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Description

ML204 is a novel potent antagonist that selectively modulates native TRPC4/C5 ion channels. IC50 value:
Target: TRPC4/C5 inhibitor ML204 inhibited TRPC43-mediated intracellular Ca(2+) rise with an 1C(50)
value of 0.96 ym and exhibited 19-fold selectivity against muscarinic receptor-coupled TRPC6 channel
activation. In whole-cell patch clamp recordings, ML204 blocked TRPC4 currents activated through either
p-opioid receptor stimulation or intracellular dialysis of guanosine 5'-3-O-(thio)triphosphate (GTPyS),
suggesting a direct interaction of ML204 with TRPC4 channels rather than any interference with the signal
transduction pathways. Selectivity studies showed no appreciable block by 10-20 ym ML204 of TRPV1,
TRPV3, TRPA1, and TRPMS, as well as KCNQ2 and native voltage-gated sodium, potassium, and calcium
channels in mouse dorsal root ganglion neurons. In isolated guinea pig ileal myocytes, ML204 blocked
muscarinic cation currents activated by bath application of carbachol or intracellular infusion of GTPyS,
demonstrating its effectiveness on native TRPC4 currents [1]. ML204 blocked TRPC4 channels in an
electrophysiological assay with an IC value of 2.6 pM and was also active in fluorescent and
electrophysiological assays in which TRPC4 channels were activated by different mechanisms, indicating
direct block of TRPC4 channels. Selectivity for block of TRPC4 channels was examined in fluorescent and
electrophysiological experiments against closely related TRPC channels and more distantly related TRPV,
TRPA and TRPM channels, and against non-TRP ion channels. ML204 afforded good selectivity (19-fold)

against TRPC6 channels and more modest selectivity against TRPC3 and TRPC5 (9-fold) channels [2].

Solvent&Solubility

In Vitro:
DMSO : 2 37 mg/mL (163.49 mM)
H,0 : < 0.1 mg/mL (insoluble)

*"2" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 4.4185 mL 22.0926 mL 44,1852 mL
Stock Solutions 5mM 0.8837 mL 4.4185 mL 8.8370 mL
10 mM 0.4419 mL 2.2093 mL 4.4185 mL
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Solubility: = 2.5 mg/mL (11.05 mM); Clear solution

W RT3 = 2.5 mg/mL (11.05 mM, VLRI A1) (95T

L4 mL AR, B 100 uL 25.0 mg/mL 1354 DMSO fif4&-0iin%] 400 uL PEG300 ', &5
FiR R & 50 L Tween-80, R&IIE]: SRE4EIMA 450 pL AEEEER/KEAE 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2.5 mg/mL (11.05 mM); Suspended solution; Need ultrasonic
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A KIF I IR R]: 10% DMSO  —90% corn oil
Solubility: =2.5 mg/mL (11.05 mM); Clear solution
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L1 mL TAER 6], B 100 pL 25.0 mg/mL [ DMSO f§&WiinE] 900 L Fkiheh, REeL4.
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