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HR+





Early versus deferred use of CDK4/6 inhibitors in 
advanced breast cancer - SONIA

 HR+/HER2- metasts. (n=1050)
 CDK4/6i 1st line vs. 2nd line
 PFS2 31 vs. 26,8 Mon.
 HR 0,87 (0,74–1,03)

 HR-QoL vergleichbar
 1st vs. 2nd line CDK4/6i
 24,6 vs. 8,1 Monate
 ≥ III AEs (2763 vs. 1591)

 „These data challenge the 
need for first-line use of a 
CDK4/6i in all patients.“

Sonke et al, Nature 636: 474–480, 2024

HR 0,87 ns



RIGHT choice (Phase II) Ribociclib + ET vs. 
Polychemotherapie

 1st line prämenopausal high-risk HR+ / 
HER2- Mammakarzinom (n=222)
 Ribobiclib+ ET vs. Polychemotherapie

 PFS 21,8 vs. 12,8 Monate
 HR 0,61

 ORR 66,1 vs. 61,8%
 TTR 4,9 vs. 3,2 Monate
 „First-line ribociclib plus ET showed a 

significant PFS benefit, similar 
response rates, and better tolerability 
over combination CT in patients with 
clinically aggressive HR+/HER2- ABC.“

Lu et al, J Clin Oncol 42:2812-2821, 2024

HR 0,61

+9 Monate



This presentation is the intellectual property of the author/presenter. Contact them at publications@gbg.de for permission to reprint and/or distribute.

San Antonio Breast Cancer Symposium®, December 10-13, 2024

HR 0.46: 95% CI (0.31-0.69), p<0.001 (log-rank)
Median TTF palbociclib + ET vs CT: 

17.2 vs 6.1 months

Results: Primary Endpoint (TTF)
Subgroup Hazard RatioN p-Value Test for

(95% CI)patients Interaction
Overall .461 (.306, .695)120 <.001
Response to ET (as stratified) 0.197

Hormone resistant .093 (.010, .822)10 0.033
Hormone sensitive .498 (.325, .764)110 0.001

Response to ET (cleaned data) 0.430
Hormone resistant .590 (.282, 1.24)38 0.162
Hormone sensitive .430 (.259, .713)82 0.001

Symptoms (as stratified) 0.672
symptomatic .502 (.273, .925)52 0.027
asymptomatic .403 (.224, .726)68 0.002

Symptoms (cleaned data) 0.572
symptomatic .527 (.290, .959)54 0.036
asymptomatic .399 (.218, .731)66 0.003

Liver metastases 0.144
no .469 (.271, .810)70 0.007
yes .353 (.178, .700)50 0.003

Number of systems with metastases 0.230
1/2 .359 (.207, .624)75 <.001
>2 .642 (.340, 1.21)45 0.170

Metastasis at primary diagnosis 0.799
M0 .417 (.247, .704)76 0.001
M1 .481 (.238, .973)44 0.042

Prior chemotherapy in early BC 0.334
no .603 (.347, 1.05)66 0.073
yes .293 (.154, .555)54 <.001

HR-status in ER positive 0.544
ER+ PgR- .553 (.227, 1.35)25 0.192
ER+ PgR+ .412 (.256, .662)94 <.001

ER-status 0.480
low(<10%) .389 (.172, .878)38 0.023
high(>=10%) .498 (.307, .809)82 0.005

Ki-67 0.879
<=20% .454 (.242, .853)53 0.014
>20% .494 (.274, .891)59 0.019

10.1 0.5 1.2

Longer TTF with Palbociclib + ET Longer TTF with CT

HR

Median follow-up of 36.8 (range 0-74.4) months

mailto:publications@gbg.de




Overall Survival with Inavolisib in PIK3CA-Mutated 
Advanced Breast Cancer

Jhaveri et al, N Engl J Med 393:151-161, 2025

HR 0,67

+7 Mon.





 ER+/HER2- metastasiert 
postmenopausal (n = 477)
 1-2 Linien ET und

Progress unter CDK4/6 Inhibitor 
 Elacestrant vs. Standard ET

 PFS (ITT): HR 0,70
 PFS (ESR1mut): HR 0,55
 HR 0,664 
 alle Subgruppen profitieren

 Nausea (Grad III/IV) 2,5% vs. 0,9%
 Therapieabbruch: 6,3% vs. 4,4%

PEMERALD (Phase III) – Elacestrant vs. SOC ET EMERALD (Phase III) – Elacestrant vs. SOC ET 

HR 0,70

HR 0,55
Bidard et al, J Clin Oncol 40: 3246-3256, 2022 





CAPItello-291 (Phase III) 
Fulvestrant +/- Capivasertib

 ER+ HER2- metastasiert (n=708)
 Fulvestrant +/- Capivasertib

 PFS 7,2 vs. 3,6 Monate; HR 0,60
 Alle Subgruppen profitieren
 40,8% mit AKT Veränderung
 PFS 7,3 vs. 3,1 Monate; HR 0,50

 Grad III/IV Toxizität
 Rash 12,1 vs. 0,3%
 Diarrhoe 9,3 vs. 0,3%

 Studienabbruch:13% vs. 2,3%

Turner et al, N Engl J Med 388:2058-2070, 2023

•.

+3,6 Mon.

HR 0,60
+4,2 Mon.

HR 0,50







DESTINY-Breast04 – T-DXd vs. Chemotherapie
 HER2-low metastasiert (n=524)
 Ausgedehnt vorbehandelt
 Trastuzumab Deruxtecan (T-

DXd) vs. Chemotherapie
 PFS: 9,9 vs. 5,1 Monate
 HR 0,50

 OS: 23,4 vs. 16,8  Monate
 HR 0,64

 AE 3/4 52,6% vs. 67,4%
 Lungenfibrose: 12,1% vs. 0,6%
 Therapieabbruch: 16% vs. 8%

Modi et al, N Engl J Med, 2022

HR 0,50

HR 0,64

+6,6 Monate

+4,8 Monate





DESTINY-Breast06 – T-DXd vs. Chemotherapie
 HER2-low / -ultralow (n=713 / 153)
 ≥ 2 Linien ET (90,4% CDK4/6i)
 Trastuzumab Deruxtecan  (T-DXd) vs. 

Chemotherapie (Capecitabin, (nab)Paclitaxel)
 PFS: 13,2 vs. 8,1 Monate
 HR 0,62 (0,51-0,74)

 OS: 87,6% vs. 81,7%
 HR 0,83 (0,66-1,05)

 AE 3/4 52,8% vs. 44,4%
 Lungenfibrose: 11,3% vs. 0,6%
 Therapieabbruch: 14,3% vs. 0,2%

Bardia et al, N Engl J Med 2024

HR 0,62
+5,1 Monate





Rugo et al, Lancet, Published online August 23, 2023

TROPICS-02 (Phase III) – Sacituzumab Govitecan vs. 
TPC TROPICS-02 – Sacituzumab Govitecan vs. TPC - OS

HR 0,79

+3,2 Monate





PARP-Inhibitoren bei gBRCAm   

Robson et al, N Engl J Med 377: 523-533, 2017
Litton et al, N Engl J Med 379:: 753-763, 2018 

+2,8 Monate

HR 0,58

+3 Monate

HR 0,54

Olaparib Talazoparib
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HR-positives, HER2-negatives, metastasiertes 
Mammakarzinom

CTx-Kombination
oder Mono CTx

AGO++

AGO++

AGO++

AGO+

AGO+

ADC, antibody drug conjugate; AI, Aromataseinhibitor; CDK4/6i, CDK4/6 Inhibitor; CTx, Chemotherapie; ETx, endokrine Therapie; gBRCA1/2 Mutation, BRCA1/2 Keimbahnmutation; HER2, humaner epidermaler 
Wachstumsfaktor-Rezeptor 2; HR, Hormonrezeptor; MBC, metastasiertes Mammakarzinom; PD, progressive disease; T-DXd, Trastuzumab Deruxtecan; ain Prämenopause zusätzlich ovarielle Suppression; 
bBevacizumab + Paclitaxel oder Bevacizumab + Capecitabin; cOlaparib auch bei Keimbahn PALB2 Mutation oder somatischer BRCA1/2 Mutation (AGO+); dEinsatz bisher nicht genutzter Substanzen oder Regime.

CTx + Bevacizumabb

AGO+

AGO+

ETx
AGO+

AGO+

T-DXd (HER2-low)

Sacituzumab
Govitecan

AGO++

AG
O

+

AGO++

AGO+

AGO+

CDK4/6i + 
ETxa

AGO++

Inavolisib + Palbociclib + 
Fulvestranta

AGO+

T-DXd (HER2-low)

Alter-
native 
CTx 
inkl. 
ADCd

AGO+

CDK4/6i + AIa oder CDK4/6i + 
Fulvestranta

Drohender Organausfall 
und mangelnde endokrine 

Sensitivität

Standardtherapie
(auch bei drohendem 

Organausfall)

gBRCA1/2 Mutation

Ansprechen ≤ 6 Monate

Ansprechen > 6 Monate

HR+ 
HER2-

PIK3CA Mutation

Endokrine 
Resistenz und

keine CTx-
Vorbehandlung 

für MBC

PIK3CA/AKT1/PTEN 
Alteration

Endokrine Resistenz und 
PIK3CA Mutation

Längeres Ansprechen und 
ESR1 Mutation

CDK4/6i nach PD
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PARP-Inhibitorc

CTx +/- Bevacizumabb

ETx + Everolimus

Alpelisib + Fulvestrant

Elacestrant

Capivasertib + Fulvestranta

Wechsel von CDK4/6i
und ETx

Endokrine 
Resistenz und

nach CTx-
Vorbehandlung 

für MBC
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 ER+/HER2- metastasiert (n = 732)
 Progress nach ET + CT

 Dato-DXd vs. CT 

 PFS: 6,9 vs. 4,9 Monate; HR 0,63
 OS: HR 0,84 ns
 AE ≥ 3 20,8 vs. 44,7%
 Nausea 1,4 vs. 0,6%
 Stomatitis 6,4 vs. 2,6%
 Keratitis 0,6 vs. 0%
 Neutropenie 1,1 vs. 30,8%
 Therapieabbruch: 2,5% vs. 2,6%

TROPION-Breast01(Phase III) – Datopotamab Deruxtecan
Versus Chemotherapy

Bardia et al, J Clin Oncol 43:285-296, 2025

HR 0,63

+2,0 Monate
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Imlunestrant with or without Abemaciclib in 
Advanced Breast Cancer
 ER+ HER2- metastasiert (n=874; 235 ESR1m)
 Progress unter / nach AI +/- CDK4/6i
 Imlunestrant vs. ET vs. Imlunestrant + Abemaciclib

 PFS 5,6 vs. 5,5 Monate; HR 0,87 n.s.
 ESR1m 5,5 vs. 3,8 Monate; HR 0,62

 Imlu+/-Abema PFS 5,5 vs. 9,4 Monate; HR 0,57
 Ungeachtet ESR1 oder PIK3CA-Mutation

 Grad III/IV Toxizität
 17,1% vs. 20,7% vs. 48,6%

 Studienabbruch
 4,3% vs. 1,2% vs. 6,3%

 „Imlunestrant, as monotherapy or in combination with 
abemaciclib, provides an oral targeted-therapy option 
after progression“

Jhaveri et al, N Engl J Med, 392:1189-1202, 2025

+1,7 Mon.

HR 0,87 n.s.

HR 0,62
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 ER+/HER2- metastasiert 
postmenopausal (n = 315)
 ESR1mut in 1st line (n=3256 q 3-4 Mon. 

getestet) unter AI + CDK4/6i 

 Camizestrant + CDK4/6i vs. AI + CDK4/6i

 PFS 16,0 vs. 9,1 Monate
 HR 0,44

 TTDQoL 23 vs. 6,4 Monate
 HR 0,53

 Studienabbruch 1,3% vs. 1,9%

First-Line Camizestrant for Emerging ESR1-Mutated Advanced 
Breast Cancer

Bidard et al, N Engl J Med 393:569-580, 2025 

+7,1 Mon.

+16,6 Mon.

HR 0,44

HR 0,53
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DESTINY-Breast03 – T-DXd vs. T-DM1
 HER2+ metastasiert (n=524)
 Trastuzumab Deruxtecan vs.T-DM1

 ORR 79,7 % vs. 34,2%
 12-Monate PFS: 75,8% vs. 34,1%
 HR 0,28 (0,22-0,37)

 OS 94,1% vs. 85,9%
 HR 0,55 (0,36-0,86)

 AE Grad 3/4 45,1% vs. 39,8%
 Lungenfibrose: 10,5% vs. 1,9%

Cortes et al, N Engl J Med 386::1143- 1154, 2022

+41,7%

HR 0,28



HER2CLIMB – Tucatinib
 HER2+ metastasiert (n=612)
 Ausgedehnt vorbehandelt u.a. T-DM1
 Trastuzumab/Capecitabine +/- Tucatinib

 PFS: HR 0,54; +2,2 Monate
 OS: HR 0,66; +4,5 Monate
 Hirnmetastasen
 PFS: HR 0,48; +2,2 Monate

 Grad 3/4 Diarrhoe: 12,9% vs. 8,6%
 Studienabbruch: 5,7% vs. 3%

Murthy et al, N Engl J Med 382:597-609, 2020

HR 0,66
+4,5 Mon.
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Abe, Abemaciclib; AI, Aromatasehemmer; Cap, Capecitabin; CR, complete response; CTx, Chemotherapie; ETx, endokrine Therapie; Ful, Fulvestrant; HER2, humaner epithelialer Wachstumsfaktor-Rezeptor 2; HR, 
Hormonrezeptor; Lap, Lapatinib; Palbo, Palbociclib; PR, partial response; Pz, Pertuzumab; SD, stable disease; T-DM1, Trastuzumab Emtansin; T-DXd, Trastuzumab Deruxtecan; TFI, treatment-free interval; Tuc, 
Tucatinib; Tz, Trastuzumab; akein Überlebensvorteil, CTx in Erwägung ziehen; bDocetaxel oder Paclitaxel (AGO++), nab-Paclitaxel (AGO+), Vinorelbin (AGO+, nur sekundär metastasiert); cnur nach T-DM1; dnur HR 
positiv; enur HR negativ.

Cap + Tz + Tuc

Cap + Tz

T-DM1

Abe + Tz + Fuld

Cap + Lap

AGO+

AGO++

AGO+

AGO+

AGO+

HER2-positives, metastasiertes 
Mammakarzinom

AGO+

Tz + Lape

AGO+
AI + Tz + Pzd

AGO++

AGO++

AGO++

AGO+
AGO++

AGO+

AGO+

AGO++

T-DXd

AGO+

AGO+

AGO++

AGO++

AGO+

De novo metastasiert

T-DXd

Keine CTx
möglich oder
erwünschta

ETx + Tz + Pzd

Tz + Lape

CTxb +
Tz + Pz

Nach Tz (neo)adj.
TFI > 6 Monate

Nach Tz (neo)adj.
TFI ≤ 6 Monate

Nach Tz + Pz (neo)adj.
TFI < 6-12 Monate

T-DXd

Cap + Tz 
+ Tucc In
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Cap + Tz 
+ Tuc

ETx + Palbo
+ Tz + Pzd

CR, PR, 
oder SD 

Nach Tz + Pz (neo)adj.
TFI > 6-12 Monate

Nach Tz, Pz + T-DM1 
(neo)adj. TFI > 6-12 

Monate
Nach Tz, Pz + T-DM1
(neo)adj. TFI < 6-12 

Monate
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Trastuzumab Deruxtecan plus Pertuzumab for HER2-Positive 
Metastatic Breast Cancer
 1st line HER2+ (n=770)
 T-DXd + Pertuzumab vs. THP
 PFS 40,7 vs. 26,9 Monate
 HR 0,56

 ORR 85,1 vs. 78,6%
 DOR 39,2 vs. 26,4 Monate

 AE ≥ 3: 63,5 vs. 62,3
 Pneumonitis: 12,1 vs. 1%
 Abbruch: 20,7 vs. 28,3%

 „Trastuzumab deruxtecan plus pertuzumab 
led to a significantly lower risk of 
progression or death than THP… “

Tolaney et al, N Engl J Med  394:354-366, 2026

HR 0,56
+13,8 Monate
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Palbociclib for Hormone-Receptor–Positive, HER2-Positive 
Advanced Breast Cancer
 Erhaltungstherapie metastasiert 

HR+/HER2+ (n=518)
 Tras/Per/ET +/- Palbocliclib
 PFS 44,3 vs. 29,1 Monate
 HR 0,75

 AE ≥ 3: 89,7% vs. 34,2%
 ORR: 32,9% vs. 24,8%
 „… addition of palbociclib to 

maintenance anti-HER2 and 
endocrine therapies led to a 
significant improvement…“

Metzger et al, N Engl J Med 394:451-462, 2026

HR 0,75

+15,2 Monate
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HER2CLIMB-05: A Phase III Study of Tucatinib Versus Placebo in Combination With Trastuzumab 

and Pertuzumab as First-Line Maintenance Therapy for HER2+ Metastatic Breast Cancer

 Erhaltungstherapie metastasiert 
HER2+ (n=654)

 Trastuzumab/Pertuzumab +/-
Tucatinib

 PFS 24,9 vs. 16,3 Monate
 HR 0,64

 AE ≥ 3: 42,3% vs. 24,4%
 „… option for 1L maintenance 

therapy in patients with HER2+ 
MBC “

Dieras et al, J Clin Oncol, 
 

HR 0,64

+8,6 Monate
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TNBC





KEYNOTE-355 – OS bei CPS ≥ 10

HR 0,73

+6,9 Mon.

Cortes et al, New Engl J Med 387:217-226, 2022





ASCENT - Sacituzumab Govitecan
 TNBC (n=468)

 SG vs. PC

 PFS: 
 4,3 v 1,7 M
 HR 0,41

 OS
 12,1 v 6,7 M
 HR 0,48

 Neutropenie + 
Diarrhoe

Bardia et al, New Engl J Med 384: 1529-1541, 2021 

+2,6 Monate +5,4 Monate

HR 0,41 HR 0,48
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Triple-negatives, metastasiertes 
Mammakarzinom

Alternative 
CTx

inklusive 
ADCe

AGO++

AGO++

A, Anthrazyklin; Atezo, Atezolizumab; ADC, antibody drug conjugate; Bev, Bevacizumab; CTx, Chemotherapie; gBRCAmut, Keimbahn BRCA Mutation; gBRCAwt, Keimbahn BRCA Wildtyp; Mo, Monate; neg, negativ; 
nPac, nab-Paclitaxel; PARPi, PARP Inhibitor; Pembro, Pembrolizumab; PD-L1, programmed cell death ligand 1; pos, positiv; T, Taxan; TFI, Therapie-freies Intervall nach Ende CTx (keine Vorbehandlung mit 
Checkpoint-Inhibitor; TL, Therapielinie; afür Pembro: CPS < 10 (neg) oder CPS ≥ 10 (pos), für Atezo: IC < 1% (neg),  IC ≥ 1% (pos); bPD-L1 pos mit einem TFI < 6-12 Monate; cOlaparib auch bei Keimbahn PALB2mut oder 
somatischer BRCAmut (AGO+); dnPac, Pac oder Carboplatin + Gemcitabin; eEinsatz bisher nicht genutzter Substanzen oder Regime. 

PARPic

AGO++

AGO+

Bestimmung: 
• PD-L1
• gBRCA

AGO++

AGO+

AGO++

AGO++

AGO+

Sacituzumab
Govitecan

(nach ≥ 2 TL) 

AGO++

AGO+

Trastuzumab
Deruxtecan
(HER2-low) 

AGO++

AGO+

PD-L1 nega,b

und
gBRCAwt

PD-L1 posa

und 
gBRCAwt

PD-L1 nega

und 
gBRCAmut
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Sacituzumab Govitecan in Untreated, Advanced Triple-
Negative Breast Cancer - ASCENT-03
 1st line TNBC PD-L1-negativ (n=558)
 Sacituzumab Govitecan vs. Chemotherapie

 PFS 9,7 vs. 6,9 Monate
 HR 0,62

 ORR 48 vs. 46%
 DOR 12,2 vs. 7,2 Monate
 Febrile Neutropenie: 43 vs. 41%
 Abbruch: 4 vs. 12%

Cortes et al, N Engl J Med 2025 Online ahead of print.

+2,8 Monate

HR 0,62
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Sacituzumab Govitecan plus Pembrolizumab for 
Advanced Triple-Negative Breast Cancer
 1st line TNBC PD-L1+ (n=443)
 SG + Pertuzumab vs. Chemo + Pertuzumab

 PFS 11,2 vs. 7,8 Monate
 HR 0,65

 ORR 60 vs. 53%
 DOR 16,5 vs. 9,2 Monate

 AE ≥ 3: 71 vs. 70%
 Abbruch: 12 vs. 31%

Tolaney et al, N Engl J Med  394:354-366, 2026

HR 0,65

+3,4 Monate
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Analysis of Breast Cancer Mortality in the US—1975 to 2019

 4 Simulationsmodelle

 Brustkrebsmortalität um 58% 
reduziert, davon:
 29% Therapie metastasiert
 47% Therapie (neo)adjuvant
 25% Mammographiescreening

 OS-Verlängerung metastasiert    2000-
2019: +15,6 Monate

Caswell-Jin et al, JAMA 331:233-241, 2024  

OS M1+15,6 Monate



Der Inhalt ist urheberrechtlich geschützt und liegt in der Verantwortung des Autors. Eine Weiterverwendung ist nur mit Genehmigung zulässig..
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. / 2026

23. ANNUAL SCIENTIFIC MEETING

Metastatic Breast Cancer: Prolonging Life in Routine 
Oncology Care
 Metastasiertes Mammakarzinom 

1995-2022 (n=1610)

 OS kontinuierlich verlängert von 31,6 
auf 48,4 Monate

 Medianes OS nach Subtypen:
 HR+ HER2+ 52,3 Monate
 HR+ HER2- 41,1 Monate
 HR- HER2+ 36,6 Monate
 HR- HER2- 19,9 Monate

Weide et al, Cancers 16:1255, 2024

+16,8 Monate
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Grundsätze der metastasierten Therapie 
und Update 2026?

Überlebensverlängerung durch eine Fülle 
von gezielten Optionen!
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