Event-free survival and safety with ponatinib in patients with chronic-phase chronic myeloid leukemia: "'
5-year follow-up of OPTIC
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Safety

« Median dose intensity was 16.6 mg/day overall and was 27.7, 23.5, and 14.7 mg/day in the
45-mg, 30-mg, and 15-mg cohorts, respectively

Background

Key results

EFS by dosing cohort

Ponatinib, a BCR::ABL1 tyrosine kinase inhibitor (TKI), potently inhibits BCR::ABL1 and clinically
relevant single mutations, including T31517:2

« Grade 3/4 treatment-emergent AEs (TEAES; in 68% of patients overall) and treatment
discontinuation due to AEs (in 21% of patients overall) were similar across cohorts (Table 2)

In the primary analysis of the Phase 2 OPTIC trial (NCT02467270) evaluating 3 ponatinib dosing
strategies in patients with chronic-phase chronic myeloid leukemia (CP-CML), optimal benefit:risk
occurred with a ponatinib starting dose of 45 mg once daily with dose reduction to 15 mg once

« Exposure-adjusted Grade 3/4 TEAE rates per 100 PY were comparable across cohorts (Table 2)

« Exposure-adjusted arterial occlusive event (AOE) rates per 100 PY were also comparable across

daily on achievement of <1% BCR::ABL1'S; this regimen was subsequently approved in the 1.0 Median EFS. months 5.Year EFS. cohorts (Table 2)
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* Median durations of follow-up in the 45-, 30-, and 15-mg cohorts were 78, 75, and 75 months,
respectively
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aBased on the safety population, defined as all patients who received at least 1 dose of the study drug

bSanger sequencing was used for mutation testing. Five patients (45 mg, n=2; 30 mg, n=1; 15 mg, n=2) did not have mutation testing performed at baseline.

ECOG, Eastern Cooperative Oncology Group; PS, performance status
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ponatinib and further support the clinical rationale for optimized response-based
dosing with a 45-mg starting dose in patients with CP-CML
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