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EDITORIAL COMMENT

Exercise Testing in Those Treated for

Breast Cancer

Can One Forecast Peak Oxygen Consumption?*

Carl J. Ade, PuD,*> Ryan Broxterman, PuD,%¢ W. Gregory Hundley, MD’

ver the past several years, mounting evi-

dence has established that assessment of

cardiorespiratory fitness in the oncology
setting provides an important means for short- and
long-term cardiovascular and cancer risk stratifica-
tion. Importantly, low cardiorespiratory fitness in pa-
tients following cancer diagnosis is associated with
worse quality of life' and higher risk for cancer and
cardiovascular disease mortality.” However, despite
these associations, its routine assessment across the
cancer continuum from diagnosis through survivor-
ship remains a significant challenge in clinical
practice.

Although multiple indexes of cardiorespiratory
fitness exist, the sentinel parameter for its assess-
ment is peak oxygen uptake (Vo,peak). Accurate
clinical quantification is best achieved via cardiopul-
monary exercise testing with ventilatory expired gas
analysis, but this requires specialized instrumenta-
tion and trained personnel who often are not readily
available. Thus, many practitioners must estimate
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Vo,peak using prediction equations based on attained
treadmill speed, grade, and duration or cycle ergom-
eter work load from standardized exercise protocols,
which can introduce significant error in risk predic-
tion and stratification. In this issue of JACC:
CardioOncology, Michalski et al® reveal the challenges
of estimating Vo,peak in the oncology setting using
such prediction equations. In a large single-center
study, 170 patients (mean age 59 + 10 years) with
histories of primary breast cancer (stages I-III),
Vo,peak was measured via ventilatory expired gas
analysis during incremental treadmill exercise.
Established criteria for acceptable attainment of
Vo,peak were used. An important experimental
consideration is that treadmill exercise may not be
feasible in all patients, so the study conclusions may
not extend to other exercise modalities. At the time of
exercise testing, all patients were =1 to <5 years since
completion of primary adjuvant therapy (3.1 + 1.2
years). The measured Vo,peak was then compared
with multiple estimates of Vo,peak. Three established
prediction equations, using the obtained achieved
speed and grade from incremental treadmill exercise,
were investigated: the American College of Sports
Medicine (ACSM), the Fitness Registry and the
Importance of Exercise National Database (FRIEND),
which were derived from healthy cohorts, and heart
failure-specific prediction equations.

Confirming the investigators’ hypothesis, esti-
mated Vo,peak by the ACSM and FRIEND equations
was substantially different compared with measured
Vo,. The ACSM prediction equation overestimated
Vo,peak by 7.0 mL-kg'-min~' and the FRIEND
equation by 3.9 mL-kg '-min~". These are clinically
significant differences; in a large study of patients

with histories of cancer, 1

a 3.5 mL-kg™'-min~
decrease in Vo,peak was associated with a 14% to 25%

increased risk for cardiovascular- or cancer-related
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death. Interestingly, the investigators reveal that the
heart failure-specific equation provided an estimated
Vo,peak within 0.21 mL-kg '-min ' of the measured
value. However, given that multiple factors may
contribute to alterations in Vo,peak in the oncology
setting, the investigators also proposed an oncology-
specific model. Starting with 17 variables that
include information related to treatment history,
treadmill speed and grade, and body composition,
cross-validated stepwise logistic regression revealed
a final equation using patient age, body mass index,
measured peak heart rate, and treadmill speed and
grade. The developed model predicted Vo,peak
within 0.02 mL-kg *-min~*. Collectively, their find-
ings suggest (although confirmation in subsequent
studies is needed) that an oncology- or heart failure-
specific method to predict Vo,peak results in a sub-
stantial reduction in prediction error compared with
non-oncology-based equations. This in total supports
the investigators’ hypothesis that oncology-specific
equations provide an accurate method of cardiore-
spiratory assessment in patients with histories of
cancer. Of note, cancer stage and time since treat-
ment were not included in the models, and these
factors may significantly affect an individual’s
Vo,peak.

What clinical implications from the work of
Michalski et al® can be gained, particularly when
placed in the context of prior work demonstrating the
benefit of Vo,peak in risk prediction and stratifica-
tion? First, the cumulative direct effect of disease
pathophysiology and anticancer therapies, coupled
with “indirect” perturbations secondary to treatment
(eg, inactivity, weight gain), can damage key com-
ponents of oxygen transport, with potential for sig-
nificant reductions in cardiorespiratory fitness.*”
Cancer pathology and certain treatment regimens
are associated with decreases in cardiac and vascular
function, hemoglobin concentration, muscle blood
flow, and oxygenation, all steps in the O, transport
cascade that determine a patient’s cardiorespiratory
fitness.*>®13 In additional, structural changes asso-
ciated with cardiac and skeletal muscle atrophy,
coupled with increases in intramuscular fat, have
been implicated as determinants of exercise capacity
with cancer.'* Thus, assessment of cardiorespiratory
fitness provides an integrative approach to evaluate
the structural and functional changes in the
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pulmonary, hematologic, cardiovascular, and
musculoskeletal systems across the cancer treatment
continuum.

In addition, evidence supports optimizing cardio-
respiratory fitness prior to (ie, “prehabilitation”) and
following cancer treatment to improve patient out-
comes. In a recent meta-analysis, Scott et al* re-
ported that exercise therapy was associated with an
increase in Vo,peak of +2.8 mL-kg™*-min~*. Although
this increase is clinically significant, it concomitantly
demonstrates that any assessment of Vo,peak must
not only be sensitive enough quantify the physio-
logical effects of cancer and its treatment but also
track any intervention improvements achieved with
exercise interventions. This raises the first experi-
mental consideration of the present work. Although
the oncology- and heart failure-specific predictions
were similar to direct measures, future work will be
required to determine if these methods can accu-
rately predict the small, but clinically relevant,
changes in Vo,peak longitudinally in individual
patients.

A strength of the proposed oncology-specific pre-
diction equation for Vo,peak is the inclusion of vari-
ables specific to cancer treatment history. This is an
important point given adverse physiological effects
that occur with radiation and chemotherapy within
the O, transport cascade. However, this also presents
a challenge given the rapid development of new
treatment paradigms. An important consideration is
that different anticancer therapies (ie, anthracy-
clines, antimetabolites, immune checkpoint in-
hibitors, and angiogenesis inhibitors) will have
variable effects on O, transport and will therefore
likely alter their relationship with Vo,peak. More-
over, the effects of these treatments will vary across
the treatment continuum, with different short- vs
long-term effects. As such, future work will need to
establish the validity of the proposed oncology-
specific prediction across specific treatment para-
digms and in patients actively receiving treatment.

Notwithstanding these important considerations
and the need for validation in other cancer cohorts
beyond primary breast cancer (eg, colorectal, pros-
tate, lymphoma), with different racial/ethnic and
demographic compositions, the work by Michalski
et al® provides a fundamental step forward in the
assessment of cardiorespiratory fitness. This cannot
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be understated given the challenge of direct VO, peak
assessment in many oncology settings coupled with
the clinical implications gained by its assessment. In
conclusion, Michalski et al have initiated an impor-
tant refinement in the assessment of cardiorespira-
tory fitness across the cancer continuum from
diagnosis through survivorship in clinical practice
that will serve to enhance short- and long-term car-
diovascular and cancer risk classification in these
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