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A recent PNAS article has come to the attention of this reviewer that may deserve
consideration by the authors. The article reports the results of nanoBRET experiments in
HEK293T cells to measure the dissociation of imatinib from wild-type Abl fused with
NanoLuc luciferase in vivo. The half-life time of the complex was determined to be about
20 min. (Lyczek et al., 2021), in agreement with the slow exchange regime indicated by
the NMR experiments of the present article. Interestingly, some of the imatinib resistance
mutants showed practically unchanged ICsy values, but their dissociation rates were
increased, suggesting that the more rapid decrease of inhibition can lead to lesser efficacy
in patients despite nominally unchanged dosage.
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