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Extended adjuvant aromatase inhibition after sequential
endocrine therapy in postmenopausal women with breast
cancer: follow-up analysis of the randomised phase 3
DATA trial
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Summary eClinicalMedicine
Background The DATA study evaluated the use of two different durations of anastrozole in patients with hormone 202358: 101901
receptor-positive breast cancer who were disease-free after 2-3 years of tamoxifen. We hereby present the follow-up
analysis, which was performed after all patients reached a minimum follow-up of 10 years beyond treatment
divergence.
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Methods The open-label, randomised, phase 3 DATA study was performed in 79 hospitals in the Netherlands
(ClinicalTrials.gov, number NCT00301457). Postmenopausal women with hormone receptor-positive breast cancer
who were disease-free after 2-3 years of adjuvant tamoxifen treatment were assigned to either 3 or 6 years of
anastrozole (1 mg orally once a day). Randomisation (1:1) was stratified by hormone receptor status, nodal status,
HER2 status, and prior tamoxifen duration. The primary outcome was adapted disease-free survival, defined as
disease-free survival from 3 years after randomisation onwards. Adapted overall survival was assessed as a
secondary outcome. Analyses were performed according to the intention-to-treat design.

Findings Between June 28, 2006, and August 10, 2009, 1912 patients were randomly assigned to 3 years (n = 955) or 6
years (n = 957) of anastrozole. Of these, 1660 patients were eligible and disease-free at 3 years after randomisation.
The 10-year adapted disease-free survival was 69.2% (95% CI 55.8-72.3) in the 6-year group (n = 827) and 66.0% (95%
CI 62.5-69.2) in the 3-year group (n = 833) (hazard ratio (HR) 0.86; 95% CI 0.72-1.01; p = 0.073). The 10-year adapted
overall survival was 80.9% (95% CI 77.9-83.5) in the 6-year group and 79.2% (95% CI 76.2-81.9) in the 3-year group
(HR 0.93; 95% CI 0.75-1.16; p = 0.53).

Interpretation Extended aromatase inhibition beyond 5 years of sequential endocrine therapy did not improve the
adapted disease-free survival and adapted overall survival of postmenopausal women with hormone receptor-positive
breast cancer.

Funding AstraZeneca.

Copyright © 2023 The Authors. Published by Elsevier Ltd. This is an open access article under the CC BY license
(http://creativecommons.org/licenses/by/4.0/).

*Corresponding author. Department of Medical Oncology, Maastricht University Medical Centre, P.O. Box 5800, 6202 AZ, Maastricht, the
Netherlands.
E-mail address: vcg.tjan.heijnen@mumc.nl (V.C.G. Tjan-Heijnen).

www.thelancet.com Vol 58 April, 2023


Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
http://ClinicalTrials.gov
http://creativecommons.org/licenses/by/4.0/
mailto:vcg.tjan.heijnen@mumc.nl
http://crossmark.crossref.org/dialog/?doi=10.1016/j.eclinm.2023.101901&domain=pdf
https://doi.org/10.1016/j.eclinm.2023.101901
https://doi.org/10.1016/j.eclinm.2023.101901
https://doi.org/10.1016/j.eclinm.2023.101901
www.thelancet.com/digital-health

Articles

Keywords: Breast cancer; Adjuvant; Aromatase inhibitor; Endocrine therapy; Extended treatment

Research in context

Evidence before this study

At the start of our study in June 2006, six trials had shown
that treatment with an aromatase inhibitor, either upfront for
5 years or sequentially after 2-3 years of tamoxifen for a total
endocrine therapy duration of 5 years, was superior to 5 years
of tamoxifen monotherapy in postmenopausal women with
hormone receptor-positive breast cancer (ATAC, BIG 1-98,
IES, ITA, ABCSG-8, and ARNO-95). Furthermore, four other
trials had shown that extending the treatment duration of
the initial 5 years of tamoxifen with either an additional 5
years of tamoxifen or 5 years of an aromatase inhibitor
resulted in an improved outcome (aTTom, ATLAS, MA.17, and
NSABP B-33). However, at that point in time, the benefit of
extending endocrine therapy with an aromatase inhibitor in
postmenopausal women with hormone receptor-positive
breast cancer who had already received an aromatase inhibitor
as part of the first 5 years of adjuvant endocrine therapy was
unknown.

Added value of this study

The randomised, phase Ill DATA study evaluated whether 6
years of aromatase inhibitor therapy is more effective than 3
years of aromatase inhibitor therapy in postmenopausal
women with hormone receptor-positive breast cancer who

Introduction

Hormone receptor-positive breast cancer is the most
common subtype of breast cancer in women, account-
ing for 75% of all breast cancers.! Although the relative
survival has increased over the past decades and is
considered rather good, patients remain at risk of
recurrence for many years after diagnosis.”* In patients
who received 5 years of adjuvant endocrine therapy
without signs of disease recurrence, the 20-year risk of
developing distant recurrences ranged from 13% for
patients with T1 disease and no lymph nodes involved to
41% for patients with T2 disease and 4 to 9 nodes
involved.’ Furthermore, more than half of all distant
recurrences occurred beyond the first 5 years of endo-
crine therapy.

Considering the long-term risk of recurrence, several
studies have evaluated the use of extended endocrine
therapy beyond 5 years of treatment.*"'? In patients who
received 5 years of adjuvant tamoxifen, extended endo-
crine therapy with either tamoxifen or an aromatase
inhibitor resulted in an improved outcome.”* In post-
menopausal women, aromatase inhibitors, either
upfront or sequentially after 2-3 years of tamoxifen for a
total duration of 5 years, have shown to improve 10-year
breast cancer and all-cause mortality rates by an average
absolute benefit of 2% when compared with 5 years of

remained free of disease recurrence after 2-3 years of adjuvant
tamoxifen, showing no improvement in both disease-free
survival and overall survival.

In contrast to the DATA study, both the GIM4 study and the
NSABP B-42 study showed a statistically significant disease-
free survival benefit of extended aromatase inhibitor therapy
in postmenopausal women who had been treated with an
aromatase inhibitor as part of their first 5 years of endocrine
treatment. The effect sizes for the disease-free survival benefit
of all three studies (DATA, GIM4, and NSABP B-42) were
however comparable.

Implications of all the available evidence

Extended aromatase inhibition may produce a disease-free
survival benefit in postmenopausal women who already
received 5 years of endocrine therapy that included an
aromatase inhibitor. The size of this disease-free survival
benefit in the entire population of postmenopausal women
with hormone receptor-positive breast cancer, however,
remains to be defined. A meta-analysis including all studies
on extended aromatase inhibition might provide additional
insight into this overall benefit, and might furthermore
provide additional insight into the benefit of extended
aromatase inhibition in specific subgroups of patients.

tamoxifen.”” However, in patients who already received
an aromatase inhibitor as part of the initial 5 years of
endocrine therapy, the benefit of extended treatment
with an aromatase inhibitor still remained to be eluci-
dated. Therefore, trials investigating the extended use of
aromatase inhibitors in this group of patients were
initiated.”

One of these studies was the DATA study.’ In
the DATA study, postmenopausal women with hor-
mone receptor-positive breast cancer with no signs of
disease recurrence after 2-3 years of adjuvant tamoxifen
were randomly assigned to either 3 or 6 years of anas-
trozole treatment. Of 1860 eligible patients, 1660 were
disease-free at 3 years after randomisation, corre-
sponding to the moment of treatment divergence. At the
primary analysis, the 5-year adapted disease-free survival
beyond treatment divergence was 83.1% in the 6-year
treatment group and 79.4% in the 3-year treatment
group with a hazard ratio (HR) of 0.79 (95% confidence
interval (CI) 0.62-1.02; p = 0.066).

Here, we present the follow-up analysis of the DATA
study, which was performed after all patients reached a
minimum adapted follow-up of 10 years beyond treat-
ment divergence, corresponding to 13 years beyond date
of randomisation and about 15-16 years beyond date of
primary breast cancer diagnosis.
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Methods

Study design and participants

The DATA study was an open-label, randomised, phase 3
trial that enrolled postmenopausal women with hormone
receptor-positive early breast cancer from 79 hospitals in
the Netherlands between June 2006 and August 2009.”
Patients were eligible if they had received 2-3 years of
tamoxifen without signs of disease recurrence. Tumours
were defined hormone receptor-positive when a positive
nuclear staining of at least 10% of the oestrogen or
progesterone receptors was present. Patients were
allowed to receive (neo) adjuvant chemotherapy and/or
radiotherapy. Of note, most patients were diagnosed
prior to the implementation of adjuvant trastuzumab in
the Netherlands (i.e. September 2005).

The following exclusion criteria were applied: a
diagnosis of invasive breast cancer within 10 years
before diagnosis of the current breast cancer, previous
or concurrent invasive malignancies within 5 years
(except for squamous or basal cell carcinoma of the skin
or carcinoma in situ of the cervix), a Karnofsky perfor-
mance score of less than 60%, treatment with another
study drug, and being unable to adhere to the trial
regimen.

The study was performed under the auspices of the
Dutch Breast Cancer Research Group (BOOG).
Approval of the protocol was obtained from the central
medical ethics committee, located in the Radboud
University Medical Centre (Nijmegen, the Netherlands),
and local hospital boards. The study was performed in
agreement with the principles of the Declaration of
Helsinki and Good Clinical Practice guidelines. All pa-
tients gave written informed consent. The full study
protocol is available online (https://clinicaltrials.gov/
ProvidedDocs/57/NCT00301457/Prot_000.pdf).  Data
management was executed by The Netherlands
Comprehensive Cancer Organisation (IKNL), an inde-
pendent central data office. The quality and progression
of the study protocol were monitored by an independent
data safety monitoring board. The trial was initially
sponsored by AstraZeneca. From November 2016 on-
wards, the Maastricht University Medical Centre
(Maastricht, the Netherlands) sponsored the trial.
Database lock was on March 7, 2022.

Randomisation and masking

Patients were randomly allocated (1:1) to either 6 years
(extended treatment group) or 3 years (control group) of
adjuvant anastrozole. Randomisation was performed
centrally using The Trans European Network for Clin-
ical Trials Services (TENALEA). The following stratifi-
cation factors were included: nodal status, hormone
receptor status, Human Epidermal growth factor
Receptor-2 (HER2) status, and tamoxifen treatment
duration. None of the study participants, treating phy-
sicians, or investigators were masked to treatment
allocation.
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Procedures

After 2-3 years of tamoxifen, patients received either 3
or 6 years of adjuvant anastrozole at a dose of 1 mg
orally once a day. This resulted in a total adjuvant
endocrine treatment duration of 5-6 years or 8-9 years,
respectively. Dose reductions were not allowed. Follow-
up visits were planned twice a year during the first 6
years after randomisation, and yearly thereafter. During
those visits, patients were monitored for breast cancer
recurrence through history taking and physical exami-
nation. In addition, a mammogram was performed once
a year.

Outcomes

The primary outcome was adapted disease-free survival,
defined as disease-free survival from 3 years after ran-
domisation onwards since all patients received anas-
trozole during the first 3 years. A period of disease-free
survival ended when one of the following events
occurred: (non-)invasive (local, regional, or distant)
breast cancer recurrence, second primary (non-)invasive
breast cancer, other cancers (excluding squamous or
basal cell carcinoma of the skin or carcinoma in situ of
the cervix), and death from any cause.

Secondary outcomes included overall survival, breast
cancer-free interval, and breast cancer-specific mortality.
A period of overall survival ended at the date of death
from any cause and a period of breast cancer-specific
mortality ended following breast cancer-related death.
Breast cancer-free interval events included (local,
regional, or distant) breast cancer recurrence and sec-
ond primary (non-)invasive breast cancer. Just like the
primary outcome, all secondary outcomes were evalu-
ated from 3 years after randomisation onwards,
providing ‘adapted’ outcomes. In the absence of an
event, patients were censored at the last follow-up visit.
Safety and compliance results have been reported
previously.”

Statistical analysis
This study was designed to detect an increase in adapted
disease-free survival from 90% in the 3-year treatment
group to 94% in the 6-year treatment group at 6 years
after randomisation, corresponding to a HR of 0.60.”
Considering a statistical power of 80.0% and a two-
sided significance level of 0.05, we required 770
disease-free study participants at 3 years after random-
isation. As the interim analysis was skipped (Protocol
amendment 4), the final analysis was assessed at a sig-
nificance level of 0.05 and a power of 82.5%. Primary
and secondary outcomes were analysed according to the
intention-to-treat design, excluding patients who had a
disease-free survival event or were lost to follow-up
during the first 3 years after randomisation.

The median follow-up time was calculated using the
reverse Kaplan—Meier approach. Adapted disease-free
survival and overall survival were evaluated using
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Kaplan—Meier survival analyses. Breast cancer-specific
mortality and breast cancer-free interval were assessed
with competing risk methodology. Death not related to
breast cancer was considered a competing event in the
analysis of breast cancer-specific mortality. Death from
any cause and second primary non-breast cancer were
included as competing events in the analysis of breast
cancer-free interval. Differences between the two treat-
ment groups were analysed using the stratified log-rank
test and stratified Cox regression analyses. Additionally,
we used a stratified Cox regression model to test for
interaction of treatment with a risk factor, including the
following risk factors: the stratification factors (nodal
status, hormone receptor status, HER2 status, and
tamoxifen treatment duration), additional prognostic
factors (age, tumour size, histology, and grade), and
previous use of (neo) adjuvant chemotherapy. An inter-
action term for treatment and time was also included in
the model to test the proportionality assumption.

All statistical analyses were performed using SPSS
(version 25) and STATA (version 17). P-values were two-
sided and deemed statistically significant at a p-value of
less than or equal to 0.05. This trial is registered with
ClinicalTrials.gov, number NCT00301457 (other study
ID numbers: D5392NL003 and EUDRACT 2005-
006167-31).

Role of the funding source

AstraZeneca was involved in the design and monitoring
of the trial. The funding source had no role in data
collection, data analysis, data interpretation, and writing
of the report. Authors had full access to data and were
jointly responsible for interpretation of the data.

Results

Between June 28, 2006, and August 10, 2009, 1912 pa-
tients were recruited and randomly assigned to 3 years
(n = 955) or 6 years (n = 957) of anastrozole (Fig. 1).
After exclusion of 52 patients who did not meet the
inclusion criteria, the eligible study population consisted
of 1860 patients (929 in the 3-year group versus 931 in
the 6-year group). Of these, 1660 patients were disease-
free at 3 years after randomisation and included in the
intention-to-treat analyses. Complete follow-up infor-
mation was available for 1574 patients (95% of the total
study population). Among the 86 patients who were lost
to follow-up, 36 had an adapted follow-up period of
more than 7 years (i.e. 10 years beyond date of
randomisation).

Baseline characteristics were comparable between
the treatment groups (Table 1). The majority of patients
were younger than 60 years of age at randomisation
(58% in the 6-year group versus 59% in the 3-year
group), had node-positive disease (68% versus 66%),
and were diagnosed with tumours expressing both
oestrogen and progesterone receptors (76% in both

treatment groups). In 369 (92%) of 400 patients with
tumours expressing only one hormone receptor, the
progesterone receptor was the absent receptor.

After a median adapted follow-up period of 10.1
years (IQR 9.5-10.8) beyond treatment divergence, 541
patients had developed a disease-free survival event and
335 patients had died. Details about primary and sec-
ondary outcome events are presented in Table 2. No
statistically significant difference in adapted disease-free
survival was observed between treatment groups: the 10-
year adapted disease-free survival was 69.2% (95% CI
65.8-72.3) in the 6-year treatment group and 66.0%
(95% CI 62.5-69.2) in the 3-year treatment group (HR
0.86; 95% CI 0.72-1.01; p = 0.073) (Figs. 2A and 3,
Supplementary Table S2).

The 10-year adapted overall survival was not statisti-
cally significantly different between the treatment
groups: 80.9% (95% CI 77.9-83.5) in the 6-year treat-
ment group and 79.2% (95% CI 76.2-81.9) in the 3-year
treatment group (HR 0.93; 95% CI 0.75-1.16; p = 0.53)
(Fig. 2B, Supplementary Fig. S1, Supplementary
Table S2).

No statistically significant difference in adapted
breast cancer-free interval was observed between treat-
ment groups. The 10-year adapted cumulative incidence
of breast cancer-free interval events was 16.6% (95% CI
14.1-19.3) in the 6-year treatment group and 16.8%
(95% CI 14.3-19.5) in the 3-year treatment group (HR
0.91; 95% CI 0.72-1.15; p = 0.43) (Fig. 2C).

The 10-year adapted cumulative incidence of breast
cancer-specific mortality was also not statistically
significantly different between treatment groups: 7.8%
(95% CI 6.1-9.8) in the 6-year treatment group and 8.2%
(95% CI 6.5-10.3) in the 3-year treatment group (HR
1.00; 95% CI 0.72-1.40; p = 1.00) (Fig. 2D).

The explorative subgroup analyses of adapted
disease-free survival are presented in Fig. 3. In patients
with tumours expressing both the oestrogen and pro-
gesterone receptor, a statistically significant benefit of
6.4% favouring 6 years of anastrozole was observed,
with a 10-year adapted disease-free survival of 70.8%
(95% CI 67.0-74.3) in the 6-year treatment group versus
64.4% (95% CI 60.4-68.1) in the 3-year treatment group
(HR 0.77; 95% CI 0.63-0.93) (Figs. 3 and 4A,
Supplementary Table S2). In patients with tumours
expressing only one hormone receptor, this benefit was
not observed: the 10-year adapted disease-free survival
was 63.7% (95% CI 56.1-70.4) in the 6-year treatment
group and 70.9% (95% CI 63.9-76.8) in the 3-year
treatment group (HR 1.22; 95% CI 0.86-1.73) (Figs. 3
and 4B). This difference in treatment effects by
hormone receptor status, which was a stratification
factor, was shown to be statistically significant (p inter-
action = 0.018) (Fig. 3). Treatment effects were similar
in the other subgroups (Fig. 3).

The effect of extended aromatase inhibition on the
adapted overall survival was not statistically significantly

www.thelancet.com Vol 58 April, 2023
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1912 patients screened for eligibility

!

957 randomly assigned
to 6 years of anastrozole

.

26 ineligible

e 1noinformed consent

3 no pathological confirmation of breast cancer

9 no postmenopausal status

2 recurrence of breast cancer

6 previous endocrine treatment, other than

tamoxifen

e 4 medical history of invasive breast cancer within
the previous 10 years

e 1 medical history of invasive cancer within the
previous 5 years

A 4

955 randomly assigned
to 3 years of anastrozole

931 randomly assigned
to 6 years of anastrozole

26 ineligible

e 2noinformed consent

9 no postmenopausal status

1 metastatic disease

5 recurrence of breast cancer

7 previous endocrine treatment, other than

tamoxifen

e 1 medical history of invasive breast cancer within
the previous 10 years

e 1 medical history of invasive cancer within the
previous 5 years

929 randomly assigned
to 3 years of anastrozole

104 excluded
> 103 disease-free survival event within 3 years
e 1lost to follow-up

v

827 included in the

intention-to-treat
analysis

96 excluded
> 91 disease-free survival event within 3 years
e 5 lost to follow-up

v

833 included in the

intention-to-treat
analysis

Fig. 1: Trial profile.

different between patients with tumours expressing
both the oestrogen and progesterone receptor and
patients with tumours expressing only one hormone
receptor (p interaction = 0.051) (Supplementary Fig. S1).
In patients with tumours expressing both the oestrogen
and progesterone receptor, the 10-year adapted overall
survival was 82.7% (95% CI 79.4-85.5) in the 6-year
treatment group and 78.7% (95% CI 75.2-81.8) in the
3-year treatment group (HR 0.83; 95% CI 0.65-1.07)
(Supplementary Figs. S1 and S2A, Supplementary
Table S2). Patients with tumours expressing only one
hormone receptor did not experience any benefit in
adapted overall survival when receiving extended aro-
matase inhibition: the 10-year adapted overall survival
was 75.2% (95% CI 68.2-80.8) in the 6-year treatment
group and 81.0% (95% CI 74.7-86.0) in the 3-year
treatment group (HR 1.33; 95% CI 0.86-2.05)
(Supplementary Figs. S1 and S2B).

Additional explorative post-hoc subgroup analyses
were performed in patients with tumours expressing
both the oestrogen and progesterone receptor
(Supplementary Fig. S3A and B, Supplementary
Fig. S4A and B, Supplementary Table S2). For both
adapted disease-free survival and adapted overall sur-
vival, the absolute benefit of extended aromatase inhi-
bition increased significantly when additional high-risk
factors, i.e. lymph node-positive disease and tumours of
larger size, were present. For example, in patients with
node-positive tumours of larger size (>pT2) expressing
both the oestrogen and progesterone receptor (26% of
included patients), 6 versus 3 years of anastrozole
resulted in an absolute improvement of 13.2% in the

www.thelancet.com Vol 58 April, 2023

10-year adapted disease-free survival (HR 0.64; 95% CI
0.47-0.88) (Supplementary Fig. S3B, Supplementary
Table S2).

Discussion

The DATA study shows that, after a median adapted
follow-up of 10.1 years beyond treatment divergence,
extended treatment with 3 additional years of anas-
trozole after 5-6 years of sequential endocrine therapy
did not statistically significantly improve the primary
outcome adapted disease-free survival (+3.2%, HR 0.86,
p = 0.073) in postmenopausal women with hormone
receptor-positive breast cancer. Interestingly, however,
in our study the hormone receptor status appeared to be
a significant predictive factor for the presence of a
benefit of extended aromatase inhibition. This was
shown by a statistically significant improvement in
adapted disease-free survival (+6.4%, HR 0.77) in pa-
tients with tumours expressing both oestrogen and
progesterone receptors receiving extended treatment,
whereas no benefit was observed in patients with tu-
mours expressing only one hormone receptor (p inter-
action = 0.018). The hormone receptor status, which was
a stratification factor in the DATA study, may therefore
be considered when prescribing extended aromatase
inhibition.

The only other study with a similar design as the
DATA study is the GIM4 study from Italy.”” At an
adapted follow-up of about 9 years beyond treatment
divergence, the GIM4 study showed that extended
treatment with 2-3 additional years of letrozole after 5
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Characteristic” 6-year anastrozole 3-year anastrozole
(N = 827) (N = 833)
Median age - years (IQR) 57 (51-64) 57 (51-64)
Age at randomisation - no. (%)
<60 years 483 (58) 488 (59)
>60 years 344 (42) 345 (41)
Pathological tumour status - no. (%)
T1 376 (45) 383 (46)
T2 392 (47) 382 (46)
T3/4 58 (7) 67 (8)
Unknown 1(<1) 1 (<1)
Pathological nodal status - no. (%)
Negative 266 (32) 282 (34)
Positive 561 (68) 551 (66)
Tumour grade - no. (%)
Gl 139 (17) 158 (19)
G2 430 (52) 415 (50)
G3 229 (28) 238 (29)
Unknown 29 (4) 22 (3)
Hormone receptor status - no. (%)
ER+/PR+ 627 (76) 633 (76)
ER+/PR- 188 (23) 181 (22)
ER-/PR+ 12 (2) 19 (2)
HER2 status - no. (%)
Positive 18 (2) 22 (3)
Negative 745 (90) 748 (90)
Unknown 64 (8) 63 (8)
Histology - no. (%)
Ductal 606 (73) 636 (76)
Breast-conserving surgery - no. (%)
Yes 433 (52) 408 (49)
Prior (neo) adjuvant chemotherapy - no. (%)
Yes 565 (68) 570 (68)
Previous use of tamoxifen - no. (%)
<2.5 years 606 (73) 598 (72)
>2.5 years 221 (27) 235 (28)
Percentages may exceed 100% because of rounding. ER = oestrogen receptor, HER2 = human epidermal growth
factor receptor 2, IQR = interquartile range, PR = progesterone receptor. “There were no statistically significant
differences in baseline characteristics between the groups.
Table 1: Baseline characteristics of 1660 patients who were disease-free at 3 years after
randomisation.

years of sequential endocrine therapy statistically
significantly improved the 10-year adapted disease-free
survival (+9%, HR = 0.73; 95% CI 0.60-0.90;
p = 0.0022) of postmenopausal women with hormone
receptor-positive breast cancer. The results of the GIM4
study differ from the results of our study, in which
extended aromatase inhibition did not improve the
adapted disease-free survival of postmenopausal women
with hormone receptor-positive breast cancer who
received 5 years of sequential endocrine therapy. It
should, however, be noticed that the direction and size
of reported HR’s of both studies are in line. Small dif-
ferences in patient characteristics may account for the

observed differences between the studies. Specifically,
the 10-year adapted disease-free survival was 66.0% in
the control group of the DATA study, whereas it was
only 59.0% in the control group of the GIM4 study. The
10-year adapted disease-free survival rates were similar
in the intervention groups (i.e. 69.2% in the DATA
study and 68.0% in the GIM4 study). We believe that a
meta-analysis, including all trials on extended aromatase
inhibition, might help to define the benefit of extended
aromatase inhibition in all postmenopausal women with
hormone receptor-positive breast cancer. We further-
more believe that a meta-analysis may be useful to
define the benefit of extended aromatase inhibition in
specific subgroups of patients. We are looking forward
to find out whether our results regarding the predictive
impact of the hormone receptor status can be confirmed
in a meta-analysis.

To assess the optimal endocrine treatment duration,
it is important to address three additional studies on
extended aromatase inhibition in patients who already
received 5 years of endocrine therapy.®'' The NSABP
B-42 study compared 5 years of extended letrozole with
5 years of placebo treatment in postmenopausal women
who were disease-free after 5 years of adjuvant endo-
crine therapy with either an aromatase inhibitor or
tamoxifen followed by an aromatase inhibitor.”"® The
IDEAL and ABCSG16 studies compared 2-2.5 years with
5 years of extended aromatase inhibition therapy in
postmenopausal women who were disease-free after 5
years of adjuvant endocrine therapy with either tamox-
ifen, an aromatase inhibitor, or tamoxifen followed by
an aromatase inhibitor.*"" The NSABP B-42 study
showed that the 10-year disease-free survival rate sta-
tistically significantly improved in patients treated with
extended letrozole (+4%, HR 0.84), and this effect was
more pronounced in patients who had previously
received tamoxifen versus those who had received an
aromatase inhibitor upfront (HR 0.74 versus HR 0.90)."°
Extended letrozole therapy did not improve the overall
survival. The IDEAL study and ABCSG16 study both
indicated that 5 years of extended aromatase inhibition
was not superior to 2-2.5 years of extended aromatase
inhibition.*'" Altogether, these studies suggest that in
(selected) postmenopausal women with hormone
receptor-positive breast cancer who have received 5
years of sequential endocrine therapy the most optimal
treatment duration of extended aromatase inhibition is
on average 3 years, corresponding to a total endocrine
treatment duration of 8 years.

The absolute benefit of extended aromatase inhibi-
tion may vary between subgroups of patients. Lymph
node status and tumour size are anatomic prognostic
factors that can easily be used to identify patients at
highest risk of recurrence, i.e. patients who will most
likely experience the highest absolute benefit of
extended aromatase inhibition.*'*"* In addition, predic-
tive factors may be of added value. The ASCO
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biomarkers guideline for early-stage breast cancer rec-
ommends to use the Breast Cancer Index (BCI) to guide
decisions about extended endocrine therapy.'® BCI is a
dichotomous index combining two gene expression as-
says: HOXB13: IL17BR (H: I) and molecular grade in-
dex (MGI). BCI was first identified as an independent
prognostic factor for late distant recurrence in patients
with hormone receptor-positive disease.””'® Subse-
quently, studies showed that the predictive component
of the BCI, the BCI (H: I), may be useful to identify
patients experiencing the highest benefit of extended
endocrine therapy.”* In these studies, extended endo-
crine therapy statistically significantly improved out-
comes in BCI (H: I)-high patients, whereas extended
endocrine therapy did not improve outcomes in BCI (H:
I)-low patients. So far, we have not tested the perfor-
mance of the BCI in our cohort.

Interestingly, the DATA study showed that patients
with tumours expressing only one hormone receptor did
not benefit from extended endocrine treatment (HR
1.22; 95% CI 0.86-1.73), whereas patients with tumours
expressing both hormone receptors did experience a
large benefit (HR 0.77; 95% CI 0.63-0.93) (p interac-
tion = 0.018). The absent hormone receptor was in 92%
of patients the progesterone receptor. Similar findings
were observed in the GIM4 study (HR 1.06 versus HR
0.77 for one receptor versus both receptors present) and
the IDEAL study (HR 1.03 and HR 0.63, respectively),
although the p interaction tests were not statistically
significant in these studies.*? The NSAPB B-42 study
did not provide details on the influence of the hormone
receptor status.”’® Already 50 years ago, researchers
hypothesized that the progesterone receptor, in addition
to the oestrogen receptor alone, might be of help in
predicting which patients will respond to endocrine
therapy.” More recently, the progesterone receptor sta-
tus was validated as an independent predictive factor for
benefit of endocrine therapy with either tamoxifen or an
aromatase inhibitor.** It has long been assumed that
the absence of the progesterone receptor reflects a non-
functional oestrogen receptor. A recent review by
Tokunaga and colleagues, however, suggested that
expression of the progesterone receptor is not inhibited
via a non-functional oestrogen receptor, but via the
PI3K/Akt/mTOR pathway instead.” Activation of this
pathway correlates to growth factor signalling. There-
fore, a negative progesterone receptor status may func-
tion as a measure for endocrine resistance. In this study,
we have shown that the progesterone receptor status is a
predictive factor for benefit of extended aromatase in-
hibition therapy.

Apart from extending adjuvant endocrine therapy,
other strategies may be beneficial in reducing the risk of
recurrence in (postmenopausal) patients with hormone
receptor-positive breast cancer. These include chemo-
therapy and cyclin-dependent kinase (CDK) 4/6
inhibitors in patients with a high-risk profile,
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Event

Number of patients (%)

6-year anastrozole

3-year anastrozole

(N = 827) (N = 833)
Primary outcome
Adapted disease-free survival event® 255 286
Recurrence of the primary tumour 111 (44) 113 (40)
Local recurrence 19 (7) 15 (5)
Regional recurrence 21 (8) 22 (8)
Distant recurrence” 92 (36) 90 (31)
Visceral 49 (19) 54 (19)
Bone 56 (22) 57 (20)
Soft tissue 18 (7) 13 (5)
Other 4(2) 3(D)
Second, (non-)invasive breast cancer 27 (11) 34 (12)
Ipsilateral 6(2) 6(2)
Ipsilateral invasive 5() 4 (1)
Ipsilateral DCIS 0 (0) 2 (1)
Other 1(<1) 0(0)
Contralateral 21 (8) 29 (10)
Invasive 14 (5) 23 (8)
DCls 5(2) 6(2)
Other 2(1) 0(0)
Second, non-breast cancer® 64 (25) 86 (30)
Death without prior breast cancer event 56 (22) 58 (20)
Secondary outcome
Death from any cause 163 172
Breast cancer related 70 (43) 69 (40)
Not breast cancer related 93 (57) 103 (60)
Second primary malignancy 29 (18) 37 (22)
Cardiovascular disease 15 (9) 19 (11)
Other 49 (30) 47 (27)

DCIS = ductal carcinoma in situ. *Patients may have had multiple disease-free survival events at the same
moment. “Multiple locations of distant recurrence were reported in some patients. “Additional information
about type of second primary, non-breast cancer is presented in Supplementary Table S1.

randomisation.

Table 2: Efficacy outcome events of the 1660 patients who were disease-free at 3 years after

HER2-targeted therapy in patients with HER2-positive
disease, poly ADP ribose polymerase (PARP) inhibitor
therapy in patients with germline BRCA1/2 mutations,
and use of bone-modifying agents. In addition, several
trials currently test the value of next generation oral
selective oestrogen receptor degraders (SERDs). These
new approaches will likely improve the outcome of
future patients diagnosed with hormone receptor-
positive breast cancer, though it should be recognised
that the additional value of each treatment may decline
because of the lower residual risk of relapse.

A major strength of our study is the inclusion of a
heterogeneous group of postmenopausal women with
hormone receptor-positive breast cancer, as a result of
broad eligibility criteria. Therefore, our results are
applicable to a wide range of postmenopausal women
with hormone receptor-positive breast cancer. Our study
also has some limitations. We did not register toxicities
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Follow-up starting 3 years after randomisation (years)

Number at risk (number censored)

6-year anastrozole 827 (0)
3-year anastrozole 833 (0)

815 (0)
825 (2)

804 (0)
810(3)

787 (0)
796 (3)

775 (3)
771(5)
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753 (9)

729 (18)
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Fig. 2: Adapted disease-free survival (A), adapted overall survival (B), adapted breast cancer-free interval (C), and adapted breast cancer-specific
mortality (D) in 1660 patients who were disease-free at 3 years after randomisation.

Subgroups Number of patients Number of events Hazard ratio 10-year adapted disease-free survival P
(95% CI) (95% C1) interaction
6-year 3-year 6-year 3-year 6-year 3-year

Al patients 827 833 255 286 & 0-86 (0-72-1:01) 69-2% (65-8-72:3) 660% (62:5-69-2)

Age at randomisation 062
<60 years 483 488 111 129 —- 083 (0-64-1:08) 77-4% (73-3-81-0) 74-4% (70-2-78-1)
260 years 344 345 144 157 - 091 (0-73-1-15) 57-2% (51-4-62-5) 53-9% (48-2-59-2)

Pathological tumour status 0-80
T 376 383 107 119 —O+ 088 (0-67-1-15) 71-9% (66-8-76-3) 69-5% (64-4-74-0)
T2 450 449 148 166 - 084 (0-67-1:05) 66:8% (62:1-71-1) 63:1% (58:3-67-4)

Pathological nodal status 078
Negative 266 282 7 84 — 0-89 (0-65-1-22) 73-4% (67-3-78-5) 70-8% (64-9-75-8)
Positive 561 551 184 202 - 084 (0-69-1:03) 67:1% (62:9-71:0) 63:5% (59-2-67-5)

Histology 0-99
Lobular 154 140 55 55 — 0-84 (0-57-1-25) 63:4% (54-8-70-9) 62:8% (54:0-70-3)
Other 673 693 200 231 = 0-85 (0-70-1:03) 70-4% (66:7-73-8) 66:6% (62:8-70-1)

Histological grade 0-69
Gland G2 569 573 172 192 - 087 (071-1:07) 69:5% (65-4-73:2) 67:1% (63-0-70-9)
G3 229 238 72 86 — 081 (0-59-1-12) 69:3% (62-5-75-0) 63-1% (56-4-69-0)

Hormone receptor status 0018
ER+ and PR+ 627 633 184 228 -&- 077 (0-63-0:93) 70-8% (67-0-74-3) 64-4% (60-4-68-1)
ER+ or PR+ 200 200 7 58 —— 122 (0-86-1.73) 637% (561-70-4) 70-9% (63-9-76:8)

HER2 status 098
Negative 745 748 227 254 — 086 (0-72-1:03) 69:3% (65-7-72-6) 65-9% (62-2-69-3)
Positive 18 22 4 6 <& 0:70 (0-17-2-96) 83:3% (56:8-94-3) 72:7% (49-1-86-7)
Unknown 64 63 24 26 — 0-85 (0-48-1-50) 63-1% (49-7-73-8) 63-4% (49-9-74-2)

Chemotherapy 027
No 262 263 109 113 —— 100 (0-76-1:31) 57-8% (51-2-63-8) 56:0% (49-4-62-1)
Yes 565 570 146 173 —0o— 079 (0-63-0-99) 74:3% (70-4-77-8) 70-4% (66-4-74-1)

Prior tamoxifen duration 099
<25 years 606 598 190 210 _—t 0-86 (0-70-1-04) 68-9% (64-9-72-5) 64-9% (60-7-68-7)
>2:5 years 221 235 65 76 — 085 (0-61-1-19) 69:9% (63-1-75-8) 68-6% (62:1-74-2)

025 05 1 2
Favours 6 years Favours 3 years
Abbreviations: Cl = confidence interval, ER = oestrogen receptor, HER2 = human epidermal growth factor receptor 2, PR = progesterone receptor.

Fig. 3: Explorative subgroup analyses of adapted disease-free survival comparing 6 years of anastrozole with 3 years of anastrozole.
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Fig. 4: Adapted disease-free survival in (A) patients diagnosed with an oestrogen receptor- and progesterone receptor-positive tumour, and (B)
patients diagnosed with an oestrogen receptor- or progesterone receptor-positive tumour.

in this current follow-up analysis. Long-term toxicities
were however reported in the prior final analysis of the
DATA study and other studies on extended aromatase
inhibition, concluding that the small increased risk of
cardiovascular disease and bone fractures should be
considered in the decision-making process.””* We also
did not collect tissue from locoregional or distant re-
currences. Much may still have to be learned from
studying endocrine resistance after different durations
of aromatase inhibition. For instance, the impact of the
development of ESR1 mutations following extended
aromatase inhibition needs to be clarified. Furthermore,
one may propose that the use of results from subgroup
analyses is another limitation of our study. However, we
believe that, even though the main results of our study
did not reach statistical significance, the observed re-
sults in subgroups may still be relevant for clinical
practice. A meta-analysis including all studies on
extended aromatase inhibition, which is soon expected
to be done by the Early Breast Cancer Trialists’ Collab-
orative Group (EBCTCG), will hopefully provide addi-
tional insight in which subgroups of patients benefit the
most from extended aromatase inhibition.

In this study, extended aromatase inhibition did not
improve the adapted disease-free survival and overall
survival of postmenopausal women with hormone
receptor-positive breast cancer who received 5 years of
sequential endocrine therapy. We therefore do not
advice to extend treatment with an aromatase inhibitor
beyond 5 years of sequential endocrine therapy in all
postmenopausal women with hormone receptor-
positive breast cancer. An interesting finding of our
study, however, is that the effect of extended aromatase
inhibition on adapted disease-free survival differed be-
tween patients with tumours expressing both the oes-
trogen and progesterone receptor and patients with
tumours expressing only one hormone receptor. This
finding warrants further study.
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