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H3B-6527 & —F A MRIEPEN, mik B fdLy FGFR4 407,

1C50 <1.2 nM. H3B-6527 I

Description
#l FGFR1-3, IC50 4352y 320. 1290 F1 1060 nM. H3B-6527 HA RAfHHifamGtE.
FGFR4 FGFR1 FGFR2 FGFR3
IC50 & Target[1]
<1.2 nM (ICso) 320 nM (ICso) 1290 nM (ICs0) 1060 nM (ICs0)
Cell Line Type Value Description
Antiproliferative activity against mouse BaF3 cells harboring
BaF3 ICso 0.9 nM wild type FGFR4 assessed as inhibition of cell growth
incubated for 72 hrs by CCK-8 assay
Antiproliferative activity against mouse BaF3 cells harboring
Cellular Effect
BaF3 ICso 35.5nM FGFR4 V550L mutant assessed as inhibition of cell growth
incubated for 72 hrs by CCK-8 assay
Antiproliferative activity against mouse BaF3 cells harboring
BaF3 ICso 60.3 nM FGFR4 V550M mutant assessed as inhibition of cell growth
incubated for 72 hrs by CCK-8 assay
H3B-6527 inhibits TAOK2, JNK2, and CSFIR with IC50s of 690 nM, >10000 nM, and >10000 nM,
respectively[1].
H3B-6527 (10-10000 nM; 72 hours) results in a GI5S0 value of 25 nM[1].
H3B-6527 (10-10000 nM; 72 hours) leads cell death in HCC cell lines[1].
H3B-6527 (0.1-1000 nM; 1 hour) decreases the levels of pERK1/2 in a dose-dependent manner with
maximal inhibition occurring at 100 nM[1].
H3B-6527 (1-1000 nM; 24 hours) causes a robust increase in CYP7A1 transcripts[1].
Cell Proliferation Assay[1]
Cell Line: Hepatocellular carcinoma (HCC) cell line Hep3B
Concentration: 10, 100, 1000, 10000 nM
Incubation Time: 72 hours
Result: Resulted in a GIso value of 25 nM.
In Vitro Apoptosis Analysis[1]
Cell Line: Hepatocellular carcinoma (HCC) cell line Hep3B
Concentration: 10, 100, 1000, 10000 nM
Incubation Time: 72 hours
Result: Leaded cell death in HCC cell lines.

Western Blot Analysis[1]

Cell Line: Hepatocellular carcinoma (HCC) cell line Hep3B

Concentration: 0.1,0.3, 1, 3, 10, 100, 1000 nM

Incubation Time: 1 hour

Result: Decreased the levels of pPERK1/2 in a dose-dependent manner with

maximal inhibition occurring at 100 nM.

RT-PCR][1]

Cell Line: Hepatocellular carcinoma (HCC) cell line Hep3B
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Concentration: 1, 10, 100, 1000 nM

Incubation Time: 24 hours

Result: Caused a robust increase in CYP7A1 transcripts.

H3B-6527 (10-300 mg/kg; orally; twice-daily; for 15 days) significantly inhibits tumor growth at the

300 and 100 mg/kg and does not inhibit tumor growth at 30 and 10 mg/kg[1].

Animal Model: BALB/c nu/nu female mice approximately 8-week-old, weighing 18-20 g
In Vivo bearing Hep3B orthotopic xenografts in liver[1]
Dosage: 10, 30, 100, 300 mg/kg
Administration: Orally; twice-daily; for 15 days
Result: Inhibited tumor growth at the 300 and 100 mg/kg twice-daily dose.
AN SEL:
Solvent&Solubility DMSO 1 HAAREE - 2.5 mg/mL (3.97 mM; HE75 BINA; IR DMSO 7™ i FRIVA R B2 A 2 25 # e,

T AR T 1) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 1.5885 mL 7.9423 mL 15.8846 mL
Stock Solutions 5 mM - - -
10 mM - - -
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WEIRFRINEEFAER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline

Solubility: > 0.25 mg/mL (0.40 mM); V&% A
MW RA RS >0.25 mg/mL CHROFIEERAD MBS

DL ImL TAEBCAE, B 100 puL 2.5 mg/mL [#17# DMSO & N% 400 uL PEG300 #, JRA&1Y
215 FEFA R RPN 50 uL Tween-80, JRAIIS); ARIBF4RSEIMAN 450 pL AEFRERK EHE |

mL.
AEFEEKIECH]: ¥ 0.9 g ALY, T ddH.0 JFERZE 100 mL, A A/SFVESIE U 025 B H K
R

L -

T 7 VS A AV 71
Solubility: > 0.25 mg/mL (0.40 mM); V& %K

BT RT3 > 0.25 mg/mL CHRIERAD IR THER

PL I mL TAEM 9], EL 100 pL 2.5 mg/mL [7EH DMSO f##& %] 900 pL 20% fJ SBE-B-CD

10% DMSO —  90% (20% SBE-B-CD in Saline)
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B ERAOKEIR T, IREBIN .

2 g SBE-B-CD (BT 5k B-IfE) MiRwEA T 10 mL WAEFEKAF, TRBEMEREEN.

FR =

EIRF I AR 10% DMSO  —  90% Corn Oil

Solubility: > 0.25 mg/mL (0.40 mM); V&K

SET7 %A 3RAR > 0.25 mg/mL CHEURIEESRAD MRE WL BET7 22 S208 FIWIAE AN 1 UL E M 3h W seie iy
TR

U 1mL TARRCAH], B 100 uL 2.5 mg/mL HI%HE DMSO & RNE] 900 pL Tk, IRE5.

E = 3TN [1]. Joshi JJ, et al. H3B-6527 Is a Potent and Selective Inhibitor of FGFR4 in FGF19-Driven
HepatocellularCarcinoma. Cancer Res. 2017 Dec 15;77(24):6999-7013.
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WE
DMSO 1 mM 1.5885 mL 7.9423 mL 15.8846 mL 39.7115 mL
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