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Neues aus der lokalen Therapie: freie Lappen




Neues aus der lokalen Therapie
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Triple negatives Mammaca: BRCA Mutation und Alter
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Triple negatives Mammakarzinom: BRCA Mutation

OlympiA - Trial Schema
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OlympiA — Results

Distant disease-free survival

NEU!!
Kostentbernahme flir BRCA Testung
fir Patientinnen mit

singularem TN bis zum 60. Lj moglich

~ 1007 94.3
(=}
S 0.0 87.5
< 90.2
> 80 — —
> 83.9 80.4
=]
(%)
§ 60 —
g
g 40
o === Qlaparib (89 events)
E === Placebo (152 events)
c 20
g Stratified hazard ratio 0.57 (99.5% ClI, 0.39-0.83); p<0.0001
o 04 Difference: 3-year DDFS rate 7.1% (95% ClI, 3.0-11.1%)
I I I I I I I I
0 6 12 18 24 30 36 42
No. at Risk Time since randomization (months)
Olaparib 921 823 744 612 479 364 279 187
Placebo 915 817 742 594 461 359 263 179

Mod. Tutt A et al

. 2021 ASCO Annual Meeting, Plenary Session — Plenary Session, Abstract No. LBA1



Triple negatives Mammakarzinom: Immuntherapie

KJ * 1976
6/21 TN MK re unten aussen cT2-3, cN2
MO

Standard:

NACT mit 4 x EC gq2w-> 12 x Paclitaxel
(+ Carboplatin)

Bei pPR Capecitabine flr 6-8 Zyklen
Postadjuvant

Therapie: (12 x Paclitaxel/Carbo qlw -
4 x EC g3w) + Pembrolizumab
(in Anlehnung an die Keynote 522)

12/21 BET + SLN + non SLN= ypT0, ypNO




KEYNOTE-522 — Studiendesign

Pembrolizumab + CTX neoadjuvant und Pembrolizumab adjuvant bei TNBC

Pembrolizumab 200 mg i.v. g3w (4 Zyklen)

+ Carbo AUC 5 q3w (4 Zyklen)
oder AUC 1,5 qlw (12 Zyklen)

+ Paclitaxel 80 mg/m2 qlw (12 Zyklen)

Pembrolizumab

~ ~ Operation 200 mg i.v. g3w
«  TNBC im Friihstadium Pembrolizumab 200 mg i.v. q3w 9 Zyklen
(T1lc, N1-N2; T2, NO-N2; n=855 + Doxorubicin 60 mg/m?2
T3, NO-N2; T4a—d, NO-N2) oder Epirubicin 90 mg/m?2
*  Therapienaiv + Cyclophosphamid 600 mg/m?2 q3w (4 Zyklen)
« MO

Placebo q3w (4 Zyklen)

+ Carbo AUC 5 q3w (4 Zyklen)
oder AUC 1,5 qlw (12 Zyklen)

« ECOG 0 oderl

« Bilateraler und multifokaler
Tumor erlaubt

. J + Paclitaxel 80 mg/m? glw (12 Zyklen)
. Placebo 200 mg
Operation
g3w 9 Zyklen
Stratifizierung: Placebo g3w
+ Doxorubicin 60 mg/m? )
» Nodalstatus (pos. vs. neg.) oder Epirubicin 90 mg/m? Primare Endpunkte:
« TumorgroRe (T1/2 vs. T3/4) + Cyclophosphamid 600 mg/m?2 (4 Zyklen) *  PCR (ypTO/Tis ypNO)
. « EFS

» Carboplatin w vs. q3w

Sekundéare Endpunkte:

0S, pCR (ypT0 ypNO) NCT0303648

Sicherheit und Vertraglichkeit



KEYNOTE-522 — Ereignisfreies Uberleben zu 1A4
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Median follow-up: 39.1 mo

0 3 6

No. at Risk

Pembro + Chemo/Pembro
Placebo + Chemo/Placebo

T T T T T T T T T T t 1T T T T 1
9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months

784 78 76 75 72 71 70 69 68 67 65 55 43 30 16 28 0 O
301 9 1.8 8 2 2 1 1 2 1 3 3

5 17 0 O
38 38 36 35 34 32 31 31 30 29 25 19 14 83
6 2 8 8 2 8 9 0 4 7 0 5 O

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



HER2+++ Mammakarzinom: 2 Praxisfalle

55 jahrige Patientin
cT2 (2,7 cm), cNO, G3, ER 0%, PR 0%,
HER2 3+, Ki-67 35%

Neoadjuvante Chemotherapie mit
12xPaclitaxel weekly +Pertuzumab+
Trastuzumab

US, MG und Mamma-MRT nach 12
Wochen: klinische Komplettremission

BET/SLN
ypTO, ypNO
Radiatio, Trastuzumab fur 1 Jahr

65 jahrige Patientin
cT2 (2,7 cm), cNO-1, G2, ER 50%, PR 0%, HER2
3+, Ki-67 25%

Neoadjuvant 12xPaclitaxel weekly +Pertuzumab+
Trastuzumab, PNP Grad 2

US nach 12 Wochen: 1,5 cm Residualbefund
Neoadjuvant 4xEC: 1,1 cm Restbefund
BET/SLN/SS/Axilladissektion

ypT1lc (12 mm), ypN1 (3 mm LK Metastase/12),
RO

Radiatio Mamma/LAW, T-DM1, ggf. Neratinib

Oder Teilnahme DESTINY-05 (T-DM1 vs.
Trastuzumab Deruxtecan)



Westdeutsche Studiengruppe

g WSG
WSG-ADAPT HER2+/HR- Aoror USE.

iDFS: T T
non-pCR vs pCR 52 5y-iDFS
g pCR/is: 98% [90; 100]
3o non-pCR/is: 82% [69; 90]
"'é o
I
S | HR 0.14, 95%ClI: [0.03; 0.64]; p=.011
g 1 T T T T T T
Patients with 0 12 24 months 36 48 60
no further CT after pCR Number at risk
no pCR/is 63 60 54 49 44 27
9 (29.0%) 30 (79.0%) pCR/iS 69 68 63 59 57 34
no pCRl/is pCR/is
Presented By: Nadia Harbeck, MD PhD #ASCO021 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO

Permission required for reuse. ANNUAL MEETING



DESTINY-Breast03: First Randomized Phase 3 Study of T-DXd
An open-label, multicenter study (NCT03529110)
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12 Mod. O'Sullivan C et al. SABCS 2021, General Session 3, Abstract No. GS3-04



HER2 positives Mammakarzinom - seit 1/22 DESTINY 05
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HR+ HER2 negatives Mammakarzinom

Srake Adjuvante endokrine Therapie in der
Pramenopause
':2;0&“ Tam tir 5J'
§ * | Tam plus OFS** ASDE
5 fr 2.5)° 1
é Tam weitere 5J¢
- Al plus OFS AGO J
'8 "‘,ul.l

waw ny-cnine dn ‘uwmwnhmmawmamw
FORSCIIEN ** OFS bei erhaltener Ovarialfunition brw. Wiedereintritt der Ovarialfuniktion innerhald von 24 Monaten
<N nach Chemotherapie-induzierter Amenorrhoe

AL, Aromataseinhibitor; OFS, ovarian function suppression; J, Jahre; Tam, Tamowden




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:

R
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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

15



Tam vs OFS + TAM

100

OFS Question: SOFT Overall Population

35% LN+; 12 years median follow-up

Distant Recurrence-free Interval

\%

87.8 (+3.0%vs T)

86.2 (+1.4%vs T)

;\; 80
e 92.9 12-yr:
= 91.4
$ o 91.0
]
S 84.8
3
O 40
=4
€ Distant
% Recur HR (95%Cl) vs T P
a 201| E+OFS 110 0.75 (0.59-0.97) .
T+OFS 131 0.90 (0.71-1.14) 0.38
T 140 .
o]
[ 5 12
Years since randomization
0-5 years >5 years
Recur HR(95% Clyvs T Recur HR(95% Cl)vs T

E+OFS: | 68 0.76 (0.55-1.04) 42 0.74 (0.50-1.12)
T+OFS: | 83 0.93(0.69-1.25) 48 0.85 (0.58-1.26)

T | 87 . 53 .
Atrisk: | 3047 pts 13787 pyfu 2521 pts 16343 pyfu

Overall Survival

89.4 (+2.6% vs T)

89.0 (+2.3% vs T)

100
5-yr:
80
95.4 12-yr:
= 97.0
=
< e 95.4
g 86.8
= i
S 40
%]
Death HR (95%Cl)vs T P
201 | E+OFS 103 0.80 (0.62-1.04) .
T+OFS 103 0.78 (0.60-1.01) 0.06
T 126 .
0
5 12
Years since randomization
0-5 years >5 years
Deaths  HR (95% Cl) vs T Deaths HR (95% Cl)vs T
E+OFS: | 45 1.00 (0.66-1.51) 58 0.70 (0.50-0.98)
T+OFS: | 29 0.63 (0.40-1.01) 74 0.86 (0.63-1.18)
T. | 45 . 81 .
Atrisk: | 3047 pts 14524 pyfu 2745pts 18383 pyfu

T+OFS vs T: absolute reductions in distant recurrence and death 1.4% and 2.3% at 12 years
E+OFS vs T: absolute reductions in distant recurrence and death 3.0% and 2.6% at 12 years

pyfu=person-years follow-up

d

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 OFS + Al
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RR 0-79 (0:69-0-90)
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10-y gain 0:4% (Cl -1-2 - 1-9)

Tam’
72% |
6:8%
3:0% A' 1
2.40/2./" k]
;_’:" J
0 5 10 years

EBCTCG SABCS 2021
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Wer bekommt heutzutage keine Chemotherapie?
Therapieindikation anhand von genomischen
Signaturen

* postmenopausale Frauen mit Mammaprint low risk

* NO: postmenopausale Frauen RS < 25;
pramenopausale Frauen RS < 15 (TAILORX)

* N1: postmenopausale Frauen RS < 25
(RXPONDER)

* NO-1 RS 0-11 und RS 12-25 /endokrin sensibel
e (ADAPT)



CANCER

RxPONDER was conducted to further refine chemotherapy benefit
estimates in HR+, HER2-, N1 early-stage breast cancer patients X SWOG i

RxPONDER

mxd Endocrine Therapy alone
Women age = 18 yrs Oncotype DX

Node-positive (1-3 nodes) R Score® it Randomisation n=2 507
HR-positive ecurrence Score® results
HER2-negative 0-25
mwd Chemoendocrine Therapy
n=2511
o Oncotype DX® Off study
gtfat'f'cat'ons':acmrs 013 ve.14.25 Recurrence Score® results Chemotherapy followed by
ecurrence >core result: O- VS.14- .

Menopausal Status: pre vs. post 26-100 endocrine therapy recommended
Nodal surgery: ALND vs. SLNB

Primary Objective: Determine the effect of chemotherapy, if any, in invasive disease-free

survival in women with lymph node-positive disease and Recurrence Score® results 0-25,
with adjustment for menopausal status

ALND: axillary node dissection
Kalinsky et al, N Engl J Med 2021 SLNB: sentinel lymph node biopsy



Distant relapse-free survival

N1 premenopausal RS® results 0-25 women showed a benefit from
chemotherapy in updated analysis with 6.1 years median follow up

NN CT T EULEIM RXPONDER

DISTANT RELAPSE-FREE S
POSTMENOPAUSAL RS® RESULTS 0-25
1.0

0.8+

0.6+

No statistically significant DRFS difference

N1

Postmenopausal

=

0.44
N Events 5-year DRFS
WceT 1659 131 94.3%
024 MET 1670 122 94.8%
Adjusted HR = 1.12; 95% CI 0.88-1.44
P=0.35
0 T T T T T T T T T

0 1 2 3 4 5 6 7
Years since randomisation

1448 1291 1152 884 571

1491 1345 1201 916 582

No. at risk
B 1659 1567 1514
B 1670 1614 1569

Kalinsky et al, SABCS 2021 GS2-07

261
264

71
71

DISTANT RELAPSE-FREE SURVIVAL
PREMENOPAUSAL RS® RESULTS 0-25

0.8+

0.6+

Median follow up 6.1 yrs

1.0-\

5-year DRFS absolute difference 2.5%

Distant relapse-free survival

0.4+
N Events 5-year DRFS
Wcer 828 46 95.9%
024 MET 826 66 93.4%
Adjusted HR = 0.66; 95% CI 0.45-0.97

P=0.033

0 T T T T T 1
0 1 2 3 4 5 6 7
No. at risk Years since randomisation

. 828 786 761 714 641 575 421 @ 266
. 826 780 751 712 631 555 420 247

8 9
106 22
93 28



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



ntermediate to high risk HR+/HER2- breast cancer

Genomic signature (Oncotype Dx)

: Efficacy
Prognosis 2 2
Estimation Estimation

= Biopsy
Biopsy or surgery

Ki-67

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

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

fre/postmenopausal
N2-3

RS 0-25 ET-sensitive biology
RS>26 ET-sensitive biology

RS 16-25 +/- ET-insensitive or
unknown

Pre/postmenopausal
NO-1

Premenopausal NO

ET-sensitivity I
assessment |
accordingto |
ER/PR high and/or |
low Ki-67 |

r
|
|
|
|
-

Very highrisk e.g.
ET-insensitivity and

RS 0-25

rostmenopausal NO-1

high tumor burden

Arm 1 Ribociclib
3 Endocrine Therapy at
= Investigator’'s Choice
; Aromatase Inhibitors 2
¢ (+GnRH Agonist, if
! premenopausal)*
¢ H
] M :
: P CTx* i .
! 51 1624 1S Endocrine Therapy at Investigator s Choice
17—
' . 4

DIE
JOHANNITER. %

Aus Liebe zum Leben



Perspektiven HR+/HER2-

A = 2-year rate: 92.7% 3-year rate: 88.8%
£ 904 :
s 4 1 o, o o)
% 80 i 2-year rate: 90.0% | 3-year rate: 83. 4%
3 704 | .
)
$ 601 : I
< I
é 201 ! 1
3 404 : ! !
2 Nominal P < 0.0001 : :
T 30{ HR=070(95% Cl0.59-0.82) ! :
>
@ 201 Patients ~ Events ! |
Z2 o] — Abemacicib+ET 2808 232 ! |
= — ETalone 2829 333 : !
0 . - . . . . : v : . .

H

HR+, HERZ-, high risk early breast
CAnCEr

igh risk defined as

=4 positive axillary lymph nodes
(ALM) or

T=3ALNand at lesst 1 of the
below

= Tumour size 28em

+ Histolegic grads 3

»  Cantrally tested KiST 220%

Siratified for
= Prioe Chemctharapy
* Manopausal status
* Regan

Qther criteria

-

w

w

-

0 3 6 9 12 15 18 21 24 27 30

Time (months)
Number at risk

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

Menopausal status
Premenopausal 1221 8 1232 142
Postmenopausal 1587 147 1597 191

36 39 42 45
0
0
e
058 (0440.76)
0.79(06408)

Wamen or men
Pre- postmenopausal

With or without prior adjuvantinecadjuvant Chemotherapy

Ma distant metastases

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

(5 ta 10 years as clinically indicated)

Standard of Care Endocrine Therapy®
(5 to 10 years as chinically indicated)

Endocrine therapy of physician's choice

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

Key Secondary Objectives: Distant relapse-free suniaval, Owerall
survival, Safety, Patient reported cutcomes, and Pharmacokinetics

Harbeck N et al, Ann Oncology 2021 %



&% ADAPTIate — prift die verzogerte Behandlung

™ WwseG

i
<
|_
o
< X
<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

i0

Erganzende bildliche Darstellung der Studienziele von ADAPTIlate
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Herzlichen Dank fur Ihre Aufmerksamkeit
Bleiben Sie gesund !
Bitte denken Sie an unseren workshop

,orale Therapie (CDK 4/6,PARPI)*
Im April



