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Adjuvante Therapie mit Abemaciclib bei high risk
Update der MonarchE-Studie
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Hortobagyi et al. | 2023 SABCS | GS03-039

Ribociclib 
400 mg/Tag, 3 Wochen mit Ribociclib, 

1 Woche Pause, über 3 Jahre
+

NSAI 
Letrozol oder Anastrozol# für ≥5 Jahre

+ Goserelin bei Männern/prämenopausalen Frauen

NSAI 
Letrozol oder Anastrozol für ≥5 Jahre

+ Goserelin bei Männern/prämenopausalen Frauen

R 
1:1***

Stratifizierungsfaktoren
• Anatomisches Stadium: II vs III
• Menopausenstatus: Männer und prämenopausale Frauen vs postmenopausale Frauen
• Vorherige (neo)adjuvante Chemotherapie: Ja vs Nein
• Geographische Lage: Nordamerika/Westeuropa/Ozeanien vs übrige Welt

Primärer Endpunkt
• iDFS nach STEEP-Kriterien
Sekundäre Endpunkte
• RFS
• dDFS
• OS
• PROs
• Sicherheit und Verträglichkeit
• Pharmakokinetik
Explorative Endpunkte
• Lokoregionales RFS
• Genexpression und 

Veränderungen der Tumor-
ctDNA/ctRNA-Proben

Haupteinschlusskriterien
• Erwachsene Patient:innen mit HR+/HER2− EBC
• Vorherige ET bis zu 12 Monate erlaubt
• Anatomisches Stadium IIA*
− N0 mit:
− Grad 2 und Nachweis für hohes Risiko:
− Ki67 ≥20%
− Oncotype DX Breast Recurrence Score ≥26 oder
− Hohes Risiko nach genomischem Risikoprofiling

−  Grad 3
− N1

• Anatomisches Stadium IIB*: N0 oder N1
• Anatomisches Stadium III: N0, N1, N2 oder N3

N=5.101**

Adjuvante Therapie mit Ribociclib
Update der NATALEE-Studie



Hortobagyi et al. | 2023 SABCS | GS03-03

• Das mediane Follow-Up für iDFS betrug 
33,3 Monate (maximal 51 Monate) - 
zusätzliche 5,6 Monate gegenüber der 
zweiten Interimsanalyse zur 
Wirksamkeit1

• Der absolute iDFS-Vorteil von Ribociclib 
plus NSAI betrug 3,1% nach 3 Jahren

• Das Risiko einer invasiven Erkrankung 
wurde mit Ribociclib plus NSAI im 
Vergleich zu NSAI allein um 25,1% 
gesenkt
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Ribociclib + NSAI
Anzahl Patient:innen

2549 2350 2273 2204 2100 1694 1111 368 21 0
NSAI allein 2552 2241 2169 2080 1975 1597 1067 354 26 0

Ribociclib + NSAI NSAI allein

Ereignisse/N (%) 226/2.549 (8,9) 283/2.552 (11,1)

3-Jahres-iDFS-Rate, % 90,7 87,6

HR (95% KI) 0,749 (0,628; 0,892)

Nomineller 1-seitiger P-Wert 0,0006

Adjuvante Therapie mit Ribociclib
Update der NATALEE-Studie: iDFS

10



Hortobagyi et al. | 2023 SABCS | GS03-03

N1-N3

Ribociclib + NSAI NSAI allein

Ereignisse/N (%) 20/285 (7,0) 31/328 (9,5)

3-Jahres-iDFS-Rate, % 93,2 90,6

HR (95% KI) 0,723 (0,412; 1,268)

Ribociclib + NSAI NSAI allein

Ereignisse/N (%) 206/2261 (9,1) 251/2219 (11,3)

3-Jahres-iDFS-Rate, % 90,3 87,1

HR (95% KI) 0,759 (0,631; 0,912)

Medianes Follow-Up: 38,7 Monate Medianes Follow-Up: 33,2 Monate

N0
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Anzahl Patient:innen

NSAI allein
Ribociclib + NSAI
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Monate Monate

iD
FS

 (%
)

iD
FS

 (%
)

0

10

20

30

40

50

60

70

80

90

100

0 6 12 18 24 30 36 42 48 54

285 262 258 250 244 235 177 67 5 0
328 300 294 287 276 258 188 80 5 0

0

10

20

30

40

50

60

70

80

90

100

0 6 12 18 24 30 36 42 48 54

2261 2085 2012 1951 1853 1458 934 301 16 0
2219 1938 1873 1791 1697 1337 877 273 21 0

Adjuvante Therapie mit Ribociclib
Update der NATALEE-Studie: iDFS nach Nodalstatus
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Hortobagyi et al. | 2023 SABCS | GS03-03

OS

Ribociclib + NSAI NSAI allein

Ereignisse/N (%) 204/2549 (8,0) 256/2552 (10,0)

3-Jahres-dDFS-Rate, % 92,9 90,2

HR (95% KI) 0,749 (0,623; 0,900)

Nomineller 1-seitiger P-Wert 0,0010

Ribociclib + NSAI NSAI allein

Ereignisse/N (%) 84/2549 (3,3) 88/2552 (3,4)

3-Jahres-OS-Rate, % 97,0 96,1

HR (95% KI) 0,892 (0,661; 1,203)

dDFS

Ribociclib + NSAI
Anzahl Patient:innen

NSAI allein
Ribociclib + NSAI
Anzahl Patient:innen

NSAI allein

Monate Monate

2549 2352 2280 2212 2113 1704 1119 369 21 0
2552 2245 2171 2091 1990 1609 1080 356 26 0

2549 2405 2337 2305 2259 1902 1259 455 24 0
2552 2302 2256 2209 2158 1815 1207 444 31 0
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Adjuvante Therapie mit Ribociclib
Update der NATALEE-Studie: dDFS und OS
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IO plus Chemotherapie auch bei HR+ high risk
Erste Daten aus KEYNOTE-756
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IO plus Chemotherapie auch bei HR+ high risk
Daten aus der abgebrochenen CheckMate-7FL-Studie
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Daten aus der abgebrochenen CheckMate-7FL-Studie



intermediate

plus Ribociclib für 3 J.

Pembrolizumab 
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KATHERINE – Studiendesign

Mod. Loibl S et al. SABCS 2023, General Session – General Session 3, Abstract No. GS03-12

▪ Radiation and endocrine therapy per 
protocol and local guidelines

▪ Switch to Trastuzumab permitted if 
T-DM1 discontinued due to AEs

1:1

N=1486

T-DM1
3.6 mg/kg IV Q3W

14 cycles

Trastuzumab
6 mg/kg IV Q3W

14 cycles

R

▪ Prior neoadjuvant therapy consisting of:
▪ Minimum 6 cycles of chemotherapy
▪ Minimum 9 weeks of Trastuzumab

▪ Second HER2-targeted agent allowed

▪ Residual invasive tumor in breast or axillary 
nodes

▪ Randomization within 12 weeks of surgery
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Trastuzumab
T-DM1
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682
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591
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561

460
548

3 years

77.1%
T-DM1
Trastuzumab

5 years

84.4%

72.2%

7 years

80.8%

67.1%

444
537

431
521

421
516

397
481

368
443

238
281

187
236

74
89

42
50

2
3

Absolute IDFS benefit 
of 13.7% at 7 years.

Trastuzumab 
(n=743)

T-DM1 
(n=743)

IDFS events, no. (%) 239 (32.2) 146 (19.7)

Unstratified hazard ratio 0.54 (95% CI=0.44, 0.66); p<0.0001*

KATHERINE – Ergebnis für iDFS 2023: 13,7% Unterschied

Mod. Loibl S et al. SABCS 2023, General Session – General Session 3, Abstract No. GS03-12

*p-value for IDFS is now exploratory given the statistical significance was established at the primary analysis.
CI, confidence interval; IDFS, invasive disease-free survival; T-DM1, Ado-Trastuzumab Emtansine.

IDFS
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312
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158
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93

9
14

Absolute OS benefit 
of 4.7% at 7 years.

Trastuzumab 
(n=743)

T-DM1 
(n=743)

Events, no. (%) 126 (17.0) 89 (12.0)

Unstratified hazard ratio 0.66 (95% CI=0.51, 0.87); p=0.0027

Boundary for statistical significance hazard ratio <0.739 or p<0.0263

Mod. Loibl S et al. SABCS 2023, General Session – General Session 3, Abstract No. GS03-12

CI, confidence interval; OS, overall survival; T-DM1, Ado-Trastuzumab Emtansine.
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KATHERINE – Ergebnis für OS 2023
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San Antonio Breast Cancer Symposium 2023
The INAVO120 study [NCT04191499] 

Kombination aus klinischer und molekularer Resistenzdefinition
INAVO120-Studie
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Kombination aus klinischer und molekularer Resistenzdefinition
INAVO120-Studie: PFS



San Antonio Breast Cancer Symposium 2023
The INAVO120 study [NCT04191499] 

Kombination aus klinischer und molekularer Resistenzdefinition
INAVO120-Studie: OS in der Interimsanalyse



Neues anti Trop-2-ADC beim mHR+
Ergebnisse der TROPION-Breast01-Studie



Neues anti Trop-2-ADC beim mHR+
Ergebnisse der TROPION-Breast01-Studie



Neues anti Trop-2-ADC beim mHR+
Ergebnisse der TROPION-Breast01-Studie



Neues anti Trop-2-ADC beim mHR+
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HER2 low und Trastuzumab Deruxtecan
Update zur Destiny Breast 04-Studie
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Trastuzumab Deruxtecan und Retreatment bei ILD
Gepoolte Daten aus allen Tumorentitäten
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Trastuzumab Deruxtecan und Retreatment bei ILD
Gepoolte Daten aus allen Tumorentitäten



Living ESMO 
Guidelines for 
mER+/HER2− 
Breast Cancer 
(May 2023)

Purple: general categories or stratification; green: combination of treatments or other systemic treatments; white: other aspects of management; blue: systemic anticancer therapy. (a) OFS if the patient is premenopausal. (b) If relapse <12 months after end of adjuvant AI: fulvestrant–CDK4/6 inhibitor (a); if relapse >12 months after 
end of adjuvant AI: AI–CDK4/6 inhibitor (a). (c) Preferred if the patient is ESR1 mutation positive [ESCAT score: II-A]. (d). (d) ESMO-MCBS v1.1 (Cherny, 2017) was used to calculate scores for new therapies/indications approved by the EMA or FDA. The scores have been calculated by the ESMO-MCBS Working Group and validated by 
the ESMO Guidelines Committee (https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluationforms). (e) ESCAT scores apply to genomic alterations only. These scores have been defined by the guideline authors and validated by the ESMO Translational Research and Precision Medicine Working Group. (Mateo, 2018). (f) 
Trastuzumab deruxtecan can also be given following adjuvant ChT in the setting of fast progression (DESTINY-Breast04/EMA indication).

AI, aromatase inhibitor; CDK4/6, cyclin-dependent kinase 4 and 6; ChT, chemotherapy; EMA, European Medicines Agency; ER, estrogen receptor; ESCAT, ESMO Scale for Clinical Actionability of Molecular Targets; ESR1, estrogen receptor 1; ET, endocrine therapy; FDA, Food and Drug Administration; HER2, human epidermal growth factor receptor 2; m, mutation; MBC, metastatic breast cancer; MCBS, ESMO-Magnitude of Clinical Benefit Scale; OFS, ovarian function suppression; PALB2, partner and localiser of BRCA2; PARP, poly (ADP-ribose) polymerase; PD, progressive disease; PFS, progression-free survival; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase 
catalytic subunit alpha.

Figure adapted from ESMO Metastatic Breast Cancer Living Guidelines, v1.1 May 2023; original Clinical Practice Guideline: Ann Oncol. 2021;32(12):1475-1495. Accessed April 2024. https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline/er-positive-her2-negative-breast-ca ncer.
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Datengenerierung für T-DXd bei Hirnmetastasen
Joint Analysis von DB01, DB02 und DB03
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HER2CLIMB-02 – Studiendesign

Mod. Hurvitz S et al. SABCS 2023, General Session – General Session 1, Abstract No. GS01-10

aPatients who received prior Tucatinib, Afatinib, T-DXd, or any investigational anti-HER2, anti-EGFR, or HER2 TKIs were not eligible. Patients who received Lapatinib and Neratinib were not eligible if 
the drugs were received within 12 months of starting study treatment, and patients who received Pyrotinib for recurrent or metastatic breast cancer were not eligible. These patients were eligible if 
the drugs were given for ≤21 days and were discontinued for reasons other than disease progression or severe toxicity.
bSubsequent OS analyses are planned upon 80% and 100% of required events for the final OS analysis.

The primary analysis for PFS was planned after ≈331 PFS events to 
provide 90% power for hazard ratio of 0.7 at two-sided alpha level of 
0.05. The first of two interim analyses for OS was planned at the time 
of the primary PFS analysis, if the PFS result was significantly 
positiveb.

Stratification factors
▪ Line of treatment for metastatic disease (1L vs. other)
▪ Hormone receptor status (positive vs. negative)
▪ Presence or history of brain metastases (yes vs. no)
▪ ECOG PS (0 vs. 1)

N≈460

1:1

Outcomes
Primary
▪ PFS by investigator assessment per 

RECIST v1.1
Key Secondary (hierarchical) 
▪ OS
▪ PFS in patients with brain metastases
▪ cORR per RECIST v1.1
▪ OS in patients with brain metastases

T-DM1 + Tucatinib
T-DM1 3.6 mg/kg IV and 
Tucatinib 300 mg PO BID

T-DM1 + Placebo
T-DM1 3.6 mg/kg IV and 

Placebo PO BID

R

▪ HER2+ LA/MBC with 
progression after 
Trastuzumab and Taxane 
in any settinga

▪ ECOG PS ≤1
▪ Previously treated stable, 

progressing, or untreated 
brain metastases not 
requiring immediate 
local therapy



HER2CLIMB-02 – Studiendesign

Mod. Hurvitz S et al. SABCS 2023, General Session – General Session 1, Abstract No. GS01-10

aPatients who received prior Tucatinib, Afatinib, T-DXd, or any investigational anti-HER2, anti-EGFR, or HER2 TKIs were not eligible. Patients who received Lapatinib and Neratinib were not eligible if 
the drugs were received within 12 months of starting study treatment, and patients who received Pyrotinib for recurrent or metastatic breast cancer were not eligible. These patients were eligible if 
the drugs were given for ≤21 days and were discontinued for reasons other than disease progression or severe toxicity.
bSubsequent OS analyses are planned upon 80% and 100% of required events for the final OS analysis.

The primary analysis for PFS was planned after ≈331 PFS events to 
provide 90% power for hazard ratio of 0.7 at two-sided alpha level of 
0.05. The first of two interim analyses for OS was planned at the time 
of the primary PFS analysis, if the PFS result was significantly 
positiveb.

Stratification factors
▪ Line of treatment for metastatic disease (1L vs. other)
▪ Hormone receptor status (positive vs. negative)
▪ Presence or history of brain metastases (yes vs. no)
▪ ECOG PS (0 vs. 1)

N≈460

1:1

Outcomes
Primary
▪ PFS by investigator assessment per 

RECIST v1.1
Key Secondary (hierarchical) 
▪ OS
▪ PFS in patients with brain metastases
▪ cORR per RECIST v1.1
▪ OS in patients with brain metastases

T-DM1 + Tucatinib
T-DM1 3.6 mg/kg IV and 
Tucatinib 300 mg PO BID

T-DM1 + Placebo
T-DM1 3.6 mg/kg IV and 

Placebo PO BID

R

▪ HER2+ LA/MBC with 
progression after 
Trastuzumab and Taxane 
in any settinga

▪ ECOG PS ≤1
▪ Previously treated stable, 

progressing, or untreated 
brain metastases not 
requiring immediate 
local therapy



HER2CLIMB-02 – PFS in der Gesamtpopulation & bei Hirnmetastasen

Mod. Hurvitz S et al. SABCS 2023, General Session – General Session 1, Abstract No. GS01-10

aThe outcome was not formally tested.

T-DM1 + Tucatinib (N=228) T-DM1 + Placebo (N=235)

# of events 151 182

Median PFS (95% CI) 9.5 months (7.4, 10.9) 7.4 months (5.6, 8.1)

HR (95% CI): 0.76 (0.61, 0.95); p=0.0163

T-DM1 + Tucatinib (N=99) T-DM1 + Placebo (N=105)

# of events 70 85

Median PFS (95% CI) 7.8 months (6.7, 10.0) 5.7 months (4.6, 7.5)

HR (95% CI)a: 0.64 (0.46, 0.89)
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+ 2,1 Monate
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Time from randomization (months)

PFS bei Hirnmetastasen
+ 2,1 Monate

T-DM1 + Tucatinib
T-DM1 + Placebo



HER2CLIMB-02 – Gesamtüberleben

Mod. Hurvitz S et al. SABCS 2023, General Session – General Session 1, Abstract No. GS01-10

aThe proportional hazard assumption was not maintained post-18 months, with extensive censoring on both arms.

T-DM1 + Tucatinib (N=228) T-DM1 + Placebo (N=235)

# of events 71 63

Median OS (95% CI) NR (NR, NR) 38.0 months (31.5, NR)

HR (95% CI)a: 1.23 (0.87, 1.74)

Median follow-up was 24.4 months. As of data cutoff, 134 out of 253 (53%) prespecified events for the OS final analysis were 
observed. Interim OS results did not meet the prespecified crossing boundary of p≤0.0041.
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HER2CLIMB-02 – Nebenwirkungsprofil

Mod. Hurvitz S et al. SABCS 2023, General Session – General Session 1, Abstract No. GS01-10

1Curigliano et al. Ann Onc 2022.



Mod. Guarneri V SABCS 2023, General Session – General Session 1, discussion No. GS01-10
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Trop2-ADC plus IO bei mTNBC
BEGONIA: Dato-DXd plus Durvalumab



Trop2-ADC plus IO bei mTNBC
BEGONIA: Dato-DXd plus Durvalumab



Trop2-ADC plus IO bei mTNBC
BEGONIA: Dato-DXd plus Durvalumab





Purple: general categories or stratification; green: combination of treatments or other systemic treatments; white: other aspects of management; blue: systemic anticancer therapy.

(a) May be considered as monotherapy in further lines in case of high PD-L1 positivity and no previous exposure to ICI. (b) EMA approved, not FDA approved. (c) ChT physician’s choice of nab-paclitaxel, paclitaxel or gemcitabine/carboplatin. (d) ESMO-MCBS v1.1 (Cherny, 2017) was used to calculate scores for new therapies/indications approved by the EMA or FDA. The scores have been calculated by the ESMO-MCBS Working Group and validated by the ESMO Guidelines Committee (https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluationforms). (e) ESCAT scores apply to genomic alterations only. These scores have been 
defined by the guideline authors and validated by the ESMO Translational Research and Precision Medicine Working Group. (Mateo, 2018). (f) If not used previously.

Sacituzumab govitecan as monotherapy is indicated for the treatment of adult patients with unresectable or mTNBC who have received 2 or more prior systemic therapies, including at least 1 of them for advanced disease. Please refer to individual products' summary of product characteristics before prescribing.

ChT, chemotherapy; EMA, European Medicines Agency; ESCAT, ESMO Scale for Clinical Actionability of Molecular Targets; FDA, Food and Drug Administration; gBRCAm, germline BRCA1/2 mutation; ICI, immune checkpoint inhibitor; MCBS, ESMO-Magnitude of Clinical Benefit Scale; mTNBC, metastatic triple-negative breast cancer; PARP, poly (ADP-ribose) polymerase; PD-L1, programmed death-ligand 1.

Adapted from ESMO Metastatic Breast Cancer Living Guidelines, v1.1 May 2023; original Clinical Practice Guideline: Ann Oncol. 2021;32(12):1475-1495. Accessed April 2024. https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline/triple-negative-br east-cancer. 

Living ESMO 
Guidelines for 
mTNBC          
Breast Cancer 
(May 2023)



Gedanken für den 
Nach-Hause-Weg



• eHR+: CDK4/6-Inhibitoren und ICI im Vormarsch

• eHER2+: TDM-1 in der Postneoadjuvanz mit OS-Daten bestätigt

• Endokrine Resistenz wird zunehmend molekular definiert

• mER+ HER2low: ADC-Sequenz T-DXd  SG

• mTNBC HER2low: ADC-Sequenz SG  T-DXd 

Update Mammakarzinom
Gedanken für den Nach-Hause-Weg



Prof. Dr. med. Diana Lüftner 

Immanuel Klinik Märkische Schweiz & Immanuel Campus Rüdersdorf/Med. Hochschule Brandenburg
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