iR 0T

RIRET AR TR AT

Shanghai yuanye Bio-Technology Co., Ltd
HLE: 021-61312973 & E: 021-55068248
P4ik:  www.shyuanye.com

M34H: shyysw@sina.com

FEm&RR: AZ304
CAS 2. 942507-42-8

il YR

S88755

HEYEE

AZ304 sE—Fl BRAF XUEHMHIF, B IMHE 4% BRAF, RAM BRAF (V600E) 1A= 7

Description CRAF, IC50 {87355 79 nM, 38 nM 1 68 nM. AZ304 X Ho A flEA &Mk H, I p38 (1IC50,
6 nM), CSFIR (IC50, 35nM). BEAHMREE.
BRafVe00E BRAFWT CRAF p38
38 nM (ICs0) 79 nM (ICs0) 68 nM (ICs0) 6 nM (ICs0)
IC50 & Target|[1]
CSFIR MAP3K7 CSK
35 nM (ICso) 6400 nM (ICs0) 7050 nM (IC50)

AZ304 (1 nM-100 1 M) potently reduces ERK phosphorylation (p-ERK), with a mean EC50 of 65 nM
in the V60OE mutant BRAF containing melanoma cell line A375, and EC50s of 52 nM, 60 nM in the wild
type BRAF melanoma cell line SK-MEL-31 with and without EGF[1]. AZ304 also potently inhibits p-p38 in
both BRAF genetic statuses cell lines[1].

AZ304 (0,0.1, 1, 10, 100 1M, 48 and 72 hours) dose-dependently inhibits the growth of RKO, HT-29,
DiFi, and Caco-2, with GI50s 0f 4.539 1M, 3.896 uM, 4.987 M, 1.763 1M (48 hours) and 0.5032 &
M, 0.3887 M, 0.6354 M, 0.3772 1M (72 hours), respectively[1].

AZ304 (2 v M, 36 and 48 hours) decreases BRAF, p-ERK, p-AKT and p-mTOR levels, increases

In Vitro p-EGFR in both BRAF V600E mutant and BRAF wild type cells. AZ304 down-regulates p-EGFR, inhibits
p-ERK, more potently suppresses BRAF, ERK, AKT and mTOR signalling pathways in combination with
C225[1].
Cell Proliferation Assay[1]
Cell Line: RKO, HT-29, DiFi, Caco-2 cells
Concentration: 0,0.1, 1, 10, 100 pM
Incubation Time: 48, 72 hours
Result: Dose-dependently inhibited the growth of V60OE mutant BRAF cell
lines (RKO, HT-29) and wild-type BRAF cell lines (DiFi, Caco-2).
A SEL:
Solvent&Solubility DMSO IR 125 mg/mL (276.84 mM; i A BIVA; TR DMSO X 7™ i (¥ 7 7 5 A7 55 35 5

e, 5 AETTE ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.2147 mL 11.0737 mL 22.1474 mL
Stock Solutions 5 mM 0.4429 mL 2.2147 mL 4.4295 mL
10 mM 0.2215 mL 1.1074 mL 2.2147 mL

AR AN [ A ) o RV R B I PR E A L A — ELRC AT, IS RAE, B
S5 ST VR R I i R

A RAF T RANWIBR . -80°C, 2 years; -20°C, 1 year. -80°C f#fEM, 2 SN,
TR0, ELE 1P

YL

TEARE R SR AL 27 A SRR Y MR T &

PR VAR J7 AR5 6428 In Vitro J7 2URCHI TS A4 AT, PR VOB B 70

-20°C fi#



http://www.shyuanye.com

R R A IR AT
Shanghai yuanye Bio-Technology Co., Ltd

=1 HLTE: 021-61312973  f%H: 021-55068248
l ? M4k: www.shyuanye.com
(A1} HR#: shyysw@sina.com

——RTRIESEIR 45 R AT HEVE, B IR 0T AR (2 2500, & S0/ A7 RSz TAR, &
WESLHIE, 2R,

[ S T AN (N R = RE Y i VN T 2 73T G R VAN s O P C G DU s el B/ TR/ i
G, AT LOE AR/ B8 7 1 7 BN

E S

RPN AAT): 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: = 2.08 mg/mL (4.61 mM); V&35 K

W EATHAG = 2.08 mg/mL CHAIERED HIEE AR

U 1mL TARBCAH], B 100 wL20.8 mg/mL KI¥EHE DMSO & M3 400 uLPEG300 ', i
G50 A BB RPN 50 uLTween-80, ARSI MRIEHALIMA 450 uL LK &
A% ImL.

AR KEH: ¥ 0.9 g EAN, WM T ddH: O FEAZE 100 mL, AT LA EIEE S KIE R
IKIEW

L -

IR IR R: 10% DMSO  —  90% (20% SBE- B -CD in Saline)

Solubility: 2.08 mg/mL (4.61 mM); &kitii; 87 Bh

SE77 %R 3R48 2.08 mg/mL ¥ AR imis, Sk Al T UIRAIE I A

U 1mL TARRCAH], B 100 1w L20.8 mg/mL HI¥EE DMSO &N 900 uL20% f# SBE-B
-CD AEHEAKEWR &, REBH.

2 g SBE-B-CD (F#T Mk B-HWKE) MAEART 10mL AEMEKS, SEBMBEETEN.
HR =

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

Solubility: = 2.08 mg/mL (4.61 mM); W15 VAR

ST EE3RAE = 2.08 mg/mL (YRR HD AL Sb77 5250 A I7E 4 H UL B s 55
FItE AL o

LU I mL TAEBCNE], B 100 L 20.8 mg/mL ¥ DMSO ff#8NE] 900 wL FoKilid, BA
5.

ﬁ%}tﬁ [1]. Ma R, et al. AZ304, a novel dual BRAF inhibitor, exerts anti-tumour effects in colorectal cancer
independently of BRAF genetic status. Br J Cancer. 2018 May;118(11):1453-1463.
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e
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI

wE
1 mM 2.2147 mL 11.0737 mL 22.1474 mL 55.3685 mL
5 mM 0.4429 mL 2.2147 mL 4.4295 mL 11.0737 mL
DMSO 10 mM 0.2215 mL 1.1074 mL 2.2147 mL 5.5369 mL
15 mM 0.1476 mL 0.7382 mL 1.4765 mL 3.6912 mL
20 mM 0.1107 mL 0.5537 mL 1.1074 mL 2.7684 mL
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25 mM 0.0886 mL 0.4429 mL 0.8859 mL 2.2147 mL
30 mM 0.0738 mL 0.3691 mL 0.7382 mL 1.8456 mL
40 mM 0.0554 mL 0.2768 mL 0.5537 mL 1.3842 mL
50 mM 0.0443 mL 0.2215 mL 0.4429 mL 1.1074 mL
60 mM 0.0369 mL 0.1846 mL 0.3691 mL 0.9228 mL
80 mM 0.0277 mL 0.1384 mL 0.2768 mL 0.6921 mL
100 mM 0.0221 mL 0.1107 mL 0.2215 mL 0.5537 mL
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