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In this issue of Haematologica, Zhang et al. present a
multicenter retrospective analysis entitled “Optimizing
olverembatinib dose in chronic phase chronic myeloid
leukemia”, which evaluates different starting doses of
olverembatinib in patients with chronic-phase chronic
myeloid leukemia (CML) in whom prior tyrosine kinase
inhibitor (TKI) therapy had failed. The study compares two
dosing strategies: 30 mg every other day (QOD) versus 40
mg QOD." Olverembatinib, a third-generation BCR-ABLI1
inhibitor with potent activity against the T315] mutation
and compound mutations, has been approved in China at
a 40 mg QOD schedule based on earlier phase I/l data.?
However, the real-world evidence presented by Zhang et
al. invites critical reflection, suggesting that an approach
starting with a lower dose might achieve similar effica-
cy with improved tolerability, ultimately refining dosing
paradigms in CML management.

The study enrolled 282 patients across 36 Chinese centers,
pooling data from clinical trials and routine clinical practice.
Baseline characteristics were largely balanced, aside from a
slightly higher proportion of prior TKI responders in the 30
mg QOD group. Propensity score matching was employed
and mitigated this imbalance, strengthening the robust-
ness of the comparative analyses. Nevertheless, inherent
limitations of the retrospective design of the analysis, such
as unmeasured confounding and selection biases, must be
kept in mind when interpreting the findings.

The primary outcomes are provocative: cytogenetic, mo-
lecular, and survival endpoints were comparable between
the two dosing groups. Crucially, patients starting at 30
mg QOD experienced significantly fewer dose reductions
or treatment discontinuations due to adverse events (18%
vs. 38%, P=0.003), and a higher proportion of the patients
maintained their initial dose through follow-up (67% vs.
47%, P=0.009). Notably, despite fewer dose modifications,
the overall adverse event rates remained similar in the
two groups, suggesting that a lower dose mitigates toxicity
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without compromising disease control. Table 1 provides a
summary of the key outcomes.

These findings challenge the prevailing notion that “more
drug equals better outcomes” in CML treatment and align
with broader regulatory shifts, including the U.S. Food and
Drug Administration’s increasing emphasis on optimizing
the minimum effective dose to enhance long-term safety.’
They support a prevailing concept of a biologically optimal
dose in CML practice.*® In CML, for which therapy often
spans decades, striking the right balance between effica-
cy and tolerability is paramount. The real-world dataset
presented by Zhang et al. underscores the importance of
questioning fixed-dose assumptions that have historically
guided TKI therapy.

The analogy with the OPTIC trial for ponatinib is instructive.
OPTIC implemented a response-adapted dosing strategy, ini-
tiating therapy at 45 mg daily and reducing it to 15 mg upon
achieving BCR::ABLTS £1%.° This approach preserved efficacy
while significantly reducing vascular toxicity — a paradigm
shift in TKI management. Whether a similar response-adapted
strategy could be safely applied to olverembatinib remains
an open question, particularly given the uncertainty sur-
rounding the reversibility of its adverse events.

The pharmacokinetic data reported by Zhang et al. bolster
the biological plausibility of lower dosing of olverembati-
nib. Patients in the 30 mg QOD cohort had lower plasma
concentrations (before dose [C,] and 6 hours after dosing
[Cs)), yet these remained within the presumed therapeutic
window. However, extrapolating from pharmacokinetic pa-
rameters to long-term outcomes demands caution. Chronic
CML therapy introduces complex variables — adherence
patterns, shifts in pharmacodynamics over time, clonal
evolution — that pharmacokinetic snapshots cannot fully
predict. Longer follow-up is essential to ascertain the du-
rability of responses and the potential emergence of late
toxicities at lower exposure levels.

Clinical experience already underscores the importance of
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Table 1. Comparative summary of clinical outcomes for olverembatinib 30 mg QOD versus 40 mg QOD in the propensity score

matched population.

Outcomes 30 mg QOD 40 mg QOD P Favors
Molecular response at 12 months, % of patients
MMR 36 42 0.49
Equal
MR4 22 25 0.28
Cytogenetic response at 12 months, % of patients
MCyR 67 69 0.89
Equal
CCyR 56 61 0.80
Overall survival at 12 months, % of patients 95 92 0.60 Equal
Doge reduction/discontinuation due to TRAE, % of 18 38 0.003 30 mg
patients QOD
Maintained initial dose, % of patients 67 47 0.009 380?

QOD: every other day; MMR: major molecular response; MR4: four-log reduction in molecular BCR:ABLT; MCyR: major cytogenetic
response; CCyR: complete cytogenetic response; TRAE: treatment-related adverse events.

flexible TKI dosing.” Dose modifications are common across
frontline and later-line settings, whether with dasatinib,
bosutinib, or ponatinib, often balancing toxicity management
with disease control.2" In this light, starting olverembatinib
at a lower dose with the flexibility to escalate based on
suboptimal response is both logical and consistent with
real-world practice patterns.

Yet, important limitations temper the generalizability of
the findings. The cohort was relatively young and ethnical-
ly homogeneous, and the retrospective design inherently
carries the risk of residual confounding despite statistical
adjustments. Moreover, the median follow-up of approxi-
mately 25-28 months may not fully capture late-emerging
adverse events or resistance patterns, especially in a dis-
ease in which therapeutic horizons are measured in years.
Prospective, randomized trials are needed to definitively
validate adaptive dosing approaches with olverembatinib.
Encouragingly, forthcoming studies aiming to start at 30
mg QOD with escalation for non-responders are already in
planning, and their outcomes will be critical to informing
clinical guidelines.

Ultimately, Zhang et al. contribute to an evolving con-
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versation: that in the management of CML, precision and
individualization — rather than intensity — may yield better
long-term outcomes. Their study adds to the growing evi-
dence that fixed-dose, maximum-tolerated strategies may
be suboptimal in a chronic disease in which maintaining
patients’ quality of life and adherence is as important as
achieving deep molecular responses.

In conclusion, the data presented by Zhang et al. suggest
that a 30 mg QOD starting dose of olverembatinib may offer
comparable efficacy to the approved 40 mg QOD sched-
ule. Whether these findings will catalyze a shift in clinical
practice remains to be seen, but the foundation for a more
nuanced, patient-centered approach to olverembatinib
dosing is firmly laid.
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