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Background

Geda is a PI3K/mTOR inhibitor that blocks the PAM pathway. VIKTORIA-1 enrolled pts with HR+/HER2- ABC in two studies by PIK3CA
mutation status (wild-type [wt] and mutant [MT]). Both met their primary mPFS endpoint (Hurvitz et al, JCO 2026; ASCO 2026), leading to
FDA approval in PIK3CA wt ABC. Here we report an update for Study 2 (PIK3CAMT), including subgroup efficacy and deeper safety analyses.

Methods

Pts in Study 2 were randomized 3:3:1 to: geda + palbo + fulv (Arm D, n=155); alpelisib (alp) + fulv (Arm E, n=155); or geda + fulv (Arm F,
n=52); all given in 28-day cycles.

Results

The primary endpoint of Study 2 was met, with geda + palbo + fulv significantly improving mPFS vs alp + fulv. This improvement was also
observed in pts with visceral metastasis (mets) (9.8 mo vs 5.6 mo, HR 0.52, 95% CI 0.37-0.74) and without visceral mets (21.5 mo vs 9.2
mo, HR 0.38, 95% Cl 0.19-0.82); with liver mets (9.1 mo vs 4.6 mo, HR 0.47,95% Cl 0.31-0.70) and without liver mets (21.5 mo vs 9.1 mo,
HR 0.46, 95% Cl 0.28-0.78). Geda + fulv also improved mPFS vs alp + fulv in pts with visceral mets (mPFS 11.3 mo vs 5.6 mo, HR 0.53, 95%
Cl 0.33-0.85) and without visceral mets (not reached vs 9.2 mo, HR 0.40, 95% Cl 0.13-1.31), as well as in pts with liver mets (11.1 mo vs
4.6 mo, HR 0.38, 95% C1 0.20-0.69), with a numerical improvement observed in pts without liver mets (11.5 mo vs 9.1 mo, HR 0.71, 95% Cl
0.37-1.39). Median duration of response including unconfirmed PR per RECIST v1.1 was longer in the geda-containing arms: Arm D, 19.4
(95% Cl 11.1-25.1); Arm F, 27.8 (95% Cl 9.2—-NE); Arm E, 7.5 (95% Cl 5.6-16.6) months. TEAEs (>1%) led to geda withdrawal in 8 pts (Arm
D, 5.2%) and 2 pts (Arm F, 3.8%) and included stomatitis (1.3%, 0%), infusion-related reaction (0%, 1.9%), and pneumonitis (0%, 1.9%)
(Arms D, F, respectively). Most stomatitis events occurred within the first 1-2 weeks of treatment, with <3% grade 3 stomatitis beyond cycle
2. Geda regimens had no clinically meaningful impact on fasting or non-fasting glucose levels.

Conclusions

These results continue to support geda-combination regimens for the treatment of pts with HR+/HER2- PIK3CA MT ABC.
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