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Description

VER-49009 is a Hsp90 inhibitor, with an IC5, of 25 nM and a K4 of 78 nM.

IC50 & Target

HSP90

25 nM (ICs0)

In Vitro

VER-49009 is a Hsp90 inhibitor, with an 1Cs, of 25 nM. VER-49009 binds to the ATPase of full length yeast
Hsp90 protein, with an ICsy of 140 nM[1]. VER-49009 inhibits Hsp90, with a K4 of 78 nM. VER-49009 also
shows antiproliferative activities against various human cancer cells, with a mean Gls, of 685 + 119 nM.
VER-49009 suppressses the proliferation of human umbilical vein endothelial cells (HUVEC) with
Glsp values of 444 + 91.1 nM, and shows higher Glsos against nontumorigenic human breast (MCF10a) and
prostate (PNT2) epithelial cells. VER-49009 displays no differences in cellular activities of isogenic cell
lines, and these activities are independent of NQO1 expression[2]. VER-49009 inhibits the proliferation (1,
2.5 uM), induces G2 phase arrest and reduces total Akt and phospho-Akt expression levels in CFSC cells

(1-5 pM)[3]-

In Vivo

VER-49009 (4 mg/kg, i.p.) results in clear depletion of ERBB2 at 3 and 8 h following the final dose, with
client protein levels returning to normal by 24 h, in the athymic mice bearing well-established OVCAR3

human ovarian ascites tumors|[2].

Solvent&Solubility

In Vitro:
DMSO : 100 mg/mL (257.85 mM; Need ultrasonic)

H,0 : < 0.1 mg/mL (insoluble)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.5785 mL 12.8926 mL 25.7852 mL
Stock Solutions 5mM 0.5157 mL 2.5785 mL 5.1570 mL
10 mM 0.2579 mL 1.2893 mL 2.5785 mL
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VIR I IR : 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.75 mg/mL (7.09 mM); Clear solution
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[l BB AR I 50 L Tween-80, REIS); SAR4RERINMA 450 L AEFEAKERZE 1 mL.

235K P IR IR R 10% DMSO  —~90% corn oil

Solubility: = 2.75 mg/mL (7.09 mM); Clear solution

7 FATHRAE 2 2.75 mg/mL (7.09 mM, HATEZAR AN FVEIHIEIL o7 SANE T s i e AN A BLE
S8 .

L1 mL TAER 6], B 100 pL 27.5 mg/mL 354 DMSO f§ &% 900 uL Fkieh, RE#4.
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Cell Assay

Briefly, 5 x 108 cells/well are plated in 96-well culture plates. After an overnight incubation, the cells
are treated with various concentrations of VER-49009 and VER-49009M (0, 1, 2.5, and 5 uM) for 24

h[3].

Animal Administration

In some studies, female NCr athymic mice are implanted i.p. with 10 million OVCAR3 ovarian
carcinoma cellsharvested from donor mice. This tumor mimics late-stage malignant disease. Once
tumors are well established, mice are injected i.p. with 4 mg/kg VER-49009 or VER-50589 twice
daily over 2 days (four doses total). Tumors are harvested at intervals after the last dose and snap

frozen for pharmacodynamic analyses[1].
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