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BACKGROUND METHODS (cont’d.)

m The treatment landscape of advanced breast cancer (aBC) is evolving rapidly. Notably, the Figure 1. PICOS and Study Selection
introduction of cyclin-dependent kinase 4/6 inhibitors (CDK4/6i) has substantially improved —
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m However, treatment options are limited for patients with PIK3CA wild-type (WT) HR+/HER2-
aBC post-progression on CDK4/6i and endocrine therapy (ET).

Population: Patients with HR+/HER2- advanced breast cancer previously treated with
an endocrine therapy with CDK4/6i in the advanced or metastatic setting

m Gedatolisib, a kinase inhibitor of class | PI3K isoforms (a, B, 6, y) and mTOR complexes
MTORC1 and mTORC2, has emerged as an important investigational therapy with promising
aCtiVity in combination with ET and CDK4/6|1 G Comparator: Any other active intervention, excluding chemotherapy

m On July 14, 2026, gedatolisib received US FDA approval for use in combination with
fulvestrant, with or without palbociclib, for the treatment of adult patients with HR+,
HER2-negative locally advanced or metastatic breast cancer without a PIK3CA mutation
detected following progression on or after treatment with at least one line of ET in the 9 S C RS EDBREM Rl CeiBlEs i) GRS

etasatic settng
(Figure 2)

m In the absence of head-to-head trials to inform clinical decision-making, we conducted a
systematic literature review (SLR) and NMA to assess the relative efficacy of gedatolisib vs
*Gedatolisib + palbociclib + fulvestrant; Gedatolisib + fulvestrant; Fulvestrant; Everolimus + exemestane; Fam-trastuzumab deruxtecan-nxki; Sacituzumab govitecan; Elacestrant; Imlunestrant monotherapy;

a Ite rn ate reg| m e n S . Imlunestrant + abemaciclib; Giredestrant + everolimus; Vepdegestrant; Palbociclib + fulvestrant; Abemaciclib + fulvestrant; Ribociclib + fulvestrant; Olaparib; Talazoparib; Datopotamab deruxtecan
**Efficacy outcomes: Overall survival; Progression-free survival; Duration of response; Median duration of time on treatment; Time to next treatment; Time to discontinuation; Overall (or objective) response rate;
Disease control rate; Complete response; Partial response; Stable disease; Clinical benefit rate.
**Safety outcomes: Any adverse event; Any serious adverse event; Treatment discontinuation due to adverse events; Stomatitis; Neutropenia; Nausea; Rash; Vomiting; Fatigue; Diarrhea; Hyperglycemia
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Systematic searches were conducted in MEDLINE, Embase, and CENTRAL, supplemented by

hand searches of pertinent conferences and US FDA CDER reports, for randomized controlled CAPItello-291 VERONICA
trials of systemic treatments evaluated among patients with HR+/HER2- aBC with CDK4/6i FINER  MAINTAIN
experience and PIK3CA WT tumors.
m Hazard ratios (HRs) for PFS were extracted or estimated from reconstructed Kaplan-Meier data. SR ¢ e i
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m A Bayesian NMA was performed for time-to-event outcomes on the log-HR scale with a
normal likelihood and vague priors. Fixed-effects models were selected. Ipatasertib + Ribociclib+ () SERD monotherapy
Fulvestrant Fulvestrant

m A sensitivity analysis was conducted where the assumption of equivalent imlunestrant and (O CDK4/6i+ SERD
fulvestrant efficacy was relaxed by including the EMBER-3 fulvestrant arm, using the broader @ PIBK/AKT/MTOR pathway combos

CDK4/6-experienced PIK3CA-pooled population due to data availability limitations. VSERD Monotherany - Fulestrant or Imfunestran @ 'mmunotherapy combos

. . (Assumed to have similar efficacy) 1t
m All analyses were performed using R (version 4.3.1) and JAGS. t ' @© Other/distinct MOA

RESULTS

Database searches were conducted on February 13, 2026, and 13 studies were identified (Figure 1)

— Five were not eligible for inclusion due to the absence of a shared comparator (DESTINY-Breast06, TROPiCS-02 and evERA) or availability of PIK3CA WT data only in
patients with an ESR1 mutation (EMERALD and VERITAC-2).

— Finally, eight studies were eligible for inclusion in the analysis set.

m Progression-free survival (PFS) was selected as the primary endpoint for the NMA because response and safety outcomes were not consistently reported for the PIK3CA WT population across all
studies.

m In EMBER-3, PIK3CA WT subgroup data were reported only for imlunestrant plus abemaciclib versus imlunestrant monotherapy.
— Imlunestrant was assumed to have comparable efficacy as fulvestrant for the purposes of this analysis.

m Study and patient characteristics of included studies are presented in Table 1 and Table 2. Key differences in inclusion criteria across the studies included prior CDK4/6i exposure, postmenopausal
status and prior treatment with chemotherapy.

m The gedatolisib triplet demonstrated a statistically significant improvement in PFS relative to all non-gedatolisib regimens, except ribociclib + fulvestrant, which showed a non-significant trend in
favor of the gedatolisib triplet (Figure 3).

m The percentage of patients progression-free at 6 months for gedatolisib triplet was 20% higher compared to imlunestrant+ abemaciclib and 38% higher vs capivasertib + fulvestrant.

m Similarly, statistically significant improvement in PFS was observed with gedatolisib doublet regimen compared to other therapies except for ribociclib + fulvestrant and imlunestrant + abemaciclib
(Figure 4).

m Gedatolisib doublet also demonstrated a significant 31% PFS gain at 6 months compared to capivasertib + fulvestrant. PFS gain compared to imlunestrant + abemaciclib was also observed;
however, it was not statistically significant.

m Results of the sensitivity analysis were consistent with the base-case analysis for both the gedatolisib triplet and doublet vs abemaciclib + imlunestrant, indicating that inclusion of the EMBER-3
fulvestrant arm using the broader CDK4/6-experienced, PIK3CA-pooled population did not materially alter the comparative findings.

Table 1: Study Characteristics of Trials in the PIK3CA WT Network

RESULTS (cont’d.)
Figure 3: Relative Efficacy (PFS) of Ged Triplet vs Other Therapies
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Abbreviations; AKT, protein kinase B; BCL, B-cell ymphoma; CDK4/6i; cyclin-dependent kinase 4/6 inhibitor; ET, endocrine therapy; LoT, line of therapy; PIK3CA; phosphatidylinositol-4, 5-bisphosphate 3-kinase catalytic
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Figure 4: Relative Efficacy (PFS) of Ged Doublet vs Other Therapies
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Iml, Imlunestrant; Ipa, Ipatasertib; Pal, Palbociclib; Pbo, Placebo; Rib, Ribociclib; Ven, Venetoclax

ABE, Abemaciclib; AVE, Avelumab; CAP, Capivasertib; Crl, credible interval; ET, endocrine therapy; FUL, Fulvestrant; GED, Gedatolisib; HR, hazard ratio; IML, Imlunestrant; IPA, Ipatasertib; PAL, Palbociclib;
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CONCLUSION

m The NMA estimated favorable PFS outcomes with ged-based regimens compared to several comparator treatments, supporting their potential role in patients with PIK3CA-WT progression

on CDK4/6i.

m Separately reported positive results from the VIKTORIA-1 PIK3CA-mutant cohort, which were not included in the present analysis, provide important new evidence for future comparative

analyses.

m This analysis used a robust methodology for indirect treatment comparisons, although findings should be interpreted in the context of cross-trial differences and assumptions inherent to NMA.
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