ReDiscover-2, a phase Ill study of zovegalisib (RLY-2608) + fulvestrant versus capivasertib + fulvestrant as treatment
for locally advanced or metastatic PIK3CA-mutant HR+/HER2- breast cancer following recurrence or progression on or

after treatment with a CDK4/6 inhibitor (trial in progress)
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RATIONALE AND STUDY DESIGN STUDY DESIGN AND OBIJECTIVES ASSESSMENTS

BACKGROUND

e Oncogenic PIK3CA mutations constitutively activate PI3Ka and drive e The first-in-human ReDiscover study of zovegalisib demonstrated encouraging antitumor activity across e Tumor response is assessed in accordance with RECIST v1.1
approximately 40% of HR+/HER2- BC'? a range of PL/GCA genotypes jnd a /favorable safety proflile Whendgivea in Comljinfztion with fulvestrant in Figure 4. ReDiscover-2 (RLY-2608-102): Phase Ill Registrational Trial for Post-CDK4/6 Inhibitor HR+/HER2- e The primary endpoint of PFS is assessed by BICR
. : : : patients with PIK3CA-mutated HR+/HER2- ABC previously treated with a CDK4/6i . . E
Approved theraple.s for patients W|th PI.KS.’CA-mutéted HR+/HER2- ABC are | | - Advanced Breast Cancer With a PIK3CA Mutation (NCT06982521) e Study visits for assessments of safety (including adverse events, vital signs, laboratory tests, and
non-mutant-selective PI3K pathway inhibitors, which have shown modest efficacy — 64 patients were dosed at the RP2D of 600 mg zovegalisib BID + fulvestrant electrocardiograms), pharmacokinetics, and circulating tumor DNA are conducted periodically
in combination with ET post-CDK4/6 inhibitor treatment (mPFS of ~5.5-8 months) — mPFS was 10.3 months (95% Cl: 7.2-18.4) in the efficacy-evaluable population, excluding PTEN/AKT throughout study tréatment '
and are limited by toxicities associated with broad inhibition of the PI3K pathway co-alterations (N=52) - .
(h | ' h, diarrh d st titis)*10 - - - _ 0 o Cl- : GﬂClUSIOﬂ Criteria ) . o
yperglycemia, rash, diarrhea, and stomatitis — In patients with measurable disease (N=31), ORR was 38.7% (95% ClI: 21.8-57.8) and tumor reduction was Zovegalisib
e Zovegalisib (RLY-2608) is the first pan-mutant-selective inhibitor designed to observed in 80.6% of patients (Figure 2) i i 400 me BID" - - -
overcome these limitations by selectively targeting mutated forms of PI13Ka — In the overall safety population (N=64), zovegalisib had a favorable safety profile consistent with wild-type * PIK3CA-mutated H R+/HER2 ABC ( 8 ) R E D I SCOV E R 2 (R LY 2608 102) STATU S
while sparing wild type sparing, mutant-selective PI3Ka inhibition and AEs were mostly low grade, reversible events (Figure 3) e No concomitant PTEN or AKT tumor + fulvestrant
: e This pivotal, registrational Phase lll clinical trial plans t in >250 stud t loball
e Zovegalisib binds a novel allosteric pocket of PI3Ka, distinct from approved e Based on these findings, zovegalisib in combination with fulvestrant is being studied in patients with alterations ' PIVOLdl, TEgIStrd |ona? ase T Clinies rla.p ans _O opEn In s.u Y c.en =rs globally
inhibitors that bind the active orthosteric site, and emerging inhibitors that PIK3CA-mutated HR+/HER2- ABC following recurrence or progression on or after a CDK4/6 inhibitor in this e Measurable disease or evaluable * Study enroliment began in July 2025 and recruitment is currently ongoing (Figure 5)
specifically target only the H1047R hotspot mutation (Figure 1) Phase Ill ReDiscover-2 study (NCT06982521)
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Figure 2: Radiographic Tumor Reduction and Response per RECIST v1.1 (N=31)

Figure 1: Zovegalisib Is the First Pan-Mutant-Selective PI3Ka Inhibitor
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CEchusion Criteria) Stratification:
: . . 0 -
Non-selectively Zovegalisib, a . . . . :
inhibit wild type and pan-mutant-selective e Prior PI3Ki, AKTi, mTORI, ADC, 10, or ° P{K3CA m.UtatIOn BiRe
novel allosteric site i . o G h
e Progression on <6 mo of ET-based eograpny

40 - :
regimen for ABC

-60 - e Type 1 diabetes, or type 2 diabetes
ORR: 12/31 (38.7%; 95% Cl: 21.8-57.8) . . .
requiring antihyperglycemic

Best % change from baseline (RECIST v1.1)

-80 - T (e et 2 () medication e Primary endpoint: PFS (kinase, overall population)
100. e Fasting plasma glucose >140 mg/dL, e Key secondary endpoint: OS (kinase, overall population)
or HbAlc >7.0% (=53 mmol/mol) e Additional secondary endpoints: ORR, DoR, CBR, QoL

Not shown: CR in patient with non-measurable disease.
Data as of 26 March 2025.

® Disease progression during or within 12 mo of completing adjuvant therapy.
b Zovegalisib administered with food.
© Capivasertib administered with or without food. B Sites currently open or planned for Asia-Pacific, Europe, North America, and South America

Figure 3. Zovegalisib Has a Favorable Safety Profile Consistent With Mutant-Selective
PI3Ka Inhibition (N=64)
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