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Description

KDM5A-IN-1 is a potent, orally bioavailable pan-histone lysine demethylases 5 (KDM5) inhibitor with IC50s
of 45 nM, 56 nM and 55 nM for KDM5A, KDM5B and KDM5C, respectively, and with an EC50 value of 960
nM for PC9 H3K4Me3. KDM5A-IN-1 is significantly less potent against other KDM5B enzymes (1A, 2B, 3B,

4C, 6A, 7B)[1].

IC50 & Target

IC50: 45 nM (KDM5A), 56 nM (KDM5B) and 55 nM (KDM5C)[1]

In Vivo

KDM5A-IN-1 (Compound 50, 5 mg/kg; oral administration; female CD-1 mice) treatment shows moderate
clearance (28 mL/min/kg) in mice with good oral bioavailability (F% 34) and remarkably low plasma protein

binding in mice (40%), with ti, of 0.4 hours!".

Animal Model: Female CD-1 mice[1]

Dosage: 5 mg/kg

Administration: Oral administration (Pharmacokinetic study)

Result: Moderate clearance (28 mL/min/kg) in mice with good oral bioavailability (F% 34),

and showed remarkably low plasma protein binding in mice (40%).

Solvent&Solubility

In Vitro:
DMSO : 2 50 mg/mL (172.20 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 3.4440 mL 17.2200 mL 34.4400 mL
Stock Solutions 5mM 0.6888 mL 3.4440 mL 6.8880 mL
10 mM 0.3444 mL 1.7220 mL 3.4440 mL
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Solubility: = 2.75 mg/mL (9.47 mM); Clear solution

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

M7 RAFRAS 2 2.75 mg/mL (9.47 mM, VBRI AEN) HIVETE .
L1 mbL TAERCAE], B 100 uL 27.5 mg/ml (933 DMSO &% 400 uL PEG300 i, A5k
Al ik R 50 pL Tween-80, EAHIS): ARJG4REINMN 450 pL A K EARE 1 mL.
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2R IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.75 mg/mL (9.47 mM); Clear solution

SEJT A3 2 2.75 mg/mL (9.47 mM, MR A AN) (T E AT

PL 4 mL TAER ], B 100 pL 27.5 mg/mL 95 DMSO %% 900 uL 20% ¥ SBE-B-CD £
KA, IREIA .

SIS 10% DMSO  —~90% corn oil
Solubility: = 2.75 mg/mL (9.47 mM); Clear solution
TR AIRAS 2 2.75 mg/mL (9.47 mM, TRRIEERAT) FOFTEER, L7 EANE H T 5286 R AN A B

Bl mL TAER 6], B 100 pL 27.5 mg/mL (354 DMSO fi§&nE] 900 L Fkiheh, REe#4.
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