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Opinion Statement

Five years after adjuvant endocrine treatment for estrogen receptor (ER)-positive breast
cancer, patients have a 2 to 20 % risk of metastatic relapse during the next 5 years.
Extended adjuvant endocrine therapy seems to further lower this. In UZ Leuven, extended
endocrine therapy is now discussed unless the tumor was a grade 1-2, pTINO, ER-positive,
progesterone receptor (PR)-positive, HER2-negative lesion. After 5 years of adjuvant
tamoxifen treatment for ER-positive breast cancer, we encourage women to take another
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5 years of tamoxifen. If the tumor was lymph node-positive at diagnosis and patients are
menopausal after the first 5 years of tamoxifen, we advise to take prolonged treatment
with an oral aromatase inhibitor (AI). For this particular group, available data for
extending endocrine therapy with an Al after 5 years of tamoxifen are strongest and more
convincing for letrozole than for anastrozole or exemestane. Under these conditions,
letrozole is reimbursed for 3 years in Belgium. If women are postmenopausal at diagnosis
and already used an oral Al at any time during the first 5 years, we discuss an extra 5 years
of tamoxifen. Results from ongoing clinical trials will tell us whether in these cases
prolonged AI use is better than tamoxifen so that therapy can be adapted. Benefit from
extended adjuvant endocrine therapy is likely larger with better compliance and potential
side effects of extended endocrine therapy need to be discussed. Therefore, when advising
extended adjuvant endocrine treatment, a balance should always be made between relapse

risk and treatment tolerance/compliance.

Introduction

Women with an early invasive, estrogen receptor
(ER)-positive breast cancer are always advised to
take adjuvant endocrine therapy as this lowers re-
lapse. A meta-analysis of a large series of random-
ized controlled trials (RCTs) with tamoxifen
starting 30 years ago was recently updated for its
5-year effect [1, 2]. The conclusion was that daily
intake of 20 mg of tamoxifen for 5 years led to
13.2 % fewer recurrences and 9.2 % fewer deaths
at 15 years [1, 2]. It did not affect non-breast
cancer mortality despite small absolute increases
in thromboembolic and uterine cancer mortality
(both only in women older than 55 years). This
standard of care has, a decade or so ago, been
changed in postmenopausal women with the intro-
duction of the three oral aromatase inhibitors (AI),
anastrozole, letrozole, and exemestane. Several
RCTs tested in many different ways the hypothesis
that adjuvant Als, 5 years continuous or 2-3 years
in consecutive sequence with 2-3 years of tamoxi-
fen, are better than 5 years of tamoxifen. This led
to an updated ASCO clinical guideline [3].
Considering all such RCTs, a recently presented
intent-to-treat meta-analysis of 36,889 postmeno-
pausal women with an ER-positive invasive breast
cancer compared the following three groups of
5 years of adjuvant endocrine treatment: [A] con-
tinuous Al versus tamoxifen; [B] sequential 2-
3 years of tamoxifen then 2-3 years Al versus
tamoxifen alone; and [C] continuous Al versus se-
quential 2 years tamoxifen followed by 3 years Al
[4]. There were fewer recurrences with continuous
Al therapy in groups A and C as compared to the

tamoxifen containing arms in both groups and
with sequential tamoxifen followed by Al as com-
pared to the tamoxifen alone arm in group B.
Recurrence reductions with Al over tamoxifen were
mainly seen during the period AI was used. In
group A, recurrence rate ratio (RR) was no longer
significant beyond 5 years in the Al group as com-
pared to the tamoxifen alone group (RR 0.90;
0.79-1.04), but overall, breast cancer death was
lower (RR 0.86 [0.76-0.97], p=0.014). Also in
group B, recurrence RR was no longer significant
beyond 5 years in the Al group in comparison with
the tamoxifen alone group (RR 0.97; 0.86-1.09),
but overall, breast cancer mortality was lower (RR
0.84 [0.73-0.97], p=0.015). Patients in group C
had the lowest benefit of 5 years treatment with
Al. While recurrence RR was lower in the Al versus
tamoxifen treatment group during years 0-1 (RR
0.75 [0.62-0.89]), recurrence RR was similar during
years 2-4 when both groups received Al (RR 0.99
[0.85-1.15]), and also after treatment completion
beyond 5 years (RR 0.96 [0.76-1.21]). Still, this
approach in group C translated in 1.1 % fewer
5 years recurrences with continuous Al (9.6 %)
than sequential tamoxifen followed by an Al
(10.7 %) (RR 0.90 [0.81-1.00], p=0.042). There
were less breast cancer deaths, but this was not
significant (RR 0.89 [0.77-1.02], p=0.097). Not
many differences in proportional recurrence reduc-
tion by age, nodal status, tumor grade, or proges-
terone receptor (PR) status could be observed in
the three comparisons. Overall, there were less en-
dometrial cancers (0.2 versus 0.6 %, RR 0.37
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[0.27-0.51]) but more fractures (8.1 versus 5.9 %,
RR 1.40 [1.27-1.53]) in the AI group compared
with the tamoxifen group. In both groups, a simi-
lar amount of non-breast cancer deaths was ob-
served [4].

Until recently in our institution, all premenopausal
and selected low-risk (pT1NO grade 1) postmenopausal
ER-positive breast cancer patients were advised to take
5 years of tamoxifen. We added ovarian function sup-
pression (OFS) for the first 2-3 years to the 5 years of
tamoxifen in women <35 years of age at diagnosis.
Postmenopausal women with a more aggressive tumor
than a pT1NO, grade 1, ER-positive breast cancer either
received 5 years of a non-steroidal Al (if a higher risk for
early relapse so if the tumor was pNO and PR-
negative, or pN2-3, or if there were at least two risk
factors: tumor size larger than 2 ¢m, lymphovascular
invasion, grade 3, HER2-positive or pN1) or the consec-
utive combination of 2-3 years tamoxifen followed by
exemestane or anastrozole during the rest of the first
5 years (if patients were not at higher risk for early
relapse but the tumor is more aggressive than grade 1
pT1NO). Patients with toxicity or those not tolerating
either tamoxifen or Al were switched to the other com-
pound with ideally at least 2 years of an Al if they had a
higher relapse risk.

Years ago, clinicians started testing the value of
extended (beyond 5 years) adjuvant endocrine treat-
ment in RCTs [5e¢, 6e, 7-14] since women with an
early ER-positive breast cancer have, following the
most optimal 5 year adjuvant endocrine treatment
schedule, between 2 and 20 % risk of metastatic
recurrence during the next 5 years. Unfortunately,
we do not have reliable biomarkers for benefit from
longer than 5 years treatment. Initial risk of recur-
rence, however, seems informative for relapse risk
estimates and decision making at 5 years. Multi-gene
signatures are also able to predict recurrences beyond
the first 5 years but whether they are predictive for
prolonged therapy is as of today unknown [15-29].

Many but not all of the RCTs studying extended
endocrine therapy have been reported [5e, Ge, 7-14].
The available data of some of the trials are mature
enough for changing our daily clinical practice in a
subset of patients coming off the 5-year treatment [5e,
10, 11]. This was also incorporated in recent guidelines
and agreed upon during the St-Gallen 2015 consensus
meeting.

In UZ Leuven, late relapse risk is evaluated in the
beginning of breast cancer diagnosis using initial

tumor stage and biology. Prognostic tumor charac-
teristics at diagnosis and patient characteristics
(menopausal status) help to decide who and how
we continue to treat with endocrine agents beyond
5 years. At the end of the 5 years, we also consider
previous symptoms and side effects to be expected
from prolonged endocrine treatment. We inform pa-
tients that benefits might be modest and side effects
persistent; we only propose prolonged treatment if
we judge benefits outweigh side effects. If patients’
symptoms on previous endocrine therapy were tol-
erable, we propose intermediate to high-risk patients
(any >pT1 or >pNO or grade 3) prolonged endocrine
therapy. There is evidence from RCTs for benefit after
5 years of tamoxifen for an extra 5 years of tamoxifen
or letrozole (the latter one only if menopausal after
5 years). Data on the efficacy of extended endocrine
therapy are missing in women already exposed to an
Al during any period in the first 5 years. Recent
ASCO guidelines advise in some of these particular
cases to administer an Al for 5 or 3 extra years
[30ee]. Three additional years of an Al is proposed
to patients who already received 2 years of an Al
during the first 5 years of their adjuvant treatment.
An extra 5 years of tamoxifen might be a pragmatic
approach if such patients have a residual relapse
risk beyond 5 years as prolonged AI use is not
reimbursed in Belgium if an Al was already given
during any period in the first 5 years. If Als are
better in this setting based on new data to come
over the next years, such endocrine treatment can
still be adjusted.

We here present our current in-house policy of ex-
tended adjuvant endocrine therapy by menopausal sta-
tus after 5 years of endocrine therapy (Table 1). We have
to stress that there is no proper definition for
“menopause” in breast cancer patients with amenorrhea
whether or not on tamoxifen and especially if adjuvant
chemotherapy was given. This is in particular important
when prescribing Als for patients under age 52 as Als are
only active if no residual follicle is remaining. In this age
group, biochemistry (estradiol, inhibine, anti-mullerian
hormone levels) nor ovarian ultrasonography is reliable
to define menopause and start on an Al. We evaluate
menopausal status of patients who we propose this
treatment as well as which type of adjuvant endocrine
therapy. We also refer to ongoing trials and potential
side effects in extended anti-hormonal therapy trials as
these should be considered when informing patients on
prolonged anti-estrogen therapy.
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Table 1. Extended treatment decision according to menopausal status after 5 years of initial therapy

Menopausal status
at year 5
Initial 5-year therapy

Extended therapy

Premenopausal Postmenopausal

5 years tamoxifen 5 years tamoxifen Al at any time

or any OFS+tamoxifen/AL

To be considered for all To be considered for all None if “lower risk” (e.g., pNO) or
unless pTINO, grade unless pTINO, grade significant comorbidity
1-2: 1-2: For higher risk (pN1-3):

- 5 years tamoxifen - 5 years tamoxifen if pNO - 5 years tamoxifen

- 5 years Al as an alternative - 3-5 years letrozole if - 5 years Al as an alternative

but not reimbursed in Belgium  pN+ (reimbursed for but not reimbursed in Belgium

3 years in Belgium)

OFS ovarian function suppression, AI aromatase inhibitor

Premenopausal after 5 years of tamoxifen

For those ending 5 years of tamoxifen, two recently reported trials, one pub-
lished (ATLAS) and one presented during ASCO 2013 (aTTom) support ex-
tending endocrine therapy [5¢, 6]. Both trials confirm one but oppose two
earlier trials studying extended tamoxifen treatment beyond 5 years of tamox-
ifen [7-9]. The three early trials of continuing adjuvant tamoxifen to 10 years
versus stopping tamoxifen at 5 years recruited relatively few patients, and two of
these trials were negative. The small numbers of patients meant that these
adverse results could have been due to the play of chance, so larger trials like
ATLAS and aTTom were needed. Al-Mubarak et al. recently published in a
systematic review and meta-analysis of these five trials the benefits and harms of
5 additional years of adjuvant tamoxifen compared with only 5 years of
adjuvant tamoxifen [31ee]. This meta-analysis comprising 21,554 patients
concluded that extended adjuvant tamoxifen was not associated with a signif-
icant reduction in the risk of recurrence (odds ratio (OR) 0.89 [0.76-1.05],
p=0.17) and all-cause death (OR 0.99 [0.84-1.16], p=0.88). There was a re-
duction in risk of recurrence after completion of extended adjuvant tamoxifen
which was, considering all trials, not significant. In a subgroup analysis, the
absolute risk reduction was 2.1 % in lymph node-negative patients as compared
to 4.1 % in lymph node-positive patients at 10 years of follow-up. This differ-
ence, however, was not significant. Menopausal status had no effect on breast
cancer recurrence.

The two most recent trials in this meta-analysis, ATLAS and aTTom, dem-
onstrated that an extra 5 years of adjuvant tamoxifen is beneficial for women
with an ER-positive breast cancer 15 years after initial diagnosis. It decreases the
risks of recurrence and death by 3.7 and 2.8 %, respectively, but 15 years of
follow-up was required to observe this mortality difference [5e]. In UZ Leuven,
10 years of tamoxifen is proposed unless the tumor is pT1NO grade 1-2. There
are three relevant issues for our daily practice in 2015 regarding these findings in
women premenopausal at 5 years of follow-up.
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First, most women in both ATLAS and aTTom were postmenopausal and
now receive an Al as adjuvant therapy in the first 5 years. We asked the ATLAS
investigators if they could provide information on the benefit of extended
tamoxifen in ATLAS depending on ovarian function. The authors provided
reassurance that the new strategy of extending 5 years of tamoxifen is appro-
priate also in the younger age group [32, 33]. The ATLAS findings therefore
represent an important step forward in adjuvant treatment for women with ER-
positive breast cancer, and we agree that they are very likely to pertain to all
eligible women.

Second, young women have the highest rates of death from early breast
cancer. Based on extrapolations from studies in postmenopausal women, Als
might also be better than tamoxifen in younger women but in that case,
premenopausal women need to be rendered menopausal. Indeed, in premen-
opausal women with a high relapse risk receiving adjuvant chemotherapy, OFS
with exemestane improves disease-free survival (DFS), as compared with ta-
moxifen alone or OFS plus tamoxifen in SOFT [34]. This advantage of OFS plus
exemestane was not seen in low-risk premenopausal breast cancer patients
where physicians decided not to give chemotherapy; tamoxifen users in the trial
had an excellent 5-year prognosis independent of the choice of anti-hormonal
therapy. Also, Pagani et al. reported that OFS plus exemestane improved DFS by
3.8 % as compared with OFS plus tamoxifen (hazard ratio 0.72 [0.60-0.86],
p=0.0002) [35]. The advantage of an Al was not observed in low-tisk patients in
both TEXT (exemestane) and ABCSG-12 (anastrozole). The latter study com-
pared anastrozole with tamoxifen mainly in non-chemotherapy treated pre-
menopausal women with OFS [36]. In ABCSG-12, tamoxifen was not inferior
to Al for DFS, and it was even superior for overall survival. It should be
acknowledged that this study only treated patients for 3 years, that serum
follicle stimulating hormone levels were not only higher in the anastrozole as
compared to the tamoxifen group but also predictive for relapse, and that body
mass index predicted for higher residual estradiol levels in these women with an
artificially suppressed ovarian function using gonadotropin-releasing hormone
agonist (GnRH-a) [37, 38]. The potential benefit of extended Al or tamoxifen
treatment for postmenopausal and premenopausal patients, respectively, after
5 years of treatment with OFS plus tamoxifen/Al is unknown. Long-term follow-
up in SOFT and TEXT is critical to improve decision making about extended
treatment. The recently updated ABCSG-12 trial, studying 3 years of adjuvant
endocrine therapy with OFS plus tamoxifen or anastrozole with or without
zoledronic acid showed an excellent prognosis between year 5 and 8 but still,
20 % of all metastatic events appeared during this follow-up period [39].

Third, is there a place for OFS with tamoxifen or an Al after 5 years of
endocrine therapy if high-risk patients remain premenopausal? In this setting,
one study evaluated the efficacy, safety, and tolerability of Al plus OFS with
GnRH-a after 5 years of tamoxifen in premenopausal breast cancer survivors
[40]. This was a small phase II study from three participating sites in the USA,
including the Dana-Farber Cancer Institute. Due to poor accrual over 3.5 years,
however, the study was closed early with only 16 patients who began treatment.
Moreover, most patients stopped treatment early as a result of toxicity.
Common adverse events that led to stop of treatment were hot flashes, vaginal
dryness, and arthralgia. This study’s poor accrual suggests that young women
may not be highly motivated to pursue lengthier courses of endocrine therapy
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and that future studies of this approach with OFS plus an Al after 5 years of
tamoxifen may be challenging. We do not extend OFS beyond 5 years in our
center for these reasons.

After 5 years of tamoxifen treatment: postmenopausal

or premenopausal at diagnosis but postmenopausal

after that period

- 0000000001}

Patients postmenopausal after 5 years of tamoxifen treatment are switched from
tamoxifen to another 3-5 years of letrozole as this reduces the risk of recurrence
and improves overall survival especially in lymph node-positive disease [41].
MA-17 tested 5 years of treatment extension and most guidelines now advise to
give 5 extra years of letrozole, but reimbursement in Belgium is only for 3 years.
The cohort “premenopausal at diagnosis but postmenopausal at year 5” was a
small group in MA-17. A retrospective subgroup analysis showed that these
patients benefited most from extended letrozole therapy after 5 years on ta-
moxifen [42]. Similar findings as in the MA-17 trial were also found in other
trials like ABCSG-6a with anastrozole and ATENA and NSABP B-33 with
exemestane [12-14].

In our hospital, women postmenopausal after 5 years of diagnosis with a
low residual risk for breast cancer relapse (grade 1-2, pT1NO, ER-positive, PR-
positive, HER2-negative lesion without lymphovascular invasion) stop their
treatment after 5 years of tamoxifen as its risks might outweigh its benefit.
Women in this category with a higher residual relapse risk but lymph node-
negative will receive an additional 5 years of tamoxifen as Als are not reim-
bursed in Belgium if lymph nodes are negative whereas tamoxifen is. In these
women, it is unknown whether extended use of tamoxifen beyond 5 years of
tamoxifen is inferior to an Al as such trials have not been done. In a cross-trial
comparison of ATLAS and Al studies, it was found that in patients pre- or
postmenopausal at diagnosis but postmenopausal after 5 years switching from
tamoxifen to letrozole was superior to extended tamoxifen treatment [43ee].
These results are similar as in the metastatic and early breast cancer settings
where Als are superior to tamoxifen as well. Higher efficacy, however, might
also lead to a worse quality of life. Patients with letrozole intolerance can
therefore switch again to tamoxifen, which they were able to cope with during
the initial 5 years. Selection between tamoxifen and letrozole on the base of
avoidance of specific potential side effects (e.g., thrombosis or endometrial
hyperplasia for tamoxifen and osteoporosis and arthralgia for Als) is a reason-
able approach. If patients have a period without therapy after the 5 years of
tamoxifen, MA-17 showed that delayed letrozole was better than no letrozole
[11]. LATER is an ongoing trial to further test this hypothesis.

Postmenopausal at diagnosis and already treated with an Al

In postmenopausal patients treated with 2 to 5 years of an Al, there is no
evidence for extended anti-hormonal therapy with tamoxifen beyond the
5 years of anti-hormonal therapy. In ATAC and BIG 1-98 residual
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relapse risk between years 5 and 10 was 10 % [44, 45]. Women with an
Al during the first 5 years were not included in available trials with
extended Al therapy, but such trials are ongoing (NSABP B-42, DATA,
ABCSG-16/SALSA, LEAD, IDEAL, MA-17R, see Table 2). The benefit from
extended letrozole therapy for 5 years was taken for granted by
MINDACT and SOLE investigators. MINDACT opted for 7 instead of

5 years of adjuvant letrozole [46] whereas SOLE opted for 5 additional
years of continuous or interrupted use of letrozole after 5 years of any
anti-hormonal therapy. Outcome data from both trials are awaited. The
recently published ASCO guidelines advise continuing 2-3 more years of
an Al for postmenopausal women receiving already 3-2 years Al treat-
ment after 2-3 years of tamoxifen. This was already included in their
previous guidelines, not as a result of an RCT but as a reasonable
option based on safety data for 5 years of an Al alone or after 5 years of
tamoxifen [30ee]|. In the meanwhile in UZ Leuven, high-risk patients
(lymph node-positive and no comorbidity) who already took an Al
during the first 5 years of treatment are counseled for an extra 5 years of
tamoxifen. Postmenopausal women who cannot tolerate an Al are ad-
vised to take 10 years of tamoxifen, as mostly, Al intolerance appears
within the first 6 months of therapy. Further, patients with intolerance
of tamoxifen can be given 5 years of Al, also suggested in the ASCO
guidelines but not (yet) tested in RCTs.

Frequency of metastatic relapse in the first 5 years
as well as beyond 5 years in UZ Leuven

In UZ Leuven, primary operable, ER-positive, HER2-negative breast can-
cer patients diagnosed between January 2000 and December 2004 were
analyzed for metastatic relapse during the first 5 years as well as beyond

Table 2. Overview of ongoing trials with extended AI treatment

RCT trial

NSABP B-42

LEAD

DATA

SALSA

IDEAL

MA.17R

N Patients
endpoint
3966

DFS

4050
DFS

1900
DFS

3486
DFS

1824
DFS

1918
DFS

Initial therapy Extended therapy
5 years Al or sequence with tamoxifen 5 years letrozole
maximum 3 years 5 years placebo
2-3 years tamoxifen 2-3 years letrozole
5 years letrozole
2-3 years tamoxifen 3 years anastrozole
6 years anastrozole
5 years of any endocrine therapy 2 years anastrozole
5 years anastrozole
5 years of any endocrine therapy 2.5 years letrozole
5 years letrozole
At least 4.5 to 6 years of an Al alone or after 5 years letrozole
initial tamoxifen therapy 5 years placebo

AI aromatase inhibitor, RCT randomized controlled trial, N number, DFS disease-free survival
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5 years (Table 3). All patients were treated according to standard of care
and follow-up was at least 10 years. Frequency of metastatic relapse was
investigated according to menopausal status (age 50 or younger versus
older than 50 years), PR status, lymph node status, and grade. In the
cohort age 50 or younger, 462 patients were included. Lymph node status
was unknown for 4 and grade for 1 of these patients. In absolute numbers,
we found that those with a PR-positive lesion more often relapsed during
the first 5 years except when the tumor was grade 1-2 with positive lymph
node status. Further, patients with PR-negative disease more frequently
developed metastasis during years 6-10. None of the patients with PR-
negative, lymph node-negative breast cancer relapsed during years 0-5.
Also, none of these patients with a grade 3 tumor relapsed during years 6—
10. Some of the subgroups, however, contained only a small number of
patients. In the cohort older than age 50, PR status was unknown for 7
patients and lymph node status for 21 of 1082 patients that were included.
In absolute numbers, PR-negative breast cancer patients had more recur-
rences during the first 5 years as compared to years 6-10, except for those
who had a lymph node-negative, grade 1-2 lesion, doing well in both time
periods. Further, PR-positive breast cancer patients more frequently

Table 3. Frequency of metastatic relapse in UZ Leuven 0-5 and 6-10 years after diagnosis of primary operable,
ER-positive, HER2-negative breast cancer among patients both younger and older than age 50

Follow-up
metastatic
relapse
PR-positive
PR-positive, pNO
PR-positive, pN+
PR-positive, pNO,
grade 1-2
PR-positive, pNO,
grade 3
PR-positive, pN+,
grade 1-2
PR-positive, pN+,
grade 3
PR-negative
PR-negative, pNO
PR-negative, pN+
PR-negative,
pNO, grade 1-2
PR-negative,
pNO, grade 3
PR-negative,
pN+, grade 1-2
PR-negative,
pN+, grade 3

<50 years
0-5 years
n

34/419

15/254

19/161

9/183

6/70
8/97
11/64
2/43
0/18
2/25
0/11
0/7

1/12

1/13

>50 years
6-10 years 0-5 years 6-10 years

% n % n % n %
8.1% 25/380 6.6 % 47/899 5.2 % 41/793 5.2 %
5.9 % 10/238 4.2 % 19/594 3.2% 13/539 2.4 %
11.8 % 15/138 10.9 % 28/284 9.9 % 27/243 11.1%
4.9 % 5/174 2.9 % 10/473 2.1% 11/433 2.5 %
8.6 % 5/63 7.9 % 9/121 7.4 % 2/106 1.9 %
8.3 % 9/88 10.2 % 13/192 6.8 % 12/170 7.1%
17.2 % 6/50 12.0 % 15/92 16.3 % 15/73 20.6 %
4.7 % 4/41 9.8 % 21/176 11.9 % 7/151 4.6 %
0 % 1/18 5.6 % 7/119 5.9 % 4/110 3.6 %
8.0 % 3/23 13.0 % 14/57 24.6 % 3/41 7.3 %
0 % 1/11 9.1% 1/86 1.2 % 2/84 2.4 %
0 % 0/7 0 % 6/33 18.2 % 2/26 7.7 %
8.3 % 2/11 18.2 % 3/28 10.7 % 1/24 4.2 %
7.7 % 1/12 8.3 % 11/29 37.9 % 2/17 11.8 %

ER estrogen receptor, PR progesterone receptor, n number
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developed metastasis during years 6-10 versus years 0-5 when lymph
nodes were positive at diagnosis. Among PR-positive breast cancer patients
with pNO, more recurrences were detected during the first 5 years versus
years 6-10 only in the group with grade 3 disease. Based on these num-
bers, it could be suggested to administer extended endocrine treatment
only to subgroups that seem to be at higher risk during years 6-10 when
taking PR status, lymph node status, and grade into account.

Side effects of extending anti-estrogen therapy

Conclusion

Most side effects of continuing tamoxifen for an additional 5 years are
seen after menopause and include postmenopausal symptoms such as
hot flashes and night sweats, and vaginal dryness, discharge, or irrita-
tion. In premenopausal patients, the most common side effect is irreg-
ular menses. Extended tamoxifen treatment also increases the risk for
endometrial cancer and thromboembolic disease as shown in the ATLAS
trial [5e]. Toxicities induced by Als are Al-induced musculoskeletal syn-
drome (AIMSS) including arthralgia, myalgia, joint stiffness, paresthesia
and carpal tunnel syndrome, osteoporosis and fractures, and probably
also cardiovascular risks. MA.17 showed that especially osteoporosis was
frequently diagnosed with prolonged letrozole treatment [47]. Koch

et al. reported that breast cancer survivors had comparable general
health and overall quality of life 10 years after diagnosis as compared
with controls and that mainly the youngest survivors reported relevant
restrictions [48]. However, the IDEAL trial showed that there was a high
non-compliance to extended endocrine treatment due to toxicities [49].
After 2.5 years of extended letrozole therapy, 18.4 % of 1215 patients
stopped treatment of which 85.1 % discontinued because of toxicities.
Therefore, benefits and risks of the proposed extended endocrine therapy
should always be discussed with the patient, together with her prefer-
ences and available alternatives. Since patients have 5 years of experi-
ence with tamoxifen and/or Al, the decision to continue with either one
can integrate the patients’ own experience during the last 5 years. If
patients are well informed and aware of potential toxicity associated
with their therapy, they can identify and intervene or seek help when
necessary.

After 5 years of any endocrine treatment schedule, extended adjuvant
endocrine therapy should be discussed with women whose tumor was
not low grade, pT1NO, ER-positive, PR-positive, HER2-negative, and if
there was no lymphovascular invasion. We encourage these women to
take another 5 years of tamoxifen unless they did not take an Al, any
time during the first years, and they were lymph node-positive at diag-
nosis. In the latter case, women are advised to take letrozole for another
3 years. Most benefit is larger with better compliance, and a balance
should be made between relapse risk and treatment tolerance/
compliance.
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