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HEYEE

Cabozantinib J&—F FARA 2K VEGFR2 Fl MET ##i5)], 1C50 4r %14 0.035 Al 1.3 nM.
Cabozantinib %} KIT. RET. AXL. TIE2 1 FLT3 HHRAIHIEN (1C50=4.6. 5.2, 7. 143 A1 11.3

DeserIPON 1 M) Cabozantinib 5% L IVEFAE I . Cabozantniy ATCLEESKBEALIE, [EALARLA i 1 A0ALY
[ (apoptosis).
VEGFR2 Ax1 Flt-4 Flt-1 Met
IC50 & Target[1]
0.035 nM (ICs0) 6 nM (ICs0) 12 nM (ICs0) 1.3+ 1.2 nM (IC50)
Cabozantinib il MET fl VEGFR2 L& KIT.FLT3 Fl AXL (MBI, 1C50 {55514 7.8,
1.9, 5.0, 7.5 Al 42 uM[1].
Cabozantinib (4.6 nM) FHl/NETER, HIOABEFFEIESE, /£ HMVEC. MDA-MB-231, A431.
HT1080 A1 B16F10 4HAEH 1 1C50 L7710 6.7, 5.1, 4.1, 7.7 M 47 aM[1].
Cabozantinib (0-370 nM, 24 h) 140 AIR 2217,
Cabozantinib (48 h) BEFIH] 2 Fit 67 40 AR ) G B [ 1].
Cell Proliferation Assay
Cell Line: SNU-5, Hs746T, SNU-1, SNU-16, MDA-MB-231, US7MG, H441, H69,
and PC3 cells!'!
Concentration:
Incubation Time: 48 hours
Result: Inhibited tumor cell proliferation, with IC50 of 19, 9.9, 5223, 1149,
In Vitro 6421, 1851, 21700, 20200, and 10800 nM, respectively.
Cell Migration Assay
Cell Line: B16F10 cells!'!
Concentration: 0,41, 123, and 370 nM
Incubation Time: 24 hours
Result: Potently inhibited HGF-induced migration (IC50 = 31 nM) of BI6F10
cells.
Cell Invasion Assay
Cell Line: B16F10 cells!
Concentration: 0, 1.5, 14, and 123 nM
Incubation Time: 24 hours
Result: Potently inhibited HGF-induced invasion (IC50 = 9 nM) of B16F10
cells.
Cabozantinib (100 mg/kg; p.o., Hjflit) AMHPHINERA MET 1 VEGFR2 @§EAL[1].
Cabozantinib (100 mg/kg; p.o., i) 52534 e s A R A P8 1211
Cabozantinib (0-60 mg/kg; p.o., FFR—I, #ELE 14 K LR 7 2030 H] R A K 1.
In Vivo

Animal Model: Female mice bearing MBA-MB-231 tumor (5 per group)[1]
Dosage: 0, 100 mg/kg

Administration: Orally, once
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Solvent& Solubility

Result: Inhibited MET and VEGFR2 phosphorylation.

Animal Model: Mice bearing MBA-MB-231 tumor[1]

Dosage: 1, 3, 10, 30, 60 mg/kg

Administration: Orally, once daily for 14 days

Result: Inhibited tumor growth in a dose-dependent manner.
o e ST

DMSO H IR - 25 mg/mL (49.85 mM; #8755 BhiA; IR DMSO X 7= S f W iR FE A 2 & 5,
114 F T T4 ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 1.9940 mL 9.9699 mL 19.9398 mL
Stock Solutions 5 mM 0.3988 mL 1.9940 mL 3.9880 mL
10 mM 0.1994 mL 0.9970 mL 1.9940 mL

SRR = S TE AR [ A 77 o VAR REE PR I I VA IS B 480 — ELC OB, WA, ik
S VR R R 7 it 2R K

i U A7 7 SRATARR . -80°C, 2 years; -20°C, 1 year (protect from light). -80°C i fEit, H7E 2 4EA
fER,  -20°C f§AERT, WE7E 1 FENER.

UL/ B8

ARG SRS 2 2 SR RE M TE RT R

AR VR TT S J6 %88 In Vitro 77 sURCHIVEE (065 490, FEARVCE I BIE 7
——RPRESEIO S R AT R, VI (0 68 2 T DRIB AR 40, &M RAE s TR SSIR i IR, &
WSR2 R M

DA VAU SR 14 T 4 LR R A 70 7 S TE B 28 P PR s B FE TR A b e BT L AT
TG, W7 LOE I FAEn/sE 7 i) 7 B

%
TR A P 7
Solubility: > 2.5 mg/mL (4.98 mM); ¥&i& A

5%DMSO — 95% (20% SBE-B-CD in Saline)

HER =

TR TR A P 7
Solubility: >2.08 mg/mL (4.15 mM); EIHHER

TR HAT > 2.08 mg/mL (HERIEARAD I TEER

PL1mL TAEGCAE], B 100 pL 20.8 mg/mL ¥ DMSO fifi&#in#| 400 uL PEG300 ', JBA
¥151; Fi BRI 50 uL Tween-80, JREII5]; SRIG ARSI 450 uL AHHK EEZE 1

10% DMSO — 40% PEG300 — 5% Tween-80 — 45% Saline

mL.

AHEKIIEH: ¥ 0.9 g FAEN, BT ddH.0 FERZE 100 mL, A LGRS % B 10 A4 B 4R K
WL

TR =

R T A P 7
Solubility: > 0.5 mg/mL (1.00 mM); ¥& & A

WA >0.5 mg/mL (RIERKD HEHHET.

PL1mL TAEGCAE], B 100 pL 5.0 mg/mL 1314 DMSO fii#mE] 900 pL 20% 1) SBE-B-CD
AFEACOKIE T, BEHA.

2 g SBE-B-CD (B T Mt B-MIKS) MAREAT 10mL MAEMEKE, SEAeBMEBBEY.

10% DMSO —  90% (20% SBE-B-CD in Saline)
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F%E N

EIRF I INEFER:  10% DMSO  —  90% Corn Oil

Solubility: > 0.5 mg/mL (1.00 mM); ¥ % &k

W7 R AT3RA > 0.5 mg/mL CHFIBERED MBI, b7 ZEs e A UL ERsh s it m
AL

PL ImL AR, BL 100 pL 5.0 mg/mL [¥7E DMSO f##0INF] 900 pL F ki, IRA 5],
VUM %, V5 EEICH) AR, A BCHAIIES, ERMARIRA .  UNER R E 5L
SRR AIE S H 2 R AR S EE s e ISR AR A R BT . BTG, R Rl AR/
B A 177 A

E S

RIS FER]:  0.5% CMC/saline water

Solubility: 2.5 mg/mL (4.98 mM); Eihii; #H A
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SEREAE BRI IR -
L S R R P 08 MOV AT URA il — ELRRARIATIG, VMR, 3B S R SIS LR i

R

THIE 1 AEA R .

% & ARAT 7 AFIER : -80°C, 2 years; -20°C, 1 year (protect from light). -80°C 170, E7E 2 SEN{HH, -20°C fE77RT,

ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 1.9940 mL 9.9699 mL 19.9398 mL 49.8495 mL
5 mM 0.3988 mL 1.9940 mL 3.9880 mL 9.9699 mL
10 mM 0.1994 mL 0.9970 mL 1.9940 mL 4.9849 mL
15 mM 0.1329 mL 0.6647 mL 1.3293 mL 3.3233 mL
DMSO
20 mM 0.0997 mL 0.4985 mL 0.9970 mL 2.4925 mL
25 mM 0.0798 mL 0.3988 mL 0.7976 mL 1.9940 mL
30 mM 0.0665 mL 0.3323 mL 0.6647 mL 1.6616 mL
40 mM 0.0498 mL 0.2492 mL 0.4985 mL 1.2462 mL
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