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Biomarcadores (Dra. Cardeia)

PD-L1y TMB

Biomarcadores predictivos

/Qué sabemos?

NLR: Neutrophil-to-

Recuento de neutréfilos

Lymphocyte Ratio Recuento de linfocitos NLR 23
ALl: Advanced Lung

Cancer Inflammation IMC x Albdmina (g/L) ALl <18
Index. NLR

A/G: Albumin-to- Albdmina(g/L

Globulin Ratio. Globulina sérica (g/L) A/G<1

LIPI : Lung Immune
Prognostic Index

= dNLR LDH (U/L)

dNLR = Neutroéfilos
Leucociotos - Neutréfilos

Buen pco. dNLR<3 y LDH N

Pco. Intermedio: dNLR 23 6
LDH >250 U/L

Mal pco: dNLR 23 y LDH >250
u/L

#1320P I3LUNG: Digital pathology predicts PD-L1 expression in metastatic

NSCLC patients treated with immunotherapy

@& PFLUNG Siveston Alba Merat
el o
T | (S
é¢Qué sabemos? éNovedades? ; B
e PD-L1: La heterogeneidad » Combinacién con otros biomarcadores | >

intratumoral y la variabilidad en las emergentes: radidmica, inteligencia o TR ol el

técnicas de medicién pueden afectar su

artificial y marcadores séricos y

Whole side mages.

precisién como biomarcador.

* TMB: Aplicacién rutinaria limitada
debido a la falta de estandarizacion y
consenso sobre los puntos de corte
6ptimos (aunque =10 es el mas usado).

gen6micos con valor PRONOSTICO.

« Utiizing Al and machine ieaming processes to

CONCLUSIONS W

* To our knowiedge, this is the largest series to date demonstrating @

phenotype.
« This rapid and generaiizable model underscores the potential for
morp features to serve a5 valuable biomarkers in elucidating the
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Biomarcadores (Dra. Cardeia)

Sustained proliferative Evading growth Deregulating cellular Avmdlng nnmune
signaling suppressors metabolism lmnmmwnn
* RAS, KRAS, PTEN * Rb « GLUT1 * PD-1 ¢ TNFa
« PI3K-AKT-mTOR SO « IDH1, IDH2 « PD-L1 « NF-xB
+ RAF-MEK-ERK Gl o HK2, etc o CATL-4, etc. * NLRP3, etc.
.
EFS analysis by key molecular subgroups . il "~ .
: Vil & q - . I8 )
EFS by KRAS co-mutation w/ STK11, KEAP1, and/or SMARCA4 status (No/Yes) oo 20 LS - -
- S ; STK11 (LKB1)
Nivo Nivo plus Ipi Acquired hallmarks Emerging hallmarks Enabling hallmarks
n=60 s 5 n=30
Enabllng replicative Inducing angiogenesis Unbekmg phsnowplc SonmaarTcaks Guwr:le instability &
100% 100%
90% 70.4% 90%; * Telomerase : \F/ZSF « Dedifferentiation * SASP : i?zzii?’“lz
A7 o Telomere « Blocked differentiation « Lamin B1, etc.
z 80% (65.0, 81.4) 64.0% = 80% « PDGF, etc. * ATM-CHK2
= 709 480,762 < 709 1% " =
5 1% (480,762) % 70% éﬁ 17:/1) 53.2% 9&‘
' :
T 60% : ; S 60% - (290.724) . —Y )@
3 e
2 so% ; ; a2 s0% . : ® *
£ 40% ' ' £ 40% : !
é iy E E ; 20% 2(2) 5950{; g(z) 5(7)50/;) Acquired hallmarks ) Enabling hallmarks
] ! ; . o oo
G 50y H H G 209 H i Resisting cell death Civeling Invasen i Polymorphic
19:56% 19:6% H :
10% \odian fu68.4mo (08.575) (08)575) 10%] s redian {1 62 1m0 ' ' % BCL-2, BCL-X, zféﬁ;;;wz'w * DNA . s: h e
0% v v 0% v + « BAK, Beclin 1, LC3B * Snail s « Salmonella typl
Number a(o risk 12 zaomhsiince :ria(meenc: 5|an72 e % Number al? risk 12 MonthS since ?Featment‘sB!art g0 e ¢ P62, RIPK3, MLKL, etc/ ¢ HGF/c-MET, N-cadheriny {* HATs, HDACs, HDMTs |, eicobacter spp, efc.
No =55 49 42 32 25 17 9 7 1 No = 25 21 16 12 10 6
Yes— 5 3 3 1 1 1 1 1 Yes — 5 3 2 2 2 2 2 - e — o Cancer hallmarks-based
BARCELOVA M""ﬂfm 9 > > e biomarkers
202: Joshua E. Reuss Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. = ¢ v =4
KEAP1 Zhou et al. Signal Transduct Target Ther . 2024
Reuss J. ESMO 2024 g g

NGS

Next-generation sequencing

Current biomarkers Emerging biomarkers . o
* Ventajas de ampliar paneles
ALK LLgt STK11 P53
— e ST o - Detecqon de‘multlples alteraciones de
forma simultanea.
KRAS
ROS1 =P MAPKI  PIK3CA - ; " i3 :
G12¢ — Facilita la identificacién de mutaciones
ERBB2 BRAF .
mutations RET Ry NRG1 accionables.
NTRK PD-L1 BRCA1/2 ERBB2 — Mejora la comprension de la

amplifications A
heterogeneidad tumoral.
Regional implementation

Testing approaches
of large-panel NGS + MTB

Organizado poe

@ single-gene testing * Limitaciones

- o
- @ © Ssmall-panel NGS — No identifica alteraciones epigenéticas.

@ Large-panel NGS — Pueden pasar por alto genes no mutados del G e c p

microambiente tumoral.
lung cancer

-
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Biomarcadores (Dra. Cardeia)

Tissue biopsy

L~

FFPE samples
Cytoblocks

—3® J0m

Pathology and

Cytology

fee Tumor genotyping (NGS,

Biopsia liquida

I Advantages l

IDIadv-m-on'

. IHC (PD-L1, ALK, ROS1) RT-PCR, and/or FISH)
X

\'4

>
Z
2
2
k]
H
2
K]
-

7 Pathology information

7 Assessment of DNA and
non-DNA biomarkers
/PD-L1 assessment

7 Longer TAT

/Limited tissue quantities
7 Invasive

/ At PD, re-biopsy not
always feasible

7 Tumor heterogeneity

Liquid biopsy
(cfDNA)

| — le— @8

/High concordance rate
7 Rapid TAT

7 Minimally invasive

7 Repeatable over time

7 Better capture tumor
hetereogenity and
clonal evolution

+Non-DNA biomarkers
not evaluable
7Increased costs if
used concurrently with
tissue testing

7 False negatives

MRD — ctDNA

Exosomas

Perfiles de metilacion DNA

Tasa de mutaciones somaticas
(SMR)

Tumor genotyping (NGS,
RT-PCR, digital PCR)

Liquid biopsy

Plasma cfDNA

Checkbate 816: 4-y survival update

ctDNA clearance rate and OS by ctDNA clearance

« Among concurrently randomized patients, 89 (25%) had evaluable ctDNA levels, and 86 (24%) had detectable ctDNA
levels at baseline’-?

Prospective studies are need to understand how
best to modify therapy based on MRD findings

ctDNA clearance rate'.®

80— 100 —
& & NIVO + chemo (ctDNA clearance) L definit
7 j ong-course or indefinite
§ o MRD Positive ‘ Adjuvant Therapy, Stage g L
5 60 56%¢ mo (ctDNA clearance) Independent therapy?
5 = 604  aTTTTTT.
& ) o= —00= eve -
< g e &
< 8 il HR (95% CI) gchemo.
& 404 35%¢ CtDNA clearance vs pANOCIDRY Crearance) Post-Op
a
9 no ctDNA clearance NIVO + chemo MRD
£ 20 NIVO + chemo _ 0.31 (0.10-0.90) no ctONA cloarance) Testin
2 - Chemo 0.58 (0.20-1.64) g e
= = ..
5 0 N S &« Longitudinal MRD + Decision Informed By:
B 0 6 12 18 24 30 36 42 48 54 60 66 T2 w GECICLIERNEEINVEIEREEE . Sensitivity of MRD assay
Months from randomization
No. at risk MRD Negative ‘ OR « Safety and efficacy of
NIVO + chemo Chemo ch‘IIA deaance 24 2 2 » 2 n B N 1B R 9 2 0 adjuvant regimen
n/N 24143 15/43 s clomrance S o L + Patient preferences around

No ctDNA clearance

19 17 16 13 1" 10 10 10 9 7 3 2 0
A cleara 28 24 2 16 6 3

QoL

Adjuvant Therapy, Guided
by Stage/Pathology Organizado por:

o
GecCP

Minimum/median follow-up, 49.1/57.6 months.
*Tho main roasons for samplo attrition woro lack of tissuo for WES and lack of quality control pass for tissuo and plasma. bctDIA cloaranco was dofined as pro-surgical chango from dotoctablo ctDNA lovols boforo cyclo 1 to
ing a WES tumor-guidod izod ctDNA panol (ArchorDX Porsonalizod Cancor Monitoring). ©495% CI: 40-71; 21-51. 1. Fordo PM, ot al. N Engl J Med

Spicer J. Abstract number LBA8010 (ASCO 2024).

undotoctablo ctDIA lovols boforo cyclo 3. Analysis was
2022;386:1973-1985.
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Biomarcadores (Dra. Cardeia) " &
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P
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PCR/Deep sequencing 9 @ 99 amphﬁcatlon °
é . ¥ An amplification-associated
.3. l- Single cells are dissociated artifact is also called
Rahimian S. Biomedicines 2024, 12(1), 123 and FACS-sorted
Gecp . o
= +sHOX2 « p16/MGMT/RASSFIA Olafsson S. Trends in Genetics, October 2021, Vol. 37, No. 10
«RASSFIA > « SHOX2/SEPT9
* p16/CDKN2A « RARB2/RASSF1A
*SEPT9 « SHOX2/PTGER4.

Resisting
cell death

Sustaining
proliferative

Exosomas

——> Augments Hallmark
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Estudios Iniciales y Enfermedad Localmente Avanzada (Dr. Azkcona)

1209M0 -Neoadjuvant nivolumab and nivolumab plus ipilimumab in resectable non-small

Neoadyu Van t 7-. cell lung cancer: Combined analysis of 5-year outcomes from NEOSTAR and CA209-159.
ESMO 2024. Reuss JE, et al.
CA209-926 (NEOSTAR)' —

bt n-23

hinc o Nivolumab 3 mg’kg D1,15.29
ANZ single
: — — s
Arm B:
EC ) Nivolumab 3 mgkg 01,1529 [i]
Ipilimumab 1 mg/kg D1

Primary Endpoint. MPR Rate

I-hvolumab 3mghkg D1,15 n=21
__ Sequential Nivolumab 3mgkg D115, 29 [ SOC adjuvant
Erie im0 —
it o st

Neoadjuvant nivolumab (NIVO) + chemotherapy (chemo) vs chemo in patients (pts) with
resectable NSCLC: 4-year update from CheckMate 816. ASCO 2024. J.Spicer

o SLE: 43’8 vs.1 8’4 m Nivolumab Nivolumab plus Ipilimumab
- . — i i lysi
HR 0,66 [0,49-0,90] | * EIB-lllAresecable; EGFRy ALK Combined Pant Analyss | b | TR 2 cohorts e 30 .
|’]=358 1. Cascone et al. Nal Med 2021; 2. Forde et al. N Engl J Med 2018, 3. Reuss et al. J Immunother Cancer 2020 Gecp
= 60 o 53% o " . i
::v; b, ) , 49% NIVO + chemo ° N|VO|Umab + QT VS. QT 9 |Q NEOADW‘\A.NC{A
Sl 4% e
20 “*wj:h.‘mw
0 J 1 ; J Y l 1 4 y ) . 3 3 . T .
¢ & B OB oM B OB of.E B ® B AW 1209M0 -Neoadjuvant nivolumab and nivolumab plus ipilimumab in resectable non-small
80-| L% I7% e cell lung cancer: Combined analysis of 5-year outcomes from NEOSTAR and CA209-159.
o S o cheme ESMO 2024. Reuss JE, et al.
g 6% T ——
z P 58%° A EFS 0s
© 404 3 i il 1008 83.3%
SV NR VS NR 0% 65.0% S 10,907 70.0%
204 ’ e _ oo (510.759) 57 7% _ h (55.1, 80.7)
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Estudios Iniciales y Enfermedad Localmente Avanzada (Dr. Azkcona)

Tratamiento Perioperatorio

5-Year Clinical Outcomes of Perioperative Nivolumab and Chemotherapy in Stage Il NSCLC

5-Year Clinical Outcomes of Perioperative Nivolumab and Chemotherapy in Stage Il NSCLC (NADIM trial). WCLC 2024, M. Provencio.
. , M. .

5-Year Clinical Outcomes of Perioperative Nivolumab and Chemotherapy in Stage Il NSCLC
(NADIM trial). WCLC 2024, M. Provencio.

(NADIM trial). WCLC 2024, M. Provencio.
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Go-mrbiics, 1) nEs 100 - 1001 — nerm e Fo -
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30 3 0 E F 50l & e 46 Y S TP SRR e T D6 S e B EE R e R
z %t o 7 IDNA Clearance CIGNA Clearance
H & oo [ . . —— o8- T
g . . RED, H . 0 12 24 3% 48 & 4 3% 4w . — cDNA dewer < w — con cloarer
§ 1 SLP:65% go SV:69,3% ore monmel — o (months) i . S fe - JER—
& 29 SLP75.8% & 20 SLP: 82,2% e W w chR ® % ®n B W A H H
|N|-r-a P R N S ; NCPR 15 15 W 12 @ g o £ e 1 29:3078)
' ’ £ s i T
] 12 24 36 48 &0 ° 2 24 36 48 & [ ol
N PFS [months) 08 {months) BIOMARCADORES: b R L -
e | > _ R 5 o
[ 4 a4 & 3: 3 . B ias: PD- - W
GecrP No diferencias: PD-L1, TMB Gecp SLP No-ctDNA clearer vs. Si: 60,6 vs. 85,2% SV No-ciDNA clearervs. Si-59.2 vs, 02,3% =
PERIOFERATORIO - + Predictivos: ctDNA basal, aclaramiento ctDNA PERICPERATORIO
[C S S . GalESa— |
Perioperative Durvalumab for Resectable NSCLC. Updated Outcomes from the Phase 3 Perioperative Durvalumab for Resectable NSCLC. Updated Outcomes from the Phase 3
AEGEAN Trial. WCLC 2024, JV. Heymach. AEGEAN Trial. WCLC 2024, JV. Heymach.
Study population
Durvalumab 1500 mg IV +
* Resectable NSCLC* 4 Durvalumab 1500 mg IV 10 R
(stage IIA-IIIB[N2]; AICC 8% ed) p‘.,“m I'“rb::?ld\:r QAW for 12 cydles - EFS:NAvs. 30m
« Treatment-naive S erm— - HR 0,69 [0,55-0,88]
* ECOGPSDor1 «Disease stage (1 vs ) & e £, o
* Lobectomy, sleeve resection, or *PD-L1 expression (21% vs <1%) } -
bilobectomy as planned surgery* Placebo IV & i
» Confirmed PD-L1 status’ platinum-based CT* mv:':::;gdes = :}‘ | i
« No documented EGFR/ALK H=R02 (EEL e £ wa | | 80,1 vs.47,9%
R randomized - % |
DURVALUMAB PLACEBO EEEEREER] L:‘;m:‘;m:‘::mtm‘::m;:; A P Y
Completan 4¢ neoad 86,9% 88,5% U pmmmmmapEvEILLNIIL L
Q 77,6% 76,7%
RO 94,7% 91,3% - B s ST -
GecpP GecpP
PER OPERATORO Completan adyuv 68,6% 63,7% == PERIOPERATORO 5.1vs 52HR 062 [0.60-1,14] S

Organizado poe

o
GecCP

lung cancer
rasearch



Estudios Iniciales y Enfermedad Localmente Avanzada (Dr. Azkcona)

Tratamiento Perioperatorio

LBASO0 - Perioperative nivolumab (NIVO) vs placebo (PBO) in patients (pts) with resectable LBAS0 - Perioperative nivolumab (NIVO) vs placebo (PBO) in patients (pts) with resectable LBASO0 - Perioperative nivolumab (NIVO) vs placebo (PBO) in patients (pts) with resectable
NSCLC: clinical update from the phase 3 CheckMate 77T study. ESMO 2024. M. Provencio. NSCLC: clinical update from the phase 3 CheckMate 77T study. ESMO 2024. M. Provencio. NSCLC: clinical update from the phase 3 CheckMate 77T study. ESMO 2024. M. Provencio.
(Spicer JD) (Spicer JD) (Spicer JD)
100 CtDNA clearancet BCR by ctDNA clearance status CtDNA recurrence®
- " inecedjurant C101 ta necadjuvent completion] (adjuvant C101 to last available assessment)
—————— o )w.r e s — HIVO 480 mg Q4W i o el 1 907 i o clornces | Wi cabvscoreced 0
* Rewctabe, staze 1A [» 4 cmVB (2] 15CLC ‘-::f:f,'?:.f,‘ S : 5% g
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* Noprior sptemic anscarcer weament | N=461 | oosejurant cosdjmant Mgt Diease g 60~ H : 50y '
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e e . ST A * = & 40 HR (95% CI) 1 P a P fa
mehoet|MG;:V§;?|;:£:*1!¢R’{II“IH. PRO QI - 0 W 02;\’8:5:23‘;1 ; g i .
gt ety o = | upy | = ('-mﬂq::iﬂl No pCRE 075 (0'51-{09: g™ " 1% i
(up o deyeles) 0 T g T T ; E =
0 6 12 18 24 30 3% . . | IS
Months from surgery i o Mo - HO Hwo P80 Nvo PBO
Me. at :: " . o 5 " e " P— N 507 Wil N 250 M 0% 1Mo - oo i
. o & 2 £ 2 B & 24 EFS: _
+ Obj 1% EFS ke : : : O + Aclaran ctDNA: 0,38 [0,16-0,88] Gech
PERIOFERATORIO = PERIOFERATORIO == + No aclaran c¢tDNA: 0,74 [0,39-1,42] PERIOFERATORO =
NeoCOAST-2: Efficacy and Safety of Neoadjuvant Durvalumab (D) + Novel Anticancer
Agents + CT and Adjuvant D £Novel Agents in Resectable NSCLC. WLCLC 2024. T. Cascone.
Neoadjuvant for Adjuvant for o o
4 cycles Q3W upto 1year
Arm 1: Oleclumab + durvalumab
+ platinum-doublet CT* Oleclumab + durvalumab
Key eligibility (N=76)

criteria Arm 2: Monalizumab + durvalumab

+ platinum-doublet CT*
(N=72)

Monalizumab + durvalumab

« Stage IIA-11IB Safety and

%
g
resectable NSCLC R = ] efficacy
(AJCC 8™ edition) Arm 3: Volrustomig + CT* = follow-up
« EGFR/ALK wild-type [N @
- ECOGPSOor1 fepss =)

Arm 4: Dato-DXd + durvalumab
o +

Durvalumab
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Estudios Iniciales y Enfermedad Localmente Avanzada (Dr. Azkcona)

Adyuvancia

IMpower010 5-y subgroup analysis and relapse patterns: Phase 3 study of atezolizumab vs ALINA: exploratory biomarker analyses in patients with resected ALK+ non-small cell lung
BSC in stage II-1IIA NSCLC. WCLC 2024. E. Felip. cancer (NSCLC) treated with adjuvant alectinib vs chemotherapy.ESM024. BJ. Salomon
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) ! ’ ) g [ q —t— E @ g2 2 254
(without EGFR/ALK alterations) ™! e oan,0%) Wi ) — v 025 = et R
2 T —— 0401021,073) (4 m —— 1 Chemotherapy ohesspy
6 s 1] uw 6 12 18 24 W0 3% £ 48 54 6 12 1B U N ¥ &£ 8 A
e —" gt ™ e Na.atrisk DFS (monthe) No.atrisk DFS fmonti) No. st risk DFS fmanthe) -
i S sl 1 st ne g e2vv14114918 Mecinb 28 29 29 2 22 2 12 8§ 5 1 Mecink 18 14 1 13 7 5 5 3 0 0
YUVANCIA L% L — ey s IREEERERRE Chemoherspy &8 21 18 6 11 B & 3 1 1  Chemobempyds 13 2 11 8 5 35 2 1 0 CP
AD AN o crce 1 EML4-ALK Ruion varant g

Molecular residual disease analysis from the ADAURA trial of adjuvant osimertinib in
patients with resected EGFR-mutated stage IB-111A non-small cell lung cancer. ASCO 2024.T.

John
DFS and MRD event-free rate
i B
T
91(84, 95) B8 (78,92)

HR (95% Cl) 0.23 (0.15, 0.36)¢

Madian fobow-up time, months (§5% Gl
osimartinib 4.2 (42.4,49.1), placebo 19.1 (1.1, 28.3)

Probability of DFS and MRD event-free

0 6 12 18 24 30 36 42 48 54 60 86 72

Time from randomization (months)

rrTEmTET L
; MRD | DFS event
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Estudios Iniciales y Enfermedad Localmente Avanzada (Dr. Azkcona)

Tumores

Irresecables

LBA1 —Durvalumab in Combination with Chemoradiotherapy for Patients with
Unresectable, Stage Ill NSCLC: Final Results from PACIFIC-2. ELCC 2024. JD.Bradley

Probability of PFS

10

SLP:13,8vs. 94 m
HR 0,85 [0,65-1,12]

024 — Durvalumab + CRT
— Placebo + CRT

0 3 6 9 121518 21 24 27 30 33 36 30 42 45 48 51 54 57 80 63
Time from randomization (months)

IRRESECABLE

0z

SV 36,4vs.29,5m
HR 1,03 [0,78-1,39]

— Durvakams + CRT
— Ploceba « CRT

306 9 12151821 2 2 W W B W 445 485K 5 B 6 6

Tims from randomization (months)

Atezolizumab + induction chemotherapy (Ch) + chemo-radiotherapy (Ch-RT) and
atezolizumab maintenance in non-resectable stage 111A-111B-111IC non-small cell lung cancer
(NSCLC): APOLO trial. WCLC 2024. M.Provencio

Stage IA-TIB-
mc -
Induction treatment

" A g 00mg uj 5
“‘éﬁgm » ()

Non-resectable Concurrent Ch-RT
NSCLC i "
(& edition) “at principal investigator
discretion. Recommended
P dose: 666y in 33 once-daily
F fractions of 2Gy in 45 days
s g s, i |
R [ §
Tumorbioe | N=38 n=32 n=29 n=22
Baseline After After
induction h-R PD

At 12 months

* Obj 1% SLP 12m

S
Gecp
IRRESECABLE iz

Osimertinib after definitive CRT in patients with unresectable stage 1l EGFRm NSCLC:
Primary results of the phase 3 LAURA study. WCLC 2024. Ramalingan SS.

e —— __m_ SLP:39,1vs.56m
m NSCLC with no progression
wing definitive CRT' R [ _ ]
Randomization 2:1 30 HR 0716 0710 0’24
Key inclusion eriteria: (N=216) H
« 218 years old (lapan: 220 years) _— i 7 L
* WHoPs0/1 Stratification by: Eoud
* Confirmed locally advanced, unresectable eCRT vs sCRT P.
stage III* NSCLC Stage IIIA vs stage 1B / IIC E’ 1
* Ex19del / LBSBR? China vs non-China LETR
+ Max 6 weeks from last dose of CRT 1o H
randomization — HEE
« Patients with asymptomatic radiation ap .
preumonitis / preumenitis v
POS-CRT were ligible ud
® T T T T T T T T T T T T T
S P S 3B L R M MT NN RN L EEN WY AR
Osimertinib | Placebo o oo
Qs W W MM W B DT ® M T E W B S 42z 210
EIA/B/C 36/47/17 | 33/52/15 "~
+ Obj 1% SLP P
IRRESECABLE e

Atezolizumab + induction chemotherapy (Ch) + chemo-radiotherapy (Ch-RT) and
atezolizumab maintenance in non-resectable stage 11I1A-11IB-11IC non-small cell lung cancer
(NSCLC): APOLO trial. WCLC 2024, M.Provencio

OS in ITT population

100
PFS in ITT population 20,8 m e -
o o [ 60.5%
0so- -
o 68.4%
! i 60.5% i
1 H wo, N H
o H H R R R T — o 3 12 " 1
1 H Tima frem nclasier ymend’
H H Numoer % ek N
4 ! 38 % » n a n
0% | : —
H H 1w0iy
H i
000 ! H - sa9%
y H 55.1%
[ T 12 0 24 '
Tima: from inclusion (moriths) om0 H T
Hurter al ek H |
ERERE m ) T : |
oo H :
R S I —
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Estudios Iniciales y Enfermedad Localmente Avanzada (Dr. Azkcona)

Tumores Irresecables

LBA1 —Durvalumab in Combination with Chemoradiot} able stage IIl EGFRm NSCLC:
Unresectable, Stage 1ll NSCLC: Final Results from PACI

Ramalingan SS.

SLP:13,8vs. 94 m

SLP:39,1vs.56m
: HR 0,16 [0,10-0,24]
d HR 0,85 [0,65-1,12]

5 06

%0.4

& 02+ = purvalumab + GRT

— Placebo + CRT

T T T T T T T T T T T T T T T T T T T ;"- 3 | : 4 b LHH_
0 3 6 9 121518 21 24 27 30 33 36 30 42 45 48 51 54 57 80 63 . .
fisk: Time from randomization (months) B ——
SR M N MT N DB R LE NN MY QR
‘Time from randemizasion fmonths)
B ® W om T omE 6T EES 5422210

IRRESECABLE

Atezolizumab + induction chemotherapy (Ch) + chemd
atezolizumab maintenance in non-resectable stage 11l
(NSCLC): APOLO trial. WCLC 2024. M.Provencio

hdiotherapy (Ch-RT) and
I1B-111C non-small cell lung cancer

OS in ITT population

L s
ars P
Stage IA-TIB- 3 ’ ! B, 0%
nc ’ y i ‘
Non-resectable Concurrent Ch-RT
NsCLC

’ aso-
(8 ecition) “at principal Investigator
disc

. cvoer ar

Tumorbioe | N=38

Baseline After N - 1 B { '—_:_
nhuction i i . ;
- oo | . Organizodo poe
5 o I R N S T Eec';
» Obj 1% SLP 12m J—— e E 1 ;&
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Enfermedad Metastasica (Dra. N. Vilarifio

Sin genes drivers

HARMONI-2 Study Design

Ivonescimab
20 mg/kg q3w
Stage I1IB-IV NSCL (n=198)
No EGFRm or ALK
rearrangements

Key patient inclusion criteria

Stratification
« Clinical stage (IIB/C vs. IV)
No pric temic therapy - Histology (SQ vs. NSQ)
PD-L1TPS « PD-L1TPS (250% vs. 1-49%)
ECOG PS 0-1 Pembrolizumab
(n=398) 200 mg q3w
(n=200)

PD/toxicity/up
to 24 months

Primary endpoint
* PFS (BIRC, RECIST v1.1)

Secondary endpoints
* 0S, ORR, DoR, TTR, QoL, safety

0A08.03: Datopotamab Deruxtecan Vs Docetaxel in Patients with Non-Small Cell Lung Cancer: Final Overall Survival from
TROPION-Lung01 - . Key results
PIOH

I-tung0!

Study Design i
Randomized, Phase 3, Open-Label, Global Study (NCT04656652)
Key eligibility criteria

+ NSCLC (stage IlIB, IIC. or IV}
+ ECOG PS of 0-1
+ No prior docatael
Without actionabls genomic allerations
Gne 10 two pricr ines, inchuing platinum-based CT
and anti-PD-(L)1 mAb therapy
With actionable genomic altarations
Postive for EGFR, ALK, NTRK. BRAF, ROST, MET
exon 14 skipping, or RET
+ One to two prior approved targeted therapies +
platinum-based CT, and 51 anti-PD4L}1 mAb

100

Dual primary endpoints
+ PFS by BICR®
+ 0S

Secondary endpoints
+ ORR®

- DOR®
+ Safety and tolerability

PFS probability, %

by histology i-PO-{L)1 mAD i therapy,
ond geograpin’® 0

Biomarker-evaluable population

HARMON;-2
Progression-free survival (BIRC)
Ivonescimab Pembrolizumab
(n=198) {n=200)
100 | mPFS, mo (95%CI) 1114 (7.33, NE) 582(5.03,821)
Stratified HR (95%Cl); pvalue 051 (0.38, 0.69); <0.0001
80
(8-mo:
< 60 56% (47, 64)
% | P —
& 40
9-mo: |
20 40% (32, 48), o
Median follow-up: I
0 8.67 mo. .
I S R VA T VA (R R (. B L 5 Ivonescimab  Pembrolizumab
o 1 2 3 4 5 Sv 7 8 9 10 11 12 13 14 Outcomes (n=198) (n=200)
No. at risk (events) Time, months =
— Ivonescimab 198 189 175 15 148 128 99 68 59 38 14 11 3 2 0 ORR, % 500 385
(0) (3) 13 (26) (32) (84) (50) (60) (67) (68) (1) (71) (72) (72) (72) (95%CI) (42.8,57.2) (31.7,456)
—_ Pembro 200 187 141 121 119 103 74 53 45 25 9 5 0
DCR, % 899 705
(0) 9) (52) (69) (70) (81) (95) (101) (102) (106) (112) (112) (112 '
0 (© (2 (69 (70) (81) (99) (101) (102) (106) (112) (112) (112) (95% Cly (848, 937) 637.767) "L
a p in PFS vs. with HIR = 051, NR NR i
and a 5.3 months improvement in mPFS. (NE, NE) (8.3, NE) CP

Progression-free survival
NSQ/non-AGA biomarker-evaluable population
100 = (n=221)

@
o
1

60

40 A

PFS probability, %

20

Statistical Study if either of the cual primary endpoints (PFS by BICR or OS) were statistically significant; 0
the pre-specified P-value boundary for the OS analysis was a=0.045

nsa
Dato-DXd  Docetsxel Dato-DXd Docetaxel
N=234 N=234

N=2909 _ We308

100

Dato-DXd | Docetaxel
N=234 Ne234

TROP2 QCS-NMR+
Dato-DXd Docetaxel

0 4 8 12 16
Time from randomization, months

i Median PFS, mo 44 Median PFS, mo [ 36 ‘Modian | mo 17
HR (95% CI 0.75(0.62-0.91, HR (95% CI 0.63 (0.51-0.79)
Pese Saea™ 2 By e ORR, %
- \ ezl
£ N i mPFS, mo
i A g2 ==
& -\ g 1258 HR (95%CI)
o s 10 )
20 e 5
————7— —— r—— T — °
o 2 4 1] 8 10 12 1“ 16 18 2 4 6 8 10 12 4 16 18
Months Months Dato-DXd  Docetax

for Dato-DXd have been independently reported in two other NSCLC trials®®

Treatment by biomarker status interaction: p=0.0063

—— Dato-DXd, QCS-NMR+

TROP2 QCS-NMR- TROP2 QCS-NMR+ TROP2 QCS-NMR-
Dato-DXd Docetaxel Dato-DXd Docetaxel Dato-DXd Docetaxel
(n=65) (n=73) (n=68) (n=72) (n=40) (n=41)
16.9 15.1 ORR, % 36.8 153 225 12.2
29 40 |mPFS, mo 72 41 40 44
1.16 (0.79, 1.70) HR (95%CI) 0.52 (0.35, 0.78) 1.22 (0.74, 2.00)

Treatment by biomarker status interaction: p=0.0098

----- Dato-DXd, QCS-NMR- —— Docetaxel, QCS-NMR+ ----- Docetaxel, QCS-NMR-
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Enfermedad Metastasica (Dra. N. Vilarifo)

EGFR +

PALOMA-3: Phase 3 Study Design

/ Key eligibility criteria \

* Locally advanced or
metastatic NSCLC

+ Disease had progressed on or
after osimertinib and platinum-

+ Documented EGFR Ex18del
or L858R

+ ECOG PS0-1
Stratification factors
+ Brain metastases (yes o no)

+ EGFR mutation type (Ex19del
vs LB5BR)

+ Race (Asian vs non-Asian)

+ Type of last therapy
(osimertinib vs chemotherapy)

1:1 randomization
(N=Il1 8)

SC Amivantamab + Lazertinib

(n=206)

IV Amivantamab + Lazertinib

(n=212)

Dosing (in 28-day cycles)

SC Amivantamab® (co-formulated with rHUPH20 and
administered by manual injection): 1600 mg (2240 mg if
280 kg) weekly for the first 4 weeks, then every 2 weeks
thereafter

IV Amivantamab®: 1050 mg weekly (1400 mg if 280 kg)
for the first 4 weeks, then every 2 weeks thereafter
Lazertinib: 240 mg PO daily

Prophylactic anticoagulation recommended
for the first 4 months of treatment

Co-primary endpoints©:
* Cyougn (noninferiority)
+ ©2 AUC (noninferiority)®

Secondary endpoints:
+ ORR (noninferiority)
+ PFS (superiority)

* DoR

« Patient satisfaction’
+ Safety

Exploratory endpoints:
« 08

n

Patients with VTE (%)

ORR, % (95% CIP

All responders

Confirmed

ORR and DoR

SC Amivantamab IV Amivantamab
Arm (n=206) Am (n=212)
30 (24-37) 33 (26-39)
Relative risk, 0.92 (95% Cl, 0.70-1.23); P=0.001
2 (1-33) 27 (1-33)

Relative risk, 0.9 (95% Cl, 0.72-1.36); P<0.001

Best response, n (%)

CR
PR
SD
PD
Not evaluable

DCR, % (95% CI)®
Median time to

response (range), mo

1(05) 1(05)
61(30) 68(32)
93 (45) 81(38)
37 (18) 42(20)

14(1) 20(9)
75 (69-81) 74 (64-77)
15(12-69) 15 (1.2-99)

DoR
100 - ty

g o
g w =
2
5 SC Amivantamab Arm
R |
° | v An b Arm
2
s
$ . Median DoR
H Median follow-up: 7.0 mo (95% 1)
§ 201 SCAmivantamabAm _ 11.2mo (6.1-NE)
E IV Amivantamab Arm 8.3mo (5.4-NE)

0 2 4 5 8 1 2

Months from date of first response
o atrsk
SC Amwaniamap Am 8 o © % " 2 0
57 a % 8 4 0 0

Incidence of IRR-related Symptoms

SC Amivantamab Arm
(n=206

IRRs, all grades.

IRRs, grade 3

8%

Infusion-rolated

AEs (22%)
Chits
Fyrenia
Oysprea
Mausea
Vamiting
Cough
Hyporia
Hypotension

Sinus tachycardia
Erymer

rymema
Ghest discomiort

Hypertension
Flushing
Dizzness

Resh
Hyperhidrosis

00%  75%  S0% S0% 5%

100%

Adverse Event of Special Interest: VTE?

50

4

S

30

20

Rates of VTE by Treatment Arm and Prophylaxis Status

SCAm IV Ami
Grade 23 n
Grade 2 W [E]
Grade 1
14%

7%

N=206 n=210
All patients

n=164  n=171
On prophylactic

26%
= E
n=42

n=39
No prophylactic

GecCpP

urg cancer
resaaren

Progression-free Survival
PFS with SC vs IV .

with an HR of 0.84

v g 3mo s
R_084 (95% 0084110, P=02)

g
{
i
£
:
£
H
H

18 0% K E) i H o o

Overall Survival

There was an OS benefit associated with SC amivantamab, with an HR of 0.62 compared to the IV amivantamab arm®

H
i
H
£

stoton o 70ma

17,062 95% C1,0.42-0.92) rominel P02

0

[

1] 3 T © [ ) 3 T W
Montns
Fr i i W B = b 1 o
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Enfermedad Metastasica (Dra. N. Vilarifo)
EGFR + S e

_ 10 Ami +Laz 18.3 mo (16.6-237)
£ osi 13.0 mo (12.2-16.4)
.g |HR. 0.69 (95% CI, 0.53-0.92); P=0.010
- =
MARIPOSA Study Design and Methods £
* Amivantamab is an EGFR-MET bispecific antibody with immune cell-directing activity'-> g 50 3 P . i
3 v With Baseline Liver Metastases Without Baseline Liver Metastases
» Lazertinib is a CNS-penetrant, 3rd-generation EGFR TKI* g frsidinit Median PFS skl Median PFS
thi .E AmieLaz 20m (95% CI 2omo (95% CI)
Focus of this 100 Ami + Laz 18.2 mo (13.1-NE) 100 Ami +Laz 240 mo (20.3-NE)
Primary endpoint of PFS® by BICR per RECIST v1.1 s 2 osi z 7
R SNy e + Amivantamab + Lazertinib vs Osimertinib £ E Osi 11.0 mo(7.4-128) E Osi 18.3 mo (16.5-20.1)
Lo R : HR, 0.58 (95% Cl, 0.37-0.81); £=0.017 EB(1= 074 (95% c, 0.60-081), P=0.004
metastatic NSCLC High-risk subgroups analyzed: % | | i |
* Treatment Whl jmertini + Brain metastases 0 2
advanced disease o e -+ Liver metastases 0 3 6 9 12 15 18 2 24 7 0 B g H
cliactmarsed EGEY - + TP53 co-mutati Months g g
Ex19del or L858R coesn Mo atrisk £ 50 E %
+ ECOG PS Oor 1 < Lazertinib + Detectable EGFRM cIDNA at baseline Amelaz 178 182 M6 1M MS @ 11 M M4 12 3 0 o ® n—
+ Asymplomaticbrain | S (n=216; blinded) + Without EGFRm cDNA clearance at Week 9 (C3D1) moM w1 B W 7 N e LI b il Ami + Loz 3 ey 18
require i Diagnostic fasts: H " H . e BN
oy - CDNANGS baseline co-mutations 3 i £ - £
+ CIDNA ddPCR®: detection and clearance of Ex19del and L858R Without History of Brain Metastases 2 £
Mocson fofiow. Median PFS & <
= (95% Cl 6 o i
u o ol Aol & Lae 215 mo (22.1-NE) 0 3 6 8 12 15 18 20 24 27 30 0 3 6 9 12 15 18 21 24 27 30
z osi 199 mo (16.6-229) - Months Wonths
=08 e \ % i H [77% | et % 3 s s 24 w1 o .
g ; [, 0.69 te5% c1.0.53-0.89). -0 005 s % 4 ® o™ w8 6 4 1 B Mo W om e ws W m & M s -
) & &) M i L N
g 50 Ami+ Laz
§
E %
'y
0
0 3 6 9 12 15 18 21 24 27 N
o il fisk Months
Amiela: 251 29 201 W WE w2 @™ T2 ¥ A 50
W w0 w2 M8 T w1 3 e M 2 8 0
- . e A . . .. )
CHRYSALIS-2 Study Desian Rg) i Efficacy Outcomes of Amivantamab + Lazertinib - Longer TTD and OS Seen With Amivantamab + Lazertinib ...
- CHRYSALIS & B e 5 pifry
y g9 oty Among All Patients in Cohort C Sy than Available Treatments R
NSCLC
e _Time to Treatment Overall Survival (OS)
D : TR Discontinuation (TTD)? o
Dose escalation ose expansion cohorts Primary endpoint: ‘Median follow-up. oo 0715 “© 0 “
e e : e ok
el LB G R Sl SRApoliTs: oos osucazen | B ) "o Sam e 0] LY g
piciAuiargeringuntll |l Conort B: EGFR Exc0inst (ost SOC/post piatinum) - boR T S B £ D e S04 2 T I LT—
. (95%C1,95-26.2) H < .
(1400 mqp‘l’::ﬁﬂ PSLAM N cohort c: Atypical EGFR mutations (treatment naive or post-TKl/chemo) ‘;:; DoR3Emo (N 860) ERY : Z: g . LIV )
Lazertinib 240 mg PO Cohort D: EGFR Ex19del or LB58R® (past-osimertinib; biomarker validation) . os Best response, n %) § o § . T & -+ H—
- . . Safely (AESs) R o £ H Amivantamab + H e RWD: All Treatmen!
Cohort E: EGFR Ex19del or LBS8R (post-asimertinib; IHC biomarker validation) = e §w HE) i i w ns
- . 5 5 o — ] e
Cohort F>: EGFR Ex19del or LS8R (post-osimertinib; IHC biomarker validation) s 79) L ° piic e 0 T i T2TORED RWD: Atainio
Focus of this PO 8@ B Prevousy lreated subgroup = ="==RWo: osimertnib o e e
% -100 o
presentation et evaliabilunic =), IEEEEEEEEER) IR EEEER
CBR® wrd No atrisk - MNo. at risk. Monthe)
(85% Cl, 70-86) P R R P A R e L
+ Cohort C included patients with atypical EGFR mutations who were treatment naive or had <2 prior lines (excluding 3rd-gen EGFR TKIs) e ErS A + Ina heterogeneous population, the median PFS was 11.1 months and median OS was NE mwoosmmn 2% 1 0B 8 7 5 4 3 1 1 1 woomms B 5 W oW BB Y YT YL
. O R R A R g H

+ Patients with Ex20ins and Ex19del/L858R co-mutations were excluded Modian 08 NE »
+ Baseline ctDNA NGS analyses were performed using Guardant Health G360¢ (85% CI, 22.8-NE) Téapctitin »
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Enfermedad Metastasica (Dra. N. Vilarifo)

KRAS +
Tumor response per BICR
KRYSTAL-122 study design 50 4 Odds Ratio, 4.68 (95% Cl, 2.56-8.56)

P < 0.0001
40
Key eligibility criteria P 20 DO —_ 32
+ Locally advanced or metastatic NSCLC [ N = 453 BRSO B EC: &£ 30
with KRASSIZE mutation® -
+ Prior treatment with platinum-based Q &
chemotherapy and anti-PD-(L)1 therapy® g 20
2 S R — DOCE 75 mg/m? Q3W IV
+ Stable brain metastases allowed 10
Stratified by: Crossover from DOCE to ADA was allowed in cases where disease
* Region {non-Asia-Pacific vs Asla-Pacific) progression per RECIST v1.1 was confirmed by real-time BICR* D
. Pri fal
o[ treatment 11:'2:::::“'\'! :;nncwfmt ADA DDCE
n/N: 96/301 14/152
Primary endpoint Secondary endpoints
+ PFS by BICR (RECIST v1.1) + ORR by BICR (RECIST w1.1) = Safety
« DOR +  Patient-reported Tumor response (n=301) SA=152)
05 e DCR,* n (%) 236 (78) | 89 (59)
Median DOR,* mo 8.3 5.4
(95% CI) (6.1-10.4) | (2.9-8.5)
Remaining in response
at 6 mo, % o4 ¥
Primary endpoint: PFS2 per BICR
ADA DOCE
100 (n = 301) {n = 152)
Events, n (%) 164 (55) 93 (61)
80 Median PFS, mo 5.5 3.8
{95% Cl) (4.5-6.7) (2.7-4.7)
—~ B0 HR (95% Cl) 0.58 (0.45-0.76)
& P value < 0.0001
i
o 40
20 s W
E . 1 DOCE ADA Organizodo poe
0 T : T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 .5

- Months from randomization
No. at risk Ge(:p
ADA 301 160 77 41 19 8 5 1 0 0 0

DOCE 152 31 4 (1] ) { 0 0 ) lung cancer
rasearch




Enfermedad Metastasica (Dra. N. Vilarifio

ALK +

Current Post Hoc Analyses at 5 Years

Endpoint evaluation by BICR stopped after the 3-year analysis

Key eligibility criteria

= Stage IIIB/IV ALK+ NSCLC

¢ No prior systemic treatment for
metastatic disease

. ECOG PS0-2

. Asymptomatic treated or untreated  ——p]
CNS metastases were permitted

. 21 extracranial measurable target
lesion (RECIST 1.1) with no prior
radiation required

Lorlatinib 100 mg once daily Current analyses

w140 Data cutoff: October 31, 2023
Stratified by: .
Presence of brain metastases Investigator Assessed
Randomized (yes vs no) . PFst
2 e . ORRandIC ORR
N=296 (Asian vs non-Asian)

L DOR and IC DOR

Crizotinib 250 mg twice daily * ICTTP
n=147 . Safety

between arms was » Biomarker analyses

+ The median duration of follow-up for PFS was 60.2 months (95% Cl, 57.4-61.8) in the lorlatinib arm
and 55.1 months (95% CI, 36.8-62.5) in the crizotinib arm

—
PATIENT POPULATION
= Advanced solid tumors harboring an ALK fusion
or activating mutation (by local testing)

Patients with NSCLC: 2 1 prior 26 or 3G ALK TKI
5 2 prior chemotherapies/immunotherapies

Excluded: concurrent oncogenic drivers
(e.g., EGFR/ROS1/MET/RET/BRAF alterations) *

PHASE 1 OBJECTIVES

« Primary: Selection of RP2D and, if applicable,
MTD

Overall safety and tolerability

PK characterization

Preliminary antitumor activity

Intracranial activity

Evaluable but non-measurable disease allowed *

A Global First-in-Human Phase 1/2 Clinical Trial
of NVL-655 in Advanced ALK-Positive NSCLC
and Other Solid Tumors (NcTo5384626)

PHASE 1 DOSE-ESCALATION COMPLETED, FOLLOW-UP CONTINUES

Enroliment June 2022 to February 2024 {Data cut-off: 15 June 2024)

RPZD
g 15mg  25mg S0mg 100mg [RELILTE 200 mg
NVL-655 Phase 1 All Doses ap ap ap oo o Ak
All-Treated
Papulation LEE 3 12 12 32 52 2
NSCLC Response- N=103 3 - 0 e - =

Evaluable Population

At 60.2 Months of Median Follow-Up, Median PFS by
Investigator Was Still Not Reached With Lorlatinib

Primary Objective: 1001 Lorlatinib_Crizotinib
« PFSbyBICR 204 (n=149)  (n=147)
80 Events, n 55 115
& PFS, median NR 9.1
« 997 ] (95% Cl), (64.3-NR) (7.4-10.9)
.',,' 50 : months
w i
R 0 3 HR (95% CI)  0.19 (0.13-0.27)
304 4
204 H
104 H At the time of this
0 ' : H 3 analysis, the required
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 number of OS events for
ligatsik Time, months a pl’Ot(;Cf)|;S|?&CIfIEdI )
— Lorlatinib 149 126 118 111 103 96 93 89 87 81 81 79 77 74 67 45 26 14 4 1 0 focond. meninanayels
— Crizotinib 147 107 70 42 30 19 16 16 11 10 9 9 9 8 6 4 2 0 0 0 O has not been reached.
OS follow up is ongoing

HR. hazard rabo; R, nat reached, O, overal suvival, PFS, progression-oe survval

Preliminary Activity: Radiographic Tumor Responses Across
Previously Treated Patients with ALK+ NSCLC

RECIST1.10RR,  NscLC Response-Evaluable {Any Prior ALK TKI, range 1 = 5) Prior Lorlatinib (22 ALK TKis) Lorlatinib-naive (21 2G + 1G)
%
Any ALK Any ALK Compound ALK Any ALK
Al mutation Chndd mutation mutation Al mutation
All Doses 38% (39/103) 52% (30/58) 69% (22/32)¢ 35% (30/85) 47% (23/49) 54% (15/28) 53% (9/17) 88% (7/8)
RP2D 38% (15/39) 55% (12/22) 71% (10/14) 35% (11/31) 50% (8/16) 64% (7/11) 57% (4/7) 80% (4/5)

Prior Lorlatinib = Lorlatinib-Naive ¢

Bast % change intargatlesions.

KEY: PATIENT DETAILS

taead o atn Loriatinib Pre-treated: Lortatinib-naive: Al single
B =3 prior ALK TR B 22 prior ALK TKis i

W 2 prior, 26 + lorlatinib B 1 prior, alectinib ® Alkeompoond

J I 2 prior, 16+ lorlatinib (22) resistance

Patient treated at RP2D .
1 prior florlatinib only) pits s mutation
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Enfermedad Limitada  ADRIATIC study design

Phase 3, randomized, double-blind, placebo-controlled, multicenter, international study (NCT03703297)

Durvalumab Dual primary endpoints:
1500 mg Q4W
N=264 Durvalumab vs placebo
+ Had not : =08
following 3 N=730 — PFS (by BICR, per RECIST v1.1)
PCI* permitted before R Placebo Key secondary endpoints:
randomization « Durvalumab + tremelimumab vs
placebo
cCRT components - 08

Stratified by:
+ Four cycles of platinum and Disease stage
etoposide (three permittedt) (VI vs 11y .
Other secondary endpoints:
. RT:60-66 Gy QD over 6 weeks | "C! (yes vs no) Iy
or 45 Gy BID over 3 weeks « OS/PFS landmarks
+ RT must commence no later s 5 : : - Safe
than end of cycle 2 of CT Treatment unl\l»njvesttgatar-deter_mmed progression or ty
intolerable toxicity, or for a maximum of 24 months

— PFS (by BICR, per RECIST v1.1)

*¢CRT and PCI treatment, If received per local standard of care. must have been completed within 1—42 days prior to randomization.

it disease control was achieved and no additional benefit was expected with an additional cycle of chemotherapy, in the opinion of the Investigator.

1The first 600 patients were randomized in a 1:1:1 ratio to the 3 treatment ams; patients were 1:1 to either or placebo.
BCR B tyice dally; CT.

y PCL prophylact sramisl iesabon, IS, performance stalis,
2024 ASCO #ASCO24 peescini ph: OF David R Spigel a0, on RECIST, Response Evaluat
ANNUAL MEETING Presaseanon ASCO. AT, radiotherapy. T, tremalimumat; WHO, Work

urvalumaby i
cvery d wocks, AMERICAN SOCIETY OF
i Turors, Elical oueoLosr

4lth Organizaton.  KNGWLEDGE CONQUERS CANCER

I I

Durvalumab after Chemoradiotherapy in
Limited-Stage Small-Cell Lung Cancer

. Cheng, D.R. Spigel, B.C. Cho, K.K. Laktionov, J. Fang, Y. Chen, Y. Zenke,
K.H. Lee, Q. Wang, A. Navarro, R. Bernabe, E.L. Buchmeier, | W.-C. Chang,

¥. Shiraishi, 5.5. Goksu, A. Badzio, A. Shi, D.8. Daniel, N.T.T. Hoa, M. Zemanova, A Progression-free Survival
H. Mann, H. Gowda, H. Jiang, and 5. Senan, for the ADRIATIC Investigators*
100~

Median
A Overall Survival 90 Progression-
1oo-f Median 304 No. of Events/ free Survival

90+ Overall Total No. (%) (95% Cl)

No. of Deaths/ Survival

mo
Total No. (%) (95% CI)

Durvalumab 139/264 (527) 16.6 (10.2-28.2)
Placebo 169/266 (63.5) 9.2 (7.4-12.9)

mo
Durvalumab 115/264 (43.6) 55.9 (37.3-NR)
Placebo 146/266 (54.9) 33.4 (25.5-39.9)

Stratified hazard ratio for disease

Percentage of Patients Alive and
Free from Progression
w
o
1

Percentage of Patients Alive
w
o
1

)
;i I i
95% Cl, 52.3-64.3 1 i 30 . | 1 progression or death, 0.76

407 : ) i i b - Stratified hazard ratio for death, 20 (R CL20.0-422) H 342 Placebo (99.816% Cl, 0.53-1.08)
304 | ] 76 Placebo 0.73 (98.321% Cl, 0.54-0.98) 1 | ! (95% Cl, 28.2-40.3) (97.195% Cl, 0.59-0.98)

| | K i 0 i ! =0
20+ i ! (95% CI, 41.3-53.7) £a0.0l ! ! P=0.02 R
lo_ : : c T T T T T : T i T T T T T T T T T T T T 1

! : 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 5
c f U . " .

0 3 6 O 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54 57 60 63 Months since Randomization

Months since Randomization No. at Risk G e c p
X Durvalumab 264 212161135113105101 98 84 78 51 51 33 21 19 10 10 4 4
No. at Risk 5

0 0 0
! Placebo 266208 146122100 88 79 76 71 69 47 47 34 23 22 15 14 5 0 0 0 s
Durvalumab 264 261 248 236 223 207 189 183 172162141110 90 68 51 39 27 19 11 5 1 0 ung r
Placebo 266 260247 231214195175164 151143123 97 80 62 44 31 23 19 8 5 1 O rasaarch
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Fig. 4| Current management scrategy for SCLC. Proposed strategy for the

management of patients withsmall-cell lung cancer (SCLC) as of 2024.Limited-

! }
ECOG performance status ECOG performance status
<1 and 22 owing to comorbidities >2 owing to comorbidities
Positive
[} "
E Lobectomy Platinum-based chemotherapy Platinum-based chemotherapy Supportive or
H + + + \liative
' Mediastinal lymph node dissection? Concurrent radiotherapy Atezolizumab or durvalumab Dﬂcm
; B
: I l Atezolizumab or durvalumab
i pT1-2, NO-1, RO® N2 and/or R1-2 Consolidation durvalumab® | +———— Relapse
E Adjuvant Platinum-based Chemotherapy-free Chemotherapy-free
! platinum-based chemotherapy interval »6 months interval <6 months
! chemotherapy .
; Mediastinal l, 1
| e — « Re-challenge with « Lurbinectedin
i platinum-based » Tarlatamab
i chemotherapy » Topotecan
: « Lurbinectadin » Clinical trials
: | Treatment stratogy ; . rm
| | MDisease staging | ™ Stratification First-ine " Maintenance 1 Second-line | » Clinical trials
: L e o e e e e e

plan. "Extenslve-stage (ES-SCLC) Includes stage IV (T any, N any, M 1a/b/c) and

T3-4 disease. “Deflned according to the Eighth Edition of TNM Staging of Lung

] il s e v S - i e s e - - i o ks . i . sl el Sl il il sl i i 4 i i e b -t kB e s g s . i et -t s . i . i ki . i e e s e sty
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Cancer de Pulmon Microcitico

Nuevos farmacos

The NEW ENGLAND

JOURNAL of MEDICINE AhnMJ. N EnglJ Med 2023;389:2063-75

SPECIALTIES v TOPICS »  MULTIMEDIA v  CURRENTISSUE »  LEARNING/CME »  AUTHORCENTER PUBLICATIONS v

ORICINAL ARTICLE f X
Tarlatamab for Patients with Previously Treated
Small-Cell Lung Cancer

Authors: Myung:Ju Ahn, M.D., Ph.D., Byoung Chul Cho, M.D., Ph.D., Enriqueta Felip, M.D., Ph.D., Ippokratis Kor
M.D., Kadoaki Ohashi, M.D.. Ph.D., Margarita Majem, M.D., Ph.D., Oscar Juan-Vidal, M.D.. Ph.0. ® . 4a . for
DeLLphi-301 Investigators”  Author Info & Affiliations

Published October 20, 2023 | N Engl | Med 2023;389:2063-2075 | DOI: 10.1056/NE|Moa2307980

Median Overall Survival
(95% 1)
me
g Tarlalamab, W0mg 143 (103-NF)
Tarlatamab, 10 mg Tarltamab, 100mg M [12.4-NE)

el
% e L

Tarlatamab, 100 mg

Percentage of Patients

0 3 6 9 1 15
Months
M. at Risk
Tariaamab, 10mg 100 i i “ v 3
Tarlatamab, 100mg 88 & B » 16 H ]

FDA approves IMDELLTRA™
(tarlatamab-dlle) for extensive-stage
small cell lung cancer

cancer

y otros tumores (Dr. Marti)

-10, 2024 #WCLC24
on Lung Cancer AN DIEGO, CA USA Wwelc2024. laslc.org

) DeLL;g?al

2024 Workd Confarence | SEPTEMBER 7-

DelLLphi-303: Tarlatamab with PD-L1 Inhibitor as 1LM

+ Phase 1b, multicenter, open-label study (NCT05361395)

1L Chemo-10 1L Maintenance

Enroliment
Key Inclusion Criteria Tarlatamab (10 mg IV Q2W)* +
Platinum-etoposide + | * No disease progression following 4-6 cycles of Atezolizumab (1680 mg IV Q4W)
PD-L1 inhibitor platinum-etoposide + PD-L1 inhibitor

« Eligible if no access to 1L PD-L1 inhibitor Sndomid

+ Prior treatment for LS-$CLC permitted Switching to
(4:6 cycles) - ECOGPS 01 dferent PO-L1 Tarlatamab (10 mg IV Q2W)* +

z inhiitor

Treated and asymptomatic brain metastases Ll Durvalumab (1500 mg IV Q4W)

allowed
* DLL3 positivity not required

* Mustinitiate C1D1 of maintenance phase within 8 weeks of the start of the last cycle of 1L chemo-immunotherapy
+ Median follow-up time (N = 88): 10.0 months (range: 1.4+-20.4)

Primary Endpoints': Dose-limiting toxicities, treatment-emergent / treatment-related adverse events (TEAEs, TRAEs)
Secondary Endpoints*: Disease control and PFS per local RECIST 1.1 assessment, OS

o
cech

#wcLca4
welc2024.lasic.org

~ Tarlatamab + Atezolizumab.
— Talatamab + Durvalumab
— Tarlatamab + 10 {Total)

0 3 6 Monthe 15 18 2
Patients
preerdi] 39 36 30 13 2 0
= s & w 5 9 2 0

After a median time from 1L chemoimmunotherapy to 1LM of 3.6 months, tarlatamab with a PD-L1
inhibitor as 1LM showed a 3-month 0S of 89%.

These results demonstrate a favorable benefit-to-risk profile and support a randomized controlled study of QC';
tar with dur as 1L mai which is underway (Phase 3 DeLLphi-305; NCT06211036)

Safety profile
P ——— E O ———
Il 11
b i i
i H U =
H I i H -Bua
e .f.f’ f ,.f /z
|. with P01 iblor as
mre( L% . .
" “*! CRS and ICANS* in 1L maintenance
T s s, v 5 S ——
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Nuevos farmacos

Sacituzumab Govitecan as Second-Line Treatment in
Patients With Extensive-Stage Small Cell Lung Cancer

Afshin Dowlati’, Anne C. Chiang?, Andrés Cervantes?, Sunil Babu?, Erika Hamilton®, Shu Fen Wong?,

2024 World Conference | SEPTEMBER 7-10, 2024
on Lung Cancer SAN DIEGO, CA USA

TROPiICS-03 Study Design

* The ongoing, open-label, multicohort, phase 2 TROPICS-03 study (NCT03964727) is evaluating SG in patients with
metastatic or locally advanced solid tumors

— A preliminary analysis showed SG has promising antitumor activity and a manageable safety profile in an extensive-stage small cell
lung cancer (ES-SCLC) cohort!

Here, we report updated results with additional patients and longer follow-up from the ES-SCLC cohort

Cell deathdueto | Tumor
Endosome  Lysosome  [nA damage cell

SG 10 mg/kg
IV on D1 and DB
21-day cycles
{untd PD or
unacceptable toxicity)
« At data cutoff (8 March 2024), median follow-up was 12.3 (range, 8.1-20.1) months ;=
I~ Gecp
of chrvcal wiablity "Per RECIST o1 1 hang cancer
i, CER, chrwcal cheme CHE, contral neruna system. D, day, DOR. drstion of resgorie, ECOG PS. Eastern Comgeratve Oristogy Griug parfonmars stakun. serch

ES-SCLC, atensive-stage small ol lung cancer. INV. imvestgaorsateised. IV, mtivercus, ORR. object resporis mite. 08, sversl survivad, PD, & POL. peogn (igand) 1; PFS,
e, RECIST 111, eronse Evaton Crmena i fokd Tamers verson 1.1, 31, S3aniama goviee:
1, Dowtat A ot al Oral presentation ESAMO0 2000 Abstract #100GA0

Ifinatamab deruxtecan (I-DXd) in

extensive-stage small cell lung cancer

(ES-SCLC): interim analysis of IDeate-Lung01
Charles M. Rudin,' Myung-Ju Ahn,? Melissa Johnson,® Christine L. Hann.* Nicolas Girard,”
2024 World Conference  SEPTEMBER 7-10, 2024

on Lung Cancer

SAN DIEGO, CA USA

Phase 2 IDeate-Lung01 study (NCT05280470)

Patient eligibility:
« Histologically or cytologically documented
ES-SCLC
= Age =18 years?

= =1 prior line of PBC and <3 prior lines of

systemic therapy

Radiologically documented PD on or after
most recent prior systemic therapy

ECOG PS 01

= 21 measurable lesion per RECIST 1.1°

Patients with asymptomaic brain
metastases (untreated or previously
treated) are eligible

Stratification:

= 2L CTFI <90 days, 2L CTFI =00 days, 3L or 4L

* Prior anti-PD-L)1 treatment (yes or no)

Extended
enroliment at
RP3D
(n=70 3L+)

Humanized anti-B7-H3
IgG1 mAb

e

Primary endpoint:
ORR by BICR®

Secondary endpoints:
DOR by BICR and inv®

PFS by BICR and inv®
oS

DCR®

TTR by BICR and inv®

ORR by inv*

Safety

Pharmacokinetics
Immmunogenicity o

Exploratory analysis: :P
Intracranial ORR by BICR® = =
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Mesotelioma

Extended pleurectomy decortication and chemotherapy
versus chemotherapy alone for pleural mesothelioma
(MARS 2): a phase 3 randomised controlled trial

Eric Lim, David Waller, Kelvin Lau, Jeremy Steele, Anthony Pope, Qinton Ali, Rocco Bilancia, ManjushaKeni, Sanjay Popat, Mary O'Brien, m
Nadza Tokaca, Nick Maskell, Lovise Stadon, Dean Fennell, Louise Nelson, John Edwards, Sara Tenconi, Laura Socci Robert C Rintoul, Kefly Wood,

Amanda Stone, Dakshinamoorthy Muthukumar, Charlotte Ingle, Paul Taylor, Laura Cove-Smith, Raffaele Califanc, Yvonne Summers,

Zacharias Tasigionnopoulos, Andrea Bille, Riyaz Shah, Hizabeth Fuller, Andrew Macnar, Jonathan Shamash, TalalMansy, Richard Miton,

Pek Koh, Andreea Alina lonescu, Sarah Treece, Amy Roy, Gary Middleton, Alan Kirk, Rosie A Harris, Kate Ashton, Barbara Warnes,

Emma Bridgeman, Katherine Joyce, Nicola Mills, Daisy Elliott, Nicola Farrar, Elizabeth Stokes, Vikki Hughes, Andrew G Nicholson, Chris A Rogers,

on behalf of the MARS 2 Investigators™

CroneMask

Summary
Background Extended pleurectomy decortication for complete macroscopic resection for pleural mesothelioma has  Lancet Respir Med 2024
never been evaluated in a randomised trial. The aim of this study was to compare outcomes after extended pleurectomy  published Oniine

decortication plus chemotherapy versus chemotherapy alone. May 10 2024
vt ol oral 10,3006/

e
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A RMST: Restricted Mean SV Time A
N — Homrgety 100 @ Surgery 100
3 —— Surgery e No srgery -
H E
H g 80 80 %
i L H’ :
H F 6o )
= z ES
S RMST at 24 months=-1.8 (95% 013 3t0-03) g o w g
H p-0013 E S
+ T T T T ) 3 &
o 2 2 * 48 60 = 204 0 F
Number at risk. MD=-581(95%01-973t0-1-89) F
(number censared) p=0.0036 =
Noswrgery 166 b 2 1 6 o 0
il o a4 5 o “© Baseline | Prernd | Gweeks | Gmonths | 12 manths | 18 months | 24 months
Surgey 169 115 64 24 15 7 Surgery 155 140 85 110 75 56 40
m ® an © 6 L Nosurgery 152 129 m 1 89 62 58
e B
10
g 084
8 os]
g
H 04
5 z
=
@ 024
MD--014(95% 0 -0-19 0 -0-10)
pe0.0001 .
Nosurgery 166 7 7 E] 3 1 - - - - — )
o @ @ o o @ Bascline | Premnd | Gweeks | Gmonths | 12 months | 18 months | 24 months
Surgery 169 76 3 1n 6 3 Surgery 126 18 a3 120 124 135 139 =
© & 6 o e @ No surgery 130 15 10 18 124 126 135
Figure 2: (A) Overal survval and (8) progression:free survival I Fiaure 3. (4) GHS ol scores and (8) £Q 5D uriiy scores overtime In survivors [ ]
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Novedades y Claves en Cancer de Puimon 2024

Comentarios finales

2024 ha sido un aflo muy productivo e inspirador para nuevas estrategias en el diagndstico y tratamiento
del Cancer de Pulmon

 Un mejor conocimiento de la biologia del Cancer de Pulmdn ha permitido trabajar con nuevos
biomarcadores predictivos y prondsticos

e Se ha establecido como estandar el uso de las combinaciones de QT + ITP en |la aproximacion terapéutica
del Cancer de Pulmén Localmente Avanzada

 Los ADCy Ac biespecificos tienen un futuro prometedor en la enfermedad metastasica, a confirmar su
utilidad en 12 o0 22 linea

* Las combinaciones de anti EGFR de 32 G y Ac biespecificos frente a EGFR, pendiente de optimizar su
tolerancia, es activa CPCNP con mutaciones habituales de EGFR y en las atipicas (distintas de los exones
19,20y 21)

e Se consolidan los excelentes resultados de Lorlatinib en ALK + y aparecen nuevas moléculas que podrian
tener un papel en las resistencias y refractariedad al tratamiento estandar

* Asimismo, en CPCP podemos decir que la inmunoterapia, tanto en estadios localizados como diseminados,
produce un beneficio limitado pero significativo en nuestros pacientes

* Nuevos agentes, como Tarlatamab y Lurbinectidina, permiten ser optimistas en los progresos terapéuticos==~ S
de los enfermos con CPCP
N . | GecCP
* Ha quedado demostrado la no utilidad de grandes cirugias en los Mesoteliomas
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Programa cientifico

Introduccién

Dr. Jose Lufs Gonzélez 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 Liobregat, 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

Ul Bristol Myers Squibb” Johnson&dJohnson
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