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Heilung durch Innovation, Kempetenz und Partnerschaft it

GeparX - GBG 88

Investigating Denosumab as an add-on to neoadjuvant

chemotherapy in RANK/L-positive or RANK/L-negative

primary breast cancer and two different nab-paclitaxel
schedules in a 2x2 factorial design

Jens-Uwe Blohmer, Theresa Link, Sherko Kiimmel, Michael Untch, Marianne Just, Peter
A. Fasching, Andreas Schneeweiss, Pauline Wimberger, Oliver Stotzer, Jens Huober,
Marc Thill, Christian Jackisch, Kerstin Rhiem, Claus Hanusch, Carsten Denkert, Knut

Engels, Valentina Nekljudova, Sibylle Loibl

-This is a joint study by GBG and AGO-B-

This presentation is the intellectual property of the author/presenter. Contact them at publications@gbg.de for permission to reMIAG O-B
and/or distribute. BREAST STUDY GROUP
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Co-

Primary Objectives and Endpoint

GEPAR X GBG 88

G‘?OU

o

To compare the pCR (ypT0 ypNO) rate of:

* neoadjuvant treatment with or without denosumab in addition to
neoadjuvant chemotherapy

and

= of nab-Paclitaxel 125mg/m? weekly with nab-Paclitaxel 125mg/m?
day 1,8 q22

This presentation s the intellactual property of the author/presenter, Contact them at publications@gbg.de for permission to reprint and/or distribute BREAST YODY. QRO
U"



GBG San Antonio Breast Cancer Symposium®, December 10-14, 2019

GERMAN

soe M 2%2 Study Design

e il
—

8
N=780 , x
==d 12 wks nab-paclitaxel 125 mg/m? qlw EC 90/600 mg/m? q2w/q3w §
J
- farlyBc  2? 3
- Ticand , %
12 wks nab-paclitaxel 125 mg/m? d1,8 q22 EC 90/600 mg/m? q2w/q3w 5
high risk or y T
(T2-cTda-d B = =
YEHVWITIAN ALV TR 96 : m
J | —
s 12 wks nab-paclitaxel 125 mg/m? d1,8 q22 EC 90/600 mg/m? q2w/q3w J
Stratification factors:
* sTILs
o Subtype Treatment backbone:
HER2+: trastuzumab (ABP 980) + pertuzumab 3w
ol TNBC: carboplatin (AUC 2) q1w in additiont
* Denosumab (nab-paclitaxel randomization) + carboplatin { ) q1w in addition to taxane
NAGO-B

This presentation is the intellectual property of the author/presenter. Contact them at publications@gbg.de for petmission to reprint and/or distribute SREAST $1UDY. BAOGH
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San Antonio Breast Cancer Symposium®, December 10-14, 2019

Results pCR Rate (ypTO ypNO)

Denosumab Nab-Paclitaxel Regime
A pCR-1.8% 0% A pCR5.9%
p=0.582* p=0.062* (significance level a=0.1)
60%
0
POg I B
40% - '
G 30%
Q
20%
10%
. 0% -
With Without Nab-Paclitaxel ~ Nab-Paclitaxel
Denosumab Denosumab weekly d1,8 g22
N=390 N=390 N=390 N=390

+  p-value stratified test; stratified by sTiLs, Subtype, EC schedule and denosumab (only nab-paclitaxel regime)

W | | . NAGO-B
This presentation is the intellectual property of the author/presenter. Contact them at publications@gbg.de for permission to reprint and/or distribute SREAST $TUDY GAOUP
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2. M Chemotherapy Discontinuations

BREAST

GROUP

Completed all treatments 297 (78.2) 319(82.2) 283 (72.9) 333 (87 6)
[ e PP fER T e
Discontinued nab-paclitaxel 56 (14.7) 48 (12.4) 80 (20.6) 24 (6 3)
Local progression 5(1.3) 4(1.0) 1(0.3) 8(2.1)
Distant relapse/ secondary malignancy 1(0.3) 1(0.3) 1(0.3) 1(03)
Death 1(0.3) : - 1(0.3)
Adverseevent 42 (11.1) 40(10.3) [ 68(17.5) 14(3.7)
Patient's / Investigator's decision 7(1.8) 3(0.8) 10 (2.6) 0(0.0)
f—_———————— e e e ——_—— e N
Started EC 350 (92.1) 371(95.6) 359 (92.5) 362 (95.3)
Discontinued EC 24(6.3) 25 (6.4) 27(7.0) 22 (5.8)
Local progression 2(0.5) 1(03) - 3(0.8)
Distant relapse/ secondary malignancy - - - -
Death - - - -
Adverse event 14(3.7) 13(3.4) 21(5.4) 6(1.6)
Patient's / Investigator's decision 8(2.1) 11(2.9) 6(1.6) 13 (3.4)

-
This presentation is the intellectual property of the author/presenter. Contact them at publications@gbg.de for permission to réprint and/or distribute. g\ Aggﬂg
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GERMAN

o M Summary and Conclusion 3

" |n the GeparX study the addition of denosumab to NACT did not increase the pCR rate
in early BC (41% with denosumab vs 43% without denosumab; p=0.582)

* Nab-paclitaxel 125mg/m? weekly resulted in a significantly higher pCR rate than given
d1,8 922 (45% vs 39%; p=0.062)

» Nab-paclitaxel 125mg/m? weekly resulted in a higher rate of SAEs and a higher rate of
treatment discontinuations mainly due to adverse events compared to nab-paclitaxel
125mg/m?d1,8 q22

* In TNBC optimized NACT with nab-paclitaxel 125mg/m? weekly plus carboplatin
followed by EC achieves a pCR rate of at least 60%

* Further translational research (e.g. RANK expression) is ongoing

GO-
This presentation is the intellectual property of the author/presenter. Contact them at publications@gbg.de for permission to reprint and/or distribute. sEmAswov GRO&
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KEYNOTE-522: Phase 3 Study of Neoadjuvant
Pembrolizumab + Chemotherapy versus Placebo +
Chemotherapy, Followed by Adjuvant Pembrolizumab
versus Placebo for Early Triple-Negative Breast Cancer:
Pathologic Complete Response in Key Subgroups and by
Treatment Exposure and Residual Cancer Burden

Peter Schmid', Yeon Hee Park?, Marta Ferreira®, Marie-Ange Mouret-Reynier*, Seock-Ah Im5, Jin-Hee Ahn, Maria Gion’, Rina
Huié, Sally Baron-Hay®, Jean-Francois Boileau'®, Mei-Ching Liu'", Nadia Harbeck'?, Masato Takahashi'®, Theodoros Foukakis',
Peter A. Fasching'®, Fatima Cardoso'®, Jay Andersen'”, Michael Untch'®, Margarita Tokar'®, Florence Dalenc?, Michael Danso?",
Debra Patt??, Sherko Kiimmel?3, Carsten Denkert?4, Lajos Pusztai?®, Jonas Bergh'*, Heather McArthur?, Liyi Jia®”, Gursel Aktan?’,
Vassiliki Karantza®’, Rebecca Dent??, Javier Cortes®, Joyce O'Shaughnessy®

1. Barts Cancer Institute, Centre for Experimental Cancer Medicine, London, UK; 2. Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Republic of Korea; 3. Instituto
Portugués de Oncologia do Porto Francisco Gentil (IPO-Porto), Porto, Portugal; 4. Centre Jean-Perrin, Clermont-Ferrand, France; 5. Seoul National University Hospital, Cancer Research Institute,

Seoul National University College of Medicine, Seoul, Republic of Korea; 6. Asan Medical Center, University of Ulsan College of Medicine, Seoul, Republic of Korea; 7. Ramon y Cajal University Hospital,
Madrid, Spain; 8. Westmead Breast Cancer Institute, Westmead Hospital and the University of Sydney, Sydney, NSW, Australia; 9. Royal North Shore Hospital, Sydney, NSW, Australia; 10. McGill
University, Jewish General Hospital Segal Cancer Centre, Montréal, Québec, Canada; 11. Koo Foundation Sun Yat-Sen Cancer Center, Taipei, Taiwan, Republic of China; 12. Breast Center, University of
Munich (LMU), Munich, Germany; 13. Hokkaido Cancer Center, Sapporo, Japan; 14. Department of Oncology-Pathology, Karolinska Institutet and Breast Cancer Centre, Cancer theme, Karolinska
University Hospital, Solna, Sweden; 15. University Hospital Erlangen, Comprehensive Cancer Center Erlangen-EMN, Erlangen, Germany; 16. Breast Unit, Champalimaud Clinical Center/Champalimaud
Foundation, Lisbon, Portugal; 17. Compass Oncology, US Oncology, Portland, OR; 18. Breast Cancer Center, Helios Klinikum Berlin Buch, Berlin, Germany; 19. Soroka University Medical Center, Ben-
Gurion University of the Negev, Beer-Sheva, Israel; 20. Institut Claudius-Regaud, IUCT-oncopdle, Toulouse, France; 21. Virginia Oncology Associates, Norfolk, VA, USA; 22. Texas Oncology, Austin, TX,
USA,; 23. Kliniken Essen-Mitte, Essen, Germany; 24 Philipps-University Marburg and University Hospital Marburg (UKGM), Marburg, Germany; 25. Yale School of Medicine, Yale Cancer Center, New
Haven, CT, USA; 26. Cedars-Sinai Medical Center, Los Angeles, CA, USA; 27. Merck & Co., Inc., Kenilworth, NJ, USA; 28. National Cancer Center Singapore, Duke-NUS Medical School, Singapore;

29. |OB Institute of Oncology, Quiron Group; Vall d'Hebron Institute of Oncology (VHIO), Madrid & Barcelona, Spain; 30. Baylor University Medical Center, Texas Oncology, US Oncology, Dallas, TX, USA

This presentation is the intellectual property of Peter Schmid. Contact him at p.schmid@gmul. for permission to reprint and/or distribute.
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KEYNOTE-522 Study Design (NCT03036488)

G N@020jUVANE PhaSe ey g AjUVANT PhASE s

Neoadjuvant Treatment 1 Neoadjuvant Treatment 2 Adjuvant Treatment
(cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

Key Eligibility Criteria : ' Pembrolizumab 200 mg Q3W
* Age 218 years Pembrolizumab 200 mg Q3W
Stratification Factors:

* Newly diagnosed TNBC of
Placebo
* Nodal status (+ vs -)
)

* Tissue sample for PD-L1
assessment?

either T1¢c N1-2 or T2-4 NO-2
+ ECOG PS 0-1
* Tumor size (T1/T2 vs T3/T4
+ Carboplatin schedule (Q1W vs Q3W)

Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery (post treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as indicated (post treatment included)

aMust consist of at least 2 separate tumor cores from the primary tumor. dDoxorubicin dose was 60 mg/m? Q3W.
bCarboplatin dose was AUC 5 Q3W or AUC 1.5 Q1W. ¢Epirubicin dose was 90 mg/m? Q3W.
°Paclitaxel dose was 80 mg/m? Q1W. [Cyclophosphamide dose was 600 mg/m2 Q3W.

This presentation is the intellectual property of Peter Schmid. Contact him at p.schmid@amul.ac.uk for permission to reprint and/or distribute.
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Definitive pCR Analysis

Ly A 13.6 (5.4-21.8)?
00 P=0.00055 + Definitive pCR analysis to test primary
" | hypothesis of pCR based on prespecified first
64.8% 602 patients (pre-calculated P value boundary
Y for significance of 0.003)
5, | 51.2% | | | |
3 + Consistent benefit seen with pCR defined as
%so ypT0 ypNO and ypT0/Tis
§ 40 -
30 -
20 1
- Placebo + Chemo
Pembro + Chemo
A

ypTO/Tis ypNO

aEstimated treatment difference based on Miettinen & Nurminen method stratified by randomization stratification factors. Data cutoff date: September 24, 2018.

This presentation is the intellectual property of Peter Schmid. Contact him at | ‘ for permission to reprint and/or distribute.
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First Pre-planned Interim Analysis for EFS

191.3%

100- 1 85.3%
QO-M
80- |
e "+ Firstinterim analysis of EFS based on 1174
® 607 . patients: pre-calculated P value boundary for
@ 50- . significance of 0.000051 (HR <0.4)
W 40- Events HR | ;
(95%Ch 1+ Median follow-up, 15.5 months
304 Pembro + Chemo/Pembro  7.4% 063
20 Placebos ChemaMaseto  118%  (Dre i
10- ;
o-r——T—T——T—T T ; I N I L
0 3 6 9 12 15 18 21 24 27
No. at Risk Months
784 780 765 666 519 376 242 73 2 0
390 386 380 337 264 186 116 35 1 0

3Pre-specified P value boundary of 0.000051 not reached at this analysis (the first interim analysis of EFS). Hazard ratio (Cl) analyzed based on a Cox regression model with
treatment as a covariate stratified by the randomization stratification factors. Data cutoff April 24, 2019.

This presentation is the intellectual property of Peter Schmid. Contact him at | ‘ for permission to reprint and/or distribute.



100 -

90 -

80 -

70 -

PCR, % (95% ClI)

30 -

20 A

10 A

60 -

50 -

40 |

A 18.3 (-3.3 to 36.8)

45.3%

CPS <1

PCR, % (95% CI)

100 -

90 -

80 -

70 -

60 -

50 4

40

30 -

20 A

10 -

68.9%

CPS 21

230/334

PCR by PD-L1 Expression Level

A 14.2 (5.3 to 23.1)

Pembro + Chemo
Placebo + Chemo

A17.5 (6.2 to 29.1) A 18.5 (5.0 to 32.7)

81.7%
77.9%

62.5%

162/208 | 55/92 103/126 40/64

CPS 210 CPS 220

Pre-specified analysis. PD-L1 assessed at a central laboratory using the PD-L1 IHC 22C3 pharmDx assay and measured using CPS; number of PD-L1-positive tumor cells, lymphocytes, and
macrophages divided by total number of tumor cells x 100); PD-L1-positive = CPS 21. Estimated treatment difference based on Miettinen & Nurminen method stratified by nodal status (positive vs

negative), tumor size (T1/T2 vs T3/T4) and choice of carboplatin (Q3W vs QW). Data cutoff date: September 24, 2018.
This presentation is the intellectual property of Peter Schmid. Contact him at |

for permission to reprint and/or distribute.
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Immune-Mediated AEs in Combined Phases

87 g Pembro Arm  Placebo Arm Gids
N (N =781) (N =2389) 12 35
' Any grade 32.1% 10.8% pembroAm [}
12 Grade 3-5 12.0% 1.0% PlaceboAm [l [
210 - Grade 5 0.1%2 0
g Led to discontinuation 6.5% 0.8%
E 8 of any drug
e
£ 6

Immune-Mediated AEs With Incidence 210 Patients

21 patient from pneumonitis. Considered regardless of attribution to treatment or immune relatedness by the investigator. Related terms included in addition to preferred terms listed.
IA2, second interim analysis. Data cutoff date: April 24, 2019.

This presentation is the intellectual property of Peter Schmid. Contact him at p.schmid@gmul. for permission to reprint and/or distribute.



Zusammenfassung x il Kliniken K&In

Beste Medizin fir alle.

Denosumab zeigt keine Steigerung der pCR

Nab Paclitaxel scheint wochentlich effektiver
zu sein (pCR mit Carbo bis 60%)

Pembrolizumab zeigt einen deutlichen Benefit
beim triple negativen CA (pCR 64,8%)

Nebenwirkungen beachten
Keine OS Daten

18.01.2020 B BKK 2020 16



Was mache ich am Montag?s i Kiniken Kéln

Beste Medizin fir alle.

* Dbeide Studien haben keine direkte
Auswertung in der Routine, es fehlt die
Zulassung

 Nab Paclitaxel besser wéchentlich
einsetzen? (Geparsepto)

18.01.2020 B BKK 2020 17
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OS Analyse nach 74 M = dl Kliniken Kéln

Beste Medizin fir alle.

San Antonio Breast Cancer Symposium®, December 10-14, 2019

Interim Overall Survival Analysis of APHINITY

A randomised multi-center, double-blind, placebo-controlled trial
comparing chemotherapy plus trastuzumab plus pertuzumab
versus chemotherapy plus trastuzumab plus placebo

as adjuvant therapy in patients with operable HER2-positive
early breast cancer

Authors:

M. Piccart, M. Procter, D. Fumagalli, E. de Azambuja, E. Clark, M.S. Ewer, E. Restuccia,
G. Jerusalem, S. Dent, L. Reaby, H. Bonnefoi, |. Krop, T-W Liu, T. Piernkowski, M. Toi,
N. Wilcken, M. Andersson, Y-H Im, L-M Tseng, H-J Lueck, M. Colleoni, E. Monturus,
M. Sicoe, S. Guillaume, J. Bines, R. Gelber, G. Viale, C. Thomssen

(2]

‘q_ BlG ... ﬁf()/‘m':e/ <Roche>

This presentation is the intellectual property of the author/presenter. Contact them at m.piccart@bigagainstbc.org for permission to reprint and/or distribute.
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Beste Medizin fir alle.

APHINITY: A Phase lll adjuvant study investigating the benefit of
pertuzumab when added to trastuzumab + chemotherapy

(¢ )
()
S L
* L
U 4 N Chemotherapy* + trastuzumab :
- w
R Central confirmation + pertuzumab (N =2400) )
- of HER2 status u
G P
(N =4805) Chemotherapy* + trastuzumab
E 10
5 L. 4 + placebo (N =2405)
Y
E
Y o« > < > A
Randomization and treatment Anti-HEl:Z therapy for .‘:’“l of :)’“" (5)2 weeks) =
ithi { concurrent with start of taxane \ J
WIEHE waehs of sirputy Radiotherapy and/or endocrine therapy may be
started at the end of adjuvant chemotherapy
* Standard anthracycline or non-anthracycline (TCH) regimens were allowed: 3—4 x FEC (or FAC) = 3-4x TH; 4 x AC (or EC) = 4 x TH; 6 x TCH
*  Primary endpoint: IDFS (APHINITY definition differs from STEEP definition)
*  Secondary endpoint: IDFS with 2" primary non-breast primary cancers included, DFS, OS, RFI, DRFI, safety, and HRQoL
« Stratification factors: nodal status, HR status, chemotherapy regimen, geographic region, Protocol version (A vs. B)
*  Clinical cut off date (CCOD) at the time of primary analysis was 19 Dec 2016, median follow up of 45.4 months
DFS, disease-free survival; DRFI, distant relapse-free interval; HR, hormone receptor; HRQoL, health-related quality of life; Adapted from von Minckwitz et al. N Engl J Med 2017
IDFS, invasive disease-free survival; OS, overall survival; RFI, relapse-free interval www.clinicaltrials.gov/ct2/show/NCT01358877

This presentation is the intellectual property of the author/presenter. Contact them at m.piccart@bigagainstbc.org for permission to reprint and/or distribute.
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Beste Medizin fir alle.

San Antonio Breast Cancer Symposium®, December 10-14, 2019

APHINITY Interim Overall Survival Analysis 74.1 months median FU,
OS by treatment regimen (ITT population)

100
80 -
§ 60 - Pertuzumab Placebo
5 (n = 2400) (n = 2404)
£
- Events, n (%) 125(5.2) 147 (6.1)
g 40 Stratified HR (95% C1) 0.85 (0.67, 1.07)
>
o p-value 0.170
Median FU, months 74.1
204 6 yearduration
Difference in Event Free Rate (%) 0.9
95% Cl for Difference (-0.5, 2.2)
O T T 1 I 1 1 ] 1 1 1 ] 1
0 1 2 3 4 5 6
No. of patients at risk -
Years from Randomization
2400 2304 2261 2216 2161 2090 1544
2404 2339 2292 2241 2165 2107 1522

P-value of 0.0012 is required for statistical significance for OS. Survival data remain immature at this time.

This presentation is the intellectual property of the author/presenter. Contact them at m.piccart@bigagainstbc.org for permission to reprint and

18.01.2020 B BKK 2020
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Beste Medizin fir alle.

3years 6 years
100
92.0%
87.9%
90.2%
804 83.4%
604 Pertuzumab Placebo
9 (n=1503) (n =1502)
2
a 40 Events, n (%) 173 (11.5) 239 (15.9)
Unstratified HR (95% Cl) 0.72 (0.59, 0.87)
6 year duration
204 Difference in Event Free Rate (%) 4.5
95% Cl for Difference (1.9, 7.1)
0 T T T T T T T T T T T T
0 1 2 3 4 5 6
No. ot patients st Fiak Years from Randomization
1503 1420 1357 1301 1257 1205 814
1502 1439 1359 1288 1223 1176 741

San Antonio Breast Cancer Symposium®, December 10-14, 2019

APHINITY Updated descriptive analysis 74.1 months median FU
Time to first IDFS event by treatment regimen and nodal status

The node

positive cohort continues to derive clear benefit from addition of pertuzumab.

Node-positive cohort, ITT population

Node-negative cohort, ITT population

This presentation is the intellectual property of the author/presenter. Contact them at m.piccart@bigagainstbc.org for permission to reprint and/or distribute.
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3 years 6 years
100 97.5% 95.0%
98.4%
94.9%
80
60 - Pertuzumab Placebo
I3 (n =897 {n =902)
2
=} 40 Events, n (%) 48 (5.4) 48 (5.3)
Unstratified HR {95% Cl) 1.02 {0.69, 1.53)
6 year duration
204 Dpifference in Event Free Rate (%) 0.1
95% Cl for Difference (-2.0, 2.2)
0 T T T T T T T T T T T
0 1 2 3 4 S 6
No.iof patients st risk Years from Randomization
897 857 841 821 798 773 668
902 873 856 846 816 791 680
22



OS Analyse nach 74 M = dl Kliniken Kéln

Beste Medizin fir alle.
‘San Antonio Breast Cancer S&rﬁposihrﬁ’z, December 10-1 4, 2019

APHINITY 2" Interim Analysis Overall Survival

Fewer deaths seen in pertuzumab (P) compared to placebo arm.

After 74.1 months median FU, 6-year OS percents were 94.8% (P) vs. 93.9% (placebo)
0.9% difference (95% CI [-0.5, 2.2]; hazard ratio 0.85 [0.67, 1.07])
Follow-up is very important to determine OS benefit of P.

3 jnterim OS analysis Definitive OS analysis
Time-driven, in 2.5 years Event-driven, after 640 deaths

This presentation is the intellectual property of the author/presenter, Contact them at m.piccart@bigagainstbe.org for permission to reprint and/or distribute,
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Zusammenfassung x il Kliniken K&In

Beste Medizin fir alle.

e Klinischer Benefit nur bel Nodal Positivitat:

e 45 % IDFS Benefit

 Klinischer Benefit unabhangig vom HR Status
(IDFS)

e Cardio Tox ist unwesentlich erhoht im P Arm
(0,8% vs 0,3%)
 Kein OS Vortell, Daten sind noch unreif

18.01.2020 B BKK 2020 25



Was mache ich am Montag?s i Kiniken Kéln

Beste Medizin fir alle.

« Adjuvant Therapie bei N+ mit Pertuzumab

 HR Status unabhangig
(Einzelfallentscheidung)

 Besser ein NACT Setting - analog
Katherine + TDM1 bei non pCR

18.01.2020 B BKK 2020 26



ATEMPT. T-DM1 vs. APT = dl Kliniken K8In

Beste Medizin fir alle.

SUSAN F. SMITH HARVARD

CENTER FOR MEDICAL SCHOOL

WOMEN'’S CANCERS
t rc

Dana-Farber
P Cancer Institute

TBCRC 033: A Randomized Phase 2 Trial of Adjuvant
Trastuzumab Emtansine (T-DM1) vs. Paclitaxel with
Trastuzumab for Stage 1 HER2+ Breast Cancer (ATEMPT)

Sara M. Tolaney'2, Jiani Hu'2, Chau Dang?, Denise Yardley4, Steven J. Isakoff5, Vicente Valero®, Meredith Faggen', Therese Mulvey>, Ron
Bose’, Nabihah Tayob'2, William Barry'-2, Douglas Weckstein', Antonio C. Wolffé, Katherine Reeder-Hayes?, Hope S. Rugo'?, Bhuvaneswari
Ramaswamy'', Dan Zuckerman'2, Lowell Hart'3, Vijayakrishna K. Gadi'4, Michael Constantine’, Kit Cheng'5, Frederick Briccetti’, Bryan
Schneider'é, Nadine Tung'-2, Merrill Garrett'”, Kelly Marcom'8, Kathy Albain'®, Patricia DeFusco?°, Blair Ardman?!, Rita Nanda??, Rachel
Jankowitz?3, Mothaffar Rimawi?4, Vandana Abramson25, Paula Pohimann?8, Catherine Van Poznak?’, Andres Forero-Torres?®, Minetta Liu2°,
Michelle DeMeo', Ann Partridge'-2, Harold Burstein'2, Eric P. Winer'2, lan Krop'2

'Dana-Farber Cancer Institute, Boston, MA; 2Harvard Medical School, Boston, MA; *Memorial Sloan-Kettering Cancer Center, New York, NY; “Sarah Cannon Cancer Center, Nashville, TN;
5Massachusetts General Hospital, Boston, MA; éMD Anderson Cancer Center, Houston, TX; 7Washington University, St. Louis, MO; 8Johns Hopkins Sidney Kimmel Cancer Center, Washington,
DC; *UNC Chapel Hill, Chapel Hill, NC; "°UCSF, San Francisco, CA; '"OSU Comprehensive Cancer Center, Columbus, OH; 2St. Luke’s Mountain States Tumor Institute, Boise, ID; 'Florida
Cancer Specialists, Fort Myers, FL; '*Seattle Cancer Care Alliance, Seattle, WA; '>North Shore-LIJ Cancer Institute, Lake Success, NY; '6IU School of Medicine, Indianapolis, Indiana;'”Northern
Light Cancer Care, Brewer, ME;'8Duke University, Durham, NC; "°Loyola University Medical Center, Maywood, IL; 2°Hartford Healthcare Cancer Institute, Hartford, CT; 2'Lowell General
Hospital, Lowell, MA; 22UChicago Medicine, Chicago, IL; 22UPMC Hillman Cancer Center, Pittsburgh, PA; 24Baylor College of Medicine, Houston, TX; 25Vanderbilt Ingram Cancer Center,
Nashville, TN; 26Georgetown University Hospital, Washington DC; 2’University of Michigan, Ann Arbor, MI; 26Birmingham Veterans Affairs Medical Center, Birmingham, AL; 2Mayo Clinic Cancer

Center, Rochester, MN

This presentation is the intellectual property of the author/presenter. Contact her at stolaney@partners.org for permission to reprint and or distribute

18.01.2020 B BKK 2020 27



ATEMPT. T-DM1 vs. APT = dl Kliniken K8In

Beste Medizin fir alle.

San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center - December 10-14, 2019

Study Design: ATEMPT Trial

N =383

Key Eligibility Criteria
- Stage 1 HER2+ breast cancer

« HER2 centrally tested
(ASCO CAP 2013

T-DMA1

3.6 mg/kg IV q3 wks x 17

guidelines) :
NO or N1mic N=114
Left Ventricular EF 2 50%
No prior invasive breast cancer
<90 days from last surgery

Paclitaxel 80 mg/m? IV + Trastuzumab 2 mg/kg IV wkly
x12 - Trastuzumab 6 mg/kg every 3 wks x13

Stratification factors:

+  Age (<55, 255)

* Planned radiation (Yes/No)

* Planned hormonal therapy (Yes/No)
*Radiation and endocrine therapy could be initiated after 12 weeks on study therapy

Y, This presentation is the intellectual property of the author/presenter. Contact her at stolaney@partners.org for permission to reprint and or distribute
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ATEMPT. T-DM1 vs. APT = dl Kliniken K8In

Beste Medizin fir alle.

TH

Paclitaxel 80 mg/m? IV + Trastuzumab 2 mg/kg IV wkly
x12 - Trastuzumab 6 mg/kg every 3 wks x13

Study Design
(APT Trial)
erren |y i I I O
ER+ or ER- —_—
Node Negative PACLITAXEL 80 mg/m? + TRASTUZUMAB 2 mg/kg x 12
<3cm
Planned N=400 ‘

FOLLOWED BY 13 EVERY 3 WEEK DOSES
OF TRASTUZUMAB (6 mg/kg)*

*Dosing could alternatively be 2 mg/kg IV weekly for 40 weeks
** Radiation and hormonal therapy was initiated after completion of paclitaxel

Ths p is the inellectual property of the author/presenter. Contact them at stolaney@pariners.org for permission 10 reprint and or distribute

Tolaney, S. ASCO 2017
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ATEMPT. T-DM1 vs. APT = dl Kliniken K8In

Beste Medizin fir alle.

Study Endpoints

« Co-primary Endpoints:
- Evaluate 3 year disease-free survival (DFS) in the T-DM1 arm

« Compare the incidence of clinically relevant toxicities (CRT) between the
2 arms

-« grade 23 non-hematologic toxicity

« grade 22 neurotoxicity

« grade 24 hematologic toxicity

- febrile neutropenia

« any toxicity requiring dose delay or discontinuation of protocol
therapy

*The study is not powered to evaluate the efficacy of TH or to compare the efficacy of T-DM1 to TH
FF This presentation is the intellectual property of the author/presenter. Contact them at Sara Tolaney@DFCI.HARVARD.EDU for permission to reprint and or distribute
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ATEMPT. T-DM1 vs. APT

San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center - December 10-14, 2019

Disease-Free Survival: T-DM1

Hormone Receptor Status Tumor Size
1.00 W 1.00 — -
& Z
3 5
2 075 8 o7
[=]
92_ No.of  3-yr 95% Conf. o No. of 3-yr 95% Conf.
§ Events DFS Interval 2 Events DFS Interval
& 0.50 5 o0s0
‘g 97.5% 95.6-99.3% ‘g 98.5% 96.5-100%
& i
a 0.25 E 0.25
E 94 2 98.5% 95.6-100% g 220 8 97.1% 94.9-99.4%
a
0.00 0.00
0 6 12 18 24 30 36 42 48 54 60 66 ] 6 12 18 24 30 36 42 48 54 60 66
Months Months
Number at risk Number at risk
iR Neg: 94 93 90 90 89 80 54 34 23 16 6 G 163 163 161 161 160 143 105 63 41 23 T 0
289 288 285 283 278 245 173 106 62 30 12 1 =tem 220 219 215 213 208 183 123 78 45 24 1 1
[} 6 12 18 24 30 36 42 48 4 60 66 0 ] 12 18 24 30 36 42 48 54 60 66
Months Months

This presentation is the intellectual property of the author/presenter. Contact her at stolaney@partners.org for permission to reprint and or distribute
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ATEMPT. T-DM1 vs. APT = dl Kliniken K8In

Beste Medizin fir alle.

San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center - December 10-14, 2019

Clinically Relevant Toxicity

Clinically Relevant Toxicity T-DM1 (n = 383) TH (n = 114)
N (%) N (%)
Grade 23 non-hematologic toxicity 37 (10%) 13 (11%)
Grade 2 2 neurotoxicity 42 (11%) 26 (23%)
Grade 24 hematologic toxicity 4 (1%) 0 (0%)
Febrile neutropenia 0 (0%) 2 (2%)
Any toxicity requiring dose delay 106 (28%) 30 (26%)
Any toxicity requiring early discontinuation 67 (17%) 7 (6%)
Total 176 (46%) 53 (46%)
p=0.91

This presentation is the intellectual property of the author/presenter. Contact her at stolaney@partners.org for permission to reprint and or distribute
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Zusammenfassung x il Kliniken K&In

Beste Medizin fir alle.

e 1. Studie T-DM1- Mono bei Her2 + MaCA

« 3 Jahr DFS 98 % mit T-DM1 perfekt (langeres
Follow up anstreben)

 Keine neuen Tox Daten, etwas mehr Abbruch
der Therapie bel T-DM1 (17 % vs 6%)
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Was mache ich am Montag?s i Kiniken Kéln

Beste Medizin fir alle.

 APT weiter anbieten (low risk, high age)
e Keine adj. T-DM1 Gabe madglich (Zulassung)
* Einzelfallentscheidung (Alopezie, Neuropathie)
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Beste Medizin fur alle.

Adjuvante CHT
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Capecitabine Meta-Analyse a i Kiiniken Ksln

).

Beste Medizin fir alle.
GBG

GERMAN
BREAST
GROUP

San Antonio Breast Cancer Symposium, December 10-14, 2019

Effects of capecitabine as part of neo-/adjuvant chemotherapy

A meta-analysis of individual patient data from 12 randomized
trials including 15,457 patients

Marion van Mackelenbergh, Fenja Seither, Volker Moebus, Joyce O’Shaughnessy, Miguel
Martin, Heikki Joensuu, Michael Untch, Ulrike Nitz, Juan José Miralles, Masakazu Toi, Harry D.
Bear, Hyman Muss, Toralf Reimer, Valentina Nekljudova, Sibylle Loibl

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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Capecitabine Meta-Analyse a i Kiiniken Ksln

Beste Medizin fir alle.

GBG San Antonio Breast Cancer Symposium, December 10-14, 2019
GERMAN
Background

GROUP

GeparQuattro >cT2 (>1cm sono), HR pos, cN+ or pNsin+ EC-D vs EC-DX vs EC-D-X 1421
ICE >65 years of age, pN+ or pN- and pT>2 or G2/3, HRneg X vs nil 1358
FinXX pN+, >pT2 and pNO and PR neg D-CEF vs DX-CEX 1495
USON 01062 pN+, >pT2 and pNO, >pT1b and HR neg, AC-D vs AC-DX 2611
NSABP B-40 cT2-3,cNO, 1 and 2a D-AC vs DX-AC +/- Bev 773
CreateX >ypTis, HER2 neg Post NAC X vs nil 887
CIBOMA/2004-01 pN+ or -, tumor >1cm, TNBC X vs nil post adjuvant 876
GeparTRIO >cT2 DAC-DAC vs DAC-NX 622
GAIN pN+ EPC vs EC-PX 3023
ICE Il a>::\;ilazr;§pT1/2, pNO/1, Her2 pos, HR neg, G3 and any pT3/4 EC or CMF vs NabPX 391
CALGB 49907 >=65 years of age, tumor size >1cm AC or CMF vs X 616
GEICAM/2003-10 pT1-3, pN1-3 EC-D vs ED-X 1384

E: Epirubicin, C: Cyclophosphamide, D: Docetaxel, X: Capecitabine, F: Fluorouracil, A: Doxorubicin, Bev: Bevacizumab, N: Vinorelbine, P: Paclitaxel, M: Methotrexate, NabP: Nab-paclitaxel, NAC: neoadjuvant chemotherapy

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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Capecitabine Meta-Analyse s i Kliniken Kéln

GBG San Antonio Breast Cancer Symposium, December 10-14, 2019
BREAST HR for Di F Survival
BREAST or visease-rree osurviva
GROUP
N Hazard Ratio p-Value
patients (95% ClI)
Overall 15457 0.952 (0.895, 1.012) 0.115
X add 3
all 7 studies 9421 0.888 (0.817, 0.965) 0.005
GeparQuattro 1421 — 0.928 (0.757, 1.138) 0.472
ICE 1358 (blinded)
FinXX 1495 re— 0.951 (0.789, 1.147) 0.600
USON 01062 2611 0.868 (0.709, 1.062) 0.169
NSABP B-40 773 0.989 (0.750, 1.304) 0.936
CreateX 887 0.675 (0.515, 0.883) 0.004
CIBOMA/2004-01 876 0.820 (0.631, 1.065) 0.137
X instead
all 5 studies 6032 1.035 (0.945, 1.134) 0.455
GeparTrio 622 0.783 (0.586, 1.046) 0.098
GAIN 3023 0.881 (0.860, 1.118) 0.768
ICEI 391 0.988 (0.645, 1.513) 0.957
CALGB 49907 616 1.240 (0.947, 1.622) 0.118
GEICAM/2003-10 1384 1.197 (0.997, 1.437) 0.054

DFS better with X DFS better without X

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.

18.01.2020 B BKK 2020



Capecitabine Meta-Analyse a i Kiiniken Ksln

GBG

GERMAN
BREAST
GROUP

San Antonio Breast Cancer Symposium, December 10-14, 2019

Disease-Free Survival according to Subtype

Beste Medizin fir alle.

N Hazard Ratio
patients (95% CI)
Overall 15457
All trials
HR+MHER2- 8635 - 0.995 (0.914, 1.084)
TNBC 3854 —a— 0.886 (0.789, 0.994)
HER2+ 2218 — 0.967 (0.820, 1.140)
X add
HR+MHER2- 4874 —- 0.919 (0.812, 1.041)
— TNBC 2053 ~ —a— 0.818 (0.713, 0.938)
HER2+ 1163 0.955 (0.753, 1.211)
X instead
HR+MHER2- 3761 e 1.067 (0.949, 1.199)
TNBC 901 ————  1.071(0.864, 1.328)
HER2+ 1055 - 0.979 (0.778, 1.231)
08 1 12
HR
- _—

18.01.2020

DFS better with X

DFS better without X

This presentation is the intellectual property of GBG.

p-Value

0.914
0.040
0.687

0.184
0.004
0.701

0.278
0.531
0.854

Contact them at Publications@gbg.de for permission to reprint and/or distribute.

B BKK 2020
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Zusammenfassung = ll Kliniken K&In

Beste Medizin fir alle.

e OS und DFS Vortell nur fir TNBC wenn
Xeloda ADDITIV gegeben wird

« Studien CreateX und FinXX Trials (CAVE diff.
Dosierung)
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Was mache ich am Montag?s i Kiniken Kéln

Beste Medizin fir alle.

« Xeloda bel non-pCR und TNBC
* Einzelfall auch mal bel HR +

 CAVE: Stellenwert der Immuntherapie bleibt
abzuwarten!
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Beste Medizin fur alle.

Adjuvante AHT
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10 Jahre AHT vs 5 Jahre = bl Kliniken K&In

Beste Medizin fir alle.

- NRG &

ONCOLOGY

Advancing Research. Improving Lives. ™

Ten-year results from NRG Oncology/NSABP B-42:

A randomized, double-blinded, placebo-controlled clinical
trial of extended adjuvant endocrine therapy with letrozole
(L) in postmenopausal women with hormone-receptor (+)
breast cancer (BC) who have completed previous adjuvant
therapy with an aromatase inhibitor (Al)

EP Mamounas'2, H Bandos':3, BC Lembersky'?, J-H Jeong'3, CE Geyer, Jr. 4, P Rastogi'-3,
L Fehrenbacher'°, ML Graham'5, SL Chia'7, AM Brufsky'8, JM Walshe'®, GS Soori’-10,

SR Dakhil'-'", TE Seay'-2, JL Wade, llI':'3, EC McCarron'.'4, S Paik''5, SM Swain'15,
DL Wickerham™'7, N Wolmark?!?

San Antonio Breast Cancer Symposium
*Deceased December 12, 2019
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10 Jahre AHT vs 5 Jahre = bl Kliniken K&In

Beste Medizin fiir alle.
San Antonio Breast Cancer Symposium Dec. 10-14, 2019

NSABP B-42: Schema

« Postmenopausal pts with ER+ or PR+ breast cancer
- Stage |, ll, or llla invasive BC at diagnosis
- Disease-free after 5 years of endocrine therapy

Al x 5 years or - Al to Complete 5 years
4

Stratification:
Pathological nodal status (Negative, Positive)
Prior adjuvant TAM (Yes, No)
Lowest BMD T score: spine, hip, femur (>-2.0, <-2.0 SD)

Letrozole x 5 yrs Placebo x 5 yrs

NRG

ONCOLOGY™

This presentation is the intellectual property of the presenter. Contact Dr. Mamounas at Terry.Mamounas@orlandohealth.com for permission to reprint and/or distribute.
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10 Jahre AHT vs 5 Jahre

San Antonio Breast Cancer Symposium Dec. 10-14, 2019

Disease-Free Survival

NRG

ONCOLOGY™

. . [ ] [} o0
= M Kliniken Koln

Beste Medizin fir alle.

1.0
0.8 4
g |
g |
@ 064 |
(0]
o [
o I
? I
G A # Events |
£
a Analysis P L  HR(95%CI P-value |
0.2 1 7-yr 339 292  0.85(0.73-0.999) 0.048* :
!
10-yr 479 411 0.84 (0.74-0.96) 0.011 I
00 = I 1 1 1 I :
0 2 4 6 8 10
Years after Random Assignment :
*P-value did not reach
Placebo 1953 1818 1848 iz 1160 364 statistical significance level
Letrozole 1950 1820 1662 1467 1225 394 of 0.0418

Patients excluded: 43 (no follow-up, or not at risk for DFS), 20 (no clinical follow-up assessment)

This presentation is the intellectual property of the presenter. Contact Dr. Mamounas at Terry.Mam

18.01.2020

B BKK 2020

om for permission to reprint and/or distribute.
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10 Jahre AHT vs 5 Jahre = bl Kliniken K&In

Beste Medizin fiir alle.
San Antonio Breast Cancer Symposium Dec. 10-14, 2019

DFS First Events by Treatment

Placebo (n=1953) Letrozole (n=1950)
First Event # % # %
Distant Recurrence 111 5.7 81 4.2
Local Recurrence 43 2.2 45 2.3
Second Primary Cancer 230 11.8 183 9.4
Breast 81 4.1 5. 2.7
Non-Breast 149 1.8 131 6.7
Death 95 4.9 102 5.2
Total First Event 479 24.5 411 21.1

NRG

ONCOLOGY™

This presentation is the intellectual property of the presenter. Contact Dr. Mamounas at Terry.Mamounas@orlandohealth.com for permission to reprint and/or distribute.
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10 Jahre AHT vs 5 Jahre = bl Kliniken K&In

Beste Medizin fir alle.
San Antonio Breast Cancer Symposium Dec. 10-14, 2019

Overall Survival

1.04
Bl 86.1%
|
0.8 - 85.5%
|
|
© 1
% 0.6 1 )
A I
= |
o 1
3 047 # Events I
|
Analysis P L HR (95% Cl) P-value |
|
0.2 - 7-yr 146 164  1.15(0.92-1.44) 0.15 |
|
10-yr 252 243 0.97 (0.82-1.16) 0.77 I
|
OO I 1 1 1 1 L]
0 2 4 6 8 10
Years after Random Assignment
Placebo 1964 1902 1794 1662 1498 540
Letrozole 1959 1802 1784 16847 1480 517
NRG Patients excluded: 43 (no follow-up, or not at risk for DFS)

ONCOLOGY™

This presentation is the intellectual property of the presenter. Contact Dr. Mamounas at Terry.Mamounas@orlandohealth.com for permission to reprint and/or distribute.
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10 Jahre AHT vs 5 Jahre = bl Kliniken K&In

Beste Medizin fir alle.
San Antonio Breast Cancer Symposium Dec. 10-14, 2019

Overall Survival

1.04
Bl 86.1%
|
0.8 - 85.5%
|
|
© 1
% 0.6 1 )
A I
= |
o 1
3 047 # Events I
|
Analysis P L HR (95% Cl) P-value |
|
0.2 - 7-yr 146 164  1.15(0.92-1.44) 0.15 |
|
10-yr 252 243 0.97 (0.82-1.16) 0.77 I
|
OO I 1 1 1 1 L]
0 2 4 6 8 10
Years after Random Assignment
Placebo 1964 1902 1794 1662 1498 540
Letrozole 1959 1802 1784 16847 1480 517
NRG Patients excluded: 43 (no follow-up, or not at risk for DFS)

ONCOLOGY™

This presentation is the intellectual property of the presenter. Contact Dr. Mamounas at Terry.Mamounas@orlandohealth.com for permission to reprint and/or distribute.
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Zusammenfassung = ll Kliniken K&In

Beste Medizin fir alle.

« 10 Jahres Daten zeigen DFS Vortell fur
extended AHT mit L (4% Absolut)

« Keln OS Vortell

« L zeigt keine hohere Frakturrate bzw.
Thromboembolische Ereignisse

18.01.2020 B BKK 2020 65



Was mache ich am Montag?s i Kiniken Kéln

Beste Medizin fir alle.

 Gute Patientenselektion

Al sollte Bestandteil der Therapie sein
(postmenopausal)

« Eher 7 als 10 Jahre
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Beste Medizin fiir alle.
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San Antonio Breast Cancer Symposium®, December 10-14, 2019

Accelerated partial breast or whole breast irradiation after breast
conservation surgery for patients with early breast cancer

10-year follow up results of the APBI IMRT Florence randomized
phase 3 trial

Icro Meattini?, Calogero Saieva?, Sara Lucidi?, Monica lo Russo!, Vieri Scotti?, Isacco Desideril4, Livia Marrazzo?,
Gabriele Simontacchi?, Monica Mangoni', Carlotta Becherinit, Lisa Paoletti*, Erika Moretti®, Luca Triggiani®, Marco
Bernini?, Lorenzo Orzalesil?, Luis Sanchez?, Jacopo Nori2, Stefania Pallottal2, Simonetta Bianchil, and Lorenzo Livil2

IUniversity of Florence, Florence; 2Azienda Ospedaliero-Universitaria Careggi, Florence; 3Istituto per lo Studio, la Prevenzione e la Rete Oncologica
(ISPRO), Florence; “Ospedale Santa Maria Annunziata - Azienda Usl Toscana centro, Florence; *Ospedale S. Stefano - Azienda Usl Toscana centro, Prato;
SUniversity of Brescia, Brescia; Italy

. Azienda

o | UNIVERSITA :

% | DEGLI STUDI OSpeda!ler(_>

)5 | FIRENZE Universitaria
FONDAZIONE FIRENZE RADIOTERARIA ONCOLOGICA careggi

This presentation is the intellectual property of the author/presenter. Contact them at icro.meattini@unifi.it here for permission to reprint and/or distribute.




San Antonio Breast Cancer Symposium®, December 10-14, 2019

Background

ESTRO and ASTRO recommendation identified suitable patients for PBI
outside clinical trials

Patient Group Risk Factor 2009 2016 Update
ASTRO Age 260 250 ESTRO Age 2 50
Suitable Low Risk
Margins 22 mm 22 mm | Margins 22mm
Nodal status pNO pNO 7‘ Nodal status pNO
T stage T1 Tisor T1 T stage T1-2
ER/PgR Positive | ER/PgR Any
DCIS Not allowed G1-2; 2.5 cm DCIS Not allowed
Lobular invasive Not allowed Lobular Invasive Not allowed

Polgar C, et al. R&0 2010
Smith BD, et al. IROBP 2009
Correa C, et al. PRO 2016

This presentation is the intellectual property of the author/presenter. Contact them at icro.meattini@unifi.it here for permission to reprint and/or distribute.




San Antonio Breast Cancer Symposium®, December 10-14, 2019

Trial design — APBI IMRT Florence (NCT 02104895)

Phase III trial
(n=520 patients)

- Breast conserving
surgery

- pT <25 mm

- Final surgical
margins 25 mm

- Age >40 years

APBI using IMRT

30 Gy in 5#
non-consecutive

1:1 randomization

CF-WBI
50 Gy in 25#
+
10 Gy in 5# boost

Follow Up

Primary endpoint
* IBTR

Secondary endpoints

*Overall (OS) and breast
cancer specific-survival
(BCSS)

» Contralateral breast
cancer (CBC)

«Early and late toxicity

* Physician-rated
COSMesis

Livi L, et al. EJC 2015

This presentation is the intellectual property of the author/presenter. Contact them at icro.meattini@unifi.it here for permission to reprint and/or distribute.




San Antonio Breast Cancer Symposium®, December 10-14, 2019

APBI USING S&S IMRT TECHNIQUE
Target Delineation and OARs aose thresholds

4 A ]
Surgical Clips OAR Constraint
(4 mandatory)
CTV identification Contralateral Lung V5 <10%
l Homolateral Lung V10 <20%
-
Heart V3 <10%
CTv
Surgical Clips + 1 ¢cm
o Homqlateral. breast V15 <50%
l (uninvolved tissue)
i PTV
CTV + 1 cm Contralateral Breast . Maxhl GY t
limiting to 3 mm from skin and to 4 mm In €ac p0|n
intrusion in homolateral lung

e

Livi L, et al. IJROBP 2010
Livi L, et al. EJC 2015
This presentation is the intellectual property of the author/presenter. Contact them at icro.meattini@unifi.it here for permission to reprint and/or distribute.




Teilbrust-RT (APBI) -
Durchfiihrung
1. Per-operativ
(zweizeitig) ca. 2-4
Wo nach BET
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San Antonio Breast Cancer Symposium®, December 10-14, 2019

Patients features
APBI WBI
<50 41 (1'§R) 4'%(17?)
51-59
60-69 84.2 82.7

APBI WBI
N (%) N (%)
Ki67 index
<20% ICEAOPAN 174 (72.2)
220% SIPIEON 67 (27.8)

Luminal A-like
Luminal B-like

949 928

G1-2 90.0 87.3 - » 1376.2)
@ P Triple negative 2(1)
pT stage

plis 2 (12 3) Systemic treatment

T 819 Nore 358 288 |

T2 , A 155 (99.0) PIZALZ2
Chemotherapy (CT) only 5(1.9) 3 (1.2}

e 81.9 CT and ET 7(2.7) 20(7.7)

-3 33(1Z7) Risk Class

No ALDN 14 (5.4) ASTRO Suitable kEIGMN 113 (43.5)
ASTRO Intermediate-Unsuitable BYXACEEIN 147 (56.5)

Positive 95.8 ESTRO Low Risk ICIIVARON 166 (63.8)

TT(5.2) ESTRO Medium-High Risk JANVIR)M 94 (36.2)

This presentation is the intellectual property of the author/presenter. Contact them at icro.meattini@unifi.it here for permission to reprint and/or distribute.




San Antonio Breast Cancer Symposium®, December 10-14, 2019

Results — Ipsilateral Breast Tumour Recurrence

20%

APBI WBI

- HR (APBI) 1.57 10-+yr IBTR, n 9 6
[95% C10.56-4.41], p = 0.39  10-yr IBTR, % 3.9 2.6
9
E 100/0 WBI
— ===APBI
5%
1 —F
0% 0—-\_"_-‘_-’_f
0 2 B 6 8 10
Time (years)
APBI 260 254 246 223 173 108

This presentation is the intellectual property of the author/presenter. Contact them at icro.meattini@unifi.it here for permission to reprint and/or distribute.




San Antonio Breast Cancer Symposium®, December 10-14, 2019

Results — Distant Metastases

20%

APBI WBI

10-yr DM, 7 7
- HR (APBI) 1.03 ki
[95% C10.36-2.94], p = 0.95  10-yr DM, % 31 31
9
= 10% WBI
= ——APBI
5%
; e —
- ‘_,_1_-"—’_'
0 2 4 6 8 10
Time (years)

APBI 260 254 250 224 176 111

This presentation is the intellectual property of the author/presenter. Contact them at icro.meattini@unifi.it here for permission to reprint and/or distribute.




San Antonio Breast Cancer Symposium®, December 10-14, 2019

Results - Acute Adverse Events
RTOG & EORTC acute toxicity scale

APBI WBI
GEPZION (n=274) p-value

N % BB/
Any skin toxicity
None 194 789 87 335
Yes, any Grade 52 21.1 173 66.5 0.0001
None 194 789 87 335
Grade 1 47 191 75 288
Grade 2 o |20 81 (312
Grade 3 17 | 165
Grade 4 0.0001
Grade 0-1 241 98.0 162 62.3
Grade >2 5 20 98 377 0.0001

This presentation is the intellectual property of the author/presenter. Contact them at icro.meattini@unifi.it here for permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 10-14, 2019

Results - Late Adverse Events
RTOG & EORTC late toxicity scale

APBI WBI
GEPLI)N (n=274) p-value
B/ N %
Any skin toxicity
None 235 955 182 70.0
Yes, any Grade 11 45 78 30.0 0.0001
None 235 955 182 70.0
Grade 1 11 45 71 273
Grade 2 = L= 7 2]
Grade 3 - -
Grade 4 0.0001
Grade 0-1 246 100 253 973
Grade 22 0= 7 127 10015

This presentation is the intellectual property of the author/presenter. Contact them at icro.meattini@unifi.it here for permission to reprint and/or distribute.
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Long-term primary results of accelerated partial breast W +§ ®
irradiation after breast-conserving surgery for early-stage
breast cancer: a randomised, phase 3, equivalence trial

Frank AVicini, Reena 5 Cecchini, Julia R White, Douglas W Arthur, Thomas B Jwian, Rachel A Rabinovitch, Robert R Kuske, Patricia A Ganz,
David 5 Parda, Michael F 5cheier, Kathryn A Winter, Soonmyung Paik, Henry M Kverer, Loura AVallow, Lori] Pierce, Eleftherios PMamounas,
Beryl McCormick, Joseph P Costanting, Harry D Bear, Isabelle Germain, Gregory Gustafson, Linda Grossheim, vy A Petersen, Richard 5 Hudes,
Walter | Corran r, JohnL Bryant*, Norman Wolmark

Summary
Background Whole-breast irradiation after breast-conserving surgery for patients with early-stage breast cancer published Online

decreases ipsilateral breast-tumour recurrence (IBTR), yielding comparable results to mastectomy. It is unknown DecemberS, 2019

External beam accelerated partial breast irradiation versus @+§ ()
whole breast irradiation after breast conserving surgery in |
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« 10 Jahres Daten zeigen keine Unterschiede In
der Sicherheit der Patientinnen

« Sehr gute Langzeitkosmetik

* Wichtig: exakte und aufwendige Markierung
des Tumorbetts
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* Neue AGO Leltlinien abwarten
 Ansonsten anwenden!!!
 DEGRO

18.01.2020 B BKK 2020 80



. . ) ) Y]
= M Kliniken Koln

Beste Medizin fur alle.

Decision Making
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Detection of ctDNA and CTCs after neoadjuvant chemotherapy is associated with disease
recurrence in triple-negative breast cancer: preplanned analyses from trial BRE12-158
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Background

* Patients with TNBC who have residual disease after neoadjuvant chemotherapy have high risk of relapse
* Liquid biopsies designed to assess for ctDNA & CTCs can be used to detect minimal residual disease (MRD)

* Previous studies have demonstrated that detectable ctDNA after surgery portends inferior DFS

BRE09-146 DFS ified by P of Tumor ion in Plasma

100+ 100 Tt
=t ctDNA detected S =
o= Not Detected 5 " b CtDNA negative
1004 Ditecied = =i ctDNA not detected 2 804 \
5 =
a 2
@ c 4 G
'E o & n=30 g @ ;
: i sod g L
a 2 L —
264 p-value < 0.0001 P <0.0001 i" 201 ctDNA positive ‘
HR,25.1 (Cl, 4.08-130.5) HR, 16.7 (95% CI, 3.5-80.5)
P<.001 |
o v ¥ ) T T 1 0 T T T T T T 0+ T T T T T )
0 10 20 30 40 50 60 0 6 12 18 24 30 36 0 12 24 36 48 60 72
Time (Months) Months post-surgery Time From Study Entry, mo
Chen, Y-H et al. NPJ Breast Cancer, 2017 Garcia-Murillas, | et al. Sci. Transl. Med., 2015 Garcia-Murillas, | et al. Jama Oncol., 2019

* Combined ctDNA & CTCs to detect MRD in post-neoadjuvant setting has not been previously explored

*  We embarked on a prospective analysis of early-stage TNBC patients with residual disease to determine
the capability of ctDNA and CTCs to detect MRD & predict clinical outcomes
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BRE12-158: A phase Il randomized control trial of genomically directed
therapy after preoperative chemotherapy in patients with triple negative
breast cancer

Genomically
directed therapeutic

!

Plasma and CTCs at

Patients with CLIA panel Cycle 1 Day 1

significant sequencing,
residual drug association,
disease tumor board

Neo-adjuvant
Chemotherapy

<TDMG IDE D
MN—-—<00Z>»X

Physician Choice

T

Plasma and CTCs at
first routine visit

* Primary endpoint: 2-year DFS (N=196)
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Association of ctDNA with Overall Survival (OS)
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This presentation is the intellectual property of Milan Radovich, PhD. Contact mradovic@iupui.edu for permission to reprint and/or distribute.
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ctDNA and CTCs provide complementary information for detection of MRD

Recurrences, n=29

*In patients with matched ctDNA & CTCs (n=112), a
proportion were positive for only one marker and
not the other

*No significant association between CTC-positivity W ctDNA+/CTC+
& ctDNA-positivity (p=0.19) ® ctDNA+/CTC-
m ctDNA-/CTC+

CtDNA-/CTC-

*Sensitivity increased from 79% with ctDNA alone

to 90% when combined with CTCs ctDNA alone: 79%
CTC alone: 62%

Combined: 90%

This presentation is the intellectual property of Milan Radovich, PhD. Contact mradovic@iupui.edu for permission to reprint and/or distribute.
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BRE18-334: A Phase Il circulating tumor DNA enriched, genomically directed post-
neoadjuvant trial for patients with residual triple negative breast cancer PERSEVERE Trial

TNBC Plasma Arm Therapy
CtDNA 1a. DNA Repair Pathway
Opening
In 2020 )
Y
\
\
\ 1d. DNA Repair + Immunotherapy
\ PARP inhibitor + Atezolizumab +Capecitabine
2. No Genomic \ 2. Standard of Care
Target J . Capecitabine or Physician’s Choice
To be generously 1] Grand Challenge Genentech FOUNDATION \era Bradley
sSu ppo rted by: Precision Health Initiative A Member of the Roche Group MEDICINE® 2 oa R A e e
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TNBC ohne pCR mussen welter Risiko
stratifiziert werden (Target?!)

ctDNA + CTC positiv = sehr hohes Risiko
ctDNA + CTC negativ = wenig Risiko
Wichtig fur post- neoadjuvante Konzepte
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 Patientinnen in Studien einschleusen ....
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