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KLEINCELLIG LONGCARCINOOM
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BEHANDELING VAN ED-SCLC VANDAAG
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ÅStandard of care in eerste lijn: 

- 4x (carbo)platinum/etoposide + atezolizumab(Impower 133) q3w

mOS 12.3 m vs 10.3 m (HR 0.76)1

- 4x (carbo)platinum/etoposide + durvalumab (CASPIAN) q3w
mOS 12.9 vs 10.5 (HR 0.75)2

- bij goede respons + PS 0-1: adjuvante thoracale radiotherapie (30 Gy)3

- bij goede respons + <75 jaar: adjuvante hersenbestraling te bespreken (25 Gy)4

ÅStandard of care in tweede lijn:

- rechallenge carbo/eto (zo sensitief herval)

- topotecan

- temozolomide (zo MGMT promoter meth+)

1 Liu SV et al. J Clin Oncol 2021 | 2 Paz-Ares L et al. ESMO 2021 | Slotman B et al. J Clin Oncol 2015 | Aupérin A et al. New Engl J Med 1999. 



Abstract 8505

Serplulimab, a novel anti-PD-1 antibody, plus chemotherapy versus chemotherapy alone as 

first-line treatment for extensive-stage small-cell lung cancer: An international randomized 

phase 3 study.

Ying Cheng, Liang Han, Lin Wu, Jun Chen, Hongmei Sun, Guilan Wen, Yinghua Ji, Mikhail Dvorkin, Jianhua Shi, Zhijie Pan, Jinsheng

Shi, Xicheng Wang, Yuansong Bai, Tamar Melkadze, Yueyin Pan, Xuhong Min, Maksym Viguro, Yan Xu, Qingyu Wang, Jun Zhu.
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STUDIEDESIGN
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onbehandelde hersenmetaõs niet toegelaten, cfr. Impower-133-design en i.t.t. CASPIAN

ASTRUM-005



STUDIEPOPULATIE
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OS 12m:

atezo 51.9%

durva 52.8%

serplu 60.7%



STUDIERESULTATEN
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OS 12m:

atezo 51.9%

durva 52.8%

serplu 60.7%



IN PERSPECTIEF
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1 Liu SV et al. J Clin Oncol 2020 | 2 Paz-Ares L et al. ASCO 2020 & ESMO 2021 | 3 Rudin CA et al. ASCO 2020 | 4 Wang J et al. Lancet Oncol.

Overzicht fase 3 studies ICI + EP bij 1L ED-SCLC

STUDIE N ICI ORR PFS OS HR

Impower-1331 201 atezolizumab
PD-L1

60.2%
vs 64.4%

5.2 m
vs 4.3 m

12.3 m
vs 10.3 m

0.76

CASPIAN2 268 durvalumab
PD-L1

67.9% 
vs 58.0%

5.1 m
vs 5.5 m

12.9 m
vs 10.5 m

0.71

Keynote-6043 228 pembrolizumab
PD-1

70.6%
vs 61.8%

4.8 m
vs 4.3

10.8 m
vs 9.7 m

0.80 NS

CAPSTONE-14 462 adebrelimab
PD-L1

70%
vs 66%

5.8 m
vs 5.6 m

15.3 
vs 12.8 m

0.72

ASTRUM-005 389 serplulimab
PD-1

80.2%
vs 70.6%

5.7 m
vs 4.3 m

15.4 m
vs 10.9 m

0.63

Besluit:er is een bevestigde meerwaarde van I/O bij ED-SCLC



Abstract 8507

SKYSCRAPER-02: Primary results of a phase III, randomized, double-blind, placebo-controlled 

study of atezolizumab (atezo) + carboplatin + etoposide (CE) with or without tiragolumab 

(tira) in patients (pts) with untreated extensive-stage small cell lung cancer (ES-SCLC).

Charles M. Rudin, Stephen V. Liu, Shun Lu, Ross A. Soo, Min Hee Hong, Jong-Seok Lee, Maciej Bryl, Daphne W Dumoulin, Achim 

Rittmeyer, Chao-Hua Chiu, Ozgur Ozyilkan, Alejandro Navarro, Silvia Novello, Yuichi Ozawa, Raymond Meng, Tien Hoang, Anthony 

Lee, Xiaohui Wen, Meilin Huang, Martin Reck.
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TIGIT

12
Ghe Z et al. Front Immunol 2021.



STUDIEDESIGN
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cfr. Impower133

cfr. CASPIAN

SKYSCRAPER-02



STUDIEPOPULATIE
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9-10% hersenmetaõs in CASPIAN en IMpower133



ADVERSE EVENTS
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toevoegen van 

tiragolumab leidt niet tot 

significante toename van 

de toxiciteit, tenzij cutaan. 



STUDIERESULTATEN
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SUBGROEPANALYSE
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IN PERSPECTIEF
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1 Liu SV et al. J Clin Oncol 2020 | 2 Paz-Ares L et al. . ASCO 2020 & ESMO 2021

tiragolumab/atezolizumab i.v.m. geregistreerde molecules bij 1L ED-SCLC  

STUDIE N ICI ORR PFS OS HR

Impower-1331

fase 3

201 atezolizumab
PD-L1

60.2%
vs 64.4%

5.2 m
vs 4.3 m

12.3 m
vs 10.3 m

0.76

CASPIAN2

fase 3

268 durvalumab
PD-L1

67.9% 
vs 58.0%

5.1 m
vs 5.5 m

12.9 m
vs 10.5 m

0.71

SKYSCRAPER-023

fase 3

490 atezolizumab
PD-1

+

tiragolumab
TIGIT

70.8%
vs 65.6%

5.1 m
vs 5.4

13.6 m
vs 13.6 m

1.04 NS

Besluit:tiragolumab vertoont geen klinische activiteit in SCLC

OS in hersenmetaõs: 

11.7 m vs 10.6 m



PRESS RELEASE MEI 2022
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= studie in 1L NSCLC, PD-L1 Ó50%, zonder chemo.
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MOEILIJKE TARGETS

EGFR exon 20 inserties
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ÅStandard of care in eerste lijn:

= platinum/pemetrexed (bij gebrek aan beter)

EGFR ex20ins =  heterogene groep mutaties (>30 verschillende beschreven)

! sommige mutaties vb. A763_Y764insFQEA mogelijk sensitief aan klassieke EGFR-TKI

21

BEHANDELING VAN EGFR EXON20INS VANDAAG

1 Yang G et al. Lung Cancer 2020 | 2 Shi J et al. Chin J Cancer Res 20217 | 3 Wang G et al. Ann Transl Med 2020 | 4 Xu W et al. Transl Lung Cancer Res 2020.

Retrospectief 1L N BM+ ORR mPFS mOS

Yang1 105 23% 19.2% 6.4 m ?

Shi2 21 ? 19.0% 6.5 m ?

Wang3 49 22% ? 7.6 m 19.9 m

Xu4 77 27% 41.6% 5.5 m 25 m



1 Fang W et al. BMC Cancer 2019 | 2 Kim TM et al. ESMO 2019 | 3 Yasuda H et al. Lung Cancer 2021 | 4 Van Veggel B et al. LungCancer 2020 | 5 Yang G-J et al. Lung Cancer 

2021 | 6 Piotrowska Z et al. ASCO 2020 | 7 Zwierenga F et al. Ann Oncol 2021. 22

WHAT ABOUT OSIMERTINIB?

Dosis Dosis Fase Lijn N ORR mPFS

Fang1 80 mg RS ? 6 68% 6.2 m

Lu17-192 80 mg 2 Ó2L 15 0% 3.5 m

Yasuda3 80 mg 1/2 1/Ó2L12 0% 3.8 m

Van Veggel4 80/160 mg RS 1-2L 21 5% 3.6 m

Yang5 80/160 mg RS 1/Ó2L62 6.5% 2.3 m

ECOG-ACRIN 51626 160 mg 2 1L 20 25% 9.7 m

POSITION207 160 mg 2 1L 24 27% 5.5 m



Abstract 9007

Phase 1/2a Study of CLN-081 in NSCLC Patients with EGFR Exon 20 Insertion (ex20ins) 

Mutations.

Helena Yu, Daniel Shao-Weng Tan, Egbert F. Smit, Alexander I. Spira, Ross A. Soo, Danny Nguyen, Victor Hon-Fun Lee, James 

Chih-Hsin Yang, Vamsidhar Velcheti, John M. Wrangle, Marc A. Socinski, Marianna Koczywas, David Witter, Asher Page, Leigh 

Zawel, John E. Janik, Zofia Piotrowska.  

ASCO 2022
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STUDIEDESIGN
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CLN-081



STUDIEPOPULATIE
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sterk voorbehandelde 

patiënten

>1/3 hersenmetaõs 

(onbehandeld toegestaan)

>1/3 EGFR-TKI



ADVERSE EVENTS
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STUDIERESULTATEN
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ORR: 41%

mPFS: 12 m
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IN PERSPECTIEF

1 Le X et al. ASCO 2020 | 2 Zhou C et al. JAMA Oncol 2021 | 3 Park K et al. J Clin Oncol 2021 | 4 Janne PA et al. ASCO 2022.

structuur en dosis klinische studie/fase % hersenmetastasen

POZIOTINIB
(HM781-36B)

quinazoline-gebaseerd TKI

16 mg OD (PO)
TOX: 8 mg BID (PO)

ZENITH20 fase 2 cohort 11

n=115

10%

AMIVANTAMAB
(JNJ-372)

bispecifieke antistof

1050/1400 mg q2w (IV)

CHRYSALIS fase 1exp2

n=81

22%

MOBOCERTINIB
(TAK-788)

pyrimidine-gebaseerd TKI

160 mg OD (PO)

EXCLAIM fase 1/23

n=114

35%

CLN-081 pyrimidine-gebaseerd TKI

30-150 mg BID (PO)

dosis 100 mg geselecteerd

NCT04036682 fase 1/2a

n=73 (100 mg = 39 pt)

38%

SUNVOZERTINIB
(DZD9008)

POSTER OP ASCO 2022

pyrimidine-gebaseerd TKI

50-400 mg OD (PO)

dosisexpansie 200-400 mg

WU-KONG 1&2 fase 1/24

n=52

40%
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AMIVANTAMAB

Bispecifieke antistof (IV) 

met affiniteit voor MET >> 

EGFR.

METamp is een gekend 

resistentiemechanisme 

tegen EGFR-TKIõs.

Nadeel is zowel de 

mogelijke toxiciteit van 

EGFR- als MET-inhibitie.

Molecule is groter dan 

TKI: quid intracraniële 

penetratie?
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IN PERSPECTIEF

1 Le X et al. ASCO 2020 | 2 Zhou C et al. JAMA Oncol 2021 | 3 Park K et al. J Clin Oncol 2021 | 4 Janne PA et al. ASCO 2022.

N ORR mDoR mPFS mOS dosisred. AE G1-2 (G3)

POZIOTINIB
(HM781-36B)

115 15% 7.4 m 4.2 m ? 68% 64% rash (28%)

79% diarree (26%)

AMIVANTAMAB
(JNJ-372)

81 40% 11.3 m 8.1 m 22.8 m 13% 83% rash (1%)

9% diarree (4%)

44% paronychia (1%)

63% infusiereacties (3%)

18% oedeem (2%)

MOBOCERTINIB
(TAK-788)

114 28% 17.5 m 7.3 m 24 m 25% 45% rash (2%) 

70% diarree (21%)

38% paronychia (1%)

23% creatinineŷ(2%)

CLN-081 73 39% 10 m 10 m
(12 m in 100 

mg)

immatuur 13% 82% rash (0%)

36% diarree (0%)

31% paronychia (0%)

SUNVOZERTINIB
(DZD9008)

52 41% immatuur immatuur immatuur 25% 40% rash (0%)

54% diarree (5%)

28% paronychia (2%)

23% creatinineŷ(7%)



ÅMobocertinib:

> fase 3 * in combinatie met chemotherapie (NCT04129502)

ÅAmivantamab:

> fase 3 * in combinatie met chemotherapie (NCT03178552)

ÅPoziotinib:

> fase 2 * in combinatie met ramucirumab (NCT05045404)

ÅChemotherapie + immunotherapie:

> fase 3 toripalimab (aPD-1) in combinatie met chemotherapie (NCT03856411)

> fase 2/3 B-FAST (cohort F) atezo/beva/carbo/paclitaxel (NCT03178552)

ÅAndere TKIõs in ontwikkeling: furmonertinib, almonertinib, FWD1509, BDTX-189, BAY2927088 

31

FUTURE PERSPECTIVES IN EXON 20



2b

MOEILIJKE TARGETS

cMET ex14skipping

32
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ÅStandard of care in eerste lijn:

= platinum-gebaseerde chemotherapie +/- immunotherapie

ÅStandard of care in tweede lijn: 

- tepotinib (Tepmetko®) 500 mg OD 
- capmatinib (Tabrecta®) 400 mg BID 

beide goedgekeurd door EMA in tweede lijnna chemotherapie of immunotherapie. 

ÅKennis over resistentie tegen MET-TKIõs neemt toe: 

- on-target: mutaties op G1163 (crizotinib), D1228 en Y1230 (tepotinib/capmatinib)
- off-target: activatie RAS/RAF/MAPK: KRASm, KRASamp
- off-target: activatie PI3K/ACT: PIK3CAm

33

BEHANDELING VAN cMET VANDAAG

Fukino D et al. Lung Cancer(Auckl) 2021.



Abstract 9008

Amivantamab in NSCLC patients with MET exon 14 skipping mutation: updated results from 

the CHRYSALIS study. 

Matthew G. Krebs, Alexander I. Spira, Byoung Chul Cho, Benjamin Besse, Jonathan W. Goldman, Pasi A. Jänne, Zhiyong Ma, 

Aaron S. Mansfield, Anna Minchom, Sai-Hong Ignatius Ou, Ravi Salgia, Zhijie Wang, Casilda Llacer Perez, Grace Gao, Joshua 

C. Curtin, Amy Roshak, Robert W. Schnepp, Meena Thayu, Roland E. Knoblauch, Chee Khoon Lee.  

ASCO 2022
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STUDIEDESIGN

55 pt van geplande 100 pt

CHRYSALIS-1
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STUDIEPOPULATIE

slechts 55 patiënten, waarvan 9 niet voorbehandeld 
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STUDIERESULTATEN

ORR 1L in tepotinib (137 pt) = 54%* 

* Griesinger F et al. ELCC 2022.

mPFS = 6.7 m
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ADVERSE EVENTS

DOSISREDUCTIE

Amivantamab: 12%

Tepotinib: 16%*

* Paik PK et al. New Engl J Med 2020.
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INFUSIE AMIVANTAMAB

D1: 350 mg

D2: 700/1050 mg

max. 125 ml/u50-75 ml/u



ÅCapmatinib:

> fase 2 * in combinatie met spartalizumab (aPD-1) (NCT04323436)

> fase 3 * versus docetaxel (NCT04427072)

ÅBispecifieke antistoffen:

> fase 1 * Sym-015 (METxMET) (NCT02648724)

> fase 1/2 * REGN5093 (METxMET) (NCT04077099)

> fase 1 * MCLA-129 (EGFRxMET) (NCT04930432)

ÅAntibody-drug-conjugaten:

> fase 2 * telisotuzumab vedodetin (NCT03539536)

ÅAndere TKIõs in ontwikkeling: savolitinib, merestinib, glumetinib (SCC244), ningetinib, bozitinib (PLB-1001), 

APL-101, TPX-0022, TQ-B3139, BPI-9016M

40

FUTURE PERSPECTIVES IN MET EXON 14



2c

MOEILIJKE TARGETS

EGFR ex 19/21 post osimertinib

41
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RESISTENTIE TEGEN OSIMERTINIB

Leonetti A et al. Brit J Cancer 2019.

INSIGHT-2

CHRYSALIS



Abstract 9006

Amivantamab and lazertinib in patients with EGFR-mutant non-small cell lung cancer (NSCLC) 

after progression on osimertinib and platinum-based chemotherapy: Updated results from 

CHRYSALIS-2. 

Catherine A. Shu, Koichi Goto, Yuichiro Ohe, Benjamin Besse, Se-Hoon Li, Yongsheng Wang, Frank Griesinger, James Chih-

Hsin Yang, Enriqueta Felip, Rachel E. Sanborn, Reyes Bernabe Caro, Joshua C. Curtin, Jun Chen, Janine Mahoney, Leonardo 

Trani, Joshua M. Bauml, Meena Thayu, Roland E. Knoblauch, Byoung Chul Cho.  

ASCO 2022
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COHORT A

EGFR ex19del & ex 21 L858R

na osimertinib + chemotherapie

COHORT B

EGFR ex20ins

na SOC + chemotherapie

COHORT C

zeldzame EGFR-mutaties

niet voorhandeld of na 1-2G TKI

COHORT D

EGFR ex19del & ex 21 L858R

na osimertinib + geen chemotherapie

LAZERTINIB 

+ 

AMIVANTAMAB

primair eindpunt = ORR

CHRYSALIS-2
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STUDIEPOPULATIE

sterk voorbehandelde patiënten

na amendement enkel nog behandelde hersenmetaõs
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STUDIERESULTATEN

ORR = 33% (vs. 36% in cohort D)

mDoR = 9.6 m

mPFS = 5.1 m

mOS = 14.8 m
ORR intracranieel = 26%
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ADVERSE EVENTS

35% dosisonderbrekingen

10% dosisreducties

7% pneumonitis (4% graad Ó3)
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FUTURE PERSPECTIVES IN EGFR POST OSI

Nagasaka M et al. Lung Cancer(Auckl) 2022.
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FUTURE PERSPECTIVES IN EGFR EX19/21
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OFF-TARGET OPTIES

ORR = 44% 

mPFS = 6.9 m

KEYNOTE-789

CHECKMATE-722

mPFS = 5.6 m

ORR = 25% 

mPFS = 4.3 m

Nagasaka M et al. Lung Cancer(Auckl) 2022.

444/600
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OFF-TARGET OPTIES

Goldman JW et al. ASCO 2022.

EGFR ex19/21

post osimertinib

50% post chemo (1.9 mg/kg)

telisotuzumab vedotin 1.9 mg/kg

+ osimertinib

in MET IHC 2+/3+

abstract #9013 
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OFF-TARGET OPTIES

Goldman JW et al. ASCO 2022.

ORR = 58%

aanvaardbare toxiciteit
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WAT NA IMMUNOTHERAPIE?
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HUIDIGE STANDAARD IN 1L ðGEEN DRIVER

54

NIET-SQUAMEUS SQUAMEUS

PD-L1 Ó50%

IO mono*

IO + 4 cycli chemo

IO/IO (+ 2 cycli chemo)

IO mono*

IO + 4 cycli chemo

IO/IO (+ 2 cycli chemo)

PD-L1 1-49% IO + 4 cycli chemo

IO/IO (+ 2 cycli chemo)

IO + 4 cycli chemo

IO/IO (+ 2 cycli chemo)

PD-L1 <1% IO + 4 cycli chemo

IO/IO (+ 2 cycli chemo)

IO + 4 cycli chemo

IO/IO (+ 2 cycli chemo)

NB: niet alle opties zijn beschikbaar in België; + bevacizumab in schema Impower-150



HUIDIGE 2L/3L = DOCETAXEL (+ NINTEDANIB?)

55
Roszkowski K et al. Lung Cancer 2000. 
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WAT NA IMMUNOTHERAPIE?
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ICI

CYTOKINES TARGETS

CABOZANTINIB (o.a. AXL)

PATRITUMAB DERUXTECAN (HER3)

CHECKPOINTS

COBOLIMAB (TIM-3)

TIRAGOLUMAB (TIGIT)ANGIOGENESE

RAMUCIRUMAB (o.a. VEGF2)

CMK-0284 (ILT3)

MODAKAFUSP- (hIFNh 2B)

SRF388 (IL-27) SUBASUMSTAT (SUMO)

EFTILAGIMODh(LAG-3)

NEMVALEUKIN (IL-2R )h

SOT101 (IL-2/IL-15̡ )ɹ

NADUNOLIMAB (IL-1RAP)



Abstract 9005

Cabozantinib Plus Atezolizumab or Cabozantinib Alone in Patients with Advanced Non-Small 

Cell Lung Cancer Previously Treated With an Immune Checkpoint Inhibitor: COSMIC-021 Study 

Cohorts 7 and 20. 

Joel W. Neil, Armando Santoro, Santiago Viteri, Santiago Ponce Aix, Bruno Fang, Farah Louise Lim, Ryan 

Gentzler, Jerome Goldschmidt, Polina Khrizman, Erminia Massarelli, Shiven Patel, Sonam Puri, Ramu Sudhagoni, 

Christian Scheffold, Dominic Curran, Enriqueta Felip. 

ASCO 2022
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CABOZANTINIB

58

Å Cabozantinib = multi-kinase-remmer: 

o.a. AXL, MET, RET, VEGFR2, é

Å Geregistreerd voor de behandeling van 

RCC, HCC en  medullair 

schildkliercarcinoom.

Å Zou de tumor-micro-omgeving (TME) 

permissiever maken voor immuno-

therapie. 



STUDIEDESIGN
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chemotherapie-naïef toegelaten | associatie atezolizumab bij progressie in cohort 20 mogelijk

lagere dosis cabozantinib in 

associatie met IO 

COSMIC-021



ASCO 2022 | COSMIC-021

STUDIEPOPULATIE
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ADVERSE EVENTS
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1 graad 5 upper GI bloeding 

40% dosisreductie 58% dosisreductie

1 graad 5 pneumonitis



STUDIERESULTATEN

62

ORR: 19%

(ORR 11% zo PD-L1 <1%) 

ORR: 6% 

ORR docetaxel + nintedanib/placebo in LUME-lung-1 bedraagt 4.4% (D+N) en 3.3% (D+P)

Reck M et al. Lancet Oncol 2014. 


