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Offene Fragen

= Wohin steuert die adjuvante endokrine Therapie? SERD’s — Al — Tamoxifen — PROTAC

= Adjuvant verlangerte Therapie bei intensivierter Therapie noch notwendig?

= Immer Chemo und CDK4/6i? Oder kann ein CDK4/6i die Chemo ersetzen?

= ADC’s statt Chemo? ...neoadjuvant oder (postneo-)adjuvant?....mit oder ohne 10?
....oder nur AK und zielgerichtete Therapie ohne Chemo?

= Wert der IO bei pCR
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Aktuelle Trends in der Adjuvanz

= Deeskalation (non inferiority)
= Therapie Tailoring und Monitoring - Biomarker (ctDNA, TIL's)

Rescue Strategien bei non pCR nach NACT (TNBC und HER2+)

= Intensiviertes Follow-up — Survive Studie (Patientenperpektive)
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Entwicklung der Antihormontherapie HR+ MaCa

Metastatic breast cancer

1970s 1980s 1990s 2000s 2010s 2020s = G
Selective ER aromatase Selective ER mTORi CDK4/6i PI3Ki Oral SERD / PROTAC
modulator inhibitors (A1) downregulator everolimus  palbociclib, (PI3K/AKT/ (ESR1m)
(SERM) (SERD) +Al ribociclib, PTEN A) ) elacestrant
tamoxifen fulvestrant abemaciclib alpelisib imlunestrant
+Al or capivasertib
or inavolisib camizestrant,
+ fulvestrant giredestrant
vepdegestrant ...
“PAM” inhibitor
gedatolisib...
+ fulvestrant+palbo
Nonmetastatic breast cancer Giredestrant
Tamoxifen Al ovarian CDK4/6i CDK4/6i
suppression abemaciclib ribociclib
+ Al + Al + Al
(premenopause)
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lidERA — Study Design
Phase 3, HR+/HER2- high risk eBC, Giredestrant vs. SOC, N=4.170

A global, randomized, open-label, multicenter Phase lll trial

D At least 5-year treatment duration 5-year follow-up
N=4170

[ Key eligibility criteria
= Participants with ER+, HER2-negative early breast cancer

= Stage |-l disease (anatomical) Giredestrant (30 mg PO QD)

= pNOand pT>1 cm with Grade 3, or Ki67 220%,
or high score on genomic assay,* or pT4NO

Long-term
follow-up

SOCET
Tamoxifen/Anastrozole/Letrozole/Exemestane

= Node-positive

= Pre- or post-menopausalt

= Breast cancer surgery within 12 months
= (Neo)adjuvant chemotherapy if indicated J

\

Primary endpoints

Stratification factors
= Risk: Medium-% vs. high-risk§ Stage |-l breast cancer = IDFS (excluding second primary non-breast cancer)
= Region: USA/Canada/Western Europe vs. Asia—Pacific vs. RoW
= Previous chemotherapy: No vs. yes

= Menopausal status: Pre-menopausal vs. post-menopausal

Key secondary endpoints

= DFS, DRFI, IDFS (including second primary non-breast invasive cancer with exception of non-
melanoma skin cancers and in situ carcinomas of any site), LRRFI, OS, safety

Giredestrant is currently also being investigated in combination with Abemaciclib in the adjuvant setting (lidERA Breast Cancer substudy 1).
Enrollment: August 2021 to September 2023. Up to 12 weeks of ET + CDK4/6i were allowed. ER+ was defined as 21% positive cells by immunohistochemistry. *OncotypeDx 226 or high-risk Mammaprint. TPre-menopausal patients on aromatase
inhibitors or Giredestrant had to receive ovarian function suppression with an approved luteinizing hormone-releasing hormone agonist. Medium risk: pNO and primary tumor >1 cm with high-risk biologic features (Grade 3, or Ki67 220%, or
high score on genomic assay [if available]) and pN1 with low-risk biologic features (Grade 1/2 and Ki67 <20% and tumor <5 cm and low score on genomic assay [if available]). SHigh risk: pT4, or pN2, or pN3 and pN1 with high-risk biologic
features (Grade 3, or Ki67 >20%, or tumor >5 cm, or high score on genomic assay [if available]). CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; DFS, disease-free survival; DRFI, distant recurrence-free interval; ER+, Estrogen receptor-positive;
ET, Endocrine therapy; IDFS, invasive disease-free survival; LRRFI, locoregional recurrence-free interval; OS, overall survival; PO, orally; QD, once daily; R, randomization; RoW, rest of the world; SOC, standard-of-care. ClinicalTrials.gov number,

NCT04961996. Adapted from Geyer CE, et al. ASCO 2023 (TPS616), with permission.
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lidERA — Risk Score
Phase 3, HR+/HER2- high risk eBC, Giredestrant vs. SOC, N=4.170

One of the stratification factors (with region, prior chemo, menopause)
= Medium risk:
= pNO (>1 cm) with high-risk biology - Grade 3, Ki67 220%, or high genomic score

= pN1 with low-risk biology - Grade 1/2 + Ki67 <20% + tumor <5 cm (+ low genomic
score if done)

-
= High risk:
= pT4, pN2, or pN3
= pN1 with high-risk biology - Grade 3, Ki67 220%, tumor >5 cm, or high genomic score

70% in this category

.
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lidERA — Primary endpoint: IDFS
Phase 3, HR+/HER2- high risk eBC, Giredestrant vs. SOC, N=4.170

100 —Hs-ttmtotintdiremsrimmiiesmt
- Giredestrant SOC ET
n=2084 n=2086
80— 100 4 97.7%
R 94.6% Events, n (%) 140 (6.7) 196 (9.4)
60 96.9% T 92.4%
g %07 4] : M Stratified HR 0.70
s l o it 5% Cl 0.57,0.87); p=0.0014
e ' ' 89.6% (95% ClI) ( ) 0.0014*
Qo . ,
80 . | .
20— === Giredestrant
| | | HR 0.70
70 I T t T t T t T — SOCET o,
04 o 6 17 18 2 30 36 b 3-J-IDFS +2,8%
T T T T | T | T
0 6 12 18 24 30 36 42
Time (months)
No. at risk
Giredestrant 2084 2021 1969 1932 1716 1088 345 26 Median follow-up: 32.3 months
SOCET 2086 2016 1958 1898 1683 1048 325 25 o

Statistically significant and clinically meaningful improvement in IDFS:
Giredestrant reduced the risk of invasive disease recurrence or death by 30% compared with SOC ET

Data cutoff: August 8, 2025. Median follow-up, 32.4 months in the Giredestrant arm and 32.3 months in the SOC ET arm; maximum follow-up, 46.6 months and 46.3 months, respectively. *Log-rank (2-sided). p-value boundary
for IDFS interim analysis was 0.0217 (2-sided). Al, aromatase inhibitor; Cl, confidence interval; ET, Endocrine therapy; HR, hazard ratio; IDFS, invasive disease-free survival; SOC, standard-of-care.
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lidERA — AE overview (safety-evaluable population)
Phase 3, HR+/HER2- high risk eBC, Giredestrant vs. SOC, N=4.170

Common TEAEs (27.5% of patients in either arm at any grade) Selected AEs

Gired =2060 SOC ET n=20 -
redestrant n ETn=2074 Giredestrant SOC ET
Arthralgia . B | n=2060 n=2074

Hot flush Patients, n (%) with treatment discontinuations due to AEs
Headache |
) Musculoskeletal disorders 38 (1.8) 92 (4.4)
Fatigue
Insomnia | Arthralgias (PT) 32 (1.6) 76 (3.7)
Nausea 5,3 vs. 8,2% Vasomotor disorders 2 (<0.1) 18 (0.9)
COVID-19 | Therapieabbriiche Hot flush (PT) 1(<0.1) 16 (0.8)
Asthenia |
Back pain Giredestrant SOCET
Radiation skin injury | n=2060 n=2074
Hypertension || Patients, n (%) with selected AEs by medical concept*
Urinary tract infection | G1 G2 G3-4 G1 G2 G3-4
Cough Giredestrant  SOCET P 15 0 64 2 0
Diarrhea B 612 Bradycardia 217 (10.5) (0.7) (3.1) (<0.1)
Pain i . B a4 N Venous
ain in extremity | thromboembolic 4 12 2 B 7 7
Constipation T (0.2) (06) (<0.1)*  (0.1) (0.3) (03)
r T T T T T T T T T d —
50 40 30 20 10 0 10 20 30 40 50

Patients (%)

Data cutoff: August 8, 2025. *Assessed as medical concepts using grouped terms; all other AEs by medical concept were comparable between arms, including four patients per arm (0.2%) who experienced photopsia. G2 events occurred in 17
patients; 13 resolved, four patients discontinued treatment and the events resolved. $G3 only. AE, adverse event; ET, Endocrine therapy; G, grade; PT, preferred term; SOC, standard-of-care; TEAE, treatment-emergent adverse event.
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lidERA — in Context of Other Adjuvant Advances
Phase 3, HR+/HER2- high risk eBC, Giredestrant vs. SOC, N=4.170

absolute A

ATAC (3y DF ) ATAC (3y) 2.0% 0.83
Monarch (2y [DFS) [ —_ MonarchE (2y) 2.8% 0.75
MonarchE (4y (DFs) [—_ MonarchE (4y) 6.4% 0.6
MonarchE (7y IDFS) MonarchE (7y) 6.5% 0.73
N AT ALEE (3y D) | —— NATALEE (3y) 2.7% 0.75
NATALEE (4y 1DFS) | NATALEE (4y) 4.4% 0.72
NATALEE (Sy 1DFS) | — NATALEE (Sy) 4.5% 0.72

0.

o
x

T T T
20.0% 40.0% 60.0% 80.0%

M control [ Investigational

T
100.0%

Bardia A, SABCS2025; ATAC Trialists, Lancet 2005; Johnston S, JCO2020; Lancet Oncol 2023; ESM02025; Hortobagyi G, Ann Oncol2025; Fasching PA, JAMA Oncol 2025; Crown J,
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Aktuelle Trends in der Adjuvanz — Einfluss der lidERA?

= Derzeit ist der absolute Benefit noch klein — kann aber mit zunehmender
Nachbeobachtung steigen

= Evidenz flir den Einsatz von Giredestrant in der Hochrisikogruppe wenn eine Mono-ET
gegeben werden soll

" |n der Gruppe mit mittlerem Risiko kann man nur wenige Events beobachten. Hier ist
langeres follow up wichtig

= Die Kombination mit CDK4/6i ist bislang noch nicht untersucht.
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Orale SERDs adjuvante Studien

. . . Adjuvant Trial
Trial Name N Arms Patient Population CDK4/6i allowed Identifier
: High-risk ER+/HER2-,
CAMBRIA-2 5500 Camizestrantvs ET first adjuvant therapy Yes NCT05952557
liIdERA 4200 Giredestrantvs ET  Medium fo high-risk ER+/HERZ-, No NCT04961996

first adjuvant therapy

ER+/HER2-, Early Breast Cancer
ELEGANT 4220  Elacestrant vs SoC With High Risk of Recurrence; Prior to trial entry NCT06492616
2-5y of prior ET

High-risk ER+/HER2-,

EMBER-4 6000  Imlunestrant vs ET 25 yr of adjuvant ET

Prior to trial entry NCT05514054
Intermediate to high-risk
CAMBRIA-1 4300 Camizestrantvs ET ER+/HERZ2-, Prior to trial entry NCT05774951
2-5 yr of adjuvant ET

TREAT
ctDNA

1 risk ER+/HER2-, ctDNA relapse, 212 mo prior to

220 Elacestrant vs ET 2-7 yr adjuvant ET trial entry

NCT05512364

Adanted from Clinical Care Ontions (clinicaloptions.com)
Presented by: Lisa A Carey, MD, ScM.
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Spielt die ESR1m eine Rolle fiir die lidERA Ergebnisse?
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Vergleich der oralen SERDs mit IM Fulvestrant

HR
Trial N PO SERD o fﬁﬁ’":;:’r'ant ESS““ (ITT)
° ° (ESR1m)
EMERALD A77 Elaractrant /RQo/ A0/ 0.70 (0'55'0'?3)
Orales SERD alleine ist besser als IM SERD mit ESR1 Mutation ek |
SERENA- 8528))
Orales SERD ist vergleichbar mit IM SERD bei wild-type ESR1 '10)
- 0 o w.1 \U-UU' Ia
acelERA 303 Giredestrant 75% 39% 0.60 (0.35-1.03)
0.87 (0.72-1.04)
B * 0 0
EMBER-3 874 Imlunestrant 88% 39% 0.62 (0.46-0.82)

GBG
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*79mg arm, ** monotherapy arm

Bidard JC, JCO 2022; Oliveira M, Lancet Oncol 2024; Martin M, J Clin Oncol 2024; JThaveri K, NEIM 2025; SABCS 2024
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Ember-3-Subgroup Analysis

Phase 3, HR+/HER2- mBC, Imlumenstrant vs. SOC vs. Im.+Abemaciclib nach ET, 2. OS Interim

Investigator-assessed PFS by ESRTm status: Imlunestrant + Abemaciclib vs. Imlunestrant

Patients with ESRIm i i
Imlunestrant + Patients without ESRIm Imlunestrant +
o Imlunestrant Imlunestrant
Abemaciclib n=92 Abemaciclib
n=67 100 n=146 n=121

No. of events 36 71

N

o

o
|

No. of events
75

urvival (%)

Median (95% 11.1 5.5 75 Median (95% 9.1 5.5

o Einige Studien (evERA, EMBER- 3) zeigen, das durch die 1_1‘;29(0.434.;;6_5.8)
Hinzunahme von CDK4/6i, mTORI, der Benefit der SERDs
+ae Uber die Gruppe der ESR1m Patientinnen hinaus

04 Imlun

254

Progression-free Survival (%)

——— erweiterbar | —————
0o 2 4 e e te ba St 126 28 30
No. at Risk Time (months) No. at Risk Time (months)
67 54 47 39 33 22 14 7 6 3 1 1 o0 O 0 O 146 111 94 83 63 50 34 22 19 10 5 4 3 0 0 O
92 62 50 35 28 20 12 9 7 3 0 0 o O 0o o0 121 78 56 42 39 28 17 11 11 7 3 2 0 0O O 0

First instance where oral SERDs appear to ‘break out’ from the ESR1 mutation ‘box,” perhaps reflecting a more active endocrine agent in
combination with effective targeting of cross-talk pathway in tumors that fundamentally remain ER-dependent

Jhaveri KL et al. SABCS 2024, General Session 1, Abstract No. GS1-01

Mod. Burstein H., SABCS 2024, Discussion 28
This presentation is the intellectual property of the presenter. Contact ABardia@mednet.ucla.edu for permission to reprint and/or distribute.



Aktuelle Trends in der Adjuvanz

= Wer braucht den dann noch Chemo?
= Kann der CDK4/6 Inhibitor die Chemo ersetzen?

Y

1 | Clinical Routine / Screening ’ Treatment ‘ Follow-up.
Diagnosis ;
— — Anytime before ¢ "
measures and - IC Treatment Follow-up.
Years >
Endocrine Induc:  Surgery Strt 05 1 15 225 3 4 5 6 7 8

d i tion at least 14 / or Core Biopsy. Low Risk I
kel o 28 days OR Nt s o A Liquid Biopsy - old.
o= No Endocrine. Pt A 4
%-8 Induction SHicy A. A AA A A A A A Liquid Biopsy - new.
=il -
h =11 C] Endocrine . s A lquid Bi 5
Ell o Induction Endocrine -bociclib § ‘!’ :;;:iﬁ’mvin
o W,
e gg Therapy a{ Responder Endocrine Therapy at Investigator’s case of rect
s T Ipestigtor:s Aromatase Inhibitors ¢ Choice
Q o§ Choice ADAPT/ (+GnRH Agonist, if
E §§ Endocrine Clinical RS
4 Poor- =
[
E 52 e ioariar IrwterTEdlate
I gE NO Endocrine Risk
S SE Induction Irrespec- Endocrine Therapy at Investigator's Choice
& 8= | Therapy at tive of N=1670
T > Investigator’'s Endocrine
éll & Choice Response
2 o

fr
2 ‘5’% * Neoadjuvant use up to 6 +/-2 months_
S E N=5600 ** Neoadjuvant use up to 24 weeks recommended (depending on scheme)
‘ai 2 to be screened &
ad ol (estimated) Ic b, 'nclusion/Consent Randomization
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Neue Studien in der Adjuvanz

NoLEEta

Unicancer UCBG227/GBG121

No chemotherapy in intermediate-risk HR+ HER2- early breast cancer treated with
Ribociclib (LEE-011) in the adjuvant setting, a non-inferiority Phase Il trial
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Studiendesign — Non Inferiority Trial

Arm A
Ribociclib (36 months)
+ ET*

Patients
+ HR+ HERZ2- early breast cancer
+ Intermediate recurrence risk

v pT0-2,N1 Stratification factors:
v pT3-4, NO *  Menopausal status (pre or postmenopausal)
v pT2NO G3 Stage (IlA vs lIB/T4NO)

*  Use of genomic risk testing (yes/no)

¥ PpT2NO G2 with Ki67220% Neoadjuvant treatment (none or endocrine therapy)

+ Eligible to adjuvant chemotherapy after
curative surgery per investigator
decision®.

N = 3902

Arm B
Chemotherapy

!
Ribociclib (36 months)
+ ET**

* based on clinicopathological findings or the results of any genomic signature

** Al +/-OFS during ribociclib treatment, per investigator choice thereafter
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iBCFS

Sekundare Ziele

iDFS, DDFS

OSn. 3,5, 8,10 Jahren
Sicherheit

QoL



Einschluss-/ Ausschlusskriterien

Einschlusskriterien Ausschlusskriterien
= pT2 pNO Grad 3 oder pT2 pNO Grad 2 mit Ki67220 % oder = Neoadjuvante Chemotherapie oder vorherige Therapie mit
pT0-2 pN1 oder pT3-4 pNO CDK4/6-Inhibitor
. 1
: KM MonarchE NATALEE NoLEEta ‘ung
r )se
= Bi NO N1 N2/N3 NO N1 N2/N3
Ve T1
al L Glor
Br (G2 & [KI6T
T2 T2 220% or
= In genomic
" T3 high risk]) |
T3
Si T4 T4 er
= Ke
Be

= Kurative Operation der invasiven Erkrankung muss mit
negativen Operationsrandern innerhalb von 12 Wochen vor
der Randomisierung erfolgt sein
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Zeitplan

Rekrutierungszeitraum: 42 Monate

Behandlungszeitraum:

= Control Arm: ~ 42 Monate

= |nvestigational Arm (Ribociclib): 36 Monate

= Follow-up: 102 Monate

= Gesamtdauer der Studie: 144 Monate (12 Jahre)
= Anzahl Zentren DEU: 30

= Geplante Anzahl Patientinnen DEU: 500
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Kontakt

= GBG Projektmanager: Dr. Christin Winsche
christin.wuensche@gbg.de

= GBG Projektmanager Assistant: Johannes Grossner
johannes.grossner@gbg.de

=  Studien-Mail-Adresse: noleeta@gbg.de
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Neuer Therapiestandard TNBC Stadium II-lll — Keynote 522

1 2 Adjuvant Treatment
(eycles 1-4; 12 weeks) [eycles 5-B; 12 weeks) {eycles 1-9; 27 weeks)

-
Key Eligibility Criteria
= Age 218 years

* Newly diagnosed TNEC of
either T1c N1-2 or T2-4 N0-2

Pembrolizumab 200 mg Q3W

= ECOG PS 041

= Tissue sample for PD-L1
assessment®

<AM@aICw®

Placebo

Stratification Factors:

Improved pCR Improved EFS Improved OS

Syear EF S 81.2% vs 72.2% (A0%) S.year OS B6.6% vs B1.7% (A4.9%)
100 1 g m
i A 13.6 (5.4-21.8) 1 ol e
P=0.00055 § e w—y
: 0wl e —
704 PR 4
64.8% i il I
- - g 0 é ol - o Pembes hemtherapy
; ; i b | i 50 ey
3 E £ 2 w0 iy,
= = E 104 2 04 Plasebo-chematherapy
o [ & ] 201 ot T ]
Q e " A O 6 218 MM M 41 4R 54 60 6 T2 T B
b Mazand rato for event or death, 0.63 (5% €1, D.48-0.83) iy
P01
T f F C B R AR B LB R an I EEEEEEEEEEE
[y Manths
Pembro + Chemo ,'::,_::.‘_i."_,‘ chemodsgy T84 751 ™ » 2 1 e a5
260/401 103/201 Placebo + Chemo Paeto-amesapy 00 M6 M1 I8 8 32 3 1 310 I 07 0 % 10 W U 0 0 A M T MM OND 4l @) S 0 A 66 ub 1N O

. vy & /

Schmid P. N Engl J Med 2024, Schmid P N Engl J Med 2022, ESMO 2024
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Keynote 522 Ergebnisse nach Stadium und RCB score

Higher stage - Higher benefit

Tumor burden vs |0 benefit?
pCR by Lymph Node Involvement .....com

Placebo * Chema

PER, % (8% €1)

=

A83 (5310101 &308 8% 1N

o prisnry i

12Tae 1.0}

AL 118
Sa08 9.3}

e (169
714 (5.0

1087700 (14.7)
mw g

(] it 8.9}
1 227106 (0.8}

This presentation is the intellectual property of the author/presenter. Contact gustavo werutsky @lacog.group for permission to reprint andfor distribute.
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Residual disease — high risk of relapse

Role of adjuvant Pembrolizumab?
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Immunvermittelte NW und chronische Veranderungen
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Pembrolizumab: Hypothyroidism 15%; Hyperthyroidism 5.2%; Adrenal insufficiency 2.6%; Hypophisitis 1.9%

Impact on fertility to be defined.

PREDICTING irAEs
Demographics
Autoimmune disease

Biomarkers (on-treatment,
autoantibodies, genetic
predisposition, etc.)

No validated biomarker

Early Intervention — Chronic disease — Impact long-term quality of life
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Real-World Daten Effektivitat und Sicherheit Keynote 522

irAE (any grade)

52%

N 783 311 (181 ddAC) 86 608 100 577 69
o o,

pCR 64.8% A Tdes A% 59.3% 57% 58% 54.5% 56.5%
ddAC)

pCR BRCAm NA 73% NR 70% 80% NR NR
30.7% (40.5%

> < 0, o
AE grade 23 77T 1% ddAC) NR 59% NA NR 80.4%

irAE grade 2 3

Discontinuation

27.7%

20.1%
(25.1% ddAC)

34.9% (grade 22)

NR

42%
(52% P adjuvant)

35%
(75% P adjuvant)

39.5%

35%

MR not reported

Slight lower pCR rates. Higher toxicity especially irAEs grade 2 3 and discontinuation rate.
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This presentation is the intellectual property of the author/presenter. Contact gustavo werutsky @lacog.group for permission to reprint andfor distribute.



Aktuelle Trends in der Adjuvanz TNBC

= Wie kann ein Tailoring der neoadjuvanten Therapiephase aussehen?

Pradiktive und/oder prognostische Biomarker fiir |0 Ansprechen

Low Dose Pembrolizumab

Ersatz der Chemotherapie durch ADCs

Dynamische Marker und Bildgebung zur Deeskalation

GBG 23. ANNUAL SCIENTIFIC MEETING
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Hohe TILs, PD-L1+, DetermalO assoziiert mit hoherer pCR Rate
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Wang X0 ot al. Nature, $023

sTILs PD-L1 DDIR Determalo™

Pradiktive und prognostische Marker auch fur den 10-Benefit
Immunologisch ,kalte” Tumore, Biomarker-negative Subgruppen mit

Resistenzen fur CT+IO
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Standard NACT-10 backbone vs ADC-10 Kombination

BEGONIA
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11.3% patients had PD-L1 high tumours and 87.1% had PD-L1 low tumours

N=62 imary
79 Hey eligibility criteria :r::lpnhts:
Gonfirmed ORR,* % (85% CI) m“ﬂa} - pCR {central
= Histzlogically confirmed Stage di . y assessment)
1004 Best objective response, n (%) Il or Il unilateral o bilateral ? ap:
les EFS
F] Complete response 8(129) eaTiey e TR chemotherapy® 7! :
@ Partial response 41(86.1) o e igebn
i hedest 829 e e
& g4 1
k1 : Secondary
No evidence of distantdisease  [IRCalaclol Pembrolizumat + :
5 7 i endpoints:
2 “Lyroh sk o vmnes) e Pembrolzumsts for i
- ior s iati » Turmar stage [cT1-cT2 ve cTi-cTd) b £
P A FENE Sy s o “HR sut:?lelR-neg.:ivc [ERard PR then pembrolizumsbs + gdma- abo'.:a?u sunvival (key)
£ - : = systemic anticancer therapy <134] v HR e [ER anclar PR 1% cyclophosphamides + 8 cycles - DDFS,
H ECOGPS 0o 1 o < 10%: neither may be = 10%]) deorubicinipirubicin’ for :
3 + Guogrepbic ragion 4 oycles safety, PROs
g --------- | | 3 (USCanada/ Evrope A siralia vs
g . afer geographic region)
s 50
g
2
5
; L Low
—100- — Megative

U UnknowniMissing

SP263 PD-L1
TAp"o%wl_owLLLHI.I.I.LHL!.HHLLLLLULLLLLLLLHLLLLLLI.LI.HLLLLLI.I.I.LI.I.LLLLLLLLLLHLL

B Progressive disease B Stable disease B Not evaluable B Partial response B Complete response

Responses were observed in patients with
PD-L1 high and PD-L1 low tumours
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Anthracyclinfreie NACT mit ADC-I0 Kombination
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Aktuelle Trends in der Adjuvanz TNBC

= Wie kann ein Tailoring der adjuvanten Therapiephase aussehen?

De-eskalation der Immuntherapie

Prognostische Biomarker im residuellen Tumor

ctDNA guided adjuvante Therapie

ADC Einsatz+/- 10 bei residuellem Tumor
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Prognose der Patientinnen mit pCR nach NACT + 10

Keynote 522 GeparDouze
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Patients with stage lI-lll TNBC that achieve pCR have an excellent prognosis, regardless of
previous treatment received.

GBG
e I Der Inhalt ist urheberrechtlich geschiitzt und liegt in der Verantwortung des Autors. Eine Weiterverwendung ist nur mit Genehmigung zulassigSmid ESMO 2023 Abstr LBA18; Geyer C. SABCS 2024 Abstr G33-05; E. A Mittendorf et al. Nat Med 2025
FROUS Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. / 2026

This presentation is the intellectual property of the author/presenter. Contact gustavo werutsky @lacog.group for permission to reprint andfor distribute.



De-eskalation der adjuvanten Immuntherapie post pCR

OptimICE-pCR 4 Opt-PEMBRO [ unicancer
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Meta-analysis is planned

Both studies highlight the essential role of academic research groups to advance breast

cancer treatment and outcome
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Sind TILs im residuellen Tumor prognostisch?

POOLED ANALYSIS

Neoadjuvant Chemotherapy
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Neoadjuvant CT +- Durvalumab
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TILs in residual disease are highly prognostic and merit validation for tailoring adjuvant therapy

in TNBC.
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ctDNA in der Nachsorge bei hoch Risiko/non-pCR TNBC

ZEST Niraparib for ctDNA+
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- High rate (50%) of metastatic disease at time of ctDNA+

Investigators were unblinded at the time the study was terminated (April 25, 2023)

Challenges for future MRD trials are test sensitivity vs. specificity and lead time to
metastatic disease.
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Laufende klinische Studien mit ADCs bei TNBC und non-pCR

Neoadjuvant Phase Adjuvant Phase
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Moglichkeiten zur Therapieadaptation bei TNBC Stadium lI-lli

v Patient comorbidities

v Accurate diagnosis (nodes)
v’ Safety / Tolerance

v" Access/ Cost

Neoadjuvant Phase

Chemotherapy
+ Carboplatin
+ Pembrolizumab

v Dynamic biomarkers/image
to de-escalate or escalate
therapy

v Alternative regimens:
Neoadjuvant ADC+IO, non-
anthracycline part ADC+IO
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Low recurrence risk:
Pembrolizumab

\ v De-escalate Pembrolizumab ’
4 et
non-pCR
High recurrence risk:
Pembrolizumab
+- Capecitabine

+- Olaparib (gBRCAm)

v Biomarker MRD, TILs, etc.
v' Adjuvant ADCs
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