First-in-human study of RLY-2608, a pan-mutant and isoform selective
PI3Ka inhibitor, as a single agent in patients with advanced solid tumors
and in combination with fulvestrant in patients with advanced breast cancer
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BACKGROUND STUDY DESIGN

* Oncogenic mutations in PIK3CA are common driver events in solid tumors, particularly in breast cancer (BC), where mutations occur in This is a global, multi-center, dose-escalation/-expansion study of RLY-2608 as a single agent in adults who have advanced solid tumors
up to ~35% of HR+, HER2— advanced BC patients? (refractory or intolerant to, or who decline, standard therapy) and RLY-2608 in combination with fulvestrant # ribociclib in previously
e In BC, PIK3CA mutations in the kinase (i.e. HL047R) and helical (i.e. E542K, E545K) domains are the most common and contribute to treated patients with HR+, HER2— metastatic BC (Figure 3)

resistance to endocrine therapy

* The approval of orthosteric PI3Ka inhibitors, like alpelisib (approved for HR+, HER2— advanced BC), validates PI3Ka as a therapeutic _ i
target. However, these inhibitors also potently inhibit WT PI3Ka, leading to significant hyperglycemia and rash, which limit dose intensity Figure 3. Study design

and potential for use in combination regimens®

e A PI3Ka mutant-selective inhibitor could avoid WT PI3Ka toxicity and potentially improve dose intensity, efficacy and tolerability, and be ReDiscover first-in-human study overview
used in combinations, benefiting broader populations of patients
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RATIONALE

e RLY-2608 is the first oral, pan-mutant- and isoform-selective allosteric inhibitor of PI3Ka (Figure 1a)
e RLY-2608 demonstrates biochemical selectivity for both kinase and helical mutants over WT PI3Ka (Figure 1b) and kinome selectivity,
including over other PI3K isoforms Comprehensive and flexible dose finding CBR, PFS, ORR/DoR

Efficacy, safety, quality of life

RLY-2608 PO BID or QD

Figure 1. Novel allosteric mechanism of RLY-2608 enables selectivity for PI3Ka mutants® Q
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(a) RLY-2608 binds to a novel (complete)

allosteric pocket in PI3Ka (b) RLY-2608 demonstrates pan-mutant selectivity in biochemical assays
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o 15- e AEs per CTCAE v5, PK, biomarkers (pAKT, mutant ctDNA and insulin pathway markers) and anti-tumor activity are assessed serially
A * Dose escalation employs a BOIN design to identify the MTD. Following dose escalation, expansion cohorts are enrolling patients
e with select PIK3CA-mutated solid tumors for treatment with RLY-2608 monotherapy and patients with HR+, HER2— metastatic BC for
0- treatment with RLY-2608 plus fulvestrant + ribociclib
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*Includes PIK3CAmut clear cell ovarian cancer, PIK3CAmut HNSCC, and PIK3CAmut cervical cancer; "Triple combination arms will include the CDK4/6 inhibitor ribociclib.

Orthosteric Allosteric
Non-selective Selective
Eligibility criteria
e BC xenograft models with PIK3CA kinase and helical mutations demonstrate anti-tumor activity of RLY-2608 monotherapy, while e >18 years of age
maintaining glucose homeostasis (Figure 2) e >1 documented primary oncogenic PIK3CA mutation per local assessment (tumor or blood)
e We initiated the first-in-human ReDiscover study (NCT05216432) to evaluate the safety and clinical activity of RLY-2608 as a single agent e Eastern Cooperative Oncology Group performance status 0-1
in patients with advanced solid tumors with PIK3CA mutations and in combination with fulvestrant and fulvestrant + a CDK4/6 inhibitor e Evaluable disease per RECIST v1.1
in patients with PIK3CA-mutant, HR+, HER2— metastatic BC e No prior PI3Ka inhibitor*
* To date, RLY-2608 plus fulvestrant has completed dose escalation; RP2Ds have been identified based on safety, PK, PD, and anti-tumor e For the RLY-2608 combination and triplet arms, patients must have previous treatment with <1 chemotherapy, 21 CDK4/6 inhibitor,
activity, and are being investigated in the combination regimens and 21 anti-estrogen therapy, and no prior treatment with PI3Ka, AKT, or mTOR inhibitors*

e No Type 1 or Type 2 diabetes requiring antihyperglycemic medication, or fasting plasma glucose 2140 mg/dL and HbAlc 27.0%

*Except Part 2 RLY-2608 + fulvestrant combination group intolerant to PI3Ka inhibitors.

Figure 2. RLY-2608 leads to tumor growth inhibition in HR+ BC mouse xenograft models with PIK3CA kinase and
helical mutations while maintaining glucose homeostasis

ENROLLMENT

e s - - - * The target enroliment for RLY-2608 is 400 patients. Recruitment is ongoing in 24 study centers in the USA and Europe
Tumor regression in PI3Ka mouse BC models Minimal perturbation of insulin levels - . sl e g ks 4 i
e Study enroliment began in December 2021 and is ongoing in all study arms
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