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PIK-201 data snapshot; gedatolisib prescribing information). Prior work

has demonstrated preclinical and clinical activity of PIKTOR in Schematic diagram illustrating simplified PISK/AKT/mTOR pathway
combination with chemotherapy. The recent FDA approval of gedatolisib, signaling and the(rsneurgit;gﬁg; Tzzgzr:; rg rt?g)aCtion of PIKTOR
an intravenous multi-node PAM inhibitor, supports a multi-node PAM

strategy in HR+/HER2- breast cancer.
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Figure 4. Efficacy of PIKTOR (serabelisib 75 mg/kg + sapanisertib 0.5 mg/kg, PO, QD, 3 days on/4 days off weekly) and gedatolisib (10 mg/kg, IV, Q4D
for 5 doses per 28-day cycle) in MCF7 and HCC-1428 xenografts. Drugs were initiated when tumour volume reached ~200 mm?; n = 8 mice per group at
treatment initiation. Data are presented as mean, error bars = SD.
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PI3K/AKT/mTOR activation is a recognised mechanism of resistance to both endocrine therapy and CDK4/6 inhibition. Conversely, PI3K-pathway
inhibition can trigger compensatory ER-dependent transcription, which provides a rationale for co-targeting with selective ER degraders (SERDs).
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MCF7 Cell Line: Female breast invasive carcinoma, HR+/HER2- PIK3CA E545K mutation

Figure 2. PAM pathway signaling activity can be assessed by a range of methods. (A) In previously published work we showed that PIKTOR

HCC-1428 Cell Line: Female breast adenocarcinoma, HR+/HER2- PIK3CA wild-type and PAM pathway wild-type ]
s g Y P potently suppressed PAM pathway activity as measured by western blot for phospho-S6-S235/236, phospho-4E-BP1-T37/46 and HCC-1428 PIK3CA WT MCF7 PIK3CA Mutant
Dose Response Curves (DRCs). Cellular IC50 values were derived using standard dose-response curves for SERDs and palbociclib in phospho-AKT-S473 a target site on AKT for phosphorylation by mTORC2. (B) As AKT proteins (AKT1/2/3) have a range of potential 5 1200
combination with increasing clinically relevant concentrations of PIKTOR. Assays used a DNA based fluorescent dye (CyQUANT) to evaluate cell phosphorylation sites, measurement of functional kinase activity may provide a more robust measure of overall AKT activity than assessing
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Fulvestrant h post first dose of either drug at the start of a cycle of treatment based on pharmacokinetic data presented in Maddocks et. al., 2026 and Shapiro e The data support the clinical development of PIKTOR in combination with SERDs / CDK4/6 inhibitor in HR+/HER2- breast cancer NCT07558733
Gedatolisib et. al., 2015. Gedatolisib plasma protein binding source: Gedatolisib prescribing information (see references).
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