DIACC3010, optimized inhibitor of S6 kinase, combined with endocrine therapy,

has potent antitumor activity in treatment-resistant ER+ HER2- metastatic breast cancer
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ABSTRACT INTRODUCTION RESULTS

Background: Ribosomal protein S6 kinase (S6K) is a

key regulator of estrogen receptor (ER) function, and Clinical evidence suggests that inhibiting the Association between ESR7 mutational DIACC3010 has potent anti-tumoral efficacy iIn ER+ HER2- breast cancer PDX models
its high expression is associated with poor clinical phosphatidylinositol 3-kinase (PI3K)/Akt/ status and clinical response to
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Both combinations of DIACC3010 to elacestrant and to abemaciclib provided significant tumor growth inhibition
ESRTmut (77% and 75%, respectively, as compared to the control group).
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Furthermore, DIACC3010 monotherapy resulted in
significant tumor growth control in 3/5 (60%) of the \ } Activation of

S6K1 by ER

tamoxifen-resistant PDX models and 5/6 (83%) of the
Palbociclib-resistant PDX models.
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