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Consultant or Advisory Role: BMS, MSD, Takeda, Roche, Pfizer,
Roche, Ipsen, Astra-Zéneca,

Boehringer, Bayer, Janssen, Recordati

Speaking: GSK, Roche, Ipsen, Lilly, Astellas, Janssen, Novartis,
Boehringer, Eisai, Sanofi
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Grant or travel support: MSD, Ipsen, Roche, Janssen, Pfizer,
Astellas, Takeda
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Participation in clinical trials: Merck, Astellas, Pfizer, Ipsen,
Roche, AZ, Mirati, PharmaMar, Gilead, Regeneron, Summit Ther
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MRD en la monitorizacidn en pacientes tratados con s
serplulimab + quimioterapia en 1L e

Key reSUItS ORR: 100% DCR: 100% (13/13)
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A, Swimmer plot illustrating MRD trajectory and treatment response for & E, y
all enrolled patients. B, Kaplan—Meier analysis of progression-free . <
survival (PFS) in patients with persistent MRD positivity versus those £ - Spearman E L= +
achieving MRD clearance during treatment. C, Scatter plot of correlation 2 R=0.139 ® g 7 s
between ctDNA clearance rate and tumor shrinkage rate after 2 cycles of 931 P=0.651
chemo-immunotherapy. D, Distribution of ctDNA levels and association . . . v o Fpu - - &
with PFS status. 0.9 097 06 09 1% : : it
ctDNA clearance rate (%) Timepoint
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MRD en la monitorizacidn en pacientes tratados con -
serplulimab + quimioterapia en 1L e

Take home message

+ ctDNA-based MRD detection represents a promising biomarker for predicting prognosis

in ES-SCLC. MRD clearance during treatment predicts better PFS.

« ctDNA monitoring is more sensitive than conventional imaging for detecting progression,

identifying molecular signs of disease progression months earlier.

 These preliminary findings, based on a small cohort, highlight the need for further

validation with expanded data.

Xu, IASCLC 2025



MRD en el NeoADAURA Gegg:jér

Stage Il / lI* Tumour size* . Lymph node ) EFS: Baseline MRD detection (all arms)**
involvement at baseline* 100 08%, 06 o
00 = o Y%
M Stage Il Stage lll : L | ™
p<0.0001 : . E T = | m
100% + 10 = p=0.0263 . 8= p<0.0001 $ 92% : :
19 — m ——— : « B9% i
(11,32) § . . g B ® 0757 : : .
G 75% 1 3 °7 g 6 . ) : : P I ™ m
2 € 3 T : : :
3 3 6 - L] -— : " [
= K00 o H s, - ; 0504 ; EFS HR (95% CI): 0.24 (0.07, 0.80)$
2 - 5 £ : : :
g 25% 1 3 5. 3 2+ - - 2 MRD detection status Events Landmark EFS rate % (95% Cl)
5 c —— _— & 0254 6 months 12 months 18 months
0% « 0 : : 2 e —— mm MRD not detected 3 98 (87, 100) 96 (84,99) 96 (84, 99)
Detected Not Detected Not Detected Not mm MRD detected 27 92 (85,95) 89(81,93) 82(73,88)
(n=135) detected (n=135) detected (n=135)  detected : : :
(n=52) (n=52) (n=52) 0.00 : . i
Baseline MRD status Baseline MRD status Baseline MRD status ' 0 6 12 18 24 30 38 42
Time (months)
Other patient characteristics (EGFR mutation type, race, age, — 52 49 4 3] g f / 0
sex, smoking, WHO PS, surgery) were similar between the — 135 116 90 60 38 21 11 0
baseline MRD detected vs not detected groupsT
El estado basal de MTD fue un factor prondstico para la SLE
Blakely WCLC 2025
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Pre-surgical MRD clearance was enriched with Sa’“'e “—' |
aseline ( i re- surglca

osimertinib-containing regimens and in patients with MPR
MRD clearance was associated

Treatment with osimertinib-containing regimens led to

higher rates of MRD clearance® vs placebo + CTx with MPRS across arms
Osimertinic 008 I Osimertinib + CTx — 30—
0 - s .
+ Bl Osimertinib o p=0.0378
Placebo + CTx au;
2
£ 20—
MRD o
clearance %
(n=96) =
: N 240 =
Osimertinib 3 10—
&
c
Q2
—
@
0
Placebo MRD MRD
+ MRD clearance non-clearance
CTx non- (n=96) (n=31)
(n=40) | 409, clearance
(n=31) Pre-surgical MRD clearance
across arms
Arm Pre-surgical sample

MRD clearance: 10-fold decrease in ctDNA or MRD not detected in the presurgical sample after baseline MRD detected

Blakely WCLC 2025




La MRD ultrasensible mejora la deteccion en el CPCNP resecable en estadio |

Post-operative ctDNA MRD detection in cases with relapse
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Time from Surgery (days
—>¢ Recurrence . gery (dayz)
_ Histology ctDNA-MRD Stage
CtDNA-MRD squamous O  Negative B EEE |V
Lead Time B other e

Coyne. IASCLC 2025

11 cases with recurrence assessed

In patients with MRD detected at
the post-operative landmark, the
median lead-time to recurrence
was 10 months

11/12 (92%) of samples collected
within 12 months preceding
relapse had MRD detected
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Multiomic single cell profiling reveals novel evolutionary trajectories in o
lung carcinogenesis Gecp

research

Oncogenesis initiates with molecular events before the morphological
changes in the tissues

Adenocarcinoma development Mali KRAS®!™ e
Homeostatic differentiation Premalignant differentiation F __"‘“{ Goal: To characterize
C | AT2-like Atz n,@% tumor evolutionary
------------------------------- - cell
........ '1

trajectory, focusing on the

functional plasticity in

Nt )L
AT2 coll s /, Malignancy
om—

\‘ .
...... - @ KAC

“Aweolar *».| KRTs*alveotar morphologically normal
intermediate sgtermediate cells
LUAD tumour cells .
a p oel = tissue related to MPLC
— T ) AT1-like - ¥ .
ATlcell § Tt > o cell

development.

Mazzilli et al. Nature Reviews Cancer 2025, Han et al. Nature 2024

Can we identify the factors within the pulmonary “soil” that drive MPLC development?

Hong. WCLC 2025




Multiomic single cell profiling reveals novel evolutionary trajectories in

lung carcinogenesis

Background:

* Multifocal early-stage primary lung cancer (MPLC) is increasingly

being detected.

*  MPLC patients suffer from multiple pulmonary resections with

substantial parenchyma loss.

Unmet clinical need

MPLC patients have limited treatment options beyond surgery.

Understanding multifocal tumor developmentary trajectories
is key to identifying new therapeutic targets!

Hong. WCLC 2025
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SPLC cohort )
1 | == SN Pathologic evaluation i snDNA
W o -
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Multiomic single cell profiling reveals novel evolutionary trajectories in o
lung carcinogenesis GecCP
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Pathway 2 was specific to MPLC
patients (MPLC pathway)

SPLC development MPLC development

Epithelial cells Trajectory analysis | | Tumor developmental trajectories [
; 1 I
Malignantcell1 Malignant cell2 :
(M”_‘_ e Pathway2 :
] mamzd -4 I
i ’ Pathway1 [
p I
I
' 183+ |
3 ICssub- | | — I
0 ATY Intermediate cells (IC) y oGy, owmstaring) | g mediate3 o
# Intermediate cells g%::;‘m‘:;;%ﬂ Wy, . €17 - Inter-
. P ca pueumocytes % L mediarel Increased susceptibility to
& cober i . | tumor formation
w EPI_CXCL14 ' @ rermenue 22 0 10 20 30 40
0 Malignant_enriched P, @ vmecse x> Pseudotime
F e e Are there any factors that
trigger IC1 to generate
« MPLC patients exhibit two distinct pathways that drive tumor development. q|: pathway 27

- Inflammation mediated by neutrophils in the pulmonary "soil" promotes  (@Ar2—fesy
MPLC development.

MPLC specific

Hong. WCLC 2025




Descifrando la evolucion genémica del organotropismo metastasico con o
cancer de pulmon primario y metastasis GecP

lung cancer
research

Lung cancer patients with brain metastasis exhibit worse
prognosis, due to special BBB, which complicates the
metastatic dynamics and also limits treatment options.

Whole-exome sequencing (WES) : large-scale paired primary lung

e T @ cancers and metastases-
,!2 "i = 8 \‘ 217 NSCLC patients with 538 tumors.
& ~
Vs o) é small . a ‘ -
~NC, Cearl Data sources
Vs a \. .. o Paired primary lung cancers and
A ° ¥ Ve ‘ i metastases (n=217 patients)
| 4 \ STUDY {,___:\_ Brain metastasis FBM)
g B3I ala 0 0 o[ DCIE 0 ® Jiang et al. 2021 Primary lung cancer 1 rl-{n—?O tumers; 75 negions)
N \ (n=217 tumors, 576 regions} {' L\
1 [ oraanotironp afs E = 'l‘!
\
e Brastianos et al. 2015/Shih et al. 2020 |\, Lymeh node metastasis (LNM)
\\’Q\\ S :—;\h. 2vae /. ® Fukumura et al. 2021 |;| \:;:5: (n=195 tumors, 195 regions)
A Y molecules ’ |‘ ' A
' ) e TRACERX | ;‘ ': ~)
| 0‘ Um et al. 2016 vy
)1 1
L In-house & ‘
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Descifrando la evolucion gendmica del organotropismo metastasico con o
. . : : . : GecCP
cancer de pulmon primario y metastasis il
Potential driver genes: PTPRD, FAT1, ARID1A and CDK12 in the Polyclonal seeding was common in LNM (44.1%, 86 out of 195) and in
brain-metastatic primary tumors. Other driver genes in ExM cohort. ExM cohort (37.5%, 21 out of 56), but relatively rarer in BM (20%, 14
Furthermore, these genes were under strong positive selection in out 70).
primary tumors Furthermore, monoclonal seeding was more common in treated

patients than untreated patients in ExM cohort.

. ES_P (n=125) - BM_P (n=8T) EI ExM_P (n=48) . LNM_P (r=103)
BM_Pvs. ES_F ExM_Pvs. ES_P LNM_Pvs. ES_P

Metastasis

CSMD3

LB Primary tumor

FATS . .~ N
HRA SPTA 44
EGFR FAT3 /
SAMT 355 AP @ 200
SPTAT KRAS b
ZFHXS FATd q@r
SMARCAA Wi . 2
BIRCE CTNNAZ | £ 150
G A o
pop FAM1358 1 E
CTNNDZ CTHNDT | - U
HMT20 KMT2D y \ © 400
PIHICA COHIO i > ~J bl 0.04
BIRCS wr C E = 85
KEAP? S s0 ﬂ|
ARMGAPIS * c, Q %3‘9 = i | w:|
f—r——— T W i |
OO0 30 W 10 W M TO TOOS0 30 W 10 W 0 7O 0’789% (o) —
Prevalence of driver genes (%] oA

Prevalence of deiver genes (%)

e e
BM  ExM LNM

BMs experienced frequent losses of early driver mutations through specific loss of heterozygosity
(LOH). This suggested that a higher level of purifying selection was also operating during the
initiation of BM.

The distinct evolutionary trajectories between BM and ExM/LNM in lung cancer demonstrate that drivers of
brain metastatic tropism were already present in primary tumors rather than being acquired during metastatic
spread

Xie. WCLC 2025




Breathomics for Non-Invasive Early Detection of Lung Cancer:

A Multicenter Prospective Study

Study Flowchart

Step 1: Sample Collection and GC/MS Analysis

- - -
P/ R —> B > e >
Breath sampler I
Exhale for 2 minutes TD tube Stored at-20 ‘C  Thermal desorption for 10 min GC-MS analysis Raw GC-MS data
at arate of 300 mi/min

Step 2 : Data Pre-proccess

TS :

> =t
‘l ,\‘\ g et

ing & basaline Alignment Peak picking Hherging th paaks Data matric
o

Step 3: model construction and validation

Feature selection

Step 4: POCT Breath Testing——Pilot clinical application stage

. B % = fhidiiid
e i ddiAh4

8

Wang. WCLC 2025

Internal Validation (auc=0.903)

External Validation (auc=0.875)

Sensitivity

1-Specificity

Metrics

Samples

Internal validation set

LC:381

RN
GecCP

lung cancer
research

The model demonstrated high
sensitivity , indicating strong
capability in 1dentifying true lung
cancers.

External validation set

LC: 213,

distribution non-LC: 373 non-LC: 2077
0.903 (0.881, 0.924) 0.875 (0.847, 0.904)
0.772 (0.771,0.774) 0.519 (0.518, 0.520)

Sensitivity 0.947 (0.945, 0.948) 0.920 (0.918, 0.923)
0.589 (0.585, 0.593) 0.446 (0.445, 0.447)
0.913 (0.910, 0.916) 0.969 (0.968, 0.969)
0.708 (0.706, 0.710) 0.232 (0.230, 0.234)

NPV at2% 0.998 0.996

nrevalence




Integrating Circulating Protein Biomarkers in Nodule Malignancy Prediction Model

&
GeE:Pr
Prediction Accuracy of INTEGRAL-PEN Model
1.00 Auc=C S 1.00 AUC= 0.87
0.75 AuC= 0.74 0.75 el
: 2 3
E 0.50 ‘E 0.50
0 &
0.25 0.25
0.00

0.00

1.00 0.75 050 025 0.00 1.00 075 050 025 0.00

Specificity Specificity
Models: Time to diagnosis:
== INTEGRAL = <1 year
== Brock/PanCan < 2 years

LungRADS category 4 == = 3 years

Moez. WCLC 2025
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Comparing 74 vs 80 as the upper age limit for lung cancer screening: -
multicentre cohort study B Gecp

Screen-detected lung cancer cases —— . e reh
» Yorkshire Lung Screening Trial (YLST) 7,826 screened Gabe et al. 2024
= Manchester Lung Health Check (MLHC) 4,468 screened Goodley et al. 2023

Primary outcome
* QOverall survival from diagnosis

Comparison
» Grouped by age at last routine screen: 55-74 vs 75-80
- Treatment received N

Age 55-74 Age 75-80

Routine screens, N 22,481 7,000

Cancers 390 195

Cancers per screen 1.7% 2.8%

(95% Cl) (1.6%, 1.9%) (2.4%, 3.2%) X* p<0.0001

Goodley. WCLC 2025



Comparing 74 vs 80 as the upper age limit for lung cancer screening: o
multicentre cohort study GecP
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Results: no OS difference after surgery

All cancers Surgical resection

100% 100% M“m
82%, 84%

2 75%{  55-74y 2 75%]  55-74y
o )
3 n=390 cancers 669 P n=225 cancers
o o
g 50%- 75-80y 56 a 50%- 75-80y
= -
g n=195 cancers ,g n=80 cancers
2 25%- 3 o509
® =7 p<0.001 @ 77 p=028

0% 1 0% 1

0 1 2 3 4 0 1 2 3 4
Years from diagnosis Years from diagnosis

Goodley. WCLC 2025
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Female Asian Nonsmoker Screening Study (FANSS): o
A U.S. Based Lung Cancer Screening Program in a Non-smoking Population Gecp

research

FANSS NLST TALENT
Screened population Asian women who never  Individuals who have Asian men and women
smoked smoked at least 30 pack  who never smoked and

years and if former, quitin additional risk factor
previous 15 years

n 1,000 26,722 12,011
Positive Screen Lung-RADS 3 or 4: Non-calcified nodule Solid nodule >6mm; GGO
Solid, part solid nodule 24mm >5mm

26mm; GGO 230mm

Baseline LDCT Lung 1.3% (invasive 1.1% +2.6% (includes in situ
Cancer Detection Rate adenocarcinoma) and minimally invasive)
*1.5% (invasive
adenocarcinoma only)

» FANSS is the largest lung cancer screening program dedicated to a non-smoking
population in the U.S. and demonstrates that it is feasible.

* The FANSS lung cancer detection rate from the baseline LDCT is 1.3%, is comparable to
TALENT with a selected high-risk non-smoking population (1.5%), and higher than NLST
(1.17%) and NELSON (0.9%).

* All the lung cancers detected in FANSS harbor a driver mutation (EGFR or HER2).

» Development of specific screening and management guidelines for a non-smoking
population compared to a population with a smoking history is necessary.

» As LCINS incidence rises, expanding lung cancer screening to those with no smoking
history warrants identification of high-risk groups who may benefit.

Shum. WCLC 2025
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Programa Screening Croacia GecP
Stage distribution 2019 vs LCS

54%

60%
50%

40%

Croatian LCS Program Results October 2020 - August 2025 °o%
29,5%

30%
Semi-positive Findings Positive Findings Effective Radiation Dose ’ 240
)

Total scans 6943 3099 0,87 mSv

21,5%
70129 (average value) 20%
9,9% 4,42% o
Baseline 12% 10% 11%
50078 Volume Volume =2000mm3 Male 10% °
150 - 2000mm?3 0,97 mSv °
Follow up - Diameter
20051 Diameter >15.5mm
6.5 - 15.5mm Female o
(]

D hi VDT 0,77 mSv
<400 days STAGE | STAGE I STAGE Il STAGE IV

5‘;1';, B No screening W Screening
Minimum per site
Female 0,36 mSv
46.4% .
Maximum per site Early Detection of Emphysema and Coronary Artery
e o 149 mSY Calcification - 70129 scans
50% 43% 70%. 65%

Presence of Emphysema Presence of Coronary Artery Calcification

EMild mModerate mSevere mMild mModerate mSevere

Samarzija. WCLC 2025
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Programa Screening Singapur GecCP
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National Cancer
Centre Singapore

SingHealth

Study Schema

LDCT Assessment
by Lung-RADS

Smokers T ‘ Negative Smokers: LDCT + Blood draw at Year 1, 2 -
(Current/Former) o ‘ Lung-RADS 1 Non-smokers: LDCT + Blood draw at Year 2 i ;
50-80 y/o T | 5

20 PY or more S g
N =700 k= ” =

§ > Low Probability > Smokers: LDCT + Blood draw at Year 1, 2 | -2

S Lung-RADS 2 Non-smokers: LDCT + Blood draw at Year 2 %

: E ©

g g °

B9 Intermediate Interval LDCT according to Lung-RADS If unchanged S

=< Probability (Lung-RADS 3 at 6 months; (Lung-RADS 2) o

: ' Lung-RADS 3 4A at 3 months) Next LDCT in 12 months | E

2 and 4A Blood draw at 1st interval scan from last scan ! 5

Non-smokers = =
50-80 y/o I 5
Positive family g High S
history of lung CA @ &

.| Probability | - | b
N =1300 Lung-RADS 4B +| Biopsy + Blood draw [ il

Lai. WCLC 2025
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Programa Screening Singapur GecCP

lung cancer
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Study Schema

National Cancer
Centre Singapore

s Lung-RADS distribution
// Smokers
B Non-smokers N=420
Smokers N 250 35
(Current/Former) o
50-80y/o E
20 PY or more c
o 200
N =700 =
2 .
g 27
+ 2
23 150
m
£
H
e
et 100
=
(9]
Non-smokers =
50-80 y/o I
Positive family "e 50
history of lung CA @ \
N = 1300
3 138 201 7 5 2 0
0 I [ I
LRO LR1 LR2 LR3 LR4A LR4B LR4AX
(5,1.2%)  (165,39.3%) (236,56.2%) (7, 1.7%) (5, 1.2%) (2, 0.5%) (0, 0%)

Lung-RADS Score
Lai. WCLC 2025
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Programa Screening Singapur GecCP

lung cancer
research

Conclusiones

La tasa de deteccion del cancer de pulmon en

personas con riesgo en Singapur fue del 1,9 %.

== |ncidental Findings . 330 incidentals |

B incidentals in 232/420 145 alta que NLST (1,1 %) y NELSON (0,9 %) —
w participants (55.2%)
+ 15/330 (4.5%) fumadores

potentially significant Comparable a TALENT (2,6 %) y FANSS (1,5 %)
— no fumadores

100

80 & * Cardiac incidentals most
common . . . p . s
¢ . Es necesario optimizar la estratificacion del
. WS o ey e » 1Type AB thymoma, riesgo de los nodulos detectados en pantalla y
2 I I I I 1 Modified Masaoka Stage 1B |gs vias de gestion. Es posible que Lung-RADS
: e * Underwent surgical no sea adecuado para regiones con predominio
Heart Liver Others®  Thyroid Kidneys Lungs Bones resection
Organ Grouping de GGO-

Carga sustancial de hallazgos incidentales,
siendo los cardiacos los mas frecuentes

Lai. WCLC 2025
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Genetic and Air Pollution Scores ldentify Individuals at Elevated Risk in a o
Lung Cancer Screening Cohort Gecp

research

Lung cancer SNPs and ambient air pollution

Study overview
Polygenic Risk Score (PRS)

Contains lung cancer-associated SNPs Data collection and study cohorts

. Used in breast/prostate cancer screening, CAD

. High percentile PRS: similar risk to rare germline mutations Polygenic risk score (PRS) Ambient air pollution (AAP)

i . ) GWAS: McKay et al. (2017) GWAS: Byun et al. (2022) ‘EXPANSE’ database
Ambient Air Pollution (AAP) 29,266 lung cancer cases 38,363 lung cancer cases Annual AAP exposure at residential ZIP code at randomization
Carcinogenic to humans (IARC Group 1) Discovery | | I l I | el I
. . . PRS-McKa PRS-Byun |
Strongest impact on adenocarcinoma risk - 48 :E,mti:wgﬂts 35 qr___,ne“cf,g,m__s NO, 0, LM, PM, UFP
Widely regulated pollutants: NO,, O;, PM,;, PM, 5 I | [ ] ; | ]
|
Rotterdam Study (RS) NELSON
Validation Prospective, general population cohort Population-based LDCT screening cohort
356 lung cancer cases 469 lung cancer cases
PMyg PM,; UFP
PM <10 pm PM <2.5 pm Ultra-fine particles <0.1 pm
Trap WCLC 2025
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Genetic and Air Pollution Scores Identify Individuals at Elevated Risk in a o
Lung Cancer Screening Cohort Gecp

research

Predictive value of PRS and AAP

Association with and discriminative ability for lung cancer (LC) risk

Polygenic risk score (PRS) Ambient air pollution (AAP)

Analysislexposure Cohort Cases Controls OR [95% CI| Pualue | AUC [95% CI)
| | Association with LG .
Folygenic nsk scone

Rotterdam Study (RS) NELSON PRS-McKay RS /6 1137 Com 1.02[0.88-1.21] 1.1e-01 | 0.523(0.492-0.554]
Prospective, general population cohort Population-based LDCT screening cohort NELSON 281 4823 R 122[108-137] 13e-03 | 0560 [0.524-0595]
356 lung cancer cases 469 lung cancer cases PRE-Byun RS 356 11137 ' » 1.48[1.07-1.32] 1.2e-03 | 0.541[0.510-0.572

MELSON 281 4823 . ——— 1.28[1.13-144] 6.1e-05 | 0.569(0.533-0.605)

Ambient air pollution

N=11,493 N = 7,364 NG, NELSON 468 68485 + 102 [083-112] 68e-01 | 0504 [0.477-0531]
i | Q, MNELSON 469 6895 —— 0.94 [0.86-1.04) 2.2e-01 | 0.512[0.484-0.540]
General DOPUH"T :;r;d.:oﬂerdam suburb Former and c:rregtslgn%term smokers oM, NELSON 469 0895 By 1.05(0.85-115] 3.3e-01 | 0.514 [0.467-0.541]
g ) ge - . PM,, NELSON 460 6895 . 1.11[1.01-1.22] 3.4e-02 | 0.520 [0.502-0.556]
Received four rounds of CT screening uFP NELSON 469 6095 ] 1.02(083-1.12) 6.4e-01 | 0.505 [0.478-0.533)
0.75 1 15
Of per 50
Association Lung cancer (LC) Discrimination AUC age, sex, py Clinical utlity Screen+/?
' . - PRS-Byun @ ® [ ] I Screen+/? - PRS-McKay
-' - PRS-McKay e_0, + PRS-Byun We\  LCmortality
g l -PM,, 9;{ [ ) - PRS-McKay «  Findings support integration PRS and AAP into lung
"L Adenocarcinoma g | -PRSByun cancer risk models
L~ -PM,, e® @© .@. +Both Mortality (I%ﬁ?k,/ Non-LC mortality . |
Control Cese - UFP Control ™ Case  [NGER) joene « PRS-Byun and PM identify ‘true’ lung cancer, not false-
positives, not other prevalent causes of death
UFP not regulated yet C-statistic breast cancer risk model + PRS:
0.636 = 0.653
Trap WCLC 2025
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The MIRROR study: Tumor microenvironment in Patients with Non- Small .
Cell Lung Cancer exposed to indoor radon +/- tobacco smoke Gecp

research

Observational Multicenter Prospective Cross-Sectional Study

. [ . )
=  =3-14% of lung cancer cases = Synergism = Radon + Smoking o~ e R PR|MARY ENDPOINT . h v Passive a-track
o v 2% cause in smokers ! nclusion criteria Characterization of the immune TME detector
= One of the leading risk factors in non-smokers v A x 25 risk of | . K
x 25 risk of lung cancer in smokers H i i
= Non-threshold for safety *  Patients with NSCLC and TiL densuy aSS.OCI?tEd with radon :: Radon awareness
) N with all stages exposure +/- smoking in NSCLC Demographics
= Linear relationship: v . v Life-style
- ) New diagnosed .
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AIM: To characterize the immune TME associated with radon +/- smoking exposure in patients with NSCLC

G de Herreros WCLC 2025



The MIRROR study: Tumor microenvironment in Patients with Non- Small -

: GecCP
Cell Lung Cancer exposed to indoor radon +/- tobacco smoke
researc
MORPHOLOGICAL ASSESSMENT IHC ASSESSMENT \,/
U5 E TiL density UL [ ‘We evaluated selected IHC markers
v Infiamed: ABURdant TRLS I TUmor H 7 Highy10% P l:.-lnphaid focused on T cells & other immune cells
parenchyma (intraep it.) and stroma | o <iR aggregate v o8
:-m:::::'n“:\r ::::rr:'!u::w g[ iy ¥ Absent 0% v Ei‘f“m $ ig}_ . ) @'h —.._\"

Patients co-exposed to radon & smoking exhibited inflamed TMEs with
high TILs; but no differences were observed in the presence of TLS

mepsenbyd | the radon-exposed group, we also observed an inflamed TME with e
i moderate TILs, but with CD4*/FOXP3* cells, suggesting a potentially i
i immunosuppressive TME B o
Owerall Iadnn-rsl?dtlng s:mmg No radon- all Radon smldrg Smokin g feTaponne snce
2 p No smoking Nﬂﬂnolms =203 i N130 N=11 Hed2
N=200 N=19 N=130 N=10 N=41 N=203 u-io N=130 N=11 N=42 " 4 2
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Impact of Smoking Status on the Prognosis of Lung Cancer in the IASLC
Ninth Edition TNM Classification Database

Results — Influence of smoking on survival in overall cohort
100% - Median 5-Year
Deaths / N in Years Estimate
Never 4146 /16415 NR 72% (72, 73) P . -
S o wdhes G aHR (35% G
— Current vs Never 1.39 (1.34-1.46) <.0001
g Smoking Status  Former vs Never 1.32 (1.27-1.38) <.0001
e Currentvs Former  1.05 (1.02-1.09)  0.0052
20% Multivariable results are adjusted for age, gender, histology, region of world, ECOG performance score
and stage.
N A A - - * Similar results seen in subgroup analysis based on
: L 7 . s p = " p " sex and region of the world
Variable Comparison
aHR (95% ClI) PValue aHR (95% Cl) PValue
Current vs Never 1.45 (1.38-1.53) <.0001 0.94 (0.85-1.05)  0.2715
Smoking Status Former vs Never 1.38 (1.32-1.45) <.0001 0.87 (0.79-0.96)  0.0078
Current vs Former  1.05 (1.00-1.10) 0.0379 1.08 (1.01-1.16)  0.0193

Multivariable results are adjusted for age, gender. region of world, ECOG performance score and stage.
* Results not consistent in squamous cell group, likely due to greater % of later stage cases, especially among those
who never used tobacco
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Impact of Quitting Smoking at Diagnosis on Overall Survival in -
. . . GecCP
Lung Cancer Patients: A Comprehensive Meta-Analysis e
25 estudios; 17800 p
Table 1. The pooled HRs for quitters vs. continued smokers at diagnosis, stratified by cancer stage
~ Istage  |UnadjHR |95%Cl |pvalue |AdjHR |95%Cl _ |pvalue _
NSCLC
Stage I-1lI, only 0.42 0.25-0.72 0.002 0.67 0.54-0.83  0.0003
Stage IV, only 117 0.771.77 047 0.49 0.09-2.75  0.42
SCLC
Limited stage, only 0.53 0.37-0.77 0.0008  0.61 0.51-0.72  <0.00001
Extensive stage, only 0.89 0.74-1.06 0.19 - - -
All studies
Stage I-lll or limited stage 0.50 0.37-0.67 <0.0001 0.64 0.56-0.74  <0.00001
Stage IV or extensive stage 0.95 0.75-1.21 0.68 0.49 0.09-2.75 0.42
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Exposicion a radon y alteraciones moleculares Gec;s

lung cancer
research

« ALK-positive NSCLC patients had higher radon exposure
than ALK-negative cases (142 Bg/m3 vs. 74 Bg/m3; p=0.006).

N=207  Tumors with a BRAF mutation (including non V600E) had
lower exposure (39 Bg/m3 vs. 78 Bq/m3; p=0.034).

Los pacientes con alteraciones 10091 10001
moleculares tratables (excluyendo las
mutaciones BRAF V600E y KRAS G12C) 7501 750

presentaban niveles mas elevados de
radon residencial (139 Bg/m3 frente a 68
Ba/m3; p < 0,001).

ALK_rear
Wild-type
Mutated

BRAF
Wild-type
Mutated

Radon
Radon

5001 5004

2501 2501

Aquellos con fusiones génicas tratables
con farmacos tenian niveles aun mas altos
(144 frente a 88 Bq; p < 0,001). e i

Wild-type Mutated

Figure 1. Association: residential radon concentration and molecular
alterations
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El unico viaje real de
descubrimiento no consiste
en buscar nuevos paisajes
sinO en ver con nuevos 0jos

M. Proust
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