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Background

Olverembatinib, a novel, potent BCR::ABL1 tyrosine kinase inhibitor (TKI), shows strong antitumor activity in pts with CML
and Ph + ALL. Here, we report on the safety, ef�cacy, and pharmacokinetic (PK) pro�les of olverembatinib in pts with CML (all
phases) and Ph + ALL outside of China, particularly in pts previously treated with ponatinib and/or asciminib.
Methods

Olverembatinib was administered orally once every other day (QOD) in continuous 28-day cycles. In the monotherapy cohort,
pts were enrolled after treatment failure on at least 2 prior TKIs and randomized to olverembatinib QOD 30, 40, or 50 mg. In
the combination cohort, pts with Ph + B-cell precursor (BCP) ALL or lymphoid CML-BP (CML-LBP) resistant to at least 1 TKI
were enrolled and received olverembatinib (30 or 40 mg) QOD in combination with blinatumomab.
Results

As of June 30, 2023, 76 pts were enrolled, including 57 with CML-CP and 19 with advanced Ph + leukemia. The median (range)
age was 54.5 (21-80) years, and 56.6% of pts were male. In all, 11 (14.5%), 23 (30.3%), and 39 (51.3%) pts had received 2, 3, and
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≥ 4 prior TKIs, respectively. A total of 52.6% of pts were previously treated with ponatinib, of whom 67.5% were resistant and
25.0% intolerant to the drug, and 7.5% experienced treatment failure for other reasons. A total of 27.6% of pts were previously
treated with asciminib, of whom 71.4% were resistant and 19.1% intolerant to the agent, and 9.5% experienced treatment
failure for other reasons. At baseline, 32% of pts had T315I mutations, 38% hypertension, and 17.1% other cardiovascular
comorbidities. Median (range) treatment duration was 24.1 (0-134) weeks, and PK pro�les were similar to historical PK data
on Chinese pts. Twelve pts with CML-CP and 7 with advanced Ph + leukemia discontinued treatment: 4 because of AEs, 7
disease progression, and 8 other reasons. A total of 54 of 65 (83.1%) pts who received≥ 1 dose of olverembatinib experienced
any-grade TRAEs. Grade ≥ 3 AEs occurring in ≥ 3 pts (≥ 4.6% incidence) included thrombocytopenia (17%); neutropenia
(13.8%); elevated blood creatine phosphokinase (13.8%); leukopenia (7.7%); and anemia and elevated lipase (4.6% each). Ten
(15.4%) pts experienced olverembatinib treatment-related serious AEs, of which each were experienced by 1 (1.5%) pt. Two
(3.1%) pts discontinued the study because of TRAEs. No TRAE-associated deaths were reported. Olverembatinib showed
sustained antileukemic activity in pts with CML and Ph + ALL (Table 1). Among 50 ef�cacy-evaluable pts with CML-CP, the
rate of complete cytogenetic response (CCyR) was 57% (25/44) and major molecular response (MMR) 43% (21/49). Ef�cacy
improved over time; the MMR rate in pts with CML-CP treated for 6 months was 66% and 88% in pts treated for 12 months.
Among pts whose disease failed ≥ 4 prior TKIs, CCyR and MMR rates were 57% (13/23) and 42% (11/26), respectively. In
pts with CML-CP harboring the T315I mutation, rates of CCyR and MMR were 60% (9/15) and 44% (7/16), respectively, and
55% (16/29) and 42% (14/33) in pts without the T315I mutation. Among evaluable ponatinib-failed pts, 8/15 (53%) achieved
CCyR and 6/16 (38%) MMR. Among pts who failed asciminib therapy, 3/7 (43%) achieved CCyR and 3/8 (38%) MMR. Of 8 pts
with CML-CP who had prior exposure to both ponatinib and asciminib, 2 (25%) achieved MMR. At 24 months, PFS was 75%
(95% CI, 56.1-86.7) and OS was 97.6% (95% CI, 90.8-99.4). Thirteen pts with advanced Ph + leukemia were ef�cacy-evaluable,
of whom 3 (23%) achieved MMR; only 1 of 3 pts with the T315I mutation achieved MMR; the other 2 were also resistant to
ponatinib treatment. The median (95% CI) PFS of ef�cacy-evaluable pts with advanced leukemia was 12.7 (4-19.5) months. In
the combination cohort, 2 pts with Ph + BCP ALL received olverembatinib 30 mg QOD with blinatumomab; both achieved
CCyR and 1 achieved a negative MRD status after 1 treatment cycle.
Conclusions

Olverembatinib alone or combined with blinatumomab was ef�cacious and well tolerated in pts with heavily pretreated CML
or Ph + ALL . Olverembatinib monotherapy was potent in pts who were either resistant or intolerant to ponatinib and/or
asciminib, regardless of T315I mutation status. Olverembatinib may provide an effective new treatment option for pts after
failure of 2 or more TKIs. Internal study identi�er: HQP1351-CU101. Clinicaltrials.gov identi�er: NCT04260022.
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