
Letter to the Editor
Differentiating Between Intentional Versus Unintentional Weight Loss

Re: Martel S, Lambertini M, Agbor-Tarh D,
et al. Body mass index and weight change
in patients with HER2-positive early breast
cancer: exploratory analysis of the ALTTO
BIG 2-06 trial. J Natl Compr Canc Netw
2021;19(2):181–189.

We read with particular interest the article
by Martel et al1 exploring associations
between obesity, weight change, and sur-
vival in patients with HER2-positive early
breast cancer in the ALTTO trial. The
authors main findings were 2-fold: (1) obe-
sity at randomization was associated with
worse distant disease-free survival (DDFS)
and overall survival (OS), and (2) weight
loss $5% at 2 years after randomization
was associated with poorer DFS, DDFS,
and OS. Although the first finding is con-
sistent with previously published meta-
analyses,2 we have concerns regarding the
authors’ discussion of the second result
and believe a more thorough explanation
is warranted to minimize misinterpretations
that could negatively impact clinical
recommendations.

The authors noted that intentional
versus unintentional weight loss would
have been informative for this study, but
was unavailable. We wanted to clarify that
not differentiating between how weight
loss was achieved is a crucial missing data
point that ultimately obscures their conclu-
sion. Weight loss after diagnosis among
patients with breast cancer, induced by
healthy diet and exercise, has favorably
impacted treatment-related adverse
effects, quality of life, body composition
measures, and serum inflammatory and

metabolic biomarkers.3,4 Comparatively,
weight loss potentially from underlying dis-
ease can result in sarcopenia (loss of mus-
cle mass), which is associated with
increased risk of mortality among patients
with early breast cancer.5 It is also impor-
tant to note the significant impact of
weight loss was only observed among pre-
menopausal women, and therefore any
clinical implications these results may have
should be carefully considered in this
context.

Based on their results, the authors
also called for “caution if weight loss trials,
such as the ongoing phase III Breast can-
cer WEight Loss study (BWEL), are to be
conducted in survivors of HER2-positive
breast cancer.” However, because BWEL is
a supervised weight loss intervention, we
do not believe the results by Martel et al1

should be directly extrapolated to BWEL
nor similar lifestyle interventions exploring
the impact of intentional weight loss on
DFS.

We commend the authors for investi-
gating these associations among a lesser
studied breast cancer subtype and agree
that dietary and exercise counseling
should be part of survivorship care pro-
grams. However, we felt it was necessary
to express our concerns about some of the
conclusions, because they may uninten-
tionally impact evidence-based research
promoting weight loss through exercise
and diet for patients with breast cancer
and obesity. We hope future studies can
differentiate how weight loss is achieved
to further clarify these results.
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Letter to the Editor
Lapatinib Confounds Post-Hoc Weight Loss Analysis in the ALTTO Trial

Re: Martel S, Lambertini M, Agbor-Tarh D,
et al. Body mass index and weight change
in patients with HER2-positive early breast
cancer: exploratory analysis of the ALTTO
BIG 2-06 trial. J Natl Compr Canc Netw
2021;19(2):181–189.

In the February 2021 issue of JNCCN,
Martel et al1 reported an exploratory analy-
sis of the ALTTO BIG 2-06 trial in which
baseline body mass index $30 and weight
loss $5.0% were associated with decreased
survival in patients with HER2-positive breast

cancer. The authors conclude that weight
loss recommendations and trials should be
approached cautiously.

These observations add to a growing
literature demonstrating an association
between obesity and increased risk of recur-
rence and mortality in HER2-positive breast
cancer. In a recent meta-analysis, which
included patients treated with trastuzumab,
obesity was associated with worse disease-
free and overall survival in HER2-positive breast
cancer.2 This meta-analysis did not include

information about weight change, but a prior
report from the HERA trial did not show a rela-
tionship between weight change and survival in
individuals treated with trastuzumab.3

So what is driving the relationship
between weight loss and poor outcomes
in this analysis of ALTTO? The toxicity pro-
file of lapatinib presents a unique con-
founder. Specifically, 35% of patients in
the ALTTO trial had grade 3/4 toxicity,
14.7% withdrew due to toxicity, and these
rates were higher in obese participants. The
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rate of all-grade diarrhea was 75%, with 15%
of patients experiencing $7 stools per day
requiring hospitalization.4,5 Thus, weight loss
in obese ALTTO participants may well be a
surrogate indicator of ineffective treatment
due to accentuated toxicity leading to treat-
ment discontinuation. This theory is sup-
ported by 2 observations: (1) the association
between weight loss and worse outcomes
was primarily significant in the lapatinib-alone
arm in ALTTO, and (2) weight loss was not
associated with outcomes in trastuzumab-
treated patients in HERA. Information
from ALTTO regarding the relationships
among weight loss, toxicity, and treatment
discontinuation would be helpful in assessing
this source of potential confounding.

The presence of undiagnosed meta-
static disease or other comorbid condi-
tions can also confound analyses of weight
change and cancer outcomes. In this analy-
sis of ALTTO, the authors acknowledge
that they were unable to discern purposeful
versus involuntary weight loss. Prospective

randomized control trials are needed to
overcome these multiple sources of unavoid-
able confounding.

Should weight loss be approached
cautiously in patients with HER2-positive
breast cancer as the authors suggest?
Given the above considerations, and that
lapatinib is not part of standard adjuvant
treatment, we would not use these post
hoc observational analyses for the basis of
clinical recommendations.
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Authors’ Reply
To the Letters to the Editor by Puklin et al and by Iyengar and Ligibel

Our work published in the February 2021
issue of JNCCN showed that in patients with
HER2-positive early breast cancer, obesity at
baseline is a poor prognostic factor and that
weight loss during treatment and follow-up
negatively impact on clinical outcomes.1

Therefore, dietary counseling should be part
of survivorship care programs.

Puklin et al rightfully raise concerns
regarding the clinical implication of our
surprising finding that weight loss $5% at
2 years after randomization is associated
with poorer breast cancer outcomes. The
presented results of the prognostic impact
of baseline body mass index (BMI) and
weight change in patients with HER2-posi-
tive early breast cancer was unplanned
and exploratory. In this regard, any conclu-
sion should be viewed only as hypothesis-
generating. We agree that not knowing
whether weight loss was intentional versus
unintentional is an additional limitation in
interpreting these findings. However, we
hope that our analysis and this intriguing
finding will raise interest for future studies
to collect this type of information to allow
a better understanding of the relationship

between BMI and outcomes in patients
with breast cancer. As acknowledged in
our discussion, obesity has been associ-
ated with increased mortality and impacts
negatively on health outcomes2,3 and our
findings further support the current recom-
mendations for dietary counseling in
breast cancer survivorship programs.

Additionally, Iyengar and Ligibel pro-
vide a valuable hypothesis explaining the
relationship between weight loss and poor
outcomes in our ALTTO analysis. Indeed, the
association between weight loss and worse
outcomes was primarily significant in preme-
nopausal patients or hormone receptor–
positive tumors and was restricted to the
lapatinib-alone arm in ALTTO, which was pre-
maturely stopped due to futility analysis. We
agree that the adverse effects associated with
lapatinib, which include diarrhea, may impact
on treatment completion, which then may
lead to worse breast cancer outcomes. How-
ever, this association was not seen in the tras-
tuzumab followed by lapatinib arm or in the
trastuzumab and lapatinib combination arm. A
possible confounder variable within an explor-
atory unplanned analysis may also be an

explanation. Weight loss interventions for
breast cancer survivors conducted within clini-
cal trials such as the ongoing phase III Breast
cancer WEight Loss study (BWEL) will provide
more solid evidence in this regard by minimiz-
ing the potential effect of confounding factors.
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