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Trends im adjuvanten Setting 22 asm
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Trends im adjuvanten Setting S‘f

Postneoadjuvante Konzepte (insbes. Her2+/TNBC)

Treatment Tailoring

Detektion von Hochrisiko durch
Results: EFS and OS by Subtype resistente Tumore/Klone
e * hoher ,medical Need*
- Molekulares Profiling
* 5-year EFS pCR vs * MR 8 5-year EFS pCR v * Innovative Substanzen/Konzepte

*| RD: 90% vs 57%

*| RD: 86% vs 63% | RD:97% vs 88%

Yoars

Blue: pCR group
Orange: Residual disease (RD) group

Detektion von Niedrigrisiko
* Potential zur Deeskalation
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(Postneo)-adjuvante IcPi bei TNBC

22. ASM

FRANKFURT /MAIN

A-BRAVE oor prognosis group
SWOG 5418/ Neonadi Chemo Surg MEM = T SEWeEeTal Antigen release/Immune interaction
NRG BR006 [ I pCR = Single CIT agent efficacy limited
| Neoadj Chemo | _
OPTIMICE pCR surg | pcr IEZXTIEN L De-escalationh good prognosis group

Deeskalation
Eskalation v

Among patients with early-stage TNBC who
do NOT achieve a pCR after neoadjuvant
chemo + |0, can we improve outcomes with
better adjuvant treatments?

Ongoing post-neoadjuvant
clinical trials with ADCs:

SASCIA (ER+/HER2- and TNBC): Sacituzumab
govitecan x 8 vs. TPC (NCT04595565)

Optimize RD/ASCENT-05: Sacituzumab
govitecan + pembrolizumab x 8 vs.
pembrolizumab +/- capecitabine (NCT05633654)

Tropion Breast03: Dato-DXd +/- durvalumab vs.
capecitabine and/or pembrolizumab
(NCT05629585)
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Verzicht auf adjuvante CHT beim TNBC?

FRANKFURT /MAIN

Das fruhe/kleine TNBC
= TNBC
Prognosis and Treatment Outcomes for Patients Study Population

with Stage IA Triple-negative Breast Cancer: N=8,601
A Population-based Study

Real Word Daten

Timi, Breast cancer-specific Turvival T1mi,NO TNBC Ta Breast cancer-specific survival T1a,NO TNBC T1b s, Breast cancer-specific survival T1b,NO TNBC T1c 4 Breast cancer-specific survival T1¢,NO TNBC
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o } s 3 - sa9- | 5
o 1 2 3 4 5 6 7 8 9 10 8 9 10 8 ] W RS g | S Bk
years c = + T T T o
Number at risk Number at risk 0 1 2 3 4 5 6 7 8 9 10
NoorUnknown 210 175 144 118 97 75 57 41 27 11 0 NoorUnknown 744 622 500 409 327 261 202 142 86 37 2 years
22 19 19 12 8 6 6 3 2 1 0 Yes 216 182 151 124 103 77 57 37 20 14 1 Nomber at risk Fe——

Noor Unknown 863 738 604 531 440 340 268 202 133 70 5 No or Unknown 1489 1236 991 813 667 545 433 335 207 102
85

6

Median follow up: 48 months (IQR: 20 - 83) Yes 3745 3215 2628 2185 1810 1457 1114 811 517 235 17

No adjusted analysis could be performed due to low event rate. Yes 1312 1123 901 718 595 491 366 269 173

FAZIT RWD:

CHT verbessert signifikant das BCSS beim TNBC ab >1cm,
aber nicht <1 cm (pT1b)
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Verzicht auf adjuvante CHT beim TNBC?

FRANKFURT /MAIN

TILs als prognostischer Marker insbes. beim TNBC Stadium |

Cancen st Wina¥

JAMA | Original lnvestigation

Tumor-Infiltrating Lymphocytes in Triple-Negative Breast Cance

Fgure 4 Carmmdatve Rates of Camcer and Mhartaity Lvents for the Subse of Patnts WY Stage | Trpie Negatrer Dreast Cances Accor .

o Tumor-Infiltrating Lymphocytes in Patients With
Stage | Triple-Negative Breast Cancer Untreated
With Chemotherapy

Retrospective study across countries with 1966 TNBC patients

Median TIL level 15% with 21% having TIL level of 50% or more e berto A et al. JAMA 202«
With a median FU of 18 years, it has shown that patients with early stage TNBC who did not undergo neoadjuvant or adjuvant chemotherapy,
those with high abundance of TILs is associated with better survival.

The Netherland group also showed from the Netherlands Cancer Registry that patients with stage | TNBC and high level of TILs who did not
receive neoadjuvant or adjuvant chemotherapy had excellent 10-year BC specific survival.

TIL abundance is a prognostic factor for patients with early TNBC, a potential biomarker for prospective clinical trials.
Tsang SABCS 2024
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Verzicht auf adjuvante CHT beim TNBC?

FRANKFURT /MAIN

OPTImaLlL trial = for further optimization of () AN

( SYMPOSIUM®

tailored treatment for stage | TNBC Oy AACH

International, pragmatic, patient-

. preference,
DQSIgn Of the T SRS R R ILLERAA L to evaluate whether adjuvant
. « CT1/am/eNo chemotherapy

OPTImalL trial 2 sl i et i s can be safely omitted in patients with

! stage | TNBC and high sTILs (>=50%
| SOV Taon oF Wk SN 3core By Cumvel pativsiont ] for patients >40 years; >=75% for
] patients <40 years)
| surpery (BCS/mastectomy with Sing) |
Sponsor: NKI
ALTERNATIVE PATIENT I Confirmation of pT1a/b/cNO TNBC, high sTIL score on surgical Pl: M Kok
REGISTRATION specimen by local pathologist o

|

Lead pathologist: R Salgado
To be opened in

*  pT1a/b/cNO TNBC

o TILscore (250%; 275%
for patients <40 years) I firmation of high sTiL ‘m‘mﬂ“ﬁw I Netherlands
Belgium
[ Patient preference ] Germany
| Ireland
m:uhm“ Conwmh:tlmmn "aly
patients) 245 patients) Sweden
surveillance Adyuvant chemotherapy

Courtesy of Marleen Kok
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Safe-DE

Safe de-escalation of chemotherapy for stage | HER2-positive or
triple-negative breast cancer

ClinicalTrials.gov ID NCT05058183

To determine the rate of ctDNA detection in patients with stage |
HER2-positive or TNBC following curative surgery and to estimate
the distant recurrence-free interval (DRFI) in patients with
undetectable ctDNA (MRD-negative) post-surgery.
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Studiendesign Safe-DE

Overall study design TNBC with high TILs Rzt

recurrence free rate

Py
> DNA by 3 years post
N=400 ;é § surveillance surgery
< 3
Becomes :
N a ctDNA Complete local Adjuvant
Primary gL ndetected  therapy™* > CIDNA == = chemotherapy
TNBC = 0o detected
‘é’, R No systemic
Clinical Stage | > 5 adjuvant therapy 3,6,9, 12, 18, and 24 months
high TILs***
pTla-c |, Postsurgery .
(1-20mm), l ctDNA — Adjuvant chemotherapy
NO detected ***
(pNOi-P allowed)
Off study if not *delayed in patients with operative complications
path Stage | ** radiotherapy if indicated can be given whilst waiting for ctDNA result at investigator discretion

***high TILs >30% will be centrally assessed
**x* patients with ctDNA pos result should be staged according to SOC to rule out gross metastatic disease
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Verzicht auf adjuvante Therapie Her2 pos EBC?

* Her2+

Studiendaten

APT-Trial — Finale 10-Jahres Analyse

HER2+ EBC, any ER
Node negative
T<3cm

N=406

Zusitzliche Analysen
HER2DX-Test: OS und RFI
PAMS50: Suptvp-Testung
TiLs

n

Weekly Paclitaxel 80 mg/m? + Trastuzumab 2 mg/kg x 12

n

Followed by 13 Q3W doses of Trastuzumab 6 mg/kg

Exzellentes Uberleben (BCSS) 98.8% bei NO Situation.
Unabh. von HR Status und TumorgroBe bis 3cm

= 96.3% Total population

* 96.4% HR-

= 96.1% T <1cm
= 96.5% T >1cm

10-Jahres-0S
= 94.3% Total population

10-Jahres-BCSS

98.8% Total population

Monochemotherapie und Mono anti-Her2 Therapie mit exzellentem Outcome

GBG ]
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Verzicht auf adjuvante Therapie Her2 pos EBC?

Frihes kleines Mammakarzinom Her2 pos. NO

« Her2+ Real Word Daten

Outcomes According to Treatment Received for Small Node-negative HER2+ Breast Tumors

in the Surveillance, Epidemiology, and End Results (SEER) Database, 2010-2019

Adrienne G. Waks,' Paolo Tarantino,' Rachel A. Freedman,' Nancy U. Lin,' Nabihah Tayob,' Carlos T. Vallejo,? Julieta Leone,’ Sara M. Tolaney,' Jose Pablo Leone' 1. Dana-Farber Cance

¥ Institute, Boston, MA; 2. Grupo Oncologico Cooperativo del Sur (GOCS)

HER2neu+ Kleine Karzinome | Ergebnisse (5-Jahres BCSS fir Stadium IA HER2+ EBC)

FAZIT
Adjuvante CHT
Chemo: Ja 99,0% 100% 99,8% 99,3% 98,7% Verbessert B CSS
Chemo: Nein/unbekannt 97,5% 99,1% 98,9% 97,6% 95,9%
Bereiniate HR / p-Wert 0,60/0,009 - #87/0,421 0,60/0,02
Aber:
- HR+/HER2+ <1 cm
Chemo: Ja 97,6% 100% 98,4% 98,9% exze"ente Prog nose
Chemo: Nein/unbek 97,3% 99,6% 98,3% 98,6% 92,1% h CHT
Bereiniate HR / p-Wert 0,70/0,19 - - - 0,61/0,137 ohne

BCSS: breast cancer specific survival)

Waks, Tarantino, Friedmann et al. #517 ASCO 2023
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Studiendesign Safe-DE

Overall study design HER2+ Primary EP: Distant
. recurrence free rate
HER2Dx 1’; by 3 years post
5 :
< 5 ctDNA surveillance surgery
- @
N=320 &8 Complete local Becomes Adjuvant
_ %o — CIDNA therapy™ —> CtDNA —> chemotherapy
tlfén;al’y Z$ undetected - detected....  + trastuzumab
2+ > B g No syfﬁ:gg:ygﬂuvant /pertuzumab
A= — D
Clinical Stage | ™ 5 3,6,9, 12, 18, and 24 months
pTla-c
(1-20mm),
pNO . Post surgery Adjuvant chemotherapy +
(pNOi+ allowed) ctDNA trastuzumab/pertuzumab

detected ****

Offf study if not
path stage | *delayed in patients with operative complications
** radiotherapy if indicated can be given whilst waiting for ctDNA result at investigator discretion
*** endocrine therapy in ER positive may be started after the 3 month timepoint

Tla (1-5mm) to be capped at 20% of recruitment
Patients ideally enroll prior to surgery, to start design of ctDNA tests early
**** patients with ctDNA pos result should be staged according to SOC to rule out gross metastatic disease
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HR positives Mammakarzinom

Deeskalation

Eskalation v
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Therapie beim friihen HR-positiven, HER2-
negativen Mammakarzinom: Strategien

©AGOe. V.
inder DGGG e.V.
sowie
in der DKG e.V.

Guidelines Breast
Version 2024.1D

www.ago-online.de

FORSCHIEN
LEFMREN
HEILEN

Adjuvante Tx ohne CTx%
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Ki-67 nach praopera-
tiver endokriner Tx
< 10%"
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S
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T =

Hhs®
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2Z2 o '
SF T AGO+
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iy . - 03

g5 |l Indikation zur GTx 1 Op oder CNB
Sv-s unklar L f = : ;
LS da Préoperative endokrine Tx
S8°w fiir 2-4 Wochen<3- —
== w =
é g8 % 3 AGO+

S @
0o &2 > 10%°
2228 Z
282 Eindeutige
232 Indikation zur
>4 CTx2

CNB, iopsie (core needle biopsy); CTx, Chemotherapie; ER, Ostrog ptor; PgR, Prog ptor; HER2, epidermaler Wachstumsfaktor-

Rezeptor 2; HR, Hormonrezeptor; Op, Operation; Tx, Therapie; 22.B. ScT1c cN0-1 G1-2 Ki-67 < 10% oder —bei unklarer Situation- Genexpressionsprofil low-risk; nggv
primér inoperabler Tumor oder 2 4 klinisch befallene axillére Lymphknoten oder G3 und Ki-67 2 35% oder —bei unklarer Situation- Genexpressionsprofil high-risk;
cendokrine Standardtherapie; Ysofern postoperativ keine Anderung in Prognosefaktoren; ésofern noch nicht erfolgt.
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Deeskalation durch Kombination RS Score + dyn. Ki-67 ...

FRANKFURT /MAIN

Bedeutung des dynamischen Ki-67% fur Prognose
bei intermediarem Risiko RS 12-25

“_‘)/\;)T ADAPT HR+/HER2-
Primary endpoint: 5-year iDFS . . Pro_gpose
Niedriges Risiko (RS 0-11)

R
a2 2] Intermediares Risiko (12-25) +
g Ki-67-Abfall unter 10%
g 2
BT 5y-iDFS
§ " RS 0-11 group:
5 é- 93.9% (95%-Cl: [91.8% to 95.4%)])
e RS 12-25/ET-responders:
§ < 92.6% (95%-Cl: [90.8% to 94.0%]) K|'67%-Dynam|k aIS TOOI zur
= Identifizierung von Patientinnen, die
51, : , : . ~ mit alleiniger ET trotz Risikofaktoren
0 12 24 36 48 60 pet ) . :
———— Follow-usp e (monihe) ausreichend therapiert sind.
RS 0-11 865 796 705 657 603 431
S 12-25 & Ki-67<10% 1414 1289 1124 1019 938 671

Harbeck N et al. SABCS 2020 GS4-04

CAVE: IMMER KOMBINATION aus Multigenassay und dyn. Ki-67
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Eskalation durch Kombinations ET mit CDK4/6i

FRANKFURT /MAIN

= Signifikanter Vorteil bei 3-Jahre DDFS Raten mit CKD4/6i + ET im Vergleich zu ET

allein2

A Distant Diseasefree Survival

ibaciclib+ M5AI

N5AL alone

E Total Mo. [3) Survival
] 70+ perant
£ 504 o Ribociclib+MSAl  167/25439 (6.6) 908
T 88 A) CHT MSAlslone  212/2552 (8.3) 226
g A0+ Hazard ratio for distant disease or death,
g 304 0.74 [95% CI, 0.60-0.91)
20+
104
o T T T T T T T 1
o [ 12 18 4 k1] 16 L 48
Muonths
M. at Risk
Ribocielib+MSAl 2549 2352 3280 2199 1729 1119 311 12 1]
MNEAl alane 2552 2244 2168 2080 1643 1076 2B 13 1]

Natalee Studie

GBG ]

Mo, of Patients  3-Yr Distant
with Event/  Disease—free

-
Q
S

Distance Relapse—Free Survival (%)

0

Number at risk

904
80 4
704
60 1
50
40
304
20
104

2 year rate: 94.1%
3 year rate: 90.3%
B —
! .
| 2yearrate: 91.6% : 3 year rate: 86.1%
| .
1 1
95% CHT |
(R~ :
1 1
Nominal p<0.0001 . :
HR =0.69 (95% CI, 0.57 to 0.83) ! :
1
Patients Events ! :
—— Abemaciclib+ET 2808 191 : '
—— ET Alone 2829 278 1 1
I ]
0 3 6 9 12 15 18 21 24 27 30 33 36 38 42 45
Time (months)
Abemaciclib + ET 2808 2684 2629 2595 2566 2529 2497 2455 1990 1300 930 530 281 68 8 0
ET Alone 2829 2704 2660 2622 2591 2535 2499 2427 1955 1287 924 537 287 66 10 0

MonarchE Studie

1. Slamon et al. NEJM 2024; 2. Harbeck et al. Ann Oncol 2021
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Weitere Deeskalationskonzepte
beim HR+ EBC ?

GBG
MAN ’ 22. Annual Scientific Meeting 06. — 07. Marz 2025



FFFFFFFFFFFFFF

NoLEEta Unicancer UCBG227 4

No chemotherapy in intermediate-risk HR+ HER2- early breast cancer treated
with Ribociclib (LEE-011) in the adjuvant setting, a non-inferiority Phase lll trial
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NoLEEta Unicancer UCBG227

N=3700

ER>10%/Her2neg
- pT2pNO (G3, G2, or with Ki67>20%),
- pTO-2pN1 or pT3-4pNO

AND

Indication for adj. Chemo as per
Investigator decision according to
clinicopathol. parameters and
guidelines or genomic signature

FRANKFURT /MAIN

This study is a non-inferiority randomized, controlled, multicentric, open-label, phase lll trial
conducted in patients with HR+ HER2- early breast cancer at intermediate risk of relapse and
eligible for adjuvant chemotherapy. It aims to evaluate if adjuvant treatment with ribociclib allows
forgoing adjuvant chemotherapy

Primary endpoint:
iDFS

36 mo Ribociclib 400mg daily,
d1-21 gq4w + Al +/- GnRH

Main secondary endpoints:

QoL

Stratification factors:

* menopausal status

» Stage lIA vs IIB/TANO
* Genomic test use

- ]

Toxicity

iDFS in subgroups
DDFS

(0

Adj. Chemo of 36 mo Ribociclib 400mg daily,
Physician‘s Choice d1-21 g4w + Al +/- GnRH
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Kombination CDK4/6 mit SERDS

Stirkere endokrine Aktivitdt von SERDs versus Als auch bei Kombination mit CDK4/6i 1
Adjuvante CDK4/6i mit Verbesserung der Uberlebensraten aber relevanten Therapieabbruchraten 23
Abbruch nicht aufgrund Mediane Zelt bis zum
| Natalee (Ribociclib)z | 18,7% 29 2% 4 Monate

MonarchE (Abemaciclib)3 6,5% 12,5% Keine Angaben

Kombination CDK4/6i + Al kann Entstehung von ESR1 Mutationen begiinstigen*

optimaler endokriner Backbone mit verbesserter Effektivitdt und besserer Adharenz

1. Hurvitz S et al. Lancet Oncol 2023; 2. Slamon et al. NEJM 2024;
3. Harbeck et al. Ann Oncol 2021; 4. Chaudhary et al. NPJ Breast Cancer 2024
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Studiendesign CAMBRIA-1

Aktuelle
Standard ET x 2-5 Jahre

(Al oder TAM +/- LHRH
Agonist)

+/- CDK4/6-Inhibitor

GBG

GERMAN
BREAST
GROUP

Haupteinschlusskriterien

* ER+(>10%)/HER2- Brustkrebs
im Frithstadium

* Mittleres oder hohes Risiko
fiir ein Rezidiv (im Protokoll
spezifiziert)

* Abgeschlossene vollstandige
Operation

* Mind. 2 Jahre, aber max. 5
Jahre (+ 3 Monate)
adjuvante endokrine
Therapie

* Kein Krankheitsriickfall

* 5 weitere Jahre adjuvante ET
geplant

* ECOG PS 0-1

22

. AS|
FRARKFURT /AN

ARM A:
Fortfithrung der Standard ET
(Al oder TAM +/- LHRH Agonist*)

ARM B:
Camizestrant 75 mg / Tag
(+/- LHRH Agonist*)

* Pra- und perimenopausale Frauen und Manner erhalten ein
LHRH (bei Frauen obligatorisch in beiden Armen, bei Ménnern

nur mit AT)
- -
Studiendesign CAMBRIA-2
* Haupteinschlusskriterien
* Mittleres oder hohes Rezidivrisiko (im Protokoll
spezifiziert)
* Abgeschlossene vollstindige lokoregi Therapie
(Operation +/- Radiotherapie) mit oder ohne (neo-)
adjuvanter Chemotherapie
* Kein Hinweis auf eine invasive Erkrankung
* ECOGPS0-1
22. Annui

22. ASM

FRANKFURT /MAIN

22, ASM

FRANKFURT MAIN

ArmA
Standard-ET
(Al oder TAM +/- OFS*)

+/- Abemaciclib

7 Jahre Studien-Behandlu itraum

Arm B
Camizestrant 75 mg/Tag

(+/- OFs*)
+/- Abemaciclib

*Préi- und perimenopausale Frauen und Mnner erhalten ein
LHRH (bei Frauen obligatorisch in beiden Armen, bei Mannern

nur mit Al)
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22. ASM
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MAMMAKARZINOM
STATE OF THE ART s

08.03.2025

Hilton Frankfurt Flughafen im The Squaire &

Live-Stream unter www.ago2025.de

Hybrid Veranstaltung Vorstellung und Diskussion Mit Breakout-Sessions On-demand Video-Library Fiir die Veranstaltung
Hilton Frankfurt Flughafenim  der wichtigsten Anderungen zur Diskussion im und Empfehlungsslides sind sind CME-Punkte
The Squaire & Live-Stream der AGO Empfehlungen. kleinen Kreis. im Anschluss verfiigbar unter beantragt.
www.ago2025.de. www.ago2025.de.
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Heilung durch Innovation, Kompetenz
und Partnerschaft — fihrend in der
Brustkrebs-Forschung
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