A Novel BCR-ABL1 I1502T Mutation Associated with Acquired Asciminib
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INTRODUCTION CASE REPORT A. Treatment Timeline
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Figure 1. 32D cell line expressing the novel mutation BCR-ABL1-I502T induced T Pamela J. Sung, MD, PhD
resistance to asciminib drug in invitro condition. A) Immunoblot of parental 32D cells Table 1. IC50 concentration of asciminib, dasatinib and ponatinib for Figure 2. BCR-ABL1-I502T escapes apoptosis and maintains canonical signaling with asciminib treatment. A) Flow cytometry
and 32D cells expressing BCR-ABL1-WT and mutations (T3151, A337V, F497L and 32D-BCR-ABL1-WT and mutant cells T3151, A337V, F497L and 1502T. for Annexin V of 32D-BCR-ABL1-WT and mutant cells (T3151, A337V, F497L and 1502T) treated with either DMSO, asciminib, or Pamela.sung@roswellpark.org
[502T) for basal signaling pathway expression. Blots were probed with STATS, pSTATS, ponatinib for 48 h. The data represents three independent experiments with mean £ SD. * P<0.05, ** P<0.01, *** P<(0.001, **** Rahul Thakur, MD
ERK, pERK, S6 and pS6. TBP was used as an internal loading control. B) Cell viability P<0.0001. B) Immunoblot of cells treated as above. The blots were probed with STATS, pSTATS, ERK, pERK, S6 and pS6. TBP was
assay in 32D-BCR-ABL1 WT and mutant cell lines (T315I, A337V, F497L and 1502T) used as an internal loading control. C) Flow cytometry for competitive clonal selection assay. BCR-ABL1-WT (GFP), BCR-ABLI- Rahul.thaku r@ roswellpark.or_q
treated with asciminib, dasatinib and ponatinib 48 h. The data represents three F497L (BUV395 stained), and BCR-ABLI1-1502T (APC stained) were co-cultured and treated with asciminib or ponatinib for 48hrs. Twitter/X-rahul2u '

independent experiments with mean+SD. After treatment, the were analyzed by flow cytometry for comparison of clonal outgrowth.
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