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abstract

PURPOSE Chemotherapy has not demonstrated benefit over adjuvant endocrine therapy alone for postmen-
opausal patients with node-positive breast cancer with a 21-gene breast recurrence score (RS) of 25 or below
(RS# 25). We tested whether combined results from RS and the sensitivity to endocrine therapy (SET2,3) index
of endocrine-related transcription (SETER/PR) adjusted for baseline prognostic index (BPI) improve prognostic
assessment, and whether SET2,3 predicted benefit from anthracycline-based chemotherapy.

METHODSA blinded retrospective clinical validation of SET2,3 in two randomized treatment arms from the SWOG
S8814 trial comparing adjuvant anthracycline-based chemotherapy followed by tamoxifen endocrine therapy for
5 years, versus tamoxifen alone. SET2,3 assay was calibrated and measured using whole-transcriptome RNA
sequence of tumor samples already tested for RS. The primary end point was disease-free survival (DFS).

RESULTS There were 106 events in 283 patients over a median follow-up of 8.99 years. Proportional hazards
assumptions were met during the first 5 years only. SET2,3 index and RS were not correlated (r 5 –0.04) and
were independently prognostic (SET2,3: hazard ratio [HR], 0.48 per unit; 95% CI, 0.34 to 0.68; P , .001; RS:
HR, 1.28 per 10 units; 95% CI, 1.14 to 1.44; P , .001). SET2,3 index did not predict chemotherapy benefit
(interaction P5 .77). SET2,3 was high in 93/175 (53%) patients with RS# 25 (concordant low-risk), with 5-year
DFS 97%. SET2,3 was low in 55/108 (51%) patients with RS. 25 (concordant high-risk), with 5-year DFS 53%.
Both components of SET2,3 index were prognostic after adjustment for RS: SETER/PR (HR, 0.65; 95% CI, 0.46 to
0.92) and BPI (HR, 0.45; 95% CI, 0.31 to 0.64).

CONCLUSION SET2,3 index was not correlated with RS, demonstrated additive prognostic performance, and was
not chemopredictive in this subset of patients from S8814. The SETER/PR and BPI components of SET2,3 each
added prognostic information to RS.
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INTRODUCTION

It remains an important clinical challenge to identify
which patients with estrogen receptor–positive (ER1),
node-positive breast cancer will have very low risk of
disease recurrence after adjuvant endocrine therapy
alone, and therefore do not benefit from chemother-
apy.1 Ideally, selection criteria should combine pre-
dictions of favorable prognostic risk, negligible benefit
from chemotherapy, and high sensitivity to endocrine
therapy. We considered that two test results combined
might refine this approach for patients with node-
positive disease, if their results were independent
and complementary.

Oncotype Dx recurrence score (RS) has been shown to
be both prognostic and predictive of chemotherapy
benefit in women with node-negative and node-
positive ER1 breast cancer.2,3 Nevertheless, nodal
status still contributes independently to prognosis.1,4,5

RS was prognostic in the recent RxPONDER trial that
evaluated the contribution of chemotherapy to adju-
vant endocrine therapy for patients with 1-3 involved
lymph nodes and RS of 25 or below (RS # 25).1 No
significant benefit from chemotherapy was observed in
postmenopausal women, although the trial was not
powered to establish noninferiority.1

The sensitivity to endocrine therapy (SET2,3) index is a
customized assay for formalin-fixed paraffin-embedded
tumor tissues, which yields reproducible results within
and between different laboratories, offering prognostic
information for patients receiving endocrine therapy.6-8 It
combines the SET index of transcription related to es-
trogen and progesterone receptors (SETER/PR) with a
baseline prognostic index (BPI) derived from pathologic
tumor size, nodal involvement, and molecular subtype by
RNA4 (ESR1, PGR, ERBB2, and AURKA).7-9 Each
component, SETER/PR index andBPI, added independent
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prognostic information in prior studies8,10 andmultivariable Cox
models of SET2,3 demonstrated that the RNA4 within the BPI
could be substituted by contemporary prognostic signatures,
but the SETER/PR index could not be substituted.8 High SET2,3
scores are associated with endocrine sensitivity and more
favorable prognosis, and low SET2,3 scores with endocrine
therapy resistance and less-favorable outcomes.8-10

Two arms of the SWOG S8814 trial in postmenopausal pa-
tients with node-positive ER1 breast cancer compared
anthracycline-based chemotherapy (cyclophosphamide,
doxorubicin, and fluorouracil [CAF]) before 5 years of ta-
moxifen endocrine therapy, versus tamoxifen alone.11 RS was

previously tested on 367 of these primary tumor samples and
predicted benefit from CAF chemotherapy in patients with
high RS (. 31).3 Our analysis addressed two hypotheses: (1)
that SET2,3 adds prognostic information to RS and (2) that
cancers with lower SET2,3 would benefit from CAF che-
motherapy. We also explored prognostic contributions from
each component index of SET2,3 (SETER/PR index and BPI).

METHODS

Study Materials and Design

Genomic Health (Exact Sciences, Madison, WI) performed
whole-transcriptome RNA sequencing (wtRNAseq) using

CONTEXT

Key Objective
To determine whether an index measuring endocrine receptor–related transcription to predict sensitivity to endocrine

therapy adjusted for baseline prognosis (SET2,3) improves the prognostic information from 21-gene breast recurrence
score (RS) and whether cancers predicted to have low sensitivity to endocrine therapy preferentially benefit from adjuvant
anthracycline-based chemotherapy.

Knowledge Generated
SET2,3 and RS were independent from each other and provided additive prognostic information when combined. SET2,3

index did not predict benefit from anthracycline-based chemotherapy in the S8814 trial.
Relevance (G.F. Fleming)
The combination of two independent tests (SET2,3 and RS) added meaningfully to the prognostic assessment of post-

menopausal patients with node-positive breast cancer, independent of anthracycline chemotherapy. There are multiple
genomic assays already used in breast cancer. Different genomic assays can provide additive information. Further work is
needed to determine when use of multiple assays might be appropriate.*

*Relevance section written by JCO Associate Editor Gini F. Fleming, MD.

RNAseq libraries from the project
(N = 416)

RNAseq libraries from samples from S8814
(n = 363)

High-quality libraries (alignment > 70%; n = 290)

RNAseq libraries from individual patients in S8814
(n = 283)

Libraries from reference samples
(n = 53)

Libraries of insufficient quality (alignment � 70%; n = 73)

Repeat libraries from the same sample
(n = 7)

FIG 1. REMARK diagram of samples evaluated in this study. alignment, proportion of sequencing
reads that align to the reference human genome, that is, known human DNA sequence; RNAseq,
RNA sequencing; S8814, SWOG S8814 clinical trial.
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residual RNA after completion of the RS test, with 283 of
367 samples yielding high-quality data (Fig 1).3,12 Briefly,
DNA libraries were prepared by depletion of ribosomal RNA
from total RNA, then reverse transcription and amplification
with random sequence primers (Illumina, San Diego, CA) and
sequenced on an IlluminaHiSeq instrument.12 Separately, the
MD Anderson Cancer Center laboratory followed this Illumina
sequencing procedure using KAPA kit (KAPA Biosystems,
Wilmington, DE) and the same computational pipeline to
calibrate SET2,3 and its component indices from wtRNAseq
to theQuantigenePlex hybridization platform for SET2,3 (QGP,
Thermo Fisher, Woburn, MA) in an independent cohort of
106 matched formalin-fixed paraffin-embedded samples
(Appendix Fig A1, online only). Thereafter, SET2,3 values
were calculated from the S8814wtRNAseq data and analyzed
by the clinical trial statistician at the SWOG Statistical Center
(W.E.B.).

Analysis Plan and Statistical Methods

RS was evaluated as a continuous index (per 10 units)
and categorically using the predefined cutpoint for the
RxPONDER trial (RS. 25 is high, RS# 25 is low).1 SET2,3
index was evaluated as a continuous index (per unit) and
categorically using a predefined cutpoint (SET2,3. 2.10 is
high, SET2,3 # 2.10 is low). Because these were from
surgical specimens, the published cutpoint for the neo-
adjuvant setting (using clinical tumor [T] stage and clinical
node [N] stage) was calibrated to postsurgical specimens
using pathologic information (pT and pN) using linear re-
gression in a cohort of surgical specimens with known
clinical and pathologic information about T and N.8 SETER/PR
and BPI were also evaluated as continuous indices with
exploratory cutpoint at median value (high if above median).
Distribution of scores and cutoff values are presented in
Appendix Figure A2 (online only). Kaplan-Meier plots with
log-rank test and multivariate Cox models of disease-free
survival (DFS) were adjusted for treatment arm only, unless it
specifically states additional adjustment by RS. The pre-
defined significance level was a two-sided a , .05. Tumor
size, nodal status, and ER status and subtype were part of
the SET2,3 index score calculation, so they were not in-
cluded as adjustment variables.

RESULTS

There were 106 events over a median follow-up of 9.1 years
in the 283 patients in this study. Clinical characteristics of
the 283 patients in this analysis are compared with a larger
published subset of 367 patients with known RS result, and
to the 927 patients overall in the two treatment arms from the
parent S8814 trial in Table 1. There were no significant
differences between those with SET2,3 values and those
with RS only (Table 1). As the proportional hazards as-
sumption only held during the initial 5 years of follow-up, the
primary analyses were restricted to years 0-5 with 57 events.
Five years was chosen since it is the end of recommended
endocrine therapy. Continuous SET2,3 index was

independently prognostic, with hazard ratio (HR, 0.46) and
95% CI (0.32 to 0.66; P, .001) adjusted for treatment arm.
However, it did not predict chemotherapy benefit (inter-
action P 5 .77). High SET2,3 in 52% (146/283) of patients
appeared to have prognostic gain only during the early
follow-up (Fig 2). SET2,3 was highly prognostic within each
treatment arm, with a 5-year DFS of 91.4% (95% CI, 80.5 to
96.3) in SET2,3 high patients and 71.2% (95% CI, 57.8 to
81.0) in SET2,3 low patients only receiving tamoxifen
(P5 .0026, Appendix Fig A3, online only). Similarly, 5-year
DFS was 89.5% (95% CI, 80.8 to 94.4) in high SET2,3
patients and 68.0% (95% CI, 56.4 to 77.1) in low SET2,3
patients receiving chemotherapy and tamoxifen (P5 .0005,
Appendix Fig A3).

Continuous SET2,3 and RS were not correlated as contin-
uous variables (r 5 –0.04) or categories (Table 2), yet both
RS (HR [10 units], 1.28; 95% CI, 1.14 to 1.44; P , .001)
and SET2,3 (HR, 0.48; 95%CI, 0.34 to 0.68; P , .001) were
independently prognostic in multivariable analysis adjusting
for treatment (Table 3). High SET2,3 status was observed in
53% (93/175) of cancers with RS # 25 and 49% (53/108)
of cancers with RS . 25 (Table 2). Overall, similar outcomes
by RS and SET2,3 were observed in the overall SET2,3 study
population (Fig 3A) and in the patients who received ta-
moxifen alone (Fig 3B). SET2,3 index was prognostic in the
subset of 175 patients with lower-risk RS # 25 (HR, 0.34;
95% CI, 0.18 to 0.62; P , .001) and the subset of 108
patients with higher-risk RS. 25 (HR, 0.53; 95% CI, 0.33 to
0.84; P 5 .007; Fig 3A). When both RS and SET2,3 results
were favorable (93/283 [33%] patients), there were only rare
DFS events observed in the overall study population and in
those treated with tamoxifen alone (97% 5-year DFS; Figs 3A
and 3B).When both results were unfavorable (55/283; 19%),
5-year DFS was approximately 50%, identifying a group at
particularly high risk of disease recurrence (Figs 3A and 3B).

Since the BPI component of SET2,3 includes pathologic
tumor size and number of involved nodes, we separately
analyzed the BPI and SETER/PR index to explore the
prognostic contribution from each. Therefore, we evaluated
multivariable Cox models of RS with BPI, and separately,
RS with SETER/PR index while adjusting for treatment. In
both models, RS was independently prognostic during
years 0-5 (Table 3). BPI was independently prognostic from
RS during years 0-5 (HR, 0.45; P, .001) and after 5 years
(HR, 0.50; P 5 .001). In the other model, SETER/PR index
was independently prognostic from RS during years 0-5
(HR, 0.65; P 5 .014), but neither RS nor SETER/PR index
was prognostic after 5 years (Table 3).

DISCUSSION

The universal use of chemotherapy in women with node-
positive, ER1 breast cancer leads to overtreatment of a
significant number of women who neither need nor benefit
from such treatment. Genomic test results and clinico-
pathologic information can guide these recommendations
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TABLE 1. Clinical Pathologic Characteristics of the Study Cohort and Contingency Table Comparing SET2,3 Status and RS in This Study and the Original SWOG 8814 Trial

Characteristic

This Study: RNA Sequencing Subset
RS Subset

Tamoxifen Only and CAF-T Arms
(n 5 367)

Parent Trial
Tamoxifen Only and CAF-T Arms

(n 5 927)
Tamoxifen Only
(n 5 117)

CAF Then Tamoxifen
(n 5 166)

Overall
(n 5 283)

Age, years, range 45-78 46-81 45-81 42-81 37-81

Mean, years 60.3 60.4 60.4 60.4 61.1

30-54, % 25.6 24.1 24.7 24.5 22.1

55-64, % 41.9 47.6 45.2 46.1 47.8

651, % 32.5 28.3 30.0 29.4 30.1

1-3 positive nodes, % 65.0 59.6 61.8 61.9 58.4

Tumor size, %

T1 34.2 33.7 33.9 32.7 31.5

T2 59.8 62.7 61.5 62.7 61.3

T3 6.0 3.6 4.6 4.6 7.2

PgR-negative by local institution, % 18.8 21.7 20.2 20.4 22.6

Tumor grade (by central review), % NA

1 38.5 35.5 36.8 35.7

2 55.6 49.4 51.9 52.9

3 6.0 15.1 11.3 11.4

RS NA

Range 0-85 0-93 0-93 0-93

Mean 25.5 26.5 26.1 26.6

, 18, % 39.3 42.2 40.3 39.8

18-30, % 29.9 25.3 28.6 27.3

$ 31, % 30.8 32.5 31.1 33.0

SET2,3 NA NA

Range 0.46-3.49 0.36-3.54 0.36-3.64

Mean 2.09 2.13 2.12

Low (below threshold), % 50.4 47.0 48.4

Median follow-up for DFS (censored only), years 8.9 8.9 8.9 8.9 9.2

Percent with DFS event, % 41.9 34.3 37.5 39.0 42.6

Deaths, % 27.4 25.9 26.5 27.8 34.7

Abbreviations: CAF, cyclophosphamide, doxorubicin, and fluorouracil; CAF-T, CAF before 5 years of tamoxifen endocrine therapy; DFS, disease-free survival; NA, not available; RS, recurrence score; SET2,3,
sensitivity to endocrine therapy index.
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for chemotherapy, but the utility of SET2,3 index in this
patient population has not yet been evaluated. Our results
demonstrated that SET2,3 added complementary prog-
nostic information to RS results in the S8814 trial for
postmenopausal patients with node-positive disease
treated with tamoxifen, but did not predict benefit from CAF
chemotherapy. Interestingly, the independent prognostic
contribution from BPI was during the full 10 years of follow-
up, perhaps because BPI combines purely prognostic in-
formation from tumor size, number of involved lymph
nodes, and molecular subtype. We might expect the risk
associated with a purely prognostic biomarker to persist
during the full natural history of the disease. However, both
the SETER/PR index and RS contributed to prognosis during
the 5 years of adjuvant treatment (possibly also a brief
carryover period until years 6-7; Fig 2). This might be
expected from a predictive biomarker if the discrimination
between patient outcomes only lasts the duration of the
benefit from the treatment itself.

Unlike other prognostic biomarkers, SET2,3 was not cor-
related with RS.13,14 The correlation coefficient for RS with
SET2,3 was –0.04 in our analysis of 283 ER1 cancers from
S8814, whereas the reported correlation coefficients of RS
with PAM50 risk of recurrence (ROR) score, EndoPredict
score, and Breast Cancer Index were 0.32, 0.63, and 0.35,
respectively, in 785 ER1 cancers from the TransATAC
trial.15 Visual inspection of the published scatterplots from
the TransATAC analysis illustrated that few cancers with
RS. 25 have low-risk PAM50 ROR, EndoPredict, or Breast
Cancer Index status.15 However, we observed that 49% of
tumors with RS . 25 were classified as high SET2,3 index
(high sensitivity to endocrine therapy adjusted for baseline
prognosis) and those patients had better DFS than patients

with RS. 25 and low SET2,3, even in the tamoxifen-alone
treatment arm. This has potential relevance for contem-
porary treatments for patients with high-risk ER1 cancer
that are combined with endocrine therapy, for example,
combining a cyclin-dependent kinase 4/6 inhibitor with
endocrine therapy. We think it would be informative to
evaluate both RS and SET2,3 in that treatment setting.

The TransATAC analysis of biomarkers also concluded that
RS had more correlation with endocrine-related transcription
and less correlation with proliferation than PAM50 ROR,
EndoPredict, or Breast Cancer Index.15 Interestingly, we have
demonstrated that the SETER/PR index, the component of
SET2,3 that was designed to measure endocrine-related
transcriptional output that is not directly related to prolifer-
ation, by itself added independent prognostic information to
RS. We interpret this as added information about endocrine
activity in the tumor. Overall, we can interpret the added
prognostic contribution from SET2,3 to be from both the
inclusion of tumor size and nodal burden in the BPI, and the
additional measure of endocrine activity from the SETER/PR
index. Hence, combination of SET2,3 and RS could improve
prediction of sensitivity to endocrine therapy by RS alone,
since these biomarkers are not correlated and SET2,3 alone
predicted early response and long-term survival following
neoadjuvant endocrine therapy in the Z1031 trial.10

Caution is advised if considering our results fromS8814 in the
postmenopausal population in RxPONDER. These pop-
ulations differed in the proportion of tumors with RS . 25
(38% in S8814 [Table 1], v 11% of patients screened
for RxPONDER), number of involved lymph nodes (38%
with$ 4 nodes involved in S8814, v only 1-3 nodes involved
in RxPONDER, with only one node involved in 66% and
including micrometastasis only), tumor stage (33% with pT1,
v 59%), proportion with progesterone receptor–negative
status (21% v 8%), likely human epidermal growth factor
receptor 2 (HER2)–positive status (12% estimated from gene
expression level, v 0%), patients who received chemotherapy
containing a taxane (0% v 96%), and the type of endocrine
therapy (all tamoxifen, v 86% aromatase inhibitor).1,3 Es-
sentially, the populations of S8814 and RxPONDER repre-
sent different eras in the management of node-positive ER1
breast cancer. Nevertheless, it would be important to study
this combination of biomarkers in samples from RxPONDER.

The combined results from two complementary tests could
also be useful for patients with node-positive ER1 breast
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HR (low v high), 2.17; 95% CI,1.46 to 3.22; 2-sided P < .001

FIG 2. Kaplan-Meier plot of DFS by SET2,3 status according to
the predefined cutpoint (high . 2.10, low # 2.10). Prognostic
separation continued throughout the first 5 years of follow-up
(duration of adjuvant endocrine therapy). DFS, disease-free
survival; HR, hazard ratio; SET2,3, sensitivity to endocrine
therapy index.

TABLE 2. Contingency Table Comparing SET2,3 Status and RS Status

283 Tumors Available
High SET2,3,

No. (%)
Low SET2,3,
No. (%)

RS # 25 (n 5 175 patients) 93 (53) 82 (47)

RS . 25 (n 5 108 patients) 53 (49) 55 (51)

Abbreviations: RS, recurrence score; SET2,3, sensitivity to
endocrine therapy index.
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cancer of lower risk (such as RS # 25), if they strengthen
the prognostic basis for relying on endocrine therapy alone.
In the recent RxPONDER trial, postmenopausal women
with RS # 25 did not benefit from chemotherapy, but RS
remained prognostic in each treatment arm.1 Although
the S8814 population had higher risk and received less
effective adjuvant treatment than the patients in RxPONDER,
patients from S8814 whose cancer had RS # 25 and high
SET2,3 had 5-year DFS of 97%, even in the tamoxifen alone
treatment arm. We did observe that relapse after 5 years was
associated with disease burden and molecular subtype (BPI),
but not RS or SETER/PR index. However, contemporary en-
docrine therapy is more effective and of longer duration, and
this might influence the duration of their prognostic effect.
Patients with node-positive ER1 breast cancer have in-
creased prognostic risk and two tests may be reasonable to
support a decision to de-escalate adjuvant treatment, if the
tests are additive and independent. Our results suggest that
combining SET2,3 and RS might improve prognostic

assessment for node-positive patients with RS # 25, to in-
crease confidence in endocrine therapy alone. This needs to
be confirmed in a second clinical trial.

A limitation of our study is that SET2,3 was interpreted from
wtRNAseq data, rather than tested on samples, albeit with
calibration of the highly correlated measurements from
these techniques using linear regression.16 Additionally,
treatments in S8814 are no longer contemporary: che-
motherapy did not include a taxane and endocrine therapy
did not include aromatase inhibition. Additionally, S8814
predates HER2 testing and targeted therapy that might
influence outcomes in this cohort. We estimate that 12% of
samplesmight be fromHER2-positive cancers, on the basis
of RS measurements of ERBB2 expression, with most of
those having RS . 25 and low SET2,3.3

SET2,3 index testing is already being performed in a Clinical
Laboratory Improvement Amendments–certified laboratory
in the context of ongoing clinical trials under investigational
device exemption from theUSFood andDrug Administration

TABLE 3. Multivariate Models of Prognostic Factors Adjusting for Treatment Arm
Multivariate Models First 5 Years Beyond 5 Years

Variables Increment HR 95% CI P HR 95% CI P

RS Per 10 units 1.28 1.14 to 1.44 , .001 0.91 0.77 to 1.09 .330

SET2,3 Per unit 0.48 0.34 to 0.68 , .001 0.77 0.51 to 1.16 .210

RS Per 10 units 1.30 1.15 to 1.46 , .001 0.92 0.77 to 1.09 .340

SETER/PR Per unit 0.65 0.46 to 0.92 .014 1.10 0.74 to 1.63 .630

RS Per 10 units 1.28 1.14 to 1.45 , .001 0.91 0.76 to 1.09 .310

BPI Per unit 0.45 0.31 to 0.64 , .001 0.50 0.33 to 0.75 .001

Abbreviations: BPI, baseline prognostic index; HR, hazard ratio; RS, recurrence score; SET2,3, sensitivity to endocrine therapy index; SETER/PR, sensitivity
to endocrine therapy index of transcription related to estrogen and progesterone receptors.
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FIG 3. Kaplan-Meier plot of DFS by the combination of SET2,3 status (high. 2.10, low# 2.10) and RS status (low# 25, high. 25) in (A) all patients
and (B) patients treated with endocrine therapy alone. During the first 5 years, the complementary prognostic effect from combined SET2,3 and RS
appeared identical in both A and B. DFS, disease-free survival; RS, recurrence score; SET2,3, sensitivity to endocrine therapy index.
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(I-SPY, ClinicalTrials.gov identifier: NCT01042379). It adds
independent prognostic information to response to neo-
adjuvant chemotherapy and has demonstrated ability to
identify patients for whom neoadjuvant endocrine therapy
would be appropriate.8,10 Added value of this test in the
future would probably derive from its accurate measurement
of endocrine transcriptional activity in the tumor to predict
sensitivity to endocrine therapy, since that information is
relevant to a patient’s overall endocrine treatment strategy.

In summary, the prognostic, chemopredictive, and endo-
crine predictive qualities of RS and SET2,3 provided
clinically meaningful assessment of prognosis during the
first 5 years of follow-up. Their combined results were
stronger than either biomarker alone and were similar in
both treatment arms. Thus, we conclude that SET2,3 is a
biomarker with potential to improve the clinical perfor-
mance of genomic testing of stage II-III breast cancer and
deserves further evaluation of clinical utility.
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APPENDIX

A

R = 0.99, P < .001

-2

-2

RNAseq SETER/PR

Qu
an

tig
en

e 
SE

T E
R/

PR

0

0

2

2

4

B

R = 0.99, P < .001

1

1

RNAseq SET2,3

Qu
an

tig
en

e 
SE

T2
,3

2

2

3

3

FIG A1. Independent calibration of SETER/PR and SET2,3 indices from the diagnostic assay platform (Quantigene) to whole-transcriptome
RNAseq in 106 formalin-fixed paraffin-embedded tumor samples of breast cancer: (A) correlation of the SETER/PR index before calibration and (B)
correlation of the SET2,3 index after calibration using linear regression. Black horizontal and vertical lines at 2.1 indicate the threshold between
high and low SET2,3. R, Pearson correlation coefficient; RNAseq, RNA sequencing; SET2,3, sensitivity to endocrine therapy index; SETER/PR,
sensitivity to endocrine therapy index of transcription related to estrogen and progesterone receptors.
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FIG A2. (A) Distribution of SET2,3 scores across the entire cohort; median, 2.15; IQR, 1.65-2.64. (B) Distribution of the estrogen
receptor/progesterone receptor component of SET2,3; SETER/PR median, 1.45; IQR, 0.92-1.92 and (C) the BPI component; median, 2.18; IQR,
1.64-2.67. (D) Independent calibration of SET2,3 indices in the diagnostic assay platform (Quantigene) with 807 tumor samples of hormone
receptor–positive/human epidermal growth factor receptor 2–negative breast cancer: correlation of the SET2,3 index between using pT with
pathologic number of pN and published version of SET2,3 using cT with cN. Black vertical line at 2.10 for pathologic SET2,3 and horizontal line at
1.77 for clinical SET2,3 indicate the threshold between high and low SET2,3. BPI, baseline prognostic index; cN, clinical node stage; cT, clinical
tumor stage; IQR, interquartile range; pN, positive nodes; pT, pathologic tumor size; SET2,3, sensitivity to endocrine therapy index; SETER/PR,
sensitivity to endocrine therapy index of transcription related to estrogen and progesterone receptors.
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FIG A3. Kaplan-Meier plots of DFS according to SET2,3 status (high, low) during the first 5 years in each treatment arm: (A) tamoxifen only and (B)
CAF chemotherapy followed by tamoxifen. CAF, cyclophosphamide, doxorubicin, and fluorouracil; DFS, disease-free survival; SET2,3, sensitivity
to endocrine therapy index.
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