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Lung Cancer
Screening
Lung Cancer Is Commonly Diagnosed at an Advanced Stage
and Is Associated With a Poor Prognosis @ﬂ@.lﬁ“ﬂ@ in
/ Early Stages
Diagnosed Cases of NSCLC by Stageld 5-Year Survival for Patients with NSCLCIPr
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Low-Dose CT Screening

Stage Shift

Percent of St.age | Cases Detected in LI...I]"Ig Cancer = The majority of cases detected
-k
m [;O)a @ uJ] [m@ a[m@@ﬁ Sereening R T4 through LDCT screening are
0%
= stage | where curative
o a ™1 s3% ] < resection is likely(@iX
creening on staging amn
e 50% - 50% = Among patients in the
e 0
o i 36% International ELCAvatudy
m@ﬁaﬂﬂ (N = 31,567), 73% with stage |
. 24% ™ disease who underwent surgical
o resection within 1 month after
10% diagnosis had an estimated 10-
0% ! L year survival rate of 92%[X
NLST NELSON DLCST DANTE MILD Lusi ITALUNG UKLS General
(N =53454)(N = 15,792) (N=4,104) (N=2811) (N=4,099) (N=4,052) (N=3206) (N=4055) population
3ncludes Stages IA and IB; estimated from SEER set of prop Tth edition IASLC staging
CT, computed tomography, ELCAP, Early Lung Cancer Action Program; LDCT, low-dose computed graphy. RCT ized clinical trial

a_National Lung Screening Trial Research Team. N EnglJ Med. 2011:365.395-409; b. de Koning HJ, et al. N Engl J Med. 2020,382.503-513; c. Wille MM, et al. Am J Respir Crit Care Med. 2016,193:542-551; d
Infante M, et al. Am J Respir Crit Care Med. 2015,191:1166-1175; e Pastorino U, et al Ann Oncol. 2019,30-1162-1169; f Becker N, et al, Int J Cancer, 2020,146:1503-1613; g Lopes Pegna A, et al. J Thorac
Oncol. 2013,8:866-875; h. Paci E, et al. Thorax. 2017.72:825-831. i Field JK. et al Health Technol Assess. 2016.20:1-146. | Heist RS, et al. Cancer Cell 2012,21:448 62, k. Henschke CI, et al. N Engl J Med
2006,355:1763-1771

Lung Cancer Screening Significantly Reduces Lung Cancer Mortality

3 Large Randomized Trials

RR or HR Positive Lung Cancer Screening Trials
N, LDGT arm 3 N confror amm (95% CI) -==NLST ——MNELSON (males) ——MILD
RR: 0.8 :
[2.6] P
NLST (2011)1 26,722 26,732 (0.73, 0.93)
NELSON (2018)l RR: 0.76
(males") g5as 12 (0.61, 0.94) o=
HR: 0.61 :
[a] :
MILD (2019) 2376 1723 (0.39, 0.95) ‘—I—;
0 0.5 1 1.6 2
Favors LDCT Favors Control
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*Among male participants. Among female participants, RR = 0 67 (95% CI: 0.38, 1.14) G e c '

HR, hazard ratio, MILD, Multicentric ltalian Lung Detection Trial; NELSON, Dutch-Belgian Randomized Lung Cancer Scresning Trial, NLST, National Lung Screening Trial; RR, rate ratio
a. The National Lung Screening Trial Research Team. N Engl J Med 2011,365:395-409, b. National Lung Screening Trial Research Team. J Thorac Oncol. 2019,14'1732-1742, ¢ de Koning HJ, et al. N Engl J lung cancer

Med 2020;382:503-513, d Paslorino U, et al. Ann Oncol 2019,30:1162-1169 rasearch



Biomarkers with a recommended first-
line targeted treatment option:

* EGFR exon 19 del, L858R, S768l, L861Q,
G719X, Exon 20 insertion

* ALK rearrangement

* ROS1 rearrangement

* BRAFV600E

* NTRK rearrangement

* MET exon 14 skipping

* RET rearrangement

* PD-L1 positive (negative for other
actionable molecular biomarkers)

Biomarkers with targeted options for
second-line or later:

* KRAS G12C
« ERBB2

ecul

Emerging biomarkers

* High-level MET amplification
o Definition of high-level amplification is

still evolving

o NGS assays will give a value
dependent on bioinformatics and
enrichment of starting material (blood
or tissue)

o Cellular assays (ie, FISH) have
different workflow but may be more
consistent

o Capmatinib, crizotinib, or tepotinib may
be used (not FDA approved for this
indication in NSCLC)

* Many other predictive biomarkers (eg,
NRGH1, RIT1, NF1, PIK3CA) are currently
under evaluation in clinical trials for
treatment of advanced/metastatic NSCLC

Biomarkers

c;::tee ;;r Alteration NCCN preferred therapy Other recommended therapies
Osimertinib + pemetrexed + (cisplatin or carboplatin) (for
Exon 19 del or LB58R | Osimertinib* nonsgamous)*, erlotinib*, afatinib*, gefitinib*, dacomitinib*,
erlotinib + ramucirumab, or erlotinib + bevacizumab
EGFR* 277‘:25("861 e Afatinib or osimertinib Erlotinib, gefitinib, or dacomitinib
Amivantamab + carboplatin +
Exon 20 insertion pemetrexed (non-squamous)* or
systemic therapy
KRAS G12C Systemic therapy based on PD-L1
e
ALK Rearrangement Alectinib*, brigatinib*, o lorlatinib* ICe”t'"'*.’ . o
n certain circumstances: crizotinib
ROS1 Rearrangement Entrectlmp, .cnzotlmb, or Ceritinib
reprotrectinib
BRAF V600E Dabrafenlt_J e trgn?etln!blor In certain (_:lrcumstances: vemurafenib or dabrafenib
encorafenib + binimetinib Or systemic therapy
NTRK1/2/3 | Rearrangement Larotrectinib or entrectinib In certain circumstances: systemic therapy
MET Exon 14 skipping Capmatinib or tepotinib In certain circumstances: crizotinib or systemic therapy
RET Rearrangement Selpercatinib or pralsetinib In certain circumstances: cabozantinib or systemic therapy
ERBB2 . .
(HER2) Mutation Systemic therapy
=500% and negative
for actionable
molecular biomarkers®
=1%-49% and
PD-L1 negative for actionable | Systemic therapy, please see NCCN guidelines for the most up to date list

molecular biomarkers®

<1% and negative for
actionable molecular
biomarkers®

*NCCN Category 1 recommendation; *the most common resistance mutation to first- and second-generation EGFR TKls is EGFR T790M;
bsee NCCN NSCLC guidelines for recommended therapies for patients with contraindications to PD-1 or PD-L1 inhibitors
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RTT =
36.000 pts

TASA DE ANALISIS DE MARCADORES (%)

EL 81,2% DE LOS PACIENTES DE LA COHORTE TIENEN ANALIZADO AL MENOS 1 MARCADOR

o> | ATLAS PROJECT )

GecCP
=) RATIONALE )

Testing Situation in Spain:

*  No national plan exists for molecular biomarker analysis in Spain

*  TTRshowed some differences across spanish regions.

*  Molecular testing is not accesible for all centers.

* Anincrease in the number of markers is expected in the next years
*  Cost effectiveness of decentralized testing?

A centralized network with a technical ability and a
competitive attitude is needed

to support the weight of precision medicine.
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We hope for rapid integration into daily clinical practice

ctDNA Analysis & Clinical Applications

Liquid
Biopsy

Patient with cancer

Sample
Analysis

-

| Quantifying total cfONA |

|
- - DDA
N \

: i.Anal d
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methyla t p atter

Clinical
Application

Screen ing/Diagnosis

Staging/Prognosi

Molec IPflg/

Dao et al. 2023 Int J Mol Sci

 Early detection/screening

« |dentification actionable genomic
alterations

 Disease monitoring (e.g. MRD)

» Acquired resistance variants
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Importance of the MDT in Patient-Centered Care

Pathologist

Medical oncologist @ Pulmonologist
y Physician assistant,
suralenl - Patient nurse or nurse
urgical oncologis practitioner,
pharmacist

Radiation oncologist Physiotherapist

i THE

¢e6o U

MDT, multidisciplinary team




CLINICAL PRESENTATION

Incidental Nodules

Incidental « Multidisciplinary

finding of nodule evaluation?
suspicious for * Smoking cessation
lung cancer counseling

Lung nodules in
asymptomatic patients at

RISK ASSESSMENT®

‘Patient factors

* Age

* Smoking history

* Previous cancer history

* Family history

* Occupational exposures

* Other lung disease (chronic obstructive
pulmonary disease [COPD], pulmonary fibrosis)

* Exposure to infectious agents (eg, endemic
areas of fungal infections, tuberculosis) or risk <
factors or history suggestive of infection (eg,
immune suppression, aspiration, infectious
respiratory symptoms)

Radiologic factors®d

* Size, shape, and density of the pulmonary
nodule

* Associated parenchymal abnormalities (eg,
scarring or suspicion of inflammatory changes)

* Fluorodeoxyglucose (FDG) avidity on FDG-PET/
CT imaging

Solid nodules
Follow-up
/ (DIAG-2)

Subsolid nodules
Follow-up
(DIAG-3)

NCCN Guidelines for Lung

high-risk detected during lung
cancer screening with LDCT

FINDINGS FOLLOW-UP¢.d:g:h
<6 mm *» No routine follow-up
Low risk® 6-8 mm —— » CT at6-12 mo ———» Stable ——> Consider CT
at 18-24 mo
Consider CT at 3 mo,
Incidental >8 mm > FDG-PET/CT, or biopsyl
finding: solid
nodule(s) on
chest CT <6mm — > cT a_t 12 mo______ Stable — No routine follow-up
(optional)
Repeat CT at
. - f JE— -
High risk 6-8 mm » CTat6-12 mo —— Stable —> 18-24 mo
>8 mm Consider CT at 3 mo,

FDG-PET/CT,! or biopsyl

"~ Cancer Screening

4 9

FINDINGS FOLLOW-UPS.dgh
Solitary pure <6 mm—— — —  — No routine follow-up
gn:’urlld-glass}<: CT at 6-12 mo to confirm no growth or
nodules 26 mm——— —  — —» (devel t of a solid it, then
CTevery2yuntil5y
Incidental
finding: Solitary <6 mm—— — No routine follow-up
st ; ; lid part-solid < « CT at 3-6 mo to confirm no growth or change in solid
no l:‘e(s) T nodules 26 mm——  —»| component, then annual CT for5y . )
on chest C « If solid component 26 mm, consider FDG-PET/CT! or biopsy!
*CT at 3-6 mo
Multiple <6 mm » If stable, consider CT at2 and 4 y
subsolid «CT at 3-6 mo
nodules 26 mm — | Sub 1t mar it

based on most
suspicious nodule(s)

L]
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Early Stages NSCLC

CLINICAL PRETREATMENT EVALUATION? INITIAL TREATMENT
ASSESSMENT
Surgical exploration
and resection™ + A
P node dissection or (N S%Lr-y4)
systematic lymph
Negative node sampling
« Pulmonary function tests mediastinal Medically inoperable,
(PFTs) (if not previously nodes high surgical risk
done) as determined by Definitive radiation Surveillance
* Bronchoscopy thoracic surgeon,™ |-+ |therapy (RT), preferably |—>
Stag_erI|A I (intraoperative preferred) and those who stereotactic ablative NSCL-17
(periphera  Consider pathologic decline surgery after radiotherapy (SABR)":%-P \
T1abe, NO) mediastinal lymph node thoracic surgical
evaluation¥) consultation
* FDG-PET/CT scank (if not B
previously done) ;‘;f;it;‘;inal _ Stage IIA/IIB (NSCL-8) or
~ Stage IIIB/IIC (NSCL-13)
nodes
CLINICAL PRETREATMENT EVALUATIONY INITIAL TREATMENT
ASSESSMENT
Surgical exploration and resection™
+ mediastinal lymph node Findings at
Operable — > |dissection or systematic lymph — |Surgery
« Molecular testing for nodle sa_mt;;Illng aft_efr plreopzr:tlve (NSCL-4)
EGFR, ALK: systemic therapy, if planne
PD-L1 testing .
Stage IB . . Consider
(peripheral Evaluate for NOorN1\ |Medically |Definitive | |adjuvant
T2a, NO) :’h erap q inoperable, high No - |RT: chemotherapy" Surveillance
Stage | «PFTs ?% not surgical risk as prererably |~ [for high- (NSCL-17)
(central reviously done) determined by SABR"P risk stage Il
T1abc-T2a, NO) . gr oncho syc o thoracic surgeon,”! (especially T2b-3)
Stage Il . Patholoaic Py and those who
(T1abc-T2ab, maedi:st?nal vmbh decline surgery afier N1 - NSCL-10
N1; T2b, NO) ymp thoracic surgical E—
Stage IIB node evaluation consultation e
(T3, No)' * FDG-PET/CT scan* (if S ™
Sta’ge A not previously done) "
(73, N1 "contrast Nz or N3 " Stage HIBAIG (NSCL13) GecCP
(stage II, llIA)
(stage IB [optional]) Itng canser
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Adjuvant Treatment

ADJUVANT IMMUNOTHERAPY TRIALS

No. of Experimental Control Prior Adjuvant Primary
Study Registry No. Stage Patients Arm Arm Therapy Endpoint
ANVIL NCTO2595944 IB (=4 cm), Il, 903 Nivolumab Observation CT and/or RT DFS, OS in ITT
HIA (AJCC 7th 1 v allowed DFS, OS in
edition) PD-L1 = 1%
PEARLS/ NCTO2504372 B (>4cm), Il, 1,177 Pembrolizumab Placebo CT allowed; DFS
KEYNOTE- A (AJCC 7th (1ly) No RT allowed
091%° edition)
IMpower0107® NCTO2486718 IB (=4 cm), Il, 1,280 Atezolizumab Observation CT required DFS in PD-L1 TC
1A (AJCC 7th (16 cycles) (BSC) (CDDP) = 1% stage Il-
edition) A
DFS in all
stage II-11IA
DFS in ITT
‘BR-31 NCTO2273375 IB (=4 cm), I, 1,360 Durvalumab Placebo CT recommended; DFS in
(IFCT1401) A (AJCC 7th (1y) RT allowed (N2 PD-L1 = 25%
edition) disease) and in all
randomly
assigned
CANOPY-A NCTO3447769 H=-1B (N2) 1,500 Canakinumab Placebo CT required; RT DFS
(AJCC 8th allowed
edition)
MERMAID-1 NCTO4385368 =111 332 Durvalumab -+ Placebo CT DFS in MRD++
(AJCC 8th cT
edition)
MERMAID-2 NCTO4642469 =11 284 Durvalumab Placebo CT and/or RT DFS in PD-L1 =
(AJCC 8th (MRD +) allowed 1%
edition)
NADIM NCTO4564157 IB (= 4cm), Il, 210 Nivolumab + CT CT Not allowed DFS
ADJUVANT HIA (AJCC 8th

edition)
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ADAURA: adjuvant osimertinib has demonstrated significant improvement in
OS vs placebo in the primary population of stage II-llIA disease

Adjuvant Treatment

5-year OS rate, % (95% Cl)

[ osimertini (n=233) 85 (79, 89)
] 1 Placebo (n=237) 73 (66, 78)
i 1 i
% : 8o% | ' OverallOSHR  0.49 (0.33,0.73);
- 9 =
ADJ UVANT TKIS . TKIs in NSCLC with actionable genomic alterations (AGA) have improved the outcome in metastatic setting % &9 h i 7% | (35:03%C) p=0,0004
. These strategies have also been tested in patients with resectable early-stage NSCLC g e85 E E E os‘mem,ma;u;fz: s,;?;bo 27%
2 05
g | : 1 Median follow-up for OS* (censored patients):
Metastatic NSCLC RIT1I02% Ear|y_stage NS LC 2 044 : : : osimertinib 61.7 months, placebo 60.4 months
~NTRK fusion 0.1% § 03] : : i
FGFR1 or FGFR2 0.7% f J‘_NRG1 fusion 0.3% FGFR1 or Other genes 3 - ! ! '
HRAS 1.2% \ |/ FGFR2 2.6% 27.3% “ I I |
NRAS 1.2%\ \ RIT11.6% 01+ : | :
MAP2K1 0.7%— — : : H
4 T T T T T T T T T T T T T T 1
ERBB2 amplification 2.7% 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
MET ampliﬁcation 2.5% e Time from randomization (months)
. g \ Osimertinb 233 220 224 224 221 214 208 205 200 170 115 69 33 9 0 3
RET fusion 2.3% —# MAP2K1 2.2% \ Placebo 237 232 226 221 210 202 190 182 171 138 94 53 25 8 2 0

ROS1 fusion 1.9%

ALK fusion 4.4% amplification 1.6%

ADAURA: adjuvant osimertinib has demonstrated significant improvement in

METamplification 0S vs placebo in the overall population of stage IB-1lIA disease

MET splice 3.0% - 1.7%

v Can 5-year OS rate, % (95% Cl)

RET fusion 0.3% 0] 9?/' 93% 88% . Osimertinib (n=339) 88 (83, 91)
ERBB2 3.8% ROS1 fusion 0.9% 0] i ! Placebo (n=343) 78 (73, 82)
4 | ) |
ALK fusion 0.8% g8 ! e : OverallOSHR  0.49 (0.34, 0.70);
NF1 truncation 1.9% e i i E 0.7 - | | 78% , (95.03% Cl) p<0.0001
/ el o 1 1 1
5 06— ! ! ! Maturity: 18%
BRAF 5.5% i g ! ! ! osimertinl 12%, placebo 24%
splice 1. £ 05
E : : : Median follow-up for OS* (censored patients):
; 0.4 — : : : osimertinib 61.5 months, placebo 61.5 months
§ os- : : :
2 o] i i '
: : : !
4 - | | |
. : I | |
ADAURA: study design S S S S
6 12 18 24 30 36 42 48 54 60 66 72 78 84 920
Time from randomization (months)
i i No. isk
Patients with compIEtel_V resec‘_ed Planned treatment duration: o:u::r'\::m 339 332 325 324 319 311 304 301 294 252 176 108 50 15 0 -
stage* IB, II, IIIA NSCLC, with or wi 3 i Placebo 343 338 332 326 314 304 200 281 267 223 164 o7 a4 17 3 0
adjuvant chemotherapyt Osimertinib 80 mg, yea
. . L once daily . . . i
Key inclusion criteria: Treatment continued until: ADAURA: overall survival by disease stage
218 years (Japan / Taiwan: 220) e » Disease recurrence
WHO performance status 0/ 1 & Strat:gcatlciln byIIIIA Randomization « Treatment cgmpletion . Stage 1B, Stage IB Stage Il Stage lIA
Confirmed primary non-squamous NSCLC tage (IB vs Il vsllIA) . - Discontinuation criterion met z - 5 year OS rate,
Ex19del / L858R? A(EA By g o= Lo % (95% C)
Brain imaging, if not completed pre-operatively Race (Asian vs non-Asian) Follow-up: 3 | . Osimertinib 94 (86,97)  85(77,91)  85(76,91)
Corqplete :;esection with negative margins$ . lleintltl hrecurrenc<92:4Weel<k1% and g o4 ] Placebo 88 (80, 93) 78 (69, 85) 67 (57,75)
Maxnmum mten_'val between surgery and : , then ;VEW lwee S to g 024 ! Overall HR 0.44 063 037
randomlzatlon: _ years, then yearly (. s (95% CI) (0.17,1.02) (0.34,1.12) (0.20, 0.64)
+ 10 weeks without adjuvant chemotherapy - After recurrence: every 24 weeks € f2 18 24 30 36 42 48 54 60 66 72 78 84 90

Time from randomization (months)

« 26 weeks with adjuvant chemotherapy 43% of patients with progressive for 5 years, then yearly The benefit in OS was more pronounced with higher disease stages

o wawr we s w % % owowoeowowos oo
: 2 L Bre 106 106 106 105 104 102 1 6 8 10 o9 1 Owrganlzodo por:
disease received osimertinib as a i stage Il i Stage llIA : P
subsequent treatment g w i e e
2 08 f 2 osq T
£ \78% £ 1
. = 0 ' = 06
Endpoints : ! GecCP
% 5 % & i 4 5 04 | S 04 |
» Primary endpoint: DFS by investigator assessment in stage II-IllA patients 2 o ! 2 ]
N h , " . E ! § 0y !
+ Key secondary endpoints: DFS in the overall population (stage IB-IllA), landmark DFS rates, OS, safety, health-related quality of life . i H 2 ; lung cancer
6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 6 12 18 24 30 36 42 48 54 60 66 72 78 84 research
N Time from randomization (months) Time from randomization (months)
o0 sk No.atrisk
Oomenms 116 116 112 112 12 109 104 104 10 B 61 % 1 4 0 oo 115 115 12 T2 100 05 104 01 W0 B MO} w5 o
HHRIHRI i AR A S A — R REREETRTEEA Y




Adjuvant Treatment

ADAURA: molecular residual disease (MRD) ADAURA: molecular residual disease (MRD)

DFS and MRD event-free rate

Adjuvant treatment (up to 3 years) Post-treatment follow-up
Weeks 12 & 24 then
every 24 weeks

CtDNA sampling \

Every 12 weeks
(plasma)*

Every 52 weeks

C1D1/ baseline
(randomization)!

MRD undetected at baseline
(randomization)

MROD detected at baseline
(randomization)

MRD clearance: undetected MRD within
first two time points after baseline detected

MRD detected on-study: first detected MRD sample post-baseline (or after MRD clearance, if applicable)

Osimertinib Placebo*
At | D
it § § Al
é u;g'f g 5§. %%i?%g}‘
ha! | [lhiay
i é gégégtf
|l
i Wy
nEEY 130 MRDe E 49% MRD+
8,] B‘Dj ©On osimertinib

MRD events were detected more frequently with
placebo vs osimertinib

John T, ASCO 2024

% (95% CI)

@ 1.0 Planned treatment duration 24 months 36 months
g (36 months)
$ 09+ i 91(84,95) 86 (78, 92)
§ o84 i i
2 074 ! : 46 (36, 55) 36 (27, 45)
| i —
,Ec, 0.6 - : : HR (95% Cl) 0.23 (0.15, 0.36)t
; 0.5 4 ! | Median follow-up time, months (95% CI):
2 ; ! osimertinib 44.2 (42.4, 49.1), placebo 19.1 (11.1, 28.3)
a 044 ! e !
5 03 i 33 T
2 1 i —HH Clearance of baseline MRD
= 0.2 ! !
a 1 1 1x101
3 01 ! ' - Osimert (15)
L )] T T T T T T T T T . . y 1x10 + Placebo (n=13)
0 6 12 18 24 30 36 4 48 54 60 66 T2 w0
2
Time from randomization (months) E 1x10
No. atrisk & 1o+
Osimertb 112 107 101 8 o4 8 8 6 4 28 16 2 0
Placeho 108 76 63 56 49 43 3% 32 23 14 1 2 0 10+
MRD /
undetected I T T T 1
. . . 0 12 24 36 48
* Detected MRD at baseline was associated with poor outcomes R p—

* Patients receiving osimertinib were more likely to be DFS and MRD
event free vs placebo

ADAURA: molecular residual disease (MRD)

On treatment
MRD / DFS event

Post-
treatment
MRD / DFS
event 17%

No
MRD /DFS
event
75%

>24 months
5%

Osimertinib (n=112)

* DFS and MRD event-free
status was maintained
N\ for most patients during

MRD / DFS . . s

e osimertinib treatment
31% N 3
e At_24 m.or.1ths post
?ennt osimertinib treatment,
el the DFS and MRD event-

free rate was 66%

Placebo (n=108)

DFS and MRD event-free rate in the post-treatment follow-up period

% (95% Cl)

12 months
post-osimertinib di

24 months
post-osimertinib di

80 (71,87)

66 (53, 77)

John T, ASCO 2024

Of 18 patients with detected MRD at baseline
= 4/ 5 patients receiving osimertinib cleared MRD
= 0/ 13 patients receiving placebo cleared MRD

John T, ASCO 2024
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Adjuvant Treatment

ALINA: study design ALINA: disease-free survival (DFS)

Resected Stage IB (24cm)—lIIA DFS stage II-IlIA DFS ITT stage IB-IlIA
ALK+ NSCLC Alectinib
per UICC/AJCC 7t edition 600 mg BID Recurrence TR o T ——
Other key eligibility criteria: R Further e L S e
« ECOG PS 0-1 treatments at H oo o : g — 3 o v
« Eligible to receive platinum-based R investigator’s ) I T o s | e |t [ i B v [ | s |2
chemotherapy 1:1 choice and z o : orsm 028013009 : w ‘ ‘ orsmm 028000
py fone i ) Py
« Adequate end-organ function i fs::rvwal % : " L
« No prior systemic cancer therapy Platinum-based ofow-up
Stratification factors: chemotherapyT Recurrence 7 Tt % & 5% % & @ o7 L I a::sl:(:?:“uzw:%"ﬁdau
ratification factors: N=257 Q3W; 4 cycles No.atrisk No.atrisk (2.3%) OS events reportedt
« Stage: IB (24cm) vs Il vs llIIA e 8w m m @ % m @ w3 o 1w w w e & # % % 3
« Race: Asian vs non-Asian
Primary endpoint Other endpoints DFS stage II-IIIA NSCLC: HR 0.24 (95% Cl 0.13-0.45; p<0.001) DFS stage II-1IA NSCLC: HR 0.24 (95% Cl 0.13-0.43; p<0.001)
- DFS per investigator,* tested hierarchically: . CNS disease-free survival 2-year DFS of 93.8% (alectinib)and 63.0% (CT) 2-year DFS of 93.6% (alectinib)and 63.7% (CT)
+ Stage lI-IIIA — ITT (Stage IB-IIIA) + OS
» Safety
Solomon BJ, et al. ESMO 2023; Wu YL, et al. N Engl J Med 2024;390(14):1265-76. Solomon BJ, et al. ESMO 2023; Wu YL, et al. N Engl J Med 2024;390(14):1265-76.

ALINA: long-term HRQoL outcomes ALINA: DFS by EML4-ALK fusion variant

. . . . . T —
*  During active treatment with alectinib, MCS (mental component summary) and PCS (physical component 1001 S ™ e n —:rﬂuﬁbj_._‘.,
summary) generally improved through to week 96 and were similar to the general population §°‘5-_t:?\_:__‘-1__———— g g
e With CT, MCS and PCS improved after treatment was completed 1 i it
5 M 3 a 2 -v
¢ Similar trends were observed across health domains = | (= i =S
IR EEEERE LIRS R e A LR A
No. at risk DFS (months) No. at risk DFS (months) No_at risk DFS (months)
60 Neckhb 2 8 28 27 2 15 12 7 2 1 MNeckh 6 5 5 5 4 3 2 1 0 0 Vi2 28 88 27 20 15 12 7 2 1
e p——— et B 22T BRI 3] cememtidiiiiorool 327 s
- x ot ? R R B F 3 E LD
. . Better HRQoL
Alectinib I i R S R S S — . - aweaxa . EHLALK o vt . oty st i
g £ orsd - §or
g % 2050- ,;.050 2050 i
S‘ Baseline Week 3 Week 6 Week 9 Week 12 Week 24 Week 36 Week 48 Week 60 Week 72 Week 84 ‘Week 96 ‘2025- = Necind '205 = Necind 3025 :g
B . — Chemotherapy = Chemotherapy = Other EML4-ALK fusion variant
¢ LR A LR R S A LR S S A A
L) Better HRQoL No. at risk DFS (months) _ No. at risk 055 (months) No.at risk DFS\M)_
Poplalon m =50 B 2 BB R DL Tl G Mmuuunlgg}0 EEE S ERERE i
Chemotherapy L R e e Ober EBMeAKisnvin 13 B 13 1 8 & 5 3 1 0 Crganizado por:
4 \’___f l WoreHRA0L * Alectinib showed DFS benefit vs chemotherapy regardless of EML4-ALK fusion variant ;)
40
Baselne  Week3 ~ Week6  Week9  Week12 ~ DFUVY  DFUV2  DFUV3  DFUV4  DFUVS  DFWVE  DFLV7 * Alectinib and chemotherapy showed comparable DFS in all EML4-ALK fusion variants G e C p
Nishio M, et al. ASCO 2024 Solomon BJ, et al. ESMO 2024 lung cancer
research



Locally Advanced NSCLC

. European Medicines Agency

\:\ Chemotherapy

g U.S. Food and Drug Administration

\:\ Targeted therapy + chemotherapy

D' herapy =+ c L

py

ADJUVANT

NEOADJUVANT
AND
PERIOPERATIVE

Advances in the adjuvant and neoadjuvant systemic treatment in resectable NSCLC

PEARLS/KEYNOTE-091%°

CALGB 96335

I BLT® H LACE Meta-analysis*

I JBR-10%° ‘

ANITAS?

T

Adjuvant chemotherapy ADAURA® ALINAZ

broadly established

Neoadjuvant chemotherapy CheckMate 816%"

accepted as alternative

NATCH®

| KevNOTE-671% || Neotorch® |

Houda et al. The Lancet Regional Health — Europe 2024

CheckMate 816

TD-FOREKNOW

NADIM Il

NADIM

AEGEAN

KEYNOTE 671

Neotorch

CheckMate 77T

RATIONALE-315

ICl plus

Surgery

Surgery

Surgery

Surgery

Surgery

Surgery

Surgery

Surgery

Surgery

1 >

Adjuvant ICI ICl

Nivolumab

Camrelizumab

Nivolumab

Nivolumab

Durvalumab

Pembr

Toripalimab
Organizado poe
Organizado pon

= o
— e GECP

< > lung cancer
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12 months
-« >

Verma et al. Cancers, 2024



Local |y Advanced NSCLC Perioperative chemotherapy and nivolumab in non-small-

cell lung cancer (NADIM): 5-year clinical outcomes from a

— 1" multicentre, single-arm, phase 2 trial
S TR = 80+
= &
H g 6o
£ £
s ° .
Patient baseline characteristics | N=46 (ITT) : SLP 77% a 2 afios g w0 SLP 76% a 5 afios D ctDNA clearance
Age (median, range) 63(41-77) £ g 20 1004 1004
Male, N (%) 34 (74 %) g —
ECOG PS 0 T T T T 1 3 8o g &7
o (% 25 54 NP N P A N N o 12 2 % 4 6 : o % ol
1N (%) 21 (46%) (number censored) ) PFS (months) & g
Smoking status, N (%) B N° at risk b i 2 404
Former/current 46 (100%) 1007 ’ 46 43 37 33 29 29 § 40 s 4
w a —— ctDNA clearer 4
Adenocarcinoma, N (%) 28 (61) 100+ % 20| — ctDNA non-clearer © 204
Co-morbidities, N (%) 43 (93,5) 7 - so-_‘_‘_‘_H_‘_‘—‘;-— = o HR3.06 (Qf% @ 0'73’13'90); p=°’°|79 : . o HR 6'88(?5% “ 1’29?6'78); p=°°|°7° : X
N2 33(89.2) 5 g i 0 12 24 36 48 60 0 12 24 36 48 60
Multiple station 25 (75.8) % i SG 90% a 2 afios E 60-] Number at risk Time from diagnosis (months) Time from diagnosis (months)
° § 40 0, A (number censored)
25 E SG 82% a 5 afios CtDNA clearer 27 (0) 27(0) 23(0) 23(0) 21(2) 21(2) 27(0) 27(0) 26 (0) 26 (0) 24(2) 230)
o 20 CtDNAnon-clearer 13(0)  10(0) 9(0) 70 503) 5(3) 13(0) 12000  11(0) 8(1) 5(3) 5(3)
3 6 12 18 24 30 0 T T T T 1
Tone s gposs (moneh) 0 12 24 36 48 60
Numberatrisk 46(0) 46(0) 46(0) 4500 4300 211) os (mo"ms’
(Rescsie N° at risk
) ) 46 45 43 38 33 3R
Provencio et al. Lancet Oncol, 2020; Provencio et al. WCLC 2024
A Pathological response
100 100
g
= 80— . 804
2 =®
s
: g
2 60 L ' g 60
[}
k= a
£ 40 T 407
2 —— Complete g
5 20+ —— Non-complete © 204
<]
& HR 6-19 (95% Cl 1-41-27-16); p=0-011 HR 9-20 (95% Cl 1-72-49-10); p=0-014
0 T T T T 1 0 T T T T l
0 12 24 36 48 60 0 12 24 36 48 60
Number at risk Orgentzado por
(number censored) 3
Complete 26 (0) 26 (0) 25(0) 22(2) 19 (5) 19 (5) 26 (0) 26 (0) 26 (0) 23(2) 20 (5) 20(5)

Non-complete 15(0)  14(0)  10(0) 9(0) 8(1) 8(1) 15(0)  15(0)  14(0)  12(0)  10(1) 9(1) Gecp
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Locally Advanced NSCLC

Aclaramiento del
ctDNA

Resecabilidad
Inicial

Expertise del equipo

quiruargico y médico

Valoracioén
Multidisciplinar
Resecabilidad Post-
« TAC iv/PET/ Esdif. Inv. Mediast. neoadyuvancia

* RO, NO-N1, N2 uni/multiestacion
» Mortalidad perioperatoria esperada

@ncias del paciintb'
Perfil molecular




Unresectable NSCLC

Unresectable Stage Il NSCLC B N
P ACI F I c without progression after definitive Durvalumab Primary endpoints
Patients with locally advanced, Osimertinib 80 mg, platinum-based cCRT" (22 cycles) 10 mg/kg qzwhjga ;12 to 12 months - PFS by BICR using
* i ]
ur_]tr:sectable stage "‘; E_GFR/rfn ”SC'LC once daily Treatment duration until BICR-assessed progression 18 years or older . EEC'ST i1
with no progression during / followin, < r .
definitivi CgTT bty g g Randomization (per RECIST v1.1), toxicity, or other discontinuation WHO PS score 0 or 1 POSLCCRT P
2:1 criteria If availabl hived CRT stratified by age, sex, and Key secondary endpoints
< . . . = e = available, archived pre-Cl smoking history

Key inclusion criteria: (N=216) Open-label osimertinib after BICR-confirmed tumour tissue for PD-L1 testingt + ORR, DoR, and TTDM by
« 218 years (Japan: 220) — progression offered to both treatment arms$ BICR u5|n§ RECIST v1.1
- Stratification by: All-comers population

PRS0 Concurrent vs sequential CRT (i.e. irrespective of PD-L1 status) * Safety
« Confirmed locally advanced, Stage IlIA vs stage HIB/IIC g ) . PROs

unresectable stage llI* NSCLC China vs non-China Tumor assessments: N=713 randomised
. +

Exi3delyLesaR + Chest CT/MRI and brain MRI
« Maximum interval between last dose of Placebo, < Atbasel s ke 'to Woek 48  th

CRT and randomization: 6 weeks once daily LRI Ty SRIEE SRS e DIOVETY,

12 weeks until BICR-assessed progression

Endpoints
« Primary endpoint: PFS assessed by BICR per RECIST v1.1 (sensitivity analysis: PFS by investigator assessment)

« Secondary endpoints included: OS, CNS PFS, safety

LAURA LAURA

Tumor response by BICR Interim analysis of overall survival

Progression-free survival by BICR : « Inhe placsbo arm, 81% of palets wih BICR.confimed progression rossed ovr o csimerti
N Onimbriini 10 e Median 0S, months (95% C1)
o W‘“ Gsimertin 540 (465, NC)
109 Median PFS, months (95% Cl) & oy NR@21.NC)
09 Osimertinib  39.1 (315, NC) ) osmm msn a0z 150,
;; p—| Placebo 56(3.7,7.4) L comunt 3%, pacebo 1%
& ol 1 PFS HR (95% CI): 0.16 (0.10, 0.24),
H ; p<0.001 - ' :
S 06 o 1 Maturity 56%: o1
H i osimertnb 40% placebo 86% :
£ o5 : Objciv espnse e % (85% C) 5050 2245 S T T e e g A e i
g : : |: : + + Disease control rate, % (95% Cl) 89 (83, 94) 79 (68, 88) No. at risk Time trom randomization (months)
5 04 o 1 Median duration of response, months (95% Cl) 36.9 (301, NC) 65(36.83) Osimeto 143 142 138 135 13 10 127 MS 10 86 T ® 49 ¥ B 9 2 9 4
5 '
'
£ 03 : Sites of new lesions by BICR
H '
g 024 TS—
& : b 2 o *  ORR57% vs 33%: DCR 89% vs 79%; mDoR 36.9 vs 6.5m
L : ¢ Patients with new brain lesions: 8% vs 29%
00 & @ & Wi @ b s 0 % & @ & 0 @& L5 5 & L J W =4 * Interim data OS showed a positive trend in favor of
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 - 1 OSImer'tinib, desp|te a hlgh prOpOr'ﬁOn Of patlents
Adrona ' 3 . Pt
Ntk ifime fromandomiAen imoriths) S k crossing over to osimertinib in the placebo arm (81%)
Osimertinib 143 127 114 109 99 96 83 76 69 61 49 n 28 16 9 6 4 2 2 2 1 0 Pevis 1
P 7 5 25 5 - 8 [ —
Other 1 L]

T T TR T - T~ R TH R Ramalingam SS, et al. ASCO 2024; Lu S, et al. N Engl J Med 2024;391(7):585-97

Ramalingam SS, et al. ASCO 2024; Lu S, et al. N Engl J Med 2024;391(7):585-97 e oy

lung cancer
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Advanced Non-targeted NSCLC

10 + QT or IO+IO
Any expression PDL1

State of the art in 2024 10

monotherapy

Pembrolizumab-platinum-pemetrexed (4 cycles) followed by
pembrolizumab-pemetrexed (1, A; MCBS 47
Atezolizumab-carboplatin-nab-paclitaxel (4-6 cycles) followed by atezolizumab [I, A; MCBS 3]

PD-L1 <50%

1

1

1

1

I

I

1

1

1

:

: Atezolizumab-bevacizumab-carboplatin-paclitaxel (4-6 cycles) followed by
' atezolizumab-bevacizumab [1, A; MCBS &]

1 Nivolumab-ipilimumab + 2 cycles of platinum-doublet ChT followed by
: nivolumab-ipilimumab {1, A; MCBS 4]

! Cemiplimab-platinum-doublet ChT (4 cycles) followed by

\ cemiplimab + pemetrexed maintenance! [, A]

' Durvalumab-tremelimumab-platinum-doublet ChT (4 cycles) followed by
IR durvalumab-tremelimumab (tremelimumab one additional dose) + pemetrexed maintenance’
1

1

1

I

I

1

I

1

1

I

1

1

1

1

1

1

1

1

1

1

1

1

Non- _
Pembrolizumab
Squamous [1, A; MCBS 5¢]
Atezolizumab
(also for 1Cs =10%)

No driving
alterations
NGS-EGFR, ALK, [1, A; MCBS 5°]

ROS1, BRAF, RET, Cemiplimab

; [1, A; MCBS 4]
MET, NTRK, others (for PS 2 for all drugs:

[, B])

[l A; MCBS 4]

Nivolumab-ipilimumab (only for PD-L1 >1%)'[I, A; MCBS 4]

Targeted therapy

[I, A; MCBS 5¢]

Atezolizumab
(also for ICs =10%)
[I, A; MCBS 5¢]
Cemiplimab
[l, A; MCBS 4¢]

Pembrolizumab-carboplatin-(nab)-paclitaxel (4 cycles) followed
by pembrolizumab [1, A; MCBS 47]
Nivolumab-ipilimumab + 2 cycles of platinum-doublgt ChT followed
by nivolumab-ipilimumab [I, A; MCBS 4]
Gemiplimab-platinum-doublet ChT (4 cycles) followed by cemiplimab? I, A]
Durvalumab-tremelimumab-platinum-doublet ChT (4 cycles) followed by
durvalumab-tremelimumab (tremelimumab ong additional dose)®
(I, A; MCBS 4]

R Nivolumab-ipiimumab (only for PD-L1 =1%)'[1, A; MCBS 4

News combinations
News CkP’l

ADGC

Bispecfic drugs
First line

Other lines
GecCP
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Advanced Non-targeted NSCLC

Datopotamab Tusamitamab ravtansine Trials with TROP2 in 1L and PDL1>50%
Ado-trastuzumab ) deruxtecan P
SHtansing :::t:l)t(ltjénczﬁ ' Telisotuzumab Finatamab ]
. 1 DM4 i
! 1 ved.otln deruxtecan
; Trastuzumab b | Sacituzumab ! :
. 1
' deruxtecan : ! govitecan : — ; Anti’ ) + +
,‘ : | |' : l| - .I Anti IE’D1 TROP2 Anti PD1 TROP2
! ' : ' ' ' 1 \ Pembrolizumab  Datopotamab-Dx Pembrolizumab Sacituzumab G
\ . ! ’ ] T
: 1 DXd SN-38 ' 1 A
o DXd - || . | TROPION Lung-08 | | EVOKE-03 |
DM1 DXd
Trials with TROP2 combinations in 1L all comers
e
TROPION-LungO2 1B Dato-DXd + pembro 1L/2L NCTO04526691
+ pembro + platinum
TROPION-LungO4 B Dato-DXd + durva 1L/2L NCT04612751
+ durva + platinum
o TROPION-LuUngO7 m Dato-DXd + pembro + platinum 1L NCTO5555732
\ 18 0099 011 SO Dato-DXd + pembro ) PDL1 < 50%
ROP EACA g ¥ Pembro + pemetrexed + platinum
b 4 o TROPION-LuUngO8 m Dato-DXd + pembro Al NCTO05215340
i Pembro PDL1 > 50%
AVANZAR n Dato-DXd + durva + carboplatin AL NCTO5687266 I
Pembro + histology-specific platinum doublet
EVOKE-03 m acituzumab + pembro 1L NCTO5609968
Pembro PDL1 = 50%
EVOKE-02 n Sacituzumab + pembro g i 55

NCTO5186974
Sacituzumab + pembro + platinum

Bispecific and multispecific antibody

Teell

Tumour cell

B

Antibody

TAAI

Tumour cell

?ceTl Tumour cell

Tumour cell

Organizado poe

Blocking multiple signals '&

Maria-Elisabeth Goebeleret al. 2024 nature reviews clinical oncology

lung cancer
rasearch

Bring immune cells close to tumor cells




Advanced targeted NSCLC

Contextualizing the Data: Amivantamab (IV)
Indications and Clinical Trials in Advanced NSCLC

Status
CHRYSALIS Amivantamab | Cohorts for EGFR and FDA, EMA, NICE approval for
NCT02609776 MET EGFR ex20ins, post-platinum
PAPILLON Amivantamab + 1] EGFR ex20ins, 1L FDA approval
NCT04538664 Carboplatin/pemetrexed
MARIPOSA Amivantamab + Lazertinib 1] EGFR ex19del/L858R, Under FDA review
NCT04487080 1L
MARIPOSA-2 Amivantamab + 1] EGFR ex19del/L858R, Under FDA review
NCT04988295 Carboplatin/pemetrexed +/- 2L

Lazertinib

CHRYSALIS-2  Amivantamab + Lazertinib I/lb EGFR ex19del/L858R, Clinical trial ongoing
NCT04077463 2L
METalmark Amivantamab + Capmatinib 1 MET ex14 skipping, Clinical trial ongoing
NCT05488314 MET amplified
PolyDamas Amivantamab + Cetrelimab I/ No genotype restriction  Clinical trial ongoing
NCT05908734

. Amivantamab plus lazertinib in atypical EGFR-mutated
Amivantamab Plus Chemotherapy vs Amivantamab Plus Chemotherapy advanced non-small cell lung cancer (NSCLC):

Chemotherapy as First-Line Treatment X%S::ézgtngrg% 'A"ﬂi?’;':;g::;as?;n - Results from CHRYSALIS-2
in EGFR Exon 20 Insertion_mUtated i inih* i "- | Byoung Chul Cho', Yongsheng Wang?, Enriqueta Felip®, Jiuwei Cui¢, Alexander | Spira®, Joel W Neal®, Christina Baik?,
Advanced NSCLC: Analysis of Post- on Osimertinib: A Post-progression , Melina £ Marmeralis®, Eiki lohihara, Jong So¢ " i

. Melina E Marmarelis®, Eiki Ichihara®, Jong-Seok Lee'?, Se-Hoon Lee'!, James Chih-Hsin Yang'?, Sebastian Michels'?,
Progression Endpoints From PAPILLON Analysis of MARIPOSA-2

Zacharias Anastasiou', Joshua C Curtin's, Xuesong Lyu'®, Levon Demirdjian'”, Isabelle Leconte'®, Leonardo Trani'®,
Ryan D. Gentzler," Alexander |. Spira,2 Barbara Melosky,? Scott Owen,* Timothy F. Burns,?

Mahadi Baig'®, Joshua M Bauml'®, Pascale Tomasini?®
Erminia Massarelli,® Misako Nagasaka,” Bruno Fang,® Rachel E. Sanborn,® Oscar Arrieta, ®
Cynthia Card,"! Federico Cappuzzo,'? Karen Xia,? Pei-Ling Chu,™ Sujay Shah,™
Brooke Diorio, s Angela Girvin,'3 Parthiv Mahadevia,'* Joshua M. Bauml,'® Karen L. Reckamp'é

Division of Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, Republic of Korea; ZDepartment of Oncology, West China Hospital, Sichuan University, Chengdu, China;

3Medical Oncology Service, ValldHebron Institute of Oncology (VHIO), Vall d'Hebron Barcelona Hospital Campus, Universitat Autonoma ds Barcelona, Barcelona, Spain; “The First Hospital of Jiin University,
Changchun, China; SVirginia Cancer Specialsts, Fairfax, VA, USA; ®Stanford Cancer Institute, Stanford University, Stanford, A, USA; “University of Washington Fred Hutchinson Cancer Center, Seattie, WA, USA:
Division of Hematology and Oncology, Perelman School of Medicine, University of Pennsylvania, Philadelphia, PA, USA; “Okayama University Hospital, Okayama, Japan; "*Seoul National University Bundang Hospital
Seongnam, Republic of Korea; ''Samsung Medical Genter, Sungkyunkwan University School of Medicine, Seoul, Republic of Korea; '2Department of Medical Oncology, National Taiwan University Cancer Center, Taipei,

Enriqueta Felip,' Catherine Shu,2 Andres Aguilar,? Ke-Jing Tang,* Maria Del Rosario Garcia Campelo,5
Kang-yun Lee,® Angelo Delmonte,” Joshua K. Sabari,® Nicolas Girard,® Aaron S. Mansfield,'®

Keunchil Park, "2 Caicun Zhou, " Karen Xia, ' Archan Bhattacharya, > Mark Wade, ' Mahadi Baig,*
Trishala Agrawal,* Parthiv Mahadevia,® Roland E. Knoblauch, Rachel E. Sanborn'”

"Hematology/Oncology, University of Virginia Cancer Center, Charlttesville, VA, USA; ?Virginia Cancer Specialists, Fairfax, VA, USA; Taiwan; "“Univeristy of Cologne, Faculty of Medicine, and University Hospital Cologne, Cologne, Germany; ‘4Janssen-Cilag Pharmaceuticai, Pefki, Gresce; '“Janssen Research & Development, Spring House, PA, USA;

Pt Boree oG gt oo 3Britsh Columbia Cancer Agency, Vancouver, Brish Columbia, Canada; *McGill Universiy Health Centre (MUHC), Montreal, SJanssen Research & Development, Shanghai, China; 7Janssen Research & Development, San Diego, CA, USA; ‘8Janssen Research & Development, Allschwil, Switzerland; **Janssen Research & Development,
Corufia, Spain; Taipel, Taiwen; Tumori"Dino Amador (RST), Meldol, laly; Quebec, Canada; “UPMC Hillman Cancer Center, Pittsburgh, PA, USA; °City of Hope Comprehensive Cancer Center, Duarte, CA, Raritan, NJ, USA; Oncology & Department, Assistance Publique - Hopitaux de Marseille, Aix-Marseille University, CNRS, INSERM, CRCM, APHM, Marseille, France.
 Naw York, Y, nsiutdu Pars, France wsa USA; "University of Califoria Ivine School of Medicine, Orange, CA, USA; #Astera Cancer Care, East Brunswick, NJ, USA; *Earle A.
Versales, France; "Mayo Ciric Rochester, NN, USA; "Samsung Modicl Cenier, Seau - Chiles Research Institute, Providence Cancer Instiute of Oregon, Porlland, OR, USA; *Instituto Nacional de Cancerologia, Mexico
TexasND , Houson, TX, USA; "Shang ) hanghai,China; City, Mexico; "Amie Charbonneau Cancer Institute, Calgary, Alberta, Canada; %IRCCS Regina Elena National Cancer Institute,
Spring House, PA, USA High Wycombe, UK; Raritan, NJ, USA; "Eare A Rome, ltaly; "*Janssen Research & Development, Spring House, PA, USA; ““Janssen Research & Development, Raritan, NJ, USA;
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FLAURAZ2 Phase lll study design (NCT04035486)

Patients with untreated locally advanced /
metastatic EGFRm NSCLC

Key inclusion criteria:

Aged 218 years

(Japan: 220 years)
Pathologically confirmed
non-squamous NSCLC

Ex19del / L858R

* No prior systemic
therapy for advanced
NSCLC

Stable CNS metastases
were allowed”

(local / central test) * Brain scans at baseline
WHOPSO0/1 (MRI/CT)
Primary endp PFS by ir igator

Evaluating CROWN in the Context of ALK
Treatment Landscape: Systemic Efficacy
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Osimertinib 80 mg (QD) ~
Maintenance
RIPS xed.500 mgi osimertinib 80 mg (QD)
+ carboplatin AUC5 + trexed 500 mg/m?
or cisplatin 75 mg/m? F (Q3W)t
(Q3W for 4 cycles)

Randomization 1:1 (N=557)
Stratification by: race (Chinese Asian / non-Chinese Asian / non-Asian);
EGFR test (local / central), WHOPS (0/ 1)

nent per RECIST v1.13§

Osimertinib 80 mg (QD)

and PFS2#

Beyond Osi Progression

Follow-up:
RECIST v1.1 assessment at
6 and 12 weeks, then Q12W

—  until RECIST v1.1 defined

radiological disease
progression or other
withdrawal criteria were met

Secondary endpoints include: OS, ORR, DoR, DCR, HRQoL and safety (AEs by CTCAE v5)

TREATMENT STRATEGIES based on the resistance mechanism

Off-target Resistance

On-target Resistance

On-target mutations

Bypass Pathway Activation

EGFR
EGFR-MET
bispecific ADC
Ab +
+ EGFR TKI

EGFR TKI

L718Q/Vv

G719A
L792H/PIFIQIYV
G796S/D/RIC
G724

F712L, L7981, T854A, L844V,

V8431, L692V, V726M, E709K, +EGFRTKI

G824D, V802I/F, L747P,

L834L, S768I, E758D

EGFR Amp J
A KRAS L - B Mut

Antibody-drug conjugates

|
HEe 0

=

Selective MET inhibitors

10 + CTx +/- Anti-angiogenic

Phenotypic
Transformation

= EMT

= Histologic transformation
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Other thoracic tumors

SCLC

[r— DeLLphi-300, Phase |
Kaplan-Meier estimate of OS across clinically relevant (2 10 mg) dose levelst

Tarlatamab T ¢ i 3 moOS (all): 175 m (95% CI, 11.4-NE)
Bisa‘;ziﬁa;n r:Ab Bi:;?:ﬁ;:ggt\b o3 scbe == H H Ez ; mOS (10mg): 20.3 m (95% Cl: 5.1 to NE)
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DLL-3 T-cell-mediated engaging [— —
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f”;g. ¥ B & 2 Daiichi/ Merck/Harpoon o Tartamah 10 mg esponders v =0) % 08 mOS$ (10mg): 15.2 m (95% Cl: 10.8-NE)
i & Y oehringer Ingelheim Phase 112) " o respr - 3
£ W . (Phase 1-2) — ( 1 — & 0 i
o e o }5 = = > 4:‘ ’—i o 55 th* 0S: 73.4% 512 tht OS: 57.0% H 18- ith 0S: 46.0%
.- = = — i o T 0508 | i
£ ‘s + Others: RO7616789 (Roche/Chugai) f == m=nn R
i, ¥ = . . e MRS 4 6 e a e = a s o
" R N £ i :
1.- Paz-Ares J Clin Oncol 2023; 2.- Hummel, ELCC 2024, 3.- Dowlati JCO 2024, 4.- Ahn MJ, NEJM 2023, 5,-Sands J. WCLC 2024
Transcriptional Subtypes of SCLC
SCLC-N SCLC-A SCCP  sac
Humanized Anti-B7-H3 Deruxtecan v" High potency, membrane
i} ; gl P y _tr:" e 4 NEURODS, A sy, A POU2F3, 4 Immune
J J L pay o.a with short systemic NE-Genes NE-Genes Immune  Genes
He W, H half-life Genes
H i .
X FA A W, v Optimized DAR 4:1 JASCLY, YPOU2F3, Y ASCLY, L ASCLY,
_/H H 289 v’ Stability of the linker payload POU2F3, NEUROD, NEUROD1, POU2F3,
e S e, v Tumor-selectable cleavable Immune Immune NE-Genes NEUROD1,
3 . Organizado poe
Tetrapeptide-Based linker Genes Genes NE-Genes e
Cleavable Linker . - illi é
Topoisomerase | Inhibitor v Bystander k'”'ng effect
Payload (DXd) G e C p
Exatecan derivative EMT, IFN Signaling, and Immune Cell Infiltrate
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Other thoracic tumors

Mesothelioma

. .
Primer estudio randomizado que compara QT frente a _ [ s |

) (extended) Up to 4 cycles
P f I + Tissue confirmed pleurectomy platinum +
No mejoria en PFS ni ORR, si en SG mesothelioma ey emetrened 1 s
) ; 100 * Disease in one ; Ewe T

Estudio positivo, aprobado por FDA y EMA 5G: 18.1vs 14.1 meses e

8 2 cycles ’ | — Nosugmy

8% + Deemed surgically [— platinum+  [—o €T Sugary
Key Eligibility Criteria N'VC' 3 me/ke Q2W + _ 60 s metreed resectable)
* Unresectable pleural mesothelioma IP1 1 mg/ke Q6W Until disease k3
N = 605 ry a Up to 4 cycles
+ No prior systemic therapy (fur up to 2 years) progression, 3 40 . Ps(01) latinum + g ey =
« ECOG performance status 0-1 unacceptable toxicity H g L o o % @ o
or for 2 years for 20 H T ® NIVO + IPI .+ No end-organ pemetrexed T P L T o arconisatn (o)

Stratified by: Cisplatin or carboplatin + immunotherapy arm | : T Chemo Pt d — e el Ty wm o ow w o om o
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69(65:75) 69 (62-75)
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. e ( | f [esection
X M i 4.5% de los pacientes no recibieron el tto R0 (o residl tumou) SR
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- = - randomizacion T2 (mciosapi resualtamen] TS (5%
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Programa cientifico

Introduccion

Dr. Jose Luis Gonzalez Larriba

Hospital Clinico San Carlos, Madrid

Biomarcadores prondsticos

Dra. Ana Cardefia

Hospital Univ. Nuestra Sefiora de Candelaria, Santa Cruz de Tenerife
Estadios iniciales y enfermedad

localmente avanzada

Dr. Eider Akcona

Hospital Univ. de Cruces, Baracaldo, Vizcaya

Enfermedad metastatica

(incluyendo inmunoterapia)

Dra. Noelia Vilarifio

ICO, Hospital Duran i Reynals, L Hospitalet de Llobregat, Barcelona
Cancer de pulmdn microcitico y otros tumores
Dr. Juan Luis Marti

Hospital General Univ. Dr. Balmis, Alicante

Debate

Conclusiones

Dr. Jose Luis Gonzalez Larriba
Hospital Clinico San Carlos, Madrid
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