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Allgemeines : Genprofile in Pra und -Postmenopause:

GBG San Antonio Breast Cancer Symposium®, December 7-10, 2021
GERMAN

BREAST
GROUP

Different Genes are Expressed in Younger vs older Patients

Overall younger women had a higher immune gene expression that likely makes them more
chemotherapy sensitive and lower ER-associated genes that could make them less endocrine
sensitive
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Pusztai L et al. INCI under review - with courtesy form Lajos Pusztai
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Allgemeines: Alter als unabhangiger Prognosefaktor
(subtypenspezifisch)

GBG San Antonio Breast Cancer Symposium®, December 7-10, 2021
GERMAN ] I m port

ance of age differs by biological subtype
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Azim HA Jr, et al. Clinical Cancer Res 2012;18:1341-51
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Allgemeines: Wahrscheinlichkeit der BRCA1/2 Mutation in
Abhangigkeit vom Alter
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Allgemeines: Bedeutung von pCR/non pCR altersabhangig

CBG San Antonio Breast Cancer Symposium®, December 7-10, 2021
GERMAN = :
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©®  bHCR bei <40, 40-49 und = 50 Jahre : 20.9%, 17.7% und 13.7%



San Antonio Breast Cancer Symposium, December 8 -12, 2020

A>T ADAPT HR+/HER2- " wsaG

Endocrine response (Ki67,,,,<10%) in run-in phase’

100+ N NO N1-3
88.9%

ADAPT updated analysis:
59.9% ET responders

78.1% Al group (postmenopausal)
41.1 % Tam group (premenopausal)

endocrine response (Ki67post <10%)

7589 AT711225 26/72 67/80 155/205 19/50 8/9 [14/18 7/22
0-11 12-25 >25 0-11 12-25 >25 011 12-25 >25

Recurrence Score

Nitz et al, Ther Adv Med Oncol, 2020
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Ml WSG
Westdeutsche Studiengruppe
/\ p T West German Study Group

WSG-ADAPT HR+/HER2- CT Trial

RS>25 cohort, any N, any ET-response

Multivariable analysis for dDFS*

d DJ:S by ET_reS p O n S e Coding Hazard Ratio 95% CI P

= _H——H_‘H Ki67post <=10% vs. Ki67post > 10% 0.42 0.20, 0.87 0.02
- Tumorsize >2cmvs.<2cm 2.56 1.40,4.66 0.002
g 87 NO (reference) 1
£ B Ki-67,..<10%: 88% [95% CI: 80-93] N2 213 0.98,4.63 0.058
@
8 =54
L= b
k=
0
D e . ) : .
o =h *adjusted for RS (by unit) and Ki67,,4/Ki67paeeline
KigT=10%
- Log-rank p=0.047 Kig7=10%
'DO | T T T T T T
0 1 2 3 4 5
Follow-up time (years)
Mumber at risk
Ki6T=10% 182 158 125 115 105 53
Ki6T=10% 408 345 287 245 221 107
Presented By: Oleg Gluz, MD #ASCO021 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
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xMPT ADAPT HR+/HER2- WSG

PCR by Recurrence Score and ET-
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Zusammenfassung Allgemeines

* Pra und postmenopausale Tumore sind biologisch unterschiedlich
« Alter ist ein unabhangiger Prognosefaktor

« BRCA 1/2 Mutationen sind bei sehr jungen Patientinnen haufiger (Testung wird erstattet bei
Erkrankung vor dem 36. Geburtstag)

» Ki 67 post scheint eine bedeutende Rolle zu spielen (pradiktiv fir ET als auch prognostisch fur
Cht)

> Risikoabwagung anhand von Tumorgrdsse, Grading,
Lymphknotenbefall, Ki-67, Alter

- ,Pradiktion” anhand von Ki-67 post / Recurrence score
d



Endokrine Therapie
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Adjuvante endokrine Therapie in der
Pramenopause
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Tam plus OFS*
for 2.8J°
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Tam weitere 5J¢

Al plus OFS
fur uld
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‘mwmwwlnm Studien ein Surrogatmarker flr edn hoheres Rezidhvriséo
** OFS bei arhaltoner Ovarialfunktion bzw. Wiedergintritt der Ovarialfunktion innerhalb von 24 Monaten

nach Chamotherapie-induzierter Amencrrhoe

Al Aromataseinhibitor; OFS, ovarian function sepgression; J, lahre; Tam, Tamoxiden
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In premenopausal women, does OFS add benefit and is Al better than Tamoxifen?

Enrolled: Nov03-Aprll

* Premenopausal HR+
* <12 wks after surgery
* Planned OFS

* No planned chemo
OR planned chemo

* Premenopausal HR+
* <12 wks after surgery
* No chemo
OR
* Remain premenopausal
< 8 mos after chemo

SOFT andTEXT 2 'm:ajyor‘questions:
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TEXT (N=2672)

Tamoxifen+OFS x 5y

Exemestane+OFS x 5y

SOFT (N=3066)

Tamoxifen x 5y

Tamoxifen+OFS x 5y

Exemestane+OFS x 5y

SOFT+TEXT
Joint Analysis
(N=4690)

Tamoxifen+OFS x 5y

Exemestane+OFS x 5y

—

Median follow-up 9 years

OFS=ovarian function suppression

Presented and modified with permission, Pagani and IBCSG, SABCS 2017
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Patient Characteristics

SOFT SOFT TEXT TEXT
No chemo Prior chemo* No chemo Chemo
(N=1419) (N=1628) (N=1053) (N=1607)

*20% of chemotherapy receipt involved neoadjuvant administration

12



Tam vs OFS + TAM

SOFT Prior Chemotherapy Cohort

57% LN+; 12 years median follow-up

Distant Recurrence-free Interval Overall Survival
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2 60 E T7.7 (+26%vs T) ZE 83.6(+4.7%vsT) |3 T)
E '% " %i::;m HR (95%C1) vs T \75‘1—/ 3 * Death  HR (95%Cl)vs T - e }
— r Vs eal VS
g w 2 |[EvoFs 8 079(060-103) E+OFS 88 080 (061-1.07)
= o 2| T+0OFs 114 0.91 (0.71-1.18) 2| T+OFS 85 0.75 (0.57-1.00)
c T 120 T 107
8
g 2 E+OFS nn 5 12 ol'l 5 12
T+OFS Years since randomization Yoars since randomization
71- | 0-5 yoars >8 yoars 0-5 years >8 yoars
o [Recur  HR(B5% CljvsT | Recur HR (85% Cljvs T . | Deaths  HR{S5% CljvsT | Deaths HR (95% Cl)vs T
0 E+OFS: | 65 0.77 (0.56-1.07) H 0.81(0.51-1.20) E+OFS: | 40 093 {061-1.43) 48 0.72 (0.50-1.05)
T+OFS: | T8 0.81({067-1.24) k2 092 (0.56-1.44) T+OFS: | 28 0.60{0.37-0.97) 59 0.86 (0.60-1.22)
0 ) u...[i | ?Yna.m 7131 pya | :::npu 8005 pyu ) llm:; [ 1:zspu o8 pytu 1 :ﬂ'pu 265 pyhs
Evors: Fa— T+OFS vs T: absolute reduction in distant recurrence, 2.6% at 12 years
ToFS: | 8 reduction in death persists, absolute reduction 4.7% at 12 years
 Atrisk: | 3047pts E+OFS vs T: reductions of 4.5% and 4.0%, at 12 years

pylu=person.years follow.up This presentation Is the intellectual property of the IBCSG. Contact mregani@jimmy.harvard.edu for permission to reprint andice distribute.

T+OFS VS -I. AUDUIULE ITSUULLULIDS THUISLAIIL ITSULUTITIILE allu ucaul 1.47/0 dllu £.07/0 dl 1£ yedl>
E+OFS vs T: absolute reductions in distant recurrence and death 3.0% and 2.6% at 12 years

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.
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OFS:
Tam vs Al

Recurrence

Recurrence
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Biomarkergesteuerte Chemotherapieindikation
HR+/HER2 neg und NO-1:. genomische Signatur ja/nein?

PlanB:
Recurrence Score by (central) Ki-67 womeses
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Biomarkergesteuerte Chemotherapieindikation
HR+/HERZ2 neg und NO-1: Mammaprint

MINDACT TRIAL DESIGN
o il dergy: Registration & Screening
— Surgery
B N=s6as]
= —wmm Clinical-Pathological (C) risk Genomic (G) risk
% (Adjuvant! Online) (70-gene signature) :
|
v v v
C-low/G-low Discordant cuasas C-high/G-high
C-low/G-high or C-high/G-low
! MINDACT population:
1st randomization to treatment HR+/HER2- 81%
use Clinical vs. Genomic risk H ER2+ 9 1 5%

TNBC 9.6%
2" randomization
No Chemotherapy Anthracycline —based vs. Capecitabine-Docetaxel Chemotherapy
HR+ Endocrine therapy HR+

3 randomization

Tamoxifen 2y / Letrozole 5y vs. Letrozole 7y

PRESENTED AT: 2020ASCO . PRESENTED BY:  Fat Carg *7’. B ' G QA -
ANNUAL MEETING

Presented By Fatima Cardoso at TBD



SEORTC

The future of cancer therapy

DMFS in C-High / G-Low risk patients with
luminal cancers (HR+/HER2-) stratified by age

ITT population
Age <50 years Age >50 years

Distant Metastasis Free Survival (Luminal HR+/HER2- C-high/G-low <=50 years) Distant Metastasis Free Survival (Luminal HR+/HER2- subgroup C-high/G-low >50 years)
100 100
04 %% sl xki
804 80
£ g
3™ : s 5 5 ™ " . ;
'% Distant Metastasis Free Survival (DMFS) . Distant Metastasis Free Survival (DMFS)
0 J
% s % at 5 years (95% Cl) % at 8 years (95% Cl) % sod % at 5 years (95% Cl) % at 8 years (95% Cl)
§ ol| ACT 96.2 (92.6-98.1%)  93.6 (89.3-96.3%) § .| AcT 95.0 (92.4-96.7%)  90.2 (86.8-92.7%)
2 =
§ | NoACT 93.6 (89.5-96.2%) 88.6 (83.5-92.3%) § ={| NoACT 95.8 (93.5-97.4%) 90.0 (86.6-92.6%)
a o
=-| Abs. diff 2.6 %21 5.0+ 2.8 =1 Abs. diff -09 £1.4 0:2 21
104 Chemotherapy Total Event 10 Chemotherapy Total Event
— ACT 235 17 - ACT 441 a2
° — noACT 229 30 0 — noACT 453 S2
] 1 2 3 4 5 6 7 8 9 10 0 ; ; 3 ; é é "l 8 ; |'D
Years Years
Patients at risk Patients at risk
ACT 235 226 2 215 205 194 187 174 148 88 36 ACT 441 424 417 407 398 386 363 344 286 149 64
no ACT 229 225 219 215 n 201 181 173 132 72 28 no ACT 453 443 434 430 420 399 376 353 283 162 68
5% difference NO difference

) _Cre
PRESENTED AT: 2020ASCO r PRESENTED BY: - .Yv q_ B l G
ANNUAL MEETING oo , SBIG
reast Intenational Group ¥

Presented By Fatima Cardoso at TBD



Biomarkergesteuerte Chemotherapieindikation
HR+/HERZ2 neg und NOund N1: Oncotype DX

TAILORx Methods: Treatment Assignment & Randomization
Accrued Between April 2006 - October 2010

AS5IGN

ARM A: Low RS 0-10
(N=1629 evaluable)

Endocrine Therapy (ET)

}

Preregister - Oncotype DX RS (N=11,232)

Register (N=10,273)
|

Mid-Range RS 11-25 ARM D: High RS 26-100
{N=6711 evaluable) (M=1389 evaluable)

RANDOMIZE ASSIGN

Stratification Factors: Menopausal
Status, Planned Chemotherapy, Planned
Radiation, and RS 11-13, 16-20, 21-25

ET + Chemo

ARMB: Experimental Arm \\
(N=3399)
ET Alone

wo 20BASCQ ol

ARM C: Standard Arm
(N=3312)
ET + Chemao




NO- TailorX

Total patients RS® 0-10 RS 11-15 RS 16-20 RS 21-25 RS 26-100

N=9719 n=1619 n=2373 n=2712 n=1626 n=1389

Age >50 years No CT Benefit No CT Benefit No CT Benefit No CT Benefit CT Benefit

n=6665 (69%) n=1190 (12%) n=1572 (16%) n=1789 (18%) n=1134 (12%) n=980 (10%)

Age <50 years No CT Benefit No CT Benefit ~1.6% ~6.5% CT Benefit
CT Benefit CT Benefit

n=3054 (31%) n=429 (4%) n=801 (8%) n=923 (9%) n=492 (5%) n=409 (4%)

Low clinical risk

High clinical risk

Patients <50 years

7% of all patients
No CT benefit

3% of all patients
~6.4% CT benefit

2% of all patients
~6.5% CT benefit

2% of all patients
~8.7% CT benefit

1. Sparano et al. N Engl J Med. 2018; 2. Paik et al. J Clin Oncol. 2006; 3. Sparano and Paik. J Clin Oncol. 2008; 4. Sparano et al. N Engl J Med 2019.

RS= Recurrence Score® result



San Antonio Breast Cancer Symposium®, December 8-11, 2020

RXPONDER Schema

Key Entry Criteria R i Arm 1:
« Women age > 18 yrs X
« ER and/orgPRT > 1?;0 CE; N / Chemotherapy Followed by
HER2- breast cancer | CD) Endocrine Therapy
with 1*-3 LN+ without S
distant metastasis T / Recurrengg Score 0- » M
 Able to receive R é \ Arm 2
adjuvant taxane and/for | A A Endocrine Therapy Alone
anthracycline-based T
chemotherapy** | Recurrence Score > T
- Axillary staging by 0 25 |
SLNB or ALND N CND
Stratification Factors
Off Study N = 5,000 pts Recurrence Score: 0-13 vs.14-

25

Menopausal Status: pre vs. post
Axillary Surgery: ALND vs.
SLNB

Chemotherapy Followed by
Endocrine Therapy
Recommended

* After randomization of 2,493 pts, the protocol was amended to exclude enroliment of pts with pN1mic as only nodal disease.
** Approved chemotherapy regimens included TC, FAC (or FEC), AC/T (or EC/T), FAC/T (or FEC/T). AC alone or CMF not allowed.
ALND = Axillary Lymph Node Dissection, SLNB = Sentinel Lymph Node Biopsy

\7 [lcANCER . . . . . . ) o ‘ —
AN W ‘zﬁ{\:‘g‘g‘ This presentation is the intellectual property of the author/presenter. Contact him at kkalins@emory.edu for permission to reprint and/or distribute. NCIM HNC]
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RxXPONDER update Dec-21

San Antonio B t Cancer Symposium®, Dx ber 7-10, 2021

Updated Analysis: Premenopausal Women Have Chemotherapy Benefit

Invasive Disease-Free Survival Distant Relapse-Free Survival
: DRFS by Treatment Arm: Premenopausal Participants
A IDFS by Treatment Arm: Premenopausal Participants =4
8 - _—N_
=0
= _\_ 53 |
E g - g >
=2
» boodr s
£3 . 23
3° S-year IDFS Absolute Chemotherapy Benefit: 4.9% & & 5-year DRFS Absolute Chemotherapy Benefit: 2.5%
2 (Previous: 4.9%") § 7= (Previous: 3.3%")
31 £3]
2 €
P Treatment arm 2 ] Treatment arm
E g - CET (N=828: 71 events; 5-year IDFS 93.9%) Oo i CET (N=828; 46 ovents; 5-year DRFS 95.9%)
ET (N=828; 108 events; 5-year IDFS 89 0%) ET (N#828, 66 events, 5-year DRFS 83.4%)
=] Adjusted HR (CET vs ET) = 0.64; 95% C1 0.47-0.87; 2-sided p=0.004 =8 Adjustec HR (CET vs ET) = 0.66; 95% C1 0.45-0.97; 2-sided p=0.033
o v T T T T T T T T T o v T T T T T T T T
0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9
Years since randomization Years since randomization
Number at risk Number al risk
CET 828 783 754 706 632 561 408 252 99 21 CET 828 786 761 714 641 575 421 266 106 22
ET 826 774 737 694 610 533 398 236 86 27 ET 826 780 751 712 631 555 420 247 93 28
1 Kalinsky et al, New England Journal of Medicine: December 1, 2021 R %
®

m Leben

KX SWOG 5 mep Jon is the intellectual property of the author/presenter. Contact him at kkalins @emory. edu for permission to reprint andior distribute,  NCI




Westdeutsche Studiengruppe
West German Study Group

g WSG ~
WSG-ADAPT HR+/HER2- foror

(NCT01779206) ————————————————— e

I | |||||lll:::;'::rn::.iI
Trial design T 4
1 - o
g I - G3 with KI-67>40% and tumor size>1 cm By l I . I ’% f
i - RS>25 |
1 I
: . Efﬁcacy L I NN wl wZ w3 wd wS wE wl wE wd widwii wi2 wil wid wif wis :
1 E::i?n";?; Estimation 1
1 Surgery ]
: Biopsy or biopsy — flfzs m"‘ I :
I 1
NU RS .
_. . N1 ™ . 12.95 . Epirubicin
. L 90 mg/m?
* Female patients >18 years Ki67ro Cyclophosphamide
* ER and/or PR positive (>1%)/ HER2- RS <10% ET 600mgim?
negative unilateral EBC f e | alone Paciitaxe
e CT1-4c, cNO-3 Ki-87 or - 175mgim
. . RS (O Dix Ki-87
« Candidates for adjuvant (Oneotypedx) - <12 Nab-Paclitaxel
3 weeks (+/- 1 week) 125 mglm?

chemotherapy by conventional o
Short preoperative standard High risk

rognostic criteria: cT2 or G3 or . .
prog endocrine therapy (tamoxifen Intermediate risk

i- 04 or <25 veare old or cN+  SHEREEE .
Ki-67>15% or <35 years old or cN+ or aromatase inhibitor) Low risk

Presented By: Oleg Gluz, MD #ASCO021 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
Permission required for reuse. ANNUAL MEETING



&/\PT WSS -

Westdeutsche Studiengruppe

WSG-ADAPT HR+/HER2- CT and ET Trial

NO-1/RS 12-25: dDFS by trial in age subgroups
(treatment allocated according to ET-response)

2 Age <50 years e Age >50 years
= 87 —
— —— —
g x| SvdDFs: s | 5-ydDFS:
z® ET in ET-responders 97% [95% Cl: 94-99] 2 & | FETin ET-responders 95% [93-96]
. 5 . )
e £ | CT+ET in ET non-responders 92% [89-95] ey CT+ET in ET non-responders 94% [88-97]
L3 £ 3
3 &
g 2 42.5% had ET-response § b 81.6% had ET-response
: 23.3% had baseline Ki67 < 10% T ¥ 25.6% had baseline Ki67 < 10%
S o | | 36.1%had N1 8 .| | 29.1% had N1
8 8 a8 87
ET & Ki67<10% ET & Ki67<10%
%-g | Log-rank p=.032, p=.03 in N1 CT & Kig7>10% 2 | Log-rank p=.533 CT & Ki67=10%
T T T T T T o T T T T T T
0 1 2 3 4 5 0 1 2 3 4 5
Follow-up time (years) Follow-up time (years)
MNumber at risk Mumber at risk
ET & Ki67=10% 330 309 268 249 234 17 ET & Ki67<10% 1084 982 845 780 719 367
CT & KiGT=10% 447 3a7 345 318 292 152 CT&KiB7T>10% 243 197 161 1389 128 72
Presented By: Oleg Gluz, MD #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO

Permission required for reuse. ANNUAL MEETING



Zusammenfassung

« Mammaprint low risk/clinical high risk : ! Chemotherapienutzen in der PrAmenopause

 NO/ RS 0-15 kein Chemotherapienutzen (TAILORX) in der Pramenopause

« N1 /RS 0-25 Chemotherapienutzen in der Pramenopause (ddfs benefit 2.5%
RxPONDER)

« (N1/RS 0 - 11 kein Chemotherapienutzen (Plan B))

* NO-1 RS 0-11 excellent outcome (97.4% ddfs im ADAPT control arm) bei <50 jahrigen
* NO-1/Ki67 post < 10%/ RS 12-25 excellent outcome (97% ddfs) bei <50 jahrigen

24



Perspektiven

HR+, HERZ-, high risk early breast

cancer

High risk defined as

= =4 positive axillary lymph nodes
(ALM) or

+ 1=3ALNand at least 1 of the
below

= Tumour size 28em
+ Histolegic grads 3

Siratified for :
= Price Chemotharapy Standard of Care Endocrine Therapy®
 Manopausal stalus (5 to 10 years as chinically indicated)

Abemaciclib (150 mg twice daly forup to 2 years®)
+ Standard of Care Endocrine Therapy

(5 ta 10 years as clinically indicated)

»  Cantrally tested KiST 220% * FRagan
Qthercriteria Endocrine therapy of physician's choice
* Womenaor men Primary objective: Invasive dissase-free survival (STEEP criteria)
+  Pre- postmencpausal Key Secondary Objectives: Distant relapse-free survival, Overall
+  With or without prior adjuvantinecadjuvant Chemaotherapy survival, Safety, Patient reported cutcomes, and Pharmacokinetics

= Madistant metestases

A 2 100 2-year rate: 92.7% 3-year rate: 88.8%
£ 904 .
K] i 1o, . 90.0°
% 80 i 2-year rate: 90.0% | 3-year rate: 83.4%
3 701 1 1
)
$ 601 : I
- 1
é 50 1 | :
3 404 : ! !
k] Nominal P < 0.0001 | |
T 30{ HR=0.70(95% Cl 0.59-0.82) i ,
>
@ 207 Patients  Events ! i
Z 9] — Abemaciclib+ET 2808 232 ' :
= — ETalone 2829 333 : !
0 - T r T . . . . : : . — . .

0 3 6 9 12 15 18 21 24 27 30 33 36

Time (months)
Number at risk

39 42 45

Abemaciclib + ET 2808 2680 2621 2579 2547 2508 2477 2430 1970 1287 919 522 275 67 8 0
ET alone 2829 2700 2652 2608 2572 2513 2472 2400 1930 1261 906 528 281 64 10 0

Meﬁ;p&béal status

T )

0082
|

Premenopausal 1221 85 1232 14 —o—] : 058 (0.44-0.76)

Postmenopausal 157 147 157 191 —— 0.79(0.640.98)

Harbeck N et al, Ann Oncology 2021



ntermediate to high risk HR+/HER2- breast cancer
Genomic signature (Oncotype Dx)

: Efficacy
Prognosis 2 2
Estimation Estimation

Biopsy
or surgery

Biopsy

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

Pre/pos’ln\lrg?gopausal RS 0-25 ET-sensitive biology

Pre/postmenopausal

NO-1

unknown

ET-sensitivity
assessment
according to
ER/PR high and/or
low Ki-67

r
|
|
|
|
-

Postmenopausal NO-1

RS>26 ET-sensitive biology

+/- ET-insensitive
Premenopausal N1 RS 0-25 or unknown

Very highrisk e.g.
ET-insensitivity and
high tumor burden

Ribociclib
Endocrine Therapy at

m
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— Investigator's Choice

Endocrine Therapy at Investigator s Choice
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&% ADAPTIate — prift die verzogerte Behandlung
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<DE Friuher Brustkrebs
HR+/HER2- Antihormonelle Therapie + Abemaciclib
(2 Jahre)

Frihestens 12 Monate nach

Beginn d dokri

Tﬁglrggieer SHEOnER A A A A A A A Nachbeobachtun

Bis 6 Jahre nach . o

Primardiagnose 2:1 Lebensqualitatsfragebogen Antihormonelle

V V V¥V V V¥V VvV V¥V Therapie
Abgeschlossene/laufende
adjuvante antihormonelle
ULUZETE Fortsetzung antihormonelle Therapie
Erhdhtes Risiko
2 Jahre mind. 1 Jahr
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Erganzende bildliche Darstellung der Studienziele von ADAPTIlate
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