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Introduction GecP

Local therapy, especially radiation, has historically been used for palliation in advanced NSCLC.

Immunotherapy has transformed the treatment landscape of advanced NSCLC without actionable driver mutations.

< Is it appropriate to aim to cure systemic disease with local treatments such as radiotherapy?

» Not in widespread metastatic disease.

» But yes, in carefully selected biological subgroups—particularly oligometastatic NSCLC—Ilocal ablative therapy (especially

RT) combined with systemic treatment can modify the natural history of the disease and may even achieve long-term,

potentially curative outcomes in a subset of patients.



The oligometastatic (OMD) concept -
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From biological aspect

c tumor with limited metastatic capacity, which is intermediate between a localized tumor
\ J ./ & and a widely metastatic tumor.

i 1 #’g a lg om quantitative aspect
o AR .
L [—/‘ both the number of metastatic sites and the number of organs are limited.

om treatment aspect

a type of advanced cancer with potential for cure.

Locoregional Disease Oligometastases Polymetastases
S & P‘\ s A consensus from Thoracic Experts (EORTC)
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EORTC/ESTRO Consensus

® One patient might develop several
and different states of oligometastatic
disease throughout the course of
disease.

® Transition from one oligometastatic
state to another is not necessarily
associated with a worsening of the
prognosis.

Patients with metachronous
OMD and no nodal
involvement had the most
favorable OS.

Guckenberger, Lancet Oncol, 2020
Wilmann, Radiother Oncol. 2022

Cancer history without previous diagnosis
of oligometastatic disease

De-novo oligometastatic disease

Synchronous oligometastatic disease

Metachrenous
oligorecurrence

Metachronous
oligoprogression

Repeat oligometastatic disease

Repeat oligorecurrence

Repeat
oligopersistence

Repeat
oligoprogression

Induced oligometastatic disease

Induced oligorecurrence

Active systemic
therapy
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Induced oligopersistence || Induced oligoprogression
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Goals and Purposes of SBRT of OMD/OPD

o R IO Achieving “cure” - eradicating all . . .
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Tsai, WCLC 2025




The role of RT seems to be better established in driver-positive advanced NSCLC.

Prospective Trials of Consolidative RT in EGFR+ NSCLC

1" Author | Region Patient Time o RT RT site Outcome
Selection

64 Ofligometastatic,61%  4mos  3GEGFRTKI mz;:: mPFS 20.9 mo
Sampat®  USA sﬂ;";m 242 Polymetastatic 2mos  3GEGFRTKI 5:“?:;3 e mPFS 323mo
Keane®  USA si:h:&m 7 Polymetastatic Gmos  TONEIN oy o3 mPFS 234 mo
Peng  Ctna o P0h %mm Imos  1GEGFRTKI a8 MPFS 17.6v9 mo (p=0.02)
[ [ [ [ e

1. Zhou Y, el al. eCinicalMedicine 2024,76: 102853, 2, Sampath, et al, eClnicalMedicine 2025,87: 103435, 3, Keane, el al, Int J Radiat Oncal Biol Phys. 2025 Mar 15,121(4).975-979,: 4, Peng P. et al
Radiother Oncol. 2023 Jul:184:109661: 5, Sun, et al. JCO 2025,

Piotrowska Z, ESMO, 2025
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What is the role of RT in driver-negative advanced NSCLC?
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First Clinical trials

» Oligometastatic disease: using systemic treatment concomitante with LAT or

as an induction to create an oligometastatic status.

» Oligoprogression during systemic therapy.
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Clinical trials in oligometastatic disease: upfront SABR X1
Gecp

Palma et al*® Il One to five metastases (all 99 SOC SABR + SOC PFS 116 v54 SABR: 29%
(SABR- histologies) months (P = .001) G2+ and
COMET) [nitial OS 41 v 28 4.5% G5

S months (P = .090, Control: 9%
of original primary tumor

IB strg- = 5 (15) 13 (20) e Semiiebe

ea
' - : Long-term 5-year OS
L ‘ 6 (18) 12 (18) G T
un
g (P = .006)
Prostate W : s Control arm — Control arm
Other 11 (33) 18 (27) 100 = SABR arm ~ 100 e SABR arm
90 - 5:.‘_ 90 -
= 80+ S 80
) o= o Stratified log-rank test P = .006 E 76
wi = 1 = -
I p%m':::w mrt:‘:'mt:g::"'lm: ?Rmm:"V J 2012-2016 i’; 60 2 60 Stratified log-rank test P = .001
| ' Multi-tumor @ 50 £ 50
RANDOMIZATION = 40- S 40-
(1:2 ratio of randomization to Arm 1 vs. Arm 2) Upfront SABR § 30 - % a0 -
] e 20 ‘g-, 20 4
l l 10 & 10
Pallistive RT to any symptomatic sites SABR to ol sites of known disease 0 L 2 i 3 4 5 6 0
m;|mvzngotasam of :‘uen&e;‘amwy st discretion of Tlme (years)
T 4 T / No. at risk No. at risk
: Control 33 28 17 1 3 2 2 Contral 33 6 a 2 1
[ SIS | A SABR 6 54 44 40 21 10 5  SABR 66 32 23 20 6 3 2

Eight-year OS was 27.2% in the SABR arm versus 13.6% in the control

Jasper, JCO, 2022, Palma, JCO 2020, . . o, . . L . D -
Harrow, Int J Radiat Oncol Biol Phys, 2022 arm (hazard ratio, 0.50; 95% confidence interval, 0.30-0.84; P = .008)




B

Clinical trials in oligometastatic disease: systemic tto to create OMD .
lyengar et al’ Il One to five metastases 29 Maintenance Radical tx of primary plus PFS 9.7 v 3.5 months SABR: 29% G3, I
after first-line chemotherapy SABR plus maintenance (P = .01) no G4-5
chemotherapy chemotherapy Control: 20%
G3-4, no Gb
100 +— ;
NSCLC stage IV, no dnver mutation vs. 3.5 mo
l HR 0.304; p=0.01
75
4-6 cycles platinum CT
T 50+
l I= - SABR plus maintenance
N=29 | 5D or PR, max 5 metastases - . y .
-
SBRT Maintenance only
. 0 w0 a0 30 40 s00
Maintenances TX || Maintenances TX Time, ¢

Median sites of disease 3 (2-6)

Jasper, JCO 2022, Intrathoracic sites were the most common locations of treatment for SBRT
lyengar, JAMA ONCOL, 2017
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Clinical trials in oligometastatic disease: systemic tto to create OMD -

Gomez et al*® Il One to three metastases 49 Maintenance Radical tx of primary plus PFES 142 v4.4 SABR: 20% G3,
after first-line therapy or SABR or surgery months (P = .022) no G4-5
chemotherapy observation 0S412v1/0 Control: 8% G3,

months (P = .017) no G4-5
A
Gomez Lancet Oncol 2016 o v
Local consolidative therapy used ——
»  Hypofractionated RT or SABR in 48% .
Stage IV NSCLC - Surgery and RT for 24% g 0w
' »  Chemo-RT for 8% e
46 wcles plﬂﬁnum CT *  Hypofractionated RT and CT-RT for 12% T
min' 3 mﬂnﬂ]s THI Surgew D"IF for 4% ’ 4 Time::nomhs) ” “
l’ ‘M‘L'CT * 3] ! 3
N=49 | NSCLC max. 3 metastases G et 589 ——— - - ‘
metasiases o, B '
— Metachronous 6% Wi 05 412vs17mo L. sl
Local Tx 4 I—HL'L piyes
I Synchronous 94% Fom| wh
Maintenances TX || Maintenances TX - _-L
EGFR+ 12%, ALK 8% (LCT) «§m ey
N=25 N=24 e = ,
o ’ ! lz’u‘me (mor::hs) N "
Jasper, JCO, 2022

Gomez, JCO, 2016, 2019
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lyengar et al* I One to five metastases 29 Maintenance Radical tx of primary plus  PFS 9.7 v 3.5 months SABR: 29% G3,
after first-line chemotherapy SABR plus maintenance (P=.01) no G4-5
chemotherapy chemotherapy Control: 20%
G3-4, no G5
Gomez et al*? I One to three metastases 49 Maintenance Radical tx of primary plus PFS 142 v4.4 SABR: 20% G3,
after first-line therapy or SABR or surgery months (P = .022) no G4-5
chemotherapy observation 0S412v17.0 Control: 8% G3,
months (P = .017) no G4-5
Palma et al'” Il One to five metastases (all 99 SOC SABR + SOC PFS116v54 SABR: 29%
(SABR- histologies) months (P = .001) G2+ and
COMET) Initial OS 41 v 28 4.5% G5
months (P = .090, Control: 9%
a = .20) G2+, no G5

Long-term 5-year OS
42.3% v17.7%
(P = .006)

Limitation: None of these trials
incorporated immunotherapy

Jasper, JCO, 2022



Effect of Pembrolizumab After Stereotactic Body Radiotherapy vs Pembrolizumab Alone on Tumor Response in Patients o

With Advanced Non-Small Cell Lung Cancer: Results of the PEMBBRO-RT Phase 2 Randomized Clinical Trial

92 Patients assessed for eligitality

14 Excluded
13 0id not meet eligibility
criteris

1 Withdtew comsant

78 Harndomized

40 Randomized to intestion-to-treat
control am

A
37 FRecened pembrotzemab alone
3 Did not receive pemiteolizumab

2 Developed beain stastasis
1 Exhibited cinical dotenoration

v
40 Included = analysis

38 Randomized to wtention-to-treat
exparkmantal arm

* 2 Withdrew consent

v
15 Received pembrolizumab after
radiothorapy
1 D not receive pemirolizumab
1 Developed brain metastasis

A
36 Included = analysis

Theelen, JAMA Oncol 2019
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Pembrolizumab

200 g q3w Brief Report: Long-Term Follow-Up of Adjuvant

Key patient inclusion criteria for 6 months

. NSCLG Pembrolizumab After Locally Ablative Therapy for
« Up to 4 metastases (any site)

* No limit on prior therapies ) L ngé‘gzgzggxb OligometaStatic NSCLC

* No PD-(L})1 therapies ORI for 6 months

+ PS0-1 ‘ ASE PD or patient
(n=45) preference
Off study

Only 45 pts
100~ ; 100+ ;
69% metachronous OMD Median PFS 19.7 mo. Median OS NR
% CI: 10.8-28.5 mo. ) % CI: 37.7 mo.-NR
< 5 mEtS {2;3 1 met} = (95/0 C 0 8 mO) B; - (95/0C mo )
54% NO-1 a3 S
36% brain mets o 50 § 50
All EGFR/ALK WT a 3
' AL L L
PD-L1+ 24% 25- é’ 25-
0 Ll 1 1 I L} Ll I Ll 1 L} 0 ] ] 1 I T i ] L) 1 1
0 10 20 30 40 50 60 70 80 90 100 0 10 20 30 40 50 60 70 80 90 100
Months Months
No.atrisk 45 29 21 19 17 14 13 11 6 4 No.atrisk 45 39 35 33 20 27 26 19 10 &

Cantor, JTO Clinical and Research Reports, 2024




Advanced NSCLC patients treated with . . P
PD-1/PD-L1 inhibitors without Oligopersistence after PD-L1/PD-L1 therapy Gecp
concurrent local therapy(n=926) Exclude: viss7y oA

Inadequate follow-up(n=176) . . e
EGFR or ALK or ROS1 mutations(n=15) Multicenter retrospective study
Patients enrolled(n=698) Without baseline measurable lesions(n=37)
1001 ~ non-LCT
Oligo-metastatic before Multiple-metastatic 80 == LCT
PD-1/PD-L1 inhibitors before PD-1/PD-L1
(n=155) inhibitors(n=543) » 60 mOS 44 vs 30 m
(o]
40—
= Oligo-residual disease(n=60) ll:' akead
Oligo-residual disease(n=73) g 20- HR=0 49
95%Cl 0.30 to 0.79
1 l 0 T T T T T 1
Local consolidative Non-local consolidative 2 = = gl e X %
therapy(n=43) therapy(n=90) Niumber at Fisk months

w
o

non-LCT 90 85 59 34 11
LCT 43 43 43 38 19 2 0

100+
s 7 # —— non-LCT
Radiation therapy 39 (90.7) - g ~ LeT

Radiotherapy type

Conventional radiotherapy 19 (44.2) @ 80 mPF5 18vs 10m

Hypofractionated radiotherapy 14 (32.6) = 0=00112

Stereotactic radiotherapy 10 (23.3) 20- HR=6 58
Radiotherapy organs 5 95%CI 0.40 to 0.85

Thoracic radiotherapy 22:(512) 0 10 20 30 40

Bone radiotherapy 8 (18.6) months

. . Number at risk
Cranial radiotherapy 6(14.0) non-LCT 90 45 14 4 0
Irradiation to other sites 7(16.3) Lot 48 = L . 0

Zhang, Cancer Immunol, Immunotherapy, 2024
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Clinical trials for oligoprogression during systemic treatment e

g cancer
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CURB Il Oligoprogressive 106 SBRT +SOC SOC PFS Median PFS: 7.2 vs 3.2m; benefitin  Tsai et al.,, Lancet,
NSCLC/breast with =5 NSCLC subgroup 2023

progressive lesions

PATIENT POPULATION :
Patients with metastatic NSCLC and breast cancer O Y 29 Lung cancer pat’ents
with < g extracranial oligoprogressive lesions ‘

59 Lung cancer patients td I E mPFS 10 vs. 2.2 months

STRATIFICATION
Tumor histology (NSCLC vs, breast )

Number of progressive metastases (1 vs. > 1) v 77-82% : received Immunotherapy 0%

Receptor/mutation status
Systemic therapy (immunotherapy vs other) e

v’ 71%: 2-5 oligoprogressive lesions

Survival probabiity

1: 1 RANDOMIZATION i 3 5 9 : ., w
v’ 84-89% : no driver mutation Tone i Months
Number at risk
Arma Arm 2 2 " 6 s 3 0 0
n 24 21 17 5 1 1

No SBRT SBRT
SOC systemic therapy to all progressive sites

Consider SBRT/RT at
further progression SOC systemic therapy

In NSCLC, SBRT leads to a reduction in ctDNA (p=0.02), which

does not occur with standard of care therapy

Tsai, Lancet 2024
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Current phase I/l trials in OMD GecP

‘ ETOP-CHESS
Est. Primary
Enrolling Study Phase  Oligometastatic Definition Enroliment  Control Arm Experimental Arm Outcomes
SARON (NCT02417662) |l One to three metastases 340 Systemic Radical tx of primary plus SABR plus OS
therapy systemic therapy
NRG-LUOO2 Il or [l One to three metastases 400 Systemic Radical tx of primary plus SABR plus PFS (phase Il)
(NCT03137771) therapy systemic therapy OS (phase Ill)
SABR-COMET-3 [ One to three metastases (all 297 SOC SABR + SOC 0S
(NCT03862911) histologies)
SABR-COMET-10 1 4-10 metastases (all 159 SOC SABR + SOC 0S
(NCT03721341) histologies)

Another ongoing phase 2/3 trial (ICARS) including patients with
sOMD NSCLC will evaluate PFS and OS after induction systemic
treatment and subsequent radical treatment of residual disease

followed by cemiplimab maintenance for up to 12 months vs placebo
Guckenberger, Lung cancer 2025

Jasper, JCO, 2022



Current phase Il/Ill trials in OMD
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NRG-LU002 ETOP-CHESS

largest randomized phase Il/I1l trial conducted to
determine if LCT (=radiation and/or surgery) improves
survival outcomes in oligometastatic NSCLC

For 90% of patients enrolled, the study evaluated
|O/IO-chemotherapy -/+ LCT in a 1:2 radomization

10% of patients received cytotoxic chemotherapy only -/+ LCT

NRG-LUOO2 was closed to additional enrollment:

001 s + Consored
" 3 ; .\\ 9504653(10‘718'*)'
Planned interim analysis w W\ HRRAN R @ 1)
(216 patients) showed that 3
pre-specified PFS endpoint ; ” i
(HR of 0.83) had not been 2
reached.
0 LCT+ST ST
LCT+ST 134 80 85 52 41 78 17
ST &0 a7 13 2 18 14 10
0 6 12 18 24 K4 36
Moaiths Since Randomization

FaillTotal 1yr PFS Rate (86% Cl) 2yr PFS Rate (95% C1)
§T 45/80 48.0% (36.9, 59.0)
LCT+ST &9/134 51.5% (42.5, 50.8)

Presented at ASCO 2024

35.9% (24.8, 47.2)
40.1% (31.5, 48.6)

Multicenter single arm phase |l trial assessing
immunotherapy, chemotherapy and stereotactic
radiotherapy to metastases followed by definitive surgery
or radiotherapy to the primary tumor, in patients with
synchronous oligo-metastatic NSCLC

Primary endpoint: w0
one-year PFS, aiming
to an improvement from I «
25% to 50%.

PFS: 33%, trial did not
meet its primary
endpoint. -

1 {9)

Progresstomfree survh

0 e (1T cohort 30 (BA4%) A4 m[6d 122 A5 O (30.5% - SR + Cersored

o0 6 12 18 24 30 36

Nu 5 K [Censarnd) Months
ITT cobort 4 0) s2{ 16 L{12) 2019 1{15) 0

Guckenberger et al_, Lung Cancer, 2025




ETOP-CHESS Gecp

Max3met
Screening, Induction Definitive
eligibility treatment local treatment Exclusion criteria:

v’ Presence of a driver aberration in the

EGFR, ALK, or ROS1 genes,
Synchronous
oligo-metastatic
NoeLe SBRT to all v Presence of brain metastases not
oligometastatic sites
9 12 amenable for RSG or NSG
t f f f  Inelicibility of the ori
QoL QoL QoL QoL neligibility of the primary tumour to
—— definitive local th
G ©
B efinitive local therapy
'
FDG-PET-CT cT  FDGPETCT

The primary endpoint was one-year progression-free survival,

aiming to an improvement from 25% to 50%.
Guckenberger, Lung cancer 2025



ETOP-CHESS

Patient and tumour baseline characteristics.

Characteristic ITT Cohort (N = 49)
Histology - n (%)

Adenocarcinoma 29 (59.2)
Squamous 16 (32.7)
Other NSCLC* 4(8.2)
PD-L1 expression — n (%)

>1% 20 (40.8)
<1% 16 (32.7)
Missing* 13 (26.5)
No. of oligometastatic lesions at enrolment - n (%)

1 26 (53.1)
2 15 (30.6)
3 8 (16.3)
Oligometastatic lesion location - n (%)

Thorax 19 (38.8)
Abdomen 14 (28.6)
Non-spinal bones 14 (28.6)
Brain 4 (8.2)
Pelvis 4(8.2)
Vertebral column 4(8.2)
Neck 1(2.0)
Non-regional lvmph nodes 1(2.0)
Other® 2 (4.1)
Brain metastases - n (%)

Yes 6(12.2)
No 43 (87.8)

Negative trial

Progression-free survival (%)

No at Risk (Censored)
ITT cohort

100

20

1 = ITT cohert 34 (69.4%)

GecCP

g cancer
TesQaCh

Primary endpoint:
one-year PFS, aiming
to an improvement from
25% to 50%.

PFS: 33%, trial did not
meet its primary

endpoint. § 95% Confidence band

PFS

Median PFS (95% Cl)  1-year PFS% (95% CI)
9.4m(64-12.2) 45.0% (30.5% - 58.4%)

Events (%)

+ Censored

T T T T

0 6 12 18 24 30 36

Months

49 (0) 32 (2) 16 (7) 4(12) 2(14) 1(15) 0(15)

Guckenberger, Lung cancer 2025



NRG-LU002: Randomized Phase Il/lll Trial Of Maintenance
Systemic Therapy Versus Local Consolidative Therapy
(LCT) Plus Maintenance Systemic Therapy For Limited

Metastatic Non-Small Cell Lung Cancer (NSCLC)

Patients with metastatic
NSCLC having completed
at least 4 cycles or courses™
of first-line/induction
systemic therapy

Restaging studies reveal no
evidence of progression and
limited metastatic disease
(0-3 discrete extracramal
sites), all of which must be
amenable to SBRT/
radiation +/- Surgery

A minimum of one disease
site (metastasis or primary)
needs to be present after
first-line/induction systemic
therapy and treatable with
local consolidative therapy

W ] B = 2

Histology:

Squamous vs.
Non-squamous

Systemic Therapy:
Immunotherapy-
containing
Induction Regimens
vs. Cytotoxic
Chemotherapy
Only Induction
Regimens**

MN=~ZQOUZPpR

Arm 1:
Maintenance systemic therapy
alone**

Arm 2:

SBRT/radiation or SBRT/
radiation and Surgery to all sites
of metastases (0-3 discrete
sites) and/or irradiation (SBRT
or hypofractionated RT) of the
primary site followed by
maintenance systemic therapy.
All Arm 2 patients, even 1f
treated with Surgery, must have
one site of disease (metastasis
or primary) treated with
radiation***

If a metastatic site 1s best
treated with hypofractionated
radiation, this will be permitted
if SBRT or surgery not
indicated

*** As noted in Section 5

lyengar ASCO, 2024

NRG-LUO002
218 patients

68 sites enrolled
at least 1 pt

2:1 randomization in favor of
LCT arm.



NRG-LU002: Randomized Phase Il/lll Trial Of Maintenance -
Systemic Therapy Versus Local Consolidative Therapy
(LCT) Plus Maintenance Systemic Therapy For Limited

Metastatic Non-Small Cell Lung Cancer (NSCLC)

uuuuuuuu

PRIMARY OBJECTIVES
« Phll: Evaluate impact onof adding local consolidative therapy (LCT) to maintenance
systemic therapy versus maintenance systemic therapy alone for patients with metastatic
NSCLC — no evidence of progression/limited metastatic sites after first-line systemic
therapy
« Ph lll: Evaluate impact of adding LCT to maintenance systemic therapy versus
maintenance systemic therapy alone for patients with metastatic NSCLC — no evidence of

progression/limited metastatic sites after first-line systemic therapy

lyengar ASCO, 2024




NRG-LU002: Randomized Phase Il/lll Trial Of Maintenance e
Systemic Therapy Versus Local Consolidative Therapy
(LCT) Plus Maintenance Systemic Therapy For Limited G e C p

Metastatic Non-Small Cell Lung Cancer (NSCLC)

Maintenance LCT + Maintenance

Therapy Therapy Total
Patient or Tumor Characteristic (n=81) (n=134) (n=215)
Histology*
Non-Squamous cell carcinoma 64 (79.0%) 103 ( 76.9%) 167 (77.7%)
Squamous cell carcinoma 17 (21.0%) 31(23.1%) 48 (22.3%)
Systemuc Therapy Type*§ (n=75) (n=129) (n=204)
‘ytotoxic Chemotherap 8(10.7%) 11 ( 8.5%) 19 ( 9.3%
Immunotherapy 67 (89.3%) 118 (91.5%) 185 (90.7%)
1 49 (60.5%) 77 (57.5%) 126 ( 58.6%)
2 24 : 2
3 12 (14.8%) 18 (13.4%) 30 ( 14.0%)
4 0( 0.0%) 1(0.7%) 1( 0.5%)
5 0( 0.0%) 1(0.7%) 1( 0.5%)
Consented to tissue/blood collection
No 13 (16.0%) 26 (19.4%) 39(18.1%)
Yes - 68(84.0%) 108 ( 80.6%) - 176 (81.9%)

lyengar ASCO, 2024



NRG-LU002: Randomized Phase Il/lll Trial Of Maintenance &
Systemic Therapy Versus Local Consolidative Therapy e
(LCT) Plus Maintenance Systemic Therapy For Limited / H Gecp

Metastatic Non-Small Cell Lung Cancer (NSCLC) Negat, ve tr,al hrg cocer

1esQarch

100 L~
100 Nt + Censored
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“No phase Il trial has demonstrated the efficacy of local
treatments across the different oligometastatic disease
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Mainly small
retrospective studies or Heterogeneous study
exploratory analyses populations due to lack
available of a clear definition of
q . OMD
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Do We Need to Treat sOMD Differently from Widespread

Metastatic Disease?




Current Challenges: better systemic treatments GecCP

--------

Neither SABR-COMET nor Gomez et al found a significant
improvement in time to new metastases after local Stable Disease = Progression in Untreated Lesions New Lesions

ablation, suggesting that micrometastatic disease had

5 (18%)

seeded in many patients before local ablation of visible 11 (35%)

Oligometastases.

Overall, more than a quarter of patients had disease

progression or died early in the induction phase, with distant B
disease progression being the most common outcome. i
(CHESS TRIAL) | 4 (14%)
Lung - SBRT Lung - No SBRT
Jasper, JCO, 2022

Tsai, Lancet 2024 Guckenberger, Lung cancer 2025
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Current Challenges: patient selection GeC'F;

» As current staging techniques cannot detect potential micrometastases, it seems reasonable to begin
with systemic therapy to eliminate these micrometastases and to avoid futile LRT in patients who

do not respond to systemic treatment.

» The integration of local and systemic therapies in the treatment of OMD requires precise patient selection to

maximize therapeutic efficacy and improve clinical outcomes.




Patient selection
GecP

757 oligometatatic NSCLC patients treated with ablative therapy to all sites
457 (75%) syncronous and 148 (25%) metachronous
668 (88%) single metastatic site
A e
Ayr OS: T: 71.9% (v: “Sﬁ)
2yr OS: T:51.8% (V:47.5%)
Patient selection Toxicity risk Timing :,," : : ;;_:: :& :::;
- D Syr OS: T:30.5% (V:27.5%)
|
¥ 1
Metachronous Synchronous
(T:n = 101, V: n = 45) (T: =262, V: n=123)
¥ ¥
N Stage: NO N Stage: N1 or N2
LOW RISK (T:n =140, V: n=61) (: n=122, V:n = 62)
1yr OS: T: 88.4% (V:87.7%)
2yr “f T: 66.3% (vsso.u) l l
3yr OS: T: 62.5% (V:59.9%)
Ayr OS:T: 50.4% MM)
Syr OS:T: 47.8% (V:51.7%) INTERMEDIATE RISK HIGH RISK
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High-risk

Sy OS 47.8% 35.2% 13.8%

Jasper, JCO, 2022
Ashworth, Clin Lung Cancer 2014




Patient selection

Positive prognostic factors for OS/PFS in OMD:

L

NO disease

Smaller primary tumor

Adenocarcinoma (vs. Other histologies)
Younger age

Fewer metastases (1 vs. >1)

Neoadjuvant / perioperative systemic treatment
Absence of bone metastases

Disease-free interval >1 year

Brain metastases (vs. Extracranial metastases)
Good performance score (ECOG)

LO, VO, PnO

EGFR mutation

(Ashworth et al., Frost et al., Opitz et al., Jones et al.)
(Ashworth et al, Frost et al., Jones et al.)

(Ashworth et al., Frost et al., De et al.)

(Ashworth et al., Opitz et al.)

(Ashworth et al., Frost et al.)

(Ashworth et al., Jones et al.)

(Opitz et al., Rodriguez-Quintero et al.)

(Ashworth et al.)

(Ashworth et al.)

(Frost et al.)

(Jones et al.)

(De et al.)
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Ashworth, Lung Cancer 2013, Frost Lung Cancer 2018, Opitz EJCTS 2020, Jones Cancers 2021, De JCO Precis Oncol 2023, Rodriguez-Quintero, J Am Coll Surg 2024, Werner WCLC 2025
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Current Challenges: Molecular classification GeC'I;

» Understanding the biological behavior to each OMD subtype can aid in predicting treatment

response and prognosis.

» Consequently, these subgroups (eg,sOMD,metachronousOMD, oligopersistent disease, and
oligoprogressive disease) should be considered distinct clinical entities in the design of future

clinical trials.

» Biomarker discovery efforts should be tailored to each specific clinical scenario rather than

applied broadly across heterogeneous OMD populations.




Molecular classification

The current gold standard to identify
the oligometastatic state is to
determine the number of metastatic

sites evident on conventional imaging.

However, this definition does not
account for tumor markers and genomic

signatures, which may strongly

influence survival.

Rashdan Transl Lung Cancer Res 2021,
Choi, Front Endocrinol, 2024

Immune

Hypoxia
Acidosis  Tumor = microenvironment
Dt Metabolism  CAF  Exosomes
JAK2 L6
STAT3

Oligometastatic NSCLC: -
miR-654-5p, miR-485-3p,
miR-329, miR-655, miR-431,
miR-891a, miR-887

Intravasation
into the

bloodstream

Survival and
proliferation in the
distant site

Survival and
travel through the
bloodstream

Extravasation

Localized
disease

disease

Class P-value

of alteration

Name

Genes Predictive of ATM SNV/INV* 0.048
Oligometastatic JAK2 SNV/INV 0.058
Metastatic Disease MAP2K2 SNV/INV 0.058

NTRKI Fusion 0.058
Genes Predictive of ARIDIA SNV/INV 0.097
Widespread CCNEI SNV/ 0.088
Metastatic Disease INV,

Amplification



Predictors of progression after SBRT
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Multinational validation of distant metastasis velocity as a post-progression
prognostic score in patients with oligometastatic cancer treated with
metastasis-directed stereotactic body radiotherapy

Jonas Willmann "+ @, Sarah Baker‘, Hanbo Chen “, Edward Christopher Dee ",

Eugenia Vlaskou Badra ', Sebastian M. Christ ', Michael Mayinger ', Maiwand Ahmadsei ',
Selma Adilovic *, Subhadip Das "™, Linden Lechner ©, Wei Liu", Mitchell Liu",

Benjamin Mou ", Tanya Berrang ' ©, Devin Schellenberg ©, Scott Tyldesley ', Darby Erler”,
Puneeth lyenqar“. Kristin Redmond ', Umberto Ricardi“, Matthias Guckenberger ",

Arjun Sahgal ", Robert Olson ', Nicolaus Andratschke

European Journal of cancer, 2025

Prospective cohort
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An Analysis of the Randomized Phase Il CURB Trial :-Tumor Burden Metrics GecCP
" TGL = total number of grf{Wing lesions Hypothesis: Tumor burden metrics at oligoprogression differ
" TNL = total number of lesions in prognostic value after SBRT

=  SLD-AL = sum of longest diameters of all lesions
= SLD-GL = sum of longest diameters of growing lesions
= SLD-SRL = sum of longest diameters of stable/regressing lesions

Median Y
Median PES (95% C1) %0(95 -
mo 1

== <4cm 605(275-NR)
= >4cm 108(6.7-154)

== =4cm 258(7.6-48.5)
- >4cm 45(1.8-104)

og-rank
P=0.013

o] n M % 40 <«

McMillan, WCLC 2025




An Analysis of the Randomized Phase Il CURB Trial :-Tumor Burden Metrics GeC'l;

------

UVA MVA

Predictors of Progression-Free Survival HR p-value HR p-value
Prior lines of systemic therapy 1.42 (1.01-1.99) 0.044 1.45 (0.99-2.14) 0.058
SLD-Growing Lesions (reference: =<4cm) 2.69 (1.20-6.04) 0.016 2.65(1.16-6.03) | C0.021 D
Liver metastases (reference: no) 2.64 (1.01-6.93) 0.048 0.445

UVA MVA
Predictors of Overall Survival HR p-value HR p-value
ECOG (reference: 0) 2.14 (0.89-5.12) 0.089 0.142
Prior lines of systemic therapy 1.55 (1.07-2.25) 0.020 1.62 (1.08-2.43) [C0.021 D
TGL (reference: 1 lesion) 2.17 (0.90-5.21) 0.085 0.299
SLD-All Lesions (continuous) 1.06 (0.99-1.13) 0.070 0.734
SLD-Growing Lesions (reference: <dcm) | 4.23(1.69-10.58) 0.002 1.10(1.02-1.18) |C0.019>
Liver metastases (reference: no) 2.71 (0.95-7.72) 0.063 0.857

SLD-GLgroup ™ SDGL>4em W SDGLzdcm Event 8 Dean & Progessen

« SLD-GL =4 cm — SBRT + continue
current systemic therapy

+ SLD-GL >4 cm — SBRT + consider
switch/intensify systemic therapy

McMillan, WCLC 2025 e T T X R L



CURB2 Schema

Stratification:

e First-line systemic therapy (ICI alone versus ICI and chemotherapy)

Number of oligoprogressive lesions (1, 2 versus 3, 4 or 5)

e Eastern Cooperative Oncology Group (ECOG) performance status (0, 1 versus 2)

Participants with metastatic
NSCLC on first-line ICI-
based systemic therapy
having received at least 3
cycles

Restaging studies reveal <
5 extracranial
oligoprogressive lesions, all
of which must be

amenable to SBRT"

Oligoprogressive lesions
are asymptomatic, not
requiring palliative
radiotherapy at the time of
study enrollment

ZO==-HPpN=~ZO0OUZ> X

ARM 1:
SBRT/radiotherapy®
to all sites of
oligoprogression
followed by the same
first-line SOC
systemic therapy

Continue with SOC

ARM 2:

No SBRT and switch
to second-line SOC
systemic therapy

=> | treatment until disease
progression**

Follow-up for
survival
(every 12 weeks)

N = 320 participants

o
GecpP

Different stratification factors?

Combine

SBRT + novel systemic
agents

4
Rne

Oligoprogression criterial
* Volumetric tumor burden

\ 4

« ctDNA

Tsai, WCLC 2025

Sureval
« 2+ 5 2 )

Low SLO-GL
High SLB-0L

Tene

Stratify

By SLD-GL in trials

\




Conclusions

------

1. The survival benefit of radiotherapy in the immunotherapy era remains unproven.
Modern data—most notably the NRG-LU0O02 randomized trial—showed no significant improvement in
progression-free or overall survival when adding local radiotherapy to maintenance systemic therapy in

synchronous oligometastatic NSCLC

2. Radiotherapy may only benefit a highly selected subgroup of patients.

3. Optimal sequencing of radiotherapy and systemic therapy is unknown.

4. Combining radiotherapy with immunotherapy has theoretical synergy but carries toxicity concerns.

5. Future use of radiotherapy should be biomarker-driven rather than lesion-count-driven



Next Steps

Jongbloed, JAMA Oncol, 2025

Defining the oligometastatic state

nnnnnnn

« Probabilistic finding or
biological entity

- Radiological or biological
diagnosis

« Lesion count or aggressiveness
of disease

« Role of organotropism

« Role of micrometastases

Treatment strategies I

- Different treatment
for oligometastatic and
polymetastatic disease

- Sequencing of local and
systemic therapy

- Radiotherapy and
immunotherapy:
synergy or risk
of toxic effects

Predicting treatment response

« |dentifying true
oligometastatic disease
before treatment initiation

- Predicting efficacy of systemic
therapy

« Role of ctDNA in liquid biopsy,
radiomics, and Al

/ I Research and clinical practice

- Lessons learned from
negative trials

« Need for biomarker-driven
patient selection
in clinical trials

« Optimal combination
of ICl and local therapy
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