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Met dank aan Lizza Hendriks voor een deel van de dia’s 



Wordt interessante rit…. 



Programma 

• Inleiding Immunotherapie 

• ip slechts update St IV NSCLC 

• Andere thoracale maligniteiten (kort) 

 

• Niet (heb maar 20”….): 

– St III -> ook practice changing ! (Dirk) 

–  st I en II ->  ook grote ontwikkelingen ! – near future 

– Selectie (PDL1, TMB, etc...) 

– combinaties behalve chemo 

 





Immuunsysteem en niet 
tumor aangrijpingspunt 

Herkennen en vernietigen van 
kanker door immuunsysteem 

Geheugen van immuunsysteem waardoor 
responsen aanhouden 
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Werking  immuno-oncologie 
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Immuno-oncologie 
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Werking  immuno-oncologie 



Bijwerkingen immuno-oncologie 



De gevolgen 



Cancer-Immunity Cycle 

Daniel S. Chen,  Ira Mellman, Oncology Meets Immunology: The Cancer-Immunity Cycle null, Volume 39, Issue 1, 2013, 1–10 http://dx.doi.org/10.1016/j.immuni.2013.07.012 



Brahmer J. et al. NEJM, June 2, 2015 



KEYNOTE 024 overall survival 

Tov chemo verbetering QoL 

10% gr 
3-4 irAE 

Reck et al, NEJM 2016 
Reck, WCLC 2016 abstr 7153 



Maar nieuwe  ontwikkelingen (gaat hard) 

• Ook 1e lijn st IV -> 2018 standaard  

 

• Adjuvant aan st III -> 2018 standaard 

• Neo – en adjuvant st I-II: zeer veel belovend 

 

• DUS straks ALLE longkanker patienten… 

 



Update CM 017 en 
CM 057 





1e lijns Pembro vs chemo bij PDL1 > 50% 



|Ondanks 50% crossover 



Hoe uitkomsten te verbeteren? 

• Combinations with chemotherapy 

• PD-(L1) blockade combined with CTLA-4 blockade 

• Combinations with targeted therapy 

• Combinations with radiotherapy 

• ….. 



Rationale IO + chemotherapie 
niet iedere chemo heeft hetzelfde effect 

Bracci, Cell Death and 

Differentiation 2014 



AACR 2018: 1e lijns st IV NSCLC Niet Plaveiselcel 
onafhankelijk PDL1 expressie 



PFS en OS in niet-plaveiselcel  
IO – chemo studies 

Trial Patients PFS OS 

KEYNOTE 189 
(Pembro/Cis or Carb/Pem vs Cis or Carb/Pem) 

 
616 

5.6 vs 4.9 m 
HR 0.52; p<0.00001 

Nr vs 11.3 m 
HR 0.49; p<0.00001 

IMpower 132 
(Atezo/Cis or Carb/Pem vs Cis or Carb/Pem) 

578 
7.6 vs 5.2 m 

HR 0.6; p<0.0001 
18.1 vs 13.6 m 

HR 0.81; p=0.0797 

IMpower 150 
Atezo/Bev/Carb/Pac vs Bev/Carb/Pac 

800 
8.3 vs 6.8 m 

HR 0.59; p<0.0001 
19.2 vs 14.7 m 

HR 0.78; p=0.016 

IMpower 130 
Atezo/Carbo/NabPacl vs Carbo/NabPac 

679 
5.5 vs 7.0 m 

HR 0.64; p < 0.0001 
 

13.9 vs 18.6 m 
HR 0.79; p=0.033 

Capuzzo ESMO 2018; Ghandi  NEJM 2018; Socinski  NEJM 2018; Papadimitrakopoulos WCLC 2018 Slide adapted from prof Reck 





En plaveiselcelcarcinoom dan? 

KEYNOTE 407 
ASCO 2018; update ESMO 2018 

 
IMPOWER 131 
ASCO 2018; update ESMO 2018 

 



KEYNOTE 407 

43% patiënten 
met PD kreeg IO 

43% PD-L1 NEG 
26% PD-L1 ≥50% 



KEYNOTE 407 





Approved immunotherapies NSCLC 2018  
- stage IV   

• Metastatic NSCLC (no EGFR or ALK mutation): 

 

• 1st line 

• PD-L1 ≥ 50% Pembrolizumab monotherapy 

• Independent of PD-L1 expression for non-squamous histology:  
Pembrolizumab + pemetrexed and platinum chemotherapy 

 

• 2nd line 

• PD-L1 ≥ 1% Pembrolizumab 

• Independent of PD-L1 expression: Atezolizumab & Nivolumab 



Belangrijke vragen: 
Poster discussion ESMO Ekman (discussant): 



Long term survivors:  LBA63 R.Herbst KN-010 





Pembro voor NSCLC PS2: PePS2 trial 

WHO PS: 
 2 weken 

stabiel 

Middleton ESMO 2018 





Belangrijke vragen: 
Poster discussion ESMO Ekman (discussant): 



Combinatie behandelingen stad IV 
huidige vragen 

• Combinatie voor iedereen? 

• Wat als PDL1 > 50% ? 

 

• Hoe predictieve markers te vinden 

• Selectie marker nodig++ 

Slide adapted by Lizza Hendriks 
from prof Reck 



ESMO richtlijn 2018: non-squamous 

Planchard ann oncol 2018 



75 73 0.70 [0.43;1.13] 

Trial 

No. patients 

Immuno Control 
HR [95% CI] 

Immuno vs. control 

132 70 0.42 [0.26;0.68] 

295 185 

0.84 [0.51;1.39] 

299 300 

0.62 [0.47;0.82] 

88 126 

0.69 [0.56;0.85] 

Total 836 762 0.69 [0.60;0.79] 

p<0.0001 

0.2 2.0 

% of  

cross over 

59.2% 

Low 

60.0% 

Heterogeneity : p=0.21, I²=31% 

1 paclitaxel + carboplatin + bevacizumab + atezolizumab  versus paclitaxel + carboplatin + bevacizumab 

1.0 

IMPOWER 1501 

KEYNOTE 189 

IMPOWER 130 

Subtotal 

KEYNOTE 042 

KEYNOTE 024 

CheckMate 026 

Subtotal 

31.7% 

Interaction : p=0.43 

88 42 

41.3% 

154 151 43.7% 0.63 [0.47;0.86] 

0.90 [0.63;1.29] 

541 577 0.71 [0.61;0.82] 

Immuno better | Control better 

PD-L1 ≥ 50% - OS 

Chemotherapy ± 

immuno 

Chemotherapy 

vs. immuno 

Slide courtesy prof Besse 





SCLC – Progress at Last? 

Presenter Name, Institution, Country 



SCLC and Immunotherapy 

- ++ Tobacco exposure; TMB - median 7.37 mutations per Mb 
 

- Presence of autoantibodies, CNS paraneoplastic syndromes prognostic 
- Defects in MHC antigen presentation 
- Effector T cells associated with better outcomes 

 
- PDL-1 tumour expression ~10% in SCLC, not predictive of response 
- PDL-1 immune cell expression higher (up to 40%) 

 
 
 

Zimmermann & Peters J Thorac Oncol 2018; Pietanza et al Clin Cancer Res 2015; Pakkala & Owonikoko J Thorac Dis 2018; Gadgeel J Thorac 
Oncol 2018 



Single agent activity in Pretreated SCLC 

Agent N ORR (%) Duration of response Median PFS 
(months) 

Median OS 
(months) 

Toxicity 

Nivolumab1,2 98/109 10/12% 62% >12m 
39% > 18 m 

1.4 4.4 Limbic encephalitis 
seen 

Pembrolizumab3 24 33% (PDL1>=1%) 19.4 m  
(>3.6 - >20) 

1.9 9.7 

Pembrolizumab4 107 18.7% 2.0 9.1 Composite PDL-1 
ORR, PFS, OS 

Durvalumab5 21 9.5% 
(reduction 23.8%) 

14.6 – 29.5+ 1.5 4.8 

Atezolizumab6 17 6% RECIST 
18.3% irRECIST 

7 m 

Single agent activity in Maintenance Therapy 

Pembrolizumab7 45 11.1% 10.8 m 1.4  
(1 yr 13%) 

9.6 
(1 yr 37%) 

Composite PDL-1 
ORR 

Combination in Pretreated SCLC 

Nivolumab (1mg) + 
Ipilimumab (3 mg) 1 

61 23% 7.7 m 2.6 7.7 Myasthenia 

Antonia et al Lancet Oncol 2016; www.fda.gov (accessed 25 Sep 2018); Ott et al J Clin Oncol 2017; Chung et al Proc ASCO 2018, abstr 8506; 
Goldman et al Proc ASCO 2018 abstr 8518; Horn et al Proc ASCO 2018; Gadgeel et al J Thorac Oncol 2018 

Overview single agent IO in SCLC 

Leighl WCLC 2018 

http://www.fda.gov/


• IMpower133 is the first study in over 20 years to show a clinically meaningful improvement in OS over the 

current standard-of-care in 1L ES-SCLC  

• The addition of atezolizumab to carboplatin and etoposide provided a significant improvement in OS and 

PFS, compared with carboplatin and etoposide alone in 1L ES-SCLC  

• mOS: 12.3 vs. 10.3 months; HR: 0.70 (p = 0.0069); 12-month OS: 51.7% vs. 38.2% 

• mPFS: 5.2 vs. 4.3 months; HR: 0.77 (p = 0.017); 12-month PFS: 12.6% vs. 5.4% 

• The safety profile of atezolizumab plus carboplatin and etoposide was as expected with no new findings 

• Rates of hematologic side effects were similar between treatment groups 

• Administration of atezolizumab did not compromise the ability to deliver standard carboplatin plus etoposide 

• The incidence and types of immune-related AEs were similar to those seen with atezolizumab monotherapy1–3 

• These data suggest that atezolizumab plus carboplatin and etoposide is a new standard of care for the 

first-line treatment of ES-SCLC 

Liu, Presidential WCLC 2018 
IMpower133 trail: ‘NEW STANDARD OF CARE’ 1 line 

1. Rittmeyer A, et al. Lancet, 2017. 2. Cortinovis D, et al. Ann Oncol, 2017 (Suppl. 5). 3. Fehrenbacher L, et al. Lancet, 2016. 



Maintenance Induction (4 x 21-day cycles) 

IMpower133: Global Phase 1/3, double-blind, 
randomized, placebo-controlled trial evaluated 
atezolizumab + carboplatin + etoposide in 1L ES-SCLC 

a Only patients with treated brain metastases were eligible. ECOG PS, Eastern Cooperative Oncology Group Performance Status; IV, intravenous; PCI, prophylactic cranial irradiation;  
PD, progressive disease; PFS, progression-free survival; R, randomized; RECIST, Response Evaluation Criteria In Solid Tumors.  

  

Patients with (N = 403): 

• Measurable ES-SCLC 
(RECIST v1.1) 

• ECOG PS 0 or 1 

• No prior systemic 
treatment for ES-SCLC 

• Patients with treated 
asymptomatic brain 
metastases were eligible 

Stratification: 

• Sex (male vs. female) 

• ECOG PS (0 vs. 1) 

• Brain metastases 
(yes vs. no)a 

Patients with (N = 403): 

• Measurable ES-SCLC 
(RECIST v1.1) 

• ECOG PS 0 or 1 

• No prior systemic 
treatment for ES-SCLC 

• Patients with treated 
asymptomatic brain 
metastases were eligible 

Stratification: 

• Sex (male vs. female) 

• ECOG PS (0 vs. 1) 

• Brain metastases 
(yes vs. no)a 
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Co-primary end points: 
• Overall survival 
• Investigator-assessed PFS 

Co-primary end points: 
• Overall survival 
• Investigator-assessed PFS 

Key secondary end points: 
• Objective response rate 
• Duration of response 
• Safety 

Key secondary end points: 
• Objective response rate 
• Duration of response 
• Safety 

PCI per local standard of care 
Carboplatin: AUC 5 mg/mL/min IV, Day 1 

Etoposide: 100 mg/m2 IV, Days 1–3 

Treat until PD 
or loss 

of clinical 
benefit 

Treat until PD 
or loss 

of clinical 
benefit 

Placebo Placebo 

Atezolizumab Atezolizumab 

R  
1:1 
R  

1:1 

Atezolizumab (1200 mg IV, Day 1) 
 + carboplatin  
 + etoposide  

Atezolizumab (1200 mg IV, Day 1) 
 + carboplatin  
 + etoposide  

Placebo 
 + carboplatin  
 + etoposide  

Placebo 
 + carboplatin  
 + etoposide  



 
 

ORR: Response; DOR: duration of response; EF: event free 
Liu et al WCLC2018 PL03 



 
 

ORR: Response; DOR: duration of response; EF: event free 
Liu et al WCLC2018 PL03 

DISCUSSANT Leigh WCLC 

 

Are the results generalizable?  

 - selection for better PS (0,1) 

- Tissue collection not mandated 

(~80% submitted tissue samples) 

- Control arm performed as predicted 

- Toxicity as expected, manageable 

- No cases of limbic encephalitis 
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Confirmed objective response and duration of response 

a Censored. b At clinical cutoff date: April 24, 2018. CR, complete response; EFS, event-free survival; PD, progressive disease; PR, partial response; SD, stable disease.    
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Atezolizumab 

+ CP/ET 

Placebo  

+ CP/ET 

Duration of response 

Atezolizumab 
 + CP/ET   
(N = 121) 

Placebo  
+ CP/ET  

(N = 130) 

Median duration, months (range) 
4.2  

(1.4a to 19.5) 
3.9  

(2.0 to 16.1a) 

HR (95% CI) 0.70 (0.53, 0.92) 

6-month event-free rate —  % 32.2 17.1 

12-month event-free rate — % 14.9 6.2 

Patients with ongoing response 
— no. (%)b 18 (14.9) 7 (5.4) 



<br />CheckMate 032: Nivolumab ± Ipilimumab in Advanced SCLC <br />Phase I/II CheckMate 032 Study Design – Non-Randomized Cohort 

Presented By Matthew Hellmann at 2017 ASCO Annual Meeting 

 
PDL1 statut did not impact the benefit 



Immunotherapy is a new standard of care 
for SCLC  
…but room for further improvement 

Antonia et al, Lancet Oncology, 2016 

(*August 2018 - FDA approval of Nivo, 3rd line) 

 

Horn et al, NEJM 2018 

Liu et al, WCLC 2018 



Conclusion 
• Slow progress in SCLC 

 

• Monotherapy PD-(L)1: no role 

• More promising: combo chemo, combo IO 

– Role RT? 

– Role targeted agents + IO? 

 

• Better biomarker selection needed 



En de andere thoracale maligniteiten 



MPM: 

Tremilimumab and placebo arms from the Determine study. Maio et al, Lancet Oncol 2017;18:1261 
Pembrolizumab ‘real world data’ from Greece. Metaxas et al, JTO 2017;12:850 



Vragen? 


