
Nuove prospettive nella Leucemia Linfatica Cronica e nel Linfoma Follicolare  |  Bologna 02 – 03 marzo 2017   |



La gestione dei pazienti candidati a 
radioterapia ablativa nella malattia 
oligometastatica

Prof Marta Scorsetti



DICHIARAZIONE
Relatore: Marta Scorsetti

Come da nuova regolamentazione della Commissione Nazionale per la Formazione Continua del  Ministero della Salute, è richiesta la 
trasparenza delle fonti di finanziamento e dei rapporti con soggetti portatori di interessi commerciali in campo sanitario.

• Posizione di dipendente in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

• Consulenza ad aziende con interessi commerciali in campo sanitario ( Seagen )

• Fondi per la ricerca da aziende con interessi commerciali in campo sanitario (Brainlab, Varian, HEALTH4U,Sofar, Ipsen )

• Partecipazione ad Advisory (NIENTE DA DICHIARARE)

• Titolarità di brevetti in compartecipazione ad aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

• Partecipazioni azionarie in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

• Altro



OUTLINE
- Identification of oligometastatic patient

- SBRT rationale in oligometastatic patient

- Technical issues of RT 

- Integration RT-drugs

- Follow up and patient management



Outline
- Identification of oligometastatic patient

- SBRT rationale in oligometastatic patient

- Technical issues of RT 

- Integration RT-drugs

- Follow up and patient management



Hellman S, Weichselbaum RR. JCO 1995

An oligometastatic state is an “intermediate state between
purely localized lesions and those widely metastatic”. The
state was expounded to be “amenable to a curative
therapeutic strategy” and “amenable to localized therapy”.



Guckenberger M et al. Lancet Oncol 2020
Lievens Y et al. RO 2020



Lievens Y et al. RO 2020

2022



Guckenberger M et al. Lancet Oncol 2020



Oligometastases are a 
heterogeneous scenario

Guckenberger M et al. Lancet Oncol 2020



Very 
complex 
reality

Palma D, WCLC 2018



• Clinical 

• Imaging 

• Genetic/epigenetic

Easily
accessible

Difficult
availability

Less
informative

Highly 
informative



The multidisciplinary 
evaluation is crucial in 
absence of reliable 
biomarkers
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• Increase local control to prevent symptoms and maintain quality of life

• Ablate all visible metastases to prolong PFS 

• Reduce tumor burden to prolong OS

• Ablate resistant clones to prolong systemic therapy efficacy

• Delay further disease progression to delay the need to start systemic
therapy

• Synergize with systemic therapies to improve outcomes



Median OS: 41.2 (LCT) vs 18.9 
months (MT)

4 years OS: 50%

Median PFS: 14.2 months (LCT) vs 4.4 months
(MT)

Median time to new metastases
14 vs 6 months

Gomez D et al.  JCO 2019



Palma D. ASTRO 2018
Harrow S et al., IJROPB 2022

8-year OS 27.2% vs 13.6%                    8-year PFS 21.3% vs 0.0%



Ost P et al JCO 2018

Phase II randomized trial 

Patients with PCa with up to 3 metastases randomly 
assigned (1:1) to surveillance or local therapy of all 
detected lesions (surgery or stereotactic body 
radiotherapy). 

The primary end point was androgen deprivation 
therapy (ADT)–free survival.



Median ADT-free survival was 21 vs 13 months The median time until PSA progression was 
10 vs 6 months 

Ost P et al JCO 2018
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SBRT is safe, 
well studied and 
effective, but…

There are still
many things to 
learn



van Timmeren JE et al RO 2022
van Timmeren JE et al RO 2021

A median (acceptable) increase in MLD and 
V20 with single-isocenter treatment plans 
compared to multiple isocenters. V20Gy

Relative inter-lesion position variation is 
influenced by inter-target distance and location 
and can be compensated with additional 
safety margins of < 1 mm using single-
isocenter SBRT

Technical research 
is ongoing for 
multiple SBRT in 
lungs



Oligometastases are not a single “once in a life” moment
Christ SM et al. Radiat Oncol 2021



OS was not significantly influenced by
the overall number of SBRT treatments
or the number and timing of repeat SBRT
courses.

The risk of early death within 3 and 6
months was not increased in patients
treated with multiple SBRT treatments,
and no grade 4 or grade 5 toxicity was
observed in these patients

Klement RJ et al RO 2018



Kimura T et al IJROPB 2020

The frequency of grade 3 toxicity was not significantly different between the first and 
second SBRT. The deterioration in liver function after the first and second SBRT 
was not significantly different



Owen D et al Seminars in Rad Oncol 2020

Case 2: Reirradiation of the 
Cirrhotic Liver

Case 1: Retreatment of 
Locally Recurrent Liver 
Metastasis
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Theelen WSME A et al. Jama Oncol 2019

Median progression-free survival was 1.9 months vs 6.6 months

Median overall survival was 7.6 months vs 15.9 months



Prelaj A et al. Cancers 2021

RT-IT 
synergism



Hannan R et al. European Urology Oncology 2021
Franzese C et al. Clinical & Experimental Metastasis 2021

Median time to next systemic therapy was 15.8 
months for OR patients, and 13.9 months for OP 
patients.

The median duration of SAbR-aided 
systemic therapy was 24.4 months



Boussemart L et al JAMA Dermatology (2013)

BRAF 
inhibitors



Kroeze SGC et al. Submitted

Head and neck Thorax Abdomen Bone Body, NFS
Immune checkpoint inhibitors
aCTLA4  - 12% 10% 8% 23%
aPD (L)1 0% 6% 5% 1% 3%
aPD (L)1+aCTLA4  - 26% 0% 8%  - 
Monoclonal antibodies
aVEGF 0%  - 12%  -  - 
aEGFR 15%  -  -  -  - 
aHER2  -  -  -  -  - 
Small molecules
mTKI 0% 0% 22% 1% 0%
mTORi  - 0% 0% 0% 0%
EGFRi  - 7% 0% 1% 0%
ALKi  - 0% 0% 0% 0%
ROS1i  -  -  -  -  - 
NTRKi  -  -  -  -  - 
RETi  -  -  -  -  - 
METi  -  -  -  -  - 
BRAFi/MEKi  -  -  - 0%  - 
PARPi  -  -  -  -  - 
HER2i  -  -  -  -  - 
CDK4/6i  - 0%  - 0%  - 

Targeted agent group Metastasis location treated with SBRT

Severe toxicity events (≥grade 3) per SBRT treated lesion and per targeted agent group (n 
(%)).NFS=not further specified. Green represent low risk of toxicity (0-10%), orange represents 
intermediate risk of toxicity (11-20%) and increased risk (>20%) of toxicity.

Stereotactic body radiotherapy in combination 
with targeted therapies or immunotherapy: 
consensus recommendations by the EORTC-
ESTRO OligoCare Consortium.



De Giglio A et al. EJC (2021)

January 2019: SRT on hylar nodes (45 Gy in 6 fractions) 

September 2019: immunotherapy with nivolumab (240 mg, every 2 
weeks)

November 2019: bilateral pneumonitis characterised by parenchymal 
consolidations with an air bronchogram and some areas of ground-
glass opacity

MDT evaluation: radiation recall pneumonitis



Recent advances both in radiation therapy and systemic treatment:

• SRT for multiple BM
• introduction of new drugs

This review summarizes the supporting literature and highlights the
need for optimizing combinations of the available treatments
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Challenging
Follow up

Dahele M et al. ESTRO (2021)



Reports of practical oncology and radiotherapy 22 (2017) 170–175



24.07.2017 SRS on right parietal lesion (24 Gy in 1 fraction) from kidney cancer

6.2020 MRI: dimensional increase of the parietal lesion with increase of the surrounding oedema

11.2020 Surgery: histopathological report 100% necrosis

Challenging
Follow up



After LAT for OM disease, 33.1% of progressing 
patients had a limited disease dissemination, still 

satisfying the criteria for OMD classification

Poon I et al. Jama Network 2020



Repeated SBRT for oligometastatic
prostate cancer postpones palliative 
androgen deprivation therapy with 2 
years without grade III toxicity.

Follow up to detect further
oligorelapse

Decaestecker K et al. Rad Oncol 2014



Take Home Messages
- OM patient management requires a multidisciplinary approach

- OM patient management implies the right identification and classification of the patient
itself in the various OM cathegories

- RT in OM patients requires expertise and advanced technologies, particularly in case of 
difficult presentations (i.e. challenging sites, previous treatments, etc.) 

- OM patient management requires the perfect knowledge of concomitant systemic
treatments, of their possible interactions with RT and also of the available therapeutic
alternatives

- OM patient management implies also the management of follow-up to interpret response, 
to detect side effects and to identify early oligo-relapse amenable to further local approaches



marta.scorsetti@hunimed.eu

Grazie per l’attenzione!


