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£8pERE ;: Canertinib 2HCI

F=E4mS : MB1045
FREHRE © >99%,BR BT TRk S
BEAE : 10MG;50MG;200MG
e - B8R
BEXER
DT C24H27CI3FN503
DFE 558.86 o/\l
CAS No. 289499-45-2 Mo O /N\“ HCI
fiEfratt -20°C , HBFEEIATIR ey HOI HM M
T 0 HM cl
o) i&F DMSO10 mg/mL UF
(25°C) BF7K 10 mg/mL
TEED | ARUERAEETUEN  MREEIR , T mEARYE.
Hithile | ATENRSMER  BFLRRA IREFERE.
PR MEARBAEHT
O ¢ e REBR
=3 188-190°C
SRERME oo, i&F DMS010 mg/mL ; i5F7K 10 mg/mL
THRKE © oo s1.0%
BE e, >98.5%
st
Canertinib dihydrochloride (CI-1033;PD-183805) is a potent and
Description |irreversible EGFR inhibitor; inhibits cellular EGFR and ErbB2 autophosphorylation

with ICsgs of 7.4 and 9 nM.

ICs5o & Target

IC50: 7.4 nM (EGFR), 9 nM (ErbB2)

In Vitro

Canertinib significantly inhibits growth of cultured melanoma cells, RaH3 and RaH5,
in a dose-dependent manner. ICsg is approximately 0.8 uM and by 5uM both cell
lines are completely growth-arrested within 72 h of treatment. Incubation of
exponentially growing RaH3 and RaH5 with 1 uM canertinib accumulated the cells in
the Gl-phase of the cell cycle within 24 h of treatment without induction of
apoptosis. 1 puM canertinib inhibits ErbB1-3 receptor phosphorylation with a
concomitant decrease of Akt-, Erk1/2- and Stat3 activity in both cell lines

In Vivo

Canertinib shows superior in vivo antitumor activity, giving growth delays in A431
xenografts exceeding 50 days following oral administration. The growth of human
malignant melanoma xenografts, RaH3 and RaH5, in nude mice is significantly|
inhibited by i.p. injections of 40 mg/kg/day canertinib (Fig. 4). The anti-proliferative
effect on melanoma xenografts is visible already within 4 days of treatment and
further increased throughout the treatment period as observed through the
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differences in tumor volumes, reaching statistical significance within 18 days of

treatment

FRAE: RAR  TZRRTAFEYSE  HEFERASE. SIBRRE—MENN. EEMR EGFR
FR BRI EBAERIAOIDHIRY |, BEPBRIIE4RL. RARE/EXS EGFR RUDHIERIEIN T AT HE.
HEFERRGE

fiERECE
=
R 1mg 5mg 10 mg
1mM 1.7894 mL 8.9468 mL 17.8936 mL
5mM 0.3579 mL 1.7894 mL 3.5787 mL
10 mM 0.1789 mL 0.8947 mL 1.7894 mL

SHSTISIRE ((NUHSF)
RaH3 and RaH5 cells are treated with increasing concentrations (0-10 pM) off
Canertinib for 72 h. The cells are suspended in buffer and counted. MCE has not|

Cell Assa
y independently confirmed the accuracy of these methods. They are for reference

only.

Mice: Canertinib treatment starts when the tumors show reliable growth. The
mice are randomized into control and treatment groups. In the canertinib
treated RaH3 group (n=4) and RaH5 group (n=7) each mouse receives i.p.
injections of 1.2 mg canertinib (40 mg/kg/day) in 0.1 ml 0.15 M NaCl 5 days a

Animal i S
week. The control RaH3 (n=3) and RaH5 (n=7) mice receive i.p. injections of

Administration i ] ] ]
vehicle only according to the same regimen. At the end of the treatment period,

the mice are sacrificed by cervical dislocation where after the tumors are
removed and weighed. MCE has not independently confirmed the accuracy of

these methods. They are for reference only.
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oA RAIFEERL  ERTAIRES  BRAMIUNE , RERRAE , SNSSEEE.
oHBD T MIEEHNEERMEDER | HEAMREFTRMEREMURN | USRS ETRARZ .
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1 Fmp%E  BRIYERFAEECHITOE  RADERE. 8FMHERRTESE S B8EHm3E
R AEEAHREEER  ITEITMIMRSHRNZROETER | SAMESMEZRE. MTHERE KPR
(e, TS LEHTHYF , i Parafilm HOMR , FARBANMEEREER. REENEEK , B~ m
B, EWEEHBE , LIRFmLiRRE.

2 SRS | ABDRAERARELERE | BUSRANARENSR. NEHSHETR  BERE
&R HIIEFRESIEE DMSO |, B RHIETAEIFTE T 80 BXEMT , —RIULISERE 3-6 NA
AL, TEEFRT , BXIESREITHE. BRfEERR SRR,

3 MREFIEREIE | BIRENAFEERUERE  BRESRNEERAHAREETFR. BTARNS
WEMERBMRY , FILAMERZKIESR (40 PBS ) #RERT , AIgEStTHIE | @I EAEERENAR® &
SXILRFAERE. WA DMSO 1E/9ia7 |, 58tk DMSO REERIRE <0.3% LUB M St.

KREHT  FABRWGET 0.22UM RERTIRSIURE  BOXRARI:  SIESESEXRE S  USIBL
aiEtt | EERIAHEESEHRLE.

4 (FREIENA - BTRSUCSYIRIEAEN , WL TIFRECHIRE | TR FTEMA—LZ5 AR
fEZBDES , ANIEE , CMC-NA |, Hili% | BRFEZFPERBXNEVRE. WfER DMSO , i5tfifr DMSO
HILEIRE <5% LUBRSMHER. SHFIERITENE , TLISE TR

EWRRERRS B ER

byt (KE(KG)  (ARERM2)  |Km &2
s 12 0.6 20

) 10 0.5 20

iz 3 0.24 12

2 1.8 0.15 12

liZss 0.4 0.05 8

K5 0.15 0.025 6

&= 0.08 0.02 5

NER 0.02 0.007 3

= A(mg/kg) =a1# B(mg/kg) X a4 B B9 Km EEY/ZM A B9 Km FE

5 XFFmElRERIIT

TR mE | EREERFRIERTEN  FANEERTA. YTREMEN ™R , HERT 500MG
8, I R E2RIEIERSELEN. BT -nBEEEndETEE  NSE - mRETEEy
EET L, XIHRBEAESITHSET  SEUNERRRIT  Er-RinEAER. XNTRE=mE , FTLAE 200
REAHFBELD  BEIERE , NTTBERRK.

FRirSiEESE—EN TIRE | £ NI CERYETRIEESEE  EEMN

(e k=it =2 B
1-20MG 0.1MG
50-500MG 1MG
>1G 3-5MG

M ALEEFREERETH , WREMIN~REEE/) , BREY - RAATHISEPRMMEEEE
PEEN—E | FIRENRAZ R, BALUINEEER (SRIBMEFM ) FRiesEFRESEZTE
B,

T EEREGHARIAY R RERHAREENNRE | IR ERSENBHER Sz EY) | ITEAR
IEMRLEY)  ZERETSSHRREUKS  2EIRER | XM nEERETETERPRE.
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