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Allgemeines : Genprofile in Prä und  -Postmenopause:
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Allgemeines: Alter als unabhängiger Prognosefaktor 
(subtypenspezifisch)



Allgemeines: Wahrscheinlichkeit der BRCA1/2 Mutation in 
Abhängigkeit vom Alter

Ohano M. et al 

J Hum Genet 66:307-314, 2021
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Allgemeines: Bedeutung von pCR/non pCR altersabhängig

pCR bei <40, 40-49 und ≥ 50 Jahre : 20.9%, 17.7% und 13.7%
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Endocrine response (Ki67post≤10%) in run-in phase1

ADAPT HR+/HER2-

1Nitz et al, Ther Adv Med Oncol, 2020

ADAPT updated analysis: 

59.9% ET responders

78.1% AI group (postmenopausal)
41.1 % Tam group (premenopausal)
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Oleg Gluz, MD 

RS>25 cohort, any N, any ET-response

dDFS by ET-response

WSG-ADAPT HR+/HER2- CT Trial  

Coding Hazard Ratio 95% CI P

Ki67post <=10% vs. Ki67post > 10% 0.42 0.20, 0.87 0.02

Tumor size > 2 cm vs. < 2 cm 2.56 1.40, 4.66 0.002

N0 (reference) 1

N1 1.36 0.77,2.39 0.292

N2-3 2.13 0.98,4.63 0.058

PR (per 10% increase) 0.92 0.84,1.00 0.057

Multivariable analysis for dDFS*

*adjusted for RS (by unit) and Ki67post/Ki67baseline
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pCR by Recurrence Score and ET-
response

ADAPT HR+/HER2-

Total=153

Total=117

Total=54

pCR

non pCR
RS ≤ 25 all non-resp RS > 25 non-resp RS > 25 resp
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• Prä und postmenopausale Tumore sind biologisch unterschiedlich

• Alter ist ein unabhängiger Prognosefaktor

• BRCA 1/2 Mutationen sind bei sehr jungen Patientinnen häufiger (Testung wird erstattet bei 

Erkrankung vor dem 36. Geburtstag)

• Ki 67 post scheint eine bedeutende Rolle zu spielen (prädiktiv für ET als auch prognostisch für 

Cht)

Risikoabwägung anhand von Tumorgrösse, Grading, 

Lymphknotenbefall, Ki-67, Alter

 „Prädiktion“ anhand von Ki-67 post / Recurrence score

Zusammenfassung Allgemeines
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Endokrine Therapie
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Tam vs OFS + TAM
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OFS:
Tam vs AI

EBCTCG SABCS 2021
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Biomarkergesteuerte Chemotherapieindikation
HR+/HER2 neg und N0-1: genomische Signatur ja/nein?



Slide 2

Presented By Fatima Cardoso at TBD

Biomarkergesteuerte Chemotherapieindikation

HR+/HER2 neg und N0-1: Mammaprint



DMFS in C-High / G-Low risk patients with <br />luminal cancers (HR+/HER2-) stratified by age<br />ITT population

Presented By Fatima Cardoso at TBD



Biomarkergesteuerte Chemotherapieindikation

HR+/HER2 neg und N0und N1: Oncotype DX



N0- TailorX

Total patients RS® 0-10 RS 11-15 RS 16-20 RS 21-25 RS 26-100

N=9719 n=1619 n=2373 n=2712 n=1626 n=1389

Age >50 years No CT Benefit No CT Benefit No CT Benefit No CT Benefit CT Benefit

n=6665 (69%) n=1190 (12%) n=1572 (16%) n=1789 (18%) n=1134 (12%) n=980 (10%)

Age ≤50 years No CT Benefit No CT Benefit ~1.6%
CT Benefit

~6.5%
CT Benefit

CT Benefit

n=3054 (31%) n=429 (4%) n=801 (8%) n=923 (9%) n=492 (5%) n=409 (4%)

Patients  ≤50 years
7% of all patients

No CT benefit
3% of all patients 

~6.4% CT benefit

2% of all patients 

~6.5% CT benefit
2% of all patients

~8.7% CT benefit

Low clinical risk 

High clinical risk

1. Sparano et al. N Engl J Med. 2018; 2. Paik et al. J Clin Oncol. 2006; 3. Sparano and Paik. J Clin Oncol. 2008; 4. Sparano et al. N Engl J Med 2019. RS= Recurrence Score® result
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Arm 1: 

Chemotherapy Followed by 

Endocrine Therapy 

Arm 2: 

Endocrine Therapy Alone

Off Study 

Chemotherapy Followed by 

Endocrine Therapy 

Recommended 

Stratification Factors

Recurrence Score: 0-13 vs.14-

25

Menopausal Status: pre vs. post

Axillary Surgery: ALND vs. 

SLNB  

N = 5,000 pts

This presentation is the intellectual property of the author/presenter. Contact him at kkalins@emory.edu for permission to reprint and/or distribute.

San Antonio Breast Cancer Symposium®, December 8-11, 2020

Key Entry Criteria

• Women age > 18 yrs

• ER and/or PR > 1%, 

HER2- breast cancer 

with 1*-3 LN+ without 

distant metastasis

• Able to receive 

adjuvant taxane and/or 

anthracycline-based 

chemotherapy**

• Axillary staging by 

SLNB or ALND

*  After randomization of 2,493 pts, the protocol was amended to exclude enrollment of pts with pN1mic as only nodal disease.

** Approved chemotherapy regimens included TC, FAC (or FEC), AC/T (or EC/T), FAC/T (or FEC/T). AC alone or CMF not allowed.

ALND = Axillary Lymph Node Dissection, SLNB = Sentinel Lymph Node Biopsy

mailto:kkalins@emory.edu
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Oleg Gluz, MD

Trial design

WSG-ADAPT HR+/HER2-
(NCT01779206)

• Female patients >18 years

• ER and/or PR positive (>1%)/ HER2-

negative unilateral EBC

• cT1-4c, cN0-3

• Candidates for adjuvant 

chemotherapy by conventional 

prognostic criteria: cT2 or G3 or 

Ki-67>15% or <35 years old or cN+ 
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Oleg Gluz, MD 

N0-1/RS 12-25: dDFS by trial in age subgroups
(treatment allocated according to ET-response)

WSG-ADAPT HR+/HER2- CT and ET Trial  

Log-rank p=.032, p=.03 in N1 Log-rank p=.533
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• Mammaprint low risk/clinical high risk : ! Chemotherapienutzen in der  Prämenopause

• N0/ RS 0-15 kein Chemotherapienutzen (TAILORx) in der Prämenopause 

• N1 /RS 0-25 Chemotherapienutzen in der Prämenopause (ddfs benefit 2.5% 

RxPONDER)

• (N1 /RS 0 - 11 kein Chemotherapienutzen (Plan B))

• N0-1 RS 0-11 excellent outcome (97.4% ddfs im ADAPT control arm) bei <50 jährigen 

• N0-1/Ki67 post ≤ 10%/ RS 12-25 excellent outcome (97% ddfs) bei <50 jährigen

Zusammenfassung
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Perspektiven

Harbeck N et al, Ann Oncology 2021
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according to

ER/PR high and/or

low Ki-67
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ADAPTlate – prüft die verzögerte Behandlung 

Früher Brustkrebs

HR+/HER2-

• Frühestens 12 Monate nach 

Beginn der endokrinen 

Therapie

• Bis 6 Jahre nach 

Primärdiagnose

Abgeschlossene/laufende 

adjuvante antihormonelle 

Therapie

R

Antihormonelle Therapie + Abemaciclib 

(2 Jahre)

Fortsetzung antihormonelle Therapie 

Nachbeobachtung

Antihormonelle 

Therapie 

Lebensqualitätsfragebogen2 :1

2 Jahre mind. 1 Jahr

Erhöhtes Risiko

Ergänzende bildliche Darstellung der Studienziele von ADAPTlate 27


