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TEXT und SOFT — 13-Jahre Follow-Up

TEXT and SOFT Designs

TEXT (N=2672)

Enrolled: Nov'03-Apr’11 R
A
% N "
Premenopausal HR+ = Tamoxifen+OFS x 5y T
» <12 wks after surgery o )
- Planned OFS N> Exemestane+OFS x 5y Al Question
* No planned chemo (N=1053) | L N=4690
( )
OR planned chemo (N=1607) IZE
Tamoxifen+OFS x 5y
= SOFT (N=3066) -
« Premenopausal HR+ g - " 5 Exemestane+OFS x 5y
- <12 wks after surgery g —> lamoxiren X oy
* No chemo (N=1419) (o) Median follow-up 13 years
OR Ul — Tamoxifen+OFS x 5y
« Remain premenopausal |
<8 mos after chemo (N=1628) é Exemestane+OFS x 5y

4 OFS=ovarian function suppression, by
\' GnRH analogue triptorelin or oophorectomy
o

V This presentation is the intellectual property of the IBCSG. Contact mregan@jimmy.harvard.edu for permission to reprint and/or distribute.
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TEXT und SOFT — 13-Jahre Follow-Up

' -OncoNet

Rhein-Main

Al Question: SOFT+TEXT Overall Populations

42% LN+; 13 years median follow-up

Distant Recurrence-free Interval

88.4 (+1.8%)

o \

< S-yr:
= 937 12-yr:
5]
£ 92.2

8 w0 86.6
[ =

g

3

e 40
€ Distant
g Recur HR (95%Cl) P
e 20 E+OFS 249 0.83 (0.70-0.98) 0.03

T+OFS 295 s 3
0
0 5 12
Years since randomization
0-5 years >5 years
Recur HR (95% Cl) Recur HR (95% CI)

E+OFS: | 139 0.78 (0.63-0.98) 110 0.90 (0.70-1.17)

T+OFS: | 175 120 .

Alrisk. | 4690 pts 21535 pyfu 3047pts 26891 pylu

N

Overall Survival

1004 \
5-yr:
% 96.0 12-yr:
- 97.0 90.1 (+1.0%)
o
S 4 89.1
o
£
2
E
(2]
Death HR (95%Cl) P
201 E+OFS 228 0.93 (0.78-1.11) 0.43
T+OFS 245 . 5
0
0 5 12
Years since randomization
0-5 years >5 years
Deaths  HR (95% Cl) Deaths HR (95% Cl)

E+OFS: | 91 1.34 (0.98-1.84) 137 0.77 (0.62-0.97)

T+OFS: | 68 . 177

Atrisk | 4690 pls 22467 pyfu 4283 pts 30294 pyfu

E+OFS vs T+OFS: absolute reduction in distant recurrence, 1.8% at 12 years
absolute reduction in death, 1.0% at 12 years

%
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pyfu=person-years follow-up

This presentation is the intellectual property of the IBCSG. Contact mregan@jimmy.harvard.edu for permission to reprint and/or distribute.

Reagan M et al., SABCS 2021, #GS2-05 © M. Thill



TEXT und SOFT — 13-Jahre Follow-Up
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SOFT+TEXT Chemotherapy Cohorts

57% & 66% LN+; 13 years median follow-up

Distant Recurrence-free Interval

100

g 80
g 5-yr:
£ 91.8 12-yr:
) .9 ---TEXT 84.7 (+2.4%)
S 87.6
g oy 82.3
3 . ' —SOFT 79.6 (+1.9%)
= Distant 717
E Recur HR (95%Cl) .
@ E+OFS 99 0.86 (0.66-1.13) SOFT
8 2| T+oFs 114 .
E+OFS 118 0.86 (0.67-1.11) TEXT
i T+OFS 132 s
0 ' 5 12
Years since randomization
0-5 years >5 years
Recur HR (95% CI) Recur HR (95% CI)
SOFT E+OFS: | 65 0.85 (0.61-1.19) 34 0.88 (0.56-1.41)
T+OFS: | 76 . 38 .
TEXT E+OFS: | 62 0.73 (0.52-1.01) 56 1.10 (0.75-1.61)
T+OFS: | 83 . 49 .
Atrisk: | 2694 pts 12086 pyfu 2166 pts 14702 pyfu

E+OFS vs T+OFS:

Overall Survival

80 5-yr:
- 945 12-yr:
> o 95.0 ---TEXT 87.0 (+2.6%)
2 924 84.4
ig 95.0 ——SOFT 82.9 (-0.7%)
an 83.6
Death HR (95%Cl)
E+OFS 88 1.06 (0.79-1.43) SOFT
21/ T+oFs 85 .
E+OFS 103 0.85 (0.65-1.11) TEXT
6 T+OFS 118 E
5 12
Years since randomization
0-5 years >5 years
Deaths  HR (95% Cl) Deaths HR (95% Cl)
SOFT E+OFS: | 40 1.57 (0.96-2.57) 48 0.84 (0.57-1.22)
T+OFS: | 26 . 59 .
TEXT E+OFS: | 42 1.10 (0.71-1.70) 61 0.74 (0.53-1.03)
T+OFS: | 38 . 80 .
Atrisk: | 2694 pts 12774 pyfu 2395 pts 16928 pyfu

reductions in distant recurrence 1.9% SOFT and 2.4% TEXT at 12 years

overall survival, -0.7% SOFT and +2.6% TEXT at 12 years

pyfu=person-years follow-up

MARKUS KRANKENHAUS

This presentation is the intellectual property of the IBCSG. Contact mregan@jimmy.harvard.edu for permission to reprint and/or distribute.
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ASTRRA Studie — Phase 3, HR+, pramenopausal <45 Jahre,
Tamoxifen +/- 2 Jahre Goserelin nach CTx, N=1.282, FU 8 J

ASTRRA study design

Inclusion criteria
Tamoxifen 20 mg/d (5 yrs)+

* Premenopausal women Goserelin 3.6 mg/28d (2 yrs)
+ Age <45 years
+ ER+ stage I-lll primary breast cancer

* Had been treated with definitive
surgery and chemotherapy Tamoxifen 20 mg/d (5 yrs)

* WHO performance status of 0—2

Ovarian function
evaluation

Ovarian function evaluation Endpoints
» Serum FSH level = 30 mlU/mL, menstruation » Primary: Disease Free Survival (DFS)
= Evaluated every 6 months for 2 years

+ Secondary: Overall survival (OS)
Amenorrhea for 2 years
= Permanent menopause group
Excluded from the survival analysis

A Kim HA and Noh WC et al, JCO 2019
h
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ASTRRA Studie — Phase 3, HR+, pramenopausal <45 Jahre,
Tamoxifen +/- 2 Jahre Goserelin nach CTx, N=1.282, FU 8 J

N
%
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Primary Endpoint — Disease Free Survival

M 33 39 | —
E @ .
78.1% [

Median DFS (%) 84.1 78.1

g
©
=
=
5
(%)
o
2
I
©
a
©
[}
D
[a)

Hazard Ratio
(95% Cl) 0.67 (0.516 to 0.872)

Log-rank P value 0.0025

(0] 12 24 36 48 60 72 96 108 120 132
Time Since Random Assignment (Months)

TAM only 647 634 612 586 563 511 472 356 242 127 42
TAM+OFS 635 626 604 579 551 519 480 368 253 124 36 1AM only, Tamoxifen only group

TAM+OFS, Tamoxifen plus ovarian function suppression grouj

Baek SY et al., ASCO 2022, #506 © M. Thill



ASTRRA Studie — Phase 3, HR+, pramenopausal <45 Jahre, OncoNet
Tamoxifen +/- 2 Jahre Goserelin nach CTx, N=1.282, FU 8 J

Rhein-Main

Survival outcomes — Subgroup analysis

No. of events/ No. of patients 8-year DFS
TAM + OFS TAM only TAM + OFS TAM only Libia
Overall 93/635 139/647 85.4 80.2 0.67 (0.51 t0 0.87)
Age at enroliment, years

<35 21/89 24/83 : 0.74 (0.41 t0 1.33)

35-39 31173 37/194 : H 0.99 (0.62 to 1.60)

[ 40-45 41/373 78/370 g 3 0.50 (0.34 to 0.73)]

HER2 status

[ Negative 58/390 82/386 : 0.70 (0.50 to 0.98)]

Positive 16/84 18/92 0.95 (0.48 to 1.86)

Unknown 19/161 39/169 0.48 (0.28 t0 0.83)

Favors TAM + OFS Favors TAM only

AGAPLESION
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ASTRRA Studie — Phase 3, HR+, pramenopausal <45 Jahre,
Tamoxifen +/- 2 Jahre Goserelin nach CTx, N=1.282, FU 8 J

* Rhein-Main

SOFT Prior Chemotherapy Cohort

57% LN+; 12 years median follow-up

. Overall Survival
Distant Recurrence-free Interval

100 100
) ) X
\? K 2.2},2
< o
8 g;g 12-yr: - 95.0 T24r. )
& 849 796 (+45%vsT) T 91.7 B23 (el I vu 7]
o Distant s 77.7 (+2.6% T ~ 83.6 (+4.7% vs T)
2 istan J (+26% vsT) o Death HR (95%Cl)vs T |
g 40 Recur HR (95%Cl) vs T 751 £ 40 EroFs 88 080 (0.61-1.07) | 78.9
3 E+OFS 99 0.79 (0.60-1.03) E = 0.75 (0.57-1.00)
9] T+OFS 114 0.91 (0.71-1.18) a T 107 ‘
Tz 20 T 120 . 20 - T
]
°
a
0 0
0 1 2 3 4 a 6 7 8 9 10 1" 12 13 0 1 2 3 4 5 6 7 8 9 10 1 12 13
Years since randomization Years since randomization
[} 5 12 0 5 12
| 0-5 years >5 years 0-5 years >5 years
Recur HR (95% Cl)vs T | Recur HR (35% Cl) vs T . Deaths HR (95% Cl)vs T Deaths HR(95% Cl)vs T
E+OFS: | 65 0.77 (0.56-1.07) 34 0.81(0.51-1.29) E+OFS: | 40 0.93 (0.61-1.43) 48 0.72 (0.50-1.05)
T+OFS: | 76 0.91 (0.67-1.24) 38 0.92 (0.59-1.44) T+OFS: | 26 0.60 (0.37-0.97) 59 0.86 (0.60-1.22)
T | 81 39 x T: 43 64
Atrisk | 1628pts 7131 pyfu_ | 1257pts 8005 pyfu i Atrisk: | 1628 pts 7681 pyfu | 1427pts 9295 pyfu
I T+OFS vs T: absolute reduction in distant recurrence, 2.6% at 12 years Regan et al
. . . . ’
r ion in h persi | r ion 4.79 12
o = - - SABCS, 2021
. years follow-up E+OFS vs T: reductions of 4.5% and 4.0%, at 12 years
NP
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Adjuvante endokrine Therapie bei
pramenopausalen Patientinnen (Jahr 1-5)

Oxford
LoE GR AGO

= Niedriges Rezidivrisiko:

=  Tamoxifen fiir 5 Jahre 1a A ++
= Erhohtes Rezidivrisiko:

= OFS 2-5 Jahre* + Tamoxifen fiir 5 Jahre 1a A ++

=  OFS*+ Al fiir 5 Jahre 1a A ++
= GnRHa Monotherapie 1a B +

(Bei relevanten Kontraindikationen fiir Tam, gegeniiber keiner Therapie)

OFS: Ovarialfunktions-Suppression;
* Behandlung nur solange sie tolerabel ist und die Pat. eindeutig pramenopausal ist

Bei Z.n. Chemotherapie bei Wiedereintritt der Ovarialfunktion innerhalb von 24 Monaten

Die Applikation einer Chemotherapie war in den Studien ein Surrogatmarker fiir hohes Rezidivrisiko

# Al NUR in Kombination mit OFS bei pramenopausalen Patientinnen
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DATA Studie — EAT mit Anastrozol (3 vs. 6 J.) nach 2-3
Jahren Tamoxifen - Studiendesign

OncoNet

Rhein-Main

aDFS

DATA study design T

Postmenopausal at randomisation - 6 years anastrozole
ER+ and/or PR+ Stratification 1 mg daily
1

N RN KN

Received 2-3 years of adjuvant tamoxifen
With no sians of di Nodal status 3 years anastrozole
ith no signs of disease recurrence Hommone feceplor stalis ey

HER? status
Tamoxifen duration

* Primary endpoint: aDFS*
= Secondary endpoint: aOS

= We aimed to detect an increase in 3-year adapted disease-free survival (aDFS) from 90% to 94%,
I.e. a hazard ratio (HR) of 0.60 and a significance level of 0.05, power of >80%

» Median adapted follow-up of 10.1 years (P5 = 8.6, Pg5= 11.5 years)

Ny
%
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DATA Studie — EAT mit Anastrozol (3 vs. 6 J.) nach 2-3
Jahren Tamoxifen — aDFS Subgruppen

#*% OncoNet

Rhein-Main

aDFS in subgroups of patients

1004
N = 1660 10-yr aDFS A HR (95% Cl) P 1
£ ®]  Af0-yearaDFS: 13.6%
% of patients G o BERCEY $ )
All patients 100% 69.1% 66.0% | 3.1% 0.86 (0.72-1.01)  0.073 o
0' T T T T T T T T T T
ER+ and PR+ 76% 708% 64.4% | 6.4% 0.77 (0.63-0.93)  0.008 © 1 2 3 4 5 6 7 8 9 10
Follow-up starting 3 years after randomisation (years)
Number at risk
Ak 51% 68.7% 60.7% | 80% | 074(059-093) 0011 e B R EEEE R
ER+ and PR+,
pN*;'; ly 26% 700% 564% | 136% | 0.64(047-0.88)  0.005

Ny
%
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DATA Studie — EAT mit Anastrozol (3 vs. 6 J.) nach 2-3
Jahren Tamoxifen — a0S

:OncoNet

" Rhein-Main

a0s in all patients

__ bt
\
801 =

N = 1660 10-yr aOS A HR (95% Cl) P
£ e A10-year a0S: 1.7% S
ARG C 6-year | 3-year 5 s — 3-year
a
20

All patients 100% 809% 79.2% 1.7% 0.93 (0.75-1.16) 0.53

0

T T T T T T T T T -
0 1 2 3 K 5 6 7 8 9 10
Follow-up starting 3 years after randomisation (years)

Number at risk
Jyear 833 825 810 796 771 753 731 700 673 625 370

Ny
%
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Rezidivrisiko nach 5-jahriger endokriner Therapie #% 50 CoNet
adjustiert an TumorgroRe und Nodalstatus T Rhein-Main

A2 47% T2N4-9 (score=6)

_® 41% T1N4-9
3
3
= _® 2905 T2N1-3
o
2 & 2205 T1N1-3 or T2NO
=
I% ® 14% T1NO (score=1)
a
“\! 20 years
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5 mg Tamoxifen bei DCIS/LCIS/ADH ausreichend!

San Antonio Breast Cancer Symposium®, December 6-10, 2022

50
All breast events (breast cancer or DCIS)
404 HR,0.58;95% ClI, 0.35-0.95

Log-rank P = .028 Placebo

Babytam

307

End of treatment

|

107

C mulative Breast Cancer InCidence Rate (%)

I
I
I
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14

0 T T T T T T T T I T T T T
years
\ Number at risk
\‘ Placeba 247 (5) 240 E. 233 ? 224 4 218 3 213 202 (7) 190 {Ji 170 i 51 (0) 12 {0) 2 {0) O
\.J Tamaoxifen 253 (3) 245 (2) 241 232 3 218 (3) 210 (3) 179 (2) 141 1{]2 ﬂ 46 (0) 10 (0) O (0) O

AGAPLESIO This presentation is the intellectual property of the author. Contact him at andrea.decensi@galliera.it for permission to reprint and/or distribute
N
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monarchE — Phase lll, HR+/HER2-, high risk eBC,

.' : OncoNet

Rhein-Main

Abemaciclib + ET vs. ET, N=5.637

HR+, HER2-, high risk early breast
cancer

High risk defined as

* 24 positive axillary lymph nodes
(ALN) or

* 1-3 ALN and at least 1 of the below
*  Tumour size 25cm
* Histologic grade 3
* Centrally tested Ki67 >220%

Abemaciclib (150 mg twice daily for up to 2 yearsb)

Other criteria
*  Women or men

*  Pre-/ postmenopausal

Stratified for

* Prior Chemotherapy
* Menopausal status
* Region

*  With or without prior adjuvant/neoadjuvant Chemotherapy

¢ No distant metastases

AGAPLESION
MARKUS KRANKENHAUS

+ Standard of Care Endocrine Therapy
= a
N=5637 (5 to 10 years as clinically indicated)
1:1 .
Standard of Care Endocrine Therapy®

(5 to 10 years as clinically indicated)

Endocrine therapy of physician‘s choice

Primary objective: Invasive disease-free survival (STEEP criteria)

Key Secondary Objectives: Distant relapse-free survival, Overall
survival, Safety, Patient reported outcomes, and Pharmacokinetics

aRecruitment from July 2017 to August 2019; PTreatment period=first 2 years on study treatment after randomization

Johnston SRD et al. ESMO 2020, #LBA5; Johnston SD et al., JCO 2020 © M. Thill
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SABCS 2022

IDFS Benefit in ITT Persists Beyond Completion of Abemaciclib

San Antonio Breast Cancer Symposiem®, Decamber 6-10, 2022

HR (95% CI): 0.664 (0.578, 0.762)
Mominal p < 0.0001

1004

= 90-

$ 80

E 70

I

$ 601

£ Number of IDFS events
!ﬂ 50 Abemaciclib + ET ET Alone
w 336 499
@

o

@

=

@

=

£

0 & 12 18 24 30 36 42 48 54 60

0 6 12 18 24 30 38 42 48 54 &0
Mumber at risk Time (mnnths}
Abemaciclib + ET 2808 2620 2548 2478 2407 2345 2214 1229 521 79 o
ET Alone 2829 2652 2572 2474 2374 22 2103 1201 512 g2 o
l\‘ 33.6% reduction in the risk of developing an IDFS event with an increase in absolute
\o/ benefit in IDFS 4-year rates (6.4%) compared to 2-and 3-year IDFS rates (2.8% and 4.8% respectively)
This presentation is the intelieciual propesty of the authorpresentar. Contact them ai slephen_ johnsion@Eomb.nhs.uk for permigsion o reprint andor disiribule.
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SABCS 2022

DRFS Benefit in ITT Persists Beyond Completion of Abemaciclib

1004

San Antonio Breast Cancer Symposiom®, December 810, 2022

a0 1

a4

70+

G504

Number of DRFS events

Distant Relapse-Free Survival (%)

504
Abemaciclib + ET ET Alone
404 281 421
a0 HR (95% CI): 0.659 (0.567, 0.767)
Nominal p < 0.0001
201
104 . } . L . .
0 6 12 18 24 30 36 42 48 B4 BO
0 & 12 18 24 an 36 4z A8 a4 &0
Murnber al risk Time [months]
Abemaciclis + ET 2808 2623 2567 2500 2434 2374 2244 1251 535 81 0
ET Alane 2829 2859 2580 2498 2410 2327 2151 1231 626 85 0
l\’ 34.1% reduction in the risk of developing a DRFS event with an increase in absolute
\e/ benefit in DRFS 4-year rates (5.9%), compared to 2-and 3-year rates (2.5% and 4.1%, respectively
This presantation iz tha inlellactual property of the autharpresaniar. Contact tham al slepghen_johnsion@Enmb.nhs. Uk for parmission bo repinl and'er distribule.
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monarchE-Studie — Effektivitatsdaten nach NACT

(N=1.025)

IDFS IN PATIENTS WHO RECEIVED NAC

. 1001
}:r_; 304 \\_\-———
¢ @ %
@ 7101 ; w Q‘\* o PO
g e € N\ Patients treated with NAC
% o5 | T \ Abemaciclib + ET ET Alone
g 3> — IDFS events, n 92 148
g 0 b HR (95% CI) 0.614 (0.473, 0.797)
o » . . Nominal p-value p =0.0002
o E - ITT HR (95% C1f 0.713 (0.583, 0.871)
>
7 21 E. 2-year IDFS ra 87.2 80.6
z 10 ¢ @ EEEEER 1) (84.1, 89.8) (77.0, 83.6)
- Teve (mooths
0 . v ' v
c 3 6 9 12 15 18 21 24 27 30 33 36
Time (months)
Number at nsk

Rbemaccib+ET 1025
ET Alone 1031

)
o

948 22 004 728 500 347 203 43 23 1 0
948 923 691 "7 a0 3% 19 3 23 Q 0

Clinically meaningful improvement in IDFS — 38.6% reduction

in the risk of developing an IDFS event

Two-year IDFS rates were 87.2% in the abemaciclib + ET arm

and 80.6% in the ET arm - 6.6% difference

“Rastogi P. et al. SABCS 2020; presentation number GS1-01

Ny
%
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IDFS +6,6%, HR 0.614
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£ OncoNet

Rhein-Main

DRFS IN PATIENTS WHO RECEIVED NAC

100

£ 901

§ 204 ;: \ﬁ-\\

2 707 § \\\‘\ﬁ_

2 e 4@ B Patients treated with NAC

] ¢ = Abemaciclib + ET ET Alone

y 501 &

2 2 DRFS events. n 77 125

g 91 ¢ 0.600 {0.459, 0.809)

T 4 <

[+ 4 _g L %

§ 201 9 :

é 10 - S W 1w N N N w *"“cﬂ

Time (monne )
] ' . + . - - - - -
3 8 9 12 15 18 21 24 27 30 3 3%
Time (months)
Number at risk

aocheET 1026 G78 95 wa  en 733 504 181 208 a“ 29 1 0
ETAkes 1031 O74 956 3 em 127 508 335 196 M 23 o 0

Clinically meaningful benefit in DRFS - 39.1% reduction

in the risk of developing distant metastases

Two-year DRFS rates were 89.5% in the abemaciclib + ET arm

and 82.8% in ET arm - 6.7% difference

‘Rastogi P. ot al. SABCS 2020; presentation number GS1-01

DRFS +6,7%, HR 0.609

Martin M et a., ASCO 2021, #517 © M. Thill
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Abemaciclib, eBC, Zulassungstext " Rhein-Main
Dauer der Behandlung
4. KLINISCHE ANGABEN Brustkrebs im frithen Stadium
4.1 Anwendungsgebiete Die Einnahme von Abemaciclib sollte ohne

Unterbrechung fur 2 Jahre erfolgen oder
bis zum Wiederauftreten der Erkrankung
Abemaciclib ist in Kombination mit einer en- oder bis zum Auftreten einer nicht-akzep-
dokrinen Therapie angezeigt fur die adju- tablen Toxizitat.

vante Behandlung von erwachsenen Pa-
tientinnen und Patienten mit Hormonrezep-
tor (HR)-positivem, humanem epidermalem
Wachstumsfaktor-Rezeptor-2 (HER2)-ne-
gativem, nodal-positivem Brustkrebs im
frihen Stadium mit einem hohen Rezidivri-
siko (siehe Abschnitt 5.1).

Brustkrebs im fruhen Stadium

niert: entweder > 4 pALN (positive axillare
Lymphknoten) oder 1-3 pALN und min-
destens eins der folgenden Kriterien: Tu-
morgroBe =5cm oder histologischer
Grad 3.
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%
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MARKUS KRANKENHAUS Fachinformation, April 2022 © M. Thill
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OlympiA — Phase 3, gBRCA1/2mt, TNBC/HR+, non-pCR
0. TNBC 2pT2 o. 2 pN1, HR+ 24 pos. LK, Olaparib nach
CTx, N=1.836

* Local genetic testing or

| :OncoNet

Rhein-Main

eoadjuvant Group

on-study central screening + TNBC: non-pCR Olaparib
(Myriad Genetics Inc.) S 300 mg
» Hormone receptor—positive: > J =
» \_ non-pCR and CPS+EG score = 3 B twice daily i i

+ Germline pathogenic or for 1 year e

. . * Invasive disease-free survival

2
likely pathogemc BRCA1/2 2 6 cycles . (IDFS) by STEEP system!
mutation Neoadjuvant =% Surgery=% +/- Radiotherapy 1 .
Chemotherapy 1:1 Secondary End Points
) = =» Randomization =» + Distant disease-free survival'

) I-PI]ERZ—negatlvet i Adjuvant Group N=1836 . ggfa?surviva“ (0S)

( (.)I[m;ne [ECEPDIS PERIIVG * TNBC:zpT2orzpN1 « BRCAT1/2 associated cancers

or C) « Hormone receptor—positive: | - Symptom / Health related QoL

» \_ =4 positive lymph nodes - | Placebo - Safety

+ Stage II-lll Breast Cancer > 6 cycles | twice daily -

or lack of PathCR to NACT Surgery =  Adjuvant = +/- Radiotherapy | for 1 year

Chemotherapy I
18 zcy H R + Stratification Factors Concurrent Adjuvant Therapy
’ Y * Hormone receptor—positive vs. TNBC « Endocrine therapy
« Neoadjuvant vs. adjuvant « Bisphosphonates

« Prior platinum-based chemotherapy (yes vs. no) + No 2nd Adjuvant Chemotherapy

Hormone receptor +ve defined as ER and/or PgR positive (IHC staining = 1%)
Triple Negative defined as ER and PgR negative (IHC staining < 1%)
"Hudis CA, J Clin Oncol 2007

Ny
%

AGAPLESION
MARKUS KRANKENHAUS Tutt A et al., ASCO 2021, #LBA1 © M. Thill
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OlympiA — Verbesserung des invasiven Rezidivrisikos
oder Tod um 42%

iDFS in der Gesamtpopulation®*

85,9 %
100 -+ 93,3% . invasives krankheits- . . )
§’ 90 - 89,2% freies Uberleben 88Y% Lynparza® zeigte eine
4 o o . o fe
E g0 - 88,4% Unterschied statistisch signifikante
- 81.5% nach 3 Jahren Verbesserung des
w70 A ’ 0 95 % KI: 4,5-13,0 L
o « > 77,1 % FHITES primdren Endpunktes
2& 60 {Behandlungsdauer invasives krankheits- invasives
23 50 1 12 Monate freies Uberleben ” , .
e krankheitsfreies
Q o .
53 40 1 Uberleben” (iDFS)
c .
2 301 42 % HR = 0.58 gegeniiber Placebo um
£ . o =Y ,
: P R o5 < 041-052 AL
2 10 1 e p < 0,001 von 3 Jahren (HR=0,58;
a
0 T T T T T T T T 99,5 % KI:O,41'0,82;
0 6 12 18 24 30 36 42 48 p<0.001).
Monate seit Randomisierung
Anzahl Pat. unter Risiko:
Lynparza 921 820 737 607 477 361 276 183
l" Placebo 915 807 732 585 452 353 256 173
\/
AGAPLESION * Basierend auf einer vorab spezifizierten Interimsanalyse mit einem medianen Follow-up von 2,5 Jahren.!

MARKUS KRANKENHAUS 1. Tutt ANJ et al. N Engl J Med 2021; 384(25): 2394—2405. (inkl. ergdnzendem Anhang). © M. Thill
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OlympiA -
Verbesserung des Gesamtiiberlebens um 32%

OS in der Gesamtpopulation (bei 10 % Datenreife)**

89,8 %

der Patient:innen waren

98,0%

100 95,0% 92,8% nach 4 Jahren am Leben 3,4%
® . .
90 1 96,9% 92 8% ' Unterschied nach Lynparza” zeigte eine
80 - 89,1% ! 4 Jahren statistisch signifikante
= 86,4 % 95 % KI: -0,1-6,8 % d klinisch bedeut
= 70 Te > der Patient:innen waren i Inisch beaeutsame
& 60 {Behandlungs- nach 4 Jahren am Leben Verbesserung des
= 50 | dauer Gesamtiiberlebens (OS)
5 40 | 12 Monate gegeniiber Placebo um
§ 20 absolut
(] 1 .
o 32% HR =0,68 3,4 % innerhalb von
20 1 Redkuktifon de; 98,5 %-KI: 0,47-0,97 4 Jahren (89,8 % vs. 86,4
i Risikos fir T = 0,009
10 S — %).; HR = 0,68 ; 98,5 %
0 ' ' ' ' ' ' ' ' - Ki: 0,47-0,97; p=0,009).
0 6 12 18 24 30 36 42 48 54

Monate seit Randomisierung

Anzahl Pat. unter Risiko:

Lynparza 921 862 844 809 773 672 560 437 335 228
& Placebo 915 868 843 808 752 647 530 423 333 218
N ¢1
\V/
* Die OS-Ergebnisse stammen vom Datenschnittpunkt 2, einer vordefinierten Interimsanalyse mit einem medianen Follow-up von 3,5 Jahren in der Gesamtpopulation.!
AGCAPLESION 1. Tutt ANJ et al. Pre-specified event driven analysis of overall survival (OS) in the OlympiA phase Ill trial of adjuvant olaparib (OL) in germline BRCA1/2 mutation (gBRCAm)

MARKUS KRANKENHAUS associated breast cancer. Miindliche Présentation. Prdsentiert auf der virtuellen Plenarsitzung des ESMO 2022, 16.—18. Mdrz 2022. © M. Thill
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Wie berechnet man den CPS+EG Score ?

©AGOe. V.
in der DGGG e.V.
sowie
in der DKG e.V.

Guidelines Breast
Version 2022.1D

www.ago-online.de

FORSCHEN
LEFREN
HECILEN

Point assignment for CPS+EG score
Clinical Stage

| 0 TINO; TON1mi, TINImi

1A 0 TON1; TIN1; T2NO
1IB 1 T2N1; T3NO

A 1 TO-2N2

s 2 T4NO-2

li[e 2 Any T N3

0 0 TO/isNO

| 0 TINO; TONImi, TIN1mi
A 1 TON1; TIN1; T2NO

1B 1 T2N1; T3NO

A 1 TO-2 N2

[1[1:] 1 T4 NO-N2

e 2 Any TN3

ER negative 1

Nuclear grade 3 1

Proportion disease free

GBG/ AGO B meta-database
(N=2454 HR+/HER2-)

p < 0.001

[ -]

No. at risk

1 L) L]
2 4 6 8
Disease free survival (years)

10

25%

Mittendorf EA, J Clin Oncol 2011;
Marmé F, et al. Eur J Cancer 2016




-OncoNet

Rhein-Main

CPS+EG Score Calculator

Anderson
Center

PATIENTS & FAMILY PREVENTION & SCREENING DONORS & VOLUNTEERS FOR PHYSICIANS m EDUCATION & TRAINING

Neoadjuvant Therapy Outcomes Calculator

This software calculates the anticipated 5-year distant free survival and disease-specific survival for breast cancer patients following treatment with neoadjuvant chemotherapy. The
scoring systems provide a novel means for evaluating prognosis in these patients by incorporating the pretreatment clinical stage and post-treatment pathologic stage (CPS score) as well as estrogen
receptor status and tumor grade (CSP+EG score). Please note that this calculator is not applicable for patients ing with distant metastatic (M1) disease or for patients who go on to develop
M1 disease.

LOCATIONS ‘ CAREERS (J ‘ CONTACT US ‘ OUR DOCTORS ‘ LANGUAGES +

Clinical Stage
Clinical Staging for Breast Cancer

TNM Stage Select Clinical Stage €

Pathologic Stage
Pathologic Staging for Breast Cancer

TNM Stage Select Pathologic Stage €
Estrogen Receptor Status

Select Estrogen Receptor Status (6
Nuclear Grade

Select Nuclear Grade [

calculate clear

Clinical-Pathologic Scoring System

Total Score:
5-year Distant Metastasis Free Survival: 95% CI:
5-year Disease Specific Survival: 95% CL:

Clinical-Pathologic Scoring System

incorporating estrogen receptor status and nuclear grade

‘\‘ Total Score:
5-year Distant Metastasis Free Survival: 95% CL:
5-year Disease Specific Survival: 95% CL:

AGAPLESION
MARKUS KRANKENHAUS http://www3.mdanderson.org/app/medcalc/index.cfm?pagename=bcnt  © M. Thill
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Adjuvante endokrin-basierte Therapie mit CDK4/6
AT Inhibitoren und PARP Inhibitoren

\{

20=00=330%

©AGO e. V.

in der DGGG e.V. Oxford
in der DKG e.V. LOE G R AGO
e sl Bei erhohtem Riickfallrisiko und Patientinnencharakteristika
analog zu den Studien
=  Abemaciclib fir 2 Jahre* 1b B +
= Olaparib fur 1 Jahr bei gBRCA1/2 Mutation** 1b B ot
= Palbociclib fiir 1-2 Jahre 1b B -
www.ago-online.de
{gﬁgg:‘th *  entsprechend der MonarchE-Studie

HEILEN ** entsprechend der OlympiA-Studie
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Postneoadjuvante Therapie HR+ / HER2-

MAMMA
;L

©AGO e. V.
in der DGGG e.V. Oxford

sowie
in der DKG e.V.

LoE GR AGO

Guidelines Breast

Version 2022.2D

HR positiv (pCR und non-pCR)

= Endokrine Therapie nach Menopausenstatus (s. Kap. 10) 1a A o

= Abemaciclib fiir 2 Jahre + endokrine Therapie bei hohem 1b B +
Rezidivrisiko?

= Palbociclib fiir 1-2 Jahre + endokrine Therapie 1b B -

= Olaparib fiir 1 Jahr + endokrine Therapie (gBRCA1/2MVT, bei 1b B e
non-pCR und CPS-EG Score 2 3)?

= Capecitabin (bei non-pCR) 3b C +/-

www.ago-online.de

1 entsprechend EinschluBkriterien der monarchE-Studie
2 entsprechend EinschluBkriterien der OlympiA-Studie
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Guidelines Breast
Version 2022.2D

www.ago-online.de

FORSCHEN
LEFREN
HECILEN

Postneoadjuvante Therapie triple-negativ

Oxford
LoE GR AGO

pCR

= Fortfilhrung Pembrolizumab, wenn neoadj. begonnen (q3w fiir 1b B +

9 Kurse)
Non-pCR
= Capecitabin (q3w bis zu 8 Kurse)* la +
[ = Olaparib (gBRCAMMUT )1 1b o ]

= Fortfiilhrung Pembrolizumab, wenn neoadj. begonnen (q3w fiir 1b ++

9 Kurse)

entsprechend EinschluBkriterien der OlympiA-Studie

* Studienlage ohne platinbasierte Vortherapie



Olaparib, eBC, Zulassungstext

Mammakarzinom

Lynparza wird angewendet als:

¢ Monotherapie oder in Kombination mit
einer endokrinen Therapie fur die adju-
vante Behandlung von erwachsenen
Patienten mit Keimbahn-BRCA71/2-Mu-
tationen, die ein HER2-negatives Mam-
makarzinom im Fruhstadium mit hohem
Rezidivrisiko haben und zuvor mit neo-
adjuvanter oder adjuvanter Chemothera-
pie behandelt wurden (siehe Abschnit-

Ny
%

AGAPLESION

te 4.2 und 5.1).

Adjuvante Behandlung von Keimbahn-
BRCA-mutiertem Mammakarzinom im
Frithstadium mit hohem Rezidivrisiko:

Es wird empfohlen, dass die Patienten bis
zu einem Jahr lang behandelt werden oder
bis zum Nachweis eines Rezidivs oder bis
zum Auftreten einer inakzeptablen Toxizitat,
je nachdem, was zuerst eintritt.

MARKUS KRANKENHAUS

* Patienten, die zuvor eine neoadjuvanie
Chemotherapie erhalten hatten: Patien-
ten mit entweder triple-negativerm Mam-
makarzinom (triple negative breast can-
cer, TNBC) oder Hormonrezeptor-positi-
vem Mammakarzinom mussten zum
Zeitpunkt der Operation ein invasives
Residualkarzinom in der Brust und/oder
in den resektierten Lymphknoten haben
(non-pathologic complete response).
Dartiber hinaus mussten Hormonrezep-
tor-positive Patienten einen CPS&EG-
Score = 3 aufweisen basierend auf dem

klinischen Stadium vor der Behandlung
und dem pathologischen Stadium nach
der Behandlung (clinical and pathologic
stage, CPS), dem Ostrogenrezeptor(ER)-
Status und dem histologischen Grad,
siehe Tabelle 9 auf Seite 16.

% OncoNet

Rhein-Main

¢ Patienten, die zuvor eine adjuvante Che-
motherapie erhalten hatten: Patienten
mit friple-negativem Mammakarzinom
(TNBC) mussten eine nodal-positive Er-
krankung oder eine nodal-negative Er-
krankung mit einem Primartumor = 2 cm
gehabt haben; HR-positive, HER2-nega-
tive Patienten mussten zuvor = 4 patho-
logisch bestétigte positive Lymphknoten
haben.

Fachinformation, September 2022 © M. Thill
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KEYNOTE-522 - Study Design (NCT03036488)

€ Neoadjuvant Phase ————— — — Adjuvant Phase —

Neoadjuvant Treatment 1 Neoadjuvant Treatment 2 Adjuvant Treatment
(cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)
Carboplatin® + Doxo%/Epirubicin® +
r — m— ~ Paclitaxel® Cyclophosphamidef
Key Eligibility Criteria Pembrolizumab 200 mg Q3W
e Age >18years S
. Pembrolizumab 200 mg Q3W V)
* Newly diagnosed TNBC of gQ R
either TiIc N1-2 or T2-4 G
NO-2 E
«  ECOG PS0-1 Carboplatin® + Doxo/Epirubicin® + R
. Tissue sample for PD-L1 2:1 Paclitaxel* Cyclophosphamidef Y
L assessment? y
Stratification Factors: Placebo
. Nodal status (+ vs. -)
. Tumor size (T1/T2 vs. T3/T4)
. Carboplatin schedule (QW 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)
n‘
) 2Must consist of at least 2 separate tumor cores from the primary tumor; ®Carboplatin dose was AUC 5 Q3W or AUC 1.5 QW; Paclitaxel dose was 80 mg/m2 QW; 9Doxorubicin dose was 60 mg/m? Q3W; ¢Epirubicin dose was 90 mg/m? Q3W;
\ @ } Cyclophosphamide dose was 600 mg/m2 Q3W.
AGAPLESION

MARKUS KRANKENHAUS Mod. Pusztai L et al. 2022 ASCO Annual Meeting, Oral Abstract Session — Breast Cancer—Local/Regional/Adjuvant, Abstract No. 503 © M. Thill
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Rhein-Main

KEYNOTE-522 — Ereignisfreies Uberleben zu I1A4

AN+7,7%
1
70— : 76.8%
I
: T e s | e i
& 50 | Pembro + Chemo/Pembro 15.7%
w X 0.63
I (0.48-0.82) 0.00031
40 ! Placebo + Chemo/Placebo 23.8% : '
30 I
I
20-] ™ Pembro + Chemo/Pembro !
10— == Placebo + Chemo/Placebo |
Median follow-up: 39.1 mo :
OT——T 71T 7 T 7 1T T T 1T T T T T t T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at Risk Months
Pembro + Chemo/Pembro 784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 0 O
“ Placebo + Chemo/Placebo 390 386 382 368 358 342 328 319 310 304 297 250 195 140 83 17 0 O
\
%
AGAPLESION

MARKUS KRANKENHAUS Mod. Schmid P et al. ESMO 2021, Special Session — Virtual Plenary Debate, Abstract No. VP7_2021 © M. Thill



KEYNOTE-522 - Ereignisfreies Uberleben nach pCR

(ypTO/pTis ypNO)

100
90
80
70
60 —
50
40

EFS by pCR, %

30
20
10

== Pembro + Chemo/Pembro

== Placebo + Chemo/Placebo

]‘ pCR Yes
:l- pCR No

A +10,6%
56.8%

Ny
%

AGAPLESION
MARKUS KRANKENHAUS

r— 1 1T T T T 1T T T T 1
3 6 9 12 15 18 21

1
24 27 30 33 36 39 42 45 48 51

= OncoNet

Rhein-Main

Mod. Schmid P et al. ESMO 2021, Special Session — Virtual Plenary Debate, Abstract No. VP7_2021 © M. Thill



KEYNOTE-522 - Phase Ill, NACT, Pembrolizumab + CTx vs. CTx

NO and N+ patients have similar pCR
when treated with CIT

1001
901
801
07 1
60
501
40

pCR, % (95% Cl)

AGAPLESION

PCR by Nodal Status

A 6.3%

A 20.6%

Positive

Negative

MARKUS KRANKENHAUS

% ' : OncoNet

No. Events/No. Patients (%)

NO and N+ patients have similar EFS Benefit
when treated with CIT

Hazard Ratio

EFS in Su bgroups Pembro + Chemo/Pembro Pbo + Chemo/Pbo (95% CI)
Overall —— 123/784 (15.7) 93/390 (23.8) 0.63 (0.48 to 0.82)
Nodal status

Positive —— 80/408 (19.6) 57/196 (29.1) 0.65 (0.46 to 0.91)

Negative —_— 43/376 (11.4) 36/194 (18.6) 0.58 (0.37 to 0.91)
Tumor size

TUT2 —— 64/581 (11.0) 59/290 (20.3) 0.51 (0.36 to 0.73)

T3/T4 —— 59/203 (29.1) 34/100 (34.0) 0.84 (0.55to 1.28)
Carboplatin schedule

Every 3 weeks —— 50/334 (15.0) 37/167 (22.2) 0.65 (0.42 to 0.99)

Weekly —— 71/444 (16.0) 56/220 (25.5) 0.60 (0.42 to 0.86)
PD-L1 status

Positive —— 98/656 (14.9) 68/317 (21.5) 0.67 (0.49 to 0.92)

Negative — 25/128 (19.5) 25/69 (36.2) 0.48 (0.28 to 0.85)
Age category

<65 years —— 103/700 (14.7) 79/342 (23.1) 0.61 (0.45 to 0.82)

>65 years —_— 20/84 (23.8) 14/48 (29.2) 0.79 (0.40 to 1.56)
ECOG PS

0 —— 101/678 (14.9) 80/341 (23.5) 0.60 (0.45 to 0.80)

1 1 22/106 (20.8) 13/49 (26.5) 0.81 (0.41to0 1.62)

I 1
0.1 1 10
Favors

Pembro + Chemo/Pembro Pbo + Chemo/Pbho

Schmid et al.; SABCS 2021

Schmid P et al., ESMO 2021, VP7

Rhein-Main

< M. Thill
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KEYNOTE-522 — Summary of First EFS Events by RCB
Category

RCB-0 RCB-1 RCB-2 RCB-3
Event

Pembro Pembro Pbo Pembro Pbo Pembro Pbo
N=497 N— N=69 N=45 N=145 N=79 INEZ10) N=26

Any EFS event 5.2% 7.3% 17.4% 20.0% 25.5% 44.3% 72.5% 69.2%
Secondary primary malignancy 0.2% 0 1.4% 2.2% 1.4% 3.8% 2.5% 0
PD precluded definitive surgery 0 0 1.4% 2.2% 1.4% 5.1% 10.0% 7.7%
Local recurrence 0.6% 1.4% 4.3% 6.7% 6.9% 8.9% 25.0% 7.7%
Distant recurrence 3.2% 5.5% 8.7% 8.9% 15.2% 22.8% 35.0% 53.8%
Death 1.2% 0.5% 1.4% 0% 0.7% 3.8% 0 0

U The treatment regimen in each arm included chemo. Among all patients (n=1174), 54 patients (4.6%) had missing RCB categorical data: 33 (4.2%) in the Pembro + chemo group and 21 (5.4%) in the Pbo + chemo group. Data cutoff date: Marczr}é%
AGAPLESIO N,

MARKUS KRANKENHAUS Mod. Pusztai L et al. 2022 ASCO Annual Meeting, Oral Abstract Session - Breast Cancer—Local/Regional/Adjuvant, Abstract No. 503 © M. Thill



)
\
0

Postneoadjuvante Therapie triple-negativ

] | MAMMA
- Oxford
©AGOe. V.
ind V.
I der GGG eV LoE GR AGO
in der DKG e.V.
Guid_elines Breast ﬂ
version 202220 = Fortfilhrung Pembrolizumab, wenn neoadj. begonnen (q3w fiir 1b B +
9 Kurse)
Non-pCR
= Capecitabin (q3w bis zu 8 Kurse)* 1a A +
= Olaparib (gBRCAMMUT )1 1b B o
= Fortfiilhrung Pembrolizumab, wenn neoadj. begonnen (q3w fiir 1b B ++
9 Kurse)
www.ago-online.de
FORSCHIEN
LEFIRPEN
FCILEN 1 entsprechend EinschluRkriterien der OlympiA-Studie

* Studienlage ohne platinbasierte Vortherapie



Pembrolizumab, eBC, Zulassungstext

Triple-negatives Mammakarzinom (triple-
negative breast cancer, TNBC)

KEYTRUDA ist in Kombination mit Chemo-
therapie zur neoadjuvanten und anschlie-
Bend nach Operation als Monotherapie zur
adjuvanten Behandlung des lokal fortge-
schrittenen oder fruhen triple-negativen
Mammakarzinoms mit hohem Rezidivrisiko
bei Erwachsenen angezeigt (siehe Ab-
schnitt 5.1).

Ny
%

AGAPLESION
MARKUS KRANKENHAUS

OncoNet

¥ Rhein-Main

oder frihes TNBC mit hohem Rezidivrisiko
(TumorgréBe > 1 cm, aber < 2 cm im Durch-
messer mit Lymphknotenbeteiligung oder
TumorgréBe > 2 cm im Durchmesser un-
abhangig von der Lymphknotenbeteiligung),
ungeachtet der PD-L1-Tumorexpression.

Fachinformation, September 2022 © M. Thill
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RESPONDER-Studie — RS<25, N1-3, ET vs. CTx/ET

IDFS stratifiziert nach Recurrence Score® Ergebnis und Menopause

RS® 0-13

Anzahl unter Risiko

RS® 14-25

Ny
%

AGAPLESION

Invasiv-krankheitsfreies Uberleben

Invasiv-krankheitsfreies Uberleben

Anzahl unter Risiko

Postmenopausal

=
8 CET 5-Jahres IDFS 93,4%
< ET 5-Jahres IDFS 92,9%
3 CET (N=765; 56 Ereignisse)
< ET (N=736: 58 Ereignisse) T
< Adjustierte HR=0,96; 95%-KI 0,66-1,38; p=0,81
g
IS
Keine statistisch signifikante Differenz beim IDFS
S |
s T T T T r T T r r
1 2 » 4 = = 7 8 °
Jahre seit Randomisierung
CET 765 685 636 570 505 432 276 137 50 o
ET 736 685 637 578 504 421 262 132 40 2
8 a N‘
3 | ETS-Jahres IDFS91,2% & e
< CET 5-Jahres IDFS 90,1%
= CET (N=910; 91 Ereignisse)
< - ET (N=939; 100 Ereignisse) —‘
2 Adjustierte HR=0,98; 95%-KI 0,74-1,30; p=0,89
=
<
Keine statistisch signifikante Differenz beim IDFS
1=
= T T T T r r T T T
1 2 - - - - 7 8 9
Jahre seit Randomisierung
CET 910 829 764 698 608 511 309 150 38 3
ET 939 882 825 730 663 554 339 166 64 7

1.00
L

0.80

0.60

0.40

RS® 0-13

Invasiv-krankheitsfreies Uberleben
0.20

0.00
L

Pramenopausal

o

CET 5-Jahres IDFS 96,5%
ET 5-Jahres IDFS 92,6%

’j

Adjustierte HR=0,46; 95%-KI 0,22-0,97; p=0,04

CET (N=311; 10 Ereignisse)
ET (N=334; 25 Ereignisse) —‘

5-Jahres-IDFS, absolute Differenz 3.9%

-OncoNet

Rhein-Main

nstatus

Anzahl unter Risiko

CET 311
ET 334

080  1.00
L L

0.60

RS® 14-25

0.40

0.20

Invasiv-krankheitsfreies Uberleben

T

1 2 2 a = " 7 8 9
Jahre seit Randomisierung

284 257 230 202 165 101 39 11 0o

310 284 248 215 182 105 48 16 2

CET 5-Jahres IDFS 92,8%
ET 5-Jahres INFS 8A A%

CET (N=523; 41 Ereignisse)
~  ET(N=497; 66 Ereignisse)
Adjustierte HR=0,57; 95%-KI 0,39-1,84; p=0,005

5-Jahres-IDFS, absolute Differenz 6,2%

=3
=3 T
Anzahl unter Risiko

CET
ET

523
497

1 2 7 8 9
Jahre seit Randomisierung

479 447 395 333 289 171 77 23 1

450 415 354 314 247 140 51 15 o

Diese Prasentation ist das geistige Eigentum des Autors/Referenten. Kontaktieren Sie ihn unter kkalins@emory.edu fur die Genehmigung zum Nachdruck und/oder zur Weitergabe.
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RS= Recurrence Score Ergebnis

Kalinsky K et al., SABCS 2020, #GS3-00 © M. Thill
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ADAPT HR+/HER2-, high risk Luminal eBC (0-3 LK), RS <26,
dynamisches Ki-67, N=2990

« Patientinnen =18 Jahre Hochrisiko ohne dynamischen Test:
. . /p N2—3
mit einem ER- und/oder ¢
*  G3 mitKi67 >40% und Tumorgrof’e >1 cm I I I l
PR- positiven (21%)/ .  RS>25
HER2-negativen, >
W1l w2 W3 w4 W5 W6 W7 ws8 W9 W10 Wil wWi2 W13 Wi4 Wi5 W16

unilateralen EBC

- cT1-4c, cNO-3 Einschatzung ~ Einschatzung |, Np_3
’ der Prognose der Wirksamkeit RS Kig7Post
. . . Biopsie OP oder g
» Kandidatinnen fiir eine Biopsi >25 >10%
iopsie
adjuvante Chemo-
. ” Epirubicin 90 mg/m?

therapie geman s ] . ::l](l) 1;525 _ l p 9

konventionellen Cyclophosphamid

Kriterien: Kig7Post 600 mg/m?

. . <10%
Ki67 Ki67 i
ini Paclitaxel 175 mg/m?
» CcT2 oder G3 RS (OncotypeDx) L 5132 l Allgq_lge N g
» oder Ki67 215% |_, RS Nab-Paclitaxel
3 Wochen (£ 1 Woche) <12 125 mg/m?
e oder cN+ —
R - - > * Hochrisiko
“ Kurze, praoperative Standard-ET « Mittleres Risiko
® (Tamoxifen oder Aromatase—lnlhibitor) - Niedriges Risiko
EBC: Mammakarzinom im Frihstadium (early breast cancer), ER: Ostrogenrezeptor (estrogen receptor), PR: Progesteronrezeptor.
AGAPLESION
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ADAPT HR+/HER2-, high risk Luminal eBC (0-3 LK), RS <26,
dynamisches Ki-67, N=2990
dDFS je Studienarm nach Alter

dDFS in age <50 years dDFS in age >50 years
100% — 100% |
T 80%- T 80%-|
£ 2
a H
g 60% - 5y-dDFS age<50 § 60% 5y-dDFS age>50
§ RS 0-11 group: 96.8% E RS 0-11 group: 96.1%
S 40%- RS 12-25/ET-responders: 97.4% S 40%- RS 12-25/ET-responders: 95.1%
) (%)
-] ]
t c
£ 20%- £ 20%-
o === RSO-11 =) == RSO0-11
Log-rank p=0.896 Log-rank p=0.256 .
0% - == RS12-258&Ki67<10% 0% == RS12-25&Ki67<10%
T T T T T T T T T T T T
0 12 24 36 48 60 0 12 24 36 48 60
Follow-up time (months) Follow-up time (months)
No. at risk No. at risk
RS0-11 260 233 196 185 171 116 RS0-11 605 566 516 481 442 323
RS 12-25 & Ki67<10% 330 309 275 251 237 172 RS 12-25 & Ki67<10% 1084 989 867 789 724 517

Ny
%
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: e ks #% OncoNet
ADAPTcycle Studie — Ribociclib + Al vs. CTx ' ROSID- M

. Biopsy
Biopsy or surgery

RS Ki-67post
« <25 =<10%*

Endocrine Therapy at
Candidates for Investigator s Choice
(neo)adjuvant Ki-67 post
chemotherapy =<10%*

1

1)

im

1S Endocrine Therapy at Investigator’s Choice
E J
’

NPT

(1O
18

RS (OncotypeDx) Ki-67
3 weeks (+/- 1 week)

Short preoperative stand/ard . High risk

endocrine therapy (tamoxifen Intermediate risk
or aromatase inhibitor)

Low risk
“\/
[

AGAPLESION
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ADAPT/ADAPTcycle —
praoperative endokrine Induktion

#*% OncoNet

Rhein-Main

ET response rates and RS in >50y/postmenopausal " WSG__

West German Study Group

1 88.6% ADAPT 85.8% ADAPTc_ycIe

64.7%

Proportion of Response
Proportion of Response

P55/413 439/1625 139/312 86/172 67/5/787 302/467
26-100 0-25 26-100
Recurrence Score Recurrence Score
| Tamoxifen [N Al | | Tamoxifen [ Al

= Median RS (ADAPT/A-Cycle): 17/21, median baseline Ki-67: 20/25%, higher ER expression by IHC/RT-PCR vs. <50 y
= Therapy and RS are both independently associated with ET response. Odds ratio for RS higher with high ER levels by RT-PCR
= Relationship between ER and PR-expression by RT-PCR vs. IHC and ET response is more pronounced for Al than for TAM

Ny
%

AGAPLESION
MARKUS KRANKENHAUS Gluz O et al.., ESMO 2022, #.BA14 © M. Thill



ADAPT/ADAPTcycle —

% OncoNet
praoperative endokrine Induktion

Rhein-Main

ET response rates and RS in <50y (premenopausal)™ll WSG

Westdeutsche Studiengruppe
West German Study Group

ADAPT ADAPTcycle 4540,
(0]
2
o
Q
0]
Q
4
5
=
o
=
g
2 0
a 14.3%
54/ 1028 28 09203 32/351)| Bo/60] | 52/68 RT7sol  2250) | 836
0-25 26-100 0-25 26-100
Recurrence Score Recurrence Score
| Tamoxiten [N AI+OFS | B Tamoxifen I Tamoxifen+OFS [ Al+OFS

+ Median RS (ADAPT/ADAPTcycle): 17/21, median baseline Ki-67: 20/25%, similar PR expression by IHC/RT-PCR vs. >50y/postmenopausal
A
O
\/

AGAPLESION
MARKUS KRANKENHAUS Gluz O et al.., ESMO 2022, #.BA14 © M. Thill



ADAPT/ADAPTcycle —

% OncoNet
praoperative endokrine Induktion '

Rhein-Main

ET response rates and RS in <40y (premenopausal) "8 WSG

West German Study Group

m' -
3 8%
S 1)
Qe a
2 @
£ 8 o
x 37.7% x=
s 5]
c [ =
S S
S<- 5+
9 aQ
[ g
o [ %

o 3.9% o

p/51]
*- P5/60 13/18 [11/13 2/27 /13|
o o
0-25 26-100 0-25 26-100
Recurrence Score Recurrence Score
[ Tamoxiten | [N Tamoxifen W Tamoxifen+OFs [N AI+OFS |

Median RS (ADAPT/ADAPTcycle): 21/25, median baseline Ki-67: 20%/25%. Similar ER/PR expression vs. 41-50y (premenopausal) group
A
O
\/
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ADAPT/ADAPTcycle —

praoperative endokrine Induktion

: OncoNet

Rhein-Main

Prognostic effect of ET response on iDFS in ADAPT'mg wsG

(60 months median FU)

Westdeutsche Studiengruppe
West German Study Group

All patients /\pT

unadjusted: HR 0.59 [0.47-0.75]; p<0.001
*adjusted: HR 0.73 [0.56-0.94]; p=0.017
0 12 % 6 48 60
months

invasive disease-free survival
0.00 0.25 0.50 0.75 100

Number at risk
Ki-67>10%1306 1114 960 847 763 390
Ki-67<=10%2339 2113 1820 1679 1554 802

P~} -9 _o
221 22 g2
T .| §
A rd d
gs gs g5 .
£ t:m? >10% (CTX 905%) , £ K67 > 10% (CTX 67.7%) & l: Ki-67 > 10% (CTX 91.2%)
23 Ki-67 = 10% (CTX 15.8%) 28 ;: K187 £10% (GTX 17.9%) 38 KL67 <10% (CTX 13.9%)
2. | <40y (premenopausal) 2., 41-50y (premenopausal) 2. | >50y/postmenopausal
o3 unadjusted: HR 0.59 [0.27-1.30]; p=0.191 23 Unadjusted: HR 0.51 [0.31-0.84]; p=0.009 23] Unadjusted: HR 0.63 [0.46-0.87]; p=0.005
8o “adjusted: HR 0.63 [0.24-1.65]; p=0.346 $o| *adjusted: HR 0.63 [0.37-1.10]; p=0.105 85| ‘adjusted: HR 0.78[0.54-1.12]; p=0.174
o 12 2 36 48 60 o 12 2 36 48 60 o 12 2 36 48 60
months months months
Number at risk Number at risk Number at risk
Ki-67>10% 168 149 127 108 93 46 Ki-67>10% 576 499 435 391 354 183 Ki-67>10% 562 466 398 348 316 161
Ki-67<=10% 74 69 52 49 46 25 Ki-67<=10% 428 387 337 314 291 136 Ki-67<=10%1837 1657 1431 1316 1217 641

A
30
\&/
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*Prognostic effect adjusted by baseline Ki-67

Gluz O et al.., ESMO 2022, #.BA14 © M. Thill
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Friihes Mammakarzinom (MO) — eBC

Prognosefaktoren li

Oxford
Faktor LoE GR AGO
= ER/PR 1a A ++
= HER2 (IHC, ISH) la A ++
= ER/PR/HER2 /Ki-67 zur Abschitzung 2b B ++
des intrinsischen Typs unter
Beriicksichtigung der Tumorhistologie
und -biologie
= uPA / PAI-1 (Femtelle® ELISA) in NO 1a A +
= Proliferationsmarker
= Ki-67 vor, wahrend oder nach der la B +
Behandlung
= Neu-Bestimmung Ki-67 nach kurzer, la B +
praoperativer endokriner Therapie (2
Wochen) (ypT und ypN)*

Biomarkertestung und Genexpressionstest sollten an Stanze vor Therapie bestimmt werden



: ¥ % OncoNet
FaZ|t “%** Rhein-Main

* OFS gewinnt weiter an Bedeutung
* |n Kombination mit Tam fir 2-5 Jahre oder in Kombination mit Al fiir 5 Jahre

* Ob die Kombi mit Al effektiver ist bleibt weiter unklar

* EAT nicht fur alle Pats. - je hoher das Risiko, desto eher ist eine EAT indiziert
* Olaparib ist Standardoption bei gBRCA high risk eBC

* Endokrine Induktionstherapie fiir 4-6 Wochen in Kombination mit dem Recurrence
Score ist ein valides Tool zur Therapieentscheidung pro/contra CTx

*  Pembrolizumab in Kombination mit CTx (12x Paclitaxel/Carboplatin -> 4xEC) ist beim
eTNBC eine Standardoption

AGAPLESION
MARKUS KRANKENHAUS © M. Thill



Sequenz? Kombination?

TNBC, BRCAmt und non-pCR unter Pembro

“ : OncoNet

Rhein-Main

* (Komplettieren) von Pembro -> danach Olaparib (nicht spater als 12

Wochen nach Abschluss Therapie)

*  Kombination moglich (MEDIOLA Studie) aber off label

* TNBC, BRCAwt und non-pCR unter Pembro
* Komplettieren von Pembro, Capecitabin? -> Kombi?

* HR+/HER2-, N 24 LK, BRCAmt, neoadjuvant, non-pCR,

CPS-EG Score 23

* Olaparib -> Abemaciclib (12 Wochen vorherige ET
moglich, 16 Monate nach OP)

*  HR+/HER2-, N 24 LK oder N1-3 und T3
oder G3, BRCAmt, non-pCR, CPS-EG Score <3
*  Abemaciclib

*  HR+/HER2-, N 24 LK, BRCAmt, adjuvant

MEDIOLA Studie, Phase Il, gBRCAwt, PSROC, <2 vorherige THx

Linien, PARPi naiv, Ola + Durvalumab +/- Beva N=63 - Study Design
Time to progression or treatment discontinuation

® m
Triplet cohort showed high DCR at 24 weeks and long median PFS w0
- ontn
Olaparib + Durvalumab + Bevacizumab Olaparib + Durvalumab® e
p = e ag
— - — 3
o~ —
= =4 =—— iy
= =%, =i
DCR at 24 weeks: 77.4% ———— DCR at 24 weeks: 28.1%
- + ' (90%C161.7-88.9) ~ (90% C115.5-43.9)
—— Median PFS: 14.7 months - Median PFs: 5.5 months
— (95% €110.0-18.1) — ——— (95% C13.6-7.5)
—_—— —
—_— p—
— =
— — . —
- ~24 weeks = ~24 weeks
T T T T T r T T T
0 P e o 0 w0 0 P %0
Study day Study day

esponse. *Four {21 week) scans at week 24, 3
espite having SO o PR before and after woek 24, CR, 17, PR, partal SO stathe disease:

AGAPLESION
MARKUS KRANKENHAUS Mod. Drew Y et al. ESMO 2020, Mini Oral Session — Mini Oral 2 - Gynaecological cancers, Abstract No. 814MO © M. Thill

v * Olaparib -> Abemaciclib (12 Wochen vorherige ET moglich, 16

Monate nach OP)

AGAPLESION
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Anti HER2 — New Kids on the Block

Tucatinib — Tyrosinkinaseinhibitor,
selektiv fur HER2 und nur gering fir
HER1

Neratinib — Tyrosinkinaseinhibitor,
der an HER1, HER2 und HER4 bindet

Pyrotinib — TKl an HER1, HER2, HER4

Trastuzumab Deruxtecan — ADC mit
Trastuzumab und dem
Topoisomerase | Inhibitor Exatecan
als Payload

Trastuzumab Duocarmazine — ADC
mit Trastuzumab Ducarmacin (seco-
DUBA)als Payload)

Margetuximab — chimarer AK mit
derselben Zielspezifitat wie
Trastuzumab, jedoch mit optimierter
Fc-Region, die die Immunaktivierung
verbessert

#* Rhein-Main

TGF, EGF
Epiregulin NRG-1 bis -4
) Epigen keine NRG-1 Betacellulin
Liganden? Betacellulin NRG-2 HB-EGF
HB-EGF Epiregulin
Amphiregulin
HER1 (EGFR) HER2 HER3 HER4

Pertuzumab

i

_ . e@Trastuzumab
~~® Emtansin,
Trastuzumab Deruxtecan

Bt R ARG O SO b

Lapatinib
Neratinib
Tucatinib

1. Pierre Fabre Médicament. Fachinformation DE, Neratinib (Nerlynx®). Stand Okt. 2019; 2. Kourie et al. OncoTargets and Therapy 2017;10:3363—3372; 3. Collins et
AGAPLESION al. Cancers 2019;11(737) 4. Bose et al. Cancer Discov 2013; 3(2):224-237., Abbildung modifiziert nach Baselga et al. Crit Rev Oncol Hematol. Nov 2017;119:113-122;
MARKUS KRANKENHAUS

EGFR, Epidermal Growth Factor Receptor; HER, Human Epidermal Growth Factor Receptor © M. Thill
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Anti HER2 — New Kids on the Block

Tucatinib — Tyrosinkinaseinhibitor,
selektiv fir HER2 und nur gering fiir
HER1

Neratinib — Tyrosinkinaseinhibitor,
der an HER1, HER2 und HER4 bindet

Pyrotinib — TKl an HER1, HER2, HER4

Trastuzumab Deruxtecan — ADC mit
Trastuzumab und dem
Topoisomerase | Inhibitor Exatecan
als Payload

Trastuzumab Duocarmazine — ADC
mit Trastuzumab Ducarmacin (seco-
DUBA)als Payload)

Margetuximab — chimarer AK mit
derselben Zielspezifitat wie
Trastuzumab, jedoch mit optimierter
Fc-Region, die die Immunaktivierung
verbessert

#* Rhein-Main

TGF, EGF
Epiregulin NRG-1 bis -4
) Epigen keine NRG-1 Betacellulin
Liganden? Betacellulin NRG-2 HB-EGF
HB-EGF Epiregulin
Amphiregulin
HER1 (EGFR) HER2 HER3 HER4

Pertuzumab

i

_ . e@Trastuzumab
~~® Emtansin,
Trastuzumab Deruxtecan

Bt R ARG O SO b

Lapatinib
Neratinib
Tucatinib

1. Pierre Fabre Médicament. Fachinformation DE, Neratinib (Nerlynx®). Stand Okt. 2019; 2. Kourie et al. OncoTargets and Therapy 2017;10:3363—3372; 3. Collins et
AGAPLESION al. Cancers 2019;11(737) 4. Bose et al. Cancer Discov 2013; 3(2):224-237., Abbildung modifiziert nach Baselga et al. Crit Rev Oncol Hematol. Nov 2017;119:113-122;
MARKUS KRANKENHAUS

EGFR, Epidermal Growth Factor Receptor; HER, Human Epidermal Growth Factor Receptor © M. Thill
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HER2CLIMB Studie — Tucatinib + Trastuz. + Capecitabin, N=612,
vorherige Therapie mit Trastuzumab, Pertuzumab und T-DM1

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

HER2CLIMB Trial Design

Tucatinib + Trastuzumab + Capecitabine
Key Eligibility Criteria e

+ HER2+ metastatic breast cancer

pertuzumab, and T-DM1 v
« ECOG petformance staius 0 'or'1 Trastuzumab 6 mg/kg Q3W iloadlng dose 8 mg/kg C1D1)
* Brain MRI at baseline Capecitabine 1000 mg/m? PO BID (Days 1-14)
* Previously treated stable brain
metastases

Placebo + Trastuzumab + Capecitabine

* Untreated brain metastases not (21-day cycle)
needing immediate local therapy

* Previously treated progressing brain Placebo
metastases not needing immediate -
local therapy Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1)
+ No evidence of brain metastases - =
Capecitabine 1000 mg/m2 PO BID (Days 1-14)
*Stratification factors: presence of brain metastases https:/clinicaltrials.gov/ct2/show/NCT026 14794
(yes/no), ECOG status (0 or 1), and region (US or
A c
\‘ anada or rest of world)
v This presentation is the intellectual property of the author/presenter. Contact them at rmurthy1@mdanderson.org for permission to reprint and/or distribute.

AGAPLESION
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Overall Survival Benefit with Tucatinib Regimen Is Consistent with
the Primary Analysis

1.04 1 year 2 year HR Median OS
i ' Events 95% CI P Value (95% CI)
0.8 TUC+Tras+Cape  233/410 5.7 .
- 0.73 0.004 (21.6, 28.9)
= : (0.59, 0.90) ’ 19.2 months
3 06 : Pbo+Tras+Cape  137/202 (16.4, 21.4)
2 1659
O ;
0 o4 :
8 : Pbo+T C
| o+Tras+Cape
02 : +5,5 Monate
E TUC+Tras+Cape HR 0,73
L R . I EEEEEEEIEE————
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (Months)
Subjects at Risk
TUC+Capa+Trap 4% 37 56 s 25 68 21 ral ] 153 12 a1 5% »n M 19 1" K 2 0
PhosCapesTrap 202 11 174 156 129 1 103 & 63 a 28 2 14 8 K 3 2 0 0 Median overall study follow-up: 29.6 months

» OS benefit with tucatinib was generally consistent across prespecified patient subgroups.
« Sensitivity analyses accounting for cross-over showed consistent results with ITT analysis.

* PFS benefit with tucatinib was maintained with longer follow-up (HR=0.57; P<0.00001; median PFS: 7.6 months in the
tucatinib arm and 4.9 months in the placebo arm).

Presented By, Giuseppe Curighano, giuseppe.cunigliano@ieo.it #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
Abstract No. 1043 Permission required for reuse ANNUAL MEETING



HER2CLIMB Studie — Tucatinib + Trastuz. + Capecitabin, Pats. mit

% OncoNet

Rhein-Main

ZNS-Metastasen, N=291 - Update SABCS 2021 — OS Benefit

OS for Patients with Active Brain Metastases

1.0

0.8

0.6

0.4 o

OS Probability

0.2 +

0.0

1 year 2 year
| | Events/Total HR (95% CI) P-value  Median OS (95% CI)
TUC+Tras+Cape 751118 214 months (18.1, 28.9)
0524 (0.356,0.771) 0.00087
Pbo+Tras+Cape 46/56 11.8 months (10.3, 15.2)

Subjects at Risk

TUC+Cape+Tras
Pbo+Cape+Tras

| +9,6 Monate
. ; HR 0,52
— ' TUC+Tras+Cape
! 1214% F 11 : —
i i Pbo+Tras+Cape
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (Months)
118 111 102 92 81 73 67 56 42 33 21 16 9 6 5 5 1
56 54 46 39 2 22 18 12 9 3 4 3 2 1 0 0 0

+ Median OS was 9.6 months longer in the tucatinib arm compared with the control arm in patients with active

%

AGAPLESION
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i .
\‘ brain metastases.
@

Lin NU et al., SABCS 2021, #PD4-04 © M. Thill
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HER2CLIMB Studie — Tucatinib + Trastuz. + Capecitabin, Pats. mit
ZNS-Metastasen, N=291 - Update SABCS 2021 — OS Benefit

OS for Patients with Treated Stable Brain Metastases

1.0 5 1 year 2 year
| | Events/Total HR (95% CI) P-value  Median OS (95% CI)
TUC+Tras+Cape 43/80 216 months (15.3, 42 4)
0.695 (0.416,1.160) 0.16223
08 Pbo+Tras+Cape 25037 16.4 months (10.6, 21.6)
69.1%
2
5 061 | e +5,2 Monate
S \57.2% : :"'H""-i-q:?'gr it
J oa ) '_I—,I_ltl_H- - o ' HR 0,69
(n LI Ll T T
o ' — L TUC+Tras+Cape
™ T —'—'—
02 4 31.0% Pbo+Tras+Cape
0.0 ! !
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

_ ] Time (Months)
Subjects at Risk

TUC+Cape+Tras 80 72 64 925 a0 45 38 36 26 21 15 6 5 3 3 1 1
Pbo+Cape+Tras 37 33 30 27 20 18 16 14 8 5 2 2 2 2 0 0 0

+ Median OS was 5.2 months longer in the tucatinib arm compared with the control arm in patients with treated
‘\‘ stable brain metastases.
o

%
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DESTINY-Breast03: First Randomized Ph3 Study of T-DXd

An open-label, multicenter study (NCT03529110) Ne 524

Patients Primary endpoint
* Unresectable or metastatic HER2-positive® T-DXd * PFS (BICR)

breast cancer 5.4 mg/kg Q3W

* Previously treated with trastuzumab and taxane (n=261) Key secondary endpoint
in advanced/metastatic setting® * OS

* Could have clinically stable, treated brain
metastases

Secondary endpoints
* ORR (BICR and
Stratification factors T-DM1 investigator)

* Hormone receptor status 3.6 mg/kg Q3W * DOR (BICR)

* Prior treatment with pertuzumab (n=263) * PFS (investigator)
* History of visceral disease * Safety

Interim analysis for PFS (data cutoff: May 21, 2021)

* Efficacy boundary for superiority: P < 0.000204 (based on 245 events)

* IDMC recommendation to unblind study (July 30, 2021)

Key secondary endpoint, OS: boundary for efficacy: P < 0.000265 (based on 86 events)

Q3W, every 3 weeks.

l'

‘

\ ® ‘ BICR, blinded independent central review; DOR, duration of response; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; Ph3, phase 3;
aHER2 IHC3+ or IHC2+/ISH+ based on central confirmation. PProgression during or <6 months after completing adjuvant therapy involving trastuzumab and taxane

AGAPLESION
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ADC Characteristic Differences Between T-DXd and

OncoNet
T-DM1

Rhein-Main

Trastuzumab o ADC Attributes T Trastuzumab
deruxtecan

emtansine
1 Topoisomerase | . 5
(T-DXd) p‘ . Payload MoA Anti-microtubule (T-DM1)
inhibitor
~8:1 Drug-to-antibody ratio ~3.5:1 /
Tumor-selective cleavable
Yes . No
linker?
Yes Evidence of bystander No
anti-tumor effect?
A ADC, antibody-drug conjugate; MoA, mechanism of action.
\’ aThe clinical relevance of these features is under investigation.
® 1. Nakada T et al. Chem Pharm Bull (Tokyo). 2019;67:173-85. 2. Ogitani Y et al. Clin Cancer Res. 2016;22:5097-108. 3. Trail PA et al. Pharmacol Ther. 2018;181:126-42.
4. Ogitani Y et al. Cancer Sci. 2016;107:1039-46. 5. LoRusso PM et al. Clin Cancer Res. 2011;17:6437-47.
AGAPLESION
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T-DXd - Wirkmechanismus

T-DXd Mechanism of Action

HER2-positive cancer cells HER2-negative cancer cells

Q—_— . -
\’_ Binding —p

. Internalization e © o0
\ ~T e
L ‘ ) f\.//\
. d
® ° =
eDXd ®DXd ® @ DXd
2 -
® ot
i A Bystander W
ysosome| ) g -
./ Drug Release Effect .
y XU
Cell Death

Adapted from: Mosele, MF. Presented at ESMO Breast Cancer Congress. May 4, 2022. Abstract LBA1

ANNUAL MEETING Patricia M. LoRusso, DO, PhD author, licensed by ASCO. Permission required for reuse. St S ——
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DESTINY-Breast03: DCO 21.05.2021
Primary Endpoint: PFS by BICR

#* Rhein-Main

T-DXd T-DM1

100 ~ mPFS, mo (95% Cl)  NR (18.5-NE) 6.8 (5.6-8.2)
] i 12-mo PFS rate, % 75.8 34.1
= (95% CI) (69.8-80.7) (27.7-40.5)
Z  g0- 0.28 (0.22-0.37)
S HR (95% CI) P=7.8 X 102
g ]
a
T 60
2
>
5 1 - ; 3
(7]
g 40 + 41,7%
§ N N 12-Monats PFS Rate
%'; 201
& | —— Toxmn-en 0S-Daten noch nicht reif!
04 " TDMI(h=263)

T T T ] T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
o 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
Time, months
Patients Still at Risk:
@d (261) 261 256 250 244 240 224 214 202 200 183 168 164 150 132 112 105 79 64 53 45 36 29 25 19 10 6 5 3 2 O

VA1(263) 263 252 200 163 155 132 108 96 93 78 65 60 51 43 37 34 29 23 21 16 12 8 6 4 1 1 1 1 1 1 1 1 O

Median PFS follow-up for T-DXd was 15.5 months (range, 15.1-16.6) and for T-DM1 was 13.9 months (range, 11.8-15.1)
AGAPLESION  HR, hazard ratio; INV, investigator; mo, month; NE, not estimable; NR, not reached.

MARKUS KRANKENHALS Cortes J et al., ESMO 2021, presidential session LBA1 © M. Thill



DESTINY-Breast03: DCO 21.05.2021
PFS KM Curves for Patients With and Without BM

Brain Metastases at Baseline

T-DXd T-DM1

mPFS (95% CI), 15.0 3.0
mo (12.5-22.2) (2.8-5.8)
12-mo PFS rate 72.0 20.9

e 1o (95% CI), % (55.0-83.5) (8.7-36.6)

= U A

= 0o HR (95% CI) 0.25 (0.13-0.45)

E

] 0.8

o

a 0.7

T o6

g 0.5 -

w

g 0.4 4

w

s 0.3

k=l

] 0.2 -

2 —t

8) 0.1 4 —+— T-DXd (n=43)

a 00 4 — T-DM1(n=39)
rTrrrrrrrrrorrr7Tr7TTr1rr 1 1 1 1T 17T 1T 1T 1717 1T 17T 17T T T 17T
01234567 891011121314151617 1819202122 23242526 272829 303132

Time,
Patients Still at Risk: mon hS
TDXd(43) 43 41 40 39 39 38 34 33 33 20 26 24 23 20 14 1310 7 6 4 3 2 2 1 1 0 0 0O 0 0 0 0 O
TDM1(39) 29 38 28 17 15 15 9 6 6 5 3 3 2 2 2 2 1+ 1 1 1 1 0 0 OO0 OO OCOO0OOO0OTODO

At data cutoff, in patients with BMs at baseline, PD was observed:
~* In21/43 treated with T-DXd versus 27/39 with T-DM1
4 * Inthe brain in 9/21 treated with T-DXd versus 11/27 with T-DM1
\/

AGAPLESION
MARKUS KRANKENHAUS

| -OncoNet

Rhein-Main

No Brain Metastases at Baseline

T-DXd T-DM1

mPFS (95% Cl), NE 7.1
mo (22.2-NE) (5.6-9.7)
12-mo PFS rate 76.5 36.4
(95% ClI), % (70.0-81.8) (29.4-43.4)

e 10 7 HR (95% CI) 0.30 (0.22-0.40)

£ 09 4

.

I 0.8 -

[=]

& 07 A

T 06 A

£ v,

a 0.5 - W

2 0.4 4 " "H"“«

"“.: Hy

5 0.3 4 Hh —H— +

B 02 4

[++]

‘ga 0.1 4 —+— T-DXd (n=218)

o 00 +— T-DM1 (n=224)

rTTrr1rrr1r 11717 rrrrrrrrrrrrrrr v r7rrvrrvrvr v 1 17mTnrnTrTnTrT
0123 45678 91011121314 15161718 1920 21222324 2526 27 28 29 303132
Time,
Patients Still at Risk: mOﬂthS

T-DXd (218) 218 215210 205 201 186 180 169167 154 142 140 127 11298 92 69 57 47 41 33 27 23 18 9 6 5 3 2 0 0 0 0O

T-DM1 (224) 224 214172 146 140117 99 90 B7 73 62 57 40 41 35 32 28 22 20 15 11 8 6 4 1 1 1 1 1 1 1 1 0

At data cutoff, in patients without BMs at baseline, PD was observed:
* In 63/218 treated with T-DXd versus 128/224 with T-DM1
* Inthe brain in 4/63 treated with T-DXd versus 1/128 with T-DM1

Also see: PFS in Key Subgroups

Hurvitz SA et al. Presented at: San Antonio Breast Cancer Symposium 2021; December 7-10, 2021; San Antonio, TX, USA. Presentation GS3-01.  © M. Thill
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HER2low - Pravalenz — 45-55%

Die T-DXd Behandlung zeigte eine beispiellose Verbesserung in der Wirksamkeit bei Patienten mit HER2-low mBC.

Das neue mBC Paradigma

HER2+ + T-DXd ist die erste HER2-gerichtete
IHC 3+, 2+/ISH+ . g 2
Therapie, die eine verbesserte

Wirksamkeit beim HER2-low mBC

HER2-low zeigt
HR+/HER2- 1718 255
IHC 0, 1+, 2+/ISH- IHC2+/1ISH- - DESTINY-Breast04 etabliert T-DXd

Gegenwartiges mBC Paradigmal-2

HER2+
HER2+ IHC 3+, 2+/ISH+
15%-20%

HER2- — ~65% HER2-low: ~50% als neuen Standard of Care flr
IHC 1+ oder 0 HER2-low mBC
IHC 2+/ISH-
HR-/HER2- (TNBC) * Potentielle Verbesserungen fur ~50%
~15% aller mBC Patienten

HER2: Human epidermal growth factor receptor 2; IHC: Immunhistochemie; ISH: In situ Hybridisierung; mBC: Metastasiertes Mammakarzinom; T-DXd: Trastuzumab-Deruxtecan;
TNBC: Triple-negatives Mammakarzinom

1. Schettini et al. NPJ Breast Cancer. 2021;7(1):1. 2. Tarantino et al. J Clin Oncol. 2020;38(17):1951-1962.
A
0
V/
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DESTINY-Breast04: First Randomized Phase 3 Study of T-DXd -
for HER2-low mBC

An open-label, multicenter study (NCT03734029)

OncoNet

Rhein-Main

Patients?

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

HR+ disease considered 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)

endocrine refractory

Stratification factors

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

e 1versus 2 prior lines of chemotherapy

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

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.
" 2If 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
‘ ® f 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.

AGAPLESION
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DESTINY-Breast04

OS in HR+ and All Patients

Hormone receptor—positive

Hazard ratio:

0.64
95% Cl, 0.48-0.86
P =0.0028

mOS: 17.5

OncoNet

Rhein-Main

All patients

10]

mOS: 16.8

Hazard ratio:

0.64
95% Cl, 0.49-0.84
P =0.0010

mo

4 4l

mo

Overall Survival Probability (%)
Overall Survival Probability (%)

L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]
0123 45 6 7 8 9 10111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
Months

01 2 3 45 6 7 8 9 10111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
No. at Risk

No. at Risk Months
T-DXd (0= 331 325 323319 314 309 303 293 285 280 268 260 250 228 199 190 168 144116 95 81 70 51 40 26 14 9 8 6 6 2 1 1 1 0 T-DXd (n= 373 366 363357 351 344 338 326 315 309 206 287 276 254 223214 188 158129104 90 78 59 48 32 20 14 1210 8 3 1 1 1 0
. 373):
e 163151 145143139 135130124 115109104 98 96 89 80 71 56 45 37 20 25 23 16 14 7 5 3 1 0 CRE 184171 165161 157 153 146 138 128 120114 108 105 97 88 77 61 50 42 32 28 25 18 16 7 5 3 1 0

163): 184):
'
h)
\V/
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HR, hormone receptor; mOS, median overall survival; OS, overall survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

Modi S et al., ASCO 2022 © M. Thill
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PFS and OS in HR- (Exploratory Endpoints)
PFS 0S

o7 Hazard ratio: o T Hazard ratio:
| 0.46 IS 0.48

y ll 95% Cl, 0.24-0.89 l L——7 95% Cl, 0.24-0.95
|

T-DXd
mPFS: 8.5
mo

T-DXd
mOS: 18.2
mo

Progression-Free Survival Probability (%)
Overall Survival Probability (%)

+ +
Y |@ @4 @----—-—- +
mPFES: 2.9
mo LI L L L L L L L L B | T +rrr» oo oo~ o.» o+ ... ... 1. T17T
12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 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
Months Months
No. at Risk No. at Risk
T-DXd (n = 40): 40 39 33 29 28 25 21 20 19 18 13 13 11 11 10 8 7 5 5 4 4 4 4 3 1 0 T-DXd (n = 40): 40 39 38 37 36 34 34 32 31 30 28 27 26 26 23 23 1914 13 9 9 8 7 7 6 6 5 4 4

TPC (n = 18): 18 17 11 7 6 4 3 3 2 2 2 2 2 2 1 1 1 1 1 1 0 TPC (n=18): 18 17 16 14 14 14 3 11 10 8 8 8 7 6 6 5 5 5 5 3 3 2 2 2 0

‘\’ HR, hormone receptor; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

|‘ ® f For efficacy in the hormone receptor—negative cohort, hormone receptor status is based on data from the electronic data capture corrected for misstratification.

AGAPLESION
MARKUS KRANKENHAUS Modi S et al., ASCO 2022 © M. Thill



#* Rhein-Main

TROPiCS-02

Phase-3-Studie zu SG bei HR+/HER2-, lokal rezidiviertem, inoperablem oder
metastasiertem Mammakarzinom (NCT03901339)
Metastasiertes oder lokal rezidiviertes,

inoperables HR+/HER2-
Mammakarzinom mit Progression nach*:

Sacituzumab Govitecan 10 mg/kg i.v.

* 21 endokrinen Therapie, Taxan und Primérer Endpunkt

CDKA4/6i in jeglichem Setting Tag 1 undN8,287LII2e 21 Tage * PFS nach BICR
» 22, aber <4, Chemotherapielinien zur Sekundare Endpunkte
Behandlung von Metastasen _ﬂ_ 5E
- (Neo)adjuva_nte T_heraplg bei einer . ORR. DOR, CBR
Erkrankung im Friihstadium
zahlte als vorherige Behandlung nach Wahl des Arztes** (LIR und BICR)
Chemotherapielinie, falls innerhalb (Capecitabin, Vinorelbin, Gemcitabin oder Eribulin) ) P.RO .
: L + Sicherheit
von 12 Monaten ein Rezidiv auftrat N=271

* Messbare Erkrankung nach RECIST 1.1

Stratifikation:

N=543 * Viszerale Metastasen (Ja/Nein)
« Endokrine Therapie im metastasierten Setting 26 Monate (Ja/Nein)
* Vorherige Chemotherapielinien (2 vs. 3/4)

*Erkrankungshistologie nach ASCO/CAP-Kriterien; **Mono-Standardtherapie nach Wahl des Arztes wurde vor der Randomisierung durch den Prifarzt festgelegt; ASCO/CAP:
l’ American Society of Clinical Oncology/College of American Pathologists; CBR: Klinische Benefitrate; CDK4/6i: Cyclin-abhangiger Kinase 4/6-Inhibitor, HER2-: Human epidermal
‘. growth factor receptor 2-negativ; HR+: Hormonrezeptor-positiv; LIR: Lokales Prifarzt-Review; PRO: Patient-reported outcomes; RECIST: Response Evaluation Criteria in Solid
\ / Tumors
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TROPiCS-02

Sacituzumab Govitecan (SG) ist das erste gegen Trop-2-gerichtete Antikorper-Wirkstoff-
Konjugat (ADC)!-

. TROP-2, ein transmembraner Kalzium-Signaliibertriger, der mit Tumor- Linker far SN-38 _ Humanisierter anti-TROP-2-
. X . . L.  pH-sensitiver, hydrolysierbarer Antikdrper
progression und einer schlechten Prognose assoziiert ist, ist in etwa 80% Linker fiir die SN-38-Freisetzung, Gerichtet gegen TROP-2, ein
: F 2y 6,7 der einen Bystander-Effekt epitheliales Antigen, das auf
aller Mammakarzinome hoch exprimiert, unabhdngig vom Subtyp. erlaubt Vielen soliden Tumaren
. . . . . . . « Hohes Wirkstoff:Antikdrper- exprimiert wird
. SG ist fur Patienten mit mTNBC mit 22 vorherigen Therapien zugelassen Verhaltnis (7,6:1)
(=1 davon im metastasierten Setting).8°
. In der Phase-1/2-Studie IMMU-132-01 zeigte SG eine vielversprechende
klinische Aktivitat bei Patienten mit vorbehandeltem metastasierten HR+/HER2-
. _ 10 Fur die Freisetzung von SN-38
Mammakarzinom (N_54)' vom Antikdrper ist keine

Internalisierung und
enzymatische Spaltung durch
die Tumorzelle nétig.

SN-38-Payload \

« SN-38 ist starker als die Ursprungssubtanz Irinotecan (Topoisomerase I-
Inhibitor).

« SN-38 wurde aufgrund seiner moderaten Zytotoxizitat (mit IC50 im
nanomolaren Bereich) gewahlt, was das Einschleusen von grol3en Mengen in
den Tumor ermdglicht.

ADC: Antikdrper-Wirkstoff-Konjugat; CDKA4/6i: Cyclin-abhéngiger Kinase 4/6-Inhibitor; HER2-: Human epidermal growth factor receptor 2-negativ; HR+: Hormonrezeptor-positiv; mTNBC: metastasiertes triple-
negatives Mammakarzinom; SG: Sacituzumab Govitecan
“' 1. Goldenberg DM, et al. Expert Opin Biol Ther. 2020;20:871-85; 2. Nagayama A, et al. Ther Adv Med Oncol. 2020;12:1758835920915980; 3. Goldenberg DM, et al. Oncotarget. 2015;6:22496-512; 4. Cardillo
TM, et al. Bioconjugate Chem. 2015:26:919-31; 5. Govindan SV, et al. Mol Cancer Ther. 2013;12:968-78; 6. Ambrogi F, et al. PLoS One. 2014;9:e96993; 7. Trerotola M, et al. Oncogene. 2013,32(2):222-
v 33; 8. TRODELVY™ (sacituzumab govitecan-hziy). Fachinformation, April 2021; 9. European Medicines Agency: Trodely, INN-sacituzumab govitecan, https:/www.ema.europa.eu/en/documents/product-
infonmation/trodelvy-epar-product-information_en.pdf, Mérz 2022; 10. Kalinsky K, et al. Ann Oncol, 2020,31:1709-18; 11. Bardia A, et al. N Engl J Med. 2021,384:1529-41
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TROPiCS-02

Primarer Endpunkt: PFS (BicrR-bewertet, RECIST v1.1; ITT-Population)

i OncoNet

Rhein-Main

TPC
ey 6 Monate 9 Monate 12 Monate -
100 = BICR-Analyse (N=272) (N=271)
3 ' ' ' Medianes PFS, Monate (95% KI) 5,5(4,2; 7,0) 4,0(3,1;4,4)
(=) ' ' ]
= 801 7 ' ' : Stratifizierte HR (95% Ki) 0,66 (0,53; 0,83)
% Y ; : ; Stratifizierter Log-Rank P-Wert 0,0003
L 60 4 = 6-Monats-PFS-Rate, % (95% K1) 46,1(39,4;52,6) 30,3 (23,6;37,3)
Y P .. | : :
£ o N . !
@ 40 - b : x 9-Monats-PFS-Rate, % (95% KI) 32,5(25,9;39,2) 17,3 (11,5;24,2)
5 S
i 20 - P | - 12-Monats-PFS-Rate, % (95% KI) 21,3 (15,2; 28,1) 7,1(2,8; 13,9)
L ~+ SG i | v . ———
+ TPC & ! ! }
0 T — v v T T T )
0 3 6 9 12 15 18 21 24
Zeit (Monate)
Patienten (Ereignisse)
272 (0) 148 (83) 82 (124) 44 (146) 22 (160) 12 (166) 6 (167) 3(169) 0(170)
TPC  271(0) 105 (91) 41 (136) 17 (151) 4(159) 1(159) 1(159) 0(159)

A

AGAPLESION
MARKUS KRANKENHAUS

‘\ !f Das mediane Follow-up war 10,2 Monate; SG: Sacituzumab Govitecan; TPC: Behandlung nach Wahl des Arztes; BICR: blinded independent central review

Rugo et al. | ASCO Annual Meeting 2022 | J Clin Oncol 40, 2022 (suppl 17; abstr LBA1001) © M. Thill
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Fazit

* Die HER2-gerichtete Therapie wird effektiver

* Auch bei Hirnmetastasen (aktiv und stabil)
* ADCs erobern die Therapielandschaft
* Resistenzmechanismen bei ADCs noch unbekannt

*  Nebenwirkungen beachtenswert (ILD)

N
%
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Vielen Dank!
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