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Description

Hydroxyfasudil is a ROCK inhibitor, with IC50s of 0.73 and 0.72 uM for ROCK1 and ROCK?2, respectively.

IC50 & Target

ROCK2 ROCK1 PKA

0.72 uM (ICso) | 0.73 uM (ICso) | 37 HM (ICs0)

In Vitro

Hydroxyfasudil is a ROCK inhibitor, with IC50s of 0.73 and 0.72 uM for ROCK1 and ROCK2, respectively.
Hydroxyfasudil also less potently inhibits PKA, with an IC50 of 37 uM, 50-fold higher than those of the
ROCKs. Hydroxyfasudil increases eNOS mRNA levels, with an EC50 value of 0.8 + 0.3 yM. Hydroxyfasudil
(0-100 pM) concentration-dependently increases eNOS activity and stimulates NO production in human
aortic endothelial cells (HAEC). Hydroxyfasudil (10 uM) increases the half-life of eNOS mRNA from 13 to

16 hours, but does not affect eNOS promoter activity at concentrations from 0.1 to 100 pM[1].

In Vivo

Hydroxyfasudil (10 mg/kg, i.p.) significantly increases both the average and maximal voided volumes in SD
rats. Hydroxyfasudil also significantly decreases the maximal detrusor pressure[2]. Hydroxyfasudil (3
mg/kg, i.p) inhibits hypercontractility induced by norepinephrine in spontaneously hypertensive rats
(SHRs). Furthermore, Hydroxyfasudil (3, 10 mg/kg, i.p) significantly ameliorates decreased penile cGMP

contents in rats[3].

Solvent&Solubility

In Vitro:

DMSO : 2 31 mg/mL (100.86 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 3.2534 mL 16.2670 mL 32.5341 mL
Stock Solutions 5mM 0.6507 mL 3.2534 mL 6.5068 mL
10 mM 0.3253 mL 1.6267 mL 3.2534 mL
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1K IRINEAEF:  10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 0.5 mg/mL (1.63 mM); Clear solution

77 ZE A3k 2 0.5 mg/mL (1.63 mM, HLFTEE A A IEE IR

BL 1 mL LAERCAH], HL 100 uL 5.0 mg/mb #3534 DMSO i # % 400 uL PEG300 ', R&I5):
) EIR AR I 50 pL Tween-80, 1R&95); SRRk 450 pL AEFEKERZE 1 mL.
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2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 0.5 mg/mL (1.63 mM); Clear solution

M7 EFFRAS 2 0.5 mg/mL (1.63 mM, AT ARAT) RIS AT

L1 mL TAEEAM), B 100 ul 5.0 mg/mL (35§ DMSO fif % Bn%] 900 uL 20% ff) SBE-B-CD /=3
AR, RAEH.

AT IR IR 10% DMSO  —~90% corn oil

Solubility: = 0.5 mg/mL (1.63 mM); Clear solution

BET7RTERAS 2 0.5 mg/mL (1.63 mM, YRR EN) MRS, BT RANE F T SEER R A A B R
s

L1 mL TAERAE], B 100 pL 5.0 mg/mL (3% DMSO fE&linE] 900 pL kit , RA5.
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Micturition behavior is studied after intraperitoneal injection of either Hydroxyfasudil (10 mg/kg) or a
corresponding volume of saline. Each rat is placed in a metabolic cage containing a urine collection
funnel that is placed over an electronic balance. The balance is connected to a personal computer
via a multiport controller and used to measure the cumulative weight of the collected urine. Every
150 s during a continuous 24-h period, the computer samples and records the data for the
Animal Administration | micturition frequency and volumes. The micturition reflex parameters that are collected includ: urine
volume per micturition, maximal micturition volume, micturition frequency, and total urine output in
the Hydroxyfasudil- or vehicle-treated animals. Each monitoring session started at 18.00 hours.
Prior to being placed in the metabolic cage at the start of each experimental period, the animals
receive either a single injection of Hydroxyfasudil (10 mg/kg) dissolved in saline or an injection of

saline without the inhibitor[2].
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