0 S a0t 4w H95%% 90% > ® £ 100-4000 ng/mL
BIR R e SEREE .

il

B R PR H oo pRAE 2 15 o sunitinib 2 B 3 & RS A B
LR u J—«g 40-60 |- p¥ 2 80-110 | B - Sunitinib s v PR % & (CL/F) ]
34 3] 62/ » s 4 B s B2 R_40% -

=

Sunitinib 2 & 5 d CYP3A4 3= 1 R EFHAMA P - {4 —‘*z % 4 CYP3A4 & -
B RS A B AN EE K b2 ;&%m 23-37% o %4 *wﬁﬂ* HE o Ak
5f£ PoypEkiana & Y 4 4 L osunitinib 32 H R N B 92%m*wf,p Moo
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%4 sunitinib sk stiRie A R 6 0 ALY FRY 61% ~ SRR P K 16% |
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Sunitinib & # 3 & 42 S b ook ¢ yER A R B Al
86% fr 74% criz b5 14 o

PR EHE

RypEds (18 1) 84 &)~ 4 € (34 F| 168 kg) ~ &% (9 A ~ B A XL A)~
W ERKARETRAFL 6 T ﬁﬁ\«(ECOG)’T—/»\ #£ & (Child-Pugh A &) & #
B (Child-Pugh B &) "74 it 7 2 *7i& {7 L% > sunitinib & 2 jE 1 R #3403
BEGRREELD

5"14;;7;\%‘54

g & (Cler 50 1) 80 = 2 /4 45) ~ ¢ &R (CLler 30 7]<50 = & /4 48) = Bk
(CLy<30 % = /2 48) T# it % 27 R FE a4 o foTrin §
(CLe>80 = = /4 48) B > i K374y *Eiﬁ“' | sunitinib & H & 4 KA e s s
B4 TRrlEE AR o B sunitinib £ 7 € 5d RS > R AR
AT ISR ORI T H(ESRD) B A ¢ o sunitinib xS RER TN DA
4 % 47% -

‘?“mk» |reh

TPt i
CYP3A4 3 f#/ 3/ ## sunitinib 77/ # @ $FiE & % Fé—ﬂ L H 35 H A SUTENT &

ketoconazole (CYP3A4 5z #r|#&]) ¢ & sunitinib 2 H 3 & jE X304 5 Crax e
AUCq.ins B, v 4 %3 4r 49%4r 51% -

CYP3A4 7 z# & /%4 sunitinib 77/ 7 @ ¥ B % :é £ H S H A SUTENT &
rifampin (CYP3A4 58 34 FA) ¢ & sunitinib 2 H 3 & E I RBEE $ 0 Cray fr
AUC.int & fr 4 5] > 23%Fe 46% -

¥ A%

A KF0Fm oo ook R R (7 enBE b 2Bk BT sunitinib 2 2 A & N EPA B A TRR
WMERT » 7 3% CYPLA2 ~ CYP2EL fv CYP3A4/5 » & $r4] CYPLA2 ~
CYP2A6 ~ CYP2B6 ~ CYP2C8 ~ CYP2C9 - CYP2C19 ~ CYP2D6 -~ CYP2E1 ~
CYP3A4/5 4= CYP4A9/11 -

Page 27 of 38



12. TRABEFZTH

12.1 % % B 7 i%(GIST)

Pyl

7% 1 (NCT#00075218) % SUTENT * *+ GIST 5 £ ch= e~ 5 B ~ 4 4h - B
TR R o Lk 4 A @ % imatinib JR 8 5',IFL7‘ REN
SRS DRI G LA LR B g L0 & 0 L gkl SUTENT ¢
S AR e LR %w%£m@ 2 o B
,ag CEpER(TTP) e & P ehé 32 & v 558 (PFS) ~ 2 BLF & 5 (ORR) - 4
T i (0S) o %A= § o A MESA F A 2(2:1) 0 - = JR50 mg SUTENT » ¥
—‘BVPR—Q‘@%I’E%—E’MW)%‘ 4 %2 {8k 235 - BRAPERL
A2) » HHSHENAFERE R TR L RFINFT S o ¥ AHBLE
o TR L SR B BT AR TR e ¢ e B i
g 7 SUTENT i5f 5 et 4 5] SUTENT lechup 4 7 1493587 § 4 k] g5
g SUTENT o o

BAEFIERAOY WATEE LB R(TT) %3 e 7 312 gt H ¥ 207 44
"E1% 4 ) SUTENT 22 - 105 X 4hgid A 3% J# e o 2% & 2y SUTENT &
2 AT b & (<65 fehyn 4 0 SUTENT g 69% % A T
729%) ~ #u|(F - 64% 61%) -~ f& z(n Ao e R 88% 5 LM A o A e
5% ; 240 A eamR 4% HepAdRd)n %}gsb;{» it (ECOG 0 : 44%- 46% ;
ECOG 1 : 55%: 52% ; ECOG 2 : 1% 2%)#54p § > L eniif & 45 £ #(94%
L 9300) £ A b A5 R (8%t 15%) o & ek e imatinib JaR B kS ABE A A
it (A% 4%) » BHASIGR S 6 B T R A B & (17% 0 16%) & K 42iE 6 B 7
% & 1+ (78%1 80%)3i=4p % -

FFAA R 2TE L 2L g4 149 TIPE 22 887 o 3|4 & en¥
B pF o SUTENT & TTP = 6 énd A si3h F PRS 8% A o B % 4
%iri%? # 10 » TTP & Kaplan-Meier & % 7[>t [@] 1 -

% 10 B3 LenGIST Hses % (7 vk )

e 3 SUTENT | < Bl piE HR

(N=207) | (N=105) (log-rank | (95% ClI)
test)

IHEE PR 27.3 6.4 <0.0001* 0.33

[# =4 1¥(95% CI)] (16.0,32.1)| (4.4,10.0) (0.23,0.47

AEEGFEYD 24.1 6.0 <0.0001 0.33

[# =4 1¥(95% CI)] (11.1,28.3)] (4.4,9.9) (0.24,0.47

LRF & (PR) 6.8 0 0.006¢

[% (95% CI)] (3.7,11.1)

* 3% p & < 0.00417 RI3%+* #ALAR 5 & § %2 A & (O’Brien Fleming & & % *2)

$8 1 Cl=iZ i % B GIST=3 % @ i ; HRER %+t i N=ys £ #ic s PR=#RA £
% o

SRR R T R T L PR S A B E 5 i bl b1 - Fest
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Een? 0S5 72.7%F > XA R 5 649 F[k & (HR)=0.876 » 95% i3 #f %
¥ (CI) (0.679, 1.129)] -
32
By 24 -BR%EEsfd e s He s BEBTB S FTT 0 A
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LR o A AR 2 5(50 mg FR - FRFR L AR 1¢f")
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Ag e 5 Adnne FE(PR)(9.1% PR »-:;: ; 95% CI : 3.0%,20_0%) .
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% 3 (NCTH#00083889) & — B % ¢ & % RINEHAT 7 11 SUTENT H- Ee
FHE o AT K2 RCC flis& gk o Hop gt ik SUTENT o & f
BRI TEE a ie R 0 PRS- H g orcdp e }H ORR~0S &% > o A
7 750 iz A "xﬁ,&(l 1) a‘%ﬁ%ﬂ%‘ﬂ*?‘*z\ 42 # = SUTENT 50 mg # % - =%
AHETHEA 09T HREE e (MUL < b 5 itz 5 - AR E E TRy
B 7 )’iﬁfiﬁlh’\'quﬂié\ﬂ"

LEGR(TT) %3 e ¢ 750 fogp ¢ > #9375 4 g~ 3] SUTENT % - 375
AR AT FHEF ol A SUTENT 22+ 38 % a 82 F > A v B AE
#4 (4 #£<65 & ehpm 4 D SUTENT = f 59% 0 % et 67%) - 125 (ﬂ ERE
71%v 72%) ~ Fa % (9 % 1 94%t 91% ; I A 2% 3% 0 24 0 1% 2%
HepA3F2 )% fa )k B (ECOG 0 : 62% 61% ; ECOG 1 : & 2R %_38% ;
ECOG 2 : 0% 1%)#84p % 5 Lo chipf & £ 5 ‘7 (91% 89%)*”{&/){@%1@1%‘
(3 = frE_ 14%) - gﬂﬁﬂﬂiﬁxﬁf B A5 38 i £ (78% 0 80%) ~ H =t £ = B
(58%: 53%)% * £a(3 = A 30%) 5 % A E A BAMPEC G 5 @ﬁﬁ%;(r% Jiw
£ 7 5)(80%: 77%) -

SUTENT & PFS éhff scdq 15+ P BE25 B F 48 % oL % 92§l 2) o &if &4 & 7]
+ 5@ g pr(LDH) (>1.5 ULN +* 1.5 ULN) ~ ECOG %85tk (0 +* 1)~ 1 2
L@ gy ",f(’ﬁ wa)> g oo d gt (hazard ratio)zEF SUTENT >+ 3¢ %
o ° SUTENT 7% 7 Jis 5 (ORR) W i g (L % 11) -

4 11F % 37 » AiSR2 RCC g ocss k(I FF A 44)

o ik SUTENT | * 3% o piE HR
(N=207) | (N=375) | (log-rank | (95% ClI)
test)
EEFED 47.3 22.0 [<0.000001°| 0.415
[ =% #(95% CI)] (42.6,50.7) [(16.4, 24.0) (0.320,0.539
LR ¥ (PR 27.5 5.3 0.001¢ NA
[% (95% CI)] (23.0,32.3) | (3.3,8.1)

4% CI= 4 % F ; HR=R "6~ i N=ys * i NA=3 i * ; RCC=%tw" f
A R PR A F R 0 A TR R SR 00 g A i R R

b p i <0.0042 |37 AR5 & F 43+ & & (O’Brien Fleming i ik % *2)
¢Pearson + = ¥ %_-

W 2. K X isH 2 RCCA g 3¢ PFSKaplan-Meier & 3 (R, Wiof %3)

Page 30 of 38
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& 1007 — ¢ #4733 %
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pé"f:‘ﬁ’y o

B3t dlE SEKk ek OS 4479 SUTENT e = OS 5 1146 % » F 3% o
P i 949 #(HR=0.821; 95% CI : 0.673, 1.001) - * 3% o &eh? = 0S ¢ 3
25 =FBIE D BT FaE Rt d R SUTENT iasp gy 4 > 112 121 &
(32%) % * SUTENT it (/7 § & ic P Aol 4 o

Al R e

4o BH 25 oA A SUTENT B - 8| &k e ek i £ 2 RCC
e * o BTG I~ Leli—ﬁpm S A R R e g B A hinf A fueng
B &A% 4 (NCTHO0077974) » 4w cnime ik ok 4 pe B0k bt aiih & o
3R R R R F T B B (RECIST) & & & 2 ,f‘:_E'_fsr‘?*'«(WHO)’]‘%ig‘ ' B ldm e g
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F4EFas @ interleukin-2 s E i * FEFoisK m A LR D N IsR 28 X)A
FHEM o wF g 5 (NCTH00054886) » & % fn % jfrk i 4 Reh & LA & 1

RN R EE AR A A B L R RN LE RE
(ORR) >« =65 7 i & B+ F P (DR) -

T3 4 et 106 s 4 0 TR 5%@%’{"’ 63 fp 4 o '%‘*%%?9’?5%@“% A2
#5 SUTENT 50 mg - i # F 2l 4 # ¢ @MER LA BB 5 b o &7
7 4277 Smf A H A E S S MR 8% %2 ECOG M ac k fs sl o iz B
B¢ 54 86- 94%”7?5 A E8 A §Miks#E SUTENT *E%ih'ﬂ 65% - Jp
hE Y e H_ 57 Koo #@4&24 RE| BT fhoo 4Ty MY W’Uﬁi =R
ECOG it k i 374 48] #+ 2 »

FE 48Py Spt2BARERRIc LR L0g © bien BEALY o
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FREYF S TR
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438%) - tATF 5 HAG
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