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Background: Ponatinib and blinatumomab both produce high rates of molecular remission in Philadelphia
chromosome-positive (Ph+) acute lymphoblastic leukemia (ALL). The combination of these two agents may lead to
deep and durable responses, thereby reducing the need for allogeneic hematopoietic stem cell transplant (HSCT).

Aims: We evaluated the efficacy and safety of a chemotherapy-free combination of blinatumomab and ponatinib
in patients with newly diagnosed (ND) or relapsed/refractory (R/R) Ph+ ALL. For patients with ND Ph+ ALL, the
primary endpoint was the complete molecular response (CMR) rate, defined as absence of a quantifiable PCR
transcript for BCR-ABL 1. For patients with R/R Ph+ ALL, the primary endpoint was the overall response rate
(defined as the composite of CR/CRi). Secondary endpoints included safety measures, event-free survival (EFS) and
overall survival (OS).

Methods: This is a single-arm phase 2 study in adults with ND or R/R Ph+ ALL. Patients were required to have a
performance status of <2, total bilirubin <2x the upper limit of normal (ULN), and alanine aminotransferase and
aspartate aminotransferase <3x the ULN. Patients with uncontrolled cardiovascular disease or clinically significant
central nervous system comorbidities were excluded. Patients received up to 5 cycles of blinatumomab as a
continuous infusion at standard doses. Ponatinib 30mg daily was given during cycle 1. Ponatinib was decreased to
15mg daily once CMR was achieved. After completion of blinatumomab, ponatinib was continued for at least 5
years in responding patients. Twelve doses of prophylactic intrathecal chemotherapy were administered.

Results: Between February 2018 and February 2021, 28 patients were treated (19 ND and 9 R/R). The median age
for the entire cohort was 59 years (range, 25-83 years); 62 years (range, 34-83 years) and 36 years (range, 25-61
years) in the ND and R/R cohorts, respectively. BCR-ABL 1 transcripts were p190 in 69% of patients in the ND
cohort and 100% in the R/R cohort. 44% of patients in the R/R cohort were in salvage 2 or beyond. Overall, 95% of
patients responded; the CR/CRi rate was 100% in the ND cohort and 88% in the R/R cohort. No early death within 4
weeks were observed. 86% of responding patients achieved CMR (87% in the ND cohort and 86% in the R/R
cohort). The median time to CMR was 1 month (range, 1-13 months). None of the patients in the ND cohort
underwent HSCT; 4 patients (44%) in the R/R cohort underwent subsequent HSCT. With a median follow-up of 14
months, the estimated 1-year OS rate was 94% and the EFS rate was 81% for the entire study cohort. In the ND
cohort, no patients have relapsed or died, and the 1-year OS and EFS rates were both 100%. In the R/R cohort, 1-
year OS and EFS rates were 88% and 55%, respectively. The treatment was well-tolerated, and most side effects
were grade 1-2. No patient has discontinued ponatinib due to toxicity. One patient discontinued blinatumomab
due to recurrent grade 2 tremor.

Summary/Conclusion: The chemotherapy-free combination of ponatinib and blinatumomab shows encouraging
safety and efficacy in Ph+ ALL, with high rates of CMR and durable remissions, particularly when used in the
frontline setting. All ND patients remain in remission without HSCT, suggesting that this regimen may obviate the
need for HSCT in this setting.

Copyright Information: (Online) ISSN: 2572-9241

© 2021 the Author(s). Published by Wolters Kluwer Health, Inc. on behalf of the European Hematology Association. This is an open access
Abstract Book distributed under the Attribution-NonCommercial-NoDerivs (CC BY-NC-ND) which allows third parties to download the articles and
share them with others as long as they credit the author and the Abstract Book, but they cannot change the content in any way or use them
commercially.



Abstract Book Citations: Authors, Title, HemaSphere, 2021;5:(S2):pages. Abstract Book, DOI:
http://dx.doi.org/10.1097/HS9.0000000000000566

Disclaimer: Articles published in the journal HemaSphere exclusively reflect the opinions of the authors. The authors are responsible for all
content in their abstracts including accuracy of the facts, statements, citing resources, etc.

EHA2021 Virtual
JUNE 9-17 2021

POWERED BY M-ANAGE.COM
A


http://dx.doi.org/10.1097/HS9.0000000000000566

	S113 INTERIM RESULTS OF A PHASE II STUDY OF BLINATUMOMAB PLUS PONATINIB FOR PHILADELPHIA CHROMOSOME-POSITIVE ACUTE LYMPHOBLASTIC LEUKEMIA

