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Summary The ESMO annual meeting 2022 was held
in Paris from September 9th to September 13th 2022.
This article aims at presenting highlights of phase II
and III clinical trials reported at this meeting.
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Introduction

The 2022 European Society for Medical Oncology
(ESMO) Annual Meeting was held in Paris from
9-13 September 2022. Although no practice-changing
data were presented for breast cancer, various inter-
esting studies were presented that warrant further
discussion. Therefore, this article aims at identifying
and summarizing the most clinically relevant research
in the field of breast cancer presented at this meeting.

Early breast cancer

As presented by Vivianne Tjan-Heijnen and col-
leagues, results from DATA, a phase III trial of ex-
tended adjuvant aromatase inhibitor (AI) treatment
with letrozole after tamoxifen, showed no signifi-
cant improvement in disease-free survival (DFS) after
a median follow-up of 10.1 years (DFS 69% for 6 years
vs. 66% for 3 years, hazard ratio [HR] 0.86, p=0.073)
[1]. Subgroup analyses, however, showed a significant
difference in DFS for patients exhibiting lymph node
metastasis (69% vs. 61%, HR 0.74). Furthermore, in
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another subgroup analysis, tumor size greater than
2cm in combination with nodal positivity yielded
the highest benefit in terms of DFS (absolute benefit
13.6%, p=0.005) and showed a nonsignificant trend
towards ameliorated overall survival (OS, HR 0.71,
p=0.084). Of note, no significant OS benefit was re-
ported for any subgroup for longer Al treatment. Still,
the effects shown are clinically relevant and reflect
data reported from the phase III ABCSG16 trial [2] in
the sense that patients with high risk for recurrence
should be offered and counseled about extended
adjuvant endocrine treatment beyond 5 years. Indi-
vidual factors such as bone density, tolerability and
quality of life, however, should be taken into account
when discussing therapy escalation.

In the phase II BELLINI trial, a study of check-
point inhibitor (CI) treatment with ipilimumab and
nivolumab or nivolumab alone in early triple-nega-
tive breast cancer (eTNBC) exhibiting tumor-infiltrat-
ing lymphocytes, objective radiological response rates
(ORR) of up to 23% were reported [3]. Activation of
the immune system was detected in 58% of patients
and interestingly, in the 3 patients who underwent
surgery after investigational CI treatment, one patho-
logical complete response (pCR) and one near-pCR
was observed. Adverse events of grade 3 or higher
were seen in only 6% of patients. Even though prelim-
inary and not ready for immediate implementation in
the clinical routine, these results indicate activity of
checkpoint inhibitor therapy in eTNBC without com-
bination with chemotherapy. This is a thought-pro-
voking notion that may create ground for the design
of de-escalation strategies in this setting.

Dose-dense adjuvant chemotherapy for node-pos-
itive breast cancer was evaluated in the phase III trial
GIM2 of the Gruppo Italiano Mammella [4] and the
trial’s final (15 year) analysis was presented at ESMO
2022 [5]. According to the data presented, the ini-
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tially reported benefits in OS and iDFS were sustained
for the dose-dense (2-week) regimen when compared
to conventional 3-week chemotherapy (61% vs. 52%
iDFS, HR 0.77, p<0.001 and 76% vs. 69% OS, HR 0.72,
p<0.001).

Metastatic breast cancer

An interim overall survival analysis of the phase III
MONARCHS3 [6] trial of a nonsteroidal aromatase in-
hibitor with/without the cyclin-dependent kinase 4/6
inhibitor (CDK4/6i) abemaciclib in patients with hor-
mone receptor (HR)-positive, Her2-negative advanced
breast cancer was one of the highlights presented
at ESMO 2022 [7]. This second interim analysis
at approximately 70 months of follow-up showed
a clinically relevant benefit for the treatment with
the CDK4/6i when compared to endocrine treatment
alone in terms of OS (67 vs. 55 months, HR 0.75,
p=0.0301) in the intention-to-treat population. While
the reported robust and statistically significant benefit
in terms of progression-free survival (PFS) remained
(28.2 vs 14.8 months, HR 0.54, p=0.000021), a poten-
tial OS benefit, however, did not meet the threshold
for formal statistical significance. Therefore, the final
analysis of the trial, expected for the end of 2023,
remains of special interest.

TROPICS-02, a phase III study of sacituzumab-
govitecan (SG), an antibody—drug conjugate already
approved for the treatment of advanced/metastatic
TNBC, in heavily pretreated HRpos/Her2neg breast
cancer yielded positive results in terms of an overall
survival benefit for SG when compared to treatment of
physicians’ choice (TPC) of either capecitabine, gem-
citabine, vinorelbine or eribulin (14.4 vs 11.2 months,
HR 0.79, p=0.020) [8]. Based on these findings, SG
was approved as treatment in this setting by the US
Food and Drug Administration (FDA) and approval
by European Medicines Agency (EMA) is pending.
Patients included in this study exhibited a median
of three prior lines of chemotherapy for metastatic
breast cancer. SG should hence be considered a novel
treatment alternative in patients progressing after two
or more chemotherapeutic regimen in this setting.

The Synergy trial, a phase II study of the
chemotherapy/immunotherapy backbone of pacli-
taxel/carboplatin and the CI durvalumab with or
without the CD73-directed antibody oleclumab as
first-line therapy in advanced or metastatic TNBC
reported no benefit in clinical benefit rate (CBR) or
PES for the addition of oleclumab (6 vs. 7.7 months
PFS, approx. 43% CBR in both arms, n.s.) [9]. The
rationale to target CD73 stems from its immunosup-
pressive effects on cytotoxic T-cells via adenosine
level regulation and its potential direct oncogenic
functions that mediate cancer invasive and metastatic
properties [10, 11].

Another phase II trial, however, the monarcHER
trial presented by Fabrice André at the meeting,

gained a lot of attention through its positive signals.
In this trial in patients suffering from HRpos/Her2pos
(“triple-positive”) advanced/metastatic breast cancer,
treatment with abemaciclib with/without fulvestrant
plus trastuzumab (arms A and B) versus chemother-
apy plus trastuzumab (arm C) led to a numerical
benefit in overall survival for the regimen containing
the CDK4/6i (approx. 30 months for arms A+ B vs.
20 months for arm C) [12]. Although the difference for
this secondary endpoint of the phase II study was not
statistically significant, this combination therapy war-
rants further examination as treatments targeting this
entity beyond progression on Her2-directed therapies
are dearly needed. This is substantiated through the
fact that prior to ESMO 2022, progression-free sur-
vival, the primary endpoint of this study, had already
been met [13]. Further, interestingly, in an explana-
tory analysis, patients with luminal intrinsic subtypes
exhibited superior median PFS and OS than patients
with non-luminal subtypes.

Another study providing a thought-provoking but
not statistically significant trend was ELAINE-1,
a phase II study of the estrogen receptor-modulator
(SERM) lasofoxifene versus fulvestrant in advanced
and pretreated HRpos/Her2neg breast cancer with an
ESR1-mutation progressing on Al and CDK4/6i [14].
ELAINE-1 showed numerically improved PFS of 6 vs.
4 months for lasofoxifene vs. fulvestrant (HR 0.70,
p=0.138) as well as numerically improved CBR and
ORR.

Lastly, trials evaluating oral selective estrogen-
receptor degraders (SERDs) failed to meet their pri-
mary endpoints: acelERA, a phase II study testing
giredestrant versus physicians’ choice of fulvestrant or
aromatase inhibitors in patients with HRpos/Her2neg
metastatic/advanced breast cancer who progressed
after up to two lines of treatment showed no benefit
in PFS for giredestrant vs. TPC (HR 0.81, p=0.18)
[15]. A further phase II trial, AMEERA-3, showed
no benefit in PFS for the SERD amcenestrant versus
endocrine TPC in endocrine-resistant breast cancer,
again in the advanced HRpos/Her2neg setting with
up two previous lines of therapy allowed (HR 1.05,
p=0.64) [16]. Both results are somewhat discourag-
ing given the hope the community had developed
for SERDs to play a role in overcoming endocrine
resistance. Further studies with careful patient selec-
tion are needed to find optimal treatment settings for
SERDs in advanced breast cancer.
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mons Attribution 4.0 International License, which permits
use, sharing, adaptation, distribution and reproduction in
any medium or format, as long as you give appropriate credit
to the original author(s) and the source, provide a link to
the Creative Commons licence, and indicate if changes were
made. The images or other third party material in this article
areincluded in the article’s Creative Commons licence, unless
indicated otherwise in a credit line to the material. If material
is not included in the article’s Creative Commons licence and
your intended use is not permitted by statutory regulation or
exceeds the permitted use, you will need to obtain permis-
sion directly from the copyright holder. To view a copy of this
licence, visit http://creativecommons.org/licenses/by/4.0/.

References

1. Tjan-Heijnen VCG, Lammers SWM, Geurts SME, VriensIJH,
Swinkels ACP, Smorenburg CH, et al. Extended adjuvant
aromatase inhibition after sequential endocrine therapy:
Final results of the phase III DATA trial. Ann Oncol.
2022;33(suppl_7):55-84.

2. GnantM, Fitzal F Rinnerthaler G, Steger GG, Greil-Ressler S,
Balic M, et al. Duration of adjuvant aromatase-inhibitor
therapy in postmenopausal breast cancer. N Engl J] Med.
2021;385(5):395-405.

3. Kok M, NederlofT, Isaeva OI, Bakker N, GraafM, Salgado RE
et al. Nivolumab and ipilimumab in early-stage triple
negative breast cancer (TNBC) with tumor-infiltrating lym-
phocytes (TILs): First results from the BELLINI trial. Ann
Oncol. 2022;33(suppl_7):808-69.

4. DelMastroL, DePlacido S, Bruzzi P, De Laurentiis M, BoniC,
CavazziniG, etal. Fluorouraciland dose-dense chemother-
apyinadjuvanttreatmentofpatientswith early-stagebreast
cancer: an open-label, 2 x 2 factorial, randomised phase 3
trial. Lancet. 2015;385(9980):1863-72.

5. Mastro LD, Poggio F Blondeaux E, Sd PGM, Laurentiis MD,
et al. Dose-dense adjuvant chemotherapy in early-stage
breast cancer patients: End-of-study results from a ran-
domised, phase III trial of the Gruppo Italiano Mammella
(GIM). Ann Oncol. 2022;33(suppl_7):55-84.

6. Goetz MP, Toi M, Campone M, Sohn J, Paluch-Shimon S,
Huober J, et al. MONARCH 3: abemaciclib as ini-
tial therapy for advanced breast cancer. ] Clin Oncol.
2017;35(32):3638-46.

7. Goetz MP, Toi M, Huober J, Sohn ], Tredan O, Park IH,
et al. Interim overall survival (OS) results of abemaciclib
plus a nonsteroidal aromatase inhibitor (NSAI) in patients
(pts) with HR+, HER2- advanced breast cancer (ABC). Ann
Oncol. 2022;33(suppl_7):808-69.

8. Rugo HS, Bardia A, Marmé F, Cortés J, Schmid P, Loirat D,
et al. Overall survival (OS) results from the phase III
TROPICS-02 study of sacituzumab govitecan (SG) vs treat-
ment of physician’s choice (TPC) in patients (pts) with
HR+/HER2- metastatic breast cancer (mBC). Ann Oncol.
2022;33(suppl_7):808-69.

9. Buisseret L, Loirat D, Aftimos PG, Punie K, Maurer C,
Debien V, et al. Primary endpoint results of SYNERGY,
arandomized phase Il trial, first-line chemo-immunother-

apy trial of durvalumab, paclitaxel, and carboplatin with
or without the anti-CD73 antibody oleclumab in patients
with advanced or metastatic triple-negative breast cancer
(TNBC). Ann Oncol. 2022;33(suppl_7):808-69.

10. King RJ, Shukla SK, He C, Vernucci E, Thakur R, Attri KS, et
al. CD73 induces GM-CSF/MDSC-mediated suppression
of T cells to accelerate pancreatic cancer pathogenesis.
Oncogene. 2022;41(7):971-82.

11. Zhi X, Chen S, Zhou P, Shao Z, Wang L, Ou Z, et al. RNA in-
terference of ecto-5’-nucleotidase (CD73) inhibits human
breast cancer cell growth and invasion. Clin Exp Metastasis.
2007;24(6):439-48.

12. Andre E Final overall survival (OS) for abemaciclib plus
trastuzumab +/— fulvestrant versus trastuzumab plus
chemotherapy in patients with HR+, HER2+ advanced
breast cancer (monarcHER): a randomized, open-label,
phase2 trial. Ann Oncol. 2022;33(suppl_7):808-69.

13. Tolaney SM, Wardley AM, Zambelli S, Hilton JE Troso-San-
doval TA, RicciFE etal. Abemaciclib plustrastuzumabwith or
without fulvestrant versus trastuzumab plus standard-of-
care chemotherapyin women with hormonereceptor-pos-
itive, HER2-positive advanced breast cancer (monarcHER):
a randomised, open-label, phase 2 trial. Lancet Oncol.
2020;21(6):763-75.

14. Goetz MP, Plourde P, Stover DG, Bagegni N, Vidal GA, Bruf-
sky A, et al. Open-label, randomized study of lasofoxifene
(LAS)vsfulvestrant (Fulv) forwomenwithlocallyadvanced/
metastatic ER+/HER2- breast cancer (mBC), an estrogen
receptor 1 (ESR1) mutation, and disease progression on
aromatase (Al) and cyclin-dependentkinase 4/6 (CDK4/6i)
inhibitors. Ann Oncol. 2022;33(suppl_7):808-69.

15. Jimenez MM, Lim E, Gregor MCM, Bardia A, Wu ],
Zhang Q, et al. Giredestrant (GDC-9545) vs physician
choice of endocrine monotherapy (PCET) in patients
(pts) with ER+, HER2- locally advanced/metastatic breast
cancer (LA/mBC): Primary analysis of the phase II, ran-
domised, open-label acelERA BC study. Ann Oncol.
2022;33(suppl_7):88-121.

16. Tolaney SM, Chan A, Petrakova K, Delaloge S, Campone M,
Iwata H, et al. AMEERA-3, a phase II study of amcen-
estrant (AMC) versus endocrine treatment of physician’s
choice (TPC) in patients (pts) with endocrine-resistant
ER+/HER2- advanced breast cancer (aBC). Ann Oncol.
2022;33(suppl_7):88-121.

Publisher’s Note Springer Nature remains neutral with regard
to jurisdictional claims in published maps and institutional
affiliations.

=

» For latest news from interna-
tional oncology congresses see:
http://www.springermedizin.at/
memo-inoncology

96  Selection of phase II/III breast cancer study highlights at the 2022 ESMO annual meeting

@ Springer


http://creativecommons.org/licenses/by/4.0/

	Selection of phase II/III breast cancer study highlights at the 2022 ESMO annual meeting
	Summary
	Introduction
	Early breast cancer
	Metastatic breast cancer
	References


