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~=<  Neoadjuvante systemische Chemotherapie
E _ Empfohlene Schemata

Oxford
®AGOe. V.
b LoE GR AGO
in der DKG e.V. ) "
Gosenas s * Analog zu adjuvanten Standardschemata 1a A ++
Version il
* Taxan mono gefolgt von Anthrazyklin (umgekehrte 4 D +/-
Reihenf )
latinsalze beim TNBC (cT1 / cNO) (unabh. des BRCA-Svatus) 1b A +
Platinsalze beim TNBC (ab cT1 / cN+ o. cT2) (unabh. des 1a A -
. la A +
Pembrolizumab in Kombination mit Carbo / Paclitaxel 1b B +

www.ago-online.de

FORSCHEN
LEHIREN
HCILEN

EC q3w (TNBC**)

Siehe Kapitel adjuvante Chemotherapie
2 2 cm oder cN+, PD-L1 unabhangig

www.ago-online.de
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A Trial name Year

GEICAM/2006-03 2012 L

GeparSixto GBG66 2014
CALGB 40603 Alliance 2014
UMINO000003355 2014
Aguilar Martinez etal. 2015
NCT01276769 2016

GeparOcto GBG84 2017

T

OR (95% CI)

097 (0.40, 2.35)
1.78 (1.14,2.78)
1.68 (1.15, 2.45)
460 (1.72,12.27)
238 (0.85, 6.64)
3.88 (135, 11.15)

114 (0.77, 1.68)

Platinum Controls

14/47 14/46

90/158 67/157

119221 87212
23/37 10/38
18730 12/31
17/44 /43

105/203 977200

WSG-ADAPT 2018 —_— 2.11(1.33,3.35) 67146 51178
'

BrighTNess 2018 ':—*— 3.01(1.90,4.77) 92/160 49/158

Random effect (I-squared = 56.3%, P=0.019) @ 1.96 (1.46,2.62) 545/1046 393/1063
"
i
|

T . T
0815 1! 123

Favors Controls

Favors Platinum

Verbesserung pCR

Study HR (95% CI)

Zhang (2016) - 0.72 (0.53-0.99)
GeparSixto GBGE6 (2017) B s 0.56 (0.33-0.96)
Wu (2018) 0.21 (0.05-0.97)
GALGB 40603 Alliance (2019) - 0.99(0.70-1.40)
GeparOcto GBG84 (2020) —l— 0.73 (0.47-1.13)
BrighTNass (2021) .- 0.57 (0.36-0.91)

Overall (I-squared = 33.7%, P=0.183)

0.70 (0.56-0.89)

004 01 025 05 1

25

Platinum Controls
Study HR (95% Cl)
Zhang (2016) —— 0.85 (0.60-1.20)

GeparSixto GBGE6 (2017) ————=——|

0.60 (0.32-1.12)

CALGB 40603 Alliance (2019) B 1.14(0.78-1.69)
GeparOcto GBGE4 (2020) - 0.66 (0.38-1.15)
BrighTNess (2021) —'—— 0.63 (0.33-1.21)
Overall (I-squared = 19.8%, P = 0.289) <> 0.82 (0.64-1.04)
03 05 115 2
Platinum Controls

EFS

0S

Poggio F et al. Annals of Oncology 29: 1497-1508, 2018

Poggio F et al. Annals of Oncology 33: 347-349, 2022
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Monozentrische Studie

Platin
Paclitaxel+Carboplati Operation* Follow-Up alle 6 Monate

n 2> AC/EC Bhidiarhalionts nach der Operation
(Operation b B Radiotherapie® (Jahrliche Mammographie,

Kontrolle Mastektomie) a"dk?re Btdg‘ib:j"l‘(g ge“;ﬁﬁ
inischer Indikation
Paclitaxel = AC/EC

Gupta et al. 2022 SABCS, GS5-01
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Anteile (%)

ITT-Population Alter £50 Jahre Alter >50 Jahre
100 100 o002 100
90 P=0,075 90 = 90 Pu
% 79,3% gl
80 P<0,001 71,6%77’7 ! 80 Pe0t — 80 73,5%73,6%
70 70 | P<0001 67.6% 70
P<0,001 61,9% — 61,0% -y
60 54,5% & 60 £ 60 P=0,393
"] 7]
50 o B ,0% s 50 [P=1,0 47,4%
ap3% il 2 50 s 0% £ agqe  412%
40 < 40 < 40 ¥.5%381%
30 30 30
20 20 20
10 10 10
0 0 - 0
pCR pCR pPCR pCR pCR pCR pCR pCR pPCR
(Brust + (Brust) (Lymphknoten) (Brust + (Brust) (Lymphknoten) (Brust + (Brust) (Lymphknoten)
Lymphknoten) Lymphknoten) Lymphknoten)

M Kontrolle B Platin

Multivariable (binare logistische) Analyse flir Faktoren, die die pCR beeinflussen: Behandlungsarm-Alter-Interaktion signifikant in einem Modell mit Behandlungsarm, Alter, cT-
GrofRe, cN-Status, Familienanamnese.

Gupta et al. 2022 SABCS, GS5-01
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100 9

Anteil Uberlebende (%)
N
&

n
3
L

Alter <50 Jahre

Platin

Kontrolle

Kontrolle 245

Platin 255

S5-Jahres-EFS, 742 617

% (95% KI) (68,71: 79,69) (55.43; 67.97)

HR (95% KI) 0,642 (0,473; 0,871)

P-Wert ,004

12 24 36 48 60 72 B84 96 108 120 132 144
Zeit (Monate)

213 179 149 115 98 63 49 32 1@ 9 4 0

233 209 180 145 122 85 62 37 14 10 8 0

Anteil Uberlebende (%)

Kontrolle 111

Platin

e Alter >50 Jahre
804
Kontrolle
601
Platin
407
__:'!. l_-.qnpr‘,:-
20 5-Jahres-EFS, 62,0 3
% (95% KI) (52,2; 71.8) (60,28; 78,32)
HR (95% KI) 1,309 (0,825, 2,076)
P-Wert 253
0
0 12 24 36 48 60 72 B84 96 108 120 132 144
Zeit (Monate)
95 85 69 54 43 32 21 13 | 3 3 0
106 93 75 59 45 a7 27 17 10 3 2 2 o
O S Alter 250 Jahre
100 9

Gupta et al. 2022 SABCS, GS5-01

80 Platin
£
ﬁﬁo'
2 Kontrolle
£
2
2 40 4
]
] svahres0s, % 771 659
2 (95% KI) 71,81; 82,39) (69,82; 71,98)
HR (95% KI) 0,611 (0,440; 0,848)
P-Wert 0,003
o T T T T T T T T T T T 1
o 12 24 36 48 60 72 84 986 108 120 132 144
Zeit (Monate)
Kontrolle245 232 197 160 125 104 74 53 35 15 9 4 0
Platin 255 240 220 190 153 127 91 64 40 15 H 9 0

10u

- @ @
s 3 8

Anteil Oberlebende (%)

N
]

Kontrolle

Platin

Alter >50 Jahre
Kontrolle
) Platin
J 5-Jahres08,% 68,0 689
(95% K1) (88.79; 77.21) (59.69; 78,11)
HR (95% KI) 1,132 (0,698; 1,835)
PWort 0615
—TTT—
o 12 24 36 48 60 72 84 9 108 120 132 144
Zoit (Monate)
17 98 90 69 54 43 32 21 13 5 3 3 o
106 99 83 62 48 41 3 19 1" 4 3 3 o
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EFS nach pCR-Status
EFS nach pCR-Status (Gesamtpopulation)

- 100 Alter €50 Jahre 100 Alter >50 Jahre
bCR ‘\-\_‘—mﬂ.—.q PCR
80 1 | 80 1 7
g g g
@ ® ]
o -] J c 60
S 60 §% H
a ] 2
2 H 3 Keine pCR
@ 2
F-1 Keine pCR 2 40 4 Keine pCR = 40 1
S40 7 ’ 3 Z
K] < | _pCR(vbT0fis vDNO Keine pCR || _DCR(vypT0/is vDNO gine
< I— ST : o [Senen orss B ' 20 o | SANeSEES, pos g
20 sa e Ll 207 % (95% K (80,39; 89,41) (45,33, 58,27) % (95% KI) (79,16; 94,44) (43,19; 62,01)
e 5 z HR (95% KI) 0,248 (0,174; 0,353) HR (95% KI) 0,258 (0,135; 0,493)
% (95% KI) (81,38; 89,22) (46,91; 57,49) R ] e it
HR (95% KI) 0,253 (0,186; 0,345) . :
P-Wert <0,001 L e e I B o S e LI e e S S B B e e
0 —— T 0 12 24 36 48 60 72 84 06 108 120 132 144 0 12 24 38 48 60 72 84 O 108 120 132 144
0 12 24 36 4 60 72 84 96 108 120 132 144 Zeit (Monate) Zeit (Monate)
Zeit (Monate) KeinepCR 234 186 146 124 93 79 66 41 24 16 12 8 0 KeinepCR 125 102 81 62 48 37 28 17 10 &5 3 3 0
Keine pCR359 288 227 189 141 116 84 58 34 20 15 11 0 pCR 248 243 228 196 162 137 94 67 43 13 7 4 0O pCR 76 72 &7 s0 47 41 a0 20 2 3 2 2 o
pCR 324 315 295 256 209 178 124 84 55 16 9 6 0

Gupta et al. 2022 SABCS, GS5-01
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= Steigerung pCR

" Verbesserung EFS

= Unter 50 Jahren: Verbesserung OS

= Mehr Himatotoxizitat (EYNOTE:522 Study Design pcromay, """

° ° L) - Neoadj Phase > < Adjuvant Phase >
. c e c 0 I n t - I n I I l I o n Neoadjuvant Treatment 1 Neoadjuvant Treatment 2 Adjuwant Treatment
. . . (cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

Carboplatin® +

Key Eligibility Criteria . Pembrolizumab 200 mg Q3W
« Age 218years
Pembrolizumab 200 mg Q3W

- Newly diagnosed TNBC of
either T1c N1-2 or T2-4 N0O-2

- ECOG PS0-1

+ Tissue sample for PD-L1

assessment?
— Placebo
Placebo

Stratification Factors:
+ Nodal status (+vs -}
+ Tumorsize (T1/T2vs T3/T4)

« Carboplatin schedule (QWvs 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)

2Must consist of at least 2 fumor cores from e prmary lumer. Doxorubicin dose was 60 HHX!W
dose vizs AUC oswmucuow <Eninubicn dose vias 50 mg/m: Q3.
Facitane doss wias B0 mgine Ejclophosgnammits e v 800 s QI

Schmid et al. KN522 ESMO Virtual Plenary 2021
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Schmid KN522 ESMO Virtual Plenary 2021

KEYNOTE-522 Study Design (NCT03036488)

A Neoadjuvant Phase o Adjuvant Phase s
Necadjuvant Treatment 1 MNeocadjuvant Treatment 2 Adjuvant Treatment
{cycles 1-4; 12 weeks) {cycles 5-8; 12 weeks) {cycles 1-9; 27 weeks)

Key Eligibility Criteria

+ Age 218years

+ Newly diagnosed TNBC of HETTHIETIITED ALDITE (2EL
either T1c N1-2 or T2-4 N0-2

Pembrolizumab 200 mg Q3W

= ECOG P50-1

+ Tissue sample for PD-L1
assessment®

A

Placebo

Stratification Factors:
+ Modal status (+vs -)
+ Tumorsize (T1T2vs T3T4)

+ Carboplatin schedule (QWwvs Q3W)

Neocadjuvant 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)
*Must consist of at least 2 e fumor cores from e primary lumer. 9Doxorubicin dose was 60 QSW.

“Carboplain dose was AUC 5 Q3W or AUC 1.50W. *Epirubicin dose was 90
Pachtaxe dosewas 80 mg/m? Q. mephammmevmam n'gfm-QSW

Schmid et al. KN522 ESMO Virtual Plenary 2021
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Schmid KN522 ESMO Virtual Plenary 2021

KEYNOTE-522 (IA3)*2 l Statistically Significant and CIinicaIIy Meaningful EFS at IA4

Pembrolizumab + CT vs placebo + CT in early TNBC

100 ,
i 90— ;
pCR in KEYNOTE-522 (1A3)2 : 5 A
80| '
100 - 0
QR0 - !
(8 7.5395%CI 1.6-13.4) o ' 76.8% 7,7%
] 60— ! HR y
80 f | " : Events (95% CI) P-value
0, - ]
63.0% 55.0% g s ! “Pembro + Chemo/Pembro _ 15.7% 0.63=  0.00031
. : 0.48-0.82
® 60 4 I 40— ! Pbo *+ Chemo/Pbo 23.8% ( )
& i :
o] 30 :
40 20| ;
10—
20 4 Median follow-up®: 39.1 mo
0 I I I I I I I I I I I I ) 1 1 1 I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
0 No. at Risk Months
Pembrolizumab Placebo + Pembro + Chemo/Pembro 784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 0 0
+CT cr Pbo + ChemolPbo 390 386 382 368 358 342 328 319 310 304 297 250 195 140 83 17 0 0
panlupaMS inITT i s son moded vih beament as - 5 factors. oF Fed Pasly £0.00517 reached at fis analyss.
ata-e(t-off date 23 March 2020, cDefined as the ime i i e d: ff date of March 23, 2021 )

Schmid et al. KN522 ESMO Virtual Plenary 2021
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Prevalence of RCB Categories in All Patients

100 5 Median RCB

o et RCB-0 RCB-1 RCB-2 RCB-3
+
go-| [ Pembro +Chemo ot g s 0 1.06 1.92 3.85
(0-0) (017-135)  (1.37-3.26)  (3.36-5.19)
M Pbo + Chemo
80 — S 0 1.08 2.03 3.83
(0-0) (0.53-1.33)  (1.38-3.28)  (3.30-4.87)
70
2 63.4%
o 60+
2
o 504
©
>
& 40-
o
30
20
10 <
0+ n=497 n=219 n=69 n=45 n=145 n=79 n=40 n=26
RCB-0 RCB-1 RCB-2 RCB-3

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: March 23, 2021.

Lajos Pusztai. Abstract 503. ASCO 2022



GBG

GERMAN

2.- 3, Mérz 2023

=

GBG Jahrestreffen suniinsinr
EFS in RCB-0 EFS in RCB-2
00— | 94.7% 100
90 50|
80 92.6% 80— 75.7%
£ 70 £ 70
3 3
£ 60 HR £ 60—
5 niN  Events  (95% CI) H et HR
$ 7 . ® 55.9% N Events  (85%Cl)
g, Pembro + Chemo  26/497  5.2% 0.70° £ o —— —
T - 0 | 'embro o B
z Pbo+Chemo 16219 7.3% (0-38-131) H o 035082
g a0 $ a0 Pbo + Chemo 3579 443y  (0.32082)
20| 20
10 10
o
T T T T T T T T T T T T T T T 1 T T T T T T T T T T T T T T T 1
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51
Time, months Time, months
No. atrisk No. at risk
497497 497 493 487 486 482 481476 474 463390 310223124 18 0 0 145145143140132 126123 117 114112107 90 70 46 26 9 0 0
219219218218 216 209 208 205202 202199 167132 88 58 10 0 0 79 79 78 74 69 65 57 53 49 46 45 40 29 24 7 2 0 0
*Hazard ratio (C!) analyzed based on 2 Cox regression model with treatment as a covariate. Data cutol date: March 23, 2021 “*Hazard ratio (CI) analyzed based on a Cox regression model with ireatment as a covariate. Data cuto™ date: March 23, 2021
EFS in RCB-1 EFS in RCB-3
100 — : 100 H
90 i 20
80 i 80
£ 70| i =
] i £ 70 HR
£ 60| i 3 n/N  Events  (95% Cl)
.i 50-| i oN Events  (@s%c) £ Pembro + Chemo  20/40  72.5% 1240
: @ 50| 0.69-2.23
I - i Pembro + Chemo  12/69  17.4% 0.92¢ s s Pbo + Chemo 1826 69.2% )
z : ¥ & 40-] g
2 304 Pbo + Chemo 9/45 200%  (0.39-220) H .
20~ H a | x—n_l—_lh‘—'“
10 20~ 26.2%
S S S e i 10 :
0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 H
i T T T T T T T T+ T T T T
: Time, months 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at risk .
69 69 68 67 67 65 62 61 61 60 59 50 3824 9 1 0 0 — Time, months
o. at ris
45 45 45 44 44 43 42 41 41 39 B 32 2518 11 1 0 O 40 39 38 31 23 22 18 17151312 11 6 3 3 0 0 ©
26 26 26 22 19 15 13 13 1211 10 8 7 7 5 3 0 O
*Hazard rabio (C|) analyzed based on a Cox regression model with treatment as a covariate. Data cutoff date: March 23, 2021.
*Hazard {} basedon a ith M 23, 2021

Lajos Pusztai. Abstract 503. ASCO 2022
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Neoadjuvant Phase Il Study of Pembrolizumab and
Carboplatin plus Docetaxel in Triple Negative Breast
Cancer (NeoPACT)

| Pre-Surgery

H Treatment (18 weeks) H Surgery | ‘ Follow-up ‘
Stage I-lll TNBC Carboplatin (AUC 6) Primary endpoint: Adjuvant
T >1cm or N+ every 21 days X 6 cycles Pathological response therapy
ER/PR £10% ) at provider
N=120 Secondary endpoints: discretion
> RCB
» Blood
» Breast imaging > EES, OS_. Safaty No adjuvant
» Pre-therapy tumor specimen 2 - pembroli:
Pembrolizumab 200 mg - Blood ar profocol
every 21 days X 6 cycles 7 Srvstimagina i

Sites: University of Kansas and Baylor University Medical Center

THE UNIVERSITY OF KANSAS

CANCER CENTER

100%

0%

Sharma et al. ASCO 2022

ALL Node Node ERandPR  ER/PR
(N=109) negative  positive <1% 1-10%
(N=68) (N=41) (N=92) (N=17)

Event-free survival

Lk EEpCR
I RCB 0+1

39%

PD-L1 PD-L1
positive negative
(N=50) (N=56)

Median follow-up 24.4 months

Residual disease

2-yearEFS
100
%0
g
s
2 8
g
@
g
En
T
o
b g
Residual disease vs pCR:
HR 9.12 (95% C11.98-41
<o [ tog-rank p=0.001
o 6 12 18 24 30
Months since diagnosis
Number at risk
Al 13 108 95 75 54 a7
pCR 6 62 55 48 38 2
Residual disease 49 6 40 27 16 )

Survival analysis includes all patients in the TT
population except for N=2 who are awaiting surgery
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KN522 GeparNuevo NeoPACT

KEYNOTE-522 (1A3)*?
Pembrolizumab + CT vs placebo + CT in early TNBC

Primary endpoint: pCR — ypT0, ypNO RESULTS: Pathologic response

PCR in KEYNOTE-522 (IA3)? 30% S
(B75)e5%Cl 1.6-134) 70% Adjusted** OR 1.53
» — ] i 53.4% [95%':13':;;'8‘] -
il 55.6% 4T3 44.2 - pcR
. ® I 2 50% B RCB 0+1
€ i
L 0% pr
0% o ER/PR POLT PD-L1
» positive % 110% positive  negative
20% ey s ne e

o patients hau disease progression during necadjuvant (reaiment
Among patients with stage Il disease and ER & PR IHC <1%, pCR and RCB 0+1 rales wers 50% and 69%, respectively.

ok oI 10% = PCRin TNMs1age . . and I disease was 69%, 50%, and 43%. respectively. i G
o o
W. antsin T 0% - L 1 202 ASCO e o
23 aren 2020
Durvalumab Placebo
) Event-free survival
Schm 04822 ESMO Ve Plenary 2021 iDFS
EFS by pCR (ypT0/Tis ypNO) =104 3yr 95.5% 2-yearEFS Median follow-up 24.4 months
= 0% 4 H
b % £ o Sy g, "
wd PERTM £ 3yr 76.3%
T 0% ©
£ 3yr69.7%
50| 2o 4
70 =
o > ,; %1 censored g "
H o 40% Placebo, non pCR 15/48 events. H
I £ 2 Burvalumab non pCR 9/40 events g "
H k1 Placebo, pCR 7/36 events -
g« 5 Durvalumab, pCR 2147 H 1
= S 2% urvalumab, pC events HR (BCR vs non-pCR) 0.34 (95%C1 0.16-0.73) H H
2 £ ] towrankp=ooors log-rank pL0.00 @ !
o g Rl deem v |t Residual disease
= T T T T T H
10 i 0 12 2 8 @ 80 s0 Lograns !
; Time (months) L ]
T T T T T T T T T T T T Patients st risk: "
306 8 15 18 2 M o 0 WP RS WS — Piaoaten, mon pCR - o 2 2 N ° s e, Mol Sl dagnosie
RS o o 7 Meren — Durvalumab nonpCR 40 36 30 ] 5 o - W s o wm ww
oo+ ChomaPumbroResgondar 464 464 454 469 43 W2 GO 4T 4T 00 0 N7 M MO 2 W 0§ - s e, osen e
e - T AT M MM WP HE [ N0 MW WE W WM 3 0 8 Placebo, pCR ® 3 3 u & o Rodmidome & & & @ w38 o it 2 s e
Durvalumab, pCR a m e i 3 °
boior m W 2022 ASCO e Sharm, MO, e, AS

Schmid et al. KN522 ESMO Virtual Plenary 2021 Loibl et al. ASCO 2021 Sharma et al. ASCO 2022
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Parallel?

Sequentiell?

Disease-free Survival among Patients with Triple-Negative Disease

3
5 os
‘g “ Capecitabine
£
g 0.6+
Chemotherapie Operation 2 e el
g o
F
E 02| Hazard ratio for recurrence,
.5 second cancer, or death, 0.58
a £ 25% C1, 0.39-0.87
1 2 3 i 5

Years since Randomization
Masuda N et al. N Engl ) Med 2017; 376:2147-2159

—
SECOND OVERALL SURVIVAL INTERIM ANALYSIS - OS1A 2 (ITT)

080

100 950 »8
069 ———— W
wa ?
Difference: 3 Yr. OS rate Difference: 4 Yr. OS rale 4
3% (95% CL 0.9%, 6.6%)  3.4% (35% C1: 0.1%, 6.9%)
—— Olapar (75 deaths, 70 due obrosst cancer)
= Placebo (109 deaths, 103 due o breas! cancer)
047,097 of 0,015
HR o
nN  Events  (95% Cl) L) 5 7 o 2 ) ] [ ) 5
Mo, atrsk Time s candomaation (menths)
Pembro + Chemo  28/0  72.5% 1240 Owpars 821 62 44 809 i) &2 60 st 38 28
s tezs  eoaw (086223 Pacsbe 915 8 M3 G 72 B SW a3 ¥ 2
34.6% .
Tutt et al. ESMO Virtual Plenary 03/2022 VP1
26.2%
ces v
i ’ Studiendesign sAscIA
L e e e e e A s
3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51

Time, months
No. at risk
4039 38 31 23 22 18 17 15 13 12 11
2626 26 22 19 15 13 13 12 11 10 8

Ovaralsuryival ()
8 8 8 8

633000
T'T 8300

2001

Keynote522.Lajos Pusztai. Abstract 503 B .
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Sacituzumab-
Govitecan

Background (cont.)
Figure 1. Sacituzumab Govitecan Antibody-Drug Conjugate

Humanized anti-Trop-2 antibody

« Directed toward Trop-2, an
epithelial antigen expressed on
many solid cancers

Linker for SN-38

* Hydrolyzable linker for
payload release

+ High drug-to-antibody
ratio (7.6:1)

SN-38 payload
@ - 'SN-38 more potent than parent
compound, frinotecan

Check E, Nature 2007;446:964-66.

Trastuzumab- Mod. Bardia A et al. ESMO 2020, Proffered Paper Session
Deruxtecan 1 — Breast cancer, metastatic, Abstract No. LBA17

Neighboring -~
Tumor Cell

T-DXd'?

8:1 drug-to-
antibody

ratio

Q) Topoisomerase |
inhibitor enters -

Highly potent Cleavable

topoisomerase linker o Lilnherldum.
linhibitor hr:p.ol;nn:nrml
[Rayiond inhibitor

ron g ez proton

Internalization of T-DXd leads to release of the DXd
® Topoisomarase | inhibitor payioad

payload and subsequent cell death in the target tumor cell

and neighboring tumor cells through the bystander effect'2 | CCBYND 4.0,

1. Nakada T et al. Chem Pharm Bull. 2019:67:173-85. 2. Ogitani Y et al. Clin Cancer Res. 2016;22:5097-108. 3. Modi S et al. J Clin Oncol 2020;38:1887-96.
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Phase 2 study of response-guided neoadjuvant sacituzumab govitecan (IMMU-132)
in patients with localized triple-negative breast cancer

n=50

e e

Target Antigen: TROP2

mADb isotype: IgG1

Linker type: cleavable

Payload (class): SN-38, active metabolite of irinotecan

|(}:a\mph:nhecin
ayload action: Topoisomerase-1 inhibitor

DAR: 8

Corti C et al. Cancers 2021;13:2898.

SG

9-- =

U

Spring L et al. Abstract 512. Poster 284.




NeoSTAR

%
2.-3.Marz2023 20)

GBG Jahrestreffen suninsinr

Results (2)

50 pts

Additional
neoadjuvant
chemo

Directly to surgery
after SG

’ 29 pts |
I
Results

pCR: 15 pts
RCB-1: 3 pts
RCB-2: 7 pts
RCB-3: 4 pts

21 pts -
|

Results

pCR: 7 pts

* 3 received anthracycline-
based regimen, 3
carboplatin/taxane, and 1
docetaxel/cyclophosphamide

RCB-1: 4 pts
RCB-2: 9 pts
RCB-3: 1 pts

Rates of pCR

pCR Rate

50%

Proportion of Patients

-

30% 279 8%
i
0‘25 i L
-

Overall (N=50) | (N=12) Il (N=26) I (N=11)

pPCR rates overall, by stage, and by gBRCA status

Spring L et al. Abstract 512. Poster 284.

ASCENT Trial: Efficacy by gBRCA status

ORR by BRCA1/2 Status

33%
Response
. SG Alone 6% 6%
| =)

SG TPC SG TPC
(n=18) (n=18) (n=133) (n=125)
Germline BRCA1Z Positive  Germiine BRCA1/2 Negative
(n=34) (n=258)

PFS and OS by BRCA1/2 Status

109
7
45 M 49
25 - I
|| ]

Median PFS Median PFS Madian 08

Germline BRCA1/2 Positive
(n=:

Germline BRCAT/2 Negative
(n=258)
=SG = TPC

Hurvitz S et al. SABCS 2020
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i Hazard ratio for progression or death,
E o by

MNo. of
Patients

Median Progression-free
Survival (95% CI)
mo

101 95-115)
5.4{44-70)

Trassuzumab denssiecan

123 45 6

708 9 10 1112 13 1415 16 17 18 19 20 21 22 Z

3 24 25 26 27 28 29

0.50 (95% C1, 0.40-0:63)

. Physician's choice

Months
No. at Risk
Trastizumab derstecan 331 524 290 265 262 268 218 198 182 165 142 128 107 89 78 71 64 A8 37 31 28 1 M 12 7 4 4 1 1 0
Physician's cholce 16 146 105 &5 84 69 57 46 41 32 30 27 4 2 14 12 8 4 3 2 1 1 1 10
B Progression-free Survival among Al Patients.
10 No.of  Median Progression-free
Patients Survil 5% C)
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E5T os =, Trastuzumab Deruriecan 373 ss011
EE = \\"‘_ﬁtn"mh 180 51(42-68)
o4 i
| e

11345 6

No. at Risk
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Trastaumab denatecan T Seruu s i T e T A
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7B 9 10 01 12 13 4 15 16 17 18 19 20 20 22 B 2 25 26 27 18 2
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NS B RA MBI E4 4T 10
554311 11110
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2& Hazaed ratiofor desth,
2 | 04 5% . 041089

No. of
Patients

Trastuzumab Deruxtecan 331
Physician's Choice 163

" Physidans choice

Median Overall Survival
(ss%c)

B
175 (15.2-22

Trastuzumab derustecan

1234567 8 910111213141516171819

2021 22 23 24 25 26 27 28 29 30 31 32 33 34

Months
No. at Risk
Trashuzumab derustecan 331 325 323 319314 309 303 293 285 280 268 260250 228 199 190 168 144 116 95 81 70 51 40 26 14 9 8 6 6 2 1 1 1 ©
Physician's choice 163151245143 139135130124 115109104 98 96 89 80 71 56 45 3729 25 23 16 14 7 5 3 1 ©
D Overall Survival among All Patients
No.of  Madian Overall Survival
10 (95% C1)
o 03 Trastuzumsb Derutecan 373 234 00-208)
uE Physician's Choles. 184 168 (145-200)
£5 o6
- LA . Trostuzumab devutecan
ﬁé Hazard ratio for death, T Phyvien theioe
024 0,64 (35% CI, 0.49-034)
w0001

No. at Risk

Months

1231 4567 & 910111213 1415161718 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34

Trastiqumab denacecan 373 366 363 357 351 34 330 326 315 309 296 287 276 254 223 214 188 158 129104 90 78 59 48 32 20 M milsa & 1 poase
Physician's choice 184 171165 161 157153 146 138 128 120 114 108105 97 88 77 61 50 42 3228 25 18 16 7 5

Modi S et al. N EnglJ Med 2022;387:9-20. DESTINY-Breast04
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Einschlusskriterien: Arm A (N=29) Primarer Endpunkt:
- HR+ T-DXd 5,4 mg/kg » pCR-Rate in Brust und

- HER2-low (durch lokale Lymphknoten (ypTO/is ypTNO;
RCBi=0)
gr;i:::i:a;nze)ntra[e — Behandlung: 6 oder 8 Zyklen* + EOT
; 9 . Sekundére Endpunkte:
« Stadium II-lll rezezierbar « ORR
* Manner oder Frauen Arm B (N=29) » Tumor-Biomarker, einschliellich
(Pra-/post-menopausal) T-DXd 5,4 mg/kg + Anastrozol Veranderungen bei HER2
(+GnRH-Analoga fiir Ménner/pramenopausale Frauen) « Sicherheit
Stratifizierungsfaktoren: T T T
« HER2-Expressionsniveau Gewebematerial aus archivierter Probe oder Biopsie bei Studienbeginn
(1+ oder 2+ durch IHC) und Biopsie zwischen C1D17-C1D21, sowie Gewebe zum Zeitpunkt der
und Menopausenstatus chin.lrgischen Resektion**
(pré/post)

Zweistufiges Minimax-Studiendesign nach Simon:

« 58 Teilnehmer werden nach dem Zufallsprinzip 1:1 einem der beiden Behandlungsarme zugewiesen
+ kein formaler statistischer Vergleich zwischen den Armen

* pCR =5% als statistischer Benchmark

*Urspriinglich wurden 6 Behandlungszyklen durchgefiihrt, im Jahr 02/2022 wurde die Anzahl der Behandlungszyklen durch eine Protokollanpassung von 6 auf 8 erhoht;
**Alle fir die Studie entnommenen Gewebe: zentrale pathologische Untersuchung; *** Nach der Operation, adjuvante Therapie nach Ermessen des behandelnden Arztes.
T-DXd, Trastuzumab-Deruxtecan; RCBi, Index der Resttumorlast.

Hurvitz et al. 2022 SABCS, GS2-03
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Arm A (T-DXd) Arm B (T-DXd + Anastrozol)
N=25* N=24**

20% 20% II
0%

o% B o —.III
| Tl
-40% -40%

ORR | 14/24 (58%)

HER2-IHC-Verdanderung vom Ausgangswert bis OP

mit T-DXd (zentrale Bewertung)*
Ausgangswert OoP
(vor T-DXd) (nach T-DXd)

ORR | 17/25 (68%)
80%  GR  2/24 (8%)

80% - CR  2/25(8%)
PR 15/25 (60%) PR 12/24 (50%)

-100% -100%

WCR ®WPR ®SD ®WPD WCR ®WPR WSD ®WPD

Waterfall Plot, der die Veranderung der Tumorgréfe nach der Behandlung mit T-DXd im Vergleich zum Ausgangswert gemaf RECIST v1.1 darstellt. Die zu behandelnde
Population fiir die ORR umfasst alle Patienten, die mindestens einen Zyklus der Therapie laut Protokall erhalten haben, Data Cut-Off 25.11.2022; *4 Patienten, die noch in
Behandlung sind; 3 Patienten hatten eine Bildgebung (die Behandlung wurde vorzeitig abgebrochen); **5 Patienten, die noch in Behandlung sind, aber fiir die ORR-Analyse der
Intention-to-Treat (ITT) gemaR Protokoll aufgenommen wurden

IHC
2+

Grin: Abnehmende HER2-IHC-Farbung vom Ausgangswert bis zur OP
Grau: Gleichbleibende HER2-IHC-Férbung vom Ausgangswert bis zur

OoP

Hurvitz et al. 2022 SABCS, GS2-03
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One day Alice came to a fork in the road and
saw a Cheshire cat in a tree. ,Which road do |
take?” she asked. ,Where do you want to go?“
was his response. ,|I don't know“ Alice
answered. ,Then” said the cat, “it dosen't
matter which way you go“.

Lewis Carroll: Alice in Wonderland
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