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XIAP-BIR3:66.4 nM(Ki)| cl AP2-BIR3:5.1 nM(Ki) | cl AP1-BIR3:1.9 nM(Ki)

AT-406is a Smac mimetic and appears to mimic closely the AVPI peptide in both hydrogen bonding and hydrophobic
interactions with XIAP, with additional hydrophobic contacts with W323 of XIAP. AT-406 is more sensitive to these |APs than
Smac AVPI peptide with 50-100 fold binding affinities. AT-406 (at 1 1 M) completely restores the activity of caspase-9, which
is suppressed by 500 nMXIAP BIR3 in a cell-free system. In MDA-MB-231 cell, AT-406 induces rapid cellular clAP1 degradation
and also pulls down the cellular XIAP protein. AT-406 effectively inhibits lots of human cancer cell lines and shows IC50 of
144 and 142 nMin MDA-MB-231 cell and SK-OV-3 ovarian cell, with low toxicity against normal-like human breast epithelial
MCF-12F cells and primary human normal prostate epithelial cells. AT-406 induces apoptosis in MDA-MB-231 cell by inducing
activation of caspase-3 and cleavage of PARP. [1]

AT-406 has good pharmacokinetic (PK) properties and oral bioavailability in mice, rats, non-human primates, and dogs. In the
MDA-MB-231 xenograft, AT-406 effectively induces clAP1 degradation and processing of procaspase-8, cleavage of PARP in
tumor tissues at 100 mg/kg with well toleration even at 200 mg/kg. AT-406 induces significant tumor growth inhibition with p
of 0.0012 at 100 mg/kg. [1]

Cells are seeded in 96-well flat bottom cell culture plates at a density of (3-4) &times; 103 cells/well with AT-
406 and incubated for 4 days. The rate of cell growth inhibition after treatment with different concentrations
of AT-406 is determined by assaying with (2-(2-methoxy-4-nitrophenyl)-3-(4-nitrophenyl)-5-(2,4-
disulfophenyl)-2H-tetrazolium monosodium salt (WST-8). WST-8 is added to each well to a final concentration
of 10%, and then the plates are incubated at 37 &deg;C for 2&minus;3 hours. The absorbance of the samples
is measured at 450 nm using a TECAN ULTRA reader. Concentration of AT-406 that inhibited cell growth by
50% (IC50) s calculated by comparing absorbance in the untreated cells and the cells treated with AT-406.
(Only for Reference)

Xevinapant (Debio-1143) is a potent Smac mimetic and an antagonist of IAP (inhibitor of apoptosis protein via E3 ubiquitin
ligase), binding to XIAP-BIR3, clAP1-BIR3 and clAP2-BIR3 with Ki of 66.4 nM, 1.9 nM, and 5.1 nM, 50- to 100-fold higher affinities
than the Smac AVPI peptide. Phase 1.

Powder:-20°Cfor 3 years | In solvent:-80°C for 2 years

For technical support and original validation data for this product please contact This product is exclusively available under
T:027-87531629 E: Proteintech-CN@ptglab.com W: ptgcn.com Proteintech Group brand and is not available

to purchase from any other manufacturer.
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