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Endokrine Therapielandschaft bei Patient”innen mit HR+ HER2-
friihem Mammakarzinom in Deutschland vor Einfiihrung
der CDK4|6-Inhibitor-Behandlung - eine Real-World-Analyse

SJOIESIC)

Authors

Naiba Nabieva’, Falk Altmann?, Klaus Apel?, Dirk-Toralf Baerens?, Michaela Beha?, Antje Belau?, Steffi Busch?,
Dagmar Guth?, Georg Heinrich?, Janine Kreiss-Sender?, Susanne Markmann?, Andreas Olbermann?, Giilten Oskay-Ozcelik?,
Beatrix Schuback?, Dieter Steinfeld-Birg?, Claudia Quiering’, Ferenc Kiss', Julia Kreuzeder', Paolo Nuti?>, Jérg Schilling?

Affiliations

1 Novartis Pharma GmbH, Nirnberg, Germany

2 Berufsverband Niedergelassener und ambulant tatiger
Gyndkologischer Onkologen in Deutschland e. V.,
Neuenhagen bei Berlin, Germany

3 HERACLIN Institut fiir Datenmanagement im Gesundheits-
wesen GmbH, Neuenhagen bei Berlin, Germany

Key words
breast cancer, endocrine treatment, OFS, tamoxifen,
aromatase inhibitor

Schliisselworter
Brustkrebs, Mammakarzinom, Antihormontherapie, GnRH,
Tamoxifen, Aromataseinhibitor

received 28.4.2023
accepted after revision 24.5.2023
published online 18.7.2023

Bibliography

Geburtsh Frauenheilk 2023; 83: 1127-1137
DOI 10.1055/a-2100-0643

ISSN 0016-5751

© 2023. The Author(s).

This is an open access article published by Thieme under the terms of the Creative
Commons Attribution-NonDerivative-NonCommercial-License, permitting copying
and reproduction so long as the original work is given appropriate credit. Contents
may not be used for commercial purposes, or adapted, remixed, transformed or built
upon. (https://creativecommons.org/licenses/by-nc-nd/4.0/).

Georg Thieme Verlag KG, RiidigerstraRe 14,
704609 Stuttgart, Germany

Correspondence

PD Dr. Naiba Nabieva
Novartis Pharma GmbH
Roonstral3e 25

90429 Niirnberg, Germany
naiba.nabieva@Novartis.com

@ Deutsche Version unter:
https://doi.org/10.1055/a-2100-0643.

ABSTRACT

Introduction

While premenopausal patients with HR+ HER2- early breast
cancer are treated with tamoxifen +/- ovarian suppression
with a GnRH analog or an aromatase inhibitor (Al) + GnRH,
the majority of postmenopausal women receive an Al due
to its higher efficacy compared to tamoxifen. As the intro-
duction of CDK4/6 inhibitors into the treatment of early-
stage breast cancer with a higher risk of recurrence will
probably result in a shift in the endocrine treatment land-
scape, the question is what treatment did potential candi-
dates for CDK4/6 inhibitors in Germany receive before
CDK4/6 inhibitors were available.

Patients and Methods

As part of a retrospective multicenter analysis, anonymized
data were collected of patients with HR+ HER2- early-stage
breast cancer who received endocrine therapy in the period
between 10/2021 and 03/2022. Potential candidates for
CDK4/6 inhibitor treatment were classified into different risk
cohorts using the inclusion criteria of the NATALEE and
monarchE trials.
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Results

The data of 238 patients from 29 different centers were
analyzed. While 20.6 % of patients met the monarchE crite-
ria, the subgroup which met the NATALEE inclusion criteria
consisted of 46.2% of patients. 53.8% of patients did not
meet the inclusion criteria for either the NATALEE or the
monarchE trial. More than half of the patients did not re-
ceive chemotherapy. 28.6% of patients in the whole cohort
were premenopausal. 67.6% of premenopausal women re-
ceived neo-/adjuvant chemotherapy. 61.8% of premeno-
pausal patients received tamoxifen as adjuvant endocrine
therapy, 19.1% received an Al + GnRH and 10.3% were
treated with tamoxifen + GnRH.

Conclusion

Despite the high percentage of premenopausal patients
who received aggressive treatment in the form of che-
motherapy, only one third of premenopausal patients re-
ceived GnRH in addition to their standard endocrine ther-
apy. Studies carried out at a later point in time and registry
studies will be necessary to see how the endocrine therapy
landscape in Germany has changed following the introduc-
tion of CDK4/6 inhibitors.

ZUSAMMENFASSUNG

Einleitung

Wahrend prdmenopausale Patientinnen mit einem HR+
HER2- friihen Mammakarzinom mit Tamoxifen +/- ovarielle
Suppression mit einem GnRH-Analogon oder einem Aroma-
taseinhibitor (Al) + GnRH behandelt werden, erhalten post-
menopausale Frauen vorwiegend einen Al aufgrund der bes-
seren Wirksamkeit verglichen mit Tamoxifen. Da es durch
den Einzug der CDK4/6-Inhibitoren in die Behandlung des
frihen Mammakarzinoms mit hoherem Rickfallrisiko ver-
mutlich zu einer Verschiebung der endokrinen Therapieland-
schaft kommt, ist von Interesse, wie in Deutschland poten-

zielle CDK4/6-Inhibitor-Kandidat*innen vor deren Marktein-
fiihrung behandelt wurden.

Patienten und Methoden

Im Rahmen einer retrospektiven, multizentrischen Analyse
wurden anonymisierte Daten von Patient*innen mit einem
HR+ HER2- frithen Mammakarzinom und einer im Zeitraum
zwischen 10/2021-03/2022 begonnenen Antihormonthera-
pie erhoben. Potenzielle CDK4/6-Inhibitor-Kandidat*innen
wurden anhand der Einschlusskriterien der NATALEE- und
monarchE-Studien in entsprechende Risikokollektive unter-
teilt.

Ergebnisse

Insgesamt wurden Daten von 238 Patient*innen aus
29 Zentren analysiert. Wahrend den monarchE-Kriterien
20,6 % der Patient*innen zugeordnet werden konnten, ent-
hielt das NATALEE-dhnliche Kollektiv 46,2% der Patient™in-
nen. 53,8% der Patient*innen erfiillten weder die Ein-
schlusskriterien der NATALEE- noch die der monarchE-Stu-
die. Uber die Hilfte der Patient*innen erhielt keine Chemo-
therapie. Im Gesamtkollektiv waren 28,6 % der Patientinnen
pramenopausal. 67,6 % der pramenopausalen Frauen wur-
den mit einer neo-/adjuvanten Chemotherapie behandelt.
61,8 % der pramenopausalen Patientinnen erhielten als adju-
vante Antihormontherapie Tamoxifen, 19,1% Al + GnRH
und 10,3 % Tamoxifen + GnRH.

Schlussfolgerung

Trotz des hohen Anteils pramenopausaler Patientinnen, die
mit einer aggressiven Therapie im Sinne einer Chemothera-
pie behandelt wurden, wurde bei nur einem Drittel der pra-
menopausalen Patientinnen GnRH zur Antihormontherapie
hinzugenommen. Untersuchungen zu einem spdteren Zeit-
punkt sowie Registerstudien sind nétig, um zu sehen, wie
sich durch den Einzug der CDK4/6-Inhibitoren die endokrine
Therapielandschaft in Deutschland verdndert.

Introduction

Patients with hormone receptor-positive, HER2neu-negative (HR+
HER2-) early-stage breast cancer usually receive adjuvant endo-
crine therapy to reduce the risk of recurrence. While premeno-
pausal patients receiving tamoxifen +/- ovarian suppression were
treated with a GnRH analog or an aromatase inhibitor (Al) + GnRH,
most postmenopausal women receive an Al because of its higher
efficacy compared to tamoxifen [1, 2]. However, more recent data
have shown that the therapy landscape with regards to endocrine
treatment varies considerably between countries, especially in the
treatment of premenopausal patients. For example, premeno-
pausal women who receive endocrine treatment in China will, in
most cases, be treated with an Al (+ GnRH), while in Japan the re-
verse is the case and the majority of these patients are treated
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with tamoxifen. In Germany, it also appears that the percentage of
premenopausal patients treated with tamoxifen is significantly
higher [3].

Following the expansion of the approval for the CDK4/6 inhibi-
tor abemaciclib in April 2022 to treat cases with early-stage breast
cancer and a high risk of recurrence, it is obvious that in the com-
ing years there will be a shift in the type of endocrine therapy
used, particularly when treating premenopausal women. Abema-
ciclib has been approved for use for this diagnosis, both in combi-
nation with an Al and with tamoxifen; however, some experts ad-
vise against combining it with tamoxifen because of the higher risk
of thromboembolism compared to combining it with an Al and
some experts even recommend additional anticoagulation if a
combination of abemaciclib and tamoxifen is considered indispen-
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sable [4]. Based on the positive results of the NATALEE trial, it is
expected that the approval for ribociclib will also be expanded to
include the treatment of HR+ HER2- early-stage breast cancer
with a moderate or high risk of recurrence [5]. Because the combi-
nation with tamoxifen is known to be associated with cardiotoxic
side effects in the metastatic setting, this CDK4/6 inhibitor will
only be administered in combination with an Al (+/- GnRH) [6].
Given the assumed upcoming change in endocrine therapy -
from the preferred use of tamoxifen to an increased use of an Al -
the question we investigated was what the endocrine therapy
landscape in Germany looked like before the approval of CDK4/6
inhibitors. This analysis focuses on the therapy and patient and
tumor characteristics of patients who met the inclusion criteria of
the NATALEE (NCT03701334) and/or monarchE (NCT03155997)
trials in a real world setting and who would correspondingly be
potential candidates for treatment with a CDK4/6 inhibitor.

Methods

Design and patients

This study was carried out from June to December 2022 in the
form of a retrospective, multicenter, non-interventional analysis of
centers where the treating gynecologic oncologists were members
of the Professional Association of Gynecologic Oncologists in Out-
patient and Private Practice [Berufsverband Niedergelassener und
ambulant tdtiger Gyndkologischer Onkologen (BNGO)]. For this
study, anonymized data of breast cancer patients who received ad-
juvant endocrine therapy, including their patient and tumor char-
acteristics and the therapy they received, was collected. Inclusion
criteria for data collection for this study was an initial diagnosis of
HR+ HER2- early-stage breast cancer and the start of endocrine
therapy with tamoxifen or an Al +/- GnRH in the period from Oc-
tober 2021 to March 2022 - six months before approval of the
1 st CDK4/6 inhibitor was expanded to include early-stage breast
cancer. Included patients must not have had recurrence of an
earlier breast cancer or have advanced/metastatic disease or re-
ceive another form of endocrine therapy, e.g., due to participation
in another study or off-label treatment. Data of male patients was
also collected. No other inclusion or exclusion criteria were de-
fined. No consent forms were sent to patients because of the
retrospective and anonymized design, and the study was not sub-
mitted to the authorities.

Centers and data collection

The BNGO consists of a total of 130 participating centers who
were asked to record the relevant patient data for this project in a
specially created eCRF (electronic case report form). The collected
tumor characteristics consisted of tumor stage and histological
criteria. Patient information included epidemiological characteris-
tics and previous therapies. To reduce the possibility that the re-
sults would be biased, each center was only permitted to record
data for a maximum of 10 patients; the maximum number of pa-
tients was specified as 300 and patients were included on a first-
come-first-served basis. As part of an amendment introduced
during a later stage of the project, centers which were not mem-
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bers of the BNGO were also permitted to enter their data to speed
up data collection.

Inclusion and exclusion criteria for this study

The above-mentioned inclusion and exclusion criteria were used
to record real-world data of the whole cohort of patients with HR+
HER2- early-stage breast cancer who started endocrine therapy in
the relevant time period. To investigate which of these patients
could have potentially qualified for treatment with a CDK4/6 inhi-
bitor and how these patients were treated before the approval of
CDK4/6 inhibitors, the inclusion criteria of the phase Il NATALEE
and monarchE trials were additionally used. While the monarchE
trial included patients with a high risk of recurrence, defined as
node-positive breast cancer with a minimum of 4 involved axillary
lymph nodes or 1-3 lymph nodes and other risk factors (tumors
classified at least as T3, G3 or with Ki-67 =20 %), the NATALEE trial
included patients with high or intermediate risk of recurrence, de-
fined as node-positive and node-negative disease corresponding
to stage Il or Il of the AJCC (American Joint Committee on Cancer)
classification (> Table 1). In our analysis, these criteria were used
to classify patients into either a NATALEE-like or a monarchE-like
subgroup. Patients who had not received neoadjuvant chemother-
apy were included based on their postoperative staging. In certain
cases, patients who had received neoadjuvant chemotherapy
could be included in the analysis based both on their postopera-
tive or their preoperative staging, if they met the study inclusion
criteria in at least one setting. As regards tumor stage, tumor
grade and Ki-67, both preoperative and postoperative data - if
they existed — were collected, and the respective higher figure
was used in the overall evaluation. In cases with bilateral disease,
the side with the higher staging which would have led to inclusion
in the study was included in the evaluation.

Statistical methods

Data are presented using appropriate descriptive statistics. Quali-
tative data are depicted using number and percent; quantitative
data are presented as mean and standard deviation (SD).

Results

Distribution of cohorts

Data from a total of 249 patients were collected; the datasets
were obtained from 28 BNGO and one non-BNGO center. Eleven
patients had to be excluded from the analysis due to incomplete
datasets. Forty-nine (20.6%) patients were assigned to the mon-
archE criteria subgroup, and the NATALEE-like subgroup consisted
of 110 (46.2 %) patients. 53.8 % of patients did not meet the inclu-
sion criteria of either the NATALEE or the monarche trial (> Fig. 1).
Patients who met the criteria of the monarchE trial also met the
criteria of the NATALEE trial, meaning that the NATALEE-like sub-
group fully includes the monarchE-like subgroup. Conversely, the
NATALEE-like sub-cohort includes patients which are not included
in the monarchE-like subgroup (> Fig. 2).
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»>Table 1 Inclusion and exclusion criteria for the NATALEE (NCT03701334) and monarchE (NCT03155997) trials based on tumor staging [7].

monarchE

Exclusion
Exclusion
Exclusion
Exclusion
Exclusion

Inclusion possible if, in addition
G3 or Ki-67220%

Inclusion possible if, in addition, tumor is G3 or G2 with a Ki-67

AJCC staging TNM classification NATALEE
0 Tis NO Exclusion
IA T1NO Exclusion
TONTmiI Exclusion
1B
T1N1mi Exclusion
1A TONT1 Exclusion
T1N1 Inclusion
T2NO
MammaPrint/EndoPredict
18 T2 N1 Inclusion
T3NO Inclusion
1A TON2 Inclusion
T1N2 Inclusion
T2 N2 Inclusion
T3NI1 Inclusion
T3 N2 Inclusion
1B T4NO Inclusion
T4N1 Inclusion
T4 N2 Inclusion
C All TN3 Inclusion

>20%, or G2 with a high risk according to OncotypeDX/Prosigna/

Exclusion

Inclusion possible if, in addition,
tumor is G3 or Ki-67 220%

Exclusion
Inclusion
Inclusion
Inclusion
Inclusion
Inclusion
Exclusion

Inclusion possible if, in addition,
tumor size is 25 cm, tumor is G3
or Ki-67>20% '

Inclusion

Inclusion

AJCC=American Joint Committee on Cancer; TNM = tumor size, number of affected lymph nodes, metastatic status

! According to the protocol of the monarche trial, inclusion of N1 patients was only possible if additional criteria such as tumor size =5 cm, tumor is G3 or a
Ki-67 > 20 % were also present, meaning that a tumor which was only staged as T4 without these additional criteria was not sufficient for inclusion in the
study. As this analysis did not include exact tumor size in cm but only tumor stage, it was not possible to differentiate between patients with T4 stage
cancer and skin/thoracic wall involvement together with a tumor size of =5 cm and patients whose tumor was <5 cm. For this reason, patients with a
T4 N1 tumor were only assigned to the monarchE-like subgroup in this analysis, if they had an additional required risk factor in the form of a G3 tumor and/

or Ki-67>20%.

Patient and tumor characteristics

» Table 2 shows patient and tumor characteristics. The mean pa-
tient age for the whole cohort was 60.8 years (SD 12.58); the
youngest patient was 33 years old and the oldest patient was 93.
The whole patient cohort also included four male patients (1.7%),
two of whom were included in the NATALEE-like subgroup. While
28.6% of the whole cohort consisted of premenopausal women,
the percentage was significantly higher in the NATALEE-like sub-
group (39.1%) and the monarchE-like subgroup (38.8%). Ki-67 was
> 20% for 47.5% of patients in the whole cohort. The figures for
the NATALEE-like and monarchE-like subgroups were 64.5% and
63.3%, respectively. The differences between cohorts were also
apparent with regards to tumor grade. While 25.6% of patients in
the whole cohort had a G3 tumor, 33.6% of patients in the
NATALEE-like subgroup and 34.7% in the monarchE-like subgroup
had a G3 tumor. In terms of staging, 39.5% of patients had a stage
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| tumor. Stages Il and lll which were relevant for the NATALEE and
monarchE subgroups were present in 58.8% of cases in the whole
cohort. Multigene signature testing was done in 26.5% of all pa-
tients, in 24.5% of cases in the NATALEE-like subgroup and in
18.4% of patients in the monarchE-like subgroup.

Chemotherapy treatment

While 50.4% of all patients did not receive chemotherapy, 19.3%
received neoadjuvant therapy, 29.4% were treated with adjuvant
chemotherapy and 0.8 % had neoadjuvant treatment followed by
adjuvant chemotherapy (> Table 3). More than 70% of the respec-
tive patients in the NATALEE-like and monarchE-like subgroups re-
ceived chemotherapy (neoadjuvant or adjuvant). When patients
were classified according to menopausal status, 67.6% of all pre-
menopausal women were found to have received neo-/adjuvant
chemotherapy (> Table 4). 42.2% of postmenopausal patients had
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in the

249 patients recorded

eCRF

A

11 patients excluded

g due to incomplete data

A

238 patie
final who

nts in the
le cohort

v

110 NATALEE-like
patients

N

» Fig. 1 Flowchart of patients included in the analysis. Patients who met t

49 monarchE-like
patients

v

128 patients not assigned
to either study

4

he criteria of the monarche trial also met the criteria of the NATALEE trial,

meaning that the NATALEE-like sub-cohort includes the monarchk-like subgroup.

monarchE-
like

Whole
cohort

NATALEE-
like

Cohort n %
Whole cohort 238 100
NATALEE 110 46,2
like
mon'archE- 49 20,6
like

» Fig. 2 Distribution of cohorts. Patients who met the criteria of the monarchE trial also met the criteria of the NATALEE trial, meaning that the
NATALEE-like subgroup includes the monarchE-like subgroup. Conversely, the NATALEE-like subgroup includes patients who were not included in

the monarchE-like subgroup.

neo-/adjuvant chemotherapy. The respective percentages of wo-
men who had received chemotherapy were higher both in the NA-
TALEE-like subgroup (83.8% of premenopausal and 75.4% of post-
menopausal woman) and in the monarchE-like subgroup (73.7%
of premenopausal and 73.3% of postmenopausal women).

Endocrine therapy landscape

»Table 5 and » Table 6 show the distributions of the recom-
mended endocrine according to cohort (> Table 5) and according
to cohort and menopausal status (» Table 6). 47.1% of the whole
cohort were treated with an Al and 44.5% received tamoxifen.
GnRH was administered in 8.4% of cases in combination with
tamoxifen or an Al, while 12.7% of patients in the NATALEE-like
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subgroup and 12.2% of patients in the monarchE-like subgroup
received this combination therapy. 61.8% of all premenopausal
women were treated with tamoxifen, 19.1% were treated with an
Al + GnRH, and 10.3% with tamoxifen + GnRH. While the percent-
ages in the NATALEE-like subgroup were similar to those for the
whole cohort at 55.8%, 20.9% and 11.6%, the respective figures
for the monarchE-like subgroup were 47.4%, 15.8% and 15.8%. In
the groups of postmenopausal women, the percentage of women
treated with an Al was higher than the percentage of women who
received tamoxifen in all three cohorts, and the respective figures
were 63.9% of patients in the whole cohort, 78.5% of patients in
the NATALEE-like subgroup and 86.7% in the monarchE-like sub-

group.
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»Table 2 Patient and tumor characteristics.

Not assigned

Whole cohort NATALEE-like monarchE-like' (i T i

(n=238) (n=110) (n=49) (n=128)

Mean or n SD or % Mean or n SD or % Mean or n SD or % Mean or n SD or %
Age 60.8 12.6 59.4 12.2 59.2 13.1 62.0 12.9
Sex
Female 234 (98.3%) 108 (98.2%) 49 (100%) 126 (98.4%)
Male 4 (1.7%) 2 (1.8%) 0 2 (1.6%)
Menopausal status?
Postmenopausal 166 (69.7 %) 65 (59.1%) 30 (61.2%) 101 (78.9%)
Pre-/perimenopausal 68 (28.6%) 43 (39.1%) 19 (38.8%) 25 (19.5%)
Hormone receptor status
Estrogen receptor-positive 233 (97.9%) 108 (98.2%) 48 (98.0%) 125 (97.7%)
Estrogen receptor-negative 3 (1.3%) 1 (0.9%) 0 2 (1.6%)
Progesterone receptor-positive 211 (88.7%) 94 (85.5%) 43 (87.8%) 117 (91.4%)
Progesterone receptor-negative 25 (10.5%) 15 (13.6%) 5 (10.2%) 10 (7.8%)
Ki-67
<20% 123 (51.7%) 39 (35.5%) 18 (36.7%) 84 (65.6%)
>20% 113 (47.5%) 71 (64.5%) 31 (63.3%) 42 (32.8%)
Tumor grade
G1 35 (14.7%) 9 (8.2%) 2 (4.1%) 26 (20.3%)
G2 141 (59.2%) 64 (58.2%) 30 (61.2%) 77 (60.2%)
G3 61 (25.6%) 37 (33.6%) 17 (34.7%) 24 (18.8%)
AJCC stage?
0 2 (0.8%) 0 0 2 (1.6%)
IA 93 (39.1%) 0 0 93 (72.7%)
1B 1 (0.4%) 0 0 1 (0.8%)
1A 75 (31.5%) 49 (44.5%) 1 (22.4%) 26 (20.3%)
1B 30 (12.6%) 27 (24.5%) 9 (18.4%) 3 (2.3%)
A 20 (8.4%) 20 (18.2%) 19 (38.8%) 0
1B 8 (3.4%) 7 (6.4%) 3 (6.1%) 1 (0.8%)
lnc 7 (2.9%) 7 (6.4%) 7 (14.3%) 0
Multigene signature performed
Yes 63 (26.5%) 27 (24.5%) 9 (18.4%) 36 (28.1%)
No 135 (56.7%) 63 (57.3%) 31 (63.3%) 72 (56.3%)
Unknown 40 (16.8%) 20 (18.2%) 9 (18.4%) 20 (15.6%)

AJCC=American Joint Committee on Cancer; SD = standard deviation

! patients who met the criteria for the monarchE trial also met the criteria for the NATALEE trial, meaning that the NATALEE-like subgroup also includes the
monarchE-like subgroup.

2 The menopausal status which was current at the start of endocrine therapy was entered. Chemotherapy-induced amenorrhea was not separately recorded.

3 Deduced from the data on tumor and lymph node status
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Discussion

This evaluation was based on the datasets of 238 patients who
started endocrine therapy at one of 29 centers and shows how the
different therapy options were distributed six months before ap-
proval of the 1st CDK4/6 inhibitor was expanded to include the
treatment of early-stage breast cancer in Germany. When this
study considered patients who could have been included in one of
the trials because they met the inclusion criteria and who would
therefore be potential candidates for treatment with a CDK4/6
inhibitor, clear differences in terms of treatment and patients and
tumor characteristics were apparent compared to patients who
could not be assigned to either of the subgroups similar to the
studies.

The NATALEE-like and monarchE-like subgroups included a sig-
nificantly higher percentage of premenopausal woman (NATALEE-
like: 39.1%; monarchE-like: 38.8 %) compared to the group of pa-
tients who could not be assigned to either study (19.5%) because
they did not meet the inclusion criteria of the respective studies.
The percentage of premenopausal women in the whole cohort
was 28.6 % which is quite similar to the figure of 31.5% reported
globally [8]. This already shows that the study groups generally in-
cluded more patients with more aggressive disease who were
therefore more likely to develop cancer when they were still pre-
menopausal. The percentage of premenopausal women in the
monarchE study was 43.5%, which is close to the figures reported
in our evaluation for the subgroups similar to the studies [9].

While the Ki-67 percentage score of the whole cohort was
>20% in 47.5% cases, the Ki-67 percentage score for the
NATALEE-like and monarchE-like subgroups was 64.5% and 63.3 %,
respectively. These higher figures are probably the result of the
inclusion criteria, as specific constellations of patients included in
the NATALEE study and the monarchE study were only included if
they had a Ki-67 220%, which increased the percentage of pa-
tients with a Ki-67 220% in the respective sub-cohorts. What is
also interesting with regards to the Ki-67 percentage score is that
it was available for 99.2% of cases, even though determining the
Ki-67 index is not considered mandatory in Germany.

The distribution of the respective stages is also interesting. In
the whole cohort, stage IA and stage IIA were the most common
tumor stages, with 39.1% and 31.5% of patients classified as IA or
IIA, respectively. Once again, the inclusion criteria of the trials led
to a distortion in the staging figures of the sub-cohorts. Neither of
the trials included patients with stage IA cancer. With 44.5% of
cases classified as stage IIA, IIA was the most strongly represented
tumor stage in the NATALEE-like sub-cohort, while only 22.4% of
cases in the monarchE-like subgroup were classified as stage IIA.
This shows that more patients with lower stage tumors could be
potential candidates for treatment, as confirmed by the NATALEE
trial. The largest group (38.8%) in the monarchE-like sub-cohort
were classified as stage IlIA, which corresponds to the figure of
36.6 % for the monarchE study [9].

In terms of therapies, it should be noted that almost half of all
HR+ HER2- patients received chemotherapy. Although both the
S3-guideline and the AGO recommendations state their prefer-
ence for neoadjuvant chemotherapy rather than adjuvant therapy,
in our evaluation 29.4% of patients received adjuvant and only
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19.3% of patients received neoadjuvant therapy [1, 10]. When
evaluating the sub-groups similar to the studies, the percentage
of patients treated with chemotherapy were significantly higher,
with more than 70% of patients receiving chemotherapy. This indi-
cates that patients who would be potential candidates for a CDK4/
6 inhibitor already receive more aggressive therapy in the run-up.
It is therefore reasonable to assume that their risk of recurrence is
considered relatively high as this is justification for chemotherapy.
The group of premenopausal women in the two subgroups similar
to the NATALEE and monarchE studies received chemotherapy sig-
nificantly more often than postmenopausal women, which indi-
cates that this group was possibly treated with cytostatic drugs
because of their higher risk of recurrence. In terms of endocrine
therapies, it was notable that the percentage of patients in the
whole cohort receiving Al was similar to the percentage of pa-
tients treated with tamoxifen. This proportion shifts in favor of Al
treatment in the NATALEE-like and monarchE sub-groups. But a
closer look at the group of premenopausal patients shows that
the majority of patients in both the NATALEE-like and the
monarchE-like sub-cohorts received tamoxifen as a monotherapy.
Only one third of patients in the NATALEE-like and monarchE-like
subgroups received GnRH in addition to tamoxifen or an Al.

What stands out in our evaluation is the frequent administra-
tion of chemotherapy and the predominant use of tamoxifen as a
monotherapy in the group of premenopausal women. Several
years ago, the SOFT/TEXT trials already showed that premeno-
pausal patients with a higher risk of recurrence in terms of recur-
rence-free survival clearly benefitted from the addition of GnRH to
tamoxifen or an Al. However, the addition of GnRH did not have
positive effect on mortality [11, 12]. A recently published meta-
analysis by the Early Breast Cancer Trialists” Collaborative Group
(EBCTCG) investigated which endocrine therapy is more effective
in premenopausal women. They analyzed data for a total of
7030 patients from four studies including the SOFT and TEXT
studies. It turned out that patients who received GnRH in combi-
nation with an Al experienced recurrence significantly less often
than patients who had GnRH in combination with tamoxifen [13].
After 12 years of follow-up, the SOFT/TEXT trials were again able
to confirm that recurrence-free survival rates were significantly
higher following Al + GnRH compared to tamoxifen + GnRH. Pa-
tients with a high risk of recurrence, especially patients younger
than 35 years or patients with a tumor size of > 2 cm or whose
tumor was classified as G3, even benefitted significantly from
treatment with Al + GnRH compared to tamoxifen + GnRH with
regards to overall survival [14]. This once again points to the
higher efficacy of an Al compared to tamoxifen in postmenopausal
women, which was also reported by a number of studies several
years ago [15, 16, 17]. However, even though the available data
on ovarian suppression in premenopausal patients in Germany is
good, endocrine therapy consisting of tamoxifen monotherapy
still appears to predominate [3]. Following the introduction of
CDK4/6 inhibitors, changes in the endocrine therapy landscape
are assumed to be imminent, with a shift towards the increased
use of GnRH in combination with Al therapy.

This evaluation has some limitations. Firstly, the number of in-
vestigated patients only consisted of 238 patients, which is rela-
tively small; this means that the individual sub-cohorts which mir-
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ror the two trials were also small. In addition, there is also a certain
bias due to the choice of participating centers and the fact that
almost all the centers were BNGO centers. It is not clear whether
patients would have received a different therapy if they had not
been treated in a BNGO center. It is also important to be aware
that only up to ten patients were recorded per center. This could
also have a relevant impact on individual distributions of percent-
ages, leading to selection bias. Moreover, because of the retro-
spective and anonymized design of this study, after collection of
all the data was completed, it was not possible to raise any queries
which would have made it possible to check potentially contro-
versial data for plausibility. It is important to mention at this point
that the eCRF was initially programmed in such a way that as
much information as possible was already checked automatically
when the data was entered to ensure that the quality of the data
was good. As only the press report of the NATALEE trial [5] was
available at the time when this manuscript was completed, ulti-
mately it will be necessary to wait and see whether expansion of
the approval of ribociclib will be very similar to the inclusion crite-
ria for NATALEE, which were used in our study, or whether there
will be significant differences. In the latter case, the associated
comparative analyses would differ from the data presented in this
manuscript.

Conclusion

Before CDK4/6 inhibitors were introduced, the majority of pre-
menopausal patients in Germany received tamoxifen monother-
apy. Despite the high percentage of patients treated with aggres-
sive therapy (chemotherapy), only a small percentage of patients
received GnRH in addition to endocrine therapy. The existing data
favor the use of GnRH, and this is reflected in national recommen-
dations. Studies carried out a later point in time and registry
studies will be necessary to find out how the endocrine treatment
landscape in Germany has been changed by the introduction of
CDK4/6 inhibitors.

Financial Support

This study was the result of contract research commissioned by
Novartis Pharma GmbH.

Fundings

| Novartis Pharma | http://dx.doi.org/10.13039/100008792

1136

Conflict of Interest

N.N., C.Q., K.F. and J.K. are employees of Novartis Pharma GmbH.

K.A. received honoraria from Roche, MSD, Amgen, Lilly, Novartis, |Tx,
Clovis, Heraclin, Exal, Eisai, Gilead, GSK, and Griinenthal. D-T.B. received
honoraria from Novartis. S.B. received honoraria from Amgen, Roche,
Novartis, Lilly, Pfizer, Riemser, Clovis, GSK, AstraZeneca, MSD, Gilead,
and Seagen. D. G. received honoraria from Amgen, Gilead, Janssen, Lilly,
Novartis, Roche, PharmaMar, and Pfizer. |.K-S. received honoraria from
GBG, WSG, NOGGO, Novartis, Daiichi-Sankyo, AstraZeneca, MSD, and
NCO. G.0-0. received honoraria from Novartis, Amgen, Seagen, Pfizer,
MSD, Esteve, Roche, and AstraZeneca. |.S. received honoraria from
Novartis, Amgen, Seagen, Pfizer, MSD, Esteve, Roche, and AstraZeneca.
B.S. received honoraria from Roche, Novartis, MMF, MSGO, Onkotrakt,
and ZIPP. D.S-B. received honoraria from Pfizer and Novartis. All physi-
cians who were members of the BNGO received honoraria from Heraclin.

References/Literatur

[1] Ditsch N, Wocke A, Untch M et al. AGO Recommendations for the Diag-
nosis and Treatment of Patients with Early Breast Cancer: Update 2022.
Breast Care (Basel) 2022; 17: 403-420

[2] Thomssen C, Balic M, Harbeck N et al. St. Gallen/Vienna 2021: A Brief
Summary of the Consensus Discussion on Customizing Therapies for
Women with Early Breast Cancer. Breast Care (Basel) 2021; 16: 135-143.
doi:10.1159/000516114

[3] Paluch-Shimon S, Lueck H, Beith ] et al. 153P Adjuvant endocrine therapy
combined with abemaciclib in monarchE patients with high-risk early
breast cancer: Disease characteristics and endocrine therapy choice by
menopausal status. Ann Oncol 2021; 32: S427-5428

[4] Tarantino P. Consensus statement regarding use of adjuvant abemaciclib
in patients with early-stage hormone-receptors positive breast cancer.
Boston, MA: Dana-Farber Cancer Institute; 2021.

[5] Novartis. Novartis Kisqali® Phase Il NATALEE trial meets primary end-
point at interim analysis demonstrating clinically meaningful benefit in
broad population of patients with early breast cancer. 27.03.2023. Ac-
cessed March 27, 2023 at: https://www.novartis.com/news/media-
releases/novartis-kisqali-phase-iii-natalee-trial-meets-primary-endpoint-
interim-analysis-demonstrating-clinically-meaningful-benefit-broad-
population-patients-early-breast-cancer

[6] Tripathy D, Im SA, Colleoni M et al. Ribociclib plus endocrine therapy for
premenopausal women with hormone-receptor-positive, advanced
breast cancer (MONALEESA-7): a randomised phase 3 trial. Lancet Oncol
2018; 19: 904-915

[7] ClinicalTrials.gov. Accessed December 01, 2022 at: https://clinicaltrials.
gov/

[8] Heer E, Harper A, Escandor N et al. Global burden and trends in pre-
menopausal and postmenopausal breast cancer: a population-based
study. Lancet Glob Health 2020; 8: e1027-e1037. doi:10.1016/S2214-1
09X(20)30215-1

[9] Johnston SRD, Harbeck N, Hegg R et al. Abemaciclib Combined With
Endocrine Therapy for the Adjuvant Treatment of HR+, HER2-, Node-Pos-
itive, High-Risk, Early Breast Cancer (monarchE). | Clin Oncol 2020; 38:
3987-3998

[10] Wockel A, Festl |, Stuber T et al. Interdisciplinary Screening, Diagnosis,
Therapy and Follow-up of Breast Cancer. Guideline of the DGGG and the
DKG (S3-Level, AWMF Registry Number 032/0450L, December 2017) -
Part 2 with Recommendations for the Therapy of Primary, Recurrent and
Advanced Breast Cancer. Geburtshilfe Frauenheilkd 2018; 78: 1056-
1088

Nabieva N et al. The Endocrine Treatment ... Geburtsh Frauenheilk 2023; 83: 1127-1137 | © 2023. The Author(s).


https://www.novartis.com/news/media-releases/novartis-kisqali-phase-iii-natalee-trial-meets-primary-endpoint-interim-analysis-demonstrating-clinically-meaningful-benefit-broad-population-patients-early-breast-cancer
https://www.novartis.com/news/media-releases/novartis-kisqali-phase-iii-natalee-trial-meets-primary-endpoint-interim-analysis-demonstrating-clinically-meaningful-benefit-broad-population-patients-early-breast-cancer
https://www.novartis.com/news/media-releases/novartis-kisqali-phase-iii-natalee-trial-meets-primary-endpoint-interim-analysis-demonstrating-clinically-meaningful-benefit-broad-population-patients-early-breast-cancer
https://www.novartis.com/news/media-releases/novartis-kisqali-phase-iii-natalee-trial-meets-primary-endpoint-interim-analysis-demonstrating-clinically-meaningful-benefit-broad-population-patients-early-breast-cancer
https://www.novartis.com/news/media-releases/novartis-kisqali-phase-iii-natalee-trial-meets-primary-endpoint-interim-analysis-demonstrating-clinically-meaningful-benefit-broad-population-patients-early-breast-cancer
https://clinicaltrials.gov/
https://clinicaltrials.gov/

(1]

(12]

[13]

(14]

Nabieva N et al. The Endocrine Treatment ... Geburtsh Frauenheilk 2023; 83: 1127-1137 | © 2023. The Author(s).

Francis PA, Pagani O, Fleming GF et al. Tailoring Adjuvant Endocrine
Therapy for Premenopausal Breast Cancer. N Engl | Med 2018; 379: 122~
137. doi:10.1056/NEJMo0a1803164

Pagani O, Francis PA, Fleming GF et al. Absolute Improvements in Free-
dom From Distant Recurrence to Tailor Adjuvant Endocrine Therapies for
Premenopausal Women: Results From TEXT and SOFT. ] Clin Oncol 2020;
38:1293-1303

Early Breast Cancer Trialists” Collaborative Group (EBCTCG). Aromatase
inhibitors versus tamoxifen in premenopausal women with oestrogen re-
ceptor-positive early-stage breast cancer treated with ovarian suppres-
sion: a patient-level meta-analysis of 7030 women from four randomised
trials. Lancet Oncol 2022; 23: 382-392

Pagani O, Walley BA, Fleming GF et al. Adjuvant Exemestane With Ovar-
ian Suppression in Premenopausal Breast Cancer: Long-Term Follow-Up
of the Combined TEXT and SOFT Trials. | Clin Oncol 2023; 41: 1376-
1382

(15]

(6]

(17]

Regan MM, Neven P, Giobbie-Hurder A et al. Assessment of letrozole and
tamoxifen alone and in sequence for postmenopausal women with ste-
roid hormone receptor-positive breast cancer: the BIG 1-98 randomised
clinical trial at 8.1 years median follow-up. Lancet Oncol 2011; 12: 1101-
1108

Early Breast Cancer Trialists” Collaborative Group (EBCTCG). Aromatase
inhibitors versus tamoxifen in early breast cancer: patient-level meta-
analysis of the randomised trials. Lancet 2015; 386: 1341-1352

Baum M, Budzar AU, Cuzick | et al. Anastrozole alone or in combination
with tamoxifen versus tamoxifen alone for adjuvant treatment of post-
menopausal women with early breast cancer: first results of the ATAC
randomised trial. Lancet 2002; 359: 2131-2139. doi:10.1016/s0140-673
6(02)09088-8

1137



