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Response to the letter Re: Comparative overall @
survival of CDK4/6 inhibitors plus an aromatase

inhibitor in HR+ /HER2 — metastatic breast

cancer in the US real-world setting

Camoz et al. provided comments on our recently published
article ‘Comparative overall survival of CDK4/6 inhibitors plus
an aromatase inhibitor in HR+/HER2— metastatic breast can-
cer in the US real-world setting’." We appreciate their feedback
and have responded to their comments in detail below.

Camoz et al. commented that data on the presence of
visceral crisis (or imminent organ failure) were not reported
in our study. No data about visceral crisis are available in the
dataset used for P-VERIFY. According to National Compre-
hensive Cancer Network guidelines, the combination of a
cyclin-dependent kinase 4/6 inhibitor (CDK4/6i) plus an
aromatase inhibitor (Al) is not a preferred treatment for
patients with hormone receptor-positive/human epidermal
growth factor receptor 2-negative (HR+/HER2—) metastatic
breast cancer (mBC) with visceral crisis’; therefore, our study
likely had a small number of these patients or none at all. In
our primary analysis, other baseline demographic and clinical
characteristics including Eastern Cooperative Oncology
Group (ECOG) performance status and lung/liver involve-
ment were balanced using stabilized inverse probability of
treatment weighting (sIPTW), and thus, visceral crisis might
have been balanced as well if a small number of patients with
visceral crisis were included in the study population.
Furthermore, the consistency of overall survival (OS) results
(adjusted hazard ratios 0.94-1.00; P > 0.05) across the pri-
mary sIPTW analysis, the sensitivity analysis using a multi-
variable regression model, and the subanalysis of patients
who started treatment in 2017 or later is reassuring.

In addition, Camoz et al. noted that there were numerically
more premenopausal patients in the ribociclib arm. The higher
proportion of premenopausal patients in the ribociclib group
versus the palbociclib and abemaciclib groups in our study likely
reflects the timing of Food and Drug Administration (FDA) ap-
provals for this patient subset: ribociclib plus Al was approved
for premenopausal patients in 2018, followed by palbociclib
plus Al in 2022 and abemaciclib plus Al in 2023. Nonetheless,
menopausal status was well balanced in our study after sIPTW.

As Camoz et al. noted, it is important to evaluate other
outcomes of interest such as PFS1, PFS2, biomarkers, and
subsequent treatment patterns. Since our publication,
Flatiron Health has added real-world progression-free
survival (rwPFS) as a variable in the dataset used for
P-VERIFY. Using updated data, we found no significant dif-
ferences in rwPFS between CDK4/6i treatment groups and
have submitted these findings for publication. Further
analyses for biomarkers, subsequent treatments, and
rwPFS2 will be carried out when the data are available.
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Camoz et al. mentioned a few other variables of interest
for additional subgroup analysis. All subgroup analyses were
exploratory and hypothesis-generating by nature. None-
theless, we agree that the variables suggested by Camoz
et al. should be assessed further in future studies.

Camoz et al. commented on the differences in median
follow-up times among the three CDK4/6i treatment
groups. In the Discussion section, we described the limita-
tion of short follow-up for the ribociclib and abemaciclib
groups (median of 16.2 and 21.4 months, respectively)
relative to the palbociclib group (33.0 months). Because of
the small number of patients at risk after month 30 in the
ribociclib and abemaciclib groups, OS point estimates
(including the median) and Kaplan—Meier curves beyond
this time point were not stable or reliable for these
groups.>* These caveats highlight the importance of the
hazard ratio in a time-to-event comparative analysis, which
is the statistic used by the FDA for regulatory evaluation of
relative efficacy between treatments. Further reflecting
these limitations, we indicated that future research is
needed and concluded that our findings suggest no signif-
icant OS differences between first-line ribociclib, abemaci-
clib, or palbociclib in combination with an Al for patients
with HR+/HER2— mBC in routine clinical practice in the
United States.

Camoz et al. noted that the study used only US data and
thus the findings may not be generalizable to all
populations for whom CDK4/6is are used. In the section on
study limitations, we pointed out that results may not be
generalizable to patient populations that were not
represented in the Flatiron Health database.

A valid concern was raised by Camoz et al. regarding
potential selection bias in our study. We would like to clarify
that all patients in the Flatiron dataset who met the
inclusion and exclusion criteria were included in our anal-
ysis. As part of our study limitations, we acknowledged the
possibility of treatment selection bias and the risk of inac-
curate or incomplete data capture—both of which are
inherent challenges in retrospective database analyses.

To address potential confounding due to treatment selection
bias, we used well-established statistical methods to balance
baseline patient characteristics. Following sIPTW, all measured
confounders were well balanced. However, we recognize that
sIPTW cannot account for unmeasured confounders within our
dataset, such as endocrine sensitivity, prior adjuvant therapies,
and subsequent lines of treatment. Importantly, results from
the multivariable Cox regression sensitivity analysis were
consistent with those from the primary analysis.

We appreciate the thoughtful comments from Camoz et
al. and their interest in our work. Although there are some
inherent limitations of real-world data as highlighted above,
real-world data have been increasingly recognized as an
important source to expand upon and complement data
from randomized controlled trials for clinical decision
making.” This study leveraged the Flatiron Health database,


http://crossmark.crossref.org/dialog/?doi=10.1016/j.esmoop.2025.105297&domain=pdf

a nationwide deidentified longitudinal database derived
from electronic health records of patients treated in routine
clinical practice in the United States. Our study, derived
from this data source, represents the largest real-world
comparative effectiveness study to date evaluating OS in
patients receiving CDK4/6i plus Al treatment (N = 9146).
We hope that the findings from this large real-world study
and rigorous statistical analyses offer meaningful insights
into the comparative OS of CDK4/6is. While further research
is warranted, our results suggest no significant differences
in OS among first-line ribociclib, abemaciclib, or palbociclib
when used in combination with an Al in patients with HR+/
HER2— mBC. This real-world OS finding should be consid-
ered along with other factors such as PFS, safety, and
quality of life in the selection of CDK4/6i combination
therapy for patients with HR+/HER2— mBC.
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