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Description

FIIN-3 is an irreversible inhibitor of FGFR with an ICs of 13.1, 21, 31.4, and 35.3 nM for FGFR1, FGFR2,

FGFR3 and FGFR4, respectively.

IC59 & Target

FGFR1 FGFR2 FGFR3 FGFR4

13.1 nM (ICs0) 21 nM (ICso) 31.4 nM (ICs0) 35.3 nM (ICs0)

In Vitro

FIIN-3 potently inhibits both WT FGFRs (ECs in the 1- to 41-nM range) and the gatekeeper mutant of
FGFR2 (ECspof 64 nM). FIIN-3 also strongly inhibits EGFR, with an ECs, of 43 nM. FIIN-3 shows good
potency against gatekeeper mutant V564F; FIIN-3 also is potent against the gatekeeper-plus-1 mutant
E565K; FIIN-3 also displays antiproliferative activity (with an ECs, of 135 nM) against Ba/F3 cells
transformed by the EGFR vlII fusion protein, which has a WT EGFR kinase domain. FIIN-3 shows even
better activity against EGFR mutant L858R (ECs, of 17 nM) and moderate activity, displaying an ECs, of
231 nM, against the EGFR mutant L858R/T790M mutant. In WT FGFR2 Ba/F3 cells, FIIN-3 completely
inhibits the FGFR2 autophosphorylation on Tyr656/657 at concentrations as low as 3 nM. In FGFR2
V564M Bal/F3 cells, FIIN-3 is capable of inhibiting the FGFR2 mutant V564M autophosphorylation with

partial inhibition at 100 nM and complete inhibition observed at 300 nML!"1,

Solvent&Solubility

In Vitro:
DMSO : 10 mg/mL (14.46 mM; Need ultrasonic and warming)

H,0 : < 0.1 mg/mL (insoluble)

Solvent Mass
1 mg 5mg 10 mg
Concentration
Preparing 1 mM 1.4459 mL 7.2295 mL 14.4590 mL
Stock Solutions 5 mM 0.2892 mL 1.4459 mL 2.8918 mL
10 mM 0.1446 mL 0.7230 mL 1.4459 mL
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In Vivo:
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1B K FFEIERER:  10% DMSO—40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (3.61 mM); Clear solution

U7 B3R 2 2.5 mg/mL (3.61 mM, YHRIEARK) 1S IR

Pt mL TR0, B 100 L 25.0 mg/ml ({33 DMSO fi## i) 400 uL PEG300 1, B& 55k
) BB AR A 50 L Tween-80, RG95); SAR4RERIMA 450 pL AEFLEKERZE 1 mL.
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2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2.5 mg/mL (3.61 mM); Suspended solution; Need ultrasonic

W7 EATERAG 2.5 mg/mL (3.61 mM)IF S0, ST T R s 4

PL 4 mL TAER6], B 100 pL 25.0 mg/mL {95 DMSO %0 n% 900 uL 20% ¥ SBE-B-CD £
HER KA, IREIA .

BAERF I INEERER:  10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (3.61 mM); Clear solution

BET7RTERAT 2 2.5 mg/mL (3.61 mM, YERIREAREN) MRS, BT RANE H T SRR AT A A B R
s,

L1 mL TAER 6], B 100 pL 25.0 mg/mL (354 DMSO fi§ &% 900 L Fkiheh, REeL4.
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Cell Assay TEL-FGFR2-transformed Ba/F3 cells are seeded in a 96-well plate and are treated with each
concentration of FIIN-3. After 72 h the cells are assessed by MTS tetrazolium assay!'l.
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