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Description

NVP-231 is a potent, specific, and reversible CerK inhibitor(IC50=12+2 nM) that competitively inhibits
binding of ceramide to CerK. IC50 Value: 1242 nM [1] Target: CERK in vitro: NVP-231 showed an IC50
value of 12 + 2 nM and 90% inhibition at 100 nM in the radioassay. NVP-231 did not compete with ATP but
rather with ceramide, displaying an inhibition constant (Ki) of 7.4 nM. Furthermore, inhibition by NVP-231
was instantaneous and fully reversible, implying that this compound does not covalently modify CerK. At 10
nM, NVP-231 inhibited C1P formation by >50%; at 100 nM, NVP-231 achieved complete inhibition. Thus
the potency and efficacy of NVP-231 observed in cell culture are consistent with those found in vitro. It is
noteworthy that, NVP-231 did not inhibit GicCer and SM formation; rather, it increased these metabolites in
correlation with compound concentration, demonstrating that NVP-231 does not act as a general inhibitor
of ceramide metabolism [1]. The EC(50) of NVP-231 in this assay is in the low nanomolar range, consistent

with the IC(50) determined in activity assays in vitro using purified CerK [2].

Solvent&Solubility

In Vitro:
DMSO : 2 41 mg/mL (95.01 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.3172 mL 11.5861 mL 23.1723 mL

Stock Solutions 5 mM 0.4634 mL 2.3172 mL 4.6345 mL

10 mM 0.2317 mL 1.1586 mL 2.3172 mL

TR 7 SR AN [ RV AR P PR A IR I RC B . — RO, 1 e fRA7, R
2R RGBSR AL

fil &M ARAT 7 AT AR -80°C, 6 months; -20°C, 1 month. -80°C fi# {7, e 6 A H MM, -20°C
TEAERS, EAE 1 A A

In Vivo:
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VBT IR E: 10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: 2 2.5 mg/mL (5.79 mM); Clear solution
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25 WP IR IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2 2.5 mg/mL (5.79 mM); Clear solution
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Solubility: = 2.5 mg/mL (5.79 mM); Clear solution
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