First report of PhALLCON: a phase 3 study comparing ponatinib vs imatinib in newly diagnosed Ph+ ALL
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Safety Results

* In the safety-evaluable population, the most common hematological treatment-emergent adverse events (TEAEs) were anemia, thrombocytopenia, and

Compare the efficacy and safety of frontline ponatinib vs imatinib in combination with low-intensity chemotherapy in patients with newly-diagnosed Ph+ ALL?

Objective

» Standard-of-care frontline therapy for Philadelphia chromosome-positive (Ph+) acute lymphocytic leukemia (ALL) is BCR::ABL1 tyrosine kinase inhibitors
(TKls) + chemotherapy or steroids’

neutropenia (Figure 8)

» Cross-trial comparison of low-dose chemotherapy and first- and second-generation BCR::ABL1 TKls reported 12-week complete molecular response * Therate and severity of TEAEs was comparable between arms, including grades 3 and 4 adverse events (Table 4)

(CMR) rates of approximately 14%—-39%.2* Resistance was frequently driven by acquisition of T315I kinase domain mutation*

»  Ponatinib, the only approved pan-BCR::ABL1 inhibitor, is a third-generation TKI designed to potently inhibit BCR::ABL1 with or without any single Figure 2: MRD-negative CR and MRD-negativity

resistance mutation, including T315I° Figure 8: Most common TEAEs

Primary endpoint: MRD-negative (MR4) CR at EOI° MRD-negativity (MR4) at EOI, regardless of CR assessment

* Ponatinib in combination with chemotherapy or immunotherapy improved long-term outcomes®’
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a Patients in the ITT population with BCR::ABL1 dominant variant of p190 or p210 confirmed by central lab. CV, cardiovascular; ECOG, Eastern Cooperative Oncology Group; PS, performance status.
> One patient was randomized to the ponatinib arm and died prior to receiving treatment. ¢ Defined as an increase of
at least 25% in the absolute number of circulating or BM blasts or development of extramedullary disease.

HSCT, hematopoietic stem cell transfer; ITT, intent-to-treat.

TKI, tyrosine kinase inhibitor.

Disclosures

EJ: AbbVie, Adaptive Biotechnologies, Amgen, Bristol Myers Squibb, Genentech, Pfizer, Takeda (research grants and advisory roles); HK: AbbVie, Amgen, ARIAD, BMS, Immunogen, Orsenix, Pfizer, Agios, Takeda, Actinium (honoraria), Pfizer, Amgen, Bristol Myers Squibb, Novartis, ARIAD, Astex Pharmaceuticals, AbbVie, Agios, Cyclacel, Immunogen, Jazz (research funding, all to institution); 1A: Takeda, Amgen, Pfizer, Jazz, Sobi (honoraria), Takeda, Amgen, Pfizer, Jazz, Sobi (consulting or advisory role), Pfizer (speakers’ bureau), AbbVie, Macrogenics (research funding); PM: Takeda, Daiichi Sankyo, and BMS (consulting or advisory role), Servier (speakers’ bureau), AbbVie, Takeda, Daiichi Sankyo, Novartis, Servier (research funding); JL: Nothing to disclose; DGA: Amgen, Janssen, Novartis, Takeda, BMS (consulting
or advisory role), Amgen, Janssen, Novartis, Takeda, Teva, AbbVie, BMS, Roche, Sanofi (speakers’ bureau); MB: Kite, Takeda, Forma, AbbVie, Kura, Ascentage (research funding); CGP: Nothing to disclose; JM: Nothing to disclose; YM: Novartis, Takeda, Daiichi-Sankyo (advisory role), Pfizer, Astellas (consulting), Novartis, Daiichi-Sankyo, Pfizer, Astellas (speakers’ bureau), Ono CMIC, Novartis (research funding); CP: Astellas, AbbVie, Novartis, Incyte, Blueprint, Pfizer, Amgen, GSK, BMS, Stemline (honoraria); VR: Nothing to disclose; PR: Incyte, Pfizer (consulting and research funding), Bristol Myers Squibb, Novartis, Takeda (consulting); PV: AbbVie, Amgen, Blueprint Medicines, Cogent Biosciences, Incyte, CTI BioPharma Corp, Daiichi Sankyo, GlaxoSmithKline, Novartis, Pfizer, Genentech, Servier, Stemline,
MorphoSys (consulting or advisory role), Incyte, CTI BioPharma Corp, Blueprint Medicines (speakers’ bureau), Seattle Genetics, Amgen, Astex Pharmaceuticals, Incyte, Blueprint Medicines, Kartos Therapeutics, Gilead/Forty Seven, Constellation Pharmaceuticals, AbbVie, CTI BioPharma Corp, Takeda (research funding, all to institution); EW: AbbVie, Astellas, BMS, Gilead, GlaxoSmithKline, Janssen, Jazz, Kite, Novartis, NuProbe, Pfizer, PharmaEssentia, Takeda (consulting or advisory role), AbbVie, Astellas, Dava Oncology, Novartis, Kite, Kura Oncology, Pfizer (speakers’ bureau), AbbVie, Gilead (data monitoring committee), Gilead Research Scholars (research committee); MH: Takeda (Employment); NP: Takeda (Employment); AV: Takeda (Employment); BW: Takeda (Employment); TY: Takeda (Employment); JMRS:
Pfizer, AMGEN, Shire, Takeda, Incyte, Novartis (advisory role), AMGEN, Pfizer, Incyte (research support).

References

1. Soverini S, et al. Cancer. 2014;120(7):1002-09.

2. Ottmann OG, et al. Blood. 2018;132(suppl 1):31.

3. Ribera J-M, et al. Br J Haematol. 2012;159(1):78-81.
4. Rousselot P, et al. Blood. 2016;128(6):774-82.

Acknowledgements

We thank all the patients and their families, and the investigators and staff at all clinical sites, for their participation in the PhALLCON study. This study is sponsored by Takeda

6. Jabbour E, et al. Lancet Haematol. 2018;5(12):e618-27. Development Center Americas, Inc. The authors acknowledge Braden Roth, PhD, of Peloton Advantage, LLC, an OPEN Health company, Parsippany, NJ, USA, for medical writing
7. Martinelli G, et al. Blood Adv. 2022;6(6):1742-53. support for the development of this presentation under the direction of the authors, which was funded by Takeda Pharmaceuticals, USA, Inc., and complied with the Good Publication
8. Jabbour E, et al. J Clin Oncol. 2019;37(suppl 15):TPS761. Practice (GPP) guidelines (DeTora LM, et al. Ann Intern Med. 2022;175:1298—1304).

5. O’Hare T, et al. Cancer Cell. 2009;16(5):401-12.

Presented at the Eleventh Annual Meeting of the Society of Hematologic Oncology (SOHO), September 6-9, 2023, Houston, Texas, USA

Email for questions or comments: ejabbour@mdanderson.org




