Achieving early cytogenic or molecular landmark response is predictive of outcomes In heavily pretreated patients
with chronic-phase chronic myeloid leukemia treated with ponatinib in the phase 2 PACE trial: 5-year data
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* We performed a post hoc analysis of patients with CP-CML in the PACE trial with landmark cytogenetic « Patients with molecular response of MMR at 3 months achieved deeper cumulative responses (MR4.5) at any time at significantly higher rates than nonresponders (Figure 3B) No MCyR 97 64 44 25 14 4 0 NoCCyR 110 79 54 30 19 6 0
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Time to response correlated with |0ng-term o 30 7 < g 30 7] a Patients who discontinued were followed approximately every 12 weeks for survival; patients without an event at the time of the analysis were censored at last contact
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. CCyR at study entry CP-CML with response PFS S0 LR i —— Table 2: Summary of Kaplan-Meier—estimated 4-year PFS and 4-year OS by molecular
+ Active CNS disease T315| mutation PFS OS 104 - >1%-10% 10 - and cytogenetic response at 3, 6, and 12 months
- Significant or active (n=64) 0S Depth of response 1 >10% P= 0010 ’_,J—'_‘ <0001 PFS 0S
CV disease Safety and — MR4.5 (BCR::ABL1*® 0 | | i i I — 0 I : I — I : l Landmark response
tolerability <0.0032%) 0 12 24 36 48 60 72 0 12 24 36 48 60 79 n 4-yr rate, % n 4-yr rate, %

3-month molecular, % BCR::ABL1S
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BCR::ABLT"® status at baseline, n (%) -  Among landmark evaluable patients, 34% received 2 prior 29% VMR « In this heavily pretreated CP-CML population, achieving cytogenetic and molecular responses at
>10% 159 (80) 18 (55) 177 (76) TKls and 61% received 23 prior TKls (<0.1% BCR::ABL1'S) 3 and 6 months was associated with improved long-term PFS and OS
>1%-10% 37 (19) 14 (42) 51 (22) « Patients with MMR at 3 months had numerically higher « Deeper molecular response at 3 months correlated with increased likelihood of achieving MR4.5 at
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Mutation status, n (%) « Patients with cytogenetic responses of MCyR or CCyR were ’ « Patients with no response at three months may still have a later response and a favorable long-term
No mutation detected 112 (56) 9 (27) 121 (52) significantly more likely to have improved OS at 4 years outcome and therapy may be continued if there is good tolerance
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a 34 of 267 patients with CP-CML who were evaluable for efficacy in PACE were not evaluable for this analysis ’ Slmllar Improver_nent n _Iong_term OUtcomeS were 3 monthS 6 monthS 12 monthS ¢ The.reSUItS Of th|S retrOSpeCtive ar.]alySiS Conflrm that aChieveme.nt Of early and deep response§1 .
observed for patients with landmark responses at 6 months particularly BCR::ABL1'S £10%, with ponatinib within 12 months improves long-term outcomes in patients
« Among 267 patients with CP-CML, 94% received 22 prior TKls and 61% received 23 prior TKIls (Table 1) and 12 months (Table 2) Landmark time point with heavily pretreated CP-CML
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