
Prof. Dr. med. Sibylle Loibl
Chair of the GBG
CEO GBG Forschungs GmbH



Responsify
 First EU-framework program 

under scientific leadership of 
GBG (Prof. Loibl and Prof.
Denkert)

1981: Foundation of GABG e.V.
 Today the living founders of the GBG 

are honorary members of the group

Biobank 2.0
 Modernization of biobank with 

more than 40,000 samples
 Surgical study (INSEMA)
 Service provider for PALLAS

Initial studies and expansion
 Merger of GABG with the study group of the 

Bundesministerium für Forschung und 
Technologie (BMFT)

Launch of neoadjuvant
study GeparTrio
 2,358 participants
 First large scale study 

sponsored by GBG 

First international GBG study
in mBC (TBP) and ARO criteria

Expansion in 
translational research

Further studies and 
new regulations

Foundation of GBG Forschungs
GmbH
 Group renamed as German Breast 

Group (GBG)

Biomaterial bank at Dept. of
Pathology (Charité)

Start of first post-neo-
adjuvant study (NATAN)

Establishment 
MedCODES®

50.000th patient

Where we got started – more than 40 years ago

Biobank in 
Marburg 

ONCOBIOME
 EU-framework program 

H2020 with both partners

Central pathology

Saturn3
 BMBF grant tumor

heterogeneity

RWE

First global registration study
 Penelope-B: with patients 

from 4 continents sponsored 
by GBG
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Facts & figures

>65.000

Clinical 
data
(pts)

40.000

Central 
pathology
(samples)

>20.000
RWE 
registry
(pt data)

43

Publi-
cations
(2022)

802
Impact 
factor
(2022 
kumuliert)



Rekrutierung über 20 Jahre 65.000 Patientinnen
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Publikationen über die Zeit
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Zitate
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GeparSixto – am häufigsten zitierte GBG eigene Studie



Rekrutierung früher und heute



Der Vorstand der GABG



Studienleitkommission v. Subboards



Subboard in action



GABG IV



ZEBRA Studie – die erste internationale Kooperation
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Neoadjuvante Therapie - die Anfänge



The German 
GeparD

GEPARDO
JCO 1999, JCO 2001

JCO 2001, JCO 2005

JNCI 2008, JNCI 2008, JCO 2013

JCO 2010; JCO 2010; Ann Oncol 2013
NEJM 2012; Lancet Oncol 2012; Eru J Cancer 2013; 

Ann Oncol 2014; JCO 2018
Lancet Oncol 2014; Annals Oncol 2019

Annals Oncol 2019; Annals Oncol 2022

Eur J Cancer 2019; Eur J Cancer 
2022

Annals Oncol 2020; SABCS 2021

Lancet Onc 2016; J Clin Oncol 2019

JAMA Oncol 2022
GeparELEVEN Impassion 50

GeparTREiZE

ESMO 2023



Core biopsy:
uni/bilateral 
cT2-4a-d
cN0-3
size ≥ 2 cm*

NC

CR/
PR

So
no

gr
ap

hy

NX

TACx6

TACx8

TACx6
R

R

*low risk patients were 
excluded (T2 + ER/PR pos. + 
cNO + G1/2  + > 35 yrs)

Die Elegante: GeparTrio

von Minckwitz et al, JNCI 100: 542, 2008
von Minckwitz et al. JNCI 100; 552, 2008

N=2072

conventional
arms

response-
guided
arms

von Minckwitz G …. Loibl S; J Clin Oncol 2012



Short Term Efficacy (pCR = ypT0 ypN0)

6.0

20%

0

TAC-NXTACx6

23.5

TACx6

Non-Responder
N=604

TACx8

21.0

Responder
N=1344

P=0.73P=0.27

5.3

30%

10%

von Minckwitz et al, JNCI 100: 542, 2008
von Minckwitz et al. JNCI 100; 552, 2008



Disease-free and overall survival

von Minckwitz G et al. JCO 2013;31:3623-3630

responding

Non responding

all



von Minckwitz G et al. JCO 2013;31:3623-3630
©2013 by American Society of Clinical Oncology

Prognostic effect on overall survival of pathologic complete response (pCR) and 
the corresponding effect of response-guided compared with conventional 
chemotherapy

hormone 
receptor–positive

hormone 
receptor–negative



Die Größte: Geparquinto – Decision Tree

In/ Exclusion criteria fulfilled? 
yes

Her-2 positive?

EC-Doc:   H vs. L

no

EC vs. EC + Bev

Response assessment 
after 4xEC+/-Bev

Doc vs. Doc + Bev

2nd randomisation: 
Pw vs. Pw + RAD001

no

yes

yes



Main results GeparQuinto n=2560

HER2-negative n=1948

 Bev erhöht pCR rate von 14.9-18.4%
 Kein Unterschied im DFS und OS
 non Responders: Everolimus vs nil

3.6% vs 5.6%

HER2-positive n=620

 Lap vs Trastuzumab: 22.75 vs 30.3% 
sign

 Kein Unterschied im DFS und OS
 Alle Pat erhalten 1 Jahr Trastuzumab

HR-positive; HER2+; DDFS and OS

Von Minckwitz G et al. NEJM 2012; Huober J et al. Eur J Cancer 2013; Untch M et al. Lancet 
Oncol 2012 and J Clin Oncol 2018



Von Minckwitz et al Lancet Oncol 2014; Loibl S et al. Annals Oncol 2019

Die Platine:  GeparSIXTO
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Die Sensible:  GeparSEPTO

Su
rg

er
y

12 weeks 12 weeks

N=1200

R

*Centrally confirmed:
- Subtypes HER 2/ HR
- Ki 67
- SPARC

Paclitaxel
80 mg/m2

weekly

nab-Paclitaxel
125 mg/ m2

weekly

Epirubicin 90 mg/m2 

Cyclophosphamide 600 mg/m2

If HER2 positive:
Trastuzumab 8 mg/kg (loading 
dose)  followed by 6 mg/kg
Pertuzumab (absolute dose per 
application) 840 mg (loading 
dose)  followed by 420 mg 

If HER2 positive:
Trastuzumab
If HR positive:
Tamoxifen, 
Aromatase 
inhibitors

acc. to AGO 
Guidelines

Core biopsy
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* 
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y) Arm A

Arm B

Core biopsy
optional

Core biopsy
optional



GeparSEPTO DFS und OS Ergebnisse

Untch M et al. Lancet Oncol 2016; J Clin Oncol 2019; Ross and Geyer J Clin Oncol 2019

Δ pCR 9 %
OR 1.53

Δ pCR 22 %
OR 2.61

Δ pCR 4 %
OR 1.40



Die NEUNTE: GeparNUEVO

Loibl et al. Ann Oncol 2019



GeparNUEVO clinical results

Loibl S et al. Annals Oncol 2019 and Annals Oncol 2022; Bianchini G et al.Annals Oncol 2022
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+ Censored
Placebo  20/86 events

86 78 67 59 16 0Placebo

Durvalumab  7/88 events
Stratified Logrank p=0.005
Stratified HR Durvalumab to Placebo: 0.31 (95% CI 0.13, 0.74; p=0.0078)

88 80 76 70 20 0Durvalumab

Patients at risk:

78.4%

91.7%

DDFS

DDFS by pCR



Postneoadjuvante Therapie



Cortazar P, et al. Lancet 2014



NaTaN: Disease-free survival

HR=0.960 (ZA to observation)
95% CI 0.709 – 1.30
P=0.7885

Von Minckwitz G ... Loibl S. Eur J Cancer 2016



Penelope-B: Primärer Endpunkt

Loibl S et al. J Clin Oncol 2021

Median Follow-Up 
42.8  Months



KATHERINE Study Design

This presentation is the intellectual property of Charles E. Geyer Jr. Contact him at cegeyer@vcu.edu for permission to reprint and/or distribute.

 cT1-4/N0-3/M0 at presentation (cT1a-b/N0 excluded) 
 Centrally confirmed HER2-positive breast cancer
 Neoadjuvant therapy must have consisted of 

– Minimum of 6 cycles of chemotherapy
• Minimum of 9 weeks of taxane
• Anthracyclines and alkylating agents allowed
• All chemotherapy prior to surgery

– Minimum of 9 weeks of trastuzumab
• Second HER2-targeted agent allowed

 Residual invasive tumor in breast or axillary nodes

 Randomization within 12 weeks of surgery

Stratification factors:
 Clinical presentation: Inoperable (stage cT4 or cN2–3) vs operable (stages cT1-3N0-1)
 Hormone receptor: ER or PR positive vs ER negative and PR negative/unknown
 Preoperative therapy: Trastuzumab vs trastuzumab plus other HER2-targeted therapy
 Pathological nodal status after neoadjuvant therapy: Positive vs negative/not done

T-DM1
3.6 mg/kg IV Q3W

14 cycles

Trastuzumab 
6 mg/kg IV Q3W

14 cycles 

Radiation and endocrine therapy 
per protocol and local guidelines

R
1:1

N=1486
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3-year IDFS 77.0% 88.3%

Trastuzumab T-DM1
(n=743) (n=743)

IDFS Events, no. (%)165 (22.2) 91 (12.2)

P<0.0001
Unstratified HR=0.50 (95% CI, 0.39–0.64)

Invasive Disease-Free Survival

von Minckwitz G et al. New Engl J Med 2018



Insema – Recruitment on 01.05.2019
rando 1 = 5505 / rando 2 = 517
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BCP - Recruitment on 01.02.2023
n = 3456 (19)
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Foreign countries n = 375 (total) n = 333 (pregnant) n = 42 (not pregnant)



Male



GBG 2006 und 2023



Translational Research



2015



Beteiligung an Konsortien

Rad51-predict
EU/BMBF 

Transcan UGI1

TRANSLuMINAL B



18,60%

9,40%

27,70%

35,50%
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)

Pathological complete response (ypT0 ypN0)

TNBC definition and outcome

TNBCs also include tumours with low ER and PR expressions and tumours 
that are HER2 negative

ER=oestrogen receptor; GBG=German Breast Group; HER2=human epidermal growth factor receptor 2; HR=hormone receptor; pCR=pathological complete response; PR=progesterone receptor; TTM=time to metastasis;
TNBC=triple-negative breast cancer.

1. Schrodi S, et al. Ann Oncol. 2021;Villegas SL, et al. Eur J Cancer 2021;148:159–170. 2.
42

GBG neoadjuvant study cohort1 Munich Cancer Registry cohort2

p≤0.001

p=0.140

No pCR 2252 1602 68 582
ypT0 ypN0 513 167 26 320

(≥10%) (1–9%) (<1%)

Time from randomisation (months)



HER2-low

Denkert C, et al. Loibl S; Lancet Oncol 2021



Study groups & Cancer OrganisationsLaboratories and Universities

Unser Netzwerk

Grupo Espanol de 
Investigacion del Cancer 

de Mama

Latin American 
Cooperative Oncology

Group

Alliance for Clinical 
Trials in Oncology

http://www.google.de/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=2ahUKEwi7vtKV3O3fAhWIGuwKHeIcCdUQjRx6BAgBEAU&url=http://www.unicancer.fr/en/ucbg&psig=AOvVaw3Z3Rz2fM13FmRiQtXiNNZU&ust=1547570675482413


GBG Subboards 2022 & AGO-B Board 2022

Neoadjuvant
Blohmer, Denkert, Fasching, Hanusch, 
Hartkopf, Huober, Jackisch, Link, Loibl, 
Rhiem, Schneeweiss, Solbach, Untch 
Adjuvant
Loibl, Marmé, Michel, Reimer, Stickeler, 
Reinisch, Janni, Schmatloch, Schmidt, 
Sinn, Untch 
Palliativ
Decker, Denkert, Loibl, Lübbe, 
Mundhenke, Müller, Schmidt, Thill

Operativ
Ataseven, Blohmer, Denkert, Gerber, 
Golatta, Hahn, Heil, Krug, Kühn, Loibl

Translationale Forschung (TraFo)
Denkert, Fasching, Fehm, Karn, Loibl, 
Marmé, Müller, Schem, Stickeler, van 
Mackelenbergh

AGO-B
Fasching, Fehm, Jackisch, Janni, Kühn, 
Lück, Möbus, Müller, Rack, Schmidt, 
Schneeweiss, Stickeler, Thomssen, Untch 
u.v.a.

Vielen Dank an alle für die 
GUTE ZUSAMMENARBEIT
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biomaterial collection.
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