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The impact of 21-Gene Recurrence Score test and classic
clinical-pathologic factors in guiding adjuvant therapy for
HER-2 negative, ER-positive, early-stage breast cancer: A

retrospective study
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Both adjuvant hormonal therapy (HT) and chemotherapy (CT) im-
prove survival for women with early-stage breast cancer (ESBC)
though recurrence risk reduction is small, and most patients
not benefit from CT it.! The 21-gene Oncotype DX

Breast Recurrence Score® test (Oncotype DX, Genomic Health, Inc,

do won't

Redwood City, CA) has been shown to predict responsiveness to
adjuvant CT.? Recently published prospective studies demonstrated
that patients with low Recurrence Score can safely forego adjuvant
cT® leading to Oncotype DX's inclusion in multiple guidelines to aide
treatment decisions. Whether physicians use these tests to influence
decision-making is unclear. We examined whether Oncotype DX im-
pacts adjuvant therapeutic decisions for HER-2-negative ESBC pa-
tients in Uruguay and whether Recurrence Score is associated with
clinicopathological variables.

We identified 61 patients from a single, private-practice oncol-
ogy clinic in Montevideo, Uruguay, from 2008 to 2014. Included
criteria were axilla lymph node-negative ESBC, HER-2-negative, ER-
positive, stage | or Il breast cancer (BCa) and requested Oncotype
DX prior to receiving adjuvant treatment.

After obtaining institutional review board approval, we ab-
stracted demographic, medical history, tumor pathology, treat-
ment recommendation pre-Oncotype DX, and treatment received
post-Oncotype DX data. Patients without a recommendation
pre-Oncotype DX were assigned a would-be treatment recommen-
dation based on post-treatment, single-blind assessment of ano-
nymized patient prognostic data.

Demographics, clinical characteristics, Recurrence Score dis-
tribution, and pre/post-Oncotype DX recommendations were de-
scribed using descriptive statistics. Fisher's exact test was used

to evaluate the correlation between tumor grade and categorized

Recurrence Score (low < 18, intermediate = 18-30, and high > 31).
Linear regression tested the association between Recurrence Score
and clinical variables. Two-tailed P-value < .05 were considered
significant.

Median age was 53 years (range: 28-84 years). Most patients
were postmenopausal (54%), had grade Il disease (66%), primary
ductal histology (77%), moderate ER positivity (58%), pT1c cancers
(61%), and low-risk Recurrence Score (69%). Median tumor size was
14 mm (range 4-30 mm). 22% had lymphovascular invasion. There
were no significant associations between Recurrence Score and any
risk factors except histologic grade (P < .001), though we found a
significant association between higher grade and higher Recurrence
Score.

Before receiving Oncotype DX, 21 patients (34%) were recom-
mended to receive HT alone and 40 were recommended to receive
HT + CT (66%). After Oncotype DX, HT was administered to 46
patients (75%), while HT + CT was administered to 15 (25%). Low
Recurrence Scores were associated with low to no CT use, whereas
high Recurrence Scores were associated with having CT. The
Recurrence Score influenced treatment decision-making in 27 pa-
tients (44%) whose initial treatment recommendation changed after
receiving Oncotype DX.

Oncotype DX evaluates BCa prognosis and estimates CT benefits
among women with ESBC. Systematic decision-making for women
with ESBC is unclear as treatments are often dictated by tumor sub-
type, when known, making it hard to determine when to use adjuvant
CT + HT. We evaluated the association between Recurrence Score
and ESBC risk factors, and whether use of Oncotype DX impacts
treatment decisions among women with ESBC from a single-care

center in Uruguay. We found no association between Recurrence
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Score and any risk factor except tumor grade. Thus, Oncotype DX
can impact treatment decisions, suggesting that this test provides
unique information above and beyond pathology.

In our cohort, we showed that Recurrence Score influenced rec-
ommendations as treatment decisions changed in 44% of women.
37% of treatment recommendations remained after knowledge
of the Recurrence Score in women originally recommended to
undergo HT + CT; thus, 63% of women were spared treatments
including CT. While our results are marginally higher than other
studies,*” these higher values may be reflective of higher per-
ceived risk prior to Recurrence Score or higher histologic tumor
grade (30% grade Il vs 12%-19%, P < .001).%”

Additionally, increasing Recurrence Scores were associated with
increased likelihood of CT postassay. In our series, high Recurrence
Score patients received HT + CT. Of the 9 patients recommended
for HT + CT with intermediate scores, 6 exhibited several risk factors
attributed with an increased risk of receiving a CT recommendation.
A 2017 retrospective single-center study from Greece evaluated
the impact of Oncotype DX testing on CT assignment among fe-
male ESBC patients and found that Recurrence Score was higher for
cases with CT assignment (P < .001), which is consistent with our
findings. Without the use of Oncotype DX, ~63% of their patients
would have wrongly received CT and ~15% would have been as-
signed to the wrong treatment group.8 Our study is consistent with
previously published reports that use of the Recurrence Score can
alter treatment recommendations in women with ESBC toward less
aggressive regimens. Furthermore, like our findings, other studies
have found that increasing Recurrence Score is positively correlated
with increased use of CT’

The largest randomized BCa trial to date, the Trial Assigning
Individualized Options for Treatment (TAILORXx), enrolled 10,273
subjects from 2006 to 2010 and used the Oncotype DX to deter-
mine whether HT alone had similar outcomes to HT + CT*® among
intermediate-risk women with HR-positive, HER2-negative, axil-
lary lymph node-negative ESBC. In TAILORYX, investigators defined
Recurrence Score as low-risk (0-10), intermediate-risk (11-25), and
high-risk (>26). Women classified as low-risk received HT, interme-
diate-risk were randomly assigned HT or HT + CT, and high-risk re-
ceived HT + CT. Investigators found no difference between women
who received HT and women who received CT (P = .26) when eval-
uating disease-free survival among women intended to be treated.
Furthermore, investigators found HT + CT was not a better postsur-
gical treatment option than HT alone. These results confirm that use
of the Recurrence Score can help physicians reduce treatment tox-
icity by providing accurate recommendations for intermediate-risk
women for whom CT would provide no therapeutic benefit. With
respect to our study, our charts and treatment decisions were made
prior to the reporting of the TAILORXx results and newly established
Recurrence Score cut point of 25. Had results from TAILORx been
available at the time of enrollment for our study, perhaps more pa-
tients would have been spared CT with potentially compromising
outcomes, further supporting the need to include the use of the

Recurrence Score in treatment decision-making.

Despite its clear strengths, such as providing context for the
Oncotype DX test in a real patient population and being the second
study in this population in South America, our study is not without
limitations. One limitation is that the study used a single-center to
sample patients. Further, patients were chosen by physician discre-
tion for inclusion; that is, not all eligible patients at the single-cen-
ter within the specified time period received Oncotype DX testing,
only those patients who could self-pay since it is not covered by our
health insurance system. Despite these limitations, we believe this
study contributes to our knowledge about Uruguayan patients who
requested Oncotype DX multigene assay. Furthermore, we showed
that use of Oncotype DX helped a significant number of patients
avoid CT. As such, use of the Oncotype DX test appears to influ-
ence physician recommendations regarding adjuvant treatment for
women with ESBC.

Use of Oncotype DX can change decision-making for patients
with ESBC and lead to a decrease in HT + CT overall. With further
investigation, use of such tests may reduce indications of CT-based
systemic therapies among women with BCa. More studies are re-
quired to determine how Oncotype DX influences treatment deci-

sions in larger, more diverse populations.
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