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(A) ARTS-023 dose dependently inhibits Rb Serine 807/811 phosphorylation. Cell lysates treated with ARTS-023 demonstrates strong anti-tumor activity in vivo and synergizes with the CDK2-selective inhibitor

Atirmociclib or ARTS-023 at the specified concentrations for 24 hours were analyzed by Western Blot using (A) pRb 5807/?]11 inhit.)fi.tign. Tumor lysates C0”eCtec: 4 ZOL;VS aftetr) treatrr}ent Withh four consecutive doses of AVZ0-021 in both palbociclib sensitive and resistant xenograft models
(A) Cellular CDK4 and CDK6 dependent pRb Serine 780 inhibition. Isogenic CDK4 or CDK6 knock-out cell the indicated antibodies; (B) ARTS-023 potently induces G1 cell cycle arrest in ER+ breast cancer cell ARTS-023 at the specified concentrations were analyzed for pRb S807/811 phosphorylation; (B) Plasma . Th Endin ) : - ) - ) o .
lines were treated with indicated compound for 24 hours and cellular pRbS780 was measured by HTRF; (B) CDK4 lines. Graphs showing percentage of viable cells in different cell cycle stages via flow cytometry analysis exposure of ARTS-023 anq pharmaco.d.yna.rmc modulation. Unbound ARTS-023 plasma concentration was imersoeve g gfﬁgZC Sl;%%eztf;\?ci[alﬁeRIonigi%S IrSofﬁe ?cr)?rlglg-ll-ngrenaes)f[tc:%erlr:;eerra’[trlggtrr?e[:tﬂ selective Inhibitor, offering
and CDK6 expression in isogenic CDK4 or CDK6 knock-out (KO) cell lines. KO cell lines were generated by after compound treatment for 48 hours; (C) ARTS-023 potently inhibits cell proliferation in ER+ breast used in the figure; (C) Anti-tumor activity in MCF7 xenograft; (D) Body weight (BW) change in MCF/ P e y o yPp | i '
CRISPR technology and lysates were blotted with either CDK4 or CDK6 to confirm knock-out status. cancer cell lines. Seven-day cell proliferation was measured by CyQuant assay. xenograft. mpk: mg/kg; BID: twice daily; 6 animals in each group. * The first-in-human clinical study for ARTS-023 is on track to be initiated in mid-2025
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