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DISCLOSURES

Voor bijeenkomst mogelijk
relevante relaties met bedrijven

Sponsoring of onderzoeksgeld Astra Zeneca
Bristol-Myers Squibb
Roche Diagnostics

Honorarium of andere Astra Zeneca
(financiéle) vergoeding Bristol-Myers Squibb
Eli Lilly
MSD
Pfizer

Roche
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kankerdiagnoses in 2021
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huidkanker ®
borstkanker®
longkanker
prostaatkanker
darmkanker ¢
hematologische maligniteiten ¢
blaaskanker en overige urinewegen ©
hoofd-halskanker
alvleesklierkanker
nierkanker
slokdarmkanker f
baarmoederlichaamkanker
maagkanker ¢
hersentumor

eierstok- en eileiderkanker

percentage van de totale
kankersterfte in 2020
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2,2% Bron KNL 2022

* exclusief basaalcelcarcinoom

® invasief mammacarcinoom

< dikke- en endeldarmkanker

9 leukemie, lymfklierkanker,
multipel myeloom en andere
vormen van beenmergkanker

* nierbekkenkanker, urineleider-
kanker, niet-spierinvasieve blaas-
kanker, spierinvasieve blaaskanker,
urachuskanker, kanker van de
urinewegen overig,

fexclusief cardiakanker,

g inclusief cardia

Erasmus MC



NEOADJUVANTE VS. ADJUVANTE 10

Chalabi, 2022 ESMO

Neoadjuvant Adjuvant

Improve surgical and survival outcomes Accurate staging

Treat micrometastases Patient perspective: “remove the tumor asap”

Antigenicity (tumor in situ) Diagnostics using the whole tumor specimen instead of
biopsy

Organ-sparing treatment

Identify biomarkers

Proposed rationale for neoadjuvant immunotherapy Proposed rationale for adjuvant immunotherapy

Surgeon removes Many more, and Surgeon removes Immunotherapy Activation of few Fewer, and less-diverse,

tumor lesion more-diverse, T cells tumor lesion different T cells T cells search for tumor cell
search for tumor cells Conten :

Adapted from: Versluis et al, Nat Med 2020 ; Rozeman et. Al, Nat med 2021 Erasmus MC



BEOORDELING VAN RESECTIES NA NEO -
ADJUVANTE THERAPIE

AMamma carcinoom
AColorectaal carcinoom
ANiet-kleincellig longcarcinoom
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BEOORDELING VAN RESECTIES NA NEO -
ADJUVANTE THERAPIE

AMamma carcinoom
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ATriple-negatieve borstkanker heeft een relatief slechte
overleving

ANeoadjuvante chemotherapie is de huidige standard of care
AToch blijft een verhoogd risico van recidief en mortaliteit bestaan
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Pembrolizumab for Early

Triple-Negative Breast Cancer

P. Schmid, J. Cortes, L. Pusztai, H. McArthur, S. Kimmel, J. Bergh,
C. Denkert, Y.H. Park, R. Hui, N. Harbeck, M. Takahashi, T. Foukakis,
P.A. Fasching, F. Cardoso, M. Untch, L. Jia, V. Karantza, ]. Zhao, G. Aktan,
R. Dent, and J. O’Shaughnessy, for th KEYNOTE-522 vestigators™

Schmidet al. NEngld Med. 2020 Feb 27;382(9):8&21
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Te NEW ENGLAND JOURNAL of MEDICINE

Pembrolizumab for Triple-Negative Breast Cancer

RANDOMIZED, DOUBLE-BLIND, PHASE 3 TRIAL

1174 L)\ <13 Neoadjuvant Neoadjuvant
Patients  f=} /Eestcner\ Pembrolizumab Placebo
with previously 4 C + chemotherapy, + chemotherapy,
UI}treated . followed by surgery followed by surgery
:)nple—negatlve and adjuvant pembrolizumab and adjuvant placebo
reast cancer
(N=784) (N=390)
Pathological complete 64.8% 51.2%

SESPONSE attime 0f SULSCLY Difference, 13.6 percentage points; 95% CI, 5.4-21.8; P<0.001

91.3% 85.3%

Event-free survival (95% CI, 88.8-93.3) (95% CI, 80.3-89.1)
HR for an event or death, 0.63; 95% CI, 0.43-0.93

768%  72.0%

P. Schmid et al. 10.1056/NEJM0al910549 Copyright © 2020 Massachusetts Medical Society
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Schmidet al. NEngld Med. 2020 Feb 27;382(9):8&21
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100+
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50
404
30+
20—
104

Patients without an Event or Death (%)

=== Pembrolizumab—chemotherapy

= Placebo—chemotherapy

Hazard ratio for an event or death, 0.63 (95% Cl, 0.43-0.93)

No. at Risk
Pembrolizumab—chemotherapy
Placebo—chemotherapy

784
390

Months

242 73 2
116 35 1

780
386

765
380

666
337

519
264

376
186

o o

Schmidet al. NEngld Med. 2020 Feb 27;382(9):8&21
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50

Pembrolizumab- Placebo— Difference in Pathological
Subgroup Chemotherapy = Chemotherapy Complete Response (95% Cl)
no. of patients with response/no. of patients (%) percentage points

Overall 260/401 (64.8)  103/201 (51.2) A ——
Nodal status :

Positive 136/210 (64.8) 45/102 (44.1) I e

Negative 124/191 (64.9) 58/99 (58.6) —_——
Tumor size i

Tlto T2 207/295 (70.2) 84/149 (56.4) | ——

T3to T4 53/106 (50.0) 19/52 (36.5) : <
Carboplatin schedule :

Every 3 wk 105/165 (63.6) 47/84 (56.0) —_—

Weekly 154/231 (66.7) 56/116 (48.3) | ———
PD-L1 status i

Positive 230/334 (68.9) 90/164 (54.9) ! ——

Negative 29/64 (45.3) 10/33 (30.3) *
Age H

<65 yr 235/355 (66.2) 95/176 (54.0) | ——

265 yr 25/46 (54.3) 8/25 (32.0) : ¢
ECOG performance-status E

score '
0 215/328 (65.5)  85/173 (49.1) I ——
1 45/73 (61.6) 18/28 (64.3) -
—%Ol—iﬂl—iol (IJ I 1|OI 2|0I 3|0I4|0I I
Placebo- Pembrolizumab-
Chemotherapy Chemotherapy
Better

13.6 (5.4 to 21.8)

20.6 (8.9 to 31.9)
6.3 (-5.3 to 18.2)

13.8 (4.3 to 23.3)
13.5 (-3.1 to 28.8)

7.7 (-5.0 to 20.6)
18.4 (7.4 to 29.1)

14.2 (5.3 to 23.1)
18.3 (-3.3 to 36.8)

12.2 (3.4 to 21.0)
22.3 (2.1 to 43.5)

16.4 (7.3 to 25.4)
2.6 (-22.1t0 18.9)

Schmidet al. NEngld Med. 2020 Feb 27;382(9):8&21
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Neoadjuvant atezolizumab in combination with sequential
nab-paclitaxel and anthracycline-based chemotherapy
versus placebo and chemotherapy in patients with early-
stage triple-negative breast cancer|(IMpassion031)}

a randomised, double-blind, phase 3 trial

Elizabeth A Mittendorf, Hong Zhang, Carlos H Barrios, Shigehira Saji, Kyung Hae Jung, Roberto Hegg, Andreas Koehler, Joohyuk Sohn, Hirojilwata,
Melinda L Telli, Cristiano Ferrario, Kevin Punie, Frédérique Penault-Llorca, Shilpen Patel, Anh Nguyen Duc, Mario Liste-Hermoso, Vidya Maiya,

Luciana Molinero, StephenY Chui, Nadia Harbeck
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Mittendorf, et al. Lancet 2020; 39&090;100.
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m:ongress
IMpassion031:
Phase lll atezolizumab neoadjuvant study in eTNBC"2
A randomised, multicentre, international, double-blind, placebo-controlled trial
: Atezolizumab P
N = 333 Atezolizumab 840 mg IV q2w .
840 mg IV q2w + Atezolizumab Susvival
TNBC, with primary tumour > 2 cm + S Ll S | | 1200 mg IV q3w fo.‘.’;vw'.vuapa
cT2-GT4, cNO-cN3, cMO it VAR | U || x 11 doses
Known PD-L1 status (IHC) 600 mg/m- 1V a2w _J [y I8
No prior therapy for treatment Placebo E
or prevention of BC P'aieb° O - R
oxorubicin Y : &
ECOG PS 0 or 1 nab-paclitaxel 60 mg/m? IV q2w Survival follow-up
125 mg/m? IV qw Cyclophosphamide
600 mg/m? IV q2w
Stratification Factors: 12 weeks 8 weeks PCR

» Stage Il vs Stage Il
* PD-L1IC<1%vsIC21%

Co-primary endpoint: pCR (ypTO/is ypNO) in ITT and PD-L1+ (IC = 1%) subpopulation
Secondary endpoints: EFS, DFS, and OS in ITT and in PD-L1+ subpopulation, safety, PROs

"Post-surgical management of patients was at the discretion of the treating investigator and based on local practice guidelines.
EFS, event-free survival, DFS, disease-free survival, PD-L1 IC, PD-L1-expressing tumor infiltrating immune cells as percentage of tumor area using the VENTANA SP142 assay; PRO,
patient-reported outcome.

1. Mittendorf E, et al. SABCS 2017 [abstract 17-0T2-07-03]. 2. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/study/NCT03197935. Accessed 11 August 2020. Erasmus MC
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A alle B PDL1 + C PDL1-
100 - - -
= p=0-021
o | |
2 80+ p=0-0044 ] T 7
%. | |
o 60- I - J_ T _
2 I [
£ T |
= 40- I i [ ] T
g |
g
S 204 . -
-
g
0 | | | | |
Atezolizumab  Placebo plus Atezolizumab  Placebo plus Atezolizumab  Placebo plus
plus chemotherapy plus chemotherapy plus chemotherapy
chemotherapy chemotherapy chemotherapy
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Mittendorf, et al. Lancet 2020; 39&090;100.



RESPONS PATRONENEN NA NAT

Effect of NAC: pCR

See andbiziopikouPathology- Research and Practice 230 (2022) 153753
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