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Case report-1

56 jahrige Patientin
Schmerzen BWS, Thoraxwand li., zunehmend seit mehreren Monaten

Z.n. Mamma Ca Mitte 2021

cT1c, cN+, ER100%, PR 100%, Her2 neu 0, KI67 50%, G3

4 x EC, Paclitaxel x 12 neoadjuvant

BET, ALND

ypT1lc,ypN1la (mi), L1

Zoladex, Letrozol , Abemaciclib (2 Jahre)

bis Anfang 25, endokrine Therapie wegen Nebenwirkungen beendet
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Case report-1

Liquid Biopsy: keine ESR1- Mutation, keine PIK3CA Mutation
BRCA-2 Mutation
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Rationale PIK-3CA

Overall Survival (%)

Progression-free Survival (34)
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Rationale PIK-3CA/PTEN/AKT

A Overall Population
100+
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Rationale ESR-1: EMERALD Studie

Elacestrant
400 mg qd

Inclusion:

* Advanced/metastatic
ER+/HER2- breast cancer

* Progressed or relapsed on
1 or 2 lines of endocrine
therapy, which was given
in combination with

R1:1
N=239

SOC:

CDK4/6 Inhibitor for Fulvestrant

advanced disease Exemestan

« ECOGO0/1 Anastrozol
Letrozol

Stratification:

. ESR1 Mutation

. Prior treatment with fulvestrant
. Presence of visceral metastases

GBG 23. ANNUAL SCIENTIFIC MEETING

Z‘I(‘:',\QT‘ Der Inhalt ist urheberrechtlich geschiitzt und liegtin der Verantwortung des Autors. Eine Weiterverwendung ist nur mit Genehmigung zulassig.

GROUP Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. / 2026

100 + oo Elacestrant s0C
90 i H In=239) [n = 238)
5 - 1 A" patlents Events, No. (%) 144 (60.3) 156 (65.5)
y HR (95% CI) 0.70 (0.55 to 0.88)
70 A T P 0018
= 604 b G-manth PFS, % 343 204
o i) (95% CI) 127.21041.5) | (14.11t0 267}
L %04 R = 12.month PFS, % 223 0.4
LT O B— 195% Clh 1152 1029.4) | 1400 14.8]
30 ’
S
20
—&— Elacastrant
10 -~ soc
01 2 3 4 5 B 7 B 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 35
Time (months)
Mo. at risk:
Elacestrant 239 223 106 82 60 57 42 40 34 33 27 24 13 13 N a8 7 ] [} 2 2 2 2 1 o
s0C 238 206 84 88 39 38 25 25 1€ 15 7 4 3 3 2 2 1 o
100 4 H H Elacestrant s0C
o Patients with et | merma
Evants, No. (%) | ezisas 78 i69.0)
80
ESR1 mut HR (95%, CI) 0.55 (0,39 to 0.77)
70 - P | 0005
-y G-manth FFS, % 40.8 18.1
E (95% CI} 130.11051.4) | {10510 27.8)
® 501 12-month PFS, % 268 82
T gy (85% CI} 11621037.4) | {1310 151
30
-
o o o o
20 - -~
—©— Elacestrant SF=ES
101.o-s0c | S °
———-————T——T————T" 77777777
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 18 20 21 22 23 24 25
Time (months)
Mo. at risk:
Elacestrant 115 105 54 46 35 33 26 26 21 20 16 14 11 8 7 6 &5 4 4 1 1 1 1 1 0
s0C M3 93 33 34 19 18 12 12 3 3 &4 1 1 1 0

Bidard et al, JCO 2022



Rationale ESR-1: Ember3 Studie

....und Giredestrant, Camizestrant, Vepdegestrant...
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Overall Survival among Patients with ESR1 Mutations, Imlunestrant vs. Standard Therapy
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Imlunestrant with or without Abemaciclib
in Advanced Breast Cancer
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EMA Zulassung 01/2026
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Research Article

BRCA TESTUNG? S— —

) Accepted: December 6, 2020
DOI: 10.1159/000513596 Published online: February 18, 2021

Awareness and Availability of Routine
Germline BRCA1/2 Mutation Testing in Patients
with Advanced Breast Cancer in Germany

Michael P. Lux®?¢ Thomas Deckerd Eva Diana Runkel® Alexander Niyazov®
Ruben G.W. Quek? Norbert Marschner™ Nadia Harbeck'
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BRCA TESTUNG: Original Reports | Precision Medicine

9Real-World Germline BRCA Testing, Poly(ADP-ribose)
Polymerase Inhibitor Utilization, and Survival Outcomes in
Human Epidermal Growth Factor Receptor 2—Negative
Metastatic Breast Cancer

Siddhartha Yadav, MD, FACP" ([%); Fergus J. Couch, PhD' (5); Sam Hillman, PhD?; Linlin Luo, PhD?; Weiyan Li, PhD, MPH?; Qixin Li, PharmD, MS?;
100 4 Jennifer Fallas Hayes, PhD?(:); Jagadeswara R. Earla, PhD, PharmD, MBA?; and Xiaoging Xu, PhD, MPH?
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Rationale Il — BRCA Testung

A Progression-free Survival
100~

= OlympiAD Studie: Olaparib zeigt bei
Patientinnen mit HER2- MBC und
gBRCA1/2 Mutation ein verbessertes
medianes PFS, hohere Ansprechraten .
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Hazard ratio, 0.58 (95% Cl, 0.43-0.80)
P<0.001

Olaparib (N=205)
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1. Robson. N EnglJ Med. 2017; 2. Robson. Ann Oncol. 2019
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Rationale — BRCA

= Die adjuvante Therapie mit Olaparib kombiniert mit ET in der OlympiA Studie ist

effektiv und sicher.?

= Nach langerem FU (10 Jahre) zeigt sich eine klinische bedeutsame Verbesserung in

iDFS, DDFS und 0S.%3
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a U 10 o, 0,
g 40 olaparib (178 events) 8.4% (4.5%, 12.3%)  9.4% (8.1%, 12.7%)
s —— placebo (258 events)
g 20
g Stratified hazard ratio 0.65 (95% CI: 0.53, 0.78)
0
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Number at risk Time since randomisation (months)
olaparib 921 778 72 670 632 570 361 194
placebo 915 766 683 628 588 512 327 181
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ELEMENT Study Design

Phase ll
N=176
HR+/HER2-
gBRCA1/2 mutation
Locally advanced or

metastatic breast
cancer

* HR+
(ER and/or PgR
>10%)

« HER2- Stratification

(Ao factors:
and ISH negative)

Pre-treatment CTx

* Indication for
standard-of-care
PARP inhibitor
therapy and
planned treatment
with olaparib
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Elacestrant + Olaparib
N=118

Olaparib
N=58

Dosages:
* Elacestrant 400 mg/day
* Olaparib 600 mg/day

Endpoints

Primary:
PFS

Secondary:
TTF

0S

QoL

ORR

CBR

Safety
Compliance



Einschluss-/ Ausschlusskriterien

Einschlusskriterien (Auswahl)

GBG

aaaaaa

HR+ (ER und/oder PgR > 10%) und HER2-
(IHC 0/1+, oder 2+ ohne ISH-
Amplifikation) MBC — lokale Bestatigung

gBRCA1/2-Mutationen — lokale Testung

Indikation fur die Standardtherapie mit
PARP-Inhibitoren und geplante
Behandlung mit Olaparib

ECOG PS 0-2

Lebenserwartung >6 Monate

23. ANNUAL SCIENTIFIC MEETING
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Ausschlusskriterien (Auswahl)

Symptomatische viszerale
Metastasierung

Vorherige Behandlung mit PARP-
Inhibitoren

Unkontrollierter Bluthochdruck (SBP >
140 mmHg oder DBP > 90 mmHg)

Thromboembolisches Ereignis in den
letzten 6 Monaten (z.B. TVT, LAE)

Unkontrollierte signifikante aktive
Infektionen



Rekrutierung (Stand 01.03.2026) n =17

patients sites

180

mmm accrual no.

160 activated sites
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Rekrutierer

Hauptpriifer/in

Patienten pro
Zentrum

0003 National Center for Tumor Diseases (NCT) PD Dr. Michel

0069 Klinik der J. W. Goethe Universitat s B e SelbeeT

0411 Marien Hospital Witten PD Dr. Graeser

0743 MVZ fur Hamatologie und Onkologie Ravensburg GmbH

0216 Kli. Essen-Mitte Ev. Huyssens-Stift./Knapps.GmbH, KL. f.
Senologie/Brustz. Dr. Frindte

0268 Klinikum Bayreuth GmbH

Prof. Dr. Decker

Prof. Dr. Mundhenke
0274 Universitatsklinikum Tabingen, Department fir
Frauengesundheit Prof. Dr. Hartkopf

0365 Universitatsklinikum des Saarlandes Homburg Prof.Dr. Radosa

0400 Universitatsklinikum Essen Prof. Dr. Bittner

0459 Haematologie-Onkologie im Zenrtum MVZ GmbH B M AeT
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Zeitplan

Anzahl der Zentren Ca. 40 Zentren fur eine Rekrutierung von
6 Patienten pro Monat

First Patient In (FPI): Q4/2024

Rekrutierungszeitraum Ca. 36 Monate (Q4/2024 — Q4/2027)

Studiendauer Ca. 48 Monate (36 Monate Rekrutierung +

12 Monate Follow-up)

Region Deutschland
GBG 23. ANNUAL SCIENTIFIC MEETING
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CLINICAL PRACTICE
GUIDELINES

ESMO Metastatic Breast Cancer Living Guideline
v1.2 April 2025

vant ET or
<12 Months After the End
0

20FS if the patient is menopausal
bFDA approved, not EMA approved

Patients with HR-positive/HER2-negative MBC

Recurrence while on adjuvant ET or
<12 months after the end of adjuvant ET

Vv
PIK3CA-wt —[ PIK3CA status [I, A] J— PIK3CA-mut

Fulvestrant—palbociclib-inavolisib
[I, A; MCBS 3]2°

Fulvestrant—-CDK4/6
inhibitor [, A; MCBS 4]*
Fulvestrant—CDK4/6 inhibitor

1, B; MCBS 4]*

[

HER2, somatic (tissue or liquid) and
germline mutational status testing

! !

A% A%
Candidate for ET Not candidate for ET
=TT =TT

© 2025 ESMO. All rights reserved https://www.esmo.org/guidelines/living-guidelines/esmo-living-guideline-metastatic-breast-cancer



CLINICAL PRACTICE
GUIDELINES

ESMO Metastatic Breast Cancer Living Guideline
v1.2 April 2025

HR-positive/[HER2-negative:
De Novo MBC or
Recurrence >12 Months
After the End of Adjuvant
ET (ET-sensitive/-naive)

20FS if the patient is premenopausal

bln exceptional cases (e.g. CDK4/6 inhibitor is not available in
first-line), endocrine therapy alone in followed by fulvestrant
combined with CDK4/6 inhibitor upon disease progression

may be an option for MBC de novo or recurring >12 months after
the end of adjuvant endocrine therapy [l, C] (Sonke, 2024)

Patients with HR-positive/HER2-negative MBC

De novo MBC or recurrence >12 months after the
end of adjuvant ET (ET-sensitive/-naive)

AI-CDK4/6 inhibitor [I, A; MCBS 2-5]*"

HER2, somatic (tissue b
or liquid) and germline PD ]
mutational status testing
\l/ \l/
[ Candidate for ET ] [ Not candidate for ET }
=TT =TT

© 2025 ESMO. All rights reserved https://www.esmo.org/guidelines/living-guidelines/esmo-living-guideline-metastatic-breast-cancer
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NGS statt Einzeltestung?

Table 3. List of genomic alterations level 1/l according to ESCAT in advanced breast cancer

Gene Alteration Estimated prevalence ESCAT score Drug class matched References
ERBB2 Amplifications 15%- 2096 IA Anti-HER2 monoclonal antibodies Baselga et al,, N Engl J Med 2012°°
HER2 TKIs Krop et al,, Lancet Oncol 2014°°
Anti-HER2 ADCs Lin et al,, J Clin Oncol 2020
Saura et al., J Clin Oncol 2020
Rugo et al., JAMA Oncol 2021°°
Hotspot mutations 4% B Pan-HER TKls Hyman et al., Nature 2018°"
Anti-HER2 ADCs Smyth et al., Cancer Discov 2020
Li et al,, Ann Oncol 2023""
PIK3CA Hotspot mutations 30%- 409 IA | ER-positive g-specific PI3K André et al., N Engl ] Med 2019

HER2-negative ABC) Inhibitors*

ESR1 Mutations 3006400 IA (ER-positive SERDs
HER2-negative ABC
resistant to Al)

BRCA1/2 Gemmnline pathogenic/likely 4% IA PARP inhibitors
pathogenic variants
Somatic mutations 3% ]3] PARP inhibitors
PTEN Mutations/deletions 7% 1/ AKT inhibitors
AKT1 Mutations (p. E17K) 5% 1/ AKT inhibitors
PALB2 Gemmline pathogenic/likely 1% ]3] PARP inhibitors
pathogenic variants

Rugo et al., lancet Oncol 2021%
Tumer et al, N Engl J Med 20237
Bidard et al., J Clin Oncol 2022°*
Bardia et al., Cancer Res 2023~

Litton et al., N Engl J Med 2018
Robson et al., Eur J Cancer 20235
Tung et al, J Clin Oncol 2020
Schmid et al., J Clin Oncol 2020%
Tumer et al., N Engl ] Med 20237
Kalinsky et al., JAMA Oncol 20217"
Tumer et al., N Engl J Med 2023™
Tung et al., J Clin Oncol 2020
Gruber et al., Nat Cancer 20227
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Besser friih als spat testen: Rationale...
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Kontakt

GBG
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Leiter der Klinischen Prufung:

Prof. Dr. Thomas Decker
Studienzentrum Onkologie Ravensburg

Projektmanagement:

Dr. Laura Steinmann

GBG Forschungs GmbH, Neu-Isenburg
E-Mail: ELEMENT@gbg.de
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lhr Vetter, der
Furzfischfressfischfischfressfeindfangfischforellenfamilien-

fechtfischfriseusenvetter war jedoch sehr feige und der Feind
aller Fische.
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Frih testen...

Wer ein PDF vom Furzfischforlesebuch haben mochte:

Email an:

Alle anderen:

Besser friih als spat testen
Besser spat als nie!!
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