
Lizza Hendriks, longarts, Maastricht UMC+ 

Roermond, 19 november 2018 

 
 
 

post ESMO/WCLC update NSCLC oligometastasen 

 

EN ASTRO! 



 
Disclosure 

 
(potentiële) 
belangenverstrengeling 

Zie hieronder  

Voor bijeenkomst mogelijk 
relevante relaties met bedrijven 

BMS, Roche, Boehringer Ingelheim, 
AstraZeneca 

 Sponsoring of onderzoeksgeld 
 Honorarium of andere 

(financiële) vergoeding 
 

 Aandeelhouder 
 Andere relatie, namelijk 

reiskostenvergoeding 
 Andere relatie, namelijk: PI 

farma studie 

Roche, BI (instituut) 
 adviesraad BMS (instituut/zelf), BI 
(instituut); interviews Roche (instituut); 
webinar Quadia 
Nvt 
Roche, BMS (zelf) 
 
AstraZeneca 



Leerdoelen 

• Relevantie en concept oligometastasen 

 

• Focus synchrone oligometastasen 

– Definitie 

– Stadiering 

 

• Nut van toevoegen lokaal ablatieve behandeling 

 

• Conclusie 



Introductie concept : 1995! 

Hellmann en Weichselbaum: intermediaire staat 
metastatisch potentieel, deze patiënten kunnen mogelijk 

baat hebben bij lokaal ablatieve therapie 

 

 

Door betere stadiering en  

minder invasieve ablatieve  

therapie: recent steeds  

meer belangstelling! 

Hellmann and Weichselbaum JCO 1995 

0

5

10

15

20

aantal publicaties / year 
"oligometastases and NSCLC" op 

pubmed 



Oligometastasen zijn “hot”! 

ASTRO 2018 

JCO 2018 

Clinicaltrials.gov 



Maar wat zijn oligometastasen eigenlijk? 

SYNCHROON   vs   METACHROON 
 
Baseline / geïnduceerd   Oligoprogressie 
      Oligorecurrence 
   oligopersistent? 



Synchroon: onduidelijkheid…. 

ESMO 2018 definitie 

 

 

 
 

TNM8 

 

Planchard Ann Oncol 2018; Eberhardt JTO 2015 



Author, year, 

phase trial 

Nr of NSCLC 

patients 

included 

Max nr of 

metastatic 

sites 

Max nr of 

organs with 

metastases 

Primary/LN 

counted 

De Ruysscher 

single arm 

phase II 

40 

All histologies 

5 5 No 

Gomez 

Phase II 

randomized 

49 

All histologies 

Counted after 

first line 

systemic tx: 3 

3 Yes (MLN) 

Iyengar  

Phase II 

randomized 

29 

Non-

EGFR/ALK 

6 including 

primary 

Max 3 in 

liver/lung 

5 Yes  

Bauml 

Single arm 

phase II 

45 

All histologies 

4 4 No  

Synchroon: de onduidelijkheid gaat door 

EENDUIDIGE DEFINITIE NODIG! 



EORTC lung cancer group neemt WCLC 
oligometastasen definitie sessie over! 



Dingemans WCLC 2018 



Voorstel definitie synchrone oligo-
metastasen NSCLC 

• Definition relevant for patients for whom a radical treatment is 
technically feasible with acceptable toxicity, taking into account all 
sites, that may modify the course of the disease, leading to a long-term 
disease control 

 

• No consensus on maximum nr of metastases 

 Max nr metastases depends on possibility to radically treat all sites 
 with acceptable toxicity, based on review max 5 mets in 3 organs 
 proposed. Diffuse serosal mets and bone marrow mets excluded 

 

• Mediastinal lymph node is considered local disease but should be taken 
into account in determining whether radical local treatment is possible 
(and involvement is poor prognostic factor) 

Dingemans WCLC 2018 



Voorkeur uitkomstmaat in contrast met 
veel (lopende) studies! 

 

• RECIST 1.1 

 

 

Slide courtesy prof Dingemans  
Eisenhauer, EJC 2009, Gomez, lancet oncology 2017; Levy 
WCLC 2018 



Voorstel stadiering oligometastasen 
Mandatory: 18FDG-PET-CT, brain imaging (MRI) 
 

Advised:  

 In case of a solitary liver metastasis: dedicated liver MRI 

 For a solitary pleural metastasis: thoracoscopy and biopsies of 

 ipsilateral pleural sites 
 

Mediastinal staging: 
 Minimum: 18FDG-PET scan, pathological confirmation 

recommended 

 if this influences treatment strategy 
 

Single metastatic location:  

 Pathology proof required, unless the multidisciplinary team decides 

 that the risk outweighs the benefit  

Dingemans WCLC 2018 



EJC 2018 



Welke data waren er VOOR WCLC / ESMO? 

N=44 
39% synchroon 

Median PFS 
12.1 months 

12 month 
PFS 

51% 

2 & 3 year 
PFS 

13.6% 

Median OS 13.5 mnd 

N=39 
Median PFS 
12.1 months 

De Ruysscher JTO 2012; Bauml WCLC 2017 



Welke data waren er VOOR WCLC / ESMO? 

R 1:1 N = 49 
8 driver mut+ 

Median PFS 
11.9 vs 3.9 mnd 
HR 0.35; p=0.005 

R 1:1 N = 39 
0 driver mut+ 

Median PFS 
9.7 vs 3.5 mnd 
HR 0.30; p=0.01 

Gomez Lancet Oncol 2016; Iyengar JAMA Oncol 2017 

Gomez   vs  Iyengar 



 WCLC 2018              vs      ESMO 2018 

2 retrospectieve 
studies 

1 trial in progress 

Exclusief 3 EGFR-TKI 
studies die (wrsch) 
retrospectief zijn 



 

 

 

 

N = 39, < 5 mets 
PET & CT/MRI brein+ 

Primaire eindpunt: OS na 
2 en 3 jaar 



Patiënt karakteristieken & geupdate OS en PFS 

De Ruysscher et al. J Thorac Oncol 2018 [accepted] 

Time   Overall Survival (n=39)       Progression-Free Survival (PFS) 

Median                     13.5 months   12.1 months 

1 year    56.4 %   51.3 % 

2 year    23.3 %   13.6 % 

3 year    12.8 %   12.8 % 

4 year    10.3 %     7.7 % 

5 year      7.7 %     7.7 %  

6 year      5.1 %     2.5 % 

51% lokaal stad IIIB 
44% hersenmeta’s 
87% solitaire metastase 
> 90% chemoRT 

De Ruysscher WCLC 2018 & JTO 2018 



N = 45, < 5 mets 
31% synchroon 

Primaire eindpunt: PFS & 
tox 



Resultaten 

58.5% N0/1, 47% PD-L1 NEG 
36% hersenmets 
62% 1 metastase 

Mediane OS NR 
24 month OS 74% 

Bauml WCLC 2018 

3x gr ≥ 3 pneumonitis 
2x gr 3 colitis 
1x gr 3 bijnierinsuff 



ASTRO 2018: OS data Gomez trial 



Design Gomez trial 

Primary Endpoint = Progression-free 
survival (powered for 4 months 
MT/O vs. 7 months LCT, n=94) 
 
Secondary Endpoints: Overall 
survival, safety/toxicity, time to 
appearance of new lesions 

Gomez et al., Lancet Oncol 2016 

Balanced randomization:  1)  Number of metastases (0-1 vs. 2-3), 2) Response to 
first-line systemic therapy (stable disease vs. partial response), 3) N0-N1 vs. N2-
N3, 4) CNS vs. no CNS metastases, 5) EGFR/ALK alteration vs. wild type 

Crossover allowed 
at time of 

progression 

(MT/O) 

(LCT) 



OS data Gomez trial 

P-value = 0.017
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Gomez ASTRO 2018 



Gomez subgroup analyses 

Gomez ASTRO 2018 



Samenvatting Gomez 2016 & ASTRO 2018 

Oligometastatische NSCLC patienten NA inductie 1e lijn, hebben 
met LAT, tov follow-up: 

– Betere PFS en OS 

– Trend tot langere tijd tot verschijnen nieuwe laesies 

– > 50% komt niet meer in aanmerking voor LAT bij progressie 

Toxiciteit acceptabel met LAT 

Meeste baat bij LAT: 

– 0-1 metastasen NA inductie 1e lijn 

– N0/N1 disease 

 

Gomez ASTRO 2018 



Maar… 

Trial voortijdig gestopt, subgroup analyses moeilijk 

Fase II 

Heterogeniteit behandeling maintenance arm 

Weinig driver mutatie patienten, trial geinitieerd voor 
immunotherapie “hot” werd 

Hoe patienten te selecteren die meeste baat hebben? 

Inclusie bias? 



cT3N0M1b cT4N0M1b cT4N3M1b 

Zou u deze patiënten includeren? 

Slide courtesy prof Dingemans 



Wat komt er aan? 



Stereotactic Ablative Radiotherapy for Oligometastatic Non-small cell 
lung cancer 

SARON: Trial design 

Oligometastatic NSCLC patients suitable for radical 
treatment (PS 0-1) 

Oligometastatic NSCLC patients suitable for radical 
treatment (PS 0-1) 

REGISTRATION (340 patients) REGISTRATION (340 patients) 

Investigational Arm 
2 further cycles of 
chemotherapy + 

radiotherapy 

Investigational Arm 
2 further cycles of 
chemotherapy + 

radiotherapy 

Control Arm 
2 further cycles of 

chemotherapy  

Control Arm 
2 further cycles of 

chemotherapy  

Followed up for 3 years   Followed up for 3 years   

Chemotherapy – 2 cycles  
(Scanned - no progression) 
Chemotherapy – 2 cycles  

(Scanned - no progression) 

RANDOMISED 
(306 patients) 
RANDOMISED 
(306 patients) 

Cancer Research UK & UCL Cancer Trials Centre 

Slide courtesy prof Dingemans 



• Hospital site (randomising) 

• Adenocarcinoma versus non-adenocarcinoma 

• N-stage disease (N0/1 vs N2/3) 

• Number of metastases involved (1 vs 2 or 3)  

• Brain metastases (present vs absent)  

 

 

 

 

Saron: stratification & main outcome measures 

Slide courtesy prof Dingemans 

Sub-Studies 

• Feasibility Assessment (N=50) 

 Recruitment rate 

 Logistical practicalities  

 Contamination (patients who seek SABR/SRS outside of 
the trial) 

• Thoracic SABR Safety (N=20) 

 Grade 3-5 Radiation Induced Pneumonitis  

 Other grade 3-5 RT adverse events  
 



Status SARON trial 18 sites open  
45 patients recruited 
(28 randomised;  
  4 pending) 
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Predicted and Actual Accrual and No. of sites opened (as of 20/09/2018) 

Actual Open Sites

Projected Open Sites

Predicted Registered Patients
Accrual
Actual Registered Patients Accrual

Discussie: 
IO 

toevoegen? 

Slide courtesy prof Dingemans (adapted) 



• A pragmatic observational cohort study to evaluate radical radiotherapy 
for oligo-metastatic cancer patients 

 

• Objectives 

– Identifying patient, tumor, diagnostic and treatment characteristics 
influencing safety and efficacy 

– Evaluating patterns-of-care and patterns-of-outcome 

 

• First primary diseases: lung, breast, prostate and colorectal cancer 

 

• Study coordinators: 

– Matthias Guckenberger, University Hospital of Zurich 

– Piet Ost, University Hospital Ghent 

 
33 

EORTC-RP-1822 OligoCare 

Slide courtesy prof Dingemans 



• Oligometastatic disease can be diagnosed synchronously or metachronously  

• No upper limit of metastases 

 

• All cancer lesions are treated with radical intent 

• No restrictions with respect to prior surgical, locally ablative, radiotherapy 

and systemic treatments performed 

• Radical radiotherapy must be a component of treatment 

 

 

 

 

 

 

34 

OligoCare – selection criteria 

Slide courtesy prof Dingemans 



L19-IL2 – SBRT 
studie 



ongoing clinical trials: WE NEED LONG 
TERM OUTCOME DATA 

– Duidelijke definitie oligometastasen nodig 
• Voorstel EORTC definitie hanteren 

 
– Cave N2-N3 ziekte 

 
– Stadiering++ (PET / MRI brein) 

 
– Eindpunt PFS “soft” 
– ASTRO: fase II studies ook pos voor OS 

 
– Betere patiënten selectie nodig, rol immunotx in multi-

modaliteitstherapie? Biomarker? 


