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Description

Fisogatinib (BLU-554) is a potent, highly selective and orally active fibroblast growth factor receptor 4
(FGFR4) inhibitor with an IC50 of 5 nM. Fisogatinib has significant anti-tumor activity in models of

hepatocellular carcinoma (HCC) that are dependent on FGFR4 signalling[1][2].

IC5¢ & Target

FGFR4

5nM (ICs0)

Tissue distribution of Fisogatinib (10 mg/kg; oral gavage; for 4 hours; FVB/NR]j mice) in wild-type mice is as
follows; tissue concentrations decreases in the order liver > kidney > small intestine > spleen > brain. The
high Fisogatinib liver-to-plasma ratio suggests there is a relatively high amount of the drug being

transported into the liver[1].

In Vivo Animal Model: Wild type male mice(FVB/NR], 11-14 weeks of age)!"]
Dosage: 10 mg/kg
Administration: Oral gavage; for 4 hours (Pharmacokinetic study)
Result: Tissue  concentrations decreased in the order liver>kidney>small
intestine > spleen > brain.
In Vitro:
DMSO : 2 25 mg/mL (49.66 mM)
*">" means soluble, but saturation unknown.
1mg 5mg 10 mg
Concentration
Preparing 1 mM 1.9866 mL 9.9329 mL 19.8657 mL
Stock Solutions 5mM 0.3973 mL 1.9866 mL 3.9731 mL
10 mM 0.1987 mL 0.9933 mL 1.9866 mL
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Solubility: = 2.5 mg/mL (4.97 mM); Clear solution

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

MRS = 2.5 mg/mL (4.97 mM, AR KD [ H AR
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i) L3k PR B A 50 L Tween-80, JE&H5); SRIFAKSEIIN 450 uL AEFEEhKE A4 1 mL.

2K F TN FIER:  10% DMSO— 90% (20% SBE-B-CD in saline)
Solubility: = 2.5 mg/mL (4.97 mM); Clear solution
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Solubility: 2 2.5 mg/mL (4.97 mM); Clear solution

W7 R ARG 2 2.5 mg/mL (4.97 mM, ORIEEAR D) (IS, 7 RANIE T 980 FYIZE A H B
PR

PA A mL CAE#CAMH], B 100 pl 25.0 mg/mL )37 DMSO fili#i0in®] 900 pL oK, R4,

References

[1]. Dogan-Topal B, et al. Quantification of FGFR4 inhibitor BLU-554 in _mouse plasma and tissue

homogenates using liquid chromatography-tandem mass spectrometry. J Chromatogr B Analyt Technol

Biomed Life Sci. 2019 Mar 15;1110-1111:116-123.

[2]. Richard Kim, et al. First-in-human study of BLU-554, a potent, highly selective FGFR4 inhibitor

designed for hepatocellular carcinoma (HCC) with FGFR4 pathway activation. EJC. December 2016,

Volume 69, Supplement 1, Page S41.




