
AZ Klina
Brasschaat

AZ Monica 
Antwerpen – Deurne

AZ Nikolaas
Sint-Niklaas, 

Partner AZ Lokeren

AZ Sint-Jozef 
Malle

AZ Rivierenland
Bornem - Rumst

GZA Ziekenhuizen 
Antwerpen – Mortsel – Wilrijk

UZA
Edegem

ZNA
Antwerpen - Merksem

3/12/2020

De plaats van radiotherapie 
en de resultaten bij 

oligoprogressie

Charlotte Billiet, MD PhD

Radiotherapie-oncologie

Iridium Netwerk



Overview
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• Oligometastatic disease

• RT for oligometastases

• RT for oligoprogression



Oligometastatic disease
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Hellman and Weichselbaum JCO 1995; Parish et al. IJRBOP 2014



Oligometastatic disease

Complex landscape
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Patel et al. Clin Oncol 2019



Oligometastatic disease

• Recent ESTRO and EORTC consensus recommendation

• 5 questions
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Guckenberger et al. Lancet Oncol 2020



Oligometastatic disease
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Guckenberger et al. Lancet Oncol 2020

Q1 = Does the patient 
have a history of 
polymetastatic disease 
before current diagnosis of 
oligometastatic disease?

Q2 = Does the patient 
have a history of 
oligometastatic disease 
before the current 
diagnosis of 
oligometastatic disease?

Q3 = Has oligometastatic 
disease been first 
diagnosed more than 6 
months after the primary 
cancer diagnosis?

Q4 = Is the patient under 
active systemic therapy at 
the time of oligometastatic 
disease diagnosis?

Q5 = Are any 
oligometastatic lesions 
progressive on current 
imaging?



Oligometastatic disease

• Recent ESTRO and EORTC consensus recommendation
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Guckenberger et al. Lancet Oncol 2020



Oligometastatic disease

• System for classification of oligometastatic disease

• Important for local treatment (in and outside clinical trials)

• Dynamic model

• Prognostic value is currently tested
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Oligometastatic disease

• Current treatment guidelines for local therapy:

ESMO
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Planchard et al. Annals Oncol 2019



Oligometastatic disease

• Current treatment guidelines for local therapy:

NCCN

• Definitive RT to oligometastases (limited number is not universally defined but clinical trials 
have included up to 3–5 metastases), particularly SABR, is an appropriate option in such 
cases if it can be delivered safely to the involved sites.
In two randomized phase II trials, significantly improved progression-free survival was found 
for local consolidative therapy (RT or surgery) to oligometastatic lesions versus maintenance 
systemic therapy or observation for patients not progressing on systemic therapy.

• In the setting of progression at a limited number of sites on a given line of systemic therapy 
(oligoprogression), local ablative therapy to the oligoprogressive sites may extend the 
duration of benefit of the current line of systemic therapy.

• When treating oligometastatic/oligoprogressive lesions, if SABR is not feasible, other dose-
intensive accelerated/hypofractionated conformal radiation therapy regimens may be used.
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Oligometastatic disease

• 8th TNM classification

Solitary extrathoracic metastasis (M1b= stage IVA)

-> improved survival compared to multiple 
extrathoracic metastases (M1c= stage IVB)
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Oligometastatic disease

Metastasis directed therapy (MDT):

• Surgery

- Pathology

- R0 resection (palliation vs diagnosis)

• Radiotherapy

– Less invasive

– Curative dose (vs palliative dose)

– Stereotactic ablative body radiotherapy (SABR)

• Radiofrequentie ablatie (RFA)

• … 
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Oligometastatic disease
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• Evidence for surgery:

-Mostly adrenal and brain
-Highly selected patients
-Good 5y OS results



Oligometastatic disease
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• Evidence for radiotherapy:

• Several recent large randomized trials:

– Gomez et al 2019

– Palma et al 2019 (SABR-COMET)

– De Ruysscher et al 2012 (update 2019)

– Yvengar et al 2014



RT for oligometastases

• Gomez et al 2019 - multicenter, randomized, phase II trial

3/12/2020Slide 16
Gomez et al. J Clin Oncol 2019



RT for oligometastases

• Early trial closure because of a significant PFS benefit

• Clear PFS and OS benefit

• No additional >= grade 3 AE in either arms

• Mostly synchronous M+ 3/12/2020Slide 17



RT for oligometastases

• SABR COMET (Palma et al 2019) - multicenter, randomized, phase II 
trial
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Palma et al. Lancet  2019



RT for oligometastases
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• 29% vs 9% grade II or higher AE in SABR arm

• 4.5% of treatment related deaths in SABR arm

• Primary endpoint: OS



RT for oligometastases

3/12/2020Slide 20

Conclusions:

• Most trials involving synchrone oligoM+

• Recent randomized trials demonstrate PFS and OS benefit

• LAT = Radical RT (SABR) or surgery

• Uncertainties

– Timing: controversial

– Maximum number of M+?



Timing

• When to treat oligometastatic disease?
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Number of M+
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• Disagreement of expert opinions:

-lack of data on the maximum number that should be included in a 
definition. 

- lack of prospective data defining the maximum number of metastasis / 
organs that can be technically treated with radical intent and result in 
improved outcome 

-Survey: maximum of 3 up to 5 M+

-Consensus statement: a large number of metastasis (i.e. > 5) can 
technically be treated radically, this is not in line with the term oligo and 
therefore we do not consider this oligometastatic disease.

a maximum of 5 metastases and 3 organs is proposed. Mediastinal lymph 
node involvement is not counted as a metastatic site

Currently ongoing: SABR COMET for 4-10 M+



Immunotherapy
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Bauml et al. JAMA 2019

• Quid in the era of IO?

• Single-arm phase II trial

• All NSCLC

• Pembrolizumab after LAT for 
oligometastatic NSCLC appears to 
improve PFS with no reduction in QoL



Immunotherapy
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• However: toxicity!



RT for oligoprogression

• Patients with stage IV disease on an active systemic therapy

• Possible in different stages of disease
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RT for oligoprogression

• Recent ESTRO and EORTC consensus recommendation
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Guckenberger et al. Lancet Oncol 2020



RT for oligoprogression

• Best described in patients with NSCLC with driver mutations treated with 
molecular targeted therapy.

– Resistance develops with a median PFS of 10 to 14 months.

– Oligoprogressive sites may occur as oligo-clones that became resistant

– LAT for these oligoprogressive sites can prolong disease control prior to 
widespread of dissemination of the resistant clones

– Continuation of TKI beyond RECIST progression is advised as TKI-sensitive 
clones may regrow and result in rapid PD with the potential risk of flare-up of 
symptoms. 
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RT for oligoprogression
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• Limited evidence, most small retrospective trials

• Outcomes are highly variable

• Probably subset of NSCLC patients with oligometastatic disease 
who appear to benefit



RT for oligoprogression
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• Limited evidence, most small retrospective trials

• Outcomes are highly variable

• Probably subset of NSCLC patients with oligometastatic disease 
who appear to benefit



Intracranial oligoprogression
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• Poor blood-brain barriere penetration of targeted agents

• Predilection of EFGR/ALK+ NSCLC for CNS

• Trial: 19% cumulative CNS M+ at 2y (for EGFR+)

• Trial: 20-46% CNS M+ at time of PD (for ALK)

• Continuation of targeted R/ after LAT seems beneficial



RT for oligoprogression
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Xu et al. Journal of cancer 2019

• Retrospective trial 2019:

– 206 EGFR mutated NSCLC patients

– Oligoprogression <= 5 sites

– Local ablative therapy (RT or surgery) with continuing TKI 
(first-line therapy)

• Results:

– 2-year OS: 78.9%

– median OS : 37.0 months

– median PFS after LT 18.0 months 
(up to off-TKI)



RT for oligoprogression
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Qiu B. et al. Clin Lung Cancer 2017

• Retrospective trial 2017:

– 46 EGFR mutated NSCLC patients

– Oligoprogression <= 5 sites

– Local ablative therapy with continuing TKI

• Results:

– 2-year OS: 65.2%

– median PFS after LAT 7.0 months

– Prognostic factors for OS in multivariate analysis:

• EGFR mutation (exon 19 vs. exon 21)

• Sites of local therapy (brain vs. lung or bone) 

• Time from first PD to local therapy (<6m vs. >6m)



RT for oligoprogression
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Holt et al. ASTRO 2019

• Abstract ASTRO 2019:

• 81 NSCLC patients

• Targetable mutation

• Oligoprogression <= 5 sites

• Randomized: +/- LAT

• Results: + 8.6m PFS



RT for oligoprogression
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Conclusions:

• LAT seems effective for patients with oligoprogression

• Overall limited evidence

– Most trials with targeted therapies

– Also possible for non-driver mutated NSCLC

– LAT for oligoprogression included in international guidelines (NCCN, 
ESMO)

• Uncertainties

– Criteria for patient selection -> Important to investigate which 
subgroups of patients with benefit

– Timing



Timing

3/12/2020Slide 35

• Immediately LAT in case of oligoPD (symptomatic and asymptomatic)?

-> Symptomatic oligoPD worse PFS (marginally significant)

Xu et al. Journal of cancer 2019



Timing
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• Little data on the safety of combining SABR with targeted agents



Ongoing trials
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• Ongoing trial (soon open for accrual): LAT FLOSI

• UZ Leuven

• phase II prospective non-randomized observational trial 

• Inclusion:

– EGFR mutated advanced NSCLC 

– Osimertinib as a first-line treatment

– LAT to ≤ 3 OP lesions (SABR or surgery)

– stop  TKI 3 days before, during and 3 days after SBRT/surgery to avoid 
interactions

• Primary endpoint: PFS



Ongoing trials
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• Other ongoing trials:



Ongoing trials
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• ImmunoSABR = A Phase II study examining the activity of 
L19-IL2 immunotherapy and SABR in metastatic NSCLC



RT in practice

• Preferable SABR

= Three-dimensional high-precision technique to deliver a very high dose on a small 
volume, in one or a few irradiation fractions.

Different fractionation schedules depending on nearby organs at risk

1x 20 Gy

3 x 10 Gy

5 X 7 Gy
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RT in practice
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Conclusions
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• MTD likely benefits in different ‘oligo’ patients

• Promising results (however mainly phase II results)

• Many ongoing trials

• Future prospectives

– Patient selection

– Toxicity

– Combination with systemic treatment (IO, targeted therapy)



Thank you!
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