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= An 16 Beitragen direkt und indirekt beteiligt p—g
1 eigenen Vortrag (INSEMA Qol) M s Y

= 1 Workshop: From Study Design to Scientific utcomes (PROs) for the intergroup sentinel
. MA, GBG75, ABCSG43): Persistent impact of
Presentatlon gery on arm and breast symptoms

in early breast cancer

1 Debate was it all OFS
4 Vortrage direkt beteiligt (OlympiA QoL, TEXT
and SOFT trials Update; EBCTCG; PALLAS)

3 Poster Diskussionen (Penelope-B, G3-MDM2,
PALLAS)

6 Poster (SASCIA, BCP, Penelope-B, DESTINY-
Breast05 [TruDy], PALLAS)
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utcomes (PROs) for the intergroup sentinel
MA, GBG75, ABCS5G43): Persistent impact of
gery on arm and breast symptoms

in early breast cancer
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1 Peer reviewed H Reviews (5) Oral presentation or 1 Poster Total

publications (35) poster disscusion (19) presentation (18)
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Penelope-B

OlympiA

PALLAS

HER2-low-positive

AURORA

KATHERINE

GeparSixto

BrighTNess

GeparNuevo

GAIN-2

~ GeparOcto survival

Publikationen (Ein Ausschnitt)

Palbociclib for Residual High-Risk Invasive HR-Positive and HER2-Negative Early Breast Cancer-The Penelope-B Trial
Adjuvant Olaparib for Patients with BRCA1- or BRCA2-Mutated Breast Cancer

Palbociclib with adjuvant endocrine therapy in early breast cancer (PALLAS): interim analysis of a multicentre, open-
label, randomised, phase 3 study

B  Gesamtimpaktfaktor 1048

Adjuvant T-DM1 versus Trastuzumab in Patients with Residual Invasive Disease after Neoadjuvant Therapy for HER2-
Positive Breast Cancer: Subgroup Analyses from KATHERINE

Genomic a

Internation

Association of RAD51 with homologous recombination deficiency (HRD) and clinical outcomes in untreated triple-
negative breast cancer (TNBC): analysis of the GeparSixto randomized clinical trial.

Association of Immunophenotype With Pathologic Complete Response to Neoadjuvant Chemotherapy for Triple-
Negative Breast Cancer: A Secondary Analysis of the BrighTNess Phase 3 Randomized Clinical Trial

Immune-related gene expression predicts response to neoadjuvant chemotherapy but not additional benefit from
PD-L1 inhibition in women with early triple-negative breast cancer

Phase Il randomised trial comparing intense dose-dense chemotherapy to tailored dose-dense chemotherapy in
high-risk early breast cancer (GAIN-2)

Survival analysis of the randomised phase Il GeparOcto trial comparing neoadjuvant chemotherapy of intense dose-
dense epirubicin, paclitaxel, cyclophosphamide versus weekly paclitaxel, liposomal doxorubicin (plus carboplatin in
triple-negative breast cancer) for patients with high-risk early breast cancer

J Clin Oncol
N Engl J Med

Lancet Oncol

Lancet Oncol

Cancer Discov

Ann Oncol

Ann Oncol

JAMA Oncol

Clin Cancer Res

Eur J Cancer

Eur J Cancer

44.54
91.25

41.32

41.32

39.40

32.98

32.98

31.78

12.53

9.16

9.16
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PenelopeB VA
DESIREE \4 \4
OlympiA v v
Brightness v
GeparNuevo v
INSEMA v
BMBC v
BCP \4
PALLAS v v
AURORA \4
TEXT and SOFT \4
APHINITY v
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iDFS, DDFS and OS Bet T A
BREAST I ’ an etween Ireatment Arms
GROUP
IDFS DDFS 0S
1 1 3yr 91.7% 4 3yr 95.2%
§100% 3yr 85.6% ;\3100% V' (] 100%
© 90% T 90% 90%1
g soul & 80% . 80% 1
E E £ 709
S 0% . g 0% 3yr 78.4% @ 3yr 83.5%
3 0% 3yr 77.2% 3 60% & 60%4
8 s0%1 8 s0% < s0%
u - 2
O 40%+ O 40% 3 40% 4
8 39, | + censored 8 599, +Censored = 304, * Censored
2 Placebo 22/86 events a Placebo 20/86 events 5 Placebo 15/86 events
o 20%{ Durvalumab 12/88 events _ 20% Durvalumab 7/88 events & 20%- Durvalumab 4/88 events
= 10% Stratified Logrank p=0.0356 S 10% Stratified Logrank p=0.005 10% Stratified Logrank p=0.0056
g a Stratified HR* Durvalumab to Placebo = 0.31 (95%Cl 0.13, 0.74), p=0.0078 Stratified HR* Durvalumab to Placebo = 0.24 (95%Cl 0.08, 0.72), p=0.0108
= 0% T T T T 1 0% T T T T 1 0% T T T T 1
0 12 2 36 48 60 0 12 24 36 48 60 0 12 24 36 48 60
Patients at risk: Time (months) Time (months) Time (months)
— Placebo 86 78 65 58 16 0 86 78 67 59 16 0 86 80 72 63 16 0
= Durvalumab 88 80 73 66 18 0 88 80 76 70 20 0 a8 81 79 7 20 0

* Stratified by sTILs

PRESENTED BY: SIBYLLE LOIBL, MD #ASCO21 | Content of this presentation is property of the author, licensed by ASCO. PRESENTED AT: 2021 ASCO .’ AG O'B

Permission required for reuse

ANNUAL MEETING

BREAST STUDY GROUP
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JAMA Oncology

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

POPULATION INTERVENTION

56 Men 50 Men randomized and analyzed for primary outcome

tING

"

FINDINGS

Estradiol kevels significantly decreased in men receiving
either tamaifen + GnAHa or exemestane + GnRHa but
significantly increased in men receiving tamoxifen alone

.H.nll&m Dlﬂ'll

g

o

=
g . .
T 40 It 5
Men with hormane recepiod-positive 17 Tamoxifen alone: 15 Tamoxifen + GRRHa: Oral tamaxifien 20 mg dally B . o
breast cancer Oral tamaxifen 20 mg dailly  and subcutaneous gonadotropin-releasing hormane & l ! .
Median age, 61.5y analoguet (GnRtHa) eviry 3 ma 1 - . !
(range37-83y) 18 Exemestane + GnRHa: | =
Oral exermastane 25 mg daily and subutaneous GnRHa 1 . - .
at baseline and after 3mao Tamaxifen Tamaxifen+ GnRHY  Exemestang + GrRHa
SETTINGS / LOCATIONS
24 Breast units or PRIMARY OUTCOME % Change in median estradiol level, baseline to 3mo
I ] I Germany Thie primary cutcome was the change of estradiol levels after 3 months of therapy Tamoxifenalone: 67% increase (+17.0 ng/L)
tnorral range of estradiol was betwsen 2752 ng/L, the threshold of detection was Tamoxifen + GRRHa: B35 decrease (-23.0ng/L)
belaw 5 ng/L} Exemestane + GnRHa: 72% decrease (18,5 ng/L)
Reinch M, Seiler 5, Hauzenberger T, et al, Efficacy of endocring therapy for the treatment of Brepst cances in men: results froem the MALE phase 2 randomized clindcal trial, SAAA Dol

Published online February 4, 2020 doi: 0100 jamaoncol 2020 7442

Reinisch M, et al. JAMA Oncol 2021
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e ] Penelope

iDFS (%)
B

2 ynars 88.3%
3 yenrs 81.2%

2 years 84.0%

3 years T7.7%

4 years 72.4%

+ Censored
Placeto 166 of 619 iDFS events
Palbociclit 152 of 631 iDFS events

Stratified log-rank {CHW"} P = 525
HR: Palbaciclib to Placebo 0.93, 95% ACI(CHW) (0,74, 1.17)

4years 73.0%

Mo, at risk
—— Placebo 618
—— Palbociclit €31

12 24 36 48
Time (months)

553 aa7 349 16

LTal 528 389 168

72

Mo. of
Subgroup Patients
COverall 1,260
ypN
ypM 0-1 820
ypN 23 630
Age years
=50 701
=50 549
Ki-87
=15% 931
> 15% 318
FRisk status
CPS-EG score 2 and yph+ 508
CPS-EG score = 3 742
Ge(ﬁ;rauhical region
an-Asian 1,185
Asian 95
CPS-EG Score
Score 1/2 497
Score 3 561
Score 4/5 182

First endocrine therapy
Tamoxifen with or without ovarian suppression 622
Al with or without ovarian suppression 528
Duration of chemotherapy

Shorter iz 20 weeks) 584

T Longer (= 20 weeks) 656
ypa of surgery

Breast conserving 432

Mastectomy 818
Overall response to NACT

CR or PR 1,080

5D orPD 200

HR
(95% CI)

0.83110.744 10 1.76)

0.974 {0.896 1o 1.36)

0,891 {0.660 to 1.20)

0.855 10.709 to 1.29)

— 0.899 {0.841 to 1.26)

—_— 0.873 10.654 10 1.16)
—_—l 1.020 (0.718 1o 1.46)

_ 0.798 {0.534 to 1.19)
0.596 10.760 to 1.30)

0.943 10.749 10 1.19)

0.836 (0.339 10 2.06)

e 0.810 10.539 10 1.22)
—_— 0.958 {0.697 to 1.31)
—_—t 1.0B0 (0.648 to 1.79)
3 R— 0.942 {0.698 10 1.27)
—_—l— 0.527 10.661 10 1.30)
—e 0.867 10.62110 1.21)
0.582 {0.726 10 1.33)

0.893 (.580 to 1.37}

0,956 (.736 to 1.24}

—1— 0.876 (.683 10 1.12}
1.160 (682 1o 1.98)

T T T
0.3 0.5 0.8

-

Longer iDFS With Palbociclib

Longer iDFS With Placebo

P

.53z

BED

451

764
530

355
B85

272
576

619
687

) )]
ar2

698
659

401
904

605

738

.287
579

Test for
Interaction

0.714

0.795

0.504

0.389

0.833

0.674

0.924

0.596

0.716

0.346

Loibl S, et al. J Clin Oncol 2021




GBG

GERMAN
BREAST
GROUP

Y HER2-low

> ®

Clinical and molecular characteristics of HER2-low-positive

CrossMark
; breast cancer: pooled analysis of individual patient data
g o2 verapresing . . . . .
§ from four prospective, neoadjuvant clinical trials
T
Carsten Denkert, Fenja Seither, Andreas Schneeweiss, Theresa Link, Jens-Uwe Blohmer, Marianne just, Pauline Wimberger, Almut h Forberger,
HansTesch, Christian jackisch, Sabine Schmatlach, Mattea Reinisch, Erich F Solomayer, Wolfgang D Schmitt, Claus Hanusch,
Peter A Fasching, Kristina Libbe, 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
A
a%n"\raplnr-ugsiwﬂ\“‘guﬁ A B
Figure 1: Modified classification of breast cancer based on a combination of 100+ _\E
h ceptor exp and HER2 exp
[ HERZ-zero [ HERZ-low-positive #
ypT/isypNO ypTOypNO :NF JEI-Q.
T 1 T 1 2 =
o =021 z 6 2]
z — p=051 E E
1
% = o peoo00t 44g% 456% £ FLs 5
E o] 200% ! o
- p=0-024 356% 2 &
=z 292% — p=0-014 o
g M 116% 251% — g8 g — HER-zero: 209 eventsin 856 patients HERZ-zero: 126 events in 856 patients
g 20 7-5% 158% —— HER2-low-positive: 169 events in 88 patients HER2-low- positive: 87 events in 838 patients
2, I H iy p (log-rank stratified by study}=0-0084 p (log-rank stratified by study)=0-0016
FEEC
E I 0 T T T T T T T T 1
0 . . . . . 0 2 i 26 4 60 0 0 4 ) 4 60
AT e Dot A e T e Numberat s
positive negative positive negative (number censored)
nCR) 473 31 105 173 68 198 o e 88 06 344 180 HERZ-zero B56(0)  741(6B) 625(93) 469(205) 252(402) 15(632) 836(0) 775(69) 696(98) S519(133) 288(446) 18(713)
n{pCR) 1212 1098 445 703 767 395 1212 1098 445 703 767 385 HERZ-low-positive 838 (0) 749057y 67S(HT)  S34(7%) 09(F2 24 (647) B3B(0)  7e9(57) T710¢39) 5B4(191) 353404 T (FS)

Denkert C, et al. Loibl S; Lancet Oncol 2021
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European Journal of Cancer 152 (2021) 193203

Available online at www.sciencedirect.com

ScienceDirect

.,_f.'\'_- ER journal homepage: www.ejcancer.com

Original Research

Chemotherapy-induced ovarian failure in young women  ®
with early breast cancer: Prospective analysis of four e

randomised neoadjuvant/adjuvant breast cancer trials

3335585833388

B
=\‘“-‘I\‘ \ dyears DFS B4.6%
iy
-

A

d-yemrs DFS E7.5%

Jenny Furlanetto “*GBG Forqchung, Frederik Marmé °, Sabine Seiler
Christian Thode ©, Mlchdcl Untch ¢ Sdbme Schmatloch °,

Andreas Schneewelw Martina Baqqy Peter A. Fa%chmg s + Censored meom I Cantoned KR T i
Dominika Strik " Elmdr Stickeler ', Christian Schem’, Thomas Karn * Logrank p=0.0008 Ayenrs 65 BL0% Logrank p=0.0002 dyeam DS ELEN
Eva-Maria Grmchke , Carsten Den.kert ™ Marion van Mdckelenbergh] R no CHOF to CIOF = 2.09, 98% €1{1.47, 3.1%) HR re CIOF to CIGF = 2,69, 05% C1 (157, 4.80]
Volkmar Miiller “, Valentina Nekljudova “, Sibylle Loibl * CIOF 34573 avents CIOF 457320 avents

e CIOF 2E/96 evens nao CIOF 19/59 events

Overall HR-positive

Proportion disease-free ~
g §FFFEFFIFF 3

c.)? 1] F4 k) 36 L] L] T "] o 12 4 36 48 B0 Tz
—CIOF 73 a5d s 43 0 L 3 ] — CIOF 30 nz =88 258 168 22 1
na CIOF 96 £ & &2 Ll L} ] ] m CIOF 83 & 50 40 ir 3 ]

F%’ T U N G DFS, months DFS, manths

Furlanetto et al. EJC 2021
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Post neoadjuvant

TruDy/Destiny-Breast05 September

Surgical

EUBREAST-01 Januar

. swdie | Wam
Neoadjuvant

GeparDouze Mai

Palliativ

AMICA Dezember
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= 2 Key Note Speaker
—Prof. Laurence Zitvogel — Paris- Microbiome
—Prof. Richard Grey — Oxford - EBCTCG

= 5 Sateliten Symposien

= Zahlreiche Vortrage zu den Studien

= Ubersichtsvortriage

= Kostenloste Teilnahme fiir ALLE
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= Neoadjuvant = Operativ
Blohmer, Denkert, Fasching, Hanusch, Ataseven, Blohmer, Denkert, Gerber,
Huober, Jackisch, Link, Loibl, Reinisch Golatta, Hahn, Heil, Krug, Kiihn, Loibl

Rhiem, Schnee

= Adjuvant
Loibl, Marmé,
Stickeler, Reini
Schmidt, Sinn,

raFo)
ibl, Marmé,
n

= Palliativ
Decker, Denkert, Loibl, Liibbe, = AGO-B
Mundhenke, Miiller, Schmidt, Thill Fasching, Fehm, Jackisch, Janni, Kiihn,

Liick, Mobus, Miiller, Rack, Schmidt,
Schneeweiss, Stickeler, Thomssen,
Untch u.a.
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Laurence ZITVOGEL MD, PhD

Director, Clinicobiome at Gustave
Roussy Cancer Center (GRCC)
Research Director U1015 INSERM

Scientific Director, Center of clinical
investigations Biotheris, GRCC
Full Professor, PU-PH Faculté

Médecine, University Paris Saclay

Prof. L. Zitvogel. MD (Clinucal Oncology). PhD (Tumor Immunology). full
professor at the University Paris Saclav, graduated in Medical Oncology in
1992 Scientific career first at the University of Pittsburgh, US. Became
Research Director at Institut National de la Santé et Recherche Médicale
1015, and Scientific Director of the Climcobiome program at Gustave
Roussv, the largest cancer Center in Europe in 1998 Actively contributed to
the field of cancer immunology and immunotherapy. Pionner of the
concepts of immunogenic cell death and gut microbiota in cancer
immunosurveillance and therapies. Recipient of many awards: French

National Academy of Medicine, Translation Research INSERM Prize, the
ASCO-SITC, Brupbacher Awards 2017, ESMO Immuno-Oncology Award
2017, Baillet Latour Prize 2019 and the Griffuel Prize 2019.
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