Mass Balance and Metabolic Profile of Zovegalisib in Male Healthy Subjects
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INTRODUCTION RESULTS

e Zovegalisib (RLY-2608) is an allosteric, pan-mutant-selective inhibitor that targets mutant forms of
phosphatidylinositol 3-kinase alpha (PI3Ka) while sparing wild type

* Metabolic profiles of [14C]-zovegalisib in pooled feces samples were generated by LC fractionation
followed by MicroBeta?2 analysis (Figure 3B)
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Figure 4. Mean (+SD) Plasma Concentration Time Profiles of
Zovegalisib and Enantiomer RTX-4075

Table 1. Participant Demographics and Baseline

Characteristics * Following a single oral dose of

600 mg, zovegalisib was absorbed
rapidly, with a median (range) t

* 8 healthy male
participants were
enrolled and completed
the study

* Relay Therapeutics is developing zovegalisib for the treatment of HR+/HER2- breast cancer and
vascular anomalies with PIK3CA mutation

— Unchanged [**C]-zovegalisib was identified as the only major radioactive component, accounting for
91.6% of the administered dose, indicating no major metabolite of zovegalisib in excreta following a
single oral dose of 600 mg
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* This study was conducted to assess the mass balance, metabolic profiles, pharmacokinetics (PK),
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[14C]-RLY-2608 to Healthy Male Participants

— The primary objective was to determine the mass balance of zovegalisib
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— The secondary objectives were to determine the metabolic profiles and chemical structures of
metabolites and PK of zovegalisib, and to assess the safety and tolerability of a single oral dose of
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indicating no circulating major metabolite of zovegalisib following a single oral
dosing of 600 mg

* The LC method used for profiling was an achiral method, thus the measured

radioactivity of zovegalisib peak represented both zovegalisib and its coeluting
enantiomer RTX-4075 (Figure 4)
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AE, adverse event; AMS, accelerator mass spectrometry; AUC, area under the curve; AUC,.,, area under the curve from 0 to infinity; AUCg s, AUC from O to the and may not be
last measured time point; CL/F, oral clearance; C,,.,, maximum concentration; CV, coefficient of variation; HER2, human epidermal growth factor receptor 2; reproduced without
HR, hormone receptor; LC, liquid chromatography; LC-HRMS, LC-high resolution mass spectrometry; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase written permission I| n s
catalytic subunit alpha; PK, pharmacokinetic; SR, cumulative shear rate; t,,, half-life; T,,,, time to maximum concentration; TEAE, treatment-emergent AE; of the authors.

TRA, total radioactivity; V,/F, volume of distribution during terminal phase.

Radnor, PA)

— Safety and tolerability were assessed based on adverse events (AEs), as graded according to
the National Cancer Institute Common Terminology Criteria for Adverse Events version 5.0,
clinical laboratory results, vital sighs, and physical examination

Note: Because an achiral LC method was used, the zovegalisib signal corresponds to coeluting zovegalisib and its enantiomer RTX-4075.
aRetention time from analysis of a representative plasma sample. PRetention time from analysis of a representative feces sample.
LC, liguid chromatography; LC-HRMS, LC-high resolution mass spectrometry.




