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Neoadjuvante Systemtherapie
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Neoadjuvanz als Paradebeispiel einer
multidisziplindren Zusammenarbeit 2“?
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Guidelines Breast
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www.ago-online.de

FORSCHEN
LEFAREN
HFEILEN

AGO+ + ddEC » P
P(nP)Cb —
2.5

R ddE(A)C

Taxan + Cb&7

Pembro +
PCb — EC

> pT1a pNO

non-pCR

neoadjuvante Situation’

gBRCA1/2%

gBRCA1/2mut

AGO+/-

AGO+/-<

Capecitabin®

Olaparib 1J°

AGO++

op

Pembro auf 1J komplettieren210.11

A, Doxorubicin; C, Cyclophosphamid; Cb, Carboplatin; CTx, Chemotherapie; dd, dosisdicht (alle 2 Wochen); E, Epirubicin; J, Jahr; mut, mutiert; nP,

nab-Paclitaxel; Op, Operation; Pembro, Pembrolizumab; P, Paclitaxel; wt, wild type; ? sofern Pembrolizumab neoadjuvant begonnen wurde; Pnach
A/T-haltiger Chemotherapie; ©nach Chemotherapie mit Platin und/oder Pembrolizumab.

22. Annual Scientific Meeting 06. — 07. Marz 2025

22. ASM

FRANKFURT /MAIN

www.ago-online.de



TNBC

M

MAMMA
»,

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

Guidelines Breast
Version 2024.1D

www.ago-online.de

FORSCIHEN
LEHREN
HEILEN

GBG ]
www,‘ago"-o e.de

(Neo-)Adjuvante Chemotherapie:
bei kleinen, nodal-negativen Tumoren (T1)

Oxford
LoE GR AGO
* |ndikation zur Chemotherapie bei
= TNBC
= > 10 mm neoadjuvant bevorzugt 2b B ++
= > 5-10 mm neoadjuvant oder adjuvant 2b B +
= <5 mm adjuvant 2b B +/-
= HER2+ in Kombination mit Trastuzumab
= > 10 mm neoadjuvant oder adjuvant 1a A ++
= > 5-10 mm adjuvant 2b B +
= <5 mm adjuvant 2b B +/-
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Fig. 1 | Breast cancer-specific survival (BCSS) in women with stage IA triple-negative breast cancer. BCSS in a) patients with T1mic disease; b) patients with Tla disease;

¢) patients with T1b disease; and ) patients with Tlc disease.

Tarantino, P., Leone, J., Vallejo, C.T. et al. Prognosis and treatment outcomes for patients with stage IA triple-negative breast cancer. npj Breast Cancer 10, 26 (2024).

https://doi.org/10.1038/s41523-024-00634-6
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T1la

Tlc

Number at risk

Years

No orUnknown 1489 1236 991 813 667 545 433 335 207 102 &
Yes 3745 3215 2628 2185 1810 1457 1114 811 517 236 17




TNBC- KEYNOTE-522

Schmid KN522 ESMOVirtual Plenary 2021

KEYNOTE-522 Study Design (NCT03036488)

M N oadjuvant Phase se— g— A djuvant Phase g

j 1 j 2 Adjuvant Treatment
{cycles 1-4; 12 weeks) {cycles 5-8; 12 weeks) {cycles 1-9; 27 weeks)

Key Eligibility Criteria

= Age >18years )

» Newly diagnosed TNBC of Pembrolizumab 200 mg Q3W
either T1c N1-2 or T2-4 ND-2

Pembrolizumab 200 mg Q3wW

ECOG PS0-1

Tissue sample for PD-L1
assessment?

e

Placebo

Placebo

Stratification Factors:
+ Modal status (+vs -}
+ Tumorsize (TUT2 vs T3T4)

« Carboplatin schedule (QWvs Q3W)

Neocadjuvant phase: starts from the first neocadjuvant freatment 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)

*Must consisf of at least 2 seg)a wmor coresfrom e prmary umor. “[k:xmlxm doge was 60 m—Q.’!W
"Carboplain dose was AUC QSW orAUC 1.50W. 'Eplulxm dose was 90 W,
“Paciitaxs! dose was 80 mgh mammmeﬁ)mn‘rmw

Schmid et al. KN522 ESMO Virtual Plenary 2021
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Pembrolizumab + CT vs placebo + CT in early TNBC

pCR in KEYNOTE-522 (IA3)?

PCR, %

Pembrolizumab

EFS at |1A4 and IA6

n 5% CI1.6-134)
80 I—I
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Placebo+
o

San Antonio Breast Cancer Symposium®, December 5-9, 2023
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TNBC- KEYNOTE-522

Updated Event-Free Survival
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Key Secondary Endpoint: Overall Survival

~
=]

176.4%

'
'

1 H

HR? 0.65 (95% Cl, 0.51-0.83) |

i

'

1

|

@
-

Pembro +
Chemo/Pembro

Percentage of Patients
P
58
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Time, months
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380 382 388 330 32 300
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618 602 408 164 O
213 264 178 76 O

Hazand rati C1) analyzod basad on a Cax regrassion modsl weth roaiment ax a cavariste siatfed by the randamization sirafication faciors. Data cutoff date: March 22, 2024

Schmid et al. KN522 LBA4 ESMO 2024
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Event

20.3%

20.2%

100+
90+
1]
£ 80+ T
£ 704 |
& 1 5-yrrate (95% Cl) Pts w/
= 60+ 1 86.6% (84.0-88.8) Event
o 50 HR? 0.66 (95% CI, 0.50-0.87) 181.7%(77.5-85.2) Pembro + 14.7%
= P=0.00150" H Chemo/Pembro
= 40+ . ' Placebo+ 21.8%
g 30 : Chemo/Placebo
o |
o 204 1
1
104 :
Medianfollow-up:75.1 months \
0 T T T 1 T 1 1 1 1 T 1 T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time, months
No. at risk
784 777 760 742 720 712 698 693 683 677 670 656 448 176 0
390 380 385 366 354 345 336 328 321 318 313 300 199 82 0

“The unstratified piecewise HR was 0.87 (95% Cl. 0.57-1.32) before the 2-year follow-up and 0.51 (95% CI, 0.35-0.75) afterwards. The weighted average HR with weights of number of events before
and after 2-year follow-up was 0.66. With 200 events (67.3% information fraction), the observed Pwalue crossed the prespecified nominal boundary of 0.00503 (1-sided) at this interim analysis.
Data cutoff date: March 22, 2024.
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Disease-free Survival among Patients with Triple-Negative Disease
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Masuda N et al. N Engl J Med 2017; 376:2147-2159
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HER2+
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pT1 und pNO

AGO+
Operation
1 pT 2 2 oder
| pN+
|
|
Paclitaxel :
1
1
1
PzTz- !
basiertes Operation

CNB, Stanzbiopsie (core needle biopsy); J, Jahr; Ner, Neratinib; pCR, pathologische Komplettremission; Pz, Pertuzumab; q3w, alle 3

Tz + Paclitaxel (Tz iiber 1J)?

Tz-basiertes Regime AGO+
(Tz tiber 1J)*4

Ner 1J

(nur HRi-,5
PzTz-basiertes Regime Sagert
(PzTz iiber 1J)57
Rund s Tz auf 1J
0 komplettieren®
7 AGO+ PzTz auf 1J
komplettieren

14 x T-DM1 g3w?®

Wochen; T-DM1, Trastuzumab Emtansin; Tz, Trastuzumab; bei Hormonrezeptor-positiv adjuvante endokrine Therapie.
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HER2+ TRYPHAENA 22.5M

3XFEC->
3 XT+H+P

Rate pathologischer Komplettremission in Brust und Axilla (ypTO/is ypNO):

3XFEC+T+P->
3 XT+H+P

Perjeta (6 Zyklen)
Herceptin (6 Zyklen) 56,2 %

Perjeta (3 Zyklen)

Herceptin (3 Zyklen) 54,7 %

Perjeta (6 Zyklen)
Herceptin (6 Zyklen) 63,6 %

Schneeweiss A et al. Annals of Oncology 24: 2278-2284, 2013
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A
100+
p-095
I 1 i Non i Odds ratio (95% CI)
(n=212) (n=206)
80+ 68% (95% C1 61-74)
—_ 67% (95% C1 60-73) Hormone receptor status
® ER-positive andfor PR-positive  64/125 (51%) 64/116 (55%) —— 147 (071-1:95)
% ER-negative and PR-negative  77/87 (89%) + 071(0:30-1.68)
Age
g. .|- <S0years 79116 (68%) 78110 (71%) — 114 (0.65-2.01)
- =S0years 62/96 (65%) 62/96 (65%) — 100 (0.55-1-81)
e Tumour stage
§ 60 02 96/141 (68%) 99/145 (68%) — > 1.01(0-61-1-66)
=z 34 45/71(63%) 41461 (67%) —_——— 118 (058-2.43)
g Node status
S Negative 59179 (75%) 54475 (72%) — 0-87 (0-43-178)
= Positive 821133 (62%) 86/131 (66%) — 119(0.72-1.96)
2 Disease stage
2 1 80/133 (67%) 9B/142 (69%) — 110(0.66-1.83)
s n 52179 (66%) 42/64 (66%) . 0:99(0-49-1.99)
& Tomour grade
2 40 12 65/102 (64%) 66/102 (65%) _— 1.04(0-59-1.85)
g 3 68/98 (69%) 66/72 (72%) — 112 (0.60-2.09)
2 All patients 141/212 (67%) 140/206 (68%) _?_ 1.07 (0.71-161)
H : | ;
s 02 1 5
~© —
o Favours
20 Figure 3: mplete responses by subgroup
Disease stage |l indudes one patient with stage | disease in the non-anthracycline group. Disease stage lll includes one patientwith stage IV disease in the
anthracydine group. Tumour grade and disease stage were post-hoc analyses. All ather ly: prespecified as st factors. ER=oestrogen
receptor. PR=progesterone receptor.
o T

Anthragydine group Non-anthracycline group
Van Ramshorst MS et al. Lancet Oncol 2018; 19: 1630-40
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HER2+ Spielt der HR-Status eine Rolle?

GGGGGG
BREAST

TRAINZ2

HR- HR+

89% (95% C1 80-94)

84% (95% C175-91)

55% (95% C1 46-64)
51% (95% C142-60)

Patientswitha pathological complete response (%)

grovp group

ER-negative and PR.

Van Ramshorst MS et al. Lancet Oncol 2018; 19: 1630—-40

100

PCR (%)

75 <

50

25

R
FASCINATE-N
i HR+
(61,9; §4,6) (64})?’:3)5,5) (592,;1 -
(36,51?'33,9) (30;;;4,;'9'3) (39.2‘;"6158,2)

HR-positiv

HR-negativ

Li et al. 2024 SABCS, GS1-04
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HER2+ Postneoadjuvanz .

Studiendesign o
Phase-lll-Studie

Haupteinschlusskriterien
= Vorherige dj Therapie 1
* Mindestens & Zyklen Chemotherapie
* Mindestens 9 Wochen Trastuzumab
« Zweite HER2-gerichtete Substanz erlaubt

= Invasiver Rest-Tumor in der Brust oder axilldren Lymphknoten
* Randomisierung innerhalb 12 Wochen nach OP

T-DM1
3,6 mgkg i.v. alle 3 Wochen,
14 Zyklen

+ Bestrahlung und endokrine Therapie nach Protokoll

Chemotherapie Operation und lokalen Leitlinien
+ Wechsel zu Trastuzumab war erlaubt, wenn T-DM1

aufgrund von UE abgesetzt wird

v Primérer Endpunl i
[N E 1 zweites primares Nicht-Mammakarzinom, DFS, OS, DRFI, Sicherheit und QoL :
: = Stratifikationsfaktoren: Klinisches Stadium bei der Vorstellung (i bel), HR-Status, live HER2-Therapie, :
: Lymphkr nach préopel Therapie :
' 1

KATHERINE
2. OS-Interimsanalyse*

Medianes Follow-Up 8,4 Jahre (101 Monate)

3Jahre
5 Jahre
0 — S oy
a0
3
3 Trastuzumab T-DM1
w (N=T43) (N=743)
Ereignisse, N (%) 126.(17.0) 89 (120
—TOM1
b0 Nichtstratifiziertes HR 0,66 (95% KI: 0,51; 0,87); P=0,0027 Trastuzumab
Grenze fi statisische Signifikanz HR<0.739 oder P<0,0263
0
O 6 12 18 24 30 36 42 48 54 60 66 72 7B B4 90 9 102 108 114 120
Zeit (Monate)
N Patient:innen

Trastuzumab 743 696 677 661 B43 625 616 60D 586 576 558 549 543 532 511 480 374 280 146 72 9
TOM1 743 719 702 695 675 662 640 642 626 614 604 507 585 576 554 530 384 M2 158 93 14

T1-DM1 verringerte das Sterberisiko signifikant um 34%

*Medianer Follow-Up: 8,4 Jahre (101 Monate).

T-DM1: Trastuzumab Emta

Loibl et al. | 2023 SABCS | GS03-12
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HR+/HER2-

=< Th ie beim frithen HR iti HER2
erapie peim rrunen -positiven, =
MAMMA - - &
[ ]
S negativen Mammakarzinom: Strategien
©AGOe. V. . vine Ind AGO++ AGO+
:‘0:?; DGGGeV. |EE-g g Op Adjuvante Tx ohne CTx¢
in der DKG e.V. £ 5 .= praop
Guidelines Breast ‘ b
Version 2024.1D !
S 3 J . AGO+
S 3 E AGO+
3 0 SIRAne Op oder CNB
X g0 Préoperative endokrine Tx
n fiir 2-4 Wochenc3-5
a E AGO+ Ki-67 nach priaopera-
e ¢ tiver endokriner Tx
> © AGOF > 10%$
o 2 o Ope Adjuvante Tx inklusive CTx
° ’ AGO++
) Neoadjuvante CTx’:8 Op Postneo-adjuvante Tx?-13
www.ago-online.de
:_::'rl::;:::l ~ CNB, Stanzbiopsie (core needle biopsy); , Cl ER, O g ; PgR, HER2, epidermaler Wachstumsfaktor-
HCILEN ptor 2; HR, | ptor; Op, Op %, Th 22,8, $cT1c cNO-1 G1-2 KI-67 < 5% oder —bel Situati p profil low-risk; 5z.B.
primar inoperabler Tumor oder 2 4 klinisch befall axillare L ten oder G3 und Ki-67 2 35% oder —bei Situation- G P ionsprofil high-risk;
<endokrine dtherapie; “sofern p tiv keine Anderung in Prognosefaktoren; ¢sofern noch nicht erfolgt.

www.ago-online.de
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A 100
P<0.001
80 4 I |
28.7
3 4
S I(.o.)
@«
]
o
H
£ 40 4 38.5
g
[
24.0
20
13.0
0 T T
HER2E Basal-like Luminal A Luminal B
n=197 n=26 n=23 n=25

Swain et al. Breast Cancer Research and
Treatment volume 178,
pages 389-399 (2019)



https://link.springer.com/journal/10549
https://link.springer.com/journal/10549

PCR, % (95% CI)

HR+/HER2-
KN-756

Pembrolizumab

Placebo

A 8.5(4.2-12.8)3
P=0.00005

24.3%

Pembrolizumab
100/643 Placebo Arm

ypTO/TisypNO

PCR Rate, % (95% CI)

704

2 o @
s 3 3
L1

w
=]
I

204

Pacli weekly->Anthrazylkin

PD-L1 CPS 21 60
A 24.2 (1.0-45.1)p
50
A 10.5 (4.0-16.9)2>
40

57.6% Odds ratio 2.05 (1.29-3.27)¢

49.2(3.7-14.6) P - 0.0021¢

=

27.6%

PCR rate, % (95% Cl)
S 8

18.4%

83/450

ER+<10% ER+210% Arm A: Arm B:
NIVO + NACT PBO + NACT

F. Cardoso. KN-756, ESM02023
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Nivolumab

Placebo

A270
(-7.0,53.1)
o 4293

(8,2, 47.2)

A218
(4.8, 37.2)

AQ2
" AT ATE
123.161) (04: 14.4) 03 14.9)

Qverall ER 210% | ER £50% | ER >50% ER<80% ER>80%

WNBNZ5TSHZ53  10MB 4M4  S223331/237 2019 941 421226210 ZHSE 11657 39185241194

Grad 3 Tumore’

Checkmate7FL, Loi S, ESM0O2023




Welche Patientin hat trotz non-pCR einen Ereignis-freien Verlauf?

Welche Patientin erleidet trotz pCR ein Rezidiv/Metastasierung?
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Identifying breast cancer patients at risk of relapse despite
pathological complete response after neoadjuvant therapy

Jens Huober'*'®, Marion van Mackelenbergh a"""ag, Andreas Schneeweiss”, Fenja Seither®, Jens-Uwe Blohmer®, Carsten Denket
Hans Tesch®, Claus Hanusch®, Christoph Salat™,

, Kerstin Rhiem'", Christine Solbach'?,

Peter A. Fasching (3'%, Christian Jackisch ('%,

Mattea Reinisch (3', Bianca Lederer®, Keyur Mehta®, Theresa Link'®, Valentina Nekljudova®, Sibylle Loibl (:*® and Michael Untch'”

X free survival (a), distant disease-free survival (b) and overall survival (c) in TNBC
cohort. Error bars represem the 95%Cl. HR hazard ratio, Cl confidence interval, HER2 human epidermal growth factor receptor 2, TNBC triple-
negative breast cancer.

Fig. 3 Itivariate Cox
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...it mattered later

A Patient Turned Doctor’s Perspective on Fertility Loss
Dr. Magaret Cupit-Link
JCO Cancer Stories- The Art of Oncology
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Heilung durch Innovation, Kompetenz
und Partnerschaft — fihrend in der
Brustkrebs-Forschung
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