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10mg 15mg 50mg* mg 15mg 50mg
50 -53 1 385 - 430 2 2
54 - 69 2 431 - 476 3
70 - 84 1 1 477 - 499 1 3
85 -10.0 2 50.0 - 51.5 1 3
101 - 115 2 1 516 - 538 2 3
116 - 130 1 2 539 - 584 2 3
131 - 146 3 585 - 630 4
147 - 161 1 63.1 - 653 1 1
162 - 176 1 3 654 - 71.5 1 4
17.7 - 192 1 1 716 - 785 5
193 - 207 1 1 786 - 80.7 1 5
208 - 230 2 1 80.8 - 869 1 5
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36.2 - 384 2 2
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10mg 15mg 50mg*
<41 Py
41-45 1
46 - 60 Bl
61-68
69 - 80 B>+
81-90 2
91-100 Py
101-113 T

114 -118
119 - 136
137 - 159

S+ *

16.0 - 181
182 - 204
205 - 227
228 - 249

I

250 -272
273 -295
296 - 31.8
319 - 363
364 - 431
432 - 454
455 - 499
500 - 522
52.3 - 545
54.6 - 59.0
59.1 - 655
65.6 - 68.1
682 - 722
723 - 744
745 - 772
773 - 818
819 - 87.7
87.8 - 909
910 - 944
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i (ke) 10mg 15mg 50mg*

41-45 JHH2.25mg/ kgD B R FEB M

46-53 e

54-60

6.1-68 JH42.25mg/ kgD B RES

68 - 69 B

70 - 80 2

81-84 F2.25mg kgD HEBH
85 - 100 1 1

101-118

119 - 136 2 1

137 - 154 1 2

155 - 172

173 - 190
19.1 - 209 1

210 - 227 1 1
228 - 245 1
246 - 272 1
273-318 2 1
319 - 354 3 1
355 - 381 2
382 - 409 2
410 - 427 2
428 ~ 454 2
455 - 499 2 2
500 - 536 3 2
537 - 563 3
56.4 - 590 3
59.1 - 609 3
610 - 636 3
637 - 690 3
69.1 - 745 4
746 - 772 4
77.3 - 790 4
79.1- 818 1
819 - 872 4
87.3 - 927 5
92,8 - 95.4 5
955 - 1000 1 5
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13~15R M L 7225, H PG48 D + 5 7 LAV OHER A S, $54I B I3 @ HIRISET 2 Ll S iz, L7zdts> T 4 XCEIRT
EBIAH R03.25mg/kg T2 HIZ 1M BUAERECIH G- L7 & S ICHERM I v e E 2z bhi,

FEl. E—7VRIC T =7 LT325mg/kg T2H 1M, 7l ARG L7z & & OREYBEER /ST 2 — %

P 5-1n1 % FEE oG5 (mg/kg) Crmax(ng/mL)V Crin(ng/mL)V AUCous(ng-hr/mL)V tmax (hr) tiz(hr)?
Wl 5% 259~3.35 86.1+21.5 12.7£6.0 1830 =510 53+16 164+3.6
71n] H #5514 253~3.33 108+41 187+8.3 2640940 6.2+2.6 17.2+39
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ik L7z HEER: 5-13.25mg/ kg dh 72 1) (ZHE#EAL]
(3) %

Y=V RAOBFIC M T =78 L T2, 48 X U6mg/kg T2HICTIM, 13MEB GRS Lz L & BHGBEDCondB L O AUCHsIZ B W TIEIZHRAK
FPECHIMLTB Y. 2~6mg/kg?D R TIE, #IEZ/RT I EAMER SN
2. \AMAE
in vitrolZB1F % [UC]- £ 7 =7 (20~500ng/mL) D A X IMHEE 5 4%1390.8~93.1% Th - 720
3. 4
E—Z VARSI [MC]- M T = 7 2L Lz L &0, %5THHO bt T = 7HMSBEI, MiEE &o. B, B8, M. e s
L ORI Tl E R RS (W1lng/g) Kii Td - 7225, 71 CT1400ng/g. WK TL1040ng/g& MV & /R L7ze F720 Bl B mITF. WO, N, 4.
HEiL U Y SEIB L OREICB VLT H50ng/gR R AR L2 END. M T TREFIIRL ST B I L ARSIz,
4. R - PRk
(Din vitroDF BB NT, b5 =T OEF(CHEWIIN-A £ FETH 5 L SNz, 4 X TREN-A F ¥ MR S z%ic 7 v 7 a v
FRZT RV EDPHERINTYLH, N-A T ¥ FERBENTRIESNTHIFMERT 22 LPMONTwEZ R0, M T TITMAN-F F
YRR LGB A LM SN D, —RIEN-F ¥ FEOEKICR 7SV EAHET/ 4% V7 F—E(FMO) £ 7213CYP450205 [ 5§ 5 & & A4
SENTV5, T =ZTONFIF Y FEANORBHI G T2 BROIFEIEEIN TRV, ZLOEMT I VIFFMOIK X D ftlshs o &, B
A X TIEFMOID BT O EERE ) A F V75 F—ETHAL I LML), P T=TIZOWTH EICFMOIAY G- 2 LM S b, FMOEE
FHEBLIOFELG SR I BN LMD, FICFMOK X )R SN 23 & oM EMEHIZRNNRTH L EE 2 15 (2],
(2) €= 27 WV R8HIZ[MC]- bt T =7 %#325mg/kg CHITREORS Lz & &, % 57H% T CoRUiEPEIEE, FPicBn»T918%. MiicswTix
72%THH. MT=TOEEIRHIIIENTH D 2 LRSI NI,
5. B
=7V RI2EIC bt T =7325mg/kgx HIAFELIE G- L2 & & o, MLl & JEM AR BI A M4Ed bt T = 7R EORY R8T 2 — 5 2l
E L7 R, Cuaee AUCooy tmaxs t120WTIUIBWT O HMARE L IEGATEOM THESIZED SN h o7,



(i R 1A

ENB & OCEAHNI BT, Patnaik 7 L — F I F 7213 MO % L7z KONSHITBIE I B 2 KA OFES L R 2 BE T 2 KRB E 1T 72 (7 X
XYM TR EREEALS %R . MET =7 L LT325me/kg (BIIENE) 2 W8 B35 L. #%5-PiA#38 X 068 I IEE; o/
BEERE L. B, RBRICBU 2 EEFHMIEHH T 2 %ENEZFE 213, 2B (CR) B L 5% (PR) DR S NERAD 5D 2 HE&TH
0. EEOZRMOHES L OWES M E L, KILGEHIILE 2t L 72RECIST (Response Evaluation Criteria In Solid Tumors) 7' 4 K5 4 » L2 HEHL
LCEMLZ. AT, Lo~ 2% ZHGEM O T, /3974 THE 230 EEEICBWTCR, PR %€ (SD) & G-l S M7z ER 3B X O IR #E
THEAT (PD) L3l S N7EBI D 5 B, il EASTRER DML 2 AL L 7EBl 25+ — 7 IS L, KAl oG24 7bhiz,

1. AR

(D EN B X CESMRR RS~ A % v 7RIS B 2 A5k

FNORERIZ BN T8T 74 TREOZRBUNZNIE235% TH Y . A (91%) & B L TRid o 7225, BMEHNICHBE R Zh o7, £/,
DRI BNTST 74 THOFBINZERAII372% TH Y . WIEE(7.9%) & B L TRETMICAE RIS 5 720

E3P4S

#2. ENB X CES ORI B 2 A3

NI T4 THE xR
N | HBIZERE | 235%0 (4/1761) 9.1% (1/11%1)
H B ZE R 37.2% (32/8631) 7.9% (5/63f1)
EAL | e 39%? 9%
95 % 15 HHIX [ 26-54% 4-21%

1)t BB L ORI AT 3757 L (p=0.6195. Fischer®E HAiE)
2) A IREE L O E DD (p<0.001. TIAT A4y 7 [lfE554T)

(2) c-kitB AT LB O % B 2R A

c-kiti R P2 RBEVEHIEG ORI, EINRAERTIl242.9% (TE1H361) . EFLERTl331.3% (6461H2060)) TH 0, MREDORHTH -7, T2, b
PERES T UL EINT50.0% CEIHRLIHD . EALT60.0% 0B1H1260) TH 0 . FFLEORRAGRD S, BRFIIEN L ENTOES 5T BIRER X
D EWEI SRS Sz, F7o, M S M izekitBIRF 2 R B EE B O # 41X EINT22.2% (9Fh26)) . [E5ET23.8% (84B1H12061) & FFEETH -
720

K3, cKUEETERNOEBINRER

Kt A TR T T AT
IR A RSN U
ZRhR <> 42.9% (3/7%51) 31.3% (20/64%1)
ZERR <tk > 50.0% (1/2%1) 60.0% (12/20%1)
B OB 222% 238%

(3) FBRHT DALAEH B X OHUMHHE DA I & 2 B BINZ AR

ARRBCTIE, BEERETIAL = F 22 IR S R S TV IIERIA D . NS DEROAH M X 2 BHFF IOV TENAORE % LK L
72

AFHER O PN L =ML & Tt L T 72BN B 2 288318, EINHERTI325.0% (16B1H461) . E4LTI1230.8% (39%H11261) & [MIFLEETH -
720 AL AR IENEOIEBNC B TXEIFTO0% (1BIH0F)) . EALT42.6% (ATHIH2060) TH - 720 B, FEFFTOIbH 940 %245.3 % (86451 H 39
B UIEIN T O 1£94.1% (L7F1H1661) & 2650 < o 720

F 7o, RN USRI & FE 0 L C W22 REBNC B A2 EIE, EINGAERS X OTEISLAER L 20.0% GEITM1BI) Tdh - 720 BUNHRER LRI O R
BT OZEFILENT25.0% A260H361) . EHT38.3% (8161H316I) & V37 b BHRFREFEREF OB R L ) Er o7z 2B, EAColS
R TN 5.8 % (8641 Hh5BI) |2k L EIN TOFEE=1329.4% A7HIH56]) &\ 6F5L < #0720

F4., RBHTOALE S X OBEHREE DA IEIC X 2 H B2

RT T4 THE
[5E] AT JEGE RS Gl [ESpAN7 =N
| BER< > 25.0% (4/1661) | 30.8% (12/39%1)
féfﬁ;g LR <RIM> | 0% (0/141) 42.6% (20/47%1)
FERSEH B OEE | 941% 45.3%
SRR o | FAVH <IN > 20.0% (1/561) 20.0% (1/561)
B | B <RE> | 250% (3/1261) | 38.3% (31/814)
% ERIERROBE | 294% 58%

(4) FEAMRR AR~ 2 % > ZHEAE A — 7 VIS BY 2 6301

ENORBICBOTYAF Y ZHAE I F — 7 Y Ml % 0 U TR SN2 ZB%IE, AH 255 L 721456016261 ©42.8% (CR : 2141, PR : 4161) T
H o720 TOEBIDOZEFWM (CR/PRE R LD H2 5PD/FBLE F T) O P ILiiiz120TH - 720 F 72, ARG o F4131435H,
YLHIZ68H Td - 720

F72, IR THI0HIC D7 > TSDERFE L 7ZIERI B & OARF O 5Bl % ICCR F 72 1dPRE HIE S e Bl 2. gk 2 >~ + 1 — )b (biological
response) BHMTH o 7 Ll L 72354, T OEEII595% THh > 720 72, ckitBfz T AR OFEEH T~ bo—vRTIE, BRI TH - 72
SEG (82.1%) D Ji HIEVEDRER (545%) & W AFEICH VI ¥ b —VHEER L,

2. wE%
(1) E B FRERIC B\ TRl S 7 i

NIRRT . A &2 £ 5 8 NIEBNCAE U 72 R TOPHUIIER (T2 b b A HERHR) IZOWT, KEITRT . &b, [ UAERR MM
Blgzs ez b d, BB HEGH 720 1l & LT o 7.
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p— 28FFATRE(ITE) | ok BERE (1180)

10(588%) 4(364%)
BEOTRERRE - BTEED) | surl%) ;. 3G12%)
L N 5204%) | 2182%)

-

wamk 2018%) 1o1%)
HEHERIEDEAL . § .
G | 2Lew) e
e o 1(59%) 1(9.1%)

0(0%)

0(0%)

1(5.9%) 0(0%)

1(5.9%) 0(0%)

1(5.9%)

Fkt 0(0%) L1091%)

(2) EI RGP BRI B\ TR0 & N BRI B3 2 O BIUHEE IO W T, ROIOR T, &b, W UHEED W —EAECHEHE S 0% b
I RBMERHER S 720 1 & LTI o720

6. EINRERTRlD O N7 FRRMRAIH H B3 2 3k

g A A NTFATREATHH) | *ERRE (1150)
MM A 8(47.1%) 2(182%)

LT F = R 000%) 1(91%)

(FERHEIT)

1. fEHbF
Mg =7 VBRI~ VTS =y MIZERRF O Y VX F—ERTK EATH Y. BEE LAV T2 L XV Din vitroidFIC BT, i
MBS 5 IR T2 R (VEGFR-2) o IV R R K T2 454K (PDGFR) 3 & USHHHI LA A T2 254k (KIT) O % BT %,

2. in vitroTO bk =7 OiEE
HpAEAL (85 L) IMBISRIC BT 2 2R A BAL IMIS COITDH B L OIS B 1 2 22k A BAIOKIT A% 2 Ao s o L)L 5
£ Y EHCTY) YO 2R L2 BB T, M T =T IRTRTOMBICB VT VB E I L7z,

£7. FEFZTOKITTOY > AL

VS EALHIHIIE (ICs0, uM)
Fl g | IMAZA M AR
- 75 L ITD%! JEIRAS Y
=7 0.01 0.01 0.01~0.1 0.25~05

(B B d 2 EZAER]

—f% 1 MtF =7 YE (Toceranib phosphate)

b4 : 5[-(Z) (-5-Fluoro-2-oxo-1,2-dihydro-3H-indol-3-ylidene) methyl]-2,4-dimethyl-N[-2 (-pyrrolidin-1-yl) ethyl]-1 H-pyrrole-3-carboxamide phosphate
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