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FEHEESEFRER ; Sunitinib Malate

FEdwsS : MB1230
RERE : >98.0%,BR
BEEHIFE - 200MG;1G;5G
R  EeEEEmnE

HFEE
ST C22H27FN402.C4H605
DTE 532.56
CAS No. 341031-54-7
BEsY o - b e LAY
DMSO 15 mg/mL (28.16 mM)
AL Water Insoluble
(25°C)
Ethanol Insoluble
FEEIN BREEREARETUEN , REELE , TetaFnE A%,
Efthiiee NTIBNZESFEER |, BECRRHEB R FEIRE.
YRR R IEHR
NI ¢ e, EEIEEMR
p == U 185-192°C
SRERME oo BF DMSO(15 mg/ml), FiaTFK., 2B
TFIREEEE ¢ . <1.0%
BE o, >98.0%
| (@10 I VEGFR2: IC50 = 80 nM; PDGFRB: IC50 = 2 nM; wild-type FLT3: IC50 = 250 nM;
................................. FLT3-ITD: IC50 = 50 nM; FLT3-Asp835: IC50 = 30 nM;
................................. VEGF-ESRIIMZ Y348 HUVECS0s FItE5E: IC50 = 40 nM;
................................. PDGFRa: IC50 = 69 nM; MV4;11: IC50 = 8 nM;
................................. OC1-AMLS: IC50 = 14 nM; CSF1R: IC50 = 0.012 pM
EnENE
- Sunitinib Malate 2—FhZ 88 RTK &7 |, {EFBTF VEGFR2 (FIk-1)F0 PDGFRB , ITEF4HB
e RBach 1C50 $81% 80 M 12 nM , tB2HDE) c-Kit HHEHE.
Kit FLT3 PDGFRB VEGFR2
s (Cell-free assay) (Cell-free assay) (Cell-free assay) (Cell-free assay)
2nM 80 nM
Sunitinib L2538 c-Kit &% 1C50 79 211 nM, Sunitinib 25389 ATP 254 VEGFR2
YN (FIk1)F0 PDGFRB P , Ki 98059 nM 1 8 nM,fEFSTF VEGFR2 #1 PDGFR LK{EFRTF
FGFR-1, EGFR, Cdk2, Met, IGFR-1, Abl,f1 src $&iEta 10 2{Z, Sunitinib {ERTFIE
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HAMERYZRIA VEGFR2 5 PDGFRB A9 NIH-3T3 4Hf, Pt VEGF {Kifify VEGFR2 BEER{(LAN
PDGF ki) PDGFRB &L, , IC50 4839 10 nM &7 10 nM. Sunitinib i VEGF iES
RIS AR HUVECs 1858 ,1C50 79 40 nM, B4 PDGF iESA%T E3%A PDGFRB
8¢ PDGFRa B9 NIH-3T3 4lig ,IC50 45579 39 nM 1 69 nM, Sunitinib #HIEFAERY FLT3,
FLT3-ITD,#0 FLT3-Asp835 BiE{Y, ,IC50 43519 250 nM, 50 nM, 1 30 nM, Sunitinib 1
# MV4;11 1 OC1-AMLS 4BfE1EsE |, IC50 5508 8 nM #14 nM, BiESAT | iIXMYER
FEAIEREE,

FHERT

5RRAKERERMNE VEGFR2 5f PDGFR BE{ILFNSS+—2, Sunitinib X% 20-80
mg/kg FIESMBZTISIEREEERY , 84F HT-29, A431, Colo205, H-460, SF763T, C6, A375,
% MDA-MB-435 , B izEEMTEENE | XFMEREERIZEEEE. Sunitinib &
Kiz 80 mg/kg FIZEALIE | 54E 21 K |, F/\REPENRAMERE=E  BELEERS
MEL 110 K , fEASE.. (FF Sunitinib BTEHE |, PABSERTE—18E
=L THENPME, Sunitinib 4R SF763T BXEE , SEHE MVD BERHE , FK~40%,
SU11248 4R , SeiEIFRIAK XA PC-3M IBEEEK , MIBERTIRER/\.
Sunitinib 8XiZ 20 mg/kg FIELE , BEERTE T MV4/11 (FLT3-ITD)#BiEREK |, B
{EFBTF FLT3-ITD SEEIEmEiRE , MHREKAED.

BigRfER - R ZNBRToFEYNS  BEFEREASE  FERTARK. fFRERRIEZ A
RERRERAEE (RTK ), HpRLZRRARAIES SIMEER. MIEMEMERRMIEEBRITIE, ﬁ)@%@
XM/MRIRAERE FZ4K(PDGFRa 7] PDGFRB). MEMRMBIEAEREF(VEGFRL, VEGFR2 FIVIGFR3),
AR RAR(KIT), Fms HEREERAES 3(FLT3). 1 BUESTERUEIEFZIR(CSF- 1R IR AT ERMEE

EFZRRET)EEESEEIEIER  EEERE™ S8 ReEMELL.
T
1 "o
Im 5m 10 m
W 7 9 J J
1 mM 1.8777 mL 9.3886 mL 18.7772 mL
5mM 0.3755 mL 1.8777 mL 3.7554 mL
10 mM 0.1878 mL 0.9389 mL 1.8777 mL
50 mM - - -

ZHTIRE (URSF)

2 [

Biochemical Tyrosine Kinase Assays:

IC50 values for Sunitinib against VEGFR2 (Flk-1) and PDGFRR are determined using
glutathione S-transferasefusion proteins containing the complete cytoplasmic
domain of the RTK. Biochemical tyrosine kinase assays to quantitate the
trans-phosphorylation activity of VEGFR2 (FIk-1) and PDGFRR are performed in
96-well microtiter plates precoated (20 pg/well in PBS; incubated overnight at 4 °C)
with the peptide substrate poly-Glu,Tyr (4:1). Excess protein binding sites are blocked
with the addition of 1-5% (w/v) BSA in PBS. Purified GST-fusion proteins are
produced in baculovirus-infected insect cells. GST-VEGFR2 and GST-PDGFRB are
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then added to the microtiter wells in 2 x concentration kinase dilution buffer
consisting of 100 mM HEPES, 50 mM NacCl, 40 uM NaVO4, and 0.02% (w/v) BSA. The
final enzyme concentration for GST-VEGFR2 or GST-PDGFRR is 50 ng/mL.
Twenty-five uL of diluted Sunitinib are subsequently added to each reaction well to
produce a range of inhibitor concentrations appropriate for each enzyme. The kinase
reaction is initiated by the addition of different concentrations of ATP in a solution of
MnCI2 so that the final ATP concentrations spanned the Km for the enzyme, and the
final concentration of MnClI2 is 10 mM. The plates are incubated for 5-15 minutes at
room temperature before stopping the reaction with the addition of EDTA. The
plates are then washed three times with TBST. Rabbit polyclonal antiphosphotyrosine
antisera are added to the wells at a 1:10,000 dilution in TBST containing 0.5% (w/v)
BSA, 0.025% (w/v) nonfat dry milk, and 100 uM NaVO4 and incubated for 1 hour at
37 °C. The plates are then washed three times with TBST, followed by the addition of
goat antirabbit antisera conjugated with horseradish peroxidase (1:10,000 dilution in
TBST). The plates are incubated for 1 hour at 37 °C and then washed three times with
TBST. The amount of phosphotyrosine in each well is quantitated after the addition
of 2,2'-azino-di-[3-ethylbenzthiazoline sulfonate] as substrate.

Cell lines: RS4;11, MV4;11, #1 OC1-AML5
Concentrations: ;3F DMSO,Z&iREH~10 uM
Incubation Time: 24 #[ 48 /)N

#RRRSEDS - Method: fHiE7EE 0.1% FBS RUIEFRE EIELMRTR , AASINA Sunitinib #1 FL (50
ng/mL; FLT3-WT), 155 48 /\iYfg , 5 Alamar Blue 1@ & IEAIE G UNES
58, B0 Sunitinib 24 /NS | SUEET , i@iT Western blotting JUE caspase-3 7KFE8
PARP 52,
Animal Models: F’#t8 HT-29, A431, Colo205, H-460, SF763T, C6, A375,5,
MDA-MB-435 g9t nu/nu /NS EERRIASOEERES PC-3M BEERYEEME nu/nu /MR

ENYISERG - Formulation: B ESRPETERRIFR , BEHITERER(PH 3.5)
Dosages: ~80 mg/kg
Administration: OfR4ME , 8K—IR

(EE]

oA mIIEEEER | ERTHEES  BRAMINE , RENRAR , BNSSEEE.

o DT MIKENNEERMER D ER | REAMRIEATRERAONENNY | LU LSRR SETRARZ .

B EFERAECFmAR RS

eDevelopment and validation of a liquid chromatography with tandem mass spectrometry
(LCMS/MS) method for the determination of sunitinib in rabbit plasma.
oRBEIERIERITENERR MK PEFRE RS ERZME SISIE.
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B EMIREEEER

1 FRa%E  BMRIEYERFAEECHITOE A SRR, 8FMHERRTESE S BRI mE
R AEERHRERER  BEITWRHRSHRNEZRAKEE , SANMEMELER. MTHER  <EK
(EFERY | BB EEIIT | @Y Parafilm HOMR |, FHEFREMNMETFROER. WRKENEEK , B m
B, EWEEHBE , IR RE.

2 (EERHIE | ABPOIFIRTERIZVEEERE | BISCRANANERNS. NFHEETR  BEAE
BRI HIRIEFRESIEE DMSO |, ERHIETAEIFTE T 80 BEXEMT , —RIULIRERE 3-6 MA
PAE. fEfERRT , B IEERH TR, BREERRERE.

3 HRIEAFTERNE  BREMAFTELHHERE  HRESRIEEZBHREETFR. BTXHY
WEMEIEAMRY , FILABERIZKIESR (40 PBS ) #RERT , AIRESTHIE | BT EAEERENE® &
SXILWFAERE. WA DMSO 1E79iER | iS5tk DMSO R&ERIRE <0.3% LIg MRS,

KRETIT , F BB 0.22UM SRS IURE | IB2XRAEN  PEHESEXRESN  SUSFIN
BnEd , EERIEENSERIRKE.

4 (FREISEENA - BTREWCSYIRIEAMEN , IWISTR TFRECHIKE | FTRERFTEMA—LZ AR
fEZBDER , WNIEE , CMC-NA |, HiliE | BERFEESFEREXEVRE. WER DMSO , iR DMSO
ROLEIRE < 5% LABERBIEER. ARFIERHHR , AISE TR

AR ERFAFIRIRER

Wy (KE(KG)  AEERAM2) |Km R
LS 12 0.6 20

) 10 0.5 20

iz 3 0.24 12

) 1.8 0.15 12

liz5s 0.4 0.05 8

KR 0.15 0.025 6

=)= 0.08 0.02 5

/NER, 0.02 0.007 3

#) A(mg/kg) =21 B(ma/kg) X 0 B B3 Km ZRE/ZHD A B9 Km ¥
5 XF SRR ERII

BRI RE  ERENERFRIEETEN  FINSEHITEIA. MTREMEN™ R  HERT 500MG
9, FANE ARRIEERSERRN. BT REETEzREETRE , NMSE- mifEEEEEs
EETL  XIMREAEGITHEF  FEUMERREHT , - minlEEEk. WTREmE , JLIE 200
HREAHFBELD  BRIEERE , NTTBRRK,

rRirErrEESE—EM TIRE A TECENYETRIEIESTE , 2EM

(A k=it iR B
1-20MG 0.1MG
50-500MG 1MG
>1G 3-5MG

M ASEEREFRESH , IREWIN~ROEIFE/) , ANEERERTHISIEPHMEEEE L
FEBN—R , TREMERZTRIEFE. BILUINEEER (SRBEFN ) FRitsErRR%Ez T
B,

XTFERIREGHRRIR - RREEHTRE B IRRE | BIENERSE S ER A% EY | ITEER
RIS EEEESPRREUKS  2WRER | XM nSEREETERTRE.
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