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Description

CB-5083 is a potent, selective and orally bioavailable p97 inhibitor with an ICs, value of 11 nM.

IC50 & Target

IC50: 11 nM (p97)[1]

Treatment of tumor cells with CB-5083 leads to significant accumulation of markers associated with

In Vitro inhibition of ubiquitin-proteasome system and endoplasmic reticulum-associated degradation functions,
which induces irresolvable proteotoxic stress and cell death[1]
In tumor bearing mice, oral administration of CB-5083 causes rapid accumulation of markers of the
. unfolded protein response and subsequently induces apoptosis leading to sustained antitumor activity in in
In Vive vivo xenograft models of both solid and hematological tumors. CB-5083 has been taken into phase 1
clinical trials in patients with multiple myeloma and solid tumors[1].
In Vitro:
DMSO : 2 100 mg/mL (241.86 mM)
* ">" means soluble, but saturation unknown.
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Concentration
Preparing 1 mM 2.4186 mL 12.0928 mL 24.1856 mL
Stock Solutions 5mM 0.4837 mL 2.4186 mL 4.8371 mL
10 mM 0.2419 mL 1.2093 mL 2.4186 mL
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A549 and other tumor cell lines are cultured according to ATCC guidelines. Cells are cultured in
Cell Assay black or white, clear-bottomed, tissue culture-treated 384-well plates. Cells are treated with 10-point

dose titration of the compound (CB-5083) in well duplicates. After a 72 h treatment, CellTiter-Glo is

added to the white plates to measure cell viability [1]

Animal Administration

Mice: Tumor-bearing mice are used to evaluate pharmacokinetics and pharmacodynamics effect
and antitumor activity. Both molecules (CB-5083 and compoud 69) are administered orally as a
suspension in 0.5% methylcellulose aqueous suspensions at the fixed dose strength of 150 mg/kg;
plasma and tumor samples at multiple time points (2, 6, 16, and 24 h) are harvested for

pharmacokinetics and pharmacodynamics analysis[1]

Kinase Assay

The ATPase assay is performed to determine the I1Cs, value. compounds (CB-5083) are diluted in
DMSO with a 3-fold 10-point serial dilution starting at 10 uM. The assay is done in a 384-well plate

with each row as a single dilution[1]
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