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ABSTRACT —— The standard treatment for non-small-cell lung cancer (NSCLC) with distant metastases is phar-
macotherapy, and the survival benefit of additional localized therapy has not been clarified. However, in cases of
oligometastatic disease in which metastatic lesions are limited, a long-term prognosis has been observed with lo-
calized therapy. In recent years, several randomized controlled trials have reported the effects of additional local-
ized therapy for oligometastatic disease. These trials have targeted cases of synchronous oligometastatic disease,
and all have tended to show the extension of the survival period. Treatment of NSCLC is diversifying due to the
advent of novel strategies, such as targeted therapy, immune checkpoint inhibitors, and radiotherapeutic technol-
ogy. Localized therapy for oligometastatic disease might be a new treatment strategy, although the disadvan-
tages of its invasiveness and the risks associated with discontinuation of pharmacotherapy need to be considered.
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Table 1. Classification of Oligometastatic Diseases in NSCLC?8
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il %5 12 B 17 5 Oligometastatic disease ? 45 & 45 ¥ b
L, 250X RBOMRE L OEBRICBIT 2
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wEORY) T,

Oligometastatic disease D48 & S HE#E

Oligometastatic disease &2 5k % SN 2 W53 % R
HThh, ZO5HIZBREEZZEETLIEICHEETH S.
ESTRO/EORTC &, EfRHERZ MF 4D % 72 2020
4E1Z Oligometastatic disease 73D P EARZFEER L 7.8
C OIS KO EZE L2 0T, Wk
(synchronous) 2»TEEPE (metachronous) 2>, HHEIC &
D #EFEE N7z (induced) A, FRAFHRZE (persistence) 7°
BiER2S (progression) 7072 &, WL OO MIZX 5
THPNTw5D, Fida2&2, /Mg s
Oligometastatic disease ® %33 % Table 1 IZZ#) L 7.
IS D5IHIZ X 5 T, Oligometastatic disease ® $5%
BIUOHRLEIR LD EEZOND.

Oligometastatic disease D FZWriZ BT, BIFEE TH
T 72 SLME I AFAE L 22 v, EORTC OFALIC X % &, Oli-
gometastatic disease (ZF%4 T % & & 2 5B MR iz
Bl I EM o2& AL, kD ERAN S

Synchronous oligometastatic disease
Metachronous oligometastatic disease

- Limited metastatic lesions existing at the same time (within about 6 months).
- Limited metastatic lesions newly progressing after local treatment for the primary site (af-

ter >6 months). In NSCLC, this mainly refers to localized postoperative recurrence (meta-

chronous oligorecurrence).

Induced oligometastatic disease

- Limited metastatic lesions in which local treatment becomes possible with systemic chemo-

therapy (or other) when multiple metastases exist at the time of the diagnosis.

Repeat oligometastatic disease
disease.

- Limited metastatic lesions newly re-progressing after local treatment for oligometastatic

NSCLC, non-small-cell lung cancer.
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Table 2. Randomized Controlled Trials Examining the Addition of Local Treatment for NSCLC

Gomez DR et al!31

Iyengar P et al.l®

SABR-COMET!®

Advanced NSCLC,
stable with chemotherapy
for 3 months or more

Patient

Within 3 lesions
outside the primary site

Eligible
Surgery or radiotherapy
for all lesions,

followed by maintenance
chemotherapy

Eligible number of
metastatic lesions

Brain metastasis only

Intervention

Comparison Maintenance chemotherapy
Progression-free survival
N=49
Most (92%) had <2 lesions
outside of the primary site.

11.9 months versus 3.9 months
HR: 0.35 [90% CI: 0.18-0.66]

41.2 months versus
17.0 months

Primary endpoint
Registered number

Number of metastases in
registered patients

Progression-free survival
Overall survival

Treatment-related death None

Advanced NSCLC,

excluding EGFR/ALK alterations,

stable with platinum-based

chemotherapy for 4 cycles or more

Within 6 lesions
including the primary site

Exclusive

SBRT for all lesions,
followed by maintenance
chemotherapy

Maintenance chemotherapy
Progression-free survival
N=29

Most (97%) had <3 lesions.

9.7 months versus 3.5 months
HR: 0.304 [95% CI: 0.113-0.815]

Not reported

None

Metastatic solid tumor,
stable with chemotherapy
for 3 months or more

Within 3 organs/5 lesions
including the primary site

Exclusive

SBRT for all lesions,

followed by maintenance therapy

Maintenance therapy
Overall survival
N=99 (NSCLC; N=18)

Most (93%) had <3 lesions.

12 months versus 6.0 months
HR: 047 [95% CI: 0.30-0.76]

41 months versus 28 months
HR: 0.57 [95% CI: 0.30-1.10]

Interventional arm: 3 (5%)

Comparison arm: None

NSCLC, non-small-cell lung cancer; SBRT, stereotactic body radiation therapy; HR, hazard ratio; CI, confidence interval.
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