
CORRESPONDENCE
Letter re: The prognostic and predictive value of
the luminal-like subtype in hormone receptor-
positive breast cancer: an analysis of the DATA trial
We read with great interest the recently published article
by Tjan-Heijnen et al., titled ‘The prognostic and predictive
value of the luminal-like subtype in hormone receptor-
positive breast cancer: an analysis of the DATA trial’, in
ESMO Open.1 The study provides valuable insights into the
prognostic and predictive implications of luminal A-like and
luminal B-like subtypes in the context of extended endo-
crine therapy. However, we propose an alternative inter-
pretation of these findings, suggesting that the lack of
benefit observed with extended anastrozole therapy in
luminal B-like tumors may stem from a suboptimal initial
endocrine therapy sequence rather than a true limitation of
aromatase inhibitor (AI) therapy itself.

A critical factor in this analysis is that all patients in the
DATA trial had received 2-3 years of tamoxifen before
switching to an AI. Although a common approach histori-
cally, this sequence may be suboptimal for luminal B-like
tumors, which are characterized by high proliferative ac-
tivity (Ki-67 �14%) and lower progesterone receptor
expression, both indicative of reduced endocrine sensi-
tivity.2 Given that the highest risk of recurrence in luminal B
occurs within the first 5 years of diagnosis, this period
represents a crucial therapeutic window.3

Retrospective analyses have suggested that initiating AI
therapy upfront, rather than following tamoxifen, is asso-
ciated with superior long-term outcomes in post-
menopausal patients.4 Furthermore, the well-documented
carry-over effect of tamoxifen suggests that its benefits
extend beyond the treatment period, potentially altering its
utility in long-term endocrine sequencing.5

Prolonged AI therapy, although highly effective in early
suppression, may contribute to the selection of ESR1-
mutant subclones, reducing its efficacy over time. By
contrast, a carefully timed transition from AI to tamoxifen
might provide sustained tumor suppression while also
mitigating AI-associated adverse effects, particularly osteo-
porosis and cardiovascular risks.

The findings of the DATA trial, therefore, may not signify
a failure of extended AI therapy in luminal B-like disease but
rather highlight the need to refine endocrine sequencing
strategies to maximize benefit in this high-risk group. Future
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trials should directly compare AI-first versus tamoxifen-first
approaches to determine the optimal treatment pathway
for luminal B-like breast cancer.

We appreciate the opportunity to engage in this discus-
sion and commend the authors for their significant contri-
butions to the ongoing refinement of endocrine therapy in
breast cancer.
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