A Phase 1, Open-Label, Dose-Escalation Study of PRT1419, a Selective Induced MCL-1 Inhibitor,
In Patients With Advanced/Metastatic Solid Tumors
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with advanced/metastatic solid tumors (NCTO4837677; Figure 2). Duration of study follow-up (weeks)
» Patients initially received a 30-min infusion for the 20 and 40 mg/m? dose levels followed I T T 1 Pharmacodynamics/Pharmacokinetics

by a 60-min infusion for the 80 and 120 mg/m? dose levels.

PRT1419 PRT1419 PRT1419 PRT1419 » Activation of BAX (Figure 4) and cleaved caspase 3 (data not shown) in peripheral blood C I -
» Escalation occurred upon review of at least 3 patients safety data from Cycle 1 (28 days). 20 "}?‘;'2; Qw 40 "}g’;z; Qw 80 r?.?:’T;)QW 120 "(“ﬂ';z Qw T°ta'(l;<;l;‘é;a“°" monocytes was observed at 80 mg/m? QW and 120 mg/m? QW. OoNnciusions
» PRT1419 dose increase was permitted up to 100% of the preceding dose for the first 3 » At Week 3, mean clearance was 12.6 L/h and mean half-life was 2.5 hours; no PRT1419

Discontinued Discontinued
PRT1419, n=13 PRT1419, n=3 PRT1419, n=24 (92.3%)
» Death due to » PD, n=3 > AE, n=1 (4.2%)
disease, n=1 » Death due to disease,
» Physician’s n=2 (8.3%)
decision, n=1 » Physician’s decision,
» PD, n=8 n=1(4.2%)

Discontinued Discontinued

PRT1419, n=4

Discontinued
PRT1419, n=4
» PD, n=3 » AE, n=1
» Patient withdrawal, | » Death due to
n=1 disease, n=1
» PD, n=2

3 dose escalations or until the initial dose-limiting toxicity (DLT), whichever occurred first;
any escalations after this point were limited to a 50% increase from the preceding dose.

accumulation was seen with QW dosing (Figure 5). » PRT1419 demonstrated acceptable safety and tolerability in patients with advanced/

metastatic solid tumors, with the most common TRAEs of nausea, and vomiting,
and diarrhea.

— Neutropenia was deemed to be dose related.
— No cardiac toxicity was observed.

Efficacy

» Schedule, dose level, and infusion time for subsequent escalation was based _ _ . _ _
on pharmacokinetic and pharmacodynamic data from the preceding dose levels. > Stable disease was the best response observed in 6 (23.1%) patients (Figure 6).
» Tumor shrinkage was seen in 1 patient with melanoma (a 10% reduction) and 1 patient

» The primary endpoints of this analysis were to identify DLTs and to establish the _ _ _ Y _
with lung cancer (a 4% reduction) but did not meet the criteria for partial response (PR).

maximum tolerated dose and RP2D of PRT14109.

» Secondary endpoints included evaluation of the safety, efficacy (per Response Evaluation
Criteria in Solid Tumors v1.1), pharmacokinetic profile, and pharmacodynamic markers of
PRT1419.

» The safety and efficacy analysis population included all patients who received at least
1 dose of PRT1419.

» All data are reported as descriptive analyses.

» Missing/other, n=3 » PD, n=16 (66.7%)
Withdrawal by patient,
n=1 (4.2%)
Missing/other, n=3
(11.5%)

Pharmacokinetics/pharmacodynamics and safety data in the 80 mg/m? QW PRT1419
dose cohort support further evaluation of this dose in future studies.

Induction of activated-BAX and cleaved caspase-3 was observed at 80 and 120 mg/m?
QW PRT1419, suggesting successful MCL-1 inhibition.

No tumor reductions met response criteria.

Further investigation of PRT1419 in patients with hematologic malignancy is ongoing
(NCT05107856).
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Primary reasons for discontinuation are presented. AE, adverse event.
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