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Description

SAR407899 hydrochloride is a selective, potent and ATP-competitive ROCK inhibitor, with an IC50 of 135

nM for ROCK-2, and Kis of 36 nM and 41 nM for human and rat ROCK-2, respectively.

IC59 & Target

ROCK-2 ROCK-1

102nM (ICsp) | 276 "M (ICs0)

In Vitro

SAR407899 hydrochloride is a potent and ATP-competitive ROCK inhibitor, with Kis of 36 nM and 41 nM
for human and rat ROCK-2, respectively. SAR407899 inhibits ROCK-2 better than ROCK-1, with ICs0s of
102+19 nM and 276+26 nM, respectively, in the presence of 40 uM ATP. SAR407899 also less potently
inhibits PKC-A and MSK-1, with ICses of 5.4 and 3.1 uM, respectively. SAR407899 (0.1, 0.3, 1.0, and 3.0
uM) specifically inhibits the ROCK-mediated phosphorylation of MYPT™% in HelLa cells stimulated with
PHEN, and shows such effects at 1 yM and 10 pM in primary rat aortic smooth muscle cells. SAR407899
(3 M) completely blocks thrombin-induced shrinkage of human umbilical vein endothelial cells (HUVECSs)
and stress fiber formation. SAR407899 concentration-dependently inhibits 5-bromodeoxyuridine
incorporation into the cells with an ICs; of 5.0£1.3 uM. SAR407899 also effectively inhibits THP-1 migration
with an ICs of 2.5+1.0 yM. SAR407899 shows a potent vasorelaxant activity in a broad variety of isolated
arteries taken from different vascular beds and species, with a range of ICs; values between 122 and 280
nM[1]. SAR407899 dose-dependently relaxes the phenylephrine pre-contracted smooth muscle, with ICss

of 0.07 and 0.05 uM, respectively[2].

In Vivo

SAR407899 (3 mg/kg, i.v.) inhibits ROCK-mediated phosphorylation of MYPTT% in thoracic aorta of
spontaneously hypertensive rats (SHRs). SAR407899 (0.01-0.30 mg/kg, i.v.) efficiently reduces pressor
responses to vasoconstrictor agents in rats. SAR407899 (1, 3, 10, and 30 mg/kg, p.o.) dose dependently
lowers blood pressure in hypertensive SHRs[1]. SAR407899 (1-3 mg/kg, i.v. or 3, 10 mg/kg, p.0.) increases
the length of the penis in healthy rabbits. SAR407899 (3-10 mg/kg, p.o.) also dose-dependently increases

penile length in diabetic rabbits[2].

In Vitro:
H,0 : 50 mg/mL (178.09 mM; Need ultrasonic)

DMSO : 25 mg/mL (89.05 mM; Need ultrasonic)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 3.5619 mL 17.8094 mL 35.6189 mL
Stock Solutions 5 mM 0.7124 mL 3.5619 mL 7.1238 mL
10 mM 0.3562 mL 1.7809 mL 3.5619 mL
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Solvent&Solubility
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1AH R FIRINEEFER]: 10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (8.90 mM); Clear solution

JEJT A3 2 2.5 mg/mL (8.90 mM, LRI AN (O L.

L4 mL AR, B 100 uL 25.0 mg/mL %54 DMSO fif4&-0in%] 400 uL PEG300 1, R&HI5
FiR R & 50 pL Tween-80, R&IIE]: SRE4EIMA 450 pL B /KEA S 1 mL.

25K F I IR . 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (8.90 mM); Clear solution

BT E N RS 2 2.5 mg/mL (8.90 mM, YAIEEAAN) I IEIA TR

PL A mL TAEBCAH], B 100 pL 25.0 mg/mL %3 DMSO fif&m#) 900 uL 20% ¥ SBE-B-CD ‘£
HERRAHER T, IREIA .

A KIFI IR R]: 10% DMSO  —90% corn oil

Solubility: =2.5 mg/mL (8.90 mM); Clear solution

BET7 R TIERAT 2 2.5 mg/mL (8.90 mM, VAR &) BUMEIEE, BETT RANE H T SRR AT A A B R
s

BL1mL TR, BL 100 ul 25.0 mg/mL (1975 DMSO 54 Tn#] 900 pL Fokulidr, WA#A.
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EKSF:

Rabbits are treated either intravenously (i.v., in an ear vein) with increasing doses of SAR407899

(0.3, 1, 3, 10 mg/kg) or orally with SAR407899 (1, 3, 10, 30 mg/kg) or sildenafil (2 or 6 mg/kg). Each

Animal Administration | animal is used several times for different doses and different agents, always with a week's washout.

The length (mm) of uncovered penile mucosa (penile erection parameter) is measured at different
time-points, using a sliding digital caliper. The results are expressed as mean + SEM penile length of

3-5 rabbits[2].
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