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THE PRESENT

The concept of oligometastatic
disease emerged representing
patients with only a few or “oligo”
metastases

loco-regional control of the disease play a role

J Clin Oncol 1995

THE PAST

Distant metastatic involvement was
considered to be a state of
disseminated disease with a very
poor median survivals of 8—11
months and 5-year OS of 4-6%

No loco-regional control of the disease
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THE FUTURE

What will the future of
oligometastatic disease in the era
of biological drugs and
immunutherapy?

D

Adjuvant local control (surgery/radiotherapy?)
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* Intermediate state in-between patients without

* M1a Separate tumor nodule(s) in a distant metastases and those with multiple
contralateral lobe metastatic involvement in one or more distant
+ M1b Single extrathoracic metastasis organs

* M1c Multiple extrathoracic metastasis
 Different cut-off numbers of metastases: <3 or

<5
Median survival (p<0.001)
M1a 22.5 months . _ . . .
M1b 17.8 months + Different definition: oligometastatic primary vs
Mi1c 13.6 months oligo-recurrence vs oligoprogression
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Oligometastatic NSCLC Oligometastatic NSCLC

- Different cut-off - Different definition

W « ‘oligometastases’ = diagnosed with oligometastatic disease
. T « ‘oligo-recurrence’ = relapsed olig ic di
% ® « ‘oligoprogression’ = status after cytoreductive therapy
g : -> cohorts probably have different prognoses
@
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Oligometastatic NSCLC

-> Different approach

Clinical classification of oligometastatic NSCLC

Categories Characteristics Description

Type | Very limited obgometastatic diseass  Patients with up to three metastatic lesions amenable to local agaressive
treatment (LAT) with a controlled NSCLC

Type l Synchronous oligometastatic disease  Patients with up to five metastatic lesions amenable to LAT at NSCLC diagnosis

Type i Oligorecurrence Patients with the appearance of up to five metastatic lesions amenable to LAT
with a controlled NSCLC

Type V Oligopragression Patients wth the appearance of up to five lesions during an adjuvant protocol

Type V Residual cligometastatic disease Patients win previous diffuse metastatic disease and residual lesions after

chemo-raffiotherapy

NSCLG, non-small cell lung cancer.

v

Local aggressive treatment
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PROGNOSTIC FACTORS PROGNOSTIC FACTORS

Highly significant Moderately significant

- controlled primary tumour (curative vs - extracranial mets worst than brain mets only
palliative/no treatment) - use of PET-CT (vs CT alone)

- N status (NO vs N+; NO-1 vs N2-3) - primary tumour size (1-3 vs 3-5 vs >5 cm)

- DFlI (1 year for brain, 6 months for - type of pulmonary resection (lobectomy vs
adrenal gland) pneumonectomy)
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An Individual Patient Data Metaanalysis of

PROGNOSTIC FACTORS Outcomes and Prognostic Factors After Treatment

of Oligometastatic Non—Small-Cell Lung Cancer

Ashworth, Clinical Lung Cancer 2014

Occasionally significant Review involving 49 publications and 2,176 NSCLC
- histology (adenocarcinoma beﬂer) 1-5 synchronous or metachronous metastases treated with surgical
metastasectomy, stereotactic radiotherapy or radical EBRT and curative treatment
- age (<50; <70) of the primary lung cancer
: : Results: Median OS was 26 months.
p  and 5- 4%,
perioperative chemotherapy (vs no chemo) 100r O 70.2%;and -y 01 28,4 Srgory was the mostcommnyused mamont or T prmary tmor (535
patients [83.9%]) and metastases (339 patients [62.3%]). Factors tive of OS were: synchronous versus meta-
- number of metastases chronous metastases (P < 001), N-stage (P - .002), and adenocarcinoma histology (P — 036}, the model remained
- primary T Stage . low-risk: metachronous metastases (5-year OS, 47.8%)
intermediate risk: synchronous metastases and NO disease (5-year OS, 36.2%)
= SynChrOnOUS worst than metachronous «  high risk: synchronous metastases and N1/N2 disease (5-year OS, 13.8%)
Median OS 26 months
Istituto 1—year 0SS 70.2% Istituto
D 5-year OS 29.4% D

Local consolidative therapy versus maintenance therapy or

W HY S H O U L D W E T R EAT observation for patients with oligometastatic non-small-cell

lung cancer without progression after first-line systemic

STAG E IV N S C LC ? therapy: a multicentre, randomised, controlled, phase 2 stud

After first-line therapy, progressive disease is more

3 A A Multicenter, randomized, controlled, phase € patients from three hospitals
“kely .tO occur at §|tes Of. disease present at had histological confirmation of stage ea‘\\; metastatic lesions) after first-line
baseline, rather than in new sites systemic therapy and no disease Q\e os6fore randomization.

0“6\“ fe randomly assigned (1:1)
\Nag\ / N\
&

Patients with stage IV NSCLC but with limited
number of metastases could benefit from ablation
of these metastases (surgery or radiotherapy) for
consolidation

maintenance
treatment alone
(even observation only)

that aggressive local therapy should be further
ical scenario.

ared with maintenance therapy alons
red in phase 3 trials as a standard tre:
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clinical practice guidelines e v

Metastatic non-small-cell lung cancer: ESMO Clinical
Practice Guidelines for diagnosis, treatment and

follow-up'
Novello, Ann Onc 2016

Treatment of oligometastatic discase

o Stage v h h iy di Al local
treatment (high-dose radiotherapy or surgery) (I, B]. ited evidence, inclusion in clinical trials is preferred.

+ Stage [V patients with limited metachronous metasiases may be treated with a radicallncal wreatment and may experience long-term DES (111 B]
However, this is based only on retrospective data.

Solitary lesions in lung should primary and, if possibl, treated with
radical intent [TV. Bl

« 1 patients with dri are availsble, th platve th ch 25 SABR or surgery i lkely
increase. He the t it this policy [V, C].

N. Martini, MSKCC 1979
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HOW SHOULD WE TREAT
NSCLC METASTASIS?

* Induction chemotherapy
* Primary tumor > always surgery, RT?

» Metastasis > Surgery? RT?
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Patchell et al. 1999: prospective randomized trial

- single brain metastases (77% of whom had NSCLC) underwent surgery or
conventional WBRT. OS significantly better in the surgery group (40 vs 15
weeks; P<.01)

Bonnette et al. 2001: retrospective study
103 patients underwent lung resection and synchronous brain metastases
from NSCLC. OS was 56% at 1 year and 11% at 5 years

Collaud et al. 2012: retrospective study

29 patients underwent lung resection and local treatment of synchronous
metastasis (brain, lung, adrenal). OS was 65% at 1 year and 36% at 5 years,
and their median survival was 20.5 months.

Congedo et al. 2012: retrospective study
53 patients with oligometastatic disease treated primarily with surgery (in 42
patients). OS was 73.1% at 1 year and 24% at 5 years, with a median survival of

19 months
o
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Radical treatment of synchronous oligometastatic non-small cell lung
carcinoma (NSCLC): Patient outcomes and prognostic factors

Gwendolyn H.M.J. Griffioen®*, Daniel Toguri”, Max Dahele*, Andrew Warner",
Patricia F. de Haan", George B, Rodrigues”, Ben |. Slotman*, Brian P, Yaremko",

Suresh Senan, David A. Palma'
Lung Cancer 2013
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WHEN SHOULD WE TREAT
NSCLC METASTASIS?

Brain lesions - single, not brainstem lesions or
lesions within eloquent brain

Bone or spine = high morbidity
Limited number of liver lesions

Ipsilateral or contralateral lung - respiratory
function

Adrenal metastases > minimally invasive

approach
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Synchronous metastasis

-> Indication for surgery

Primary tumor resectable
1 metastasis in 1 organ
Not lymph node metastasis

Istituto
[Europeo
di Oncologia




INDUCTION CHEMOTHERAPY

PRIMARY TUMOR RESECTION

LOCAL TREATMENT FOR
METASTASIS
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Synchronous metastasis

- Extracranial metastasis

Multiple or

l multiple
organs

I_I_I

! l

Ind CT + surgery Def CT/IRT
+ local treatment
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Synchronous metastasis

- Intracranial metastasis

Ef

Surgery/SRS SRS WBRT
. |
Def CT/RT
l_l_|
EARLY [ADVANCED
Ind CT + surgery Def CT/RT -155553:{;};%:%10@5

Metachronous metastasis

Primary tumor controlled
2-3 metastasis
Local ablative treatment
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Personal experience

NSCLC wha are ern

INVITED COMMENTAR!

Oligometastatic Non-Small Cell Lung Cancer:
A Multidisciplinary Approach in the Positron
Emission Tomographic Scan Era

ously diagnosed wit

,

We are supporied by the
i L

jegests that surgical resoc-|

all cell lung cancer, bul an|
& subset of patients with

atment approach may be|
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OUR EXPERIENCE

January 1998 - December 2016
43 patients

al benefit makes it impossible to
fy the subgroups of patients who
1 an aggressive treatment regimen. For

Surgsons
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All patients had distant metastasis synchronous

Number of metastasis

Metastasis treatment

[single DM [ o7 [ se% | [Before Lung surgery [ [ 79% |
pom 6 | 14% | [Post Lung surgery 13 | 30% |
(4 had both treatments
Type of surgery
JLobectomy 37 | 8e% | [None: [ 34 [ 794% |
s 1| 23% | [Atleast one [ 9 [ 200% |
|2 5 | 17% |
[Fa [ 7 T 163% |
Histology [Anemia 1 [ 23% |
[adenocarcinoma [ 38 [ e84% | [Pneumonia/ARDS [ 3 [ e8% |
Pathological Lymphnodes
[N positive [ 7 T 163% | 30-days mortality 0 0%
N2 positive [ 17 | 395% |
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January 1998 - December 2016
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The median OS was 25.4 (17-132) months

Proportion surviving

Patients at risk
Overall Survival
(95% CI)

1004
801
601
404
| All
204
Median 25.4 months (17.0-132)
ol
0 12 24 36 48 60 72 Months
43 27 18 13 8 7 5

100 79% 55% 49% 41% 35% 35%
(62-89) (37-70) (32-64) (23-57) (19-53) (19-53)
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Number of metastases

Nodal status
1001, 100
| Median survival (95% C1) ] Median survival (95% CI)
| 1 1 metastasis: 25.4 months (17 6-nfa) NO: w01 s (11.9-
80+ - pNO: months (11.9-nfa)
= 1 2 metastases: 32.1 months (1.2-132) w _L oNL/Z.  23.6 months (12.5-53.3)
= z 11
5 e B H 60 1
g c
£ il - pNO
g 401 L 1 met g 40
£ | 2 mets i
20 20 pN112
Log-rank P=0.48 Log-rank P=028
0 12 24 3 48 60 72 Months 0 12 24 36 48 60 72 Months
Patients at risk Patients at risk
1 metastasis 7 u 15 0 s 5 4 PNO 13 12 w7 5] 3 4
2 metastases 6 3 3 3 3 z 1 pN1/2 24 15 8 (3 3 2 1
05 (95% C1) 05 (95% 1)
1 metastasis 100% 84%  56%  4B% 37X 3% 3% BNO 100% 77%  64%  S7%  A9%  A9%  49%
(66-93) (36-72) (29-65) (18-56) (18-56) (18-56) (49-91) (36-82) (31-77) (22-71) (22-71) (22-71)
2 metastases 100%  50% 50% 50% 50% 33% 33% pN1/2 100% B0% 2% 22%
(11-80) (1180 (1140 (1180 (5-68) (5-68)

(55-92) (24-68) (20-62) (13-56) (5-48) (5-48)
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CONCLUSIONS

1 metastasis in 1 organ
Not lymph node involvement
Primary tumor resectable
Chemotherapy first
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