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Interdisziplinaritat

Operation

Strahlentherapie Chemotherapie Zielgerichtete Therapie
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Uberblick

« Haufigstes Malignom bei Frauen weltweit!

 Risiko altersabhangig?3

* Bis in die frithen 2000er Jahre steigende
Inzidenz3

» Reduzierte Mortalitat durch Screening und
Fortschritte in der adjuvanten Therapie3

* 05% aller Falle werden im Friithstadium
diagnostiziert

1 Available at http://www.werf.org/int/cancer-facts-figures/data-specific-cancers/breast-
cancer-statistics; last accessed January 23rd 2020.; 2 Available at
https://www.breastcancer.org/symptoms/understand_bc/risk/understanding; last
accessed January 23rd 2020.; 3 Available at
https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-
statistics/breast-cancer-facts-and-figures/breast-cancer-facts-and-figures-2017-2018.pdf;
last accessed January 23rd 2020.
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Age-specific Probability of Developing Invasive
Breast Cancer for US Women
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Mote: Probability is among those free of cancer at beginning of age interval.
Based on cases diagnosed 2012-2014. Percentages and “1in" numbers may

not be numerically equivalent due to rounding.

Trends in Female Breast Cancer Incidence
Rates by Race/Ethnicity, 1975-2014, US
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Risikofaktorents3

. Factors That Increase the Relative Risk for Breast Cancer in Women
Relative Risk Factor

>4.0 * Female
» Age (65+ versus <65 years, although risk increases across all ages until age 80)
» Certain inherited genetic mutations for breast cancer (BRCA1 and/or BRCAZ2)
» Two or more first-degree relatives with breast cancer diagnosed at an early age
» Personal history of breast cancer
» High breast tissue density
* Biopsy-confirmed atypical hyperplasia
2.1-4.0 * One first-degree relative with breast cancer
» High-dose radiation to chest
» High bone density (postmenopausal)

1.1-2.0
Factors that affect circulating hormones » Late age at first full-term pregnancy (=30 years)
* Early menarche (<12 years)
* Late menopause (=55 years)
» No full-term pregnancies
» Never breastfed a child
» Recent oral contraceptive use
» Recent and long-term use of hormone replacement therapy
* Obesity {postmenopausal)

Other factors » Personal history of endometrium, ovary, or colon cancer
» Alcohol consumption
» Height (tall)
» High socioeconomic status
» Jewish heritage

Adapted with permission from Hulka et al, 2001,

1 Lichtenstein P et al. N Engl JMed 2000;343:78-85.; 2 ASCO policy statement update: genetic testing for cancer susceptibility. J Clin Oncol 2003;21:2397-
2406.; 3 Hulka BS and Moorman PG. Maturitas 2001;38:103-113.
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Screening'4

o Ziel:
«  Vorverlegung des Diagnosezeitpunktes auf ein prognostisch giinstiges Stadium
»  Verbesserung der Heilungschancen durch schonendere Therapiemethoden
. Reduktion der erkrankungs- und therapiebedingten Leiden

. Senkung der Mortalitat

«  Osterreichisches Screeningprogramm:
«  Mammographie und Ultraschall alle 2 Jahre

° 45-74 Jahre Rontgenstrahlen

Ry
e 1l VDIGLEE

. Opt-in 40-44

e Fritherkennung senkt Sterblichkeit um 10%-25%

1 S3-Leitlinie Mammakarzinom https://www.awmf.org/leitlinien; 2 https://www.frueh-erkennen.at/; 3 https://www.leben-mit-brustkrebs.de/wissen/frueherkennung-und-
diagnose/mammografie-sonografie; 4 Kalager M et al. Ann Oncol 2014;25:1137-1143
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https://www.awmf.org/leitlinien
https://www.frueh-erkennen.at/
https://www.leben-mit-brustkrebs.de/wissen/frueherkennung-und-diagnose/mammografie-sonografie

Operationt

*  Biopsie, Clipmarkierung aller suspekten Herde

*  Besprechung im Tumorboard - eventuell systemische
Therapie praoperativ (Tumorbiologie, Brusterhalt)?

*  Genetische Beratung bei familiirer Risikosituation
*  Praoperative Markierung nicht tastbarer Herde
«  IMMER: Brusterhalt wenn moglich!

¢ Kontraindikationen u.a. BRCA Keimbahnmutation,
inflammatorisches Ca

*  Gleichzeitig: Operation der Lymphknoten

*  Bei brusterhaltender Operation iiblicherweise auch
Strahlentherapie

1 Exner R. Brustkrebs Forum 2021/2022.

Universitatsklinikum AKH Wien Division of Oncology

UNIVERSITAT WIEN
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Operation! : 2 : 2 2

* Sentinellymphknoten = erster Lymphknoten im . . .
Lymphabflussgebiet der Axilla % ? 'V 3
» Diagnostische Operation

» Markierung mit Patentblau und/oder radioaktiv (Tcg9m)

» Axillare Dissektion nur bei befallenem
Wachterlymphknoten — nicht in jedem Fall verpflichtend

1 Exner R. Brustkrebs Forum 2021/2022.
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Strahlentherapie!

 BET + RT reduziert Rezidivrate um bis zu 75%
« BET + RT fiihrt zu einer Uberlebensverbesserung

* Dreidimensionale Planung zum Schutz von Herz und
Lunge

=

‘Localization|point
S

1 Fastner G. Brustkrebs Forum 2021/2022.
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Medikamentose Behandlungsprinzipien
Subtypen

— ]

HER2-positiv HR-positiv TNBC
(~15%) (~70 %) (~15%)

Chemotherapie
+/-

Chemotherapie Endokrine Therapie
+ +/-
HER2-gezielte Therapie Chemotherapie

Immuntherapie

+/-
Endokrine Therapie bei
luminal B/HER2-pos. oder PARPi*

neoadjuvante Therapie bevorzugt neoadjuvante Therapie bevorzugt

* Bei BRCAmut

MEDIZINISCHE Wiener Gesundheitsverbund Rupert Bartsch
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Wonach richtet sich die Therapieempfehlung?

V. axilla/ris\/
. Tumorgrofe A /

° Lymphknotenbefau Klinisches Stadium L_:ag\}iii)]?’at(r)é
« Lymphgefassinvasion

~_ -
) Gra lng M. pecto.ralis

« Hormonrezeptorexpession M, latissimus dors]
« HER2-Status Tumorbiologie
» Proliferation (ki67)

\¢ Genexpressionsprotile

Ascurrence Seored Cistant Aecurrance Craup Avara =]

[R5} Rosult Rizk at & Years A ks o lute
Chemotherapy (CT]
B it

AN

(+ Alter o

) Patientinnen- o o
 Begleiterkrankungen spezifische 372 20% >15%
N Patientinnenwunsch ) Faktoren
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Predict Breast Cancer!

« OS Benefit durch Chemotherapie
nach 10 Jahren?

* Online Prognosetool

~
Home About Predict ~ Predict Tool Contact Legal ~ Change Language ~
Predict is not designed to be used in all cases. Click here for more details.
If you are unsure of any inputs or outputs, click on the € buttons for more information.
DCIS or LCIS o Invasive
only? s o tumour size o — 12 +
(mm)
Age at 45 . If there was more than one tumour, enter the size of the largest tumour. If neo-adjuvant
diagnosis - therapy was undertaken, enter the size before neo-adjuvant therapy.
A t be bet 25 and 85
ge must be between 25 and 85 Tumour grade o 1 s | 3
Post
Menopausal? o Yes | No  Unknown
Detected by o Screening | Symptoms | Unknown
ER status o Positive  Negative
Positive nodes o - 0 +
HERZIERRBZ o Positive ' Negative Unknown
status
o Yes Mo  Unknown
Ki-67 status o Positive  Negative Unknown Enabled when positive nodes is 1
Positive means more than 10% Why can't | enter micrometastases?
Treatment Options Results
Hormone o No | 5Years 10 Years Table Curves Chart Texts Icons
Therapy
Hormone (endocrine) therapy - using data only from the tamoxifen trials
Available when ER-status is positive Select number of years since surgery you wish to consider:
Already 5 10 15
received § . .
No  Yes This table shows the percentage of women who survive at least 10 years after
years hormone
therapy? surgery.
Select ‘No’ only if you are considering therapy options immediately after surgery. n_ v

1 available at: https://breast.predict.nhs.uk/tool; last accessed December 215, 2022.
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Overall mortality

Chemotherapie: Mortalitatsreduktion* =

RR 0-84 (95% Cl 0.76-0.92)
40— Log-rank 2p=0-0002
10-year gain 3-9% (SE 1-1)
£ 304 CMF
o (v N T . . e 27:1%
] o
 Brustkrebs-spezifische Mortalitat und Gesamtmortalitat bei adjuvanter : nr
S 204 Anthracycline
. . < 15.7%
Chemotherapie der 1-3. Generation
104 12.8%
° 0 : llO
Breast cancer mortality Breast cancer mortality Breast cancer mortality > v
- 07 50 ears
507 5253 women - 9527 women 11167 women Death rates (%/year) and log-rank analyses
RR 076 (95% C1 0-68-0-84) RR 0-80 (95% C1 0-72-0-88) ﬁg 02? k(gsgg 8-()7;)—@93) Allocation Years 0-4 Years 5-9 Year 10+
404 Log-rank 2p<0.00001 __ 40-{ Log-rank2p=0.00001 40+ log-rank2p=
B 10-year gain 6-2% (SE 1-3) 3 10-year gain 4-1% (SE 1-0) = 8'year ga|n2~8% (SE0-9)
2 2 £
£ 2304 No CTX £ 304 £ 304
2 827-6% 2 CMF g Anthracycline control Overall mortality
g M g 24-1% g 23:9% 509 11167 women
= #21.5% 5 e & 211%
520 - oME = 5\0(|) i e Taxane+anthracycline RR0-86 (95% C10-79-0-93)
@ ‘/' P nthracycling 3 40— Log-rank 2p=0-0002
3 &5 =) 8-year gain 3-2% (SE 0-9)
104 11-8%
£ Anthracycline control
= 26:7%
0 . - 0 T T T T T T T 1 {,; 23.5%
Death rates (%/year: total rate-rate in women Death rates (%/year: total rate-rate in women Death rates (%/year: total rate-rate in women Z Taxane+anthracycline
without recurrence) and log-rank analyses without recurrence) and log-rank analyses without recurrence) and log-rank analyses
Years 0-4 Years §5-9 Year 10+ Allocation Years 0-4 Years 5-9 Year 10+ Allocation Years 0-4 Year 5+
Years
Death rates (%/year) and log-rank analyses
Allocation Y 0- Yi
1 EBCTCG. Lancet 2012;379:432-444. ocation Years0-4 ears
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Praoperative Systemische Therapie

 Chemotherapie vor Operation

 V.a. bei aggressiven Brustkrebsformen!
« Ziele:
« Operabilitat bei primar inoperablen Tumoren
« Sekundarer Brusterhalt, Verbesserung der Kosmesis
« In vivo Sensitivitatstestung
« Pathologische Komplettremission
« Responseadaptierte postneoadjuvante Therapie

* (Qualitat des Ansprechens korreliert mit Prognose34

1 Curigliano G et al. Ann Oncol 2017;28:1700-1712.; 2 Von Minckwitz G et al. J Clin Oncol 2012;30:1796-1804.;

3 Cortazar P et al. Lancet 2014;384:164-172.

MEDIZINISCHE Rupert Bartsch
UNIVERSITAT WIEN Division of Oncology




Antihormontherapie

« Ostrogen - Wirkmechanismus!
« Ostrogen bindet an den native Rezeptor
* Rezeptortransformation, Dimerisierung
* Translokation in den Nukleus
* Bindung an ein estrogen-responsive element (ERE)

« Transkription Ostrogen-abhingiger Gene

1 Jensen EV and DeSombre ER. Science 1973;182:126—134.
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Antihormontherapie

N\

y

Nebennierenrinde

Adrenalektomie

Hypothalamus (GnRH)

, GnRH-Analogia
I%ophyse (LH, FSH)

Hyphophysektomie

Ovarien

Ovarektomie, RT

Aromataseinhibitoren X
Androgene —> Arofhatase —> Ostrogen ——> Rezep

Tamoxifen,
Fulvestrant

r

MEDIZINISCHE
UNIVERSITAT WIEN

Rupert Bartsch
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Moderne
Interventionen mit
Blitz markiert

@
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Antihormontherapie - Nebenwirkungen

- Rezeptorblockade
« Tamoxifen: Thrombose, Endometriumhyperplasie, EndometriumCa, vaginaler Ausfluss

« Fulvestrant: Schmerzen an der Injektionsstelle

* Blockade der Hormonproduktion

« Hitzewallungen

* Gelenksbeschwerden

« Schleimhauttrockenheit

« Schmerzen beim Geschlechtsverkehr, Libidoveranderungen
« Gewichtsveranderungen

* Osteoporose

« Schlafstorungen

MEDIZINISCHE Wiener Gesundheitsverbund Rupert Bartsch
UNIVERSITAT WIEN Universitatsklinikum AKH Wien Division of Oncology



Endokrine Therapie in der Pramenopause!

* SOFT: 12 Jahre mFU
* Chemotherapie Kohorte

Fernrezidiv-freies Intervall Gesamtiiberleben
10 - 10 -
IS — 5 Jahre
£ 80- s D 9 597 PN 12 Jah
- anre
g Jahre 12 Jahre < e 82,9
S 60 - 87,6 79,6 g 60 - ’ 83,6 (+4,7% vs T)
.'E 85,2 77,7 (+2,6% vs T) ) 78.9
N 84,2 75,1 = ’
g 2
S 404 D 40 A
20 - Fernrezidive 99 114 20 Todesfalle 88 85
120 107
HR (95% KI) vs 0,79 (0,60; 091 (0,71; 0,80 (0,61; 0,75 (0,57;
T 1,03) 1,18) HR (95K vs T 1,07) 1,00)
0 T T 0 T T
0 5 12 0 5 12
Jahre seit Jahre seit
Randomisierung Randomisierung

Non-Chemotherapie Kohorte:
0OS 95,8% (T), 95,2% (T+OFS), 97,1% (AI+OFS)

1 Reagen MM et al. GS2-05; SABCS 2021.
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Dauer der endokrinen Therapie

« Riickfallrate 1-2% pro Jahr — Risiko persistiert fiir zumindest 20 Jahre!

» Verlangerung der endokrinen Therapie kann Riickfallrisiko senken2-4

100t—--—~.,.._,.___=——H___ Letrozole group 100 e,
4 e T < 257HR=062(95%Cl=040t0006) O T e =2l
80 S P =031 -
E 9y ] Placebo group 8 20 | — Anastrozole 3 years 80 83%
g 1 c | No further treatment )
8 g <
:E 5 50: ;.a_ 15 A g 60 HR =068 P=0.07
55 s s
3 47 £ 104 £ 40
o 2 . = @
Em 3 - 0
30 5 20 € 514 20 4 Group N Events
1 P<0.001 2 e Placebo 773 52
b : © wew we= Exemestane 783 37
0 ] - | | . | : o o4 T T T T T 1 = = i .
0 10 20 30 40 50 60 0 12 24 36 48 60 72 0 1 2 3 4 5
Time (months) Time After Randomization (years)

MA.17 HR 0.57: ABCSG 6a HR 0.62; NSABP-B33 HR 0.68.

1Pan H et al. N Engl J Med 2017;377:1836-1846.; 2 Goss PE et al. N Engl J Med 2003;349:1793-1802.; 3 Jakesz R et al. J Natl Cancer Inst 2007;99:1845-1853.; 4 Mamounas EP et al. J Clin Oncol
2008;26:1965-1971.
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MonarchE!

« 1DFS; medianes Follow-Up 54 Monate

s e 92.7 (A=2.8) * Benefit nimmt im zeitlichen
= 89.2 (A=4.8) & . _

T ©0 s 86.0(4=6.0) ..o\ 7 6) Verlauf zu — carry-over
S 80+ 84.4 ——— effect

= 80.0

n = 76.0

o « Effekt Kohorte 1 und

L 60+ Kohorte 2:

[0}

§ 50 - Number of IDFS events * HR Kohorte 1: 0.643

& e Abemaciclib + ET  ET Alone  HR Kohorte 2 0.662

% 407 585

= 30+ HR (95% CIl): 0.680 (0.599, 0.772)

2] ®

® Nominal p <0.001

& 20~

10
2-year abemaciclib treatment
0 period

0 6 12 18 24 30 36 42 48 54 60 66 72

T|me (monthS) Survival Status

Alive with metastatic disease

Number at risk Deaths due to BC
Abemaciclib + ET 2808 2621 2549 2479 2408 2347 2284 2220 2095 1175 490 74 0 Deaths not related to BC

ET alone 2829 2653 2573 2474 2374 2281 2195 2125 1974 1124 473 67 0
1 Harbeck B et al. LBA17; ESMO 2023.
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MonarchE®2

 Toxizitat

* Nebenwirkungen >20% in jedem Behandlungsarm
* Inzidenz von Thrombosen und

Embolien
mG3+ mG2 mGl Gl m G2 mG3+
Diarrho
. 84. I 9 Other events of SR

Fatigue i g interest, any Abemaciclib + ET ET alone

) | N=2791 (%) N=2800 (%)
Arthralgle 27 | - 38 graae
Neutropenie 6 || B Il s VTE 2.5 0.7
Leukopenie 35 | N 7 PE 1.0 0.1
Abd. Schmerzen 36 | N 0 ILD 33 13
Nausea 30 | I 9
Hot Flushes 15 | B
Animie 25| | 4

100 80 60 40 20 0 20 40 60 80 100

1 Rugo HS et al. Ann Oncol. 2022;33:616-627.; 2 Johnston SRD et al. Lancet Oncol. 2023;24:77-90.
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POSITIVE!

Medianes FU: 41 Monate

» Ergebnisse POSITIVE / Korrelation SOFT/TEXT

15.0 POSITIVE (44 events) B C Fl 15.0 - POSITIVE (22 events) D RF I
------ SOFT/TEXT (168 events) -====- SOFT/TEXT (118 events)
Difference at 3 years (POSITIVE minus SOFT/TEXT): -0.2% ; Difference at 3 years (POSITIVE minus SOFT/TEXT): —1.4%
= 125 4 (95% CI, -3.1% to 2.8%) . _ 12.5 1 (95% Cl, -3.5% to 1.0%)
= . =
2 Hazard ratio (POSITIVE vs. SOFT/TEXT): 0.81 . = Hazard ratio (POSITIVE vs. SOFT/TEXT): 0.70
g (95% CI, 0.57 to 1.15) —— g (95% Cl, 0.44 to 1.12)
- 10.0 9.2% 2 = 10.0 —
o iL
Q o
om ]
B B
3 75 - S
o &
= b=
3 3
= =
2 5.0 =
5 kol
=] =
E E
3 3
25
WA ] | | | T ke T | | T
0 12 24 36 48 0 12 24 36 48
Months Since ~2 Years Completion of ET Months Since ~2 Years Completion of ET
No. at Risk No. at Risk
POSITIVE 516 470 412 270 144 POSITIVE 516 479 428 285 153
SOFT/TEXT 1499 1336 1159 943 646 SOFT/TEXT 1499 1349 1179 969 668

1 Partridge AH et al. GS4-09; SABCS 2022.
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HER2

HER2 IHC (links)
* HER2 IHClundISH2 - A, HER2 neg:;ivs

-
-

RS ok C, HER2 2+
D, HER2 3+

HER2 ISH (rechts)
Rot; ErbB2 Signal
Griin; CEP17 Signal

IHC; immunohistochemistry; ISH; in-situ hybridizatio
1 Ahn S et al. J Pathol Transl Med 2020;54:34-44.; 2 Shigematsu H et al. World J Surg Oncol 2011;9:146.
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HER2

« Wachstumsfaktor-Rezeptor!

* 15-20% aller Brustkrebserkankungen HER2-positiv

« HER2 als Antrieb des Tumorwachstums

« Diagnose mittels IHC und/oder ISH
* Therapie

» Antikorper
» Kleine Molekiile
» Konjugate aus Antikorper und Chemotherapie

BB ARR AN

Pertuzumab
N
e/

N\
ﬁastuzumab

SR
R

Extracellular
space

AR R X

_,‘vy\_)\_/

cytoplasm

Small molecule O | Vb
TKis (e.g. Lapatinib)

cell membrane

1 Slamon D et al. Science 1987;235:177-182.; 2 Image adapted from Okines AFC and Cunningham D. Ther Adv Gastroenterol 2012;5:301-318.
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HER2-Therapie - Nebenwirkungen

- Alle HER2-Medikamente
* Verminderte Herzleistung — v.a. bei Kombination mit Anthrazyklinen
 Anstieg Leberfunktionswerte
e Pneumonitis (sehr selten —bei T-DXd ~15%)

» Spezielle Substanzen oder Kombinationen
e Trastuzumab + Pertuzumab: Durchfalle, Hautausschlag, Paronychie

» Neratinib, Lapatinib, Tucatinib: Durchfalle

e T-DM1: Verminderung der Blutplattchen, Neuropathie
e T-DXd: Pneumonitis

MEDIZINISCHE
UNIVERSITAT WIEN




Standards bei HER2-positivem eBC

PCR (cNO) T
TP x4-8
Standard PCR (cN1) TP!
Non- pCR T-DM1 Neratinib?

T NO3 Trastuzmab 1 a
Cl1, CNO

1 Postneoadjuvant TP in ¢cNo on an individual basis in the presence of further risk factors (e.g., ¢cT3/4)
2 Extended adjuvant neratinib in luminal B/HER2-negative BC at increased recurrence risk

3 Potential standard in tumours <T2/No; preferred cT1a,b

MEDIZINISCHE Wiener Gesundheitsverbund Rupert Bartsch
UNIVERSITAT WIEN Universitatsklinikum AKH Wien Division of Oncology



KATHERINE!

« Update SABCS 2023

3 years
5 years
. mFU 8,4 Jahre 100 - 95.1% Lo 7 years
. el P 89.1%
e 0OS T b —
80 -
£ 60
]
E T-DM1
" 40- (n =743)
0
Events, no. (%) 126 (17.0) 89 (12.0)
e T-DIM 1
20 - Unstratified hazard ratio 0.66 (95% Cl = 0.51, 0.87); p = 0.0027 Trastuzumab
Boundary for statistical significance hazard ratio <0.739 or p < 0.0263
0- | T T L} T |} 1 I 1 1 1 1 L 1 L T L |l 1 L] 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120
No. at risk Time (months)
1 Loibl S et al. GS03-12; SABCS 2023. Trastuzumab 743 696 677 661 643 625 616 600 586 576 558 549 543 532 511 490 374 280 146 72 9

TDM1 743 719 702 695 675 662 649 642 626 o614 604 567 58 576 554 530 394 32 158 €3 14
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Keynote-5221

« Keynote-173: Hohe pCR Raten und akzeptables Vertraglichkeitsprofil bei Kombination von IT mit
Standardchemotherapie plus Carboplatin?

< Neoadjuvant Phase >4 Adjuvant Phase =
Neoadjuvant Treatment 1 Neoadjuvant Treatment 2 Adjuvant Treatment
(cycles 1-4; 12 weeks) (cycles §5-8; 12 weeks) (eycles 1-9; 27 weeks)

Key Eligibility Criteria

Pembrolizumab 200 mg Q3W

- Age 218 years Pembrolizumab 200 mg Q3W
- Newly diagnosed TNBC of
either T1c N1-2 or T2-4 NO-2

- ECOG PS 0-1

» Tissue sample for PD-L1
assessment?

<AmMGO OVCH

Placebo

Placebo
Stratification Factors:
« Nodal status (+ vs -) _
- Tumor size (T1/T2 vs T3/T4) n=1.174
« Carboplatin schedule (QW vs Q3W)

1 Schmid P et al. N Engl J Med 2020;382:810-821.; 2 Schmid P et al. Abstr.#556; ASCO 2017.
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Regulation der Immunantwort

e Addition von Pembrolizumab zu

praoperativer Chemotherapie
verbessert die Wirksamkeit und
senkt das Ruckfallrisiko

1 Schmid P et al. N Engl J Med 2020;382:810-821.; 2 Schmid
P et al. Abstr.#556; ASCO 2017.

MEDIZINISCHE Wiener Gesundheitsverbund
UNIVERSITAT WIEN Universitatsklinikum AKH Wien

pCR, % (95% Cl)

Primary Endpoint

A

13.6 (5.4-21.8)2
P=0.00055

|
64.8%

260/401 103/201
ypTO/Tis ypNO

Rupert Bartsch

Division of Oncology

pPCR, % (95% CI)

Pembro + Chemo
Placebo + Chemo



Stage Il Stage Il

1 2 1004 -
KEYNOTE-522% P . ¥
o 77.5% 2 80 =
= = 707 5
s o -1 3 = ey, | E 10 87
g) g, 2 — LU UL L 57 1
1 o n >
°
Update SABCS 2023 > S -
2 () |
« mFU 63,1 Monate & w 30
20+
* Subgruppen IA62 ; 10
HR: 0.59 (95% Cl, 0.43-0.82) $ HR: 0.71 (95% Cl, 0.48-1.05) :
0 I I I I I 1 1 1 1 I 1 I G 1 1 1 1 1 1 1 1 1 1 I I
0 6 12 18 24 30 36 42 48 54 60 66 7 0 6 12 18 24 30 36 42 48 54 60 66 7
No. at risk Time, mo No. at risk Time, mo
Pembro + Chemo/Pembro 6590 583 565 662 636 524 617 6509 501 466 N 126 0
Pbo + ChemoiPbo 201 287 271 265 245 237 232 228 226 218 163 60 0
Negative Nodal Status Positive Nodal Status
R 1007 2
g 9 S ' é
S 804 e i © %
) e 7 & 76.8
3 70 ' = 67.0%
o 60- 3
Z z
g9
g 4 3
% 301 o
2 201 B
o 107 5 e
i HR: 0.56 (95% CI, 0.38-0.84) : w HR: 0.67 (95% CI, 0.49-0.93) :
G 1 1 1 1 1 1 1 1 1 1 1 1 G T T T T T | T 1 1 1 1 | §
0 6 12 18 24 30 36 42 48 54 60 66 7 0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time, mo No. at risk Time, mo
Pembro + Chemo/Pembro 408 398 366 351 343 334 328 318 n 303 201 82 0
Pbo + Chemo/Pbo 196 192 179 160 149 142 138 135 136 130 91 41 0

1 Schmid P et al. LAo1-01; SABCS 2023.; 2 Schmid P et al. LBA18; ASCO 2023.
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Immuntherapie — Nebenwirkungen!

Immune-Mediated AEs and Infusion Reactions in Combined Phases

Grade

Pembro + Pbo +
1-2 35 Chemo/Pembro Chemo/Pbo
20 1 Pembro + Chemo/Pembro - (N=783) (N = 389)
18 { 54 Pbo+Chemo/Pbo Any grade 43.6% 21.9%
16 - 45 4 Grade 3-5 14.9% 2.1%
14 - Led to death 0.3%:2 0
12 Led to discontinuation of 10.9% 2.6%

any drug

Incidence, %
=
1

g -
B .
4
5
a o & ® & @*I ® §© § & &
& ‘{\ g} éq,;@@ 4{*@ $° @*Qé\ @@ ﬁ < o
@eﬁ‘\ Q:\@ ef & Q‘ﬁ#\ _ ‘@@‘ ] &

Immune-Mediated AEs and Infusion Reactions with Incidence 210 Patients
1 Schmid P et al. Abstr. VP7; ESMO 2021.
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irAEs

Pneumonitis

Images courtesy of Prof. Kapetas, Department of Radiology, Medical University of Vienna
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irAEs!?

Guillain-Barre

Myasthenia gravis

Ocular toxicity

Dermatitis

Pruritus

Vitiligo

Oesophagitis
Pneumonitis

Persistent

wheezing/coughing

Hepatitis

Colitis/diarrhoea

Coeliac disease

Neuropathy

1Johnson DB et al. Nat Rev Clin Oncol 2022;19:254-267.

MEDIZINISCHE
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- Hypophysitis

Mucositis

Xerostomia

Thyroiditis/
hypothyroidism

Myocarditis

- Adrenal insufficiency

Pancreatic insufhciency

Diabetes*

Arthritis

Possible incidence of
development into
subacute/chronic toxicity

80-100%

60-80%

40-60%

20-40%

0-20%

Unknown/<5 cases
*<5 cases inour series but

reportedly high rates of
chronicity in other series

Titel der Prasentation ODER des Vortragenden

Organisationseinheit



DNA Schiaden und Reparatur

- PARP: Geriist an Hand dessen Schiden an PARP Inhibition and Tumor-Selective Synthetic

einem DNA Strang repariert werden Lethal |ty
« BRCA fiir Reparatur von
Doppelstrangbriichen notwendig

. PARP-Blockade und BRCA Mutation - 558 o e e
Zelltod (ARRRARRARRRRTARAT] m TTRTINTIRITRATRET] —
€TrrTTITSY,

Do

iy Mp' . DNAreplication fork arrest and collapse
Unrepaired SSB M
Normal BRCA1&BRCAZ function \ BRCA1 orBRCAZ deficiency

HR-based repair HRMDW
wuy
M_\_/uw Reliance on error prone DNA repair

. . . . Genomic stability DNA damage
1 Tan RA et al. J Clin Oncol 2010;25(Suppl.18):233S.; 2 Farmer Cell viability Cell death

H et al. Nature 2005;434:917-921.
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OlympiA: OS!

* Overall Survival mFU 3.5
B8 85.0 824 Bo.H
100 _-_--z_-_‘-uﬂ_-:—_
— Olaparib, 75 deaths
— Placebo, 109 deaths
& B0 96.9 92.8 89.1 B6.4
L] Difference: 4-year O3S rate
5 3.4% (95% Gl —0.1% to 6.8%)
E‘__ &0 Difference: 3-year OS rate
E 3.8%" (95% Cl 0.9% 1o 6.6%)
S . Stratified hazard ratio, 0.68
@ (898.5% CI 0.47-0.97)
e P =0.009
2
o 20
0
0 ] 12 18 24 30 36 42 48 54
Manths since random zation
MNo. at risk

Olaparib 921 862 844 &09 773 672 560 437 35 228
Placebo 915 a68 843 803 752 647 530 423 333 218

1 Geyer CE et al. Ann Oncol 2022;33:1250-1268.
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Potential Standards in eTNBC

pCR pembrolizumab x9

Stage I1/I1T* —

Non-pCR pembrolizumab +/- capecitabine?

Non-pCR (BRCAmut) olaparib3

Alternative options (e.g., stage )4

Non-pCR capecitabine

Non-pCR (BRCAmut) olaparib3

E/ACdd x4

EC x4

1 Inclusion Criteria KN522: >T2; T1 and N1

2 Postneoadjuvant capecitabine plus pembrolizumab not based upon clinical evidence

3 Postneoadjuvant olaparib plus pembrolizuman on an individual basis in the absence of clinical evidence
4 Optimal approach for stage I TNBC not defined (only GeparSepto included stage I disease)

Rupert Bartsch

@
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Fortgeschrittener Brustkrebs

« Brustkrebs mit Fernmetastasen gilt als unheilbare Erkrankung

« Ziele:
 Erhalt der Lebensqualitat Gehirn
* Vermeidung/Behandlung von Beschwerden die
Zusammenhang mit der Erkrankung stehen Lungenfell
« Chronifizierung - Verlingerung des Uberlebens t:;if

« Antihormonelle Therapie -

« Anti-HER2 Therapie

weiter entfernte
Lymphknoten

« Chemotherapie nur wenn notwendig

Knochen

MEDIZINISCHE Wiener Gesundheitsverbund Rupert Bartsch
UNIVERSITAT WIEN Universitatsklinikum AKH Wien Division of Oncology



Graduelle OS Verbesserung!2

« Verbesserung des Gesamtiiberlebens bei HR pos./HER2 neg. mBC 2001-2022 — AGMT Register

100%-
P
B 75%- _ _
© : Time periods
®)
O - 2001-2010
S 50%-+ -~ 2011-2013
= -~ 2014-2016
= -~ 2017-2019
% 250/ -~ 2020-2022
N

0% | | | | | | |

0 12 24 36 48 60 72 84 96
Time [months]

1 Rinnerthaler G et al. Po4-04-14; SABC 2023.
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MonalLEEsa-21:2

100 o= RIB + LET

80 -

(o))
o
1

L
o
1

Overall Survival, %

N
o
1

. Events/n 181/334 219/334
Median OS, mo 63.9 514
HR (85% Cl) 0.76 (0.83-0.93)
P value 004

63.9mo(53y)

I I | 1 1 I 1 | 1 I I | 1 I I | I 1 | 1 | |

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88

No. at risk

Months

RIB+LET 334 323 315 305 300 284 270 253 237 220 202 191 180 165 158 150 142 135 126 101 48 8 0
I 334 326 316 306 293 283 265 244 222 208 195 183 167 149 139 131 114 104 94 73 38 6 0

The P value of .004 crossed the prespecified boundary to claim superior efficacy

1 Hortobagyi GN et al. Abst. LBA17_PR; ESMO 2021.; 2 Hortobagyi GN et al. Engl J Med 2022;386:942-950.

Universitatsklinikum AKH Wien Division of Oncology

Letrozol+/-Ribociclib
First-line
mFUP 80 Monate

MEDIZINISCHE Wiener Gesundheitsverbund Rupert Bartsch
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Potentielle Standards bei luminalen mBC

ESRimut, PFS 1st-line >12 elacestrant
months, non-high risk
PIK3CAmut alpelisib + ET* Alt tive ET* +/
ernative +/-
BRCAmut PARPi targeted therapy or
. chemotherapy or ADC
ET + CDKi > ESRiwt, PIK3CAwt, BRCAwt everolimus + ET* or depending upon prior
ribociclib + ET* (in case of treatment, risk profile and
prolonged CDKi benefit 1st-line) disease biology

HER2 low, high-risk, endocrine chemotherapy? or T-DXd
resistance

HER2 0 neg., high-risk, Chemotherapy?® or SG
endocrine resistance

*depending upon prior therapy; $DPYD testing for capecitabine

MEDIZINISCHE Wiener Gesundheitsverbund Rupert Bartsch
UNIVERSITAT WIEN Universitatsklinikum AKH Wien Division of Oncology




HER2

HER2 IHC (links)
* HER2 IHClundISH2 - A, HER2 neg:;ivs

-
-

RS ok C, HER2 2+
D, HER2 3+

HER2 ISH (rechts)
Rot; ErbB2 Signal
Griin; CEP17 Signal

IHC; immunohistochemistry; ISH; in-situ hybridizatio
1 Ahn S et al. J Pathol Transl Med 2020;54:34-44.; 2 Shigematsu H et al. World J Surg Oncol 2011;9:146.

MEDIZINISCHE Wiener Gesundheitsverbund Rupert Bartsch
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DESTINY-Breastog'-2

* OS (HR-positiv) -
( P ) No. of Median Overall Survival
Patients (95% Cl)
1.0 mo
= 0384 Trastuzumab Deruxtecan 331 23.9 (20.8-24.8)
5.z Physician’s Choice 163 17.5 (15.2-22.4)
Z2E 06
0 b Trastuzumab deruxtecan
5c 0.4- e —
= ¢ Hazard ratio for death, Physician’s choice
6 024
: 0.64 (95% Cl, 0.43-0.36)
P=0.003
0.0 [ [ [ [ [ [ [ [ [ | | | [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ |
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34

Months

No. at Risk
Trastuzumab deruxtecan 331325323 319314 309 303 293 285 280268 260250228100190168 144116 95 81 70 51 40 26 14 9 &8 6 6 2 1 1 1 0

Physician’s choice 163 151 145 143 139135130124 115109104 98 96 89 80 71 56 45 37 29 25 23 16 14 7 5 3 1 0

1 Modi S et al. Abst. LBA3; ASCO 2022.; 2 Modi S et al. N Engl J Med 2022;387:9-20.
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TROP2

« Tumor-associated calcium signal transducer 2; Trophoblast cell-surface antigen 2
* Transmembranoses Glykoprotein kodiert durch das TACSTD2 Gen

» TROP2 spielt einer kritische Rolle in der embryonalen Entwicklung (Placentaformation,
embryonale Implantation, Stammzellproliferation, Organentwicklung)!

» TACSTD2 Gen Knockout reduziert die Proliferation von Tumorzellen?3 - Trop2
Upregulation steigert Tumorwachstum?

» Trop2 interagiert mit anderen Faktoren die zum Tumorwachstum beitragen (IGF-1,
claudin-1 und 7, cyclin D1, PKC) und aktiviert die ERK/MAPK Signaltransduktion4

« TROP2 Expression wird von zahlreichen onkogenen Transkriptionsfaktoren reguliert:
CREB1, nuclear factor-kB, HOXA10, HNF4A, TP63, TP53, ERG, HNF1A/TCF-1,
FOXP356

1 Cubas R et al. Biochim Biophys Acta. 2009;1796:309-314.; 2 Trerotola M et al. Oncogene 2013;32:222-233., 3 Liu T et al. PLoS One
2013;8:€75864.; 4 reviewed in: Shvartsur A and Bonavida B. Genes Cancer 2015; 6: 84—105.; 5 Guerra E et al. Oncogene. 2013;32:1594-
1600.; 6 Zaman S et al. Onco Targets Ther 2019;12:1781-1790.; 7 Ambrogi F et al. PLoS One 2014;9: €110606.

UNIVERSITAT WIEN Universitatsklinikum AKH Wien Division of Oncology

High (above) and low (below) Trop2
expression in NST breast cancer”

@
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TROPIcS-0212

100

« OS Update?
* Medianes FU 12,5 Monate

e RR 21% vs. 14%; OR 1,63; 95% CI
1,03-2,56; p=0,035

Overall survival probability (%)

e Time to deterioration von GHS und
QoL 4,3 Monate vs. 3,0 Monate (HR
0,75; 95% CI 0,61-0,92; p=0,0059)

Number at risk
(events)
Sacituzumab govitecan

Chemotherapy

1 Rugo H et al. LBA76; ESMO 2022.; 2 Rugo HS et al. Lancet 2023;0online
ahead of print.

MEDIZINISCHE
UNIVERSITAT WIEN

Numberof Numberof Median overall
patients events survival, months
(95% CI)
—— Sacituzumab govitecan 272 191 14-4 (13-0-15-7)
— Chemotherapy 271 199 11-2 (10-1-12-7)

Hazard ratio for death, 0-79 (95% Cl 0-65-0-96)
p=0-020

272
(0)
271
(0)

252
(16)
246
(16)

6 q 12
221 197 160
(44)

196 164 122
(64) (95)

Rupert Bartsch
Division of Oncology

T |
18

15 21 24 27 30 33 36
Time {months)
120 80 53 31 20 4 2 0

(67) (104) (137) (158) (173) (183) (188) (190) (190) (191)

92 70 49 23 13 5 1 0

(137) (163) (174) (183) (193) (196) (198) (199) (199)

@
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ESMO Guidelines mBCt

Patients with HER2+ MEC

1st-line treatment

° HER2'pOS. Third line and beyond

HR+ HR-

: : :
ChT contraindicated No ChT contraindications ChT contraindicated No ChT contraindications

@ ®

l

!

- Lf‘- B] ool * L ; e Ag Tra Docetaxe! [or paclitaxel (I, A)] +
trastuzrumab-pertuzrumab .
cycles I, A; MCBS 4; ESCAT I-A] progression [, B) tnshuumab-podunlnﬂa

, h'c)‘w cycles [I, A, MCBS 4; ESCAT 1LA)

(a, b, c) followed by
pertuzumab-trastuzumab until
progression [I, A]

tra
until progression [, A]

l

1 Available at: https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline /her2-positive-breast-cancer; last accessed December 14°, 2023.
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https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline/her2-positive-breast-cancer

ESMO Guidelines mBCt

2nd-line treatment or progressing
during necadjuvant or adjuvant

* HER2-pos. S

:

Active BMs No, unknown or stable BMs

¥ +
Local intervention indicated (e) Local intervention not mdncated]
* -
1-10 BMs, favourable prognostic >10 BMs, unfavourable
factors prognostic factors

— | ;

SRT: For 14 BMs [1, A}, For 5-10 Tucatinib—capecitabine—frastuzu Trastuzumab deruxtecan [I, A;
mab [, B; MCBS 4; ESCAT I-A] MCBS 4; ESCAT I-A] (b, c)
Trastuzumab .

l MCBS 4 ESCAT 4] (b, c)

1 Available at: https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline /her2-positive-breast-cancer; last accessed December 14°, 2023.

BMs [il, B]

MEDIZINISCHE Wiener Gesundheitsverbund Rupert Bartsch
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https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline/her2-positive-breast-cancer

DESTINY-Breasto3"?

« Primare Endpunktanalyse: PFS nach unabhangigem Review

100-4=

90+

80+

70+

60—

50—

40

30

Percentage of Patients

20+

10+

0

Median 12-Mo
Progression-free Progression-free
Survival Survival
Trastuzumab deruxtecan (N=261) (95% Cl) (95% Cl)
mo %
Trastuzumab NR (18.5-NE)  75.8 (69.8-80.7)
Deruxtecan
Trastuzumab 6.8 (5.6-8.2)  34.1 (27.7-40.5)
Emtansine

Trastuzumab emtansine (N=263) Hazard ratio for disease progression

or death, 0.28 (95% Cl, 0.22-0.37)
P<0.001

0

No. at Risk

2 4 6 & 10 12 14 1 18 20 22 24 26 28 30 32

Months

Trastuzumab 261 250 240 214 200 168 150 112 79 53 36 25 10 5 2

deruxtecan

Trastuzumab 263 200 155 108 93 65 51 37 29 21 12 6 1 1 1 1 0

emtansine

1 Cortes J et al. Abstr. LBA1; ESMO 2021.; 2 Cortes J et al. N Engl J Med. 2022;386:1143-1154.

MEDIZINISCHE
UNIVERSITAT WIEN

Wiener Gesundheitsverbund Rupert Bartsch
Universitatsklinikum AKH Wien

Division of Oncology



ILD

« ILD Grad 2

08/2021

Universitatsklinikum AKH Wien Division of Oncology

UNIVERSITAT WIEN
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ILD

« ILD Grad 2 nach 6 Wochen Therapie

10/2021
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vi1.1 - May 2023

ESMO Guidelines mBC!

[ Search theragnostic markers ]

|
e TNBC v v v

PD-L1+ gBRCAm PD-L1-, gBRCAm-wild-type
@ @ @

I
' !

Imminent organ failure ] [ No imminent organ failure

! !

Atezolizumab—nab-paclitaxel [, PARP inhibitor-based therapy
A; MCBS 3] (a, b, d, €) or {preferred over ChT) [I, A; MCBS
Pembrolizumab—ChT [I, A; MCBS 4; ESCAT LA] (d, )
4] (a, c-€)

1 Available at: https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline/triple-negative-breast-cancer;
Last accessed January 1%, 2024.
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Median
No.of No.of Progression-
Patients Events free Survival

Sacituzumab-Govitecan!:2

Chemotherapy 233 150 1.7 (1.5-2.6)
< 100- Hazard ratio for disease progression
& or death, 0.41 (95% CI, 0.32-0.52)
3 s P<0.001
- , :
° ° ° ° = Sacituzumab govitecan
« Ergebnisse (Population ohne BM bei Baseline) a o — Chemotherpy
T 40
2
w
g 201
&
a 0
* PFS I S S R
Month
e 5,6 vs.1,7 Monate onths
No. at Risk
Sacit b it 235 154 91 49 28 15 9 1
« HR 0,41, 95% CI 0,32-0,52 ciﬂnff,tﬂlpfow Tn 38 1 5 1 10 0

Median
No.of No.of Overall
Patients Events Survival

e OS mo (95% Cl)

Sacituzumab Govitecan 235 155 12.1 (10.7-14.0)

Chemoth 233 185 6.7 (5.8-7.7
* 12,1 vs. 6,7 Monate emotherapy (5.8-7.7)
100-j=, Hazard ratio for death, 0.48
. o) ) (95% CI, 0.38-0.59)
° -
HR 0,48; 95% CI 0,38-0,59 _—
o
" Sacituzumab govitecan
2 60
g —— Chemotherapy
2 404
[
]
3 20
0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
Months
No. at Risk
1 Bardia A et al. LBA17; ESMO 2020.; 2 Bardia A et al. N Engl J Med 2021;384:1529-1541. Sacituzumab govitecan 235 214 190 153 107 70 37 13
Chemotherapy 233 173 117 74 45 30 11 3 1

MEDIZINISCHE Wiener Gesundheitsverbund Rupert Bartsch
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Trastuzumab und Pertuzumab

 CLEOPATRA: Phase III Studie, 808 Pat., MBC, HER2-pos., first-line, DT +/- Pertuzumab

* PFS: 18,5 vs. 12,4 Monate (HR 0.62; 95% CI 0,51-0,75; p<0.001)*
« End-of-Study Analyse: OS 57,1vs. 40,8 Monate (HR 0,69; 95% CI 0,58-0,82; A 16,3 Monate)?
« 8-Jahres OS-Rate: 37% vs. 23%

8 years

100
Independently Assessed Progression-free Survival 90
100+ s Pertuzumab (median, 18.5 mo)
904 = Control (median, 12.4 mo) 80 -
— 70 -
£ 60
= i — i
% 70 .;;_Q_ 50 4 f Landmark 0S: 37% N
5 60+ 8 " Events: 235 (58.5%)
o 40 -
9 504 P ey,
"’E 30 A o |
S 404 desndd, el
@ Hazard ratio, 0.62 20 “ ALY L SA
8 304 (95% Cl, 0.51-0.75) 0 HR 0.69 (95% CI = 0.58, 0.82) i | Landmark 0s: 23%
o A i .58, 0.
g - P<0.001 Median 0S: 40.8 mo (Pla) vs. 57.1 mo (P 1 i i
0 - T T T T . T T T T
107 0 10 20 30 40 50 60 70 80 90 Cope————— 130
0 T T T T T T T 1 i
0 5 10 15 20 25 30 35 40 NORSaE ATk T5ms fmi)
Months
= P+H+D 402 371 318 269 228 188 165 150 137 120 ol 20 0 0
No. at Risk
Pertuzumab 402 345 267 139 83 32 10 0 0 e Pla+H+D 406 350 289 230 181 149 115 96 88 75 a4 11 1 0
Control 406 311 209 93 42 17 7 0 0

* Crossover pts were analyzed in the Pla arm.

0S was compared between arms using the log-rank test, stratified by prior treatment status and geographic region. The Kaplan—-Meier approach was
used to estimate median OS, and a stratified Cox proportional hazards model was used to estimate the HR and 95% Cls.

Cl, confidence interval; D, docetaxel; H, trastuzumab; HR, hazard ratio; ITT, intention-to-treat; OS, overall survival; P, pertuzumab; Pla, placebo.

1 Baselga J et al. N Engl J Med 2012;366:109-119.; 2 Swain SM et al. ASCO 2019; Abstr. #1020.
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Dauer der endokrinen Therapie

« Optimale Dauer der adjuvanten endokrinen Therapie?

« ABCSG-16: randomisierte Phase III; 2 vs. 5 Jahre nach initalen 5 Jahren endokriner Therapie!

. Disease-free Survival . Risk of Bone Fracture
100-—=—— P w5 Yrofanastrozole 1007 | Hazard ratio, 1.35 (95% Cl, 1.00-1.84)
90 | / 9] |
< 80+ ' o 8 |
R ! e . ! 5 Yr of anastrozole
3 70- ! 2 Yr of anastrozole R 7 |
-y | ] 1
2 60 ! 5 6 l
| ko
© 50 : 8 54 :
< 40- | < 4 |
¢ ! 5 M !
g 30 | B 3 | 2 Yr of anastrozol
-g 20+ ! Hazard ratio, 0.99 (95% Cl, 0.85-1.15) = 2] : rotanastrozole
l _ _ 1 g
10— | P=0.90 by log-rank test . | f‘""
| |
0 T i T T | | | | | 1 0= = I T |
0 1 2 3 4 5 6 7 & 9 10 0 1 2 3 4 5
Years since Randomization Years since Randomization
No. at Risk No. at Risk
2 Yr of anastrozole 1732 1603 1540 1478 1378 1267 1107 889 657 298 2 Yr of anastrozole 1732 1555 1479 1385 882
5 Yr of anastrozole 1738 1605 1551 1485 1402 1295 1136 913 673 300 5 Yr of anastrozole 1738 1570 1513 1415 905

1 Gnant M et al. N Engl J Med 2021;385:395-405.
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OlympiAt2

Post Neoadjuvant gBRCA
TNBC patients
Non-pCR

« Studiendesign

Study is double blinded
» Prospektiv randomisierte Phase

III ER/PgR-positive/HER2- Olaparib 300 mg

* (postneo)adjuvante Therapie negative patients twice daily for Follow-up
Olaparib 300 mg oder Placebo Non pCR AND CPS&EG score = 3 12 th

« HER2-negativ, gBRCA Mutation OIS 10 years

» Stratifizierungsfaktoren: HR
Status, adjuvante/neoad;j.
Therapie, Vortherapie mit
Platinen

Post Adjuvant gBRCA - IDFS, distant
TNBC patients : | IDFS, OS
axillary node-positive (any tumor ikl e
size) or axillary node-negative
tumor > 2 cm (pathological size)

ER/PgR-positive/HER2-
negative patients

> 4 pathologically confirmed
positive LN

1 Tutt A et al. LBA1; ASCO 2021., 2 Tutt ANJ et al. N Engl J Med 2021;384:2394-2405.
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TROPIcS-021

TROPiICS-02: A Phase 3 Study of SG in HR+/HER2- Locally
Recurrent Inoperable or Metastatic Breast Cancer

NCT03901339

Treatment was continued until progression
or unacceptable toxicity

Metastatic or locally recurrent

inoperable HR+/HER2- breast

cancer that progressed after: Sacituzumab govitecan Endpoints
10 mg/kg IV ‘ .
: Have Primary
- At least 1 endocrine therapy, taxane, days 1 and 8, every 21 days
and CDK4/6i in any setting n=272 * PFSby BICR
* At least 2, but no more than 4, lines of Secondary
chemotherapy for metastatic disease Treatment of physician’s choice® . 8§R o
3 i X capecitabine, vinorelbine, ) ’ ’
(Neo)adjuvant therapy for early-stage (cap by LIR and BICR

disease qualified as a prior line of gemcitabine or eribulin)

chemotherapy if disease recurred within n=271 « PRO
12 months -y
+ Measurable disease by RECIST 1.1 Stratification: y

+ Visceral metastases (yes/no)
* Endocrine therapy in metastatic setting 26 months (yes/no)

hFoia +  Prior lines of chemotherapies (2 vs 3/4)

aDisease histology based on the ASCO/CAP criteria. ®Single-agent standard-of-care treatment of physician’s choice was specified prior to randomization by the investigator.

ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; BICR, blinded independent central review, CBR, clinical benefit rate; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor, DOR, duration of response; HER2-, human
epidermal growth factor receptor 2-negative; HR+, hormonal receptor-positive; IV, intravenously; LIR, local investigator review; (Neo)adjuvant, neoadjuvant or adjuvant; ORR, objective response rate; OS, overall survival, PFS, progression-free
survival, PRO, patient-reported outcomes; R, randomized, RECIST, Response Evaluation Criteria in Solid Tumors

Content of this presentation is the property of the AS‘ o é[fi,kéi’t”oi‘égigc?’

author, licensed by ASCO. Permission required for reuse.
KNOWLEDGE CONQUERS CANCER

2022 ASCO! eresenten B Hope S. Rugo, MD

ANNUAL MEETING

1 Rugo HS et al. Abst. 1001; ASCO 2022.
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SG vs. TPC bei HR-positivem mBC
Mediane Zahl an vorherige
Chemotherapielinien n=3




DESTINY-Breastog!

iy
+5% DESTINY-Breast04

DESTINY-Breast04: First Randomized Phase 3 Study of T-DXd for

HER2-low mBC

An open-label, multicenter study (NCT03734029)

Patients?

* HER2-low (IHC 1+ vs IHC
2+/ISH-), unresectable, and/or
mBC treated with 1-2 prior
lines of chemotherapy in the
metastatic setting

* HR+ disease considered
endocrine refractory

Stratification factors

+ Centrally assessed HER2 status? (IHC 1+ vs IHC 2+/ISH-)

* 1 versus 2 prior lines of chemotherapy

*  HR+ (with vs without prior treatment with CDK4/6 inhibitor) versus HR-

T-DXd
5.4 mglkg Q3W

(n = 373)

HR+ = 480
HR-=60

TPC

Capecitabine, eribulin,

gemcitabine, paclitaxel,
nab-paclitaxel®

(n = 184)

Primary endpoint
+ PFS by BICR (HR+)

Key secondary endpoints®
* PFS by BICR (all patients)
+ OS (HR+ and all patients)

ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; BICR, blinded independent central review; CDK, cyclin-dependent kinase; DOR, duration of response; HER2, human epidermal growth factor receptor 2;
HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; OS, overall survival; PFS, progression-free survival; Q3W, every 3 weeks; R, randomization; T-DXd, trastuzumab deruxtecan;

TPC, treatment of physician'’s choice.

alf patients had HR+ mBC, prior endocrine therapy was required. "Other secondary endpoints included ORR (BICR and investigator), DOR (BICR), PFS (investigator), and safety; efficacy in the HR- cohort was an exploratory endpoint. °TPC was
administered accordingly to the label. “Performed on adequate archived or recent tumor biopsy per ASCO/CAP guidelines using the VENTANA HER2/neu (4B5) investigational use only [IUO] Assay system.

Content of this presentation is the property of the AS‘ O éﬁ;f&iﬁ%ﬁ%ﬂf&?‘

2022ASCO =

ANNUAL MEETING Shanu Med|, MD

1 Modi S et al. Abst. LBA3; ASCO 2022.
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author, licensed by ASCO. Permission required for reuse.
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10% TNBC

Mediane Zahl an vorherige
Chemotherapielinien n=1
CDKi (HR-positive) ~70%
Lebermetastasen ~70%



Immuntherapie bei TNBC

 Pivotale Phase III Studien mit Chemotherapoe + 10/Placebo, mTNBC, first-line’-2
« IMpassion130 nab-Paclitaxel +/- Atezolizumab/Placebo
« Keynote-355 nP, P, CbG +/- Pembrolizumab/Placebo

-~

\C

Atezo + nab-P arm:
Atezolizumab 840 mg IV

Key IMpassion130 eligibility criteria®:

Metastatic or inoperable locally advanced TNBC

— Ondays 1 and 15 of 28-day cycle
— Histologically documented® s v

+ nab-paclitaxel 100 mg/m? IV

Mo prior therapy for advanced TNBC — Ondays 1, 8 and 15 of 28-day cycle

— Prior chemo in the curative setting, including
taxanes, allowed if TFl = 12 mo

ECOG PS 0-1
Stratification factors:

RECIST v1.1

Double blind; no crossover permitted PD or toxicity

o,
=)
o

Plac + nab-P arm:
Placebo IV
— Ondays 1 and 15 of 28-day cycle
+ nab-paclitaxel 100 mg/m?2 IV
— Ondays 1, 8 and 15 of 28-day cycle

Prior taxane use (yes vs no)
Liver metastases (yes vs no)
PD-L1 status on IC (positive [= 1%] vs negative [< 'l%]y

"gembrollzumab 200 mg Intravenous r_lvg every 3 weeks (Q3W)
b

Key Eligibility Criteria

* Age 218 years

» Central determination of TNBC and
PD-L1 expression

= Previously untreated locally
recurrent inoperable or metastatic
TNBC

+ Completion of treatment with
curative intent 26 months prior to
first disease recurrence

+ ECOG performance status 0 or 1

« Life expectancy =12 weeks from
randomization

» Adequate organ function

= No systemic steroids

+ No active CNS metastases

= No active autoimmune disease

Pembrolizumab® + Chemotherapy®

Progressive
diseased/cessation
of study therapy

Placebo¢ + Chemotherapy®

Stratification Factors:

» Chemotherapy on study (taxane vs gemcitabine/carboplatin)

» PD-L1 tumor expression (CPS 21 vs CPS <1)

* Prior treatment with same class chemotherapy in the
neoadjuvant or adjuvant setting (yes vs no)

Normal saline

erapy dosing reg are as follows
Nab-paclitaxel 100 m?lfm2 IV on daa/s 1,8, and 15 every 28 days
Paclitaxel 90 mg/m? 1V on days 1, 8, and 15 every 28 days
Gemcitabine 1000 mg/m?/carboplatin AUC 2 on days 1 and 8 every 21 days

9Treatment may be continued until confirmation of progressive disease
CNS=central nervous system; ECOG=Eastern Cooperative Oncology Group;
domized; TNBC=tripl

PD-L1=programmed death ligand 1; R=r. gative breast cancer

1 Schmid P et al. N Engl J Med 2018;379:2108-2121.; 2 Cortes J et al. Lancet 2020;396:1817-1828.
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IMpassion130'3

C Overall Survival in the Intention-to-Treat Population

Median
No. of Events/ Owerall Survival
No. of Patients (95% Q1)
mo
Atezolizumab+ MNab-Paclitaxe| 181/451 21.3(17.3-23.4)
Placebo +M ab-Paclitaxel 208/451 17.6 (15.9-20.0)

P=0.08

Perce ntage of Patients
=
|

2-Yr Rate of
Progression-free

Su anwal (95% Cl)

26

42.1 (34.3-49.9)
39.7 (33.2-46.3)

Atezolizumab+ nab-paclitacel

Stratified hazard ratio for death, 0.84 (95% C|, 0.69-1.02)

20 Placebo + nab-paclitaxel
10+
0 T | T | | | | | T | T |
0 3 [ 9 12 15 18 21 24 W 30 33 36
Months
Mo. at Risk
Aterolizumabq 451 426 389 337 271 146 B2 48 26 15 6 ME ME
nab-paclitaxel
Placebo+ 451 419 375 328 246 145 &9 52 27 12 3 1 M E

nab-paclitazel

D Overall Survival in the PD-L1-Positive Subgroup

Median
No. of Events  Overall Survival
Mo. of Patients (95% Cl)
mo
Atezolizumab+ Mab-Paclitaxel 64/185 250 (22.6-ME)
Placebo +Mab-Paclitaxel Ba 184 15.5 (13.1-19.4)
100

Atezolizumab+ nab-paclitaxel

2-Yr Rate of
Prosressiun-free
Survival (95% Cl)
%6
53.5 (42.3-64.6)
36.6 (26.4-46.7)

Stratified hazard ratio for death, 0.62 (25% CI, 0.45-0.88)

]
£
s 60
go §0mm mm m e T My
8 404
E 30+
o 20+
10+
0 T T T | T | | T | | T T
0 3 & 9 12 15 15 21 24 27 30 33 £
Months
Mo. at Risk
Atezolizumab 185 177 160 142 113 6l 3 22 15 9 5 ME  MNE
nab-paclitaxel
Placebo+ 134 170 147 129 &% 44 ) 19 13 & ME ME HME
nab-paclitzel

* OSinthe ITT (C) and the PD-L1 pos. population (D)
« OS Update ASCO 2019: 25.0 vs. 18.0 months (HR 0.71; 95% CI 0.54-0.93)3

1 Schmid P et al. LBA1. ESMO 2018.; 2 Schmid P et al. N Engl J Med 2018;379:2108-2121.; Schmid P et al. Abstr. #1003; ASCO 2019..
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KEYNOTE-355"2

Overall Survival: PD-L1 CPS 210 Update ESMO 2021

HR P-value
e ' e ERGD ek « Medianes Follow U 1 Monste
1
90 ' 58.3% Pembro + Chemo 1557220 70.5% 0.73 0.0093® p 44’
Bl (0.55-0.95)
80 : 44.7% Placebo + Chemo 84/103 81.6%
n ; |
- 1 o . .
€ 70- ; 1 48.2% » Finale Ergebnisse mit OS
E ! | 34.0%
& 60 ‘
o P T, . R D S 23.0 months
B : 16.1 months
© '
- — - -
g 9P ; Overall Survival in Subgroups: CPS 210
Median OS (mo) azard Ratio
8 30 et : ! Pombro + Placebo "for :e:zv:
Q ' I Subgroup N Chemo +Chemo (95%)
& 20 . | : Overall —— 323 230 16.1 0.73 (0.55 10 0.95)
: ] J Agi(;;ﬂ's) == 257 218 16.8 O.ZB (058 to 1.05‘)
: : Geoz;r;pmc.r‘uglon( + = 66 283 12.6 0.51 (0.28 to ?.QZJ
104 \ | P e 56 57 174 04402315 0.04)
0 | Rest of world — 55 18.0 220 1,07 (0.57 to 1.98)
0 4 ! EC%G - e 196 26.4 19.8 0.70 (0.49 to 1.00)
1 | 1 1 1 1 1 I I I 1 1 I 1 1 1 1 1 n 1‘ S = 127 7.7 10.6 0.70 (0.47 to 1.05)
n-study chemotherapy
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 Nab-pacitaxel ==y % 28 184 —
itabine-C; i 180 19.1 16.2 0.88 (0.61to 1.25)
2 Tl me, mo nth s Prior same-class chemotherapy .
Ha. 481 ' o — T 1111
220 214 193 171 154 139 127 116 105 91 84 78 73 59 43 31 17 2 0 NS e 5 33 i 0% O an
Iseda:s;.ofoe r:vr\ileans/:ass —— 104 3?: :2? 0. i: (0. :;4 o 086)
103 98 91 77 66 55 46 39 35 30 25 22 22 17 12 8 6 2 0 i ——— & 1Al 197 1s0n02e
lumber of metastatic sites
‘Prespecified P value boundary of 0.0113 met : — ::; ?22 :;Z 3:;:3:;0“?3;
Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. Data cutoff: June 15, 2021. 0 1 2 3

Hazard Ratio (95% CI)

Favors Favors
Pembro + Chemo  Placebo + Chemo

Analysis (HR and 95% Cl) in the overall population is based on the stratified Cox regression model; analysis in the subgroups is based on the Cox model
Data cutoff: June 15, 2021

1 Rugo H et al. Abstr. LBA16; ESMO 2021.; 2 Cortes J et al. New Engl J Med 2022;387:217-226
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PARPi bei BRCAmut mB(C*3

¢ OlympiAD und EMBRACA: Vergleich PARPi vs. Chemotherapie bei BRCA Mutationstragerinnen
» Phase III, mBC, HER2-negativ, PARPi vs. TPC

 Bis zu zwei vorheriger Chemotherapielinien

Design OlympiAD

OlympiAD study design

+ HER2-negative metastatic BC
— ER+ and/or PR+ or TNBC
« Deleterious or suspected : __ Olaparib
deleterious gBRCAm 300 mg tablets bd
+ Prior anthracycline and taxane
<2 prior chemotherapy lines in
metastatic setting
+ HR+ disease progressed on 2:1 randomization
21 endocrine therapy, or not suitable &
+ If prior platinum use Chemotherapy
~ No evidence of progression treatment of physician's
during treatment in the advanced choice (TPC)
setting - Capecitabine
212 months since (neo)adjuvant = Eribulin
treatment = Vinorelbine

&
w
g
g
o
=
=
—
-
3
=

BICR, blinded independant central
PR, progesterone receptor; RECH

Primary endpoint:
* Progression-free survival
(RECIST 1.1, BICR)

Secondary endpoints:

+ Time to second
progression or death

Overall survival
Objective response rate

Safety and tolerability

Global HRQoL
(EORTC-QLQ-C30)

61412017

Design EMRCACA

Patients with locally advanced or metastatic Talazoparib

HER2-negative breast cancer and a
germline BRCA1 or BRCA2 mutation*t

1 mg PO daily

Stratification factors: Treatment (21-day cycles)
continues until progression or

« Number of prior chemo regimens (0 or = unacceptable toxicity

1)
* TNBC or hormone receptor positive Physician's choice of
(HR+) therapy (PCT)':

« History of CNS mets or no CNS mets capecitabine,
eribulin, gemcitabine,

or vinorelbine

Phase 3, international, open-label study randomized
431 patients in 16 countries and 145 sites

Primary endpoint
Progression-free survival by RECIST by
blinded central review

Key secondary efficacy endpoints
Overall survival (0OS)
ORR by investigator
Safety

Exploratory endpoints
Duration of response (DOR) for objective
responders
Quality of life (QoL; EORTC QLQ-C30,
QLQ-BR23)

1 Robson ME et al. Abst. #LLBA4; ASCO 2017.; 2 Robson M et al. N Engl J Med 2017;377:523-533.; 3 Litton JK et al. N Engl J Med 2018;379:753-763.
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Primary Endpoint: PFS by Blinded Central Review

TALA Overall PCT
° ® 100 TAIA (n=287) (n=144)
1-3 ® 90 Imem" PCT Events, no. (%) 186 (65%) 83 (58%)

80 Median, mo (95% Cl) 8.6(7.2,9.3) 56(4.2,6.7)

70 Hazard ratio, 0.54, 95% Cl, 0.41,0.71
P <.0001

60

50
40
30
20
10

« PFSin den PARPi Gruppen iiberlegen (right, A)
 Effekt bei TNBC pradominant "=
« Effekt auch bei Pat. mit stabilen BM bei Baseline (B,C) Duraion of PFS, mo

No. at risk (eventsicumulative events)

Progression-free survival, %

TALA ORT(QD; 778 (SN0 14R(SICA) BT(IANAT) S5(TTMS4) 47(0463) FR(GT) PI(ITL AB(STY 1244 5(MAS)  R(ONAS 1{0MBS 0{415% 0065
pcT 144100, BRI} 34081} 2iA¥E)  97TTR) Q7R 437W 221 2@VEY 1(1B2)  O(4A3)  0(0A3)  0(0A3)  0@@3  D@ay

A Progression-free Survival 1-Year PFS 37 vs 20%  Median follow-up time: 11.2 months

100
PFS: CNS Metastases Subgroup
907 TALA ‘ Overall PCT
100 ETAIA (n=43) (n=20)

. B0 3w - overan et R T | AT | ThE
i % ;g Hazard ratio, :.‘:Z,ui.’{:z. Cl, 0.15, 0.68
= 704 2w
= £ 40
e &0 . 2 30
3 Hazard ratic, 0.58 (95% Cl, 0.43-0.80) %.', 20
ph P<0.001 £ , |
g 50 . N, EE— ——
[F= 0 3 (] 9 12 15 18 21 24 27 30 33
é Duration of PFS, mo
2 404 Olaparib (N-205) R s y
b = g e
En 30
.;E_ Standard therapy e 4 a3 g

20_ {N- g?] C sal % 30 1 e

0%

104 | T

oy
&
1 5 054
v - £ nsi
0 T T T T 1 E pa
g.
o

T T 1 T T 1 T T T 1T T T 1 T 1 T T T T T T T 1
01 2 3 4 5 6 7 & 9 101112 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 79 30

0.3
. 1 -
Menths since Randomization :I
No. at Risk Utlﬁ & B & o 2 44 8 8 d0 &2 4 Ho& oM
Olaparib 205201177159154129107 10094 73 69 61 40 36 23 21 21 111111 4 3 3 2 2 1 1 1 @ Tiknas freinn Famdomizaian jen rithey
Standard therapy 97 88 63 46 44 29 25 24321 13 1111 &8 7 4 4 4 1 1 11 1 1 1 1 0 00 O enere e W W B 5 5 i E O :' a2 o

1 Robson ME et al. Abst. #LLBA4; ASCO 2017.; 2 Robson M et al. N Engl J Med 2017;377:523-533.; 3 Litton JK et al. N Engl J Med 2018;379:753-763.
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Sacituzumab-Govitecan’?

« ASCENT: Randomisierte Phase III Studie

e Sacituzumab Govitecan vs. TPC
« Capecitabine, Gemcitabine, Eribulin, Vinorelbine

* n=468
Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints
(per ASCO/CAP) 10 mg/kg IV Prima
i ry
>2 chemotherapies for B every 21-day cycle ST . PFSt
: (n=267) treatment until
advanced disease L, progression -» Secondary
[no upper limit; 1 of the required or * PFS for the full
: . unacceptable T
prior regimens could be Treatment of Physician’s toxicity population
progression occurred within a Choice (TPC)* + 0OS, ORR,
12-month period after (n=262) DOR, TTR,
completion of (neo)adjuvant safety
therapy)]
N=529 Stratification factors Data cutoff: March 11, 2020
Number of prior chemotherapies (2-3 vs >3)
NCT02574455

Geographic region (North America vs Europe)
Presence/absence of known brain metastases (yes/no)

1 Bardia A et al. LBA17; ESMO 2020.
2 Bardia A et al. N Engl J Med 2021;384:1529-1541.
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Trial Endocrine | Menopause Population PFS OS
Therapy Status (months) (HR; 95% CI)
PALOMA-2 Letrozole postmenopausal IS 24.8 vs. 14.5 HR o0.58 HR 0.96!
~35% de novo met. 9% CI 8-1.18
~22% TFI <=12 057 0.76-1.1
MonaLEEsa-2  Letrozole postmenopausal 1st-line 25.3 US. 16.0 HRo0.57 HR 0.762
~34% de novo met. % CI 0.62-
<5% DFS <=12 9570 0.63-0.93
MonaLEEsa-7  Gosereline + premenopausal 1st-line , 23.8 vs. 13.0 HRo.55 HRo0.713
] (9ne line of orior chemotheraoy 9% CI _
anastrozo e/ fiir advanced BC allowed; 957 0.54-0.95
letrozole or ~14%)
tamoxifen
MONARCH-3  Anastrozole/ postmenopausal 1st'1j)/ned t 28.2 vs. 14.7 HRo0.54 HR0.80%
letrozole ~407% denovomet 95% CI 0.637-1.015
PALOMA-3 Fulvestrant pre-/perimenopausal allowed frfériitses?éﬁf;fﬁ NE?’?Z)r L, 9-2Us. 3.8 HRo0.42 HR0.815
+/- OFS monthe) R EEOTS 95% CI 0.64-1.03
MonaLEEsa-3  Fulvestrant postmenopausal 1st-and 2nd-line; 1st-line, PFS 20,5 vs. 12.8 HRo0.59 HR0.72°
>12 months ~50% 95% CI 0.57-0.92
MONARCH-2  Fulvestrant pre-/perimenopausal allowed ~ 1st-and 2nd-lin; 1st-line 40% 16 4 vs. 9.3 HRo.55 HRo0.767
+ /_ OFS (progression on adj. ET or <12 % CI 0.61-
month) 957 0.01-0.95

~25% primary endocrine
resistence

1 Finn RS et al. Abst. LBA1003; ASCO 2022; 2 Hortobagyi GN et al. Engl J Med 2022;386:942-950.; 3 Im AH et al. N Engl J Med 2019;381:307-316.; 4 Goetz MP et al. GSo1-12; SABCS 2023.; 5 Turner

NCet al. N Engl J Med 2018;379:1926-1936.; 6 Slamon DJ et al: N Engl J Med 2020;382:514-524.; 7 Sledge JW et al. JAMA Oncol 2020;6:116-124.

Rupert Bartsch
Division of Oncology
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[ ] - 3 years 6 years
Eskalation S = w
2% T e S T D mimm e oD
80 83.6% 81.2%
. 60 Pertuzumab Placebo
= (n=1503) (n =1502)
2 Events, n (%) 202 (13.4) 276 (18.4)
. . . - 40 = X %
» APHINITY: Deskriptive iDFS Analyse! e 51
3 vears 20 7 Difference in event free rate (%) 49
y , 6 vears 95% Cl for difference (2.2,7.6)
100 94.1% years 8 years 0 S
93.2% e kT [y 20.6% 88.4% 0 ! ? : Years fron‘11 randomisations ¢ ! ’
7o - -8'?730; ''''' e T No. of patients at risk
80 = o 85.8% 1503 1420 1357 1301 1257 1218 1190 1142 1003
Pertuzumab Placebo 1502 1439 1358 1288 1226 1190 1126 1076 953
(n =2400) (n =2404)
~ 60 Events, n (%) 267 (11.1) 342 (14.2) Nodal positiv -
- . o 6 ears
£ Adjusted HR (95% Cl) 0.77 (0.66, 0.91) 100 ek o )
= _ . o7.5% 94.8% %
40 9 8 year duration . e
Difference in event free 26 ] —— P—
20 o rate (%) ' £ ? (n = 897) (n = 902)
: 5 Events, n (%) 65(7.2) 66(7.3)
95% Cl for difference (0.7, 4.6) 401 Unadjusted HR (95% CI) 1.01(0.72,1.42)
0 8 year duration
! ! ! ! ! v ! ! ! ! ! ! ! ! ! ! 20 1 Difference in event free rate (%) -1.0
0 . B 1 2 3 4 5 6 T 8 95% Cl for difference (-3.5,1.5)
No. of patients at risk Years from randomisation 0 —_— '
2400 2277 2198 2122 2055 1995 1954 1876 1677 0 ! 2 % Vears from randomisation. 6 7 8
2404 2312 2214 2134 2043 1984 1898 1817 1651 No. of patients at risk
897 857 841 821 798 i 764 734 674
902 873 856 846 817 794 m 41 698
1 Loibl S et al. ESMO Virtual Plenary; VP6 2022. .
Nodal negativ
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Deeskalation

o APT'?
 Single arm phase II study, Pw x12 plus Trastuzumab 1 a

* 410 Pat., pNo, pT <3 cm

7-Jahres DFS: 93% (95% CI 90,4-96,2)
n=4 (1.0%) distant recurrence events

Disease-free Survival According to Tumor Size Disease-free Survival According to Hormone-Receptor Status

1.0 >lcm 1.0
W HR-positive
0.8+ 0.8
=l cm .
HR-negative
£ 06- 2 06~
B 8
3 2
6.? 0.4 & 0.4+
0.2 0.2+
0.0 I I I T I ! 0.0 T I T I I 1
0 12 24 36 43 60 72 0 12 24 36 43 60 72

Month Month

1 Tolaney SM et al. N Engl J Med 2015;372:134-141.2 Tolaney SM et al. J Clin Oncol 2019;37:1868-1875.
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DESTINY-Breastog!

-y
#%%» DESTINY-Breast04

10
PFS in HR+ and All Patients
Hormone receptor—positive All patients
15 Hazard ratio: 0.51 7 Hazard ratio: 0.50
= 95% CI, 0.40-0.64 = 95% Cl, 0.40-0.63
< P < 0.0001 e P < 0.0001
§~ 80 4 ‘:- 80 -
3 3
B 8
g T-DXd g T-DXd
E mPFS: 10.1 mo ; mPFS: 9.9 mo
a a
i i
s 5
g g
o o
G Y T EE S 8 TS 0 0 1 SECE O E 3 3 8 BEEE B P S M 6 0 AP 1§ M 8 R 7 2 2

No. at Risk Months No. at Risk Months

T-DXd (n=331): 331 324 290 265 262 248 218 198 182 165142128 107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0  T-DXd(n=373): 373365 325295290 272238217 201183156 142118100 88 81 71 53 42 35 32 21 18 15 8 4 4 1 1 0
TPC (n=163): 16314610585 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0 TPC(n=184): 184166119 93 90 73 60 51 45 34 32 29 26 22 1513 9 5 4 3 1 1 1 1 1 1 0

PFS by blinded independent central review.
HR, hormone receptor; mPFS, median progression-free survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.

2022 AS CO m RERENIEREE Content of this presentation is the property of the As CO AMERICAN SOOFTY OF

ANNUAL MEETING Shanu Modi, MD author, licensed by ASCO. Permission required for reuse. N OWLEDCE CONBUERS EANETR

1 Modi S et al. Abst. LBA3; ASCO 2022.
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Antikorper-Medikamenten Konjugate (ADCs)':2

o Zielgerichtete Chemotherapie durch ADCs
» Potentieller Effekt auf umliegende Zellen

1 ADC localizes to tumor
and binds the target receptor
antigen on tumor cell surface

,:z“\:.. o”ll"}\
TYL

}
‘l\g‘

2 Receptor antigen and
ADC are internalized
by endocytosis

N
Lysosome

L
-

ADC is enzymatically

degraded within 5 ADC mediated
lysosomes 4 Released
cytotoxic drug expressing
binds to cancer cell
intracellular
target

1 Trail PA, et al. Pharmacol Ther 2018;181:126-142.
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death of antigen

Death of neighboring cell

Membrane permeable
drug released and taken
up by neighboring cells

\

N\

Membrane impermeable drug
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Regulation der Immunantwort!

Tumorzellen blockieren die
Aktivierung von T-
Lymphozyten iiber die PD-
1/PD-L1 Achse (a)
Immuntherapie blockiert die
Verbindung von PD-1/PD-L1
(b)

T-Lymphozyten werden
aktiviert und konnen einen
Immunresponse gegen die

Binding of PD-1 and PD-L1 Inhibit T Cell From Killing Tumor Cell

Antigen T Cell
\ Receptor

Tumor Cell

PD-l PD-LI

Blocking PD-1 or PD-L1 Allows T Cell to Resume Killing Tumor Cell

b

Antigen T Cell
\ Receptor

S

A

Erkrankung auslosen > 3 e )\
4 \/
7 ’ [
T Cell 14AM’ Tumor Cell
1 Caldwall C et al. Scientific Reports 2017; 7:13682. PD-L1
Anti PD 1
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Blockade des Zellzyklus — CDK4/6-Inhibitoren?-2

Est Growth Factor Receptor
strogen (such as HER2)

e Blockade der Verdoppelung der Erbinformation (DNA) z I I I I I I I I {} I I I I I z I I z I I

vor Zellteilung

Estrogen Receptor PI3K/Akt/mTOR Pathway
LI | CDK 4/6
- inhibitors
The cell "double checks” the B v
duplicated chromosomes for )
error, making any needed .
repairs. ' K p16INK4a

Mitosis
¢ i o e ﬂ.

A%

Each of the 46
chromosomes is

duplicated by the,
cell.

Cellular contents,
excluding the chromosomes,
are duplicated.

NG ¢ -
Gene transcription
E2F /
active
bt (tumor suppressor) ﬂ GO ,

Cell cycle arrest. Cell Cycle

23

1 Caldon CE et al. J Cell Biochem 2006;97:261-274.; 2 Adapted from: Spring LM et
al. Oncologist 2017,22:1039-1104.
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Endokrine Therapie in der Pramenopause!

e SOFT und TEXT

Premenopausal and HR+ Tamoxifen + OFS
<12 weeks after surgery EVERIS
TEXT
(n:2 672) OFS planned
With or withour Chemotherapy Al vs. Tam
(n=4,690)
Exemestane + OFS
5 years
_J Tamoxifen + OFS
5 years
Premenopausal and HR+ Tamoxifen + OFS Exemesstane + OFS
years
<12 weeks after surgery 5 years
No chemotherapy (N=1,419) . )
SOFT oR . . Median Follow-Up: 13 years
_ amoxifen
(n=3,066) S years
Prememopausal despite Chemotehrapy
(n=1,628)
Exemestane + OFS
5 years

1 Reagen MM et al. GS2-05; SABCS 2021.
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Endokrine Therapie in der Pramenopause!

Prior Chemotherapy, Freedom from Breast Cancer

100~
90
e SOFT: Tamoxifen vs. Tamoxifen + OFS (vs. Exemestan + OFS)! SU_%

100 —_ 70+ MNo. Bf
QO_M & 504 Patients 5-Yr

204 = No. of a4 o5 No.of with Rate Hazard Ratio
o Noof | lents >Yr k: Patients Event %  (95% Cl)

_ 0.0 wit Rate -~ 404 i

£ o Patients Event % & Tamoxifen 542 116 78.0

2 ol 304 Tamoxifen— 542 97 825 0.78 (0.60-1.02)

5 Tamoxifen 1018 160 847 s

5 40 Tamoxifen-OS 1015 139 866 20+

& Exemestane— 544 80 B5.7 0.65 (0.49-0.27)

30 10+

Hazard ratio for recurrence, second invasive cancer, 05

20+ or death, 0.83 (95% CI, 0.66—1.04) 0 T T T T T 1

10 P-0.10 0 1 2 3 4 5 6

¢ 0 1 3 3 3 : E Years since Randomization

Years since Randomization A Disease-free Survival

100+
90_\

* 3066 Pat., eBC 30

70
- No. of
* 350 Pat. <35 a: DFS 67,7% vs. 78,9% vs. 83,4% o] L palents
€ 50 > .
) o . g Patients Event %

*  (94% vorherige Chemotherapie) § ] cemestneos 26 216 o1t
30| == Tamoxifen-0S 2344 298 87.3
20~ Hazard ratio for recurrence, second invasive cancer,

. 1o ordeath 0.72 (95% CI, 0.60-0.85)
* Gemeinsame Analyse SOFT/TEXT? | Peooul
I I I T T 1
* Tam + OFS vs. Exemestan + OFS 0 1z 3 4 5 6
Years since Randomization
* 4.690 Pat. No. at Risk
Exemestane— 2346 2217 2128 1848 1517 1289 866

1 Francis PA et al. N Engl J Med 2015;372:436-446.; 2 Pagani O et al. N Engl J Med 2014;371:107-118. T ifene 2346 2347 ows 1845 1ass 1261 s34

os
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Antikorper-Medikamenten Konjugate (ADCs)

« Bystander Effekt!

@

1 ADC localzes to tumor ya . N
and binds the target receptor ' o Y
antigen on tumor cell surface l \ 2
R N % P : .
TS N { Death of neighboring cell
1" Y T ’ b il
' -fé“@’, = Membrane permeable
2 Receptor antigen and Py ) s drug released and
ADC are intemalized & 230\ taken up by
i f ke ol ) neighboring cells
by endocytosis ‘. 54 o5 ” g g9
3 ADCis A —
enzymatically ADC mediated e
degraded within 4 Released death of antigen & g
lysosomes cytotoxic drug expressing &
binds to cancer cell | 2
intracellular
target \ % P

1 Trail PA et al. Pharmacol Ther 2018;181:126-142.
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