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• There is a progression of malignancy during
clinical evolution of cancer

• The likelihood, number and sites of metastases
may reflect the state of tumor development

• There are tumor states intermediate between
purely localised and widespread metastatic

• Some oligometastatic patients are amenable to 
a curative therapy

Hellman S, Weichselbaum R.
Oligometastases.
Journal of Clin Oncol, Vol 13, No 1 
(January), 1995: pp 8-10



a) Improved diagnostic for early and 
accurate detection of low disease
burden

b) Clinical implementation of high-
precision locally-ablative 
treatments

c) Effective systemic treatments
prolonged OS

d) Better biological and clinical
understing of tumor behaviour

Schanne DH et al, Cancer Treat Rev, 2019



Courtesy of M. Guckenberger





SABR-COMET (2019)

ORIOLE (2019)STOMP (2018)

«Gomez Trial» (2019) Iyengar et al (2018) 





….UPDATE  ASTRO 2020

• Median OS benefit of 22 months (vs 13), which corresponds to an absolute benefit of 25% at 5 yrs

• 5-yrs PFS rate not reached in SOC arm vs. 17% in SOC + SABR arm

• No detrimental effect on QOL

• SABR well tolerated in the majority of patients (toxicity > G2 in only 29% of pts)



• Imbalance in cancer types (+ BC and PC pts
and - CRC pts in the intervention group)

• Pts stratified between 1-3 vs 4-5 mts – NOT 
ADEQUATE

• 10% excess of pts. with solitary metastasis
in the intervention group

• a statistically significant 20% increase in G2 
or worse AEs (p=0·026) in the intervention 
group and three (4·5%) intervention-
related deaths

…the Non-Believers

PE: Toxicity (Safety defined if G3 AEs  <25%, G4 < 
10%, G5 < 5%)

380 pts included, Median FUP 28 mo

14.2% G2 AEs (n = 54), 4.2% G3 (n = 16), 0% G4 and 
0.3% G5 (n = 1, biliary stenosis with recurrent 
infections)

Caution in liver and adrenal mets (disproportionate 
G3 events)





• Up to 3 methacronous mets, not
previously irradiated

• SBRT doses: 24-60 Gy in 3 to 8 fr.

• Systemic therapy discontinued
(except OT)

1 and 2yr OS: 92 and 79% 

1 and 2yr LC: 86 and 72%

1 and 2yr MFS: 84 and 52%

No G5 events

Extremely rare G4 events (increased
liver enzymes) 

Low rate of G3

Short FUP (median 13 mo, median OS 
not reached, no long term data on 
safety and efficacy)

Several primary cancers types (PC and 
CRC most frequent)

Lot of N (may bias safety..)



2021: The «Kidney model»



No grade 4/5 AEs reported

Four G3 AEs (2 pneumonitis, 1 
dyspnea, 1 increased ALT-AST) 

Median FUP 28 mo

1- and 2-yr FFLP: 94% and 
92%.
1- and 2-yr OS: 90% and 
74%
1- and 2yr PFS: 60% and 
45%

ORR 63%, DCR 83%

Median PFS: 15.6 mo



• 30 pts enrolled with < 5 mts lesions
• No more that 1 prev. systemic therapy
• SBRT to all lesions (or HypoRT when not possible)

COPRIMARY ENDPOINTS:
Feasibility of the treatment (< 7 days of delay)

At a median FUP of 17.5 mo, 13 pts underwent PD
1 yr PFS:  64%, median PFS 22.7 mo.

Safety Data
2 G3 (muscle weakness, back pain)
1G4 (Hyperglycaemia)



37 pts, 57 irradiated lesions

Median FUP:  11.8 mo

Median BED: 72 Gy

1-yr LC: 93% 

Median PFS: 9.3 mo

Median t to NEST: 12.6 mo

1-yr OS: 92%

No AEs > G3



Among pts who received NIVO + IPI, 106 of 
299 (35.5%) RPs resulted from NL only 
compared to 74 of 289 (25.6%) of those who 
were treated with SUTENT, and this 
differential was more pronounced in patients 
with an initial confirmed response

most NL-only RPs in initial responders
occurred in a single organ (94.4% for NIVO + 
IPI; (87.0%) for SUTENT) with the most
common being lymph nodes, for both
regimens



…What’s the story, Kidney Glory?!



SBRT to oligomets…are we all in the same page?





Sbrt to oligomets: a user-friendly-guide…





Local and Systemic therapies integration in the 
setting of RCTs

1) Moving towards the 
creationg of a OMD tumor
board

2) General recommendation to 
include OMD pts in the setting
of RCTs



Safety requirements for the  treatment of 3-4 mets, 
or 2 in close proximity

• RT plans prioritized to respect CNS dose 
constraints, than dose distribution and 
then other OARs tolerance

• Robust QA program (complex benchmark 
case, validated imaging quality, phantom
study)

PE: DLT
SE: AEs > G3 in within 180 days of treatment

8 G3 Aes most likely related to protocol
therapy occur after 6 months……need for 
extended FUP!

Median OS not
reached!



117  OMD pts, 154 irradiated
lesions

Randomization 1:1 ( 24 Gy vs 
9Gyx3) 

Significantly lower cumulative 
incidence of  LR and DM in the 
Single-Dose group

No differences in terms of  >G2 events







SBRT and IO: a perfect
match?

• Both tumor and host factors can 
influence biological heterogeneity in 
the virulence of metastatic disease

• Molecular subtyping of mts has
shown the role of immunity (innate 
and adaptive) in restricting the  
metastatic dissemination. 

• ICIs >> immune reponse, possibly
curing metastatic state? 

• Adding RT as an immunomodulatory
agent

• Systemic response to IO against
subclinical and clinical disease
are more frequent when
disease burden is low

• RT effect on debulking larger
disease sites

• Adding IO to address
micrometastatic disease , in 
order to comprehensively treat
all clinical disease





(…eagerly awaited!)



«corrected disease-free survival» ? 
(time from ALT to PD non amenable
of another ALT)

«Time to widespread progression»

«NEST» (next line systemic
treatment-free survival)



4-fold increase of SBRT utilization in oligometastatic cancer from 2011 to 2017, and counting..

Practice delivery costs increase with the number of treated sites (more resources for separate 
dosimetric plans, set-up immobilization, IGRT, treatment delivery).

Historically looking financial models for bundled payments NOT ADEQUATE for the increasing 
trend of LCT for oligometastatic disease.

Fail to recognize the complexity associated with multicourse treatment delivery:              
undervaluing of the true cost of LCT

n of disease sites, n of RT courses, treatment intent , modalities used:  all clinical factors that 
guide management and drive cost must be taken into consideration





CONCLUSIONS
• OMD offers a unique therapeutic window to ablate visible sites of disease, thereby reducing tumor burden and 

preventing progression to polymetastatic state

• We should focus on a formal separation and description of different clinical scenarios of OMD, formal criteria
that define OMD, implementing standardized imaging

• In this setting, SBRT may defer the start of systemic therapy, and by doing so preserving patients’ QOL from 
cumulative toxic effects of systemic therapy.

• Evidence is emerging that a radical treatment of OMD pts may yield an extended OS. However, majority of the 
studies are still retrospective and evaluate pts with singluar mets. 

• Need for prospective high quality evidence for SRT use in OMD and ODP in the setting of RCTs

• Integrated evidence is coming from national and internation registry-based study cohorts and Phase II trials. 
Nomograms may aid in selecting OMD pts most likely to benefit from ablative therapy.

• RCTs are also required to ascertain the optimal sequence of SABR with different systemic therapies.

• Especially synchronous oligometastases, multimodality treatment with integration of local therapies may be 
advocated and should be ideally discussed in a multidisciplinary tumor board


