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Contact madeline.dorso@arvinas.com for permission to reprint and/or distribute. (30 mg/kg) (200 mg/kg) (A) T47D breast cancer cells with CRISPR knock-in ESR1 mutants stably expressing ERY537S or ERP5386 variants, incubated with increasing concentrations of fulvestrant,
(A-B) Dose-dependent in vitro ER protein degradation with vepdegestrant, elacestrant, imlunestrant and investigational oral SERDs (giredestrant, camizestrant, amcenestrant) at concentrations vepdegestrant, or elacestrant for 72 hours. (B) In vivo efficacy of vepdegestrant in the START ST941/HI ERY?37S mutant PDX model. Mice were dosed with oral
ranging from 0.16 to 100 nM in MCF7 and T47D cells, after 4 hours of treatment by (A) SimpleWestern™ and (B) immunoblot. (C) Quantified ER levels in T47D and MCF7 cells from (A and B). (D) (A) Vepdegestrant and fulvestrant dose-dependent in vitro degradation of WT ER after 4-hour treatment of MCF7 and T47D by vepdegestrant 30 mg/kg once daily for 27 days, elacestrant 60 mg/kg orally once daily for 27 days, or subcutaneous fulvestrant 200 mg/kg twice per week for 2 weeks
Mean % ER remaining in T47D or MCF7 cells treated with 100 nM vepdegestrant or the indicated oral SERD. ER protein levels were normalized to $-actin levels and expressed as a percentage of SimpleWestern™. (B) In vivo efficacy of vepdegestrant in Orthotopic MCF7 CDX model. Mice were dosed with vepdegestrant at and once weekly thereafter. (C) ER protein levels relative to vehicle control in tumor lysates of the ST941/HI ERY537S PDX efficacy study shown in B (n=10/arm). ER
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. P values: *<0.05, **<0.01, ****<0.0001 vs vepdegestrant treatment, one-way ANOVA with Dunnett’'s multiple comparisons test densitometry analysis. ANOVA=analysis of variance; CRISPR=clustered regularly interspaced short palindromic repeats; ER=estrogen receptor; ESR1=ER 1 gene; PDX=patient derived
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