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D NIEUWS REGI0O SPORT SHOW KIJK PODCAST

Kankerpatiént krijgt steeds vaker
immuuntherapie: hoe werkt het en

Cancer . | | - kan het kanker genezen?

‘Immunotherapy
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Wondere wereld van immuuntherapie

19-07-2024

Waarom werkt dezelfde immuuntherapie bij dezelfde patiént het ene
moment niet of kort? En het andere moment goed en voor altijd? En
hoe kunnen we meer ten behandelen met i herapie?
Dat zijn vragen waar Karijn Suijkerbuijk zich als hoogleraar
immunotherapie van solide tumoren op richt. Haar oproep: stel niet de

kanker, maar het immuunsysteem centraal.

er soorten kanker inzetbaar

publiek mee naar de wondere wereld van de immuuntherapie. “Ik ben
gefascineerd geraakt door deze wereld, waarin we patiénten die in de
‘oude wereld’ een slechte prognose hadden, kunnen genezen van
uitgezaaide kanker,” vertelt Karijn. “Maar het is ook een wereld waarin we
vanuit een ander perspectief moeten leren kijken: niet dat van de kanker,
maar dat van het immuunsysteem.”

Karijn Suijkerbuijk




Oncolytic virus therapies
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Immune checkpoint inhibitors

Adoptive cell transfer

Zhang Y,Cell Mol Immunol 17, 807-821 (2020

Checkmate studies:
Nivolumab

Keynote studies:
Pembrolizumab
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Hoe werken checkpoint remmers?
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Antenne PD: Programmed Death
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Voor wie werkt het/is het beschikbaar?

 Tumortype
« Moleculaire marker: CPS/TPS/MSI
* Overige ziekten

 Conditie
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Voor welke indicaties binnen GE beschikbaar?

Irresectabel
gemetastaseerd
Slokdarm- en
maagcarcinoom
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e

Niet lokaal te
behandelen
Hepatocellulair
carcinoom

Irresectabel
gemetastaseerd
Coloncarcinoom
dMMR
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Biomarker

» Expressie van programmed cell
death ligand 1 (PD-L1)

* Predictor voor effectiviteit
checkpoint blokkade?

* Intratumorale heterogeniteit

« Assay/patholoog van invloed

De Ruiter, Modern pathology 2020
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Q PD-L1 negative tumor cell @ PD-L1 negative immune cell

@ PD-L1 positive tumor cell

@ PO-L1 positive immune cell

No. PO-L1 positive tumor cells
PS = Total No. of viable tumor cells ~ * 100

No. PD-L1 positive cells (tumor cells,
CPS = lymphocytes, macrophages) x 100

Total No. of viable tumor cells




Mismatch repair eiwitten

Mutaties worden gerepareerd door mismatch repair system
Proficient of deficiént mismatch repair systeem (pMMR of dMMR)

1. Intact mismatch
repair system

Mismatch
repair system

— GTGTGTGTGIGT —

— CACACACACA CA—

Wildtype == GTGTGTGTGTGT ==
6xrepeat CACACACACACA m

Wild type = GTGTGTGTGTGT ==
6xrepeat === CACACACACACA ==
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Plaatje Merel van Velzen

2. Damaged mismatch

— GTGTGTGTGTGT == repair system
— CACACACACA (A==

DNA
polymerase
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— CACACACACA CA—

Wildtype === GTGTGTGTGTGT ==
6xrepeat wmm CACACACACACA ==

Mutation we= GTGTGTGTGTGTGT ==
7X1EPEA! e CACACACACACACA ==
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Irresectabel gemetastaseerd slokdarm- en maag carcinoom

Irresectabel/gemetastaseerd adeno
le lijn CPS = 5: nivolumab + CAPOX

Irresectabel/gemetastaseerd plaveisel
le lijn TPS > 1: nivolumab + CAPOX

Irrestabel/gemetastaseerd oesophagus
1e lijn CPS > 10:pembrolizumab + CAPOX
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Checkmate 649
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Overall survival (%)

No. at risk

PD-L1CPS 25

NIVO + chemo Chemo

(n=473) (n = 482)
Median 0S,* mo 14.4 1.1
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CheckMate-649

Mivolumab plus chemotherapy v chemotherapy
for first-line treatment of advanced gastroesophageal adenocarcinoma
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CheckMate-649 end points

05 and PFS benefit of nivolumab plus chemotherapy shown in
« All randomly assigned

w CPS =1

ww CP5 25

Howrenver, it is unclear if the benefit seen in the all
randomly assigned and CPS = 1 population was driven by the CPS
= 5 population

KMSubtraction-derived KM plots for CP5 1-4
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Hepatocellulair carcinoom

Overall survival
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— Aterolzumab plus bevaczumab
Sorafenib

Stratrfied HR 066 (95% C1052-085);
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! Atezolizumab plus Bevacizumab

| in Unresectable Hepatocellular Carcinoma
I

Richard S. Finn, M.D., Shukui Qin, M.D., Masafumi Ikeda, M.D., Peter R. Galle, M.D.,
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Coloncarcinoom MSI

Overall survival (%)
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UMC Utrecht

André T, Nivolumab plus ipilimumab versus nivolumab in microsatellite instability-high metastatic colorectal cancer (CheckMate 8HW): a randomised, open-label, phase 3 trial.

Lancet. 2025 Feb 1;405(10476):383-395
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Geen indicatie afwijkend tov Europa (b g

Adjuvant nivolumab na

CROSS bij tumorrest HER2 pos en CPS 2 1: CAPOX-

trastuzumab (+ pembrolizumab)
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Overige ziekten: auto-immuunziekten

nature reviews rheumatology

Explore content v About the journal v  Publish with us v

nature > nature reviews rheumatology > review articles > article

Review Article | Published: 05 October 2022

Immune-checkpoint inhibitor use in patients with
cancer and pre-existing autoimmune diseases

Alice Tison, Soizic Garaud, Laurent Chiche, Divi Cornec & Marie Kostine &

Nature Reviews Rheumatology 18, 641-656 (2022) | Cite this article

6806 Accesses | 62 Citations | 33 Altmetric | Metrics
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Gerandomiseerde studies
exclusie onderliggende auto-
immuunziekten
Retrospectieve studies:
acceptabel risico met kans op
flare-up 75%

* Hoe om te gaan met
immunosuppressiva?
 Balans onderliggende

ziekte en goede tumor
respons
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Conditie
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Effectiviteit bepalen
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UMC Utrecht

Powles T. N Engl J Med. 2024 Mar 7;390(10):875-888.
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PASKWIL-criteria 2023: palliatieve behandeling

— Palliatief, effectiviteit

mOS in controlegroep <12 maanden - winst totale overleving (0S) ::F12 weken en HR < 0,70 +
0

ftoename van 2 jaar 0S +
winst = 10% (mits > 20%

van de patiénten in de
interventiegroep na

\ jaar nog in leven is)*

mOS in controlegroep > 12 maanden -+ winst totale overleving (0S) > 16 wekenen HR < 0,70 +
ol

%nename van 3 jaar 0S 4
winst = 10% (mits > 20%

van de patiénten in de
interventiegroep na

\3 jaar nog in leven is)*

- winst progressievrije > 16 wekenen HR < 0,70 +
overleving (PFS)

g“l;l:g UMC Utrecht oncomid
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Tail of the curve/plateau

1.00+
Median
Events, Overall Survival,
no. (%) mo (95% Cl) Hazard Ratio
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2 : Durvalumab (n=389) 280 (72.0%)  16.56 (14.06-19.12)  0.86 (95.67% CI,0.73-1.03)
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Sangro B, Ann Oncol. 2024 May;35(5):448-457
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Tail of the curve/plateau
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Yau T, Nivolumab plus ipilimumab versus lenvatinib or sorafenib as first-line treatment for unresectable hepatocellular carcinoma
(CheckMate 9DW): an open-label, randomised, phase 3 trial. Lancet. 2025 May 24;405(10492):1851-1864
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CASUS

79 jarige man
naar de lymfeklieren uitgezaaid slokdarmcarcinoom

Wat wil je weten?

gﬁ% UMC Utrecht onc::)mid
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CASUS

Wensen

Gemotiveerd voor palliatieve systeemtherapie
Grootste klacht: moeheid, forse passagestoornissen
Voorgeschiedenis

Auto- immuunziekten: geen
Hypertensie waarvoor 1 antihypertensivum

gﬁ% UMC Utrecht
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CASUS
Conditie

Wandelt elke dag 45 minuten
ADL zelfstandig geen hulp

- Informatie huisarts opvragen,
Geriater ICC

Moleculaire markers

CPS 25
MSS
HER2 neg, primaire en metastase

gﬁ% UMC Utrecht

Uitgebreidheid metastasen
Enkele lymfklier metastasen

onder het diafragma en >3
longnodi
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CASUS

Eerst radiotherapie met als doel verbeteren passagestoornissen

Daarna opnieuw bespreken CAPOX-NIVOLUMAB

gﬁ% UMC Utrecht
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Toekomst selectie

Immune checkpoint inhibitors in operable GEA

International clinical trials

s =X Vo e (= 50 4 Y
' y + FLOT +
D 1ab durvalumab
eAlLEY |
1 X FLOT
RS # o1 | | |
o > S A
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Toekomst: Fase 2 studie AIO-DANTE

FLOT 4x FLOT 4x
ATEZOlizumab 4x ATEZOlizumab 4x
+ Resectable GEA 2cT2 Resectie

FLOT 4x FLOT 4x

Path. regression by PD-L1 expression and MSI status for arms A vs B.

Path. reg. for

Local assessment Central assessment*

arms Avs B TRG1a TRG1a/b TRG1a TRG1a/b
All pts (n=295) 24% vs 15% 48% vs 39% 25% vs 24% 49% vs 44%

+pCR bij 1CPS

PD-L1 CPS 21 (n=146) 26% vs 16% 53% vs 49% 27% vs 25% 54% vs 50%
PD-L1 CPS 25 (n=67) 30% vs 24% 58% vs 47% 36% vs 27% 55% vs 50%
PD-L1 CPS 210 (n=45) 38% vs 14% 71% vs 38% 46% vs 24% 71% vs 52%
MSI high (n=25) 50% vs 27% 70% vs 47% 50% vs 27% 70% vs 47%

éﬁg UMC Utrecht onc:)rnid

Andre et al. JCO 2022 oncologie midden-nederland



Fase 2 studie: NEONIPIGA zie ook NICHE

 Resectable GEA 2cT2

Pathological
complete
response

rate

éﬁg UMC Utrecht

dMMR or MSI-H

NIVO 240 mg/2wk 6x
IPI 1 mg/kg/6wk 2x

. Resectie
Neoadjuvant

_ N=29
N=32 RO
TRG Mandard
TRG 1: complete regression/fibrosis without 17 (59)
tumor cells
TRG 2: fibrosis with scattered tumor cells 4(14)p
TRG 3: fibrosis and tumor cells with a 21(7)
dominance of fibrosis
TRG 4: fibrosis and tumor cells with 4 (14)
dominance of tumor cells
TRG 5: tumor without evidence of 21(7)
regression

Andre et al. JCO 2022
Chalabi et al. NEJM 2024

Adjuvant

NIVO 480 mg/4wk

Resectie wel nodig?

oncomid
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Hepatocellulair carcinoom

Onderliggende oorzaak cirrose
is niet predictief voor effect
van immuuntherapie

Pfister D, NASH limits anti-tumour surveillance in immunotherapy-treated
HCC. Nature. 2021 Apr;592(7854):450-456.

Copil FD, No correlation between MASLD and poor outcome of
Atezolizumab-Bevacizumab therapy in patients with advanced HCC. Liver
Int. 2024 Apr;44(4):931-943.

Meyer T. Aetiology of liver disease and response to immune checkpoint
inhibitors: An updated meta-analysis confirms benefit in those with non-
viral liver disease. J Hepatol. 2023 Aug;79(2):e73-e76.

UMC Utrecht

mnunowicrapy n

wonuorn

Study (# Events) (# Events) HR [95% CI] Weight

Hepatitis B
CheckMate 459 116 (74) 117 (85) —— 0.77 [0.56, 1.05] 5.1%
KEYNOTE 240 72 (nr) 29 (nr) —a— 0.57 [0.32, 0.94] 2.2%
IMbrave 150 164 (86) 76 (46) —— 0.58 [0.40, 0.83] 4.1%
COSMIC-312 127 (41) 64 (28) —|— 0.53[0.33, 0.87] 2.6%
HIMALAYA 122 (82) 199 (98) N B 0.64 [0.48, 0.86] 5.6%
LEAP-002 192 (nr) 193 (nr) - 0.75[0.58, 0.97] 6.6%
RATIONALE-301 214 (158) 213 (164) —.— 0.91[0.73, 1.14] 7.8%
Camrelizumab and rivoceranib 208 (90) 197 (113) - 0.66 [0.50, 0.87] 6.0%
Heterogeneity statistics: 12 = 0.01, I = 29% 0.70[0.62, 0.80]
Hep B group effect size: p <0.001

Hepatitis C
CheckMate 459 87(54) 86(64) —l— 0.71[0.49, 1.01] 4.2%
KEYNOTE 240 43 (nr) 21 (nr) —a— 0.96 [0.48, 1.92] 1.4%
IMbrave 150 72 (31) 36 (24) —a— 0.43[0.25, 0.73] 2.2%
COSMIC-312 136 (66) 67 (31) 1.10[0.72, 1.68] 3.2%
HIMALAYA 110 (73) 104 (64) r 1.06 [0.76, 1.49] 4.6%
LEAP-002 94 (nr) 87 (nr) —— 0.86 [0.60, 1.24] 4.1%
RATIONALE-301 46 (26) 39 (30) :—I—— 0.64 [0.38, 1.08] 2.3%
Camrelizumab and rivo, 22 (6) 29 (16) 0.45[0.18, 1.16] 0.8%

ftics: 2= 0.05, 12 = 47% 0.78 [0.62, 0.98]
effect size: p = 0.04
-viral liver disease

CheckMate 459 168 (116) 168 (126) ,1.22] 6.9%
KEYNOTE 240 163 (nr) 85 (nr) I 1.20] 5.1%
IMbrave 150 100 (63) 53 (30) ‘L— 1.05[0.68, {.63] 3.1%
COSMIC-312 169 (76) 86 (31) —— 1.18[0.78, 1479] 3.3%
HIMALAYA 161 (107) 166 (131) B 0.74 [0.57, 0f95] 6.7%
LEAP-002 148 (nr) 162 (nr) - 0.86 [0.66, 1.13] 6.3%
RATIONALE-301 82 (58) 80 (61) —— 12] 4.3%
Camrelizumab and rivoceranib 42 (15) 45 (22) —a—— , 1.36] 1.5%

NoMyiral group effect size: p = 0.02

Overall
Heterogeneity statis
Homogeneity statistics: p = 0.

Overall effect size: p <0.001

terogeneity statistics: 12 <0.001, 12<0.001%

J2=0.01, 12=26%

Favo
i otherapy

0.79[0.72, 0.86]

Favours
control
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Bijwerkingen van immuuntherapie

éﬁ% UMC Utrecht

* Uveitis

* Sjégren syndrome

= Conjunctivitis and/or
blepharitis

« Episcleritis and/or scleritis

* Retinitis

* Pneumonitis
* Pleuritis
» Sarcoid-like granulomatosis

Hepatitis

* Pancreatitis
* Autoimmune diabetes

» Skin rash
* Pruritus
= Vitiligo
* DRESS

* Psoriasis
» Stevens—Johnson
syndrome

* Arthralgia

Fatigue

* Encephalitis

* Meningitis

* Polyneuropathy

¢ Guillain-Barré syndrome

* Subacute inflammatory
neuropathies

* Hypophysitis

* Thyroiditis
* Adrenalitis

* Myocarditis

-~

¢ Arthritis
* Myositis
* Dermatomyositis

2 W e
ey

* Pericarditis

* Interstitial nephritis
* Glomerulonephritis

» Colitis
* Enteritis
 Gastritis

* Anaemia

* Neutropenia

* Thrombocytopenia

¢ Thrombotic
microangiopathy

* Acquired haemophilia

= Vasculitis

Martins et al. Nature reviews clinicalloncology 2019

oncomid
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#AuspiCiOus

Anti-PD-1, Capecitabine, and Oxaliplatin for the first-line treatment of dMMR esophagogastric cancer
(AuspiCiOus-dMMR): a proof-of-principle

* Investigatorinitiated

* Chemo- and immunotherapy in advanced Inclusion rate
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Study coordinator: JorisBos, auspicious@ amsterdamumec. nl, 020 44 40506
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studie
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I'GF-B And PD-L1 inhibition with Bintrafusp alfa in Esophageal Squamous Cell carcinoma combined with chemoradiation TheRapY

* Single-arm open label
feasibility studie

* Definitieve
chemoradiatie in
plaveiselcelcarcinoom
+ bintrafusp alfa
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Chemaotherapie: packtasel 50 mg/m’ en carboplatin AUC = 2 i
Raduotheragie: 28 fracties van 1 8 Gy, $ fracties per woek
Bintrafusp alfa: 2400 mg v
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Samenvatting

Vb immuuntherapie: checkpoint

blokkade in reguliere behandeling
GE-oncologie

Afhankelijk van tumorsoort,
CPS,TPS,MSI, conditie/comorbiditeit

Onderzoek: op zoek naar juiste
biomarker

gpﬁg UMC Utrecht 32
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