
Einige kritische Gedanken

zur „Deeskalitis“



Prognosen sind schwierig, 

vor allem, wenn sie die Zukunft 

betreffen

Karl Valentin







„Die Langzeitstudie von Fresenius Helios in Deutschland zur Wirksamkeit von 

Antikörper-Wirkstoff Konjugaten bei Brustkrebspatientinnen lieferte nun 

vielversprechende Ergebnisse, die jüngst im renommierten „New England Journal of 

Medicine“ veröffentlicht wurden. Nach über acht Jahren sind neun von zehn Patientinnen, 

die an einer besonders aggressiven Form des Brustkrebses erkrankt sind, am Leben.“
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▪ HER2+ 

▪ non-pCR nach 
neoadjuvanter 
Behandlung und 
hohes Rezidivrisiko 

▪ Zentral bestimmter
HER2+ status

▪ ECOG PS: 0-1
n = 1600

Follow-up:
• 40 (+7) Day Safety 

FU

• Disease FU

• Long-term FU

Trastuzumab 
Deruxtecan (T-DXd)

5.4 mg/kg q3w
14 Zyklen

Trastuzumab Emtansin 
(T-DM1)

3.6mg/kg q3w 

14 Zyklen

End of 
Study

Strata:
− Operabel versus Inoperabel
− Nodalstatus nach NACT (positiv  versus negativ)
− Hormonrezeptorstatus (positiv  versus negativ)
− NACT (einfache Blockade versus doppelte Blockade)

▪ Randomisierung < 12 Wochen nach Brust-OP
▪ Adjuvante Radiotherapie und/oder  endokrine Therapie per Protokoll

und lokalen Richtlinien

GBG 103- TruDy (DESTINY-Breast05)



pCR and prognosis following neoadjuvant chemotherapy plus anti-
HER2 therapy of HER2-positive early breast cancer (EBC)

• Data from 3,710 patients randomized in 11

neoadjuvant trials for HER2-positive EBC.

Receiving anti-HER2 therapy with

trastuzumab or trastuzumab plus either

Pertuzumab or Lapatinib

• CHERLOB, GeparQuattro, GeparQuinto,

GeparSixto, HANNAH, LAPATAX,

NEOALTTO, NEOSPHERE, NOAH, NSABP

B-41, and TRYPHAENA

• pCR, EFS, and OS, and follow-up ≥3 years:

The pCR was defined as ypT0/Tis ypN0.

*

Loibl S, Untch M, et al, SABCS 2019 AND van Mackelenbergh M 
et al. J Clin Oncol 2023
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FLAMINGO-01 Studiendesign



Population Study Design Endpoints

HER2+ EBC

HR+ or HR-

High-risk defined as 

one of the 

following:

• TxN1-3M0

• T3-4NxM0

• Inflammatory BC

Primary Endpoint:

• pCR (ypT0/Tis ypN0)

Secondary Endpoints:

• pCR (ypT0 ypN0)

• EFS

• IDFS

• OS

• HRQoL

• Safety

• PK and immunogenicity

Stratification factors:

• HR Status 

• HR+ vs HR-

• HER2 IHC

• IHC3+ vs Other
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Trastuzumab 

deruxtecan

Q3W x 4 cycles

Doxorubicin  + 

cyclophosphamide 

Q2W x 4 cycles

Paclitaxel QW (d1, 8, 15), +

trastuzumab and pertuzumab

Q3W x 4 cycles

Trastuzumab deruxtecan

Q3W x 8 cycles

Arm A

Arm B

Arm C

Paclitaxel QW (d1, 8, 15), +

trastuzumab and pertuzumab

Q3W x 4 cycles

N=624

DESTINY-Breast 11 Trial



DECRESCENDO TRIAL



PHERGAIN-2 TRIAL



SASCIA: Studiendesign

N=1200

Frühes, 
HER2-negatives 

Mammakarzinom

• Vorherige Taxan-
haltige NACT mit 
einer Dauer von 
mind. 16 Wochen

• Non-pCR und:
− TNBC
− HR-positive und 

CPS+EG score ≥ 3 
oder 2 & ypN+

R
1 : 1

Sacituzumab Govitecan 
(8 Zyklen d 1, 8 q3w) 

Therapie nach Wahl des Arztes*
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Stratifizierungsmerkmale:
• HR-positiv vs HR-negativ
• ypN+ vs ypN-

*Capecitabine (8 Zyklen) oder platinhaltige Chemotherapie (8 Zyklen) oder Beobachtung
Hintergrundtherapie: bei HR-positiven Patientinnen wir die endokrine Therapie nach lokalen Leitlinien durchgeführt
The start of endocrine therapy will be at the discretion of the investigator 



Nachfolgestudie GBG 119 – Ascent-05



Sacituzumab Tirumotecan (MK-2870) Plus Pembrolizumab Versus TPC in TNBC Who Did Not Achieve pCR 

(MK2870-012 Studie). Phase: III. Rezeptorstatus: triple negativ

Stadium: eBC nach neoadjuvanter Therapie und Operation ohne pCR

Studiendesign: Experimenteller Arm Pembrolizumab + Sacituzumab Tirumotecan vs. Vergleichsarm 

Pembrolizumab oder Pembrolizumab + Capecitabine nach Wahl des behandelnden Arztes

Primärer Endpunkt: Invasive disease-free survival (iDFS)

Sekundäre Endpunkte: Gesamtüberleben (OS), Distant Disease-free Survival (dDFS), patient-

reported outcome (PRO), Nebenwirkungen. 

Sponsor: Merck Sharp & Dohme LLC



Tropion Breast 04: Dato-DXd + Durva in Neoadjuvant/Adjuvant TNBC

Key Eligibility Criteria

• Histologically confirmed Stage II or III 

unilateral or bilateral primary invasive 

breast cancer.

• TNBC (ER and PR < 1%) or hormone 

receptor-low breast cancer (ER and/or PR 

1% to < 10%, neither hormone receptor 

may be ≥ 10%), and HER2-negative. e, f

• No evidence of distant disease.

• No prior surgery, radiation, or systemic 

anticancer therapy.

• ECOG PS 0 or 1.

• Adequate hematologic and organ function.

Dual primary 

endpoints:

pCR and EFS

Secondary 

endpoints:

OS, DDFS, safety 

and tolerability, 

PROs, PK, 

immunogenicity

Exploratory 

endpoints include 

but are not limited 

to:

TROP2, PD-L1 e

1:1

Experimental Arm

Dato-DXd + durvalumab

Q3W x 8 (24 weeks)

Durvalumab         

x 9 cycles

+/- chemotherapy
a, b, c

Pembrolizumab    

x 9 cycles 

+/- chemotherapy 
a, c, d

SurgeryNeoadjuvant Adjuvant

Stratification factors:

• Lymph node status (positive versus negative)

• Tumour stage (cT1 to cT2 versus cT3 to cT4

• Hormone receptor status (hormone receptor-negative 

[ER and PR < 1%] versus hormone receptor-low (ER 

and/or PR 1% to < 10%, neither hormone receptor 

may be ≥ 10%])

• Geographic region (US/Canada/Europe/Australia 

versus Rest of World).

a. Endocrine therapy is permitted for participants with hormone receptor-low tumours. No adjuvant CDK4/6 inhibitor 

(eg, abemaciclib, ribociclib).

b. Adjuvant chemotherapy may be given in combination with durvalumab for participants with residual disease. 

Chemotherapy options at discretion of investigator, either: doxorubicin/epirubicin + cyclophosphamide, followed by paclitaxel 

+ carboplatin; doxorubicin/epirubicin + cyclophosphamide followed by paclitaxel; carboplatin + paclitaxel; capecitabine.

c. Olaparib may be administered to participants who are gBRCA-positive with residual disease.

d. Adjuvant capecitabine may be given in combination with pembrolizumab for participants with residual disease, at the 

discretion of investigator.

e. Hormone receptor, HER2: local testing. BRCA: no mandatory testing, use local testing results. PD-L1 and TROP2: 

retrospective central small batch testing.

f. BRCA mutation is allowed.

Control Arm

Pembrolizumab + 

carboplatin + paclitaxel 
Q3W x 4 (12 weeks)

Pembrolizumab +

doxorubicin or epirubicin 

+ cyclophosphamide 

Q3W x 4 (12 weeks)







Zusammenfassung

1. Her 2 pos→ Neoadjuvant A +T plus T/ P bei >T2 oder N + Standard

2. Bei non pCR→TDM 1 Standard. 

3. TDM1 oder TDXD bei non pCR abwarten (DB 05, TRUDY Studie)

4. Deeskalation zu „neoadjuvant T+P“ um pCR zu erreichen ohne weitere 

Therapie ist herausfordend 

5. Bei pCR nach PST, wird deeskaliert : weniger Chirurgie, weniger Bestrahlung

6. TNBC: Durva plus DATO DXD versus Chemo plus Pembro (TROPION Breast 04 

Studie)

7. TNBC: SG bei non pCR (SASCIA Studie)

8. TNBC: bei non pCR, SG plus Pembro (ASCENT 05 Studie)

9. TNBC: bei non pCR, SAC-TMT plus Pembro (MK2870-012 Studie)

10.Was können wir für pCR Patientinnen mit hohem Risiko noch tun ?

11.Primum nihil nocere ist gut, Heilung ist besser!!
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Christine Mau, Holger Schultz, 

Katja Jugel, Heike Klocke, Katharina Kappo











Tropion Breast 04 - Studie:
 Einschluss-Kriterien:

Histologically confirmed Stage II or III unilateral or bilateral primary invasive breast     
cancer.

TNBC (ER and PR < 1%) or hormone receptor-low breast cancer (ER and/or PR 1% to <     
10%, neither hormone receptor may be ≥ 10%), and HER2-negative.

No evidence of distant disease.
No prior surgery, radiation, or systemic anticancer therapy.
ECOG PS 0 or 1.
Adequate hematologic and organ function

 Intervention: 
 A Phase III Randomised Study to Evaluate Dato-DXd and Durvalumab for 

Neoadjuvant/Adjuvant Treatment of Triple-Negative or 
Hormone Receptor-low/HER2-negative Breast Cancer
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