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LY3039478
Crenigacestat

HEYEE

Crenigacestat is an orally active Notch and y-secretase inhibitor, with an IC50 of ~1nM in most of the tumor

Description
cell lines tested[1][2][3][4].
Crenigacestat (100 nM) exhibits anti-cancer activity in KO7074 cells (a primary mouse liver tumor cell
line)[2].
Crenigacestat (LY3039478) decreases expression of Myc and cyclin A1 (part of the NOTCH-driven
proliferative signature) in murine and human model systems. Crenigacestat (LY3039478) treatment also
leads to GO/G1 cell cycle arrest in CCRCC cells[3].
In Vitro Cell Viability Assay[2].
Cell Line: KO07074 cells.
Concentration: 100 nM.
Incubation Time: | 24-96 hours.
Result: Effectively reduced the growth of K0O7074 cells.
Crenigacestat (8 mg/kg, oral gavage three times a week) resulted in significantly increases survival and
delayed tumor growth in independent cohorts of mice demonstrating in vivo efficacy in CCRCCI3].
Animal Model: CCRCC xenografts were established in NOD-scid IL2R null mice with subcutaneous
In Vivo implantation using the 769-P cell line[3]..

Dosage: 8 mg/kg.

Administration: | Oral gavage three times a week.

Result: Resulted in increased overall survival when compared with vehicle control in CCRCC

xenografts.

Solvent&Solubility

In Vitro:
DMSO : = 34 mg/mL (73.21 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1mM 2.1531 mL 10.7657 mL 21.5313 mL
Stock Solutions 5 mM 0.4306 mL 2.1531 mL 4.3063 mL
10 mM 0.2153 mL 1.0766 mL 2.1531 mL
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Solubility: = 2.5 mg/mL (5.38 mM); Clear solution

10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline




M7 3K1S = 2.5 mg/mL (5.38 mM, AR AR KD (I TE A
PL A4 mL TAERCABI, B 100 pL 25.0 mg/mL f{75E DMSO fif #&30in ] 400 uL PEG300 H, W&H4dH
AR RN 50 uL Tween-80, TRAIIA]: SRJE4kEMAN 450 pL AFE K EAE 1 mL.

205K P IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (5.38 mM); Clear solution
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AP I IR 10% DMSO  —~90% corn oil
Solubility: = 2.5 mg/mL (5.38 mM); Clear solution
W5 ZER k1S 2 2.5 mg/mL (5.38 mM, YEFIEEARA) BUETAI, o)y EANE T 000 A IAE A 5 DR

DLt mL TARRCAH], B 100 pL 25.0 mg/mL [¥)#{5 DMSO fi##it0nE] 900 pL TR+, REEI.
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