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Description

LX7101 is a potent inhibitor of LIMK and ROCK2 with IC50 values of 24, 1.6 and 10 nM for LIMK1, LIMK2

and ROCK?2, respectively; also inhibits PKA with an IC50 less than 1 nM.

IC59 & Target

ROCK2 LIMK2 LIMK1 PKA

10nM (ICs) | 1.6nM(ICsp) | 24nM (ICs) | 1M (ICs0)

In Vitro

LX7101 is a dual LIM-kinase and ROCK inhibitor for the treatment of ocular hypertension and associated
glaucoma. LX-7101 also displays potent inhibition of Akt1 with an IC50 of less than 1 nM[1]. The overall
selectivity of LX7101 for LIMK2 increases at the higher physiological ATP concentrations. Under

physiological conditions, the activity of LX7101 is primarily due to inhibition of LIMK2[2].

In Vivo

LX-7101 is advanced to Phase-| clinical trials as an intraocular pressure (IOP)-lowering agent for treatment
of glaucoma. LX-7101 displays a significant IOP reduction at time points ranging from 1 h to 6 h post
administration in rabbits[1]. Topical doses of LX-7101 are evaluated for tolerability on the eyes of mice,
rats, and rabbits. It is well tolerated at doses up to 0.5% in non-GLP single dose studies. In the mouse IOP
assay, LX-7101 (5%) achieved additional reduction of IOP (5.0 mmHg total reduction) compared to the
0.1% formulation and demonstrated a long duration of action, with IOP not returning to baseline until more

than 8 h postdose[2].

Solvent&Solubility

In Vitro:

DMSO : 150 mg/mL (332.21 mM; Need ultrasonic)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 2.2147 mL 11.0737 mL 22.1474 mL
Stock Solutions 5mM 0.4429 mL 2.2147 mL 4.4295 mL
10 mM 0.2215 mL 1.1074 mL 2.2147 mL
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1% KR INAE R 77): 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: 2 7.5 mg/mL (16.61 mM); Clear solution

W7 R34S 2 7.5 mg/mL (16.61 mM, HRIEEARSN) B TEIEW .
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2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 7.5 mg/mL (16.61 mM); Clear solution

BTTEAERAY 2 7.5 mg/mL (16.61 mM, YEFIEEAAN) IS .

BL1mL TAERCAHI, B 100 uL 75.0 mg/mL [f99%3% DMSO 4% hnEl 900 pL 20% f¥] SBE-B-CD “
HER KA, IREIA .

BAE IR IR 10% DMSO  —~90% corn oil
Solubility: = 7.5 mg/mL (16.61 mM); Clear solution
TR 2 7.5 mg/mL (16.61 mM, FEURIEERAT) P IEIR, kDT EANE TS FRTE R AN H UL L

Bl mL TAER 6], B 100 pL 75.0 mg/mL [35% DMSO fi§&ihnE] 900 L Fkiheh, REeLA.
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