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GBG Jahrestreffen anniversary

Uber 40 Jahre Brustkrebsforschung auf hochstem Niveau




Where we got started — more than 40 years ago
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1981: Foundation of GABG e.V. Foundation of GBG Forschungs Expansion in Biobank 2.0
» Today the living founders of the GBG GmbH translational research » Modernization of biobank with
are honorary members of the group > Group renamed as German Breast more than 40,000 samples
Group (GBG) > Surgical study (INSEMA)
> Service provider for PALLAS
Biomaterial bank at Dept. of
Pathology (Charité . .
Further studies and gy ( ) Biobank in
new regulations Start of first post-neo- Central pathology Marburg RWE
adjuvant study (NA‘TAN) ‘

Launch of neoadjuvant

study GeparTrio

» 2,358 participants

> First large scale study
sponsored by GBG

Initial studies and expansion

» Merger of GABG with the study group of the
Bundesministerium fir Forschung und
Technologie (BMFT)

Establishment
MedCODES®

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

1980s 1990s 2002 2003 2004 2005 2006 2008 2011 2014 2015 2017 2018 2019 2022

First global registration study

> Penelope-B: with patients
from 4 continents sponsored
by GBG

Saturn3

» BMBF grant tumor
heterogeneity

Responsify

» First EU-framework program
under scientific leadership of
GBG (Prof. Loibl and Prof.
Denkert)

ONCOBIOME
» EU-framework program
H2020 with both partners

50.000th patient




Facts & figures

Clinical .
Publi- Central

data X pathology
(pts) cations (samples)

(2022)

>65.000 43 40.000

>20.000
802

RWE Impact
registry factor
(pt data) (2022

kumuliert)




Rekrutierung Uber 20 Jahre 65.000 Patientinnen ‘.
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Publikationen uber die Zeit
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1048
802
528
M Publications IF cumulativ 428
321 322 343
249
181 181 20t
101 108
63 57 73 67

39 40 43

512 20 1lagg 10 11 o 12 14, 24 20 24 8 120 24 290 26 350 30
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Ihr Artikel wurde zum 100. Mal zitiert

Response and prognosis after neocadjuvant chemotherapy in 1,051
patients with infiltrating lobular breast carcinoma

S Loibl, C Volz, C Mau, JU Blohmer, SD Costa, H Eidtmann. PA Fasching. B Ge...
Breast cancer research and treatment - 2014 - Springer US

©) twiter @ Linkedin ) Facebook

ZITIERT VON
14 ‘15 16 7 ‘18 ‘18 20 21 22 ‘23

GeparSixto — am haufigsten zitierte GBG eigene Studie

Zitate insgesamt  Zitiert von: 975

2014 2015 2016 2017 2018 2019 2020 2021 2022 2023




Rekrutierung friiher und heute e
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SASCIA - Recruitmenton 15.02.2023

IBIS Il Studien n =838 (131)
Rekrutierung am 21.10.05
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Studienleitkommission v. Subboards
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Studienleitkommission

* Mitglieder: Die Sudienleitkkommission kann aus
bis zu 13 Mitgliedern inkl. je einem Vertreter des
Methodischen Zentrums und der Studienkoordina-
tion sowie Referenzzentren bestehen; vorwiegend
Oberarzte der Mitgliedskliniken. : 5
AUfgaben: Erarbeilung konftiger Stud\enkonzep- IL-I‘WT:’T:I:‘: I{:"Illgkgufr; Universitatsklinikum
te, Uberwachung des Verlaufs und der Durchfih- Kael Heideltierg

rung der GABG - Studien, aktive Werbung fur die -
Aufnahme von Patientinnen in die GABG-Studien,
Entscheidung ober Vorgehensweisen bei Proble-
men. Die Studienleitkemmission tagt ca. vier - bis
funfmal janrlich.

d
Bisherige Mitglieder der Studienleitkommission . Graf [sei 1997) £ Grscfiee (bis 2000},

Universitatsklinikum  Krankenhaus
Freiburg Schwahing

Blohmer (ssit 1007). 5 Braun (seit 2007}, A Capan (20002007)

G. v. Minckwitz (seit
Charite, Kiinilkwrn Rechis der kar,  Universitatsklinikum 1997), Vorstzender, Lini

Berlin Munchen Frethurg wersitatsidnium Franidut

E. Conrad (sei 1997) A. Dienl {seit 1897}, A. du Bos [seit 2007). A der femn (19972000} H. Woll, [seit 1997),
Elisabeth Hospital GAAG Swdienkoordina De Hors Schmick Kiniken Franziskus  Haospital, Kresrankenhaus
Kassel tion, Franidurt GmibH, Wiesbaden Georgsmarienhime leonberg

B. Gerber fsat 1997)
Universitatsklinikum
Romnck

Ch. lackisch (seit 2001)
Universitatsklinikum
Muorster

G. Rasb. (seii 2001)
RotKreur Krankenhaus
Munchen

Scientific Board

Neoadjuvant
subboard

Adjuvant Palliative Locoregional
subboard subboard subboard

Translational
subboard

~ 600 participating sites and 1,000 investigators




Subboard in action
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CMF versus goserelin as adjuvant therapy for node-negative, hormone-receptor-

G A B G I V positive breast cancer in premenopausal patients: a randomised trial (GABG trial 3
IV-A-93).

2.-3. Médrz 2023

von Minckwitz G, Graf E, Geberth M, Eiermann W, Jonat W, Conrad B, Brunnert K, Gerber B, Vescia 5, GBG Jahrestreffen uniiiiieis
Studienschemata der GABG IV im Uberblick Wollert J, Kaufmann M.
P Eur J Cancer. 2006 Aug;42(12):1780-8. doi: 10.1016/].ejca.2006.04.006. Epub 2006 Jun 12.
) Coenmoman
Aoouyan
Srano: August 1999 — G noewo Studie Sollzahl Anzahl Prozent A randomised trial of goserelin versus control after adjuvant, risk-adapted
THERAPIEZUTEILUNGEN ANHAND Patientinnen chemotherapy in premenopausal patients with primary breast cancer - GABG-IV

PROGNOSTISCHER FAKTOREN

ANZAHL BEFALLENER A‘GE ?._l"[:l ??1 1 DD.] % B-93.

LYMPHENOTEN Kaufmann M, Graf E, Jonat W, Eiermann W, Vescia 5, Geberth M. Conrad B, Gademann G, Albert US,
. B/B*93: 7T00 776 110.8 %

= ﬁ 1: ;D ! Loibl 5, von Minckwitz G, Schumacher M; German Adjuvant Breast Cancer Study Group (GABG).
EZEPTOR POSITIV . * N
PRAMENOPALSAL 5 5 D f( D 93 . ? I:”:' 8 2 9 1 1 8.4 % Eur J Cancer. 2007 Now43(16):2351-8. doi: 10.1016/].ejca.2007.08.012. Epub 2007 Sep 25.

REZEPTOR NEGATIV B*
posTMENCeAUSAL | REZEPTOR POSITIV E_QB 32[: 41 1 12814 % WOLUME 23 - NUMBER 31 - NOVEMBER 1 2005

j's e | —_— ARNOS5: 1000 742 4.2 % JOURNAL oF CLINICAL ONCOLOGY
G93: keine Solvorgabe 94

mm|m|m|o

GABG-I@
Stand: Cetober 01
— CMF x 3
A-93 — 4ozl
B-93 CMF x 3 —— -
 foranex 2 ). Tamoxifen Versus Control After Adjuvant,

-g3* Cx4mCMF 3 =—" 2 . o N . - . Risk-Adapted Chemotherapy in Postmenopausal
B-93 ECx A CMP 3 = Zowaoex 2. Dose-intensified epirubicin versus standard-dose epirubicin/cyclophosphamide Receptor—pNegative Patiemspz{'\fith Breast Cal:]"lcer';\
D-93 R T Tamoxiren 5 1. followed by CMF in breast cancer patients with 10 or more positive lymph nodes: Randomized Trial (GABG-IV D-93)—The German
D-93* ECxmCMF 3 ——2 results of a randomised trial (GABG-1V E-93) - the German Adjuvant Breast Adjuvant Breast Cancer Group

EC x 4w CMF x 3 Cancer Group. e A e oo, Bt oo e St e o st
(smuLTAN: ) o _ . _ . ) . and Martin Schumacher
PREM. + ToLADEX" 7 1 posm. + Tamauiren 5 1) Eiermann W, Graf £, Ataseven B, Conrad B, Hilfrich J, Massinger-Biebl H, Vescia 5, Loibl 5, von Minckwitz
E-93 e s . .
E120%4 G, Schumacher M, Kaufmann M; German Adjuvant Breast Cancer Group. Switching of postmenopausal women with endocrine- >
(SIMULTAN: .
PrREM. + ZoLanex” 2 1; posma. + TamoonFen 5 1) Eur J Cancer. 2010 Jan;46(1):84-94. doi: 10.1016/j.ejca.2009.10.001. responsive eaﬂy breast cancer to anastrozole after 2 years'
— M 31 - - H :
ARNO-95 ——— Jamauren 2J. = Hovuaney 3 ) adjuvant tamoxifen: combined results of ABCSG trial 8 and
ARNO 95 trial
G.93 ?:::ITF'C:: :J'"JT AXILLADISSERTION - Raimund Jakesz, Walter onat, Michael Grant, Martina Mittlboeck, Richard Greil, Christoph Tausch, Joern Hilfrich, Wemer Kwasny,

- : Christian Menizel, Hellmut Samonigg, Michad Seifert, Guenther Gademann, Manfred Kaufmann, on behalf of the ABCSG and the GABG®
(=701, OPERATION OHNE AXILLADISSEKT 0N
Kum MO, T« 3 om) TamoxiFen 5 J. Summary

Background Tamoxifen has been the standard adjuvant treatment for postmenopausal women with hormones w2005 366 455-62
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ZEBRA Studie — die erste internationale Kooperation m
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Das Studiendesign der Zebra - Studie ER +ve I I X 1 | N=1189
| h
ER -ve I F -
| : N=304
. 1
I | |
I |
. Overall I I + | N=1614
Kaplan-Meier DFS: ER-ve : |
1.0 —
o oo Zoladex ol 1.0 125
o 0 = CMF
§ 08 Zoladex Region of equivalents  CMF
©
“ better better
§ 07
& 06 Interaction test, p=0.0016
]
c
g 0.5 European
% 0.4 Journal of
c Cancer
© 0.3 PERGAMON European Journal of Cancer 39 (2003) 1711-1717 e —
'.E www.gjconline.com
[=]
a 0.2
£ 01 Survival analyses from the ZEBRA study: goserelin (Zoladex"™) versus
00 CMF in premenopausal women with node-positive breast cancer
0 1 2 3 4 5 6 7 8 9 10 M. Kaufmann®*, W, Jonat®, R, Blamey®, J. Cuzick?, M. Namer®, I. Fogelman',

. . 1.C. de Haes®, M. Schumacher®, W. Sauerbrei® on behalf of the Zoladex Early Breast
Disease-free survival (years) Cancer Research Association (ZEBRA) Trialists” Group
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Neoadjuvante Therapie - die Anfange -




P o 1999, JCO 2001 ‘

iﬁlﬁhm-
. JCO 2001, JCO 2005 The German w20

cep R sz, INCI 2008, INCI 2008, JCO 2013 Gep arD
y JCO 2010; JCO 2010; Ann Oncol 2013

oo ;:' NEJM 2012; Lancet Oncol 2012; Eru J Cancer 2013;
Ann Oncol 2014; JCO 2018

qum’ro
Lancet Oncol 2014; Annals Oncol 2019
=8  Lancet Onc 2016; J Clin Oncol 2019

_‘ﬁ:b ﬂ.'-'* e

. Eur J Cancer 2019; Eur J Cancer

GeparOcto

.E%%gazrz Annals Oncol 2019; Annals Oncol 2022
Annals Oncol 2020; SABCS 2021

R-\#| 5
M JAMA Oncol 2022
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Die Elegante: GeparTrio
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oP

N=2072 /l 11
C R
SEEE
Core biopsy:
uni/bilateral EE
cT2-4a-d

|, AR

oP

>
Sonography 22

NX

TACx6

__ conventional

arms

TACx6

size>2 cm*
*low risk patients were
excluded (T2 + ER/PR pos. +

TACx8

oP

c¢NO + G1/2 +>35yrs)

response-
 guided
arms

—

von Minckwitz et al, INCI 100: 542, 2008

von Minckwitz et al. INCI 100; 552, 2008

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



7% Short Term Efficacy (pCR = ypTO ypNO)
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Responder Non-Responder
N=1344 N=604
30%—
P=0.27 P=0.73

20% —

10% —

53 60

TACx6 TACx8 TACx6 TAC-NX

von Minckwitz et al, INCI 100: 542, 2008
von Minckwitz et al. INCI 100; 552, 2008
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§ = — Response-guided treatments {TAC x 8) (n = 686) § - — Response-guided treatments (TAC x 8} (n = 686) VOLUME 21 - NUMBER 28 - OCTORER 10 2013
— 032 = Conventional treatment (TAC = 8) (n = TO4) 0.2 = Comventional treatment {TAC = 6) (n = 704)
L] Hazard ratio, 0.78 (95% CI, 0.62 1o 0.97) Hazard ratio, 0.76 (85% CI, 0.57 to 1.01}
Log-rank P = 026 Log-rank F= 06
- e — JourNAL oF CLiNicAL ONcoLoGY
o 1 2 3 4 5 -3 7 8 [ 1 2 3 4 5 (-3 7 ]
Time (years) Time (years)
Ho. at risk Mo, at risk
Response-guided 686 576 ADD 435 303 206 o8 29 2 Response-guided GB6 s06 529 ara “zy 323 109 35 2
Corventional TO4 S92 AE a3 are 274 ke 12 1 Comventional To4 T sa1 ang e a4 "0 L) 2
Cc 104y D L e
= . . ] .
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@ — et ATAC-HX}n = 301} =] = Rosponse-guided trestments (TAC-NX (n = 301}
2 o.2d — Conventional treatment (TAC = 8} {n = 321) 0.2 — comventional treatment (TAC = 8) (n = 321}
Hazard ratio, 0.59 (95% CI, 0.49 to 0.82) Hazard ratio, 0.85 (95% CI, 0.57 1o 1.27) i i il il o
ey oy e e Melinda L. Telli, Stanford University School of Medicine, Stanford, CA
o T s g ‘; o y 7 = o 1 . e r = - . = Ses accompanying articls on page 3623
Time (years) Time (years)
He, ot risk Mo, at risk
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] — Response-guided treatments (n = 587} S — Response-guided treatments (n = 987)
A2 0.2 = Comventional treatment (n = 1,025} 0.2 = Comventionsl treatment in = 1,025)
= Harard ratio, 0.71 (95% CI, 0.60 1o 0.85) Hazard ratio, 0,79 (95% CI, 0,63 1o 0.99)
Log-rank P< 001 Log-rank P = 048
o 1 H 3 a 5 3 7 8 o 1 2 3 a 5 6 7 8
Time (years) Time {years)
Ho. at risk Mo, at risk
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von Minckwitz G et al. JCO 2013;31:3623-3630



Prognostic effect on overall survival of pathologic complete response (pCR) and 5:f-"’.:'b
the corresponding effect of response-guided compared with conventional
chemotherapy 2.3, Mirz2023 20
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@ == pCR (ypTO0 ypNO) (n = 105) [a=) — Response-guided treatments (n = 647)
w» 0.2 =—MNopCR({n=1,189) 0.2 4 = Conventional treatment (n = 648)
= Hazard ratio, 1.53 {95% CI, 0.89 to 2.63) Hazard ratio, 0.64 (95% CI, 0.45 to 0.90)
Log-rank P=.122 Log-rank P=.010
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3 = pCR (ypTO ypNO) (n = 238) CJ> — Response-guided treatments (n = 340)
=2} 0.2 4 = No pCR (n = 479) 0.2 4 == Conventional treatment (n = 377)
= Hazard ratio, 4.89 (95% CI, 3.30 to 7.27) Hazard ratio, 0.98 (95% CI, 0.72 to 1.35)
Log-rank P < .001 Log-rank P =.920
T T T T T T T T T T T T T T T T
0 1 2 3 4 5 ] 7 8 0 1 2 3 4 5 [} 7 8
Time (years) Time (years)
MNo. at risk Mo. at risk
pPCR 238 207 189 177 164 105 21 5 1 Response-guided 340 290 244 219 196 135 34 10 1
Mo pCR 479 403 317 269 225 158 44 9 o] Conventional 377 320 262 227 193 128 3 4 0

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




Géﬁna Die GrofRte: Geparquinto — Decision Tree et B

mIEAS AT

the NEW ENGLAND
JOURNAL of MEDICINE

ESTARLISHED 1N 1812 JANUARY 26, 2012 VOL, 366 NO. 4

| In/ Exclusion criteria fulfilled? | Neoadjuvant Chemotherapy and Bevacizumab

* yes for HER2-Negative Breast Cancer
Gunter von Minckwitz, M.D., Holger Eidtmann, M.D., Mahdi Rezai, M.D., Peter A. Fasching, M.D.,
. Hans Tesch, M.D., Holm Eggemann, M.D., Iris Schrader, M.D., Kornelia Kittel, M.D., Claus Hanusch, M.D,,
[ Her-2 pos |t|Ve7 ] Rolf Kreienberg, M.D., Christine Solbach, M.D., Bernd Gerber, M.D., Christian Jackisch, M.D., Georg Kunz, M.D.,
Jens-Uwe Blohmer, M.D., Jens Huober, M.D., Maik Hauschild, M.D., Tanja Fehm, M.D., Berit Maria Miiller, M.D.,

Carsten Denkert, M.D., Sibylle Loibl, M.D., Valentina Mekljudova, Ph.D., and Michael Untch, M.D,
no l N yes for the German Breast Group and the Arbeitsgemeinschaft Gynakologische Onkologie—Breast Study Groups

[Ecws ecBev | [Ec-Doc: Hus.L |
¥

EDITORIAL
[Response assessment [_NO ‘

after 4xEC+/-Bev

; yes Fighting Fire with Fire: Rekindling the Bevacizumab Debate

_ e




G4, Main results GeparQuinto n=2560 bm

EPAR
quniG i "GBG Jaheastrafien svoenr

HER2-negative n=1948 HER2-positive n=620

= Bev erhoht pCR rate von 14.9-18.4% = Lap vs Trastuzumab: 22.75 vs 30.3%

= Kein Unterschied im DFS und OS sign
= Kein Unterschied im DFS und OS

= Alle Pat erhalten 1 Jahr Trastuzumab
HR-positive; HER2+; DDFS and OS

= non Responders: Everolimus vs nil
3.6% vs 5.6%

A 100% 4
20%
E 100 -ramm—ty F 00 =m-amet—am--a-#i
80% a0 4 ‘*‘M“-“_"‘w‘__ o
S e g0
g eV S - — T4
E 0% - i= 5
] il 5 &l 5
i s 5
5 s + Censared S s g,_ 50
Logrank P= 0.7037 = H
e T AR i @ Ay | ECHTH ECLTL 2 40 | ECHTH ELTL
£
S ECB-TB 202/056 avonis 2 | atows T nnm AR e — & I
20 | vear DOFS mE 0 20.% (B30% 10 93701 92.9% (B.6% o 962N g | 30005 19N CU | 557 50T 10 7T 97.0% 92,60 o ST
20 HR [BE% C1 QuB4 0035 10 1194 HR @E% C1 03790.12 0 0 BT
10 g rark P Rl 109 Logrankr i
10% o T T T T T T ] T T T T T T
a 12 24 36 a8 6O T2 H 12 24 36 43 4] T2
b 2 3 £ w0 = Tima (months) Time (menths)
- EC-T e By (20 585 a22 B a Mo at risk: No. 2t risk:
FRECRTR. e - . G e o " o — ECHIH T w2 i 122 07 41 z — ECH-TH 170 155 = 12,0 m =3 2
Rman ECLTL 1M1 %60 5 3 n3 5 B ECLTL 1M 120 e 136 18 = 5

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
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o ] o ] o ] 100%
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90% = "
A MO—!—!—HHM
AR NN EN o
o T0%
= E & s + Censored
= w =
A A& A& A& & & |
§ e HR PMCb to PM = 0.56, 95% CI (0.34, 0.93), p=0.0244
t
EEEENEENNENNEENEEE -
2
e T e £ o | o2
AEENEEEENNNNENEEN N -
0%
Bl Carboplatin Bl Bevacizumab (TNBC) 0 12 24 36 48 60
B Non-pegylated liposomal doxorubicin | lll Lapatinib (HER2 positive)
Il Paclitaxel 4 Trastuzumab (HER2 positive) —PM 157 141 119 88 60 5
- - PMCb 158 149 135 99 65 6
DFS, months
60%

50%
40%
30%
20%
10%

0%

PM PMCb

Von Minckwitz et al Lancet Oncol 2014; Loibl S et al. Annals Oncol 2019
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N=1200 I I I I
* X
> 5 Arm A e
= If HER2 positive:
0w <
o? . O O O H B B - Trastuzumab
O o5 -
— [} N .
;s é 12 weeks >I 12 weeks ) > ![f_aHn?O?(?fZ';'ve'
[OI] U:') )
=5 Aro_m_atase
SE ||||||||||||| ill
Qo Arm B
acc.to AGO
. . . Guidelines
*Centrally confirmed: 2
B %th;ypes HER 2/ HR Core blopsy Core biopsy
- SPARC optional optional
If HER2 positive:
: ggcﬁl}ite}r)](qezl I ria2b5—PacIita>2<eI I Epirubicin 90 mg/m?2 ggisé)u%gm)%b)e%r&g/g%}%%glng
Corebiopsy I yeekly weekwg/m Cyclophosphamide 600 mg/m. Pertuzumab (absolute dose per
application) 840 mg (loading

dose) followed by 420 mg




GeparSEPTO DFS und OS Ergebnisse

iDFS (%)

= Nab-Paclitaxel: A New Standard of Care in
“Neoadjuvant Therapy of High-Risk Early

+ Censored

Log rank P=.075
HR nP-EC to P-EC, 0.66; 95% Cl, 0.42 to1.05; P = .077
P-EC, 43 of 137 events

nP-EC, 32 of 139 events A pCR 22 %
OR 2.61

No at risk:
— P-EC 600
— = nP-EC 606

o
o
— Breast Cancer?
L ]
Masey Ross, MD, M5® and Charles E. Geyer Jr, MD, FACP*
Overall B
S '""'-\_m
+ Censored ;:? 60
Log rank P=.002 ;;; 50 4
HR nP-EC to P-EC, 0.66; 95% Cl, 0.51 to 0.86; P = .002 E
P-EC, 143 of 600 evants = 404
nP-EC, 100 of 606 events A pCR 9 % 30
OR 1.53 1
10
T T T T T T 0
12 24 36 48 60 712 0
Time (months)
No at risk:
565 507 453 295 18 0 — P-EC 137
574 530 497 315 21 0 = = nP-EC 139

12 24 36 48 60
Time (months)

124 106 95 61 3
134 120 109 73 8
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C HER2—negative/hormane receptor—positive

§ + Censored
v 504 Log rank P=.030
E 40 HR nP-EC to P-EC, 0.67; 95% CI, 0.47 to 0.96; P=.031
'_ T P-EC, 73 of 266 events
30 4 nP-EC, 50 of 268 events (v
ApCR4 %
20 4

10- OR 1.40

0 T i T T T
0 12 24 36 48 80 72
Time (months)
Mo at risk:
— P-EC 266 253 225 198 131 15 0
== = NP-EC 268 247 230 214 133 1 0

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

THBC untll amendment
Stratum: i b . .
TiLs | 2Weeks 12 Weeks [ sweeks
low-intermediate-high 4 4
Arm A, 1 o l I I
/ :
o
HE g
N=174 R 111 £ z
\ 2 <
W ®
-] 2
8 =
I
8
Samples® Samples** Samples** Samples**
R II--"‘-"""al""""ab Nab-Paclitaxel Epirubicin +
Cyclophosphamid
Randomisation Placebo *Tissue: FFPE, fresh frozen; Liquid  **Tissue: FFPE, fresh frozen;

biopsies: full blood, Plasma, Serum Liquid biopsies: Plasma, Serum

Loibl et al. Ann Oncol 2019

80%

70%

60%

50%

40%

30%

20%

10%

0%

Loibl 5, et al. Ann Oncol 2019 ** For stratification factor (TIL groups)

ANNALS
ONCOLOGY

Triple-negative breast cancer - clinical results and biomarker analysis of

GeparNuevo study

Primary endpoint: pCR — ypTO0, ypNO

P=0.287%*
Adjusted** OR 1.53
53.4%  [95%Cl 0.82-2.84]

p=0.182
44.2%
I OXFORD
Durvalumab Placebo

* Continuous corrected y* test




GeparNUEVO clinical results
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100% 91.7%
90%
80%
70% 78.4%

60%
50%
40%
30%4 * Censored

Placebo 20/86 events
20% - Durvalumab 7/88 events

10% - Stratified Logrank p=0.005
Stratified HR Durvalumab to Placebo: 0.31 (95% CI 0.13, 0.74; p=0.0078)

Distant Disease-Free Survival Rate (%)

0% T T T T T
0 12 24 36 48 60

Patients at risk: Time (months)
— Placebo 86 78 67 59 16 0
— Durvalumab 88 80 76 70 20 0

VD= ANNALS
f ONCOLOGY

drving inovetion in oncobogy

EDITORIAL

Neoadjuvant immunotherapy in triple-negative breast cancer: lesson ~ @®
learnt, remaining questions
In this issue of the Annals of Oncology, Loibl et al." report capecitabine and, in patients with germline BRCA1/2, ola-
the analysis of the secondary time-to-event endpoints of parib, ™ but there are no data comparing the efficacy of

the GeparNuevo trial. GeparNuevo is a small phase Il study these drugs with adjuvant pembrolizumab, and their com-
(n = 174) investigating the addition of the programmed binations have not been tested. In additicn, in the adjuvant

100.0
100% i

90% 4
80% o
70% 4
60% +

86.1%

DDFS by pCR

50% o
+ Censored

40% 4 Placebo, non pCR 14/48 events
30% 4 Durvalumab non pCR 6/40 events
Placebo, pCR 6/38 events

20% 4 Durvalumab, pCR 0/47 events
Logrank p= 0.0012

Distant Disease-Free Survival Rate (%)

10% 4

D% T L] Ll L L}
1] 12 24 36 48 60

Patients at risk: Time (months)
— Placebo, non pCR 48 42 34 28 8 0
— Durvalumab non pCR 40 36 32 30 5 0
— Placebo, pCR 38 36 33 3 8 0
Durvalumab, pCR 47 44 44 40 15 o

Loibl S et al. Annals Oncol 2019 and Annals Oncol 2022; Bianchini G et al.Annals Oncol 2022
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MNumber atrisk

Hormone-receptor-positive,
HER2-negative

Hormone-receptor-positive,
HER2-negative, grade 1/2

Hormone-receptor-positive,
HER2-negative, grade 3

1007 ] ] 2.-3. Marz 2023
— GBG Jahrestreffen utl
# B0+ - —
2
= 60 - -
Z
=
= 204 — —
HR 0-49 (95% C1 0-33-0-71) HR 0-63 (95% Cl 0-38-1-04) HR 0-27 (95% Cl 0-14-0-50) PCR
0
ST F 3 4 % & 7§ 5 T 1% 3 3% &7 F 5 %135 3iE 7 %3 No pCR
Number at risk
pCR 270 244 224 184 113 69 21 6 2 2 148 134 123 102 55 33 10 5 2 2 102 92 83 71 43 320 g 1 0
No pCR 2491 2226 1978 1616 1017 658 247 84 20 1838 1653 1493 1236 790 517 198 68 15 1 528 458 376 290 173 111 38 14 5
HER2-positive HER2-positive, hormone-receptor-positive HER2-positive, hormone-receptor-negative
100 — —
= 80 -
e
s 60— .
A
o
£ 404 -
5
5 204 —
HR 0-39 (95% C1 0-31-0-50) HR 0-58 (95% Cl 0-42-0-82) HR 0-25 (95% Cl 0-18-0-34)
o]
o 1 2 3 4 5 &6 7 8 § 6 1 2 3 41 5 6 7 88 9 o 1 2 3 4 5 6 7 & 9
Number at risk Time since randomisation (years) Time since randomisation (years)
pCR 586 527 454 371 212 120 37 4 2 1 247 224 194 157 91 50 17 2 2 1 325 293 250 205 115 65 19 2
No pCR 1403 1157 918 713 436 269 106 33 3 1 839 723 617 484 306 198 79 24 3 1 10 392 269 200 111 59 22 6

Triple negative
100

a0
60

40

Event-free survival (%)

20

HR 0-24 (95% C1 0-18-0-33)

0 T T T T T
0 1 2 3 4 5

pCR 2B9 349 310 250 166 88
NopCR 768 604 429 317 198 125

Cortazar P, et al. Lancet 2014

T
6

29
50

T
7

Time since randomisation {years)

11
13

o

o

Event-free survival

Overall survival

100— 100—
N 80?&

7 -
= =®
£ o = 60
E =
¢ E
- =
I 40 5 40
E 8
= 50 —— ypTOYPND (n=1554); HR 0-44 (95% C1 0-35-0-51) 20| —— ypTOypNO (n=1554); HR 0-36 (95% Cl 0-30-0-44)

—— ypT0/is ypNO (n=2131); HR 0-48 (95% C1 0-43-0-54) —— ypT0/isypNO (n=2131); HR 0-36 (95% Cl 0-31-0-42)

—— ypT0fis (n=2598); HR 0-60 (95% Cl 0-55-0-66) —— ypT0/is (n=2598); HR 0-51 (95% Cl 0-45-0-58)

o] ]
o ‘5 1|O 1|5 2|0 0 5I 1|0 1|5 I

Time since randomisation (years)

Time since randomisation (years)

20
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R
A
Stratification factors N
> Center D Observation
» Hormone receptor status (<10 orz | O
10 % ER or PgR) Mi
» Age (<50 / 250 years) z
» Time since surgery A -
(within 3 months, 1 year, 2 years, | TI ZEC: Leyt::vzgsa::: t:'e :21% :’:;es (vear 0-0.5)
or 3 years) (o) + Every 3 months for 8 doses (year 0.5-2.5)
N = Every 6 months for 5 doses (year 2.5- 5.0)
Product-Limit Survival Estimates
With Number of Subjects at Risk
1.0 I Censored
ank p~0.7885
08+
E 0.6 i
= . Lty
£ HR=0.960 (ZA to observation)
g 0.4 95% C1 0.709 - 1.30
@ P=0.7885
0.2
0104
1 350 298 265 233 188 a3 a7 17 El
2 343 290 265 235 197 75 29 12 o
0 12 24 36 48 60 72 84 %6
DFS
| Arm 1 Observation — — — 2 Zol acid |

Von Minckwitz G ... Loibl S. Eur J Cancer 2016
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iDFS (%)

No. at risk

m— Placebo
——— Palbociclib

100

90 4

80

70 H

60

50 A

40 -

30 4

20 A

10 4

2 years BB.3%

3 years 81.2%
4 years 73.0%

2 years 84.0%

3years 77.7%
4 years 72.4%

+ Censored
Placebo 156 of 619 iDFS events
Palbociclib 152 of 631 iDFS events

Stratified log-rank (CHW') P=.525
HR: Palbociclib to Placebo 0.93, 95% RCI (CHW) (0.74, 1.17)

619
831

I I T 1

12 24 36 48 60 72
Time (months)

553 497 349 181 24

571 528 389 169 38 0

Median Follow-Up
42.8 Months

Loibl S et al. J Clin Oncol 2021



KATHERINE Study Design . .
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= cT1-4/N0O-3/MO0 at presentation (cT1a-b/NO excluded)
= Centrally confirmed HER2-positive breast cancer

T-DM1
= Neoadjuvant therapy must have consisted of 3.6 mg/kg IV Q3W
— Minimum of 6 cycles of chemotherapy 14 cycles

e Minimum of 9 weeks of taxane
» Anthracyclines and alkylating agents allowed

» All chemotherapy prior to surgery N=1456 ek
o 6 mg/kg IV Q3W
— Minimum of 9 weeks of trastuzumab 14 cycles
» Second HER2-targeted agent allowed
= Residual invasive tumor in breast or axillary nodes Radiation and endocrine therapy
» Randomization within 12 weeks of surgery per protocol and local guidelines

Stratification factors:
= Clinical presentation: Inoperable (stage cT4 or cN2-3) vs operable (stages cT1-3NO-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

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



Invasive Disease-Free Survival
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100~
S
8 -
g 80-
I
=
>
(7'; 60- Trastuzumab
) m— T-DM1
(D)
L Trastuzumab T-DM1
% 40- (n=743)  (n=743)
3 IDFS Events, no. (%)165 (22.2) 91 (12.2)
a)
c|>) Unstratified HR=0.50 (95% CI, 0.39-0.64)
g v P<0.0001
2 3-year IDFS 77.0%  88.3%
O_ 1 1 1 1 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60
No. at Risk Time (months)
Trastuzumab 743 676 635 594 555 501 342 220 119 38 4
T-DM1 743 707 681 658 633 561 409 255 142 44 4

von Minckwitz G et al. New Engl J Med 2018
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INTERGROUP BREAST

=5 1 Insema — Recruitment on 01.05.2019
= rando 1 = 5505 / rando 2 =517

3 |=smm accrual no. rando 1
5500 3— mmmmaccrual no. rando 2 S

3 activated sites <
——planned no. rando 1 ) "'
=== p|lanned no. rando 2




BCP - Recruitment on 01.02.2023

BEE ne 1 = 3456 (119)

GBG
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2500
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1500

1000

500

0

Germany n = 3081 (total) n =702 (pregnant)  n=2379 (not pregnant)
Foreign countries n = 375 (total) n =333 (pregnant) n=42(not pregnant)

Breast Carcinoma

L . + . . .
Treatment O'f breast cancer durl ng pregnancy: 3 k International Recommendations from an Expert Meeting

an observational study

Sibylle Loibl, mo.
— Gunter von Minckwitz, mo."?

Sibylle Loibl, Sileny N Han, Gunter von Minckwitz, Marijke Bontenbal, Alistair Ring, Jerzy Giermek, Tanja Fehm, Kristel Van Calsteren, Karin Guyn, wo?

Sabine CLinn, Bettina Schiehe, Mina Mhallem Gziri, Pieter | Westenend, Volkmar Mller, Liesheth Heyns, Brigitte Rack, Ben Van Calster, Paul Ellis, mo.* .
Nadia Harbeck, Miriam Lenhard, Michael | Halaska, Manfred Kaufmann, Valentina Nekijudova, Frederic Amant ::,T,,:‘: :l?,':::,z:;,:;;er_ wo®
Clinical Review & Education “.D.7
er, mo.?
Review jault, .o, mea®
. - i a
Breast Cancer Diagnosed During Pregnancy ti:]-"-m 0
VOLUME 31 - mUMBER 20 - ULy 10 2013 Adapting Recent Advances in Breast Cancer Care wol

jann, mp.'

JOURNAL OF CLINICAL ONCOLOGY - for Pregnant Patients

Sibylle Loibl, MO, PhD; André schmidt, PhD: Oreste Gentilini, MD; Bella Kaufman, MD:; Christine Kuhl, MD:
Carsten Denkert, MD; Guntar von Minckwitz, MD; Anastasia Parokonniaya, MD; Hanne Stenshelm, MD, PhD;
Christoph Thomssen, MD; Kristel van Calsteran, MD, FAD: Fhillp Poortmans, MD, PhiD; Paul Berveller, MD;
Udo Markert, MD; Fraderic Amant, MD, PhD

Prognosis of Women With Primary Breast Cancer
Diagnosed During Pregnancy: Results From an

— International Collaborative Study
Frédéric Amant, Gunter von Minckwitz, Sileny N. Han, Marijke Bontenbal, Alistair E. Ring, Jerzy Giermek,
Hans Wildiers, Tanja Fehm, Sabine C. Linn, Bettina Schlehe, Patrick Neven, Pieter J. Westenend,

Volkmar Miiller, Kristel Van Calsteren, Brigitte Rack, Valentina Nekljudova, Nadia Harbeck, Michael Unich,
Petronella O. Witteveen, Kathrin Schwedler, Christoph Thomssen, Ben Van Calster, and Sibylle Loibl
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BACKGROUND. Breast carcinoma duri
sltuation, as it appears to put the healt
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METHODS. An intemational expert mec
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Research

Male

JAMA Oncology | Original Investigation

Efficacy of Endocrine Therapy for the Treatment of Breast Cancer in Men

Results from the MALE Phase 2 Randomized Clinical Trial

Mattea Reinisch, MD; Sabine Seiler, MD; Tanja Hauzenberger, MD; Axel Kamischke, MD, PhD; Sabine Schmatloch, MD;

J AM A 0 n c 0 I 0 Hans-Joachim Strittmatter, MD, PhD; Dirk-Michael Zahm, MD; Christian Thode, MD; Jenny Furlanetto, MD; Dominika Strik, MD; Volker Mébus, MD, PhD;
g y Toralf Reimer, MD, PhD; Bruno Valentin Sinn, MD; Elmar Stickeler, MD, PhD; Frederik Marmé, MD, PhD; Wolfgang Janni, MD, PhD;

Marcus Schmidt, MD, PhD; Christian Rudlowski, MD, PhD; Michael Untch, MD, PhD; Valentina Nekljudova, PhD; Sibylle Loibl, MD, PhD

RCT Efficacy of Endocrine Therapy for the Treatment of Breast Cancer in Men

POPULATION INTERVENTION FINDINGS

56 Men 50 Men randomized and analyzed for primary outcome Estradiol keviels significantly decreased in men receiving
either tamooifen « GnAHa or exemestane + GnRHa but

o significantly increased in men receiving tamoxifen alone
+ Y -
| W omeiee [ 1 |

2

=
E N :
£ 404 -
Men with hormone receplor-positive 17 Tamoxifen alone: 15 Tamoxifen + GnRHa: Oral tamaoxifen 20 mg daily B . o
breast cancer Oral tamoxifen 20 mg daily  and subcutaneous gonadotropin-releasing hormane i . 1 .
Median age. 61.5y analogue (GnRHa) every 3 mo 201 . !
(range37-83y) 18 Exemestane + GnRHa: | N
Oral exermestang 25 mg daily and subcutaneous GnRHa 04 - - <
at baseline and after 3 ma Tamaxifen Tamoxifen + GnRia  Exemestane + GnRHa
SETTINGS [ LOCATIONS
24 Breast units or PRIMARY OUTCOME % Change in median estradiol level, baseline to 3 mo
I o I Germany The prirmary cutcome was the change of estradiol levels after 3 months of therapy Tamoxifen alone: 67% increase (+17.0 ng/L)
[narrmal range of estradiol wars betwasen 27-52 ng/L, the threshold of detection was Tamoxifen + GnRHa: 5% decrease (-23.0 ng/L)
bebow 5 ng/L) Exemestane + GnRHa: 72% decrease (-18.5 ng/L)
Reinisch M, Seiler 5, Hauzenberger T, et al. Eficacy of endacrine therapy for the treastment of brexst cances in meén: réesults from the MALE phase 2 randomized clinscal trial, SAAMA Oncol,

Published online Febauary 4, 2021 doi: 01001 jamacncol 2020, 7442
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TNBC definition and outcome
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GBG neoadjuvant study cohort! Munich Cancer Registry cohort?
1,0
oA m Pathological complete response (ypTO ypNO) 507 A: TTM HER2- (n=33366)
08 40% p=0.140 457 HR<1% 13364 10 1%  Gray's test p-0-8895
S  E— ] P
% 0,7 " 35% 407 HR 1-9% n=553 1.79  Gray's test p<0-0001
2 = p<0.001 35,50% 3 351 HRZ10% n=29449 88-3%
g £e8 S 30% 1 5
S os 2 50
z . S 2504 27,70% 2
2 o 5 5]
£ i Patients Events ('QJ_ 20% _E
= 5 20
s .
& 0,3 HR strong positive (>10%) 1769 320 ]Logﬁnk p=0.003 15% 18,60% 3
g === HR low positive (1-9%) 94 26 (4 15
052 | o HR niegative (<1%) 902 248 ] Log-rank p=0.774 10%
0 10
0,1 | Log-rank p<0.001 9,40%
5% 5
00
o 12 24 36 a8 60 72 84 96 108 120 0% 0 ; . . . .
Patients at risk Time from randomisation (months) HR strong +ve  HR low +ve HR -ve 0 3 6 9 12 15 years
(210%) (1-9%) (<1%) Patients at risk (censored)
HR strong positive 1769 1634 1479 1339 1108 740 392 275 97 12 HR <1% 3354(0) 2064 (600) ]305(1173) 744(1666) 297 (2081) 32 (2340)
T TR b R, DR M@ m e e e Ceon  deom) e o
oW positive 2 ypiByp HR >10% 29449 (0)  21556(5701) 14338(11112) 8214 (16046) 3244 (2042)  327(23176)

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.

ith_ low

NBCs also include urs w
145150170

L V'”%’é’@ér@ RIERD ﬁ@g L

ressions and tumours
nn Oncol. 2021;

R and PR ex
hrodlS et al.
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HER2-low

Clinical and molecular characteristics of HER2-low-positive >®
breast cancer: pooled analysis of individual patient data
from four prospective, neoadjuvant clinical trials

Carsten Denkert, Fenja Seither, Andreas Schneeweiss, Theresa Link, Jens-Uwe Blohmer, Marianne Just, Pauline Wimberger, Almut h Forberger,
HansTesch, Christian fackisch, Sabine Schmatloch, Mattea Reinisch, Erich F Solomayer, Wolfgang D Schmitt, Claus Hanusch,

Peter A Fasching, Kristina Liibbe, Christine Solbach, Jens Huaber, Kerstin Rhiem, Frederik Marmé, Toralf Reimer, Marcus Schmid,

BrunoV Sinn, Wolfgang Janni, Elmar Stickeler, Laura Michel, Oliver Stdtzer, Eric Hahnen, Jenny Furlanetto, Sabine Seiler,

Valentina Nekljudova, Michael Untch, Sibylle Loibl

4
%"Ongmpw_m,aw:ww“’ - A B
Figure 1: Modified classification of breast cancer based on a combination of 1005 _‘%
n ceptor exp and HER2 exp
A _. By B
[ HERZ-zero (] HERZ-low- positive ES
yRTOfisypMND ypTOypNO TE“ z
60, I n=0-:r1I I ' T 6 i
- = p=051 @ Z
1 I
% 50 p=00002 43.0% STL¢  pcoooo a4g% 456% ‘E 40+ =
T 4o 390% 4 4
P p=0024 356% 0014 o &
= 304 - 51— 8 5] — HER2:-zero: 209 eventsin 856 patients | HER2-zer0: 126 events in 856 patients
Tgu 204 17.5% 158% —— HER2-low-pasitive: 168 events in 838 patients HERZ-low-positive: B7 events in 838 patients
£ H I H B7% p (log-rank stratified by study}=0.0084 1 (log- rank stratified by study)=0-0016
I [
i,
L o - - - - - ] 1|2 2‘4 EIE 4'8 dﬂ 1] '.I!Z 2|4 3|5 4!3 6‘0
“ o H gl Minnieratzek
positive negative positive negative {number censorad)
n@pCR) 473 321 105 123 368 198 422 7 88 96 344 180 “ERZ'_I‘_!'” 856(0) 741(68) 625(93) 469(205) 232(407) 15(632) E56(0) 775(69) 656(%8) 519(2331) 283(445) 1B[1)
n{pCR) 1212 1098 445 703 767 395 1213 1098 445 703 767 385 HERZ-low-positive B38(0)  749(57) 675(87) 534(179) 309(F2) 24(647)  B38(0) 7T69(5) 710(89) S584(191) 3533(404) T ()

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

Blohmer, Denkert, Fasching, Hanusch, Ataseven, Blohmer, Denkert, Gerber,
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