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2-Methyl-1-[3-(4-morpholinyl)propyl]-5-phenyl-N-[3-(trifluoromethyl)phen
yl]-1H-pyrrole-3-carboxamide
FERiBl4: HC-067047

EX /e

HC-067047 is a potent and selective TRPV4 antagonist and reversibly inhibits currents through the human,

Description
rat, and mouse TRPV4 orthologs with IC50 values of 48 nM, 133 nM, and 17 nM, respectively[1].
IC5¢ & Target IC50: 48 nM (human TRPV4), 133 nM (rat TRPV4), 17 nM (mouse TRPV4)[1]
HC-067047 (1 uM; 24 hours; HEI-OC1 cells) treatment significantly decreases mRNA expression in high
glucose cultured HEI-OC1 cells[2].
HC-067047 (1 uM; 24 hours; HEI-OC1 cells) treatment significantly decreases the expression of TRPV4
protein[2].
HC-067047 (1 uM; 48 hours; HEI-OC1 cells) treatment inhibits cell proliferation[2].
HC-067047 (1 uM; 48 hours; HEI-OC1 cells) treatment promotes cell apoptosis[2].
RT-PCRJ[2]
Cell Line: HEI-OC1 cells
Concentration: 1uM
Incubation Time: 24 hours
Result: The mRNA expression was significantly decreased.
Western Blot Analysis[2]
In Vitro Cell Line: HEI-OC1 cells
Concentration: 1uM
Incubation Time: 24 hours
Result: The expression of TRPV4 protein was significantly decreased.
Cell Proliferation Assay[2]
Cell Line: HEI-OC1 cells
Concentration: 1uM
Incubation Time: 48 hours
Result: Inhibited cell proliferation.
Apoptosis Analysis[2]
Cell Line: HEI-OC1 cells
Concentration: 1uM
Incubation Time: 48 hours
Result: Promoted cell apoptosis.
HC-067047 (0-50 mg/kg; intraperitoneal injection; for 30 minutes; cyclophosphamide-treated WT and
Trpv4—/- mice, and naive WT mice) treatment increases functional bladder capacity and reduces
micturition frequency in WT mice with cystitis. HC-067047 do not affect bladder function in Trpv4—/—
In Vivo mice[1].

Animal Model: Cyclophosphamide-treated WT and Trpv4~- mice, and naive WT mice[1]

Dosage: 0 mg/kg, 1 mg/kg, 10 mg/kg, 50 mg/kg
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Solvent&Solubility

Administration: Intraperitoneal injection; for 30 minutes
Result: Increased functional bladder capacity and reduces micturition frequency in WT mice
with cystitis and did not affect bladder function in Trpv4-'- mice.
In Vitro:

DMSO : 50 mg/mL (106.04 mM; Need ultrasonic)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1mM 2.1208 mL 10.6042 mL 21.2085 mL
Stock Solutions 5mM 0.4242 mL 2.1208 mL 4.2417 mL
10 mM 0.2121 mL 1.0604 mL 2.1208 mL

VAR S AN R PP TR P e P A 1 PR RITC U G 2. — BRSO, 8 R IRAE, R
52 VR RIS BT R R

il 3R G AE 7 2URSIIR: -80°C, 6 months; -20°C, 1 month. -80°C fi#if7kt, 7 6 A AL, -20°C
fEAES, W 1 AHNEA.

In Vivo:

A R 1 SR B AN 45 24 07 U PRI A (TR 7 %o DA R IR RAERTE e 42 In Vitro 77 2UHC 1% i 1 it
i PRI B 7

—— PRIESEIR S R AR, T IR Al AT DR A 2 1, & (R A7 s AR A SEIR I AR, I
FIRC, 2RAEH:  BURYEFRHT R (K 43 R R8I 77 78 S C ) 2 VA b (AR 5 L A PE S )i A v
PUTHE Hrif g, wT DA n R R/ s A 5 v

VB FFAR IAERER]:  10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline

Solubility: 2 2.5 mg/mL (5.30 mM); Clear solution

M5 ARG 2 2.5 mg/mL (5.30 mM, YRTEEARA) [REE AT

L1 mbL TAERCAE, B 100 ul 25.0 mg/mL ({985 DMSO fifi &3N3 400 uL PEG300 1, JE& 1%}
] BRI 50 uL Tween-80, V&) SRJE4kIIN 450 L A3 /K ERE 1 mL.
2RI IR AR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2 2.5 mg/mL (5.30 mM); Clear solution

U7 AR 2 2.5 mg/mL (5.30 mM, TLAIREEARAD) [FETEE R

PL 1 mL TAECAM, L 100 pL 25.0 mg/mL (¥ DMSO fifi % iE] 900 uL 20% ¥ SBE-B-CD ‘E
R KA, IREIA .

BAE W F IR 10% DMSO  —~90% corn oil

Solubility: 2 2.5 mg/mL (5.30 mM); Clear solution

BT R AERAY 2 2.5 mg/mL (5.30 mM, {ERIEEAREN) BRI, BT RANE H T SE5 A AR A H BRI

PL 4 mL TAEBCAH], 100 L 25.0 mg/mL (3% i# DMSO fifi##iNE] 900 uL ToKilid, BEHA .

References

[1]. Everaerts W et al. Inhibition of the cation channel TRPV4 improves bladder function in mice and rats
with cyclophosphamide-induced cystitis.Proc Natl Acad Sci U S A. 2010 Nov 2;107(44):19084-9.
[2]. Xing Y, et al. Decreased Expression of TRPV4 Channels in HEI-OC1 Cells Induced by High Glucose Is

Associated with Hearing Impairment. Yonsei Med J. 2018 Nov;59(9):1131-1137.

IR AR AT IR A )




