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Consideration of tumor PD-L1 expression is vital for making
treatment decisions for patients with mNSCLC*?

Diversity of biomarker expression
in patients with NSQ NSCLC?!

KRAS
25%
No known

AGA

, 42%

Other 3%

MEKK1 1% —

NTRK 1% ~— ALK 5%
J/ il

PIK3CA 2% / METex14 3%

RET 1% ROS1 2%
HER2 3% BRAF 2%

Abbreviations in speaker notes.

1. Bubendorf L et al. Eur Respir Rev. 2017. doi:10.1183/1600617.0007-2017. 2. Goldschmidt JH et al. Drugs Real World Outcomes. 2024;11(3):425-439.

NSCLC accounts for nearly 90% of lung-cancer cases

Most patients present with metastatic disease at time
of diagnosis

Diverse biomarkers expressed in NSCLC allow for
targeted therapy use where available

In patients with no known AGA, as well as in those with AGAs for
which there is no approved treatment in 1L (eg, KRAS), tumor PD-L1
expression is key to informing treatment decisions in 1L mNSCLC

Thats
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Consideration of tumor PD-L1 expression is vital for making
treatment decisions for patients with mNSCLC!2
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En Espafia, iqué hacemos?: estudio REVEAL

Estudio retrospectivo y multicéntrico sobre tendencias en la practica clinica real en el tratamiento de primera
linea del cancer de pulmén no microcitico metastasico en Espaia: analisis intermedio del estudio REVEAL

N° de Péster: 51
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« El céncer de pulmén no microcitico (CPNM) representa el B5% de los casos, dividido en
histologia escamosa (30%) y no escamosa (70%)'.

« El 80% se diagnostica en estadios avanzados (IlIB-1V), con una supervivencia a 5 afios
menor al 5%

+La quimioterapia basada en platino fue el tratamiento estandar hasta la llegada de la

ario y Politécnico La Fe, Valencia, .E‘paﬂa‘
incial de Costelidn,
odiz, Espaia; “Complexo Hospitalario Universitario de Ourense, Ourense

Castelion, Espaiia; "Haspital Universitario de Torrejon, Madrid, Espana;

Tabla 1. Caracteristicas sociodemograficas y clinicas

Grupo de tratamiento

Wrvers 7
sl i oo, e | 10 G0 Q0 | 6
ango b 8 | uede avm | dve
£ Miu\ nm 06T 24 A . BEE 4050
1493 3892 53 (64.6) 207 (71.1)

', que ha pe: 3
en pacientes con PO-L1 <50%*,

+El propasito del estudio REVEAL es recoger y analizar datos de la practica clinica
en Espana para caracterizar a los pacientes en 1L de CPNM metastésico, asi como
describir su perfil clinico y el uso de recursos sanitarios asociados.

«Estudio observacional, retrospectivo y multicéntrico realizado en los Servicios de
Oncologia de 17 centros en Espana.
+ Pacientes adultas con CPNM metastasico sin mutaciones en EGFR/ALK, con PD-L1 <50 %
que iniciaron 1L segin pré 022
¥ marzo 2023. La poblacién incluia pacientes con distintos tipos histologicos (escamoso
y no escamoso) y estrategias terapéuticas aprobadas (escamosos: doblete de QT y
QT+IM; no escamosos: doblete de platino, QT+IM y QTdable 1)

+El objetivo principal del estudio es la supervivencia global. Entre los objetivos
secundarios se inclisyen Los resultados clinicos (segin histologia, PD-L1 y

138671 48 100.0) 2ES | 7709
Adenacarcinoma, n (%) 0100) | 000 4060 8@ 78563

perfil clinico y wo de recursos sanitarics. En esta comunicacion presentamos. Las
caracteristicas sociodemograficas y clinicas de los pacientes y utiizacion de recursos
‘sanitarios.

Resultados

Caracteristicas de los pacientes

+Las caracteristicas sociodemograficas y clinicas de la poblacisn global y por grupo
histolégico y de tratamiento se describen en la Tabla 1.

«La mediana de edad al diagndstico fue de 65 aiios (rango: 33-86), con un 15,3% de los
pacientes 275 aios. Se observaron diferencias de edad entre los grupos, destacando
el subgrupn escamoso/Q, cuya mediana de edad fue de 78 aos (rango: 57.85) (Tabla
1). Solo el 6,6% de los pacientes eran no fumadores.

+Las metastasis més frecuentes fueron las dseas (34,1%), aunque en los subgrupos
tratados sélo con QT fueron las hepaticas (escamoso: 26,7%/n0 escamose: 32,6%). Las
metastasis cerebrales fueron més comunes en el grupo no escamoso/QT+doble W
(29,3 %) (Tabla 1).
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blogue celular (22,6%). En menor proporcion, se utilizaron muestras obtenidas mediante.
citologia (10,5%) y biopsia liquida (2,4%).

+La expresién de PD-L1 fue <1% para el 61,3% de los pacientes y entre 1-49% para el
31,7%, de acuerdo con el criterio de inclusion. (Tabla 2).

Tabla 2. Perfil molecular de los pacientes con CPNM
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Usa de recursos

+La mediana de tiempo de seguimiento fue de 9,8 meses (rango intescuartilico: 4,3-
17.9) para los pacientes tratados solo con QT y de 14,8 meses (RIC: 6,7:24,0) para los
pacientes que recibieron cualquier combinacicn con (M.

+La mediana de tiempo en tratamiento con dablete de platino fue de 2,1 meses (RIC:
0,62,3), mientras que la mediana de tiempo en tratamiento con inmunaterapia fue
de 6 meses (RIC: 2,7-11,7). La mediana de ciclos recibidos de inmunoterapia fue de 8
(RIC: 4,0-15,0), con valores similares entre los distintas gnupos de tratamiento.

« Desde el diagnostico de enfermedad metastasica hasta la progresion a 1L, el 50.2%
de los pacientes (n=144) presentaron al menos una hospitalizacion relacionada con
el cancer, con una duracion media de 15,2 + 14,6 dias (Tabla 3). La tasa prorrateada
mensualmente de hospitalizaciones fue mayor en pacientes con histologia escamosa
tratados Gnicamente con QT (0,24) que en aquellos con histologia na escamosa (0,08).
En los pacientes con carcinoma escamoso tratados con IM se observt una reduccidn
de la tasa de hospitalizaciones (0,07), mientras que en 10s no escamasos no se observd
un efecta relevante (Figura 1).

Tabla 3. Hospitalizaciones y visitas realizadas relacionadas con el CPNM.

Grupo de tratamiento
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« Las analiticas (98,6 %) y los TACs (91,3 %) furon las pruebas mis frecuentes, con una
media de 17,1 £ 13,9y 44 £ 3.1 por paciente, respectivamente (Tabla 4).

Tabla 4, Pruebas diagnésticas realizadas relacionadas con el CPNM
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Conclusiones

+ En el estudio REVEAL, aunque se predefinieron 5 subgrupos segin histologia
y tratamiento, losdeorm:huvamthpmammlnqumrwg-
la ampli MeniL cle CPNM metas-
tasico, en <on las de las guias ESMO" y SEOM®,
independientemente de la histologia tumoral.

« Un aspecto relevante de esta poblacion es la presencia de metastasis Gseas
(34,1%), cerebrales (18,1 %) y hepaticas (16,7 %) y con ECOG 22 (12,7%), que
se poco en ensayos clinicos, mos-

trando asi el perfil de pacientes en la practica clinica. Sefialar también la baja.
presencia de pacientes no fumadores (6.6%) con respecto a otros estudios”.

Destaca la alta carga asistencial asociada a la enfermedad, con elevadas ta-
on y un visitas y diagnds-
ticas, lo que refleja el impacto clinico del CPNM en estadio avanzado.

« Ademis, Iospmtrsmudmomlnpreunwmmmawrmlacﬁnde
nitarios, asociada a un
atribuible a su vez, a la mejora observada en la supervivencia con este tipo.
de tratamiento, y a la necesidad de un control clinico mas frecuente. Por el
contrario, el grupo escamaso tratado con QT mostrd la mayor media de hos-
ppitalizaciones, lo que podria reflejar una mayor fragitidad clinica.
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* 18 hospitales espaioles:

* 287 pacientes adultos con CPNM
metastdsico sin  mutaciones en
EGFR/ALK, con PD-L1 <50% o
desconocido, reclutados entre enero
2022 y marzo 2023

* Conclusiones:

e Alta carga de enfermedad

* Metastasis 0seas (34,1%), cerebrales
(18,1 %) y hepaticas (16,7 %) y con
ECOG 22 (12,7%)
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Retrospective and multicenter study of real-world first-line
treatment patterns in metastatic non-small cell lung cancer in
the REVEAL study

spain: analysis of effectiveness fr
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+ The aim of this study was to colect realworl clnical data on the weatment and management of
patients receiving. firstine theragy for TRSCLC in Spain, nclding hardto-treat patent populations
such a5 those with SQ histology, PO-LI-negative tumors, or brain metastases.
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Figure 3. Overall survival In patients with SQ. (A) and NSQ () mNSCLC and unknown/negative PD-Lt
expression according to the histology and treatment received
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Safety
+ A total of 92 trestment:related adverse events (TRAE) leading to treutment temporary/definive
dose 69 patients. Detals of

2t st § patients areshown in Table 2
Table 2. Treatment-related events reported in patients Included in the study
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‘Table 1. Median 05 and PFS of the study population according ta histology and PD-L1 expressian
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+ Overall, our findings suggest that in NSQ patents with PO negative: or unknawn stats, CT +
mn may offer better survival enefits i res world patients.
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survivors among first line mMSCLE patients.
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*Se presentan los primeros datos de SG y SLP en vida
real, diferenciados por histologia, tratamiento
recibido y subgrupos de PD-L1
*En el subgrupo NSQ con PD-L1
negativo/unknown, la combinacién CT+ doble
10 en NSQ mostré la mejor supervivencia
mediana de OS en CM9LA: 17.6 meses; CT
sola: 8.0 meses; CT+10: 12.3 meses
* Perfil de seguridad:
*El porcentaje de pacientes con eventos
adversos que llevaron a discontinuacion o
reduccidon de dosis fue del 24% (CT sola: 12.5%;
CT+lO: 25.6%; CM9ILA: 34.1%)
*Consistente con los ensayos pivotales, sin
datos nuevos relevantes tras el seguimiento

Roknomedements

El estudio recoge datos de 289 pacientes y aporta informacion relevante sobre comorbilidades, sintomas y el impacto en la vida
diaria, reforzando la necesidad de incorporar la evaluacidn sistematica de QoL en la préctica clinica.
Comorbilidades:
Alta prevalencia de HTA (26.5%), EPOC (17.4%), diabetes (13.4%) y dislipidemia (16.6%).
El 25.7% de los pacientes estaban en situacion de baja laboral prolongada o jubilacién por el cancer.
Sintomas predominantes:
Tos (60.5%), disnea (40.7%), fatiga (36.8%), dolor tordcico (25.7%) y pérdida de peso (20.9%).
La mayoria de los sintomas fueron de intensidad leve a moderada, pero con impacto significativo en la funcionalidad diaria.
Calidad de vida (QoL):
El EQ-5D-5L mostrd una puntuacion media de 71.3 (SD 16.8), comparable a otros paises europeos, pero inferior a la
poblacion general.
Los dominios mas afectados fueron movilidad, actividades habituales y dolor/disconfort.
El impacto psicolégico también es relevante: ansiedad y bajo estado de dnimo presentes en mas del 13% de los pacientes.
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¢En qué momento del dia la administramos?

Study design

A Phase 3, randomized, open-label study (Clinicaltrials.gov: NCT05549037)

Key eligibility criteria # Early ToD group m

Standard chemotherapy* in

« Stage lIIC-IV NSCLC combination with standard ICI**  Primary endpoint:
* More than 18 years old with first 4 cycles starting and * PFS by BIRC
» Driver gene negative N=210 Compleled before 15:00hr Secondary endpoint:

* PSO- R * 05
* 21 measurablelesion ™ {1 # Late ToD group * ORRbyBIRC
* (RECIST 1.1) Standard chemotherapy* in * Whole blood

» Clinical stable brain combination with standard ICI** lymphocyte subset
metastasis

with first 4 cycles starting after analysis™*
15:00hr
Stratification factor: None *(for details of chemotherapy: carboplatin (AUC of 5 mg/ml/min) and nab-paclitaxel (200

mg/m?), pemetrexed (500 mg/m?)

**(details of ICI: 200 mg of pembrolizumab or sintilimab)

**T cells (CD3*), CD4* T cells (CD3*, CD4*), CD8*

T cells (CD3*, CD8"), B cells (CD3-, CD20%), and NK celis (CD16*, CD56°)
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Results: PFS

Statistically significant improvement in PFS comparing early with late ToD group

[ — Early Tod Group: mPFS 11.3m (95% CI, 9.3-13.3)
! : Late Tod Group: mPFS 5.7m (95% ClI, 5.1-8.5)
- bR Hazard ratio=0.42 (95% Cl, 0.31-0.58)
Tz i P< 0.0001
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Median follow-up time: 23.2 months.
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Results: OS

Statistically significant improvement in OS comparing early with late ToD group

with No Event of

=arly ToD Group: m ot Reach
Late ToD Group: mOS 16.4m (95% CI, 13.5-19.3)
Hazard ratio=0.45 (95% CI, 0.30-0.68)

P< 0.0001

Median follow-up time: 23.2 months.
202s ASCO m mimwnosr  Yonpchang Zhang MD. zhangyongehang@csu edu en

SEYE AN S




Plasma response-guided adaptive treatment of advanced NSCLC
receiving first-line pembrolizumab
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Plasma-guided adaptive first-line
chemoimmunotherapy for non-small
cell lung cancer (NSCLC)
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As a dynamic biomarker, ctDNA kinetics are an important emerging tool to guide clinical
decision making in NSCLC. Further validation within a randomized study is needed to clarify 2UISASCO 50025 ana Juia Rotow, MD
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a randomised phase 3 study of ‘Stuey poputstion
(SC) versus i 2

(1V) atezolizumab (atezo) in patients

with lacally advanced or metastatic

non-small cell lung cancer (NSCLC)
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A Phase 2 Study of Participant-Reported
Preference for Pembrolizumab Administered
Subcutaneously or Intravenously
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3475A-D77 Study Design (n=247) (n=124)

A Phase 3, Randomized, Open-Label Study of P\ mab SC ( ymab With Berahyall Alfa) Median 0S
vsF IV. in Combination With F Doublet C py (months)
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B. Participant reasons for preference for SC administration = Safety profiles of atezo SC

and atezo IV were similar

If you have a preference for the SC administration route, L s fonrouak i
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Requires less time Feels more comfortable  Lower level of Feels less 10 0% - s
in the clinic during administration  injection-site pain emotionally distressing 0 - Patients reDortEd similar Most HCPs were
y Ease of Length of Participant’s Participant’s functioning, GHS/QolL, -y .
W AmA (n=32) MAmB (n=45 M Total (N=77) administration; adminisiration; body type skin integrity satisfied or very satisfied
; - . - . more convenient time required and treatment-related 3
“This question has an open text field option of “Other, please specify.” Five participants specified other to adminisler I administer symptom burden with atezo SC

reasons for their preference, including “less invasive with less tissue damage over the long term,”
“less invasive,” “it is more comfortable because it is quicker,” "no side effects for SC compared to IV,
and "side effects are mild compared to IV."




First-line atezolizumab plus chemotherapy in elderly patients with
advanced NSCLC '
IFCT-1805 ELDERLY: a randomized, multicenter, open-label, phase 3 trial

Carboplatin Q4W - weekly paclitaxel (4 cycles)

]
Key eligility criteria + Atezolizumab Q3W (max 2 years) (CT + ATZ arm)
NSCLC until progression or unacceptable toxicity
ese Stage IIIB, IlIC non irradiable =

or IV (8th classification)
70 -89
‘;sg% -1 Carboplatin Q4W - weekly paclitaxel (4 cycles)
MMS > 24 (CT arm)
EGFR, ALK wild type until progression or unacceptable toxicity
Primary endpoint Overall survival (05)*
Stratification factors
3 Secondary endpoints Progression-Free Survival (PFS)*
histology (sq ¥s non sq 1s), -
Overall survival e 0073 v 8039) Durstion of respone’
- expression of PDL1 (0 vs > 1 vs unknown) Safety**
58 HR,, .1ifieq [95% Cl]: 0.87 [0.70-1.08]
08
? o i cT CT+ATZ
@ o7 (N=170) (N=340)
§ 06
é 0s Median OS: months [95% CI] 15.0 [11.8-17.5] 18.6 [15.5-22.4]
5 ;
2 o3 \‘\x\ 6-m 0S: % [95% CI] 83.5 [77-88.3] 79.1 [74.4-83.1]
£ 02 e e ) 12-moOs: % [95% CI] 57.6 [49.8-64.7] 62.3 [57-67.3]
01
00
0 10 20 30 40 50
Tirne (months) Median FU: 38.0 months (I1C95%: [33.6; 39.4])
cT 170 108 52 32 17 9 27 november 2024
CT+ATZ 340 225 128 63 28 13
The addition of ATZ to CT significantly improved PFS, ORR, DOR, independently of e | g |2
| on Lung Cancer

PDL1 expression.

A significantly higher toxicity was seen with the addition of ATZ to CT for elderly
patients.



En altos expresores anadir QT aporta?

Pembrolizumab plus chemotherapy vs pembrolizumab as first-line therapy for
advanced NSCLC with PDL1 (TPS) 2= 50%: open-label, phase 3, randomized trial
( PAU LI E N ) Response at6weeks | Response at 12 weeks

RR = 1.43 (95% CI 0.66-3.11; P=0.36)

ORR: 33% ORR: 23% ORR:50% ORR:47%
100% 1 REr % ] [nes 10w NE® 7% NE®-3%—
90% I
80% || PD:24% PD-27% PD: 29% PD: 37%
70%
Z 60% | [ l |
%— ind SD: 14% e
. = g 4% SD: 40%
Study rationale and design o
20%
+ Pembrolizumab (PEM) is the standard first-line therapy for advanced NSCLC with high tumor PD-L1 expression e
0%

(TPS 250%) and no targetable genomic alterations. PEM +CT PEM PEM + CT PEM

» However, in those cases where an urgent tumor response is needed, chemotherapy (CT) is often added to PEM, in=42) =) {n=42) (n=30)
tcivs esporas e m covpie respores [GA) or pte espomms (PR, Dmesas corwddeled s O, P, o sabde msese (10, Clrcal Sweses pogross ws

though its benefit is unclear. rvmb . rogreses Gamas (F0) (8] p ot Evaiatse NE) (|t s 1 7 ek, 1 ik, ) 3 3 NE (2 et w1 wehcrawal (91 7 N
Fomarme) Asarreens PE (ORI coeches reenas . OCR. Saaase conect e . prgresres Soease. RE s

« PAULIEN is a multicenter (eight Dutch sites), open-label, phase Ill, randomized controlled, superiority trial comparing
PEM + CT with PEM to assess tumor responses at 6 weeks.

+ Hypothesis: adding CT to PEM will result in a 30% increase’ in objective tumor response (ORR) at 6 weeks.

Progression-free survival and overall survival

e Progression-free survival Overall survival
Key eligibility criteria Pembrolizumab (Q3/6W) ~ 5
. :(éﬂf’bgezﬂéét'g"md- untreated + P"’é“ng‘mp‘;:? - i Group  Events/N(%) mPFS (35% CI) HR (95% CI) Tk Group  Events/N (%) mOS (35%CI) HR (95% CJ)
vancs i ( . weeks b
platinum-based chemotherapy (4 cycles) . 7 "
«  High tumor PD-L1 expression (250%) py (4 cy « DCR (INV) at6 wesks PEM +CT 27142(84%) 10(5-NE) 081 (0.51-164) 'I PEM+CT 2042(48%) 33 (11-NE)  0.89 (0.46-1.70)
+ No targelable genomic alterations PEM  1920(63%) 6(3-NE) PEM  1730(57%) 26 (10-NE)
+ ECOGPS0-2 Key secondary endpoints 80% 80%
« Not amenable for local consolidative * ORR (INV) at 12 weeks
therapies Part 1A et + PFS,08
+ Measurable disease (RECIST v1.1) Pembrolizumab (Q3/6W) Platinum-based + Safely (gr3-5 TRAEs) 60% 60% -
« Asymptomatic brain mets allowed chemotherapy
Randomizabion stralified by age (<f0y vs 270), PS (0-1vs 2), PEM every 3 or & weeks depending on the local hospital guidslines, unti (1) progressive disoase, =
T-stage (<T3 vs. 2T3). hestology (squamous vs. nonsquamous) @ Tonaly, or (3) on of 2 years, s NSCLC platinum packtael 40% 40%
and confer (Q3W), nonsquamous NSCLC. platnum-pemetrexsd (C3W) followed by pemetrexed (G3W) congress
ALY e 05810 1 o't 0K e P 81T gl a2 65 EEMD
Astreiafiors P3, ek, svkastznes, 0. 5 ¥R cb DCR deeane contul ale. WV, mvesigator arpessed, PFS, rogren-boe suraval. O, geal survial TRAE. estmesy.eckfed adverse everd 20% 20%
0% ] 0% T r r r )
0 12 24 36 48 60 0 12 24 36 48 60

Time after randomization (months) Time after randomization (months)



Inmunoterapia “clasica” y algo mas o
comparada con otras combinaciones..




Overall survival with nivolumab plus relatlimab
with platinum-doublet chemotherapy in
metastatic non-small cell lung cancer from
RELATIVITY-104

Luis G. Paz-Ares," Manuel Cobo-Dols,? Mauricio Burotto,® Michael Schenker,* Alejo Lingua,’ Jarushka Naidoo,®7
Francisco Orlandi,8 Emma K. Beardsley,” Vamsidhar Velcheti,'® Martin Reck,'" Gaston Lucas Martinengo,'? Enrigueta ° °
Felip,™ Eniola Yeates,'* Priyanka Kasbekar,'¥ Srijata Samanta,'¥ Satyendra Suryawanshi,'¥ Annie Yu,'* Laura

McDonald,™ Jaclyn Neely,'¥ Nicolas Girard' I VO u I I l a + e a I I I l a
Hospital Universitario 12 de Octubre, Universidad Complutense de Madrid, Madrid, Spain; ? Hospital Regional Universitario de Malaga, Malaga,

Spain; * Bradford Hill Centra de Investigacion Clinica, Santiago, Chile; # SF Nectarie Oncology Center, Craiova, Romania; 3 Instituto Médico Rio

Cuarto, Rio Cuarto, Argentina; ¢ Beaumont Hospital, Dublin, Ireland; 7 RCSI University of Medicine and Health Sciences, Dublin, Ireland; ® Orlandi
Oncologia, Providencia, Chile; ® Frankston Hospital — Peninsula Health, Frankston, VIC, Australia; '®Mayo Clinic Comprehensive Cancer Center,

[]
Jacksonville, FL, USA; "Afrway Research Center North, German Center for Lung Research, LungClinic, Grosshansdorf, Germany; '?Sanatorio Parque
SA, Rosario, Argentina; "*Vall d’Hebron Barcelona Hospital Campus, Vall d"Hebron Institute of Oncology, Universitat Autonoma de Barcelona,
Barcelona, Spain; "*Bristol Myers Squibb, Princeton, NJ, USA; "*Institut du Thorax Curie-Montsouris, Institut Curie, Paris, France

P1.11.85

Key eligibility criteria

« 1L stage IV/recurrent NSCLC NIVO 360 mg + RELA 360 mg Q3w

+ c
+ No prior systemic therapy for metastatic disease | Ny = 309 . PCT (4 cycles) PD-L1 2 1% PD-L1 1%-49% PD-L1 2 50%
. Prophylactic myeloid growth factor was mandatory for ——
* No EGFR, ALK, or ROS-1 alterations® R patients aged = 60 years® according to guidelines’* NIVO + RELA + PDCT  NIVO + PDCT NIVO + RELA + PDCT NIVO + PDCT NIVO + RELA + PDCT NIVO + PDCT
« ECOG PS 0-1 1: (n = 50) (n = 48) (n = 28) (n = 20) (n=22) (n=28)
Median 05, mo NR 17.0 Median 0S, mo 18.9 74 Median 0S, mo NR 19.1
g (90% CI) (11.3:0R) (5.3-18.4) (90% CI) (14.6:MR) (8.8-NR)
Stratified by tumor PD-L1° (2 1% vs < 1%), NIVO 360 mg Q3W (90% C1) (14.6-NR) (8.1-19.6) HR (90% CI) (o6 )25086) HR (90% CI) (G ESED
histology (NSQ vs SQ), and ECOG PS (0 vs 1) + PDCTe (4 cycles) HR (90% Cl) 0.60 (0.38-0.94)
1 ToU 00
Primary endpoint Secondary endpoints Exploratory endpoints
= ORR (BICR) « PFS (BICR) « ORR and PFS by PD-L1 . 05° 75 - i BT 75 75 NIVO + RELA + PDCT
« Safety « DOR (BICR) « Biomarker analysis s VO + RELA + PDC ~ e i
« PROs = 50 €50 50
o o
NIVO + PDCT
25+ NIVO + PDCT 2 25
NIVO + RELA + PDCT NIVO + PDCT NIVO = PDCT
(n = 158) (n = 149 0 ‘ - 0 ‘ ‘ 0 i ‘
" : 0 10 .20 0 10 20 0 10 20
Ongoing treatment,* (%) 22 (14) 25 (17) Months from randomization Months i randanitzation MEGEHE froni EARdoiZaton
Safety ‘ Any grade ‘ Grade 3-4 |Any grade ‘ Grade 3-4 No. at risk 50 37 26 No. at risk 28 20 13 2 17 13
48 25 16 20 8 5 28 7 1
All-cause AEs, n (%) 158 (100) | 114 (72) | 148 (99) | 111 (74)
‘ TRAEs, n (%) 147 (93) | 86(54) | 138(93) | 86 (58)
Serious TRAES 37 (23) 33 (21) 37 (25) 33 (22)
TRAEs leading to discontinuation 26 (16) 13 (8) 24 (16) 14 (9)
TRAES leading to death 6 (4) 302 Median follow-up (range) for Part 2: 12.6 (0.0-28.4) months. NR, not reached.

Luis G. Paz-Ares et al. Poster presented at WCLC Congress, September 6-9, 2025. Barcelona, Spain. P1.11.85



Rilvesgotomig vs Pembrolizumab en 12 linea de CPNCP con doblete de platino

Anti-PD-1 | anti-TIGIT
Duetiab

CPlnaive, PD-L1 TPS 21%

ARTEMIDE-01: First-in-human study of rilvegostomig — Parts C and D (NCT04995523)

ARTEMIDE-Lug03y

phase 3, randomized, double-blind, multicenter, global study of
i

T n combination with b d -apy as first-line
tr for p with q NSCLC whose tumors express PD-L1
Clarissa Mathias,' Yasushi Goto.” Carolin . Alona Zer.* Moritz Drachsler,’ Maozhen Gong.*

750 mg Q3W (: Primary endpoints.
Stage IV NSCLC + ORR per investigator per
= Upto 1 prior chemotherapy Part D1 RECISTv1.1
A0 e regimen for matastatic PD-L1 TPS 250% * Safety
disease 750 mg Q3W (n=31) i
4 = PD-L1TPS per local test Key secondary endpoints
e . EGFRALKwid + DoR
“l e . PFS
No strsfication
factors. —tetdls
’ Up to 35 cycles
ARTEMIDE-01: PFS in CPI-naive and CPI + CTx-naive patients
7y akialy Aasig i Paiclpat
PD-L1 TPS 1-49% TPS 250%
100 10
R
=] chnans P Chnaive
|
_ o |
£l
ARTEMIDE-L: hase 3 global study of ril ig or p plus py for £
1L metastatic |
»
'L dawoen N Hisermann  Celne Mascaur." Qing Znou, Framcesca Arokd* Maczhen Gong," Marisha Laktanpal, ™ Berjamin Limiker." Rosalyn A Jussgens’ 10 4
% % % 7 =& M © 3 s s w o wm ow om m @
Time from first dose (months) Tima from first 6oss (Months)
Wo. st Hoat sk
craave 3 m 8 a1 8 5 4 o I - T L I
CMeCTisame W 13 7 5 5 4 3 ° CrocTose 1 @ w w W w w2 1 0
B e Yerrraeaay PD-L1 TPS 1-49% PD-L1 TPS 2
et CPlnaive (n=31) CP1+ CTx-naive (n=18) CPlnaive (n=34) CP| + CTx-naive {n=31)
* fhopmm s ey she s ok o e e WMedian PFS, months 61 8 123 212
(95% CI] (27-83) 19-125) (84-NC) (102-4C)
e e s e 12-month PFS, % 772 01 555 608
(85% Cl) (129-436) (1.1-520) (37.3-70.3) (41.4-75.6)
:::I‘:-‘I:;::L;S:U‘ s o oo ncan, C1 o CTo cnamotarapy, WC. ot catcuats PO-L). programemed ool dwath igand | PES. progression. bes m“‘"ﬂ"“
10 o e e
ARTEMIDE-01: Safety
ARTEMIDE-01: ORR and DoR
WCR
uPR TRAEs 25% Grade 23 TRAEs
PD-L1 TPS 250% e e Pruritus 12.3%] 15%
wFD AST increased 10.8% w1 5%
. e oo
Pt i Hypercholesterclaemia - 108%
E-: § Hypothyroidism 10.8%
B [ Lipase increased 9.2% w1 5%
= E Rash 9.2%|
= i
E, Y . Constipation 7.7%
& 5 = ALTincreased %
] hEnmBRD Fatigus 7.7%]
Diarrhosa TT%m31%
PD-L1 TP 250% Hypaighionddagmia TTHEE 1%
CPhnaive (n=31) CPl+ CTo-naive (n=18) CPLnaive (n=34) CPl+ CTx-naive (n=31) Decreased appesie 6.2%|
ORR % %0 1 518 GE GGT increased 6.2% M3 1%
(95% Cl) (142-480) {215-69.2) (436-T78) 486-833) Nausea 6.2%)
Wedian DoR. 55 a5 W A5 g : = =
ths. ) (4 1-NC) 4 1-NC) (10.3-NC) (10.3-NC)
Lmeoths o) = ‘ Patents (%)




Phase 3 eVOLVE-Lung02 trial of volrustomig plus chemotherapy versus pembrolizumab plus
chemotherapy in metastatic non-small-cell lung cancer with PD-L1 tumor cell expression <50%

Melissa Johnson,! Edurne Arriola,? Terufumi Kato,* Nicolas Girard,* Shirish Gadgeel,® Margarita Majem Tarruella,® Thomas Newsom-Davis,” Mateusz Polaczek,® Xin Chen,® Kamil Stefaniak,'? Caitlin Lowery, M
Natasha Angra,'! Gary Doherty,'? Myung-Ju Ahn'3 O ru Sto I I I Ig + VS

'Sarah Cannon Research Insiitute, Nashville, TN, USA; “Medical Oncology Department, Hospital del Mar-CIBERONC, Barcelona, Spain; *Department of Thoracic Oneology, Kanagawa Cancer Center, Yokohama, Japan; ‘Depariment of Thoracic Oncology, Institute Curie, Paris, France; *Division of Hematology and Oncology,

Department of Internal Medicine, Henry Ford Health, Detroit, MI, USA; ®Medical Oncology Department, Hospital de ia Santa Creu | Sant Pau, Barcelona, Spain; "Chelsea and Westminster Hospital NHS Foundation Trust, London, UK: #lll Department of Lung Diseases and Oncology, The Institute of Tuberculosis and Lung Diseases, Poster P3_1 B
Warsaw, Poland: *AstraZeneca, Wilmington, DE. USA; **AstraZeneca, Warsaw, Poland . MD, USA ige. UK. “Division of Hematology-Oncology, Department of Medicine, Samsung Medical Cenler, Sungkyunkwan University School of Medicine, Seoul, Republic of Korea

Plain language summ: Volrustomig and rationale

Why are we performing this research? = Volrustomig (MEDIS752) is a monovalent, PD-1/CTLA-4 bispecific, umanised IgG1 i PD-1with Age 218 years. Absence of documented tumour genomic
wih » ‘alteration results from tests conducted as part
orwih are widely used as the first LA L T it Hisiologically o cytologically documented of standard local praciice in any other
treaiment (first-iine [1L] treatment) given 1o ‘with non-small-cel lung cancer (NSCLC) that ~ This mode of action may faciitate enhanced CTLA-4 inhibition at tolerable doses beyond those achievable with current PD-1/CTLA-4 combinations. 5QUAMAUS: Of NoN-squamoUs stage [V NSCLC
has spread 1o other parts of the body (metastatic NSCLC). lmquemwsdﬂuzlﬁ:fnzdw
While 1L abe NSCLC, other pal 4 172 study of dm-ﬂ"mw amenable ndiatio
such as i PD-L1 rzﬂmﬁwe(\a mu Teosl clones ol excesding ‘easibie wit mb—PD-luvlenumpm S CARAPE SNy S IRt
s : PD-L1 TC <50% 38
tumour cell [TC) <50%), 8o not respond as well ~ Encouraging antitumor activity and a with mNSCLC 1L g pe"mmd vENTAmPnu(sm:mybyam
Volrustomig [ PD- and CTLAS, s carboplatin every 3 woeks (Q3W),incudng thase wit PD-LY TC <1% dsease reflerence laboratory; tumour tissue samples for ECOG PS 0 or 1; lifs expectancy 212 weeks.
and that activates a particular type of imr . called T cells, PD-L1 testing must be acquired 3 months
b + The phase 3, two-am, fandomised, muticente. opm-lanuevowe-tuvguzm(mmwuzmwmuw:mwuwnnuqu prior 1o screening Adacuste organ snd mamow funcion.
1L volrustomig shown encouraging clinical activity and PD-L1TC <50% mNSCLC,
cceptable tolerabiity in patients with NSCLC, mmmmmwumuw ay-epack Pl ke | e e o
Tne phase 3 SVOLVELungt2 stucy ains o evaliatsf e combnation f i vorustamg and AR ROS felliagnias .
the langth of
PD-L1 ive for wihcut thei disease progressing. and Ive foroverall Wedmwh( Volrustomlg
mawnumum-gu tandard-of- ty
sphoyhmda iy 2 s well as of 6VOLVE-Lung02 (NCT05884277) study d vo-arm, parallel, randomised, mul , open-label trial ®) Key exclusion criteria (PD]./CTLA4)
Any prior 1L CT or any other systemic therapy -+ Mixed SCLC and NSCLC histology or
How are we parforming this research? for Stage IV NSCLC. ‘sarcomaloid variant. Rare subtypes.
1o either of two groups: stage IV NSCLC Volrustomigt + M‘fvlﬂ:hm:uf!\'fh‘. ! Prior treatment with immunotherapy. .
Uil comphetion of 24 months. ol
= Volustomig in combination with chemotherapy. ~N=1200 histology-specific CT* e s oW of Grade 22 g‘mm mw' not limited lo
i = PD-L1TC <50% ofhae aconbamsion criena aro met NCI CTCAE v5,0) caused by previous BNICANCE!  oaucis i g
- EGFR ALK & ROST wid-type therapy, excluding alopecia. (Participants with par
All participants wil study 24 months. Both + Absence of genomic allerations in other actionable driver Irreversible toxicity that is nol reasonably Spinal cord compression.
wmmmwmmmufmmnmmmmww oncogenes (e.g. NTRK, BRAF, RET, MET)" expected 1o be exacerbaled by study intervention e Anti FO-1
- ECOGPS0or1 in the opinion of the investigator may be i i fab
N for MNBCLE o e Included). scan with IV m.::al s mandatory at
Who . systemic therapy sareeningbasel
will participate in this study? ki
NSCLC wh ow o of
POLT (POLT TC 0% . study y prior 1L10 4
treatment, chematherapy or any other systemic therapy for mnl!hucNSCLQ argeted 1L haragmas. S : it
L T 1 Study endpoints = Knob into hole

{Adia v Rt of the Work). 4

Wharo can | access more Information? o e e ~ G1-T™ Fc
This study plete in Aprl 2028 s y fcpocace = - || * BICR-assessed PFS (per RECIST v1.1) in patients with PD-L1 TC <1%.
More information about this study can be found ? 08 in patients with PD-L1 TC <1%
You may aiso speak o your doctor about clinical studies,
AR e B oy
Key: Specifically designed to enhance CTLA-4 blockade on
BICR-assessed PFS (per RECIST v1.1) in all randomised patients (L., PD-L1 TC <50%; ITT
population) PD-1+ activated T-cells to widen therapeutic index
;oum 08 in all randomised patients.
Germany fowakis
) Background Austia Hungary  Spain Other:
Belgium MHaly Torktys
Crochia Natherisnde United Kingdom + @VOLVE-Lungo2 is cumently BICR-assessed PFS (per RECIST v1.1) landmarks (at §, 12, 18, and 24 monihs) in patients with
Immunotherapies targeting PD-1 or its ligand PD-L1 have transformed the treatment of 1L enrolling at approximately 265 PD-L1TC <1% and in all randomised patients.
:m;mam??umumwume or combined with chemotherapy (CT) and/or other agents aites In 25 counbiesiregions; 08 tandmarks (at 12, 18, 24, and 36 ah POL1 TC 1% a0
approximately 1200 patients i
Howeves, in a subsel of patients with PD-L 1-low {Le. PD-L1 TC <50%) or PD-L1-negalive (Lo westigator-assessed in
TC <1%) disease, such therapies are associated with shorter OS than in patients with PD-L1 TC will be recruited. l;.mmm PFS (per RECIST v1.1) in patients with PO-L1 TC <1% and in al
250% disease regardiess of NSCLG histology.' (o= 55t
This indicates a significant unmet medical need for additional treatment options that improve atl eeapulusd d ORR RECIST v1 with PD-L1 TC <1% and in al
clnicel outcomes in s patisnt popusoon. , L Tahan + Enrolment began in October randomised paients.
\[7—1'“*'-“ 2023, and primary after starting Py pal with PD-L1 TG <1%
Dual inhibition of PD-(L)1 and CTLA-, with or without chemothesapy, has shown clinical activity, is anticipated in April 2028. and in all randomised patients.
including survival benefi,in patients with PD-L1-low and PD-L1-negative mNSCLC and is used in e Safaty and tolerability.
cinical practice (o address the poorer prognosis of these patients >-1 =
e a
Achieving further efficacy improvements with monaspecific CTLA-4 inhibitors at higher treatment Patient.reportad outcomes (including NSCLC Symptom Assessment Questionnaire on disease-
doses is clinically restrained by loxiciy, 1% related symploms).
Abbreviations Acknowledgements References
PR = ) 25 = 1 rnenat a4 oy 0
O} [=] s cytotone Dok £cos " v = fundod by e s o 12
o EGFR. iasic Cancar: 10, nmuno, AstraZeneca.
oncolagy. ITT. . Natoeal for utvnese Events; sor. uncer St 21
s s = S e e
@ (igant] 1. PF: il PFS2, Ps avew. (PP ot o Y e 23 11
E & IMV!W!IL! RECIST 1.1 ion 1.1: SCLC. it 22) it
TC, lamour o e P o 5
o 1 P s Lo o 9 321

| | Bt e

S

Poster presented at the IASLC World Congress on Lung Cancer (WCLC); . Spain; 6-9 Sep 2025 -




Doblete de platino + Pembrolizumab + nuevas |0

KEYMAKER-UO1 substudy 01: investigational agents + pembrolizumab and Efficacy; Investigator-Assessed ORR per RECIST v1.1

chemotherapy in untreated stage IV NSCLC

Squamous Nonsquamous
100 . 100 -
. 90 7-84. 90 4
KEYMAKER-UO1 Substudy 01A Design ol e P
Treatment Cycles 1-4 Treatment Cycles 5-35° 76, PETE) el T 70 4 (u.sznlgs.s)

(23.4-63.1)
Vibostolimab 200 mg IV Q3W +
pembro 200 mg IV QIW
+

0 4 39.4 39.1

60
(28.0-51.7)  (27.1-62.1) 333

Vibostolimab 200 mg IV Q3W + pembro 200 mg IV Q3W +

ORR (85% Cl), %
2
ORR (95% ClI), %
o
o

carboplatin with 22 3
Key Eligibility Criteria paciitaxel (squamous) or pemetrexed (nonsquamous)® slraxed (noRsquENOUS)® (22.0-46.3)
» Treatment-naive 40 40 4
confirmed stage IV
squamous or 30 30 4
nonsquamous NSCLC
+ ECOGPSOor 1 2 20 4
* Known PD-L1 TPS 10 10 4
- Not eligible for EGFR, MK-4830 800 mg IV Q3W + pembro 200 mg IV Q3W M;f:&zmﬂ;'x,%‘?&' " ol
e ST % Caboniato Naty ) % Arm 1 Am2 Am 3 Am4 Am 1 Am2 Arm 3 Ama4
paclitaxel (squamous) or pemetrexed (nonsquamous)’ pemetrexed (nonsquamous)® Vibostolimab + Boserolimab + MK-4830 + MK-0482 + Vibostolimab + Boserolimab + MK-4830 + MK-0482 +
pembro + chemo pembro +chemo pembro + chemo pembro + chemo pembro + chemo  pembro + chemo pembro + chemo  pembro + chemo
n=34 n=26 n=34 n=12 n=T1 n=64 n=83 n=42
Stratification Factors

+ Tumor histology (squamous
VS nonsquamous)
* PD-L1 TPS (<1% vs 21%)*

Primary endpoint: ORR’ Efficacy: Investigator-Assessed PFS per RECIST v1.1

Secondary endpoints: Progression-free survival® and safety

Squamous Nonsquamous
m—— - - = " . Median Median
Vibostolimab, a TIGIT antagonist mAb (arm 1) - MK-4830, an ILT4 antagonist mAb (arm 3) Eventan o Meden Eventan  Median
- Boserolimab, aCD27 agonist mAb (ann 2) = MK-0482‘ an ILT3 antagonist mAb (arm 4) mab + pembxo + chemo 30034 56 (48-90) Arm 1 vibostolimab + pembro + chemo 6171 69 (4.8-90)
18/26 68 (46-240) 49/64 69 (50-11.0)
Arm 3. MK-4830 + pembro + chemo 24134 52(47-16.T) Arm 3. MK-4830 + pembro + chemo 50/63 68(46-103)
a2 NR (2 6-NE) 28/42 92(7.1-164)
» 12.m0 rate
; L] i {IXIN p—
P
i 50-
@
E "
n
..,
0o 3 & § 12 15 @ 2 M 27 30 33 3% 38 42 45

No. at risk Time, mo
Ami M ¥ % ® & 3 3 3 3 3 2 2 2 2 2 @

Am3 % 2 15 13 1 W W 8 7 3 2 1 0 © © ®




ZEAL-1L Gec'ﬁ

Study design

« Phase 3, multicenter, randomized, double-blind study

T

« Histologically or cytologically confirmed diagnosis of
NSCLC without known targetable driver alteration

[
. 1. PFS by BICR in the CR/PR population
- mi j Experimental: Niraparib + Pembrolizumab P l I l I Z l I I I l + -
(squamous or non-squamous; mixed histology allowed) I P P I Key SecondaryiOther: e b O | I a b /

~

Primary:

= Advanced (Stage IlIB not amenable to definitive 3 <
h i apy) or r ic (Stage IV) NSCLC 2 PFS‘ by BICR in the ITT gopulatlon
Comparator: Placebo + Pembrolizumab OS in the CR/PR population

+ Completed 4-6 cycles of pembrolizumab + platinum- = [ ] [ ]
based 1L induction chemo and achieved SD, PR, or CR 4. OSinthe ITT population
- ECOG score of 0 to 1; adequate organ function o = 5. Time to progression in the CNS I ra a r I ‘
\_+_Asymptomatic brain metastases permitted Stratification (assessed by BICR using RANO-BM)
Histology Squamous vs. Non-SQ

Safety
PD-L1 Status TPS <1% vs >=1% [ ) m m
+ Mixed small cell lung cancer or sarcomatoid variant ) a n e n I I e n 0

The 5 efficacy endpoints will be tested in

(s

NSCLC .
Receipt of prior PARP inhibitor(s) in prior lines of the pre-specified sequential order.
treatment + Niraparib: 100-mg tablets or matched placebo orally - If any endpoint fails to reach statistical

Known history of MDS or AML or active tuberculosis QD, continuously (200 or 300 mg starting dose) | significance, formal testing will stop and
Systolic BP >140 mmHg and/or diastolic BP >890 mmHg Pembrolizumab: 200 mg IV Q3W ‘ all subsequent endpoints will not be

I formallv tested. I
PFS in the CR/PR or ITT population

CR/PR

Ramalingam WCLC 2025
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*  [TT:4,4-4,37m (HR0,99) Key secondary endpoint: Overall Survival
® OSm: CR/PR population

«  CR/PR:24,77-32,49m (HR 1,2) re——

Ex)
. . _ i SeaTes Siseghs o
ITT: 21,36-25,26m (HR 1,16) 1o e 1.0 4 T16 @O 14D
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oz 0.2
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g'; + censored gic A + censored
O 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50

0 2 4 6 8 10121416 1820222426258 3032343638404244464850

Months since randomization Months since randomization
No. at risk No. at risk
< 4141132110103 83 63 SO 38 26 18 10 4

BI6T IS8135112 88 67 51 40 24 14

175 857 145132126 119112110100 95 86 74 55 46 38 32 23 1€
71 160 153 145142 136 128 122 113 108 =




ADCs anti-TROP2 TROPION-Lung02

+ Phase 1b study of Dato-DXd + pembrolizumab + Pt-CT in a/mNSCLC without actionable genomic alterations?

2025 ASCO eligibility criteria i
ANNUAL MEETING s RE iR Y Dlé\,/l?}-gv,\(ld & Pemlletrgaz\xmab * n’f'cﬁTw J
* a/mNSCLC

TROPION-Lung02: Datopotamab deruxtecan (Dato-DXd) oo e cohort 1 (n=2): [+ EILY

plus pembrolizumab (pembro) with or without platinum <2 lines of prior therapy® PEI Gmoka [ 200mg | Primary:
chemotherapy (Pt-CT) as first-line (1L) therapy for ey Safety and

advanced non-small cell lung cancer (aNSCLC) e T cohort3 (n=14): [T + BEECETI + Carboplatin AUC S SO
(cohorts 1 and 2)°

Benjamin P. Levy,’ Luis G. Paz-Ares,? Chien-Chung Lin,® Scott Herbert,? Tsung-Ying Yang,5 Anthony W. Tolcher,§

<20 T + I + Carbopiatiaue’s -
Yanyan Lou,” Yoshitaka Zenke,® Diego Cortinovis,? Enriqueta Felip,'® Manuel Domine Sr.,! Konstantinos Leventakos, 2 » Treatment-naive Cohort 4 (n=26) 6 mg/kg & nAUC 5 =

]
Emiliano Calvo,'? Atsushi Horiike,'* Edward Pan, ' Keisuke Matsubara,'® Xiaoyu Jia,'> Rachel A. Chiaverelli,’> Michael %

J. Chisamore,!” Yasushi Goto'® (cohort 2)4 Cohort 5 (n=8): 4 mg/kg +m+ Cisplatin 75 mglmz ’_
. Span “epart permal Whacksoe, eatorsl Civere Ko L >

Secondary:
Efficacy

A; SHoSPaN Linrverstano 12 ge Octubre, GNIO-H20 Lung Cancer Unf, Univers
o “Guantu

Seria Fa. NAY, LIS, “Drvertmect of * Treatment-naive

(cohorts 3-6)° Cohort 6 (n=6): 8] 200mg tiCisplatin 75 mg/im?

of Health & Weitars, Tainan Cly, Tawran, *G
o ac ve, FL. USA. SDepa

Data cutoff. April 20, 2024. Median study duration was 18.7 months (range, 11-33.8) for doublet and 24.6 months (range, 15.4-32.4) for tripiet combinations.

Progression-Free Survival
Confirmed ORR?, n (%) 23(54.8)

PFSm: 11,2m (doblete) — 6,8m (triplete) e
OSm: NE (doblete) — 17,4m (triplete) S e

95% Cl 744-96.0
Median TTR, months 14
Range 12-7.0
Median PFS, months 12 i e
e R i i sl — ’ 0 2 4 6 8 10121416 18 202224 26 28 30 32 i Lns)::c‘l — 25%
Dose recuction of any drug 8(180) 14(259) e 3 Median 0S, months NE

""‘ﬂ 95% Cl 19.2-NE

Median PFS (95% CI)
Doublet: 11.2 months (8.2-21.3)

Median PFS

(95% Cl) (102-) : ) | @221
HR

(95% CI) (0.19-129)

Median 0S NE NE
(95% CI) 26.2-NE (43-NE) | (192-NE)

40+

Progression-free survival (%)

204

+ Censored

Progression-ies survival 06

Time since start of treatment (months)

No. at risk:

Grade 23

::. Progression-Free Survival
AECS-{:W cossistomatis. 6 ' 0 et I Triplet (n=54) £

k) 2(48) Lo Confirmed ORR*, n (%) 30 (55.6) Median PFS (86% CI)
Adudialed dnug-elated ILDipneumont: (262) 1 Rash poublet ian % —]
o ol ; : " 95% Cl 414-69.1 ‘L Triplet: 6.8 months (5.5-11.1) = o e e el Py
Ceular surface events E 1 e | MOt23 = Median DOR, months 13.7 1 HR 0.67
i ; L S e 95% Cl 57-NE ol (055120
Median 05 269 mo 133mo
DCR, n (%) 48 (88.9) @5%c) TINE)  (B4NE)
HR
ek el W Tk {95% CI) (0.31-1.59)
Median TTR, months 14 ORR 61%% 522%
Range 12-986
Median PFS, months 68 + Conomd
95% Cl 55-11.1 0
Median OS, months 17.4
95% CI 91-NE

TROP2ZNMR+ TROP2 NMR-
(r=21)

R

Progression-free survival (%)

Time {monihs)

I L I L S . I P T
0246 81012141618 2022 24 26 28 30 32

Time since start of treatment (months)

No. at risk
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Clinical Trial Name |Phase |Treatment  [Status
TROPION-Lung07 3 Dato-DXd Plus Pembro +/-Chemo in  Recruiting
1L nonsquamous NSCLC
TROPION-Lung08 3 Dato-DXd Plus Pembro vs. Pembro in Recruiting
1L nonsquamous NSCLC with PD-L1
=250%
EVOKE-03 3 Pembro vs. Sacituzumab Govitecan  Recruiting
Plus Pembro in 1L NSCLC with PD-
L1 250%
TroFuse-007 3 Sacituzumab Tirumotecan (Sac-TMT) Recruiting

Plus Pembro vs. Pembro Alone in 1L
NSCLC with PD-L1 = 50%

TroFuse-023 3 Pembro +/- Sac-TMT in 1L Recruiting
maintenance for squamous NSCLC



Dato DXd + Rilvesgotomig en CPNCP no escamoso PDL1>50%, no AGAs

TROPION-Lung10: Phase 3 study of datopotamab deruxtecan plus rilvegostomig in non-squamous advanced or
metastatic non-small cell lung cancer with high PD-L1 expression and without actionable genomic alterations

Thomas Newsom-Davis,” Benjamin Solomon,? Barbara Melosky,* Rebecca S. Heist,* Shun Lu® Giulia Pasello,® Julia Niewczas,” Marta Stachowiak,® Pavlo Lyfar,® Xiacjin Shi,'® Suresh S. Ramalingam™

'Chelsea and Westminster Hospdal London, United Kingdom: “Peter MacCallum Cancer Centre, Melbourne, Victoria, Australia; *BC Cancer-Vancouver Centre, Vancouver, British Columbia, Canada; “Massachusetts General Hospital, Boston, MA, USA: *Shanghai Lung Cancer Center, Shanghai, China, ®Venato Institute of Oncology, Padova. ltaly.
weden: Clinical Ds . Warsaw, Poland; "AstraZeneca, Global Development, Mississauga, Ontario, Canada: '“AstraZeneca, Late Development, Gaithersburg, MD, USA: "'Winship Cancer Institute of Emory University Atlanta, Atlanta, GA, USA POS(QI’ 122Tip

Plain language summary TROPION-Lung10 (NCT08357533): A phase 3, randomised, open-label, global study
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How are we performing this research? 5 PP
Dats- 04 ki, Avegeatimig skre. e No AGAs Pombrolinumab
2333 of <o Fesmment Stratified =
- ECOGPS0or 1 ot ks G 200 mg QI for up o
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Background
¥ miempy g e £ ALy
Dato-DXd oRR
e e o papload TROP2e DoR*
+ Dato.DXd slone o in cominabon weh 3 PD. UPD.L 1 thes * chemother hae shoan actuity ae 1Le reatment r erds weh achvanced o - 9‘”
metasmse NSGLC o i o Panere-reported cutcomes PES"
g sty (mackan PFS: 4.4 vi 3.7 moniha; MR 075 [96% G2 PEST =
wSCLC wran v w os S
i o TROPZ ORR
Smonrs. PRS2
In e phase 1 TROPION. ombinagons of 1L, Dato-DXd pi ORRs e 52% Patiert«eporied outcames
s 5475, DR were 8% and 8%, and madian DoRls wero NE and 12 0 menths, respectuely ™ = -
In e phase 10 TROPION-Lungdé saudy, 1L W Pannediactive recruitment o = = ‘Safety and tolerabilty
5% and 77% DGR respactven)'h e
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. cacy. 3G an acoeptatie salety proble 0% POLY “Assassed by BICR per RECIST 1.1,
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Abbreviations Acknowledgments. Disclosures. References
1L frstire. ADA wodr ADC AGA, B AJCC, 1 Gandu L. ecal N Eng J Med 20 18.378 207862 10 mamura K et al Oncomarget 20178 2872636
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Poster presented at the European Lung Cancer Congress (ELCC) 2025, Paris, France, March 26-29 2025 by Thomas Newsom Davis.
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Berlin, Germany

Phase study of

Ivonescimab plus chemotherapy versus tislelizumab plus
chemotherapy as first-line treatment for advanced squamous NSCLC (HARMONi-6)

Study Design

A multicenter, randomized, double-blind, parallel-controlled phase Ill study

Key Eligibility Criteria Ivonescimab (20 mg/kg, Q3W) Ivonescimab
] + Carboplatin (AUC 5, Q3W) (20 mg/kg, Q3W)
+ Pathologically confirmed sq- + Paclitaxel (175 mg/m?, Q3W) up to 24 months or
NSCLC up to 4 cycles unacceptable toxicity
+ Stage llIB-IV
+ No prior systemic therapy \
Tislelizumab (200 mg, Q3W) Tislelizumab
+ No EGFR mutations or ALK + Carboplatin (AUC 5, Q3W) {200 mg, Q3W)
[eaTangenIens + Paclitaxel (175 mg/m?, Q3W) up to 24 months or
+ ECOGPSOor1 up to 4 cycles unacceptable toxicity
Stratification Factors: Endpoints:

+ Primary endpoint: PFS by IRRC per RECIST v1.1
+ Key secondary endpoint: OS
+ Secondary endpoints: PFS by INV, ORR, DCR, DoR, TTR and safety

+ Stage: lIIBAIIC vs. IV
+ PD-L1TPS: 21% vs. <1%

Data cutoff date: February 28, 2025

Mediana de seguimiento de 10 meses

Most noramon, TRARS (incidancs XTEK)

Ivonescimab + chemo

«Sibly Tislelizumab + chemo
JEGF-Related (N=265)

(N=266)
AEs? B Any Grade  Grade23  Any Grade  Grade =3
Any 123(62) 20(75) 60 (226)  6(23)
Proteinuria 72(27.1)  6(23)  29(109) ]
Haemorhage 57(214)  5(19) 25(9.4) 2008
Hypertension 27(102)  8(30) 12 (4.5) 3(11)
Arterial
thromboembalism Siaay 3054y, L o
Venous
hrombosmbolism 2 (0.8) o 3(1.1) 1(0.4)
Preuia 1(0.4) o o o
A D wvore grouped form

[Primary endpoint: PFS by IRRC

e

mPFS, months
(95% CI)
Stratified HR
(95% €y
p-value

Ivonescimab+chemo demonstrated a statistically significant improvement in PFS vs.
tislelizumab+chemo with HR=0.60, representing a 4.2 months improvement in mPFS.

Ivonescimab
+ chemo + chemo
6) )

1
(9.86, NE)
0.60
(0.46,0.78)
<0.0001

Tislelizumab

6
(6.82,8.57)

Median Follow-up: 10.28 months

Consistent PFS benefit by investigator-assessment: HR = 0.64 (95% CI: 0.50, 0.84)

ORR and DoR by IRRC

Tumor response was higher and more durable in the ivonescimab arm.

Any PD-L1
_p=0.008

onascimat Trul vt
+ chomo

ORR(%)
sstsstnansi

ORR by IRRC

PD-L1 TPS<1%

Seoracimat Tiskelrmials
chomo

sxesd

ORR(‘M
888

Ivonescimab + chemo

ORR(%)

¥ass38sd

e
"
o

PD-L1 TPS21%

honescimab  Tslehzurmaby
+ chema + chema

Tislelizumab + chemo

(N=266) (N=266)
BOR, n (%)
‘ CR 1(0.4) 0
PR 201 (75.6) 177 (66.5)
sD 39 (14.7) 60 (22.6)
PD 6(2.3) 15 (5.6)

(SR

e
MIW] lii, 082 b | 5% €1 (0.46,0.95)

W oM
=9 O5%C0 (007, 1.39)

DoR by IRRC

mDoR, months
(95% CI)

p-value

Ivonescimab Tislelizumab

+ chemo + chemo
(N=202) (N=177)
11.20 8.38
(8.54, NE) (5.72. NE)
0.0219

PDL1TPS 250%



Pendiente resultados...

Poster Bd#135b: HARMONi-3

A Randomized Phase 3 Study of Ivonescimab Plus Chemotherapy Versus Pembrolizumab Plus TPS8664
Chemotherapy for the First-line Treatment of Metastatic Non-small Cell Lung Cancer: HARMONI-3

i Wang. ! Yam Vo Jon
Wang, ' Habert Jotte, Nathan Penn.

. A "

class merstoston
against PD-1 and vascutar
Factor (VEGE: Figure 1

Koy Exclusion Criteria
- b

oo evidence of e prasence of small ce'
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o gemcemi ahieracions (EGFR, ALK, RO, a:
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s | s i PO 1VTGF Binpnife
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Key Inclusion:

N=~1080

Randomization

4

Non-squamous OR  Squamous

4

4

4

Pembrolizumab +
Carboplatin +
Paclitaxel (or nab-paclitaxel)
Q3W x4 cycles

Pembrolizumab +
Carboplatin +

Pemetrexed
Q3Wx 4 cydes

4

Primary

Secondary
+ ORR, DCR, and DOR by investigator
assessment, safety, PK, immunogenicity

Maintenance
(up to 24 months)

Ivonescimab +
Pemetrexed
Squamous:
Ivonescimab

PernbfoE:umab +

Pemetrexed

Pemtrolim mab

* 05, PFS by investigator assessment®
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Antiangiogénicos + |0

Randomized, blind, multicenter phase 3 study (NCT04964479)

+ Benmelstobart 1200mg iv D1

+ Anlotinib 12mg po, QD
D1~D14

Key enroliment criteria

@ Locally advanced or recurrent/metastatic
NSCLC
TPS21%
Age: 18-75; ECOG PS: 0-1
Previous systemic treatment naive

No EGFR mutations, no ALK or ROS1

rearrangements Pembrolizumab 200mg iv D1

Placebo Omg po, QD D1~D14
3 weeks / cycle

No prior exposure of anti-angiogenic
agents or immune checkpoint inhibitors

Primary endpoint

Progression-free survival (PFS)
per RECIST 1.1 assessed by IRC

Secondary endpoints
Overall survival (0S)
Objective response rate (ORR)
PFS per RECIST 1.1 by INV

Disease control rate (DCR)
Safety

Stratification factors:
* Histology: squamous vs. non-squamous
+ Brain metastases: yes vs. no
« PD-L1 expression (TPS): 2 50% vs. 1-49%

Brazo comparador
adecuado??

PRESENTED BY: Baohul Han MD

2025 ASCO

Preestaton A brooarty 8 B i ard ASCO Perinaden f6ured Vo roee Cortact (oAt ldatcs o3

astiaator. TPS: tumor proportion score

ASCO =

KNOWLEDGE CONQUERS CANCER

Key Pre-specified PFS Subgroup Analyses

& e Ny N (%)

Median, months (95% Cl) 13

HR (95% Cl)

N

Median, months (95% Cl) 11

HR (95% Cl)

B e ]

Benmel+Anilo | Pem+Placebo

158 (44.9) 80 (45.2)
3(11.0,NE) 7.2(56, 136)

0.60 (0.41,0.88)

Benmel+Anio | Pem+Placebo

213 (60.2) 107 (60.5)
0(9.2,12.6) 6.9 (5.6,8.9)
0.63 (0.46, 0.86)

2025 ASCO

ANNUAL MEETING

CAMPASS: Benmelstobart in combination with anlotinib vs
pembrolizumab in the first-line treatment of PD-L1 positive,
advanced non-small cell lung cancer (aNSCLC):

A randomized, blind, multicenter phase 3 study

Authors: Bachui Han', Kal
Chens, Hongmel Sun'™, X;

%, Runxiang Yang®, Yongzhong Li
Min'%, Huagiu Shi'®, Hualin Ch

o Xie®, Qingshan
i @, J

. Xingxiang Xu¥, Qiang Liu?, Yan Yu'®, Qiming Wang'*, Tienan Yi'?, Yengxing
Jinsheng Shi e 20

hen Gao

Baohui Han MD
Shanghai Chest Hospital, Shanghai, China

Results Primary endpoint: PFS by IRC
100 - Benmel+Anio (N = 384) | Pem+Placebo (N =177)
Benmel+Anio
PacasBlaceba Events, n (%) 166 (46.9) 95 (53.7)
o Median, months (85% CI) 11.0(8.2,12.6) 7.1(58,9.5)
E PFS at € months, % (95% CI) 747 (69.6,79.0) 56.8 (48.6,64.2)
% HR (95% CI) 0.70 (0.54,0.90)
5 e p-value 0.0057
i
-
T T T T T d T T T
0 2 4 6 10 12 14 16 18 2 2
Time since randomization (months)
No. at risk
Benmel+Anlo 354 an 276 202 142 108 78 a2 24 9 1 o "Median follow-up:
Pem+Placebo 177 139 13 7 54 38 27 18 1 2 0 Benmel+Anlo: 11.4 months

Pem+Placebo: 10.6 months

ASCO'

owLE0G1 CON

2025 ASCO  FTRTrpRy o

Benmelstobart in combination with anlotinib vs
pembrolizumab in the 1L

» Key findings: Efficacy & Safety
- mPFS subgroup analysis: Squamous mPS 11 mo (HR
0.6); PD-L1 = 50% 13.3 mo (HR 0.63)
-Higher ORR 57 vs 40%
- Safety: higher rates of grade = 3 toxicities, but no
increased rates of IRAEs or discontinuation

——>



Antiangiogénico de mantenimiento tras QT + 10

2025 ASCO PFS (per RECIST version 1.1 by IRC, ITT), Interim Analysis

ANNUAL MEETING

lung cancer
research

- . - < Event Consor (%) Median (95 CI% )
Phase 3 study of benmelstobart in combination with - Treawmert 7 201(7230) 10,12 (B 54-NE)
chemotherapy followed by sequential combination with : control 103 181(6373)  7.79(6.87-9.69)

Adjusted Hazard Ratic 0.64 (98 35% C1 0 45-083)
Stratifed Log-rank P=0.0038

anlotinib for the first-line treatment of locally advanced or
metastatic squamous non-small cell lung cancer (sq-NSCLC)
Yuankai Shi', Longhua Sun?, Runxiang Yang?®, Dingzhi Huang?, Yongzhong Luo®, Haichuan Su®, Qiang Liu?, Peng Zhang®,

XingYa Li®, Xiangjiac Meng'®, Yu Yao'!, Lingfeng Min'2, Yan Wang'3, Lei Yang'4, Conghua Xie'5, Junquan Yang'®, Jianhua
Shi'", Zhi Xu'®, Hongbo Wu'?, Honghai Wang?®

Progreasion Free Suniel (xabeiy

Oneology. Baiing Key Labor
al. Chinase Academy of
hes

i Vork of Pusves T T T v v + p T
Department of Crcology, The
Frst Ammates Cra cs N Time unce Rancomzatien imorens)
[ Mo st sk

ahan s Hospial. Tengshan, Chino
tArmy Megical Universty), Chongaing. China: ' "Depar

Yuankai Shi, Cancer Hospital, Chinese Academy of Medical Sciences

2022 ASCO z

a: Supericrity boundary ©=0.0165. Data cutoff date for this interim analysis. March 1, 2024. Median follow-up of PFS. 6.97 months (95%CI. 5.78, 7.62) va. 6.87 months (95%CL 5,62, 7.29).

Abbreviaticn: PFS, progression free survival. RECIST, Response Evaluation Criteria in Solid Tumers: IRC, independent Review Committee; ITT, intent to treatment. NE, not estimated

202 ASCO s Professor Yuanks Shi ASCO -

wr. Protessar Yuankal Shi

Study Design Conclusions

« Benmelstobart in combination with chemotherapy followed by sequential combination with anlotinib

TQB2450-lI1-12 is multicenter, randomized, double-blind, parallel-controlled phase Il study demonstrated a significantly improvement in PFS compared with tislelizumab plus chemotherapy for

Induction treatment Maintenance treatment locally advanced or metastatic sq-NSCLC.
up to 4 cycles) ;
et L = Median PFS: 10.12 (95% CI: 8.54, NE) vs. 7.79 (95% CI: 6.87, 9.69) months, HR 0.64 (98.35% ClI:
—
Key eligibiiity criteria Benmelstobart (1200 mg, Q3W) Benmelstobartb® (1200 mg, Bty st 0.45, 0.93), P=0.0038.
- o Primary endpoint.
+ Pathologically confirmed . Carboplatin (AUC 5, Q3W) Q3W) + Anlotinib (10 mg, PFS per RECIST version 1.1 = PFS benefit favored benmelstobart in combination with anlotinib group in almost all subgroups.
stage IIB-IV sg-NSCLC | N=570 | Paclitaxel (175 mg/m?,Q3W) P.O., D1-D14, Q3W) by IRC
+ No prior systematic therapy | 4 . » Improvements in ORR, DCR, and a more durable tumor response were observed.
ECOG PS of 0 or 1 Ke[ MEOMI!! endggnl:
os ‘ « OS was not matured at this interim analysis.
» No risk of fatal bleeding,
Secondary endpoints:
such as central cavitary, " i H H H 2 2 : i ty—
{ i di Tislelizumab® (200 mg ORR. DCR, DoR, HRQoL, Benmelstobart in combination with chemotherapy followed by sequential combination with anlotinib
invasion of main
o 2 3W) + Placebo and safety ‘ showed a manageable safety profile.
bronchus was excluded) Paclitaxel (175 mg/m?, Q:
Stratification factors: Benmelstobart in combination with chemotherapy followed by sequential combination with anlotinib
« PD-L1TPS™ <1% vs.1-49% vs.>=50% a: Assessed ata central laboratory using PD-L1 IHC E1L3N (AmoyDx PD-L1 assay) b: up to 2 years ‘ might be a new first-line treatment option for sq-NSCLC.
= Sites of metastases: <=3 vs. >3 2 =
‘ . ECOGPS: 0vs. 1 Data culoff dae for this. interim analysis: March 1, 2024, CinicalTrials. Gov: NCTOS713167 Abbreviation: PFS, progression free survival: sq, squamous; NSCLC, non-small cell lung cancer; HR, hazard ratio; Cl., interval; NE. not estimated: ORR, cbjective
response rate: DCR. disease control rate: OS, overall survival
b tion: sq, NSCLC, Il cell lung cancer; ECOG, Eastem Cooperative Oncology Group, PS, Performance Status; PD-L1, programmed death ligand 1; TPS. .
tumor proportion score; AUC, area under the curve; PFS, progression free survival: RECIST, Response Evaluation Criteria in Solid Tumors; IRC, Independent Review Committee; OS, N i Ve
overall survival; ORR, objective response rate; DCR. disease control rate; DoR, duration of response; HRQoL, health related quality of life 2025 A'SCO = : '_Mir‘o.rffﬁtn‘ihjwH'A__»“ s e énsgg\__w”‘“m'
2025 ASCO patsnniosy: Professor Yuankai Shi Asco s
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Antiangiogénicos +/- 10 tras PD a QT + IO

Paclitaxel-bevacizumab +/- atezolizumab
progressing after chemo-immunotherapy

in advanced non-squamous

NSCLC

GLQLung Cancer
UPDATES

ESMO HIGHLIGHTS
17 - 21 OCTUBRE 2025

Berlin, Germany

Trial design

» Open-label, randomized (2:1), non-comparative, multicenter phase Il trial

Non-squamous advanced NSCLC
patients* progressing after:
*  1line of concurrent chemo-

N=156
immunotherapy
or
¢ 1line with a doublet of
platinum-based chemotherapy 2

and 1 line of immunotherapy
sequentially, whatever the
order

Stratification factors:

« 2*or 3" line tregtment

*  PD-L1 expression: <1% vs 2 1% positive
tumour cells and < 50% vs 2 50%

«  Progression with previous line including
anti-PD1 or anti-PD-L1 treatment
(<6 months vs 2 6 months)

*Eligibie Patients without Contra-indications to bevacizumab

Treatment until progression or unacceptable toxieity =

products not involved in severe toxicity may be
continued if benefit is

MNote : no cross-over allowed at the
time of PD from arm A to arm B

» Primary endpoint : progression-free survival (PFS) rate at 6 months, assessed by independent review committee (IRC).

= Secondary endpoints : PFS by investigators, objective response rate (ORR), overall survival (OS), safety and quality of life.

Primary endpoint: 6-month PFS rate by IRC in eligible pts

In eligible patients

A: paclitaxel + bevacizumab
(N=50)

B: paclitaxel + bevacizumab
+ atezolizumab
(N=103)

By IRC

By Investigators

6-month PFS rate: % [95% Cl]

52.0% [38.2-65.9]
52.0% [38.2-65.9]

Reminder: NON COMPARATIVE trial design

6-month PFS rate: % [95% CI]
40.8% [31.3-50.3]
42.7% [33.2-52.3]

Secondary endpoints :

> ORR similar in both arms: 42.0% in arm A, and 41.7% in arm B; DCR: 82.0% in arm A, and 76.7% in arm B.

> Median PFS [95% CI]: 7.5 [5.8-9.

A 2[5 5_8 21 mant

in arm A and
TSy G

passicn oo Sunmad

"
BF 5 hom randomasation

he in
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Protatibty of Dnaral Surwal

> Median OS [95% CI]: 17.

months [10.9-
arm R inarm A and 18 B [10 R-10 21 manth
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Metastasis en SNC



Mtx en SNC: QT + 107 ADCs?

TROPION-Lung01

NIVIPI-Brain

Phase 3, Randomized, Open-Label Study (NCT04656652)

Treatment naive patients with stage IV NSCLC with untreated brain metastases not amenable for SRS, EGFR/
bl i Key eligibility criteria

ALK/ROS1 negative, any PD-L1, ECOG PS 0-1, ic and brain |

COHORT A (n=44) Q6W until
Asymptomatic brain metastases
and not receiving steroids
COHORT B (n=27)

NIVO 360mg Q3W + IPI 1mg/kg Q6W
+

Tumor evaluation by body CT scan and brain MRI
the 12th week and thereafter Q9W until disease progression

Until disease progression®,
unacceptable toxicity or a

*Non-squamous: CDDP or CBDCA +
pemetrexed; squamous:CBDCA +
paclitaxel

patients without progression *
for at least 6 months, as + Overall Survival
asssessed by RANO-BM + Time to brain RT and quality of life

Safety by CTCAE v5.0

*Patients with exclusive CNS PD were allowed to continue within the study after brain RT
CBDCA: carboplatin; CODP: cisplatin; CT: computerized tomography; CTCAE: common toxicity criteria for adverse events: IPI: ipilimumab;
MRI: magnetic resonance imaging; NIVO: nivolumab; ORR: overall response rale; PD: progression disease; RANO-BM: response assessment

RECIST:

in neuro-oncology brain

CNS Best ORR (by RANO-BM)
ORR = 41.5% (95% CI 24.9-54-4)

_—

e
Il

Change romvommios 3]

criteria in solid tumors; RT: radiotherapy

Systemic Best ORR (by RECIST)

ORR = 41.5% (95% Cl 24.9-54-4)

]

[ ———

- I|||||"|““"""|r|

NSCLC (stage llIB, IIIC, or IV)
ECOGPSOor1

No prior docetaxel

Patients with clinically inactive,
asymptomatic brain metastases

.

anti-PD-(L)1 mAb therapy

With actionable genomic alterations:

* Positive for EGFR, ALK, NTRK, BRAF,
ROS1, MET exon 14 skipping, or RET

+ 1-2 prior approved targeted therapies
+ Pt-CT and <1 anti-PD-(L)1 mAb

Dato-DXd
6 mg/kg Q3W
n=299

Olygosymptomatic brain Chemotherapy Q3W (2 cycles)’ maximum of 2 years were eligible (intracranial activity):

metastases controlled with low = e + CNS ORR, DCR, and PFS,

dose steroids (dexa < 4mg qd) :'1'""7 4 ST s sl e ic ORR & PFS by Without actionable genomic alterations: Docetaxel assessed by CNS BICR per
rate (icDCR): percentage of RANO-BM and by RECIST v1.1 respectively + 1-2 prior lines, including Pt-CT and 75 mg/m? Q3W CNS RECIST

n=305

Stratified by: histology;” actionable genomic
alteration;® anti-PD-(L)1 mAb included in most recent
prior therapy;? and region®

Dual primary end points:
* PFS by BICR per RECIST 1.1
+ 08

Post hoc analysis

- Percentage change from
baseline in SOD in
measurable brain metastases

’ = AllPatients With Untreated BM or PFOQFESSIOH After R1
Clinical Benefit Rate (CBR) = 73.8% Clinical Benefit Rate (CBR) =78.4% 100 + Dato-DXd  Docetaxel Events,n/N
6 CR, 21 RPand 21 SD 27 RPand 24 SD (n=38) {n=30) Dato-DXd Docetaxel
. = - CNS PFS,*" median _ - Subgroup (n=30) HR (95% CI)
Primary Endpoint: Intracranial DCR (by RANO-BM) ® 80 (ss%i, months | 80(357NE) 30(1576.5)
173 Unstratified HR 0.48(0.23-0.98) Histology
= (95% CI) it i |
] 2 60 Nonsquamous i -
1.00 § (0e56) 1M/3 13/25 re— E 0.37 (0.16-0.83)
Cohort o 41% '
i A Intracranial DCR % 40 Dato-DXd ?:_“1‘2';“’“" 3/7 5 e—e———ce—y
Lol 1 : i 1.81(0.30-11.02
: = o A Atémonths 41% 5 ey | ot )
S i }
— (95% CI 28-60) e 2 Docetaxel !
1 I
L\—\_H_\ B At 5 months 46% Wl el . | . ' . (‘l‘_"’:'f‘ea';‘ 9127 10/19 re—H1051 (021-127)
Y (95% 31-79) 0 2 4 6 8 10 12 i
0.251 k- - - : , Time since randomization, months ;’f;;;" /11 6/11 _+e—i4033(0.09-1.20)
— As the intracranial DCR is below Hp-atnek e S
0.001 50%, the study did not achieve Dato-DXd 38 23 13 6 5 2 0 1 2 1
the expected efficacy axel 30 1 HR (95% CI)
9 12 15 18 21 24 27
Nadal WCLC 2025 Time (months) since inclusion date

Dato-DXd (n=16)

Docetaxel (n=11)

CNS confirmed ORR,* % (95%

CNS confirmed DCR,? % (95% CI)

CNS PFS

Cl) 38 (15-65)
88 (62-98)

0(0-29)
36 (11-69)




Mtx en SNC: los chinos apuestan por los antiangiogenicos

| g it et
A5 | b i Comer

BAP BRAIN -
< SUPER BRAIN -
> Randomized, multi-center phase 3 study conducted across 11 centers in China (NCT01951482) e
Experin_lental arm (BAP) Bevacizumab
Mam inclusion criteria: Bevacizumab 7.5mglkg 7.5mg/k
B8/kg
Non-squamous NSC| i SNPAAD 5
EGFR-wild type and p i-plati pemetrexed® Until PD or intolerable "
negative (IV, Q3W, 46 cycles) (o) toxicity Study Design (NCT05807893)
Treatment naive (N=80) - 10— ] 3
el bl Primary endipoint: Inclusion Criteria 1 w1 %
RI iPFS by INV (modified | + 181075 years; L $
Number of intracranial RECIST v1.1) + Stage IV non-sq NSCLC with ¢ d BMs confirmed by i i
lesion either 23 or 1-2 o e histopathology or cytology; Sm
{"r';:"’r‘:‘gf:ble WAL P;‘;’" Oa;); e?oagi:‘ B + MRI-confirmed brain parenchymal metastasis with 23 lesions; or 1-2 lesions E g
At least one intracranial Control arm (AP) — iDCR®. ORR®. DCR® unsuitable for or refused local treatment; Ll iees | £
lesion 2 5Smm Pemetrexed-platinum® = Pemetrexed® + 21 measurable lesion with a diameter 5mm in the brain; Em H
= (IV, Q3W, 4-6 cycles) (Q3w) No EFGR sensitive gene mutation, no ALK/ROS1 gene fusion; H
N=160 L
(N=80) + ECOGPS score is 0-1; T T T TR i T
Time since Treatment iniiaton (months) Ynllvnll'almul\mulm' (morths)
Wurber ol isk Marberaf sk
Primary Endpoint: iPFS Until PD unacceptable toxicity, or death, fnruplo?)ewﬁ Primary endpolnt :
i nero | s '_ First line treatment _ _ maintenance _' ial progressi PFS The median iPFS was 13.1
T o ; lul fi ival (iPFS; 3 ith 6+ -
k. E;:;Kos-(.‘c)w nww T Patigints Bcoassedl with bevacf:tmgw se ::IT;:: lus o 19 i mon::si)'ggh E;mor;l;agge‘il d
¢ i 101308 | @aTnE for eligibility enm!led B : P D oy JUHN o foien OF - i
N 0434 (00430712) p  and b and e o 3 m s 1124 14200 67.1% respectively. The median
- HR s%CH P <000t carboplatin pemetrexed P:;OE S"'OYR;" Sm;“: g SPFS was 13.3 months.
i T Sl ; + 0S Nine patients (22.5%) died due
e Lt median follow-up time: 13.3 months (95% CI: 13.0-13.5) 17 February 2025 wﬁ%igrﬁrﬂ to "Difgi the 12-month 0S rate
1 T mnmhi ince Troaement intiaton manthe) was 3
Chen WCLC 2025 e e R T v B T
ORR intracraneal: 84%
5 6 e ; ORR extracraneal: 64%
Data cutolf : January 31, 2025 Median Folow-up: 16.7months (range 7.4-32.0 mo/
Gevangany BHEHCST Yu WCLC 2025 e Adenocarcinoma con Mtx SNC (RM)
PFS 0os 2 08
- 11 * >3 06 1-2 no subsidiarias de tto local
= ey DESIT: 11 vs 7 DEST: 13 1 e Almenos1>5mm
ustian | nite e |
z Ty g oo [ m: vs /m | m: m
: Lo LT : * No mutados (EGFR, ALK)
g X PFSm: 8,7 vs 5,2m PFSm: 13,3m
a ~ . . ali
OSm: 28 vs 18,5m 0Sm: NA; 71,3% vivos a 12m 12 linea
T = Folow Upm: 16,7m Follow Upm: 13,3m
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EGFR

Current Treatment
Landscape for Front
Line EGFR+ NSCLC

 ficacy [l Tocciy

amivantamab
+ lazertinib

EGFRm

osimertinib PFS | ORR

Palliative
care Y.
osimertinib +
chemo

Baumann ASCO 2025

EGFR

Extensive PD

PD on osimertinib

OligoPD

Small cell
transformation

‘ 2023 ASCO  [FTemrn
EGFR-independent

EGFR Ampitcation || Mutsion || Uproglation Fusion
EGFR on{aeget mutations

EGFR smplification
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Amivantamab + chemo
+/- lazertinib
(MARIPOSA 2)

Atezolizumab +
bevacizumab + pacli +
platinum (IMpower150,

AS)

Platinum-based
chemotherapy

Local ablative therapy

and continue
osimertinib

" =

fir

Platinum +8toposide *
|

Prof Vanita Noronha, Mumbai (India)




EGFRm: FLAURA 2

tmm

FLAURA 2: exploratory OS analyses in patients with poorer prognostic factors treated with ;
Osimertinib +/- platinum-pemetrexed as first line treatment for EGFR-mutated advanced NSCLC ' 7

TR

win

FLAURA2 phase Il study design (NCT04035486)

Osimertinb 80 mg (00} ¢

Patints with untrsaled ocally advanced |
malastatic EGFRMNSCLC
Key Inclusion criteria
+ b zityen
* Pumaiogeal confimd no-sams.
(0

)bk o s Treatment beyond PD alowed per invesigetr discretion

+ WHOPS0/1
* Siable CNS metastases were slowed

+ Bran scas at sl
(MRI T, mandsioy)

Osimartiold 80 mg (QD)

+ Primasy: PFS by imesligaor

+ ey secondary: 05"

+ RECIST v1.1 msosament at B.and 12

+ Survival fobow-up for 0124 und cala

Endpoints

asossmenl por RECIST .11

P05 s ket 7% iy
000, ew )

Follow-sp

waks, then QI2W unkl RECIST v1.1-
defined radtogical PO

cuoflfor e parned frel 05 anelyss

FLAURAZ: overall survival'

M 05 wih csmestob ps plateum-pemeiresed wss 47 5 marifs

O gt m o
. Pr— W Grimene mm
g R ) I 0,0.985 02
e
vz\\’\,\.\ 6%
™ - Ayeans

Mdan 05
[t
T

Tapnan

HEEEE]
from rancomisation months)

2 45 4 0 M 5 o8 &

s Ol e
] ™
NS mary o basaina.

- "

" "
ECFR mutation fype”

e w

et n
Pusma EGFRm

D "

Uniecnd &
Liver e it Basine

- u

0 u
Bone et 1t baselny.

- w

o W
Tiona TP5)

A “

e 5

[ Key Eligibility Criteria "\

vs MARIPOSA

Phase 3 MARIPOSA Study Design

Focus of this presentation

AmiLazin 1L
R

NSCLC

+ Locally advanced or - Amivantamab + lazertinib Primary endpoint:
metastatic NSCLC E (n=429; open-label) = PFS by BICR per RECIST v1.1
2 ;;i:::zl;‘:::;;m E E‘ Key secondary endpoint:
+ | Documented EGFR L - .§ % Osimertinib = Protocol-specified final overall survival®
Exploratory 05 analyses the: '] Ex19del or L858R z (n=429; blinded) PO
Frem— § et e— + ECOGPSOort g2 Othar Inthls
o (esvsnc) fresvmse] ) A — ; = Intracranial PFS (icPFS)
tratification Factors N " 5
% é ,',5 B ~ Lazertinib = Intracranial ORR (icORR)
. It twiste . et s cndetac] (EG“g d’ﬂ"[“ﬂ‘:i‘;’g;ﬁ’f (n=216; blinded) - Intracranial DoR (icDoR)
. A.slan rac'e (yes or no) (" Lazirtinit froncharapy A ek haliha o « Time to symptomatic progression (TTSP)
*  History of brain L assess the contribution of components - Safety
\ metastases (yes or no) /
Serial brain MRIs were required for all participants
MARIPOSA did not allow treatment crossover®
0S was a key secondary endpoint with prespecified alpha to assess significance
L) oS .
& FLAURA:
N * SGa48m:49vs41%
] ——e
- MARIPOSA:
@ _ - .
: - e SGad2m: 56 vs 44% MARIPOSA: Overall Survival yeross
w —— TR Median OS
» e — onpe L (95% Cl)
u —— Fdie] Amivantamab + lazertinib Not reached (42.9-NR)
“ - 80 4 75% Osimertinib 36.7 mo (33.4-41.0)
HR, 0.75 (95% CI, 0.61-0.92); P<0.0052 |
60%
iciaun-bioad 2.8 {median 4 cyces [range 1-6]) 60 4 :

[ e —

1

Pemetroxed _ B3 (median 12 cycles [range 1-48])

Osimertinib

5 10 15

Median PFS, months (95% CI)

0-<3 mos (n=63) [EERRCENEEE)

3—<9 mos (n=84) 24.7 (19.6, NC)
S R GGENGESRS )N 27.6 (16.7, NC)
218 mos (n=83) 30.6 (27.4, NC)

elcc U European Lung
Cancer Congress 2025

Induction | Maintenance

Fi

elcc* -

Participants who are surviving (%)

Amivantamab + lazertinib

M
40 4 44% Osimertinib

0S8 was significantly longer with amivantamab + lazertinib

PRl OS curves continue to widen over time with a projected
>1-year median OS benefit*

Median follow-up: 37.8 mo

o 3 6 9 12 15 18 2 24 27 30 33 3 39 42 45 48 51 54 657 60

Months
am an 3% | s ) w1 8 310 287 a7 m 188 Rl o " 1 0
am 418 e £ 7 350 a3 an 2 m 51 m 132 o P 15 0 °
“Based on an of OS in both arms, the improvement in median OS is projected to exceed 1 year.

2024, I otal, 390 deaths deaths)ams.

Eurapean Lung Cancer Congress 2025



EGFRm
EGFR mutations

FLAURA vs FLAURA 2 vs MARIPOSA trial

- Osimertinib L a— Amivantamab-Lazertinib

Poster 1966P Introduction

Cost of adverse event
management in first-line
EGFR-mutated advanced

NSCLC treated with osimertinib
+ platinum-pemetrexed versus
amivantamab + lazertinib

| G| ae wesscontrss
- A ool G

FLAURA FLAURA2 MARIPOSA
Efﬁcaey PFS18.9m PFS255 m A99m PFS237m A12m+ Plalf L giage Sty
0S38.6mv31.8m 0S8 47.5mv 37.6 m (HR 0.77) 0S Not reached v 36.7 m (HR 0.75) [ > R
Side Diarrhoea 42% Diarrhoea 46% Diarrhoea 32%
(all gr::::;_ Rash 22% Rash 30% Rash 64%
Paronychia 27% Paronychia 26% Paronychia 69%
Neutropenia 4% Neutropenia 25% Infusion related reaction 65%
Neutrophil count decreased 7% Neutrophil count decreased 24% Peripheral edema 38%
Anaemia 11% Anaemia 48% (G3 20%) Venous thromboembolism 40%
Creatinine increase 14% Anaemia 27%

Supportive care  Emollient cream, steroid Emollient cream, steroid creams
creams Cytopenias/ mouthwashes

Schedule Daily oral tablet
Visit every 2-3 months

Daily oral tablet,
Iv Infusion once every 3 weeks

Financial $ $8

Emollient cream, steroid creams
Prophylactic antibiotics, anticoagulation

Daily oral tablet,
Infusion/ subcut once per week for first 4
weeks; once every 2 weeks thereafter

$8$8

David Planchard et al WCLC 2025 , Soria JC et al N Engl J Med. 2018, Cho BC etal N Engl J Med. 2024

[
ncrmn

- »&m,.‘m

reduced the i of grade 22 ic AEs? vs SoC DM in the first 12 weeks
. i of grade 22 ic AEs was reduced by 50% with COCOON DM vs SoC DM (P<0.0001)
+ Grade 3 dermatologic AEs were reduced by >50% with COCOON DM vs SoC DM

= >3-fold reduction in moderate to severe scalp dermatologic AEs with COCOON DM compared with SoC DM

+ ~50% reduction in discontinuations due to AEs with COCOON DM vs SoC DM allows participants to remain
on treatment

+ The COCOON DM and SoC DM arms are fully enrolled (N=201) with additional results planned at
upcoming congresses®

Eiopaan Lung Carcr Corgross 2125

A d . . . ..
COCOON Study Conclusions cokdon Preventing AEs with Amivantamab + Lazertinib
. At lhe first pre-planned interim analysls the primary int was met: The prophy ic COCOON DM regimen

IRR Prophylactic Regimen VTE Prophylactic Regimen
(SKIPPirr)* (PALOMA-2, PALOMA-3)23

to 1 hour before start Eirst4 months
Oral 8-mg dexamethasone BID Oral anticoagulants as per NCCN
2 days and 1 day prior and or local guidelines

8-mg 1 hour before first infusion®

Dermatologic Prophylactic Regimen (COCOON)>

Antibiotic é- Weeks 1-12 Weeks 13+

100-mg BID doxyeycline 1% Topical elindamycin lotion

prophylaxia or minocydline on the soalp daily
i i p; " o Nail cleaning Weeks 1+
The prophylactic COCOON DM regimen, with widely available and agent 4% Chlorhexidine on the fingernails and toenails daily for 12 months
easy-to-use agents, significantly reduced the incidence and severity -
of dermatologic AEs with amivantamab + lazertinib Longacing 48 Weeks 1+
g skin hydration Ceramide-based moisiurizer at least daily for 12 months®
s Eor— " w0rgee . o
<3ininic e - s % 00,k oy B, ok TE v st
elCC OM e rogeen 5, s . elcc Ehre ’TS.JZTW.I.MM s e L S

European Lung Cancer Congress 2025

Conclusions

= From US payer perspectives, osi + CTx is associated with substantially lower
AE management costs compared with IV and SC ami + laz for the first-line (1L)
treatment of patients with EGFRm locally advanced or metastatic NSCLC

The largest contributor of the higher AE management costs for IV and SC

ami + laz compared to osi + CTx was the cost of Food and Drug Administration
(FDA)-recommended anticoagulant medications to prevent VTEs. The cost
associated with treating haematologic AEs was the largest contributor of AE
management costs for osi + CTx

Including the costs of the prophylactic dermatologic regimen from the COCOON
study resulted in greater cost savings with osi + CTx; compared to both IV and
SC ami + laz, osi + CTx cost savings persisted when including the impact

of the prophylactic dermatologic regimen from the COCOON study and the
prophylactic infusion-related reaction (IRR) regimen from the SKIPPirr study on
AE frequencies




Alternativas terapéuticas en 2L EGFR mut+

G)a Lung Cancer
UPDATES

ASCO HIGHLIGHTS

MARIPOSA-2 Amivantamab + 6.3vs4.2 0.48 (0.36-0.64); 17.7 vs 15.3; 72% vs 48% Approved in US,
chemo P < 0.001 HR=0.73, P=0.039 EU, Japan,
China, etc; OS
Amivantamab + 83vs42 0.44 (0.35-0.56); NA 92% vs 48% data still
lazertinib + chemo P < 0.001 immature N
HARMONI Ivonescimab + chemo 1l Not disclosed 0.52 (0.41-0.66); t1m A Ta snsns o 56% vs 50% OS immature. (T g cancer
(Global) vs chemo (HARMONi-A: P<0.00001 16,8 vs14; HR 0,78 Dr UPDATES
(Press release!) 7.1 vs 4.8) (0,62-0,98); p=0,0332 i China :JzCID-ESEP%II{‘IJIﬁRE2025
IMpower150 Atezo + bev + pacli + 11 NR NR 27.8vs 18.1; HR, 52.1% vs Exploratory
carbo (ABCP vs BCP) (subset) 0.74 (0.38-1.46) 54.5% subset analysis
ATTLAS Atezo + bev + pacli + 11 85vs 56 0.62 (0.45-0.86); 20.6 vs 20.2; HR. 40.4% vs PFS positive, OS
carbo (ABCP) vs P=0.004 2.02 (0.69-1.46), 21.6% negative
chemo P=0.975
SACHI Osi + savolitinib vs 1 82vs45 0.34 (0.23-0.49); 229vs 17.7; HR, 57% vs 57% Only available in
(METamp) chemo P<0.0001 0.84 (0.55-1.29) China
HERTHENA- HER3-DXd vs chemo 1l 58vs 54 0.77 (0.63-0.94); 16.0 vs 15.9; HR, 57.9% vs Drug will not be
Lung02 P=0.011 0.98 (0.79-1.22) 46.1% marketed
OptiTROP- Sacituzumab 1 69vs28 0.30 (0.20-0.46); NR vs NR; HR, 56% vs 71.7% FDA breakthroug
Lung03 tirumotecan vs P<0.0001 0.49 (0.27-0.88); therapy @L "
docetaxel P=0.0070 designation Aing ancer
OptiTROP-Lung 04 0,6 (0,39-0,62); p<0,00p1 NRVs17,4; HRO0,6 9=‘ !.!E)DATES
IGHT

Inclusion criteria

17- 21 OCTUBRE 2025

. Berlin, Germany
Endpoints Results {
SAVANNAH Phase 2 study of 172 PD post 1-3 cycles of EGFR 1°: ORR ORR: 55%
osimertinib + savolitinib TKI, METamp (IHC 90%, mPFS: 7.5 mths (6.4-11.3)
FISH 10+) Grade=3 AEs: 56.4%
ORCHARD Phase 2 platform trial 30 PD on 1L osimertinib with 1°: ORR ORR: 41%
evaluating resistance to (interim- MET alterations on NGS Grade=3 AEs: 30%
osi 20)
SAFFRON Phase 3 comparing 324 Chemo naive, PS 0-1, 12: PFS NA
osimertinib + savolitinib received osimertinib as 1st
vs pem + carbo or 2M line therapy
FLOWERS/CT Ph 2 RCT comparing osi 44 Chemo naive, EGFRm and 1°: ORR ORR: 90.5% vs 60.9%
ONG2008 +/- savolitinib METamp (IHC/NGS) mPFS: 19.6 vs 9.3; HR=0.8 (0.19-

1.81); Gr=3 AEs: 57.1% vs 8.7%



NORTHSTAR: a phase Il randomized study of Osimertinib with or without local

consolidative therapy for metastatic EGFR mutant NSCLC

NorthStar Study Design

Randomized, multicenter, phase Il trial, NCT03410043

lgib

-+ Locally advanced or
metastatic NSCLC

- ECOG PS 0or1

* Measurable disease

- TKI naive EGFR Ex18del or
LB8S8R

Lel

Induction

"
-+ Acquired T790 no prior 3" gen
TKI

j
TKI naive vs prior 1/2 gen TKI

= Brain metastases

6-12 weeks

Osimertinib*

Osimertinib* plus
LCT

Primary Endpoint
- PFS

Key Secondary Endpoints

= Safety of osimertinib and
LCT

= OS
PFS in =3 mets
PFS in TKI naive

*Osimertinib continued until disease progression or unacceptable toxicity

Demographics and Baseline Characteristics

Characteristics Osimertinib (n=63) Osimertinib p
Age, median (range), y 64 (31-82) 66 (40-88)
Women 42 (66.7%) 37 (66.1%)
EGFR mutation subtype

Ex19del 42 (66.7%) 32 (57.1%)

L858R 18 (28.5%) 22 (39.3%)

T790M (with LB5ER or Ex19del) 3 (4.8%) 2(3.6%)
No of Metastases at baseline

greater than 3 45 (71.4%) 39 (69.6%)
| less than or equal 3 18 (28.6%) 17 (30.30%)

greater than 3 37 (58.7%) 32 (57.1%)

less than or equal 3 26 (41.3%) 24 (42.9%)
Brain metastasis®

yes 23 (36.5%) 21 (375%)

no 40 (63.5%) 35 (62.5%)
Resp t inducth T

PR 43 (68.3%) 40 (71.4%)

sD 20 (31.7%) 16 (28.6%)
Prior Therapy*

TKI naive 80 (95.2%) 54 (96.4%)

1% or 2% generation TKI 3 (4.8%) 2(3.6%)

LCT modality n=56

Radiation
Surgery
Surgery and radiation

Type of surgery n=23
Lobectomy
Lobectomy and wedge resection
Wedge resection
Segmentectomy
Adrenalectomy

33 (56.9%)
17 (32.1%)
6 (9%)

18 (78.3%)
1 (4.3%)
2 (8.7%)
1(4.3%)
1 (4.3%)

Radiation modality n=50, 39 patients

VMAT or IMRT
SBRT
. 3D conformal or 2D conformal

28 (56%)
15 (30%)
7 (14%)

@a Lung Cancer
UPDATES

ESMO HIGHLIGHTS

Progression Free Survival LEl L

Osimertinib (n=63) | Osimertinib plus LCT
100+ n=56)

PFSevents, n (%) 50 (79.3%) 42 (75%)
80 A% —— osister  Median PFSmonth  17.5 253
— Osi 95% Cl (14.5,24.3) (19.4, 45.0)
2 60 68% HR 0.66
) One-sided 90% ClI 0.50-0.87
g 40- P value 0.025
(1-sided log rank)
20
0 ————y
0 12 24 36 48 60 72
Months
No. at risk
Osl +LCT 56 44 25 19 " 2 0
Osi 63 a4 21 13 5 1 1
Progression Free Survival in Patients with Polymetastatic Disease
Complete LCT Partial LCT
100+ mPFS 27.9 (16.6, 48.3) 1004 mPFS 14.5 (10.2, 21.6)
80+ 80+
] 2 60
aé se 46% [ rd
8 40 8 40
20- 204 15% :
0 : ; ]
To 12 2a 36 a8 60 "o 12 24 36 a8 60
N s = Months . : No. at ek . Monms‘ .
Adverse Event Osimertinib plus LCT (n=56)
Grade 1 Grade 2 Grade 3
Pneumonitis 1(1.8%) 5 (8.9%) 1(1.8%)




EGFRmMm con Mtx en SNC tras PD a TKI

EGFR. Brain mets after 1-2G TKI
Oral abstract 2004. Asandeurtenib TY 9591 Phase 1

Significantly Reduces Toxic Metabolites of Osimertini

4 via Deuteration Technology

»  Structural similarity to osimertinib, with comparable efficacy

and development potential.

~ Deuteration technology enhances metabalic stability by
blocking key metabolic sites, thus significantly reduces
formation of the toxic metabolite TY-8591-D1 (AZ5104).

~ Potential for improved efficacy and lower toxicity, leading to a

broader therapeutic window.

Key eligibility

- NSCle

+  EGFRme (13del, 21L858R)

« Patients previously reated with

1st/2nd gen EGFR-TKIs and
confirmed T790M-positive.

Both intracranial and extracranial
measurable twmors.

ECOG: 0-2

n=40-60

BMgroup Primary endpoints:
il | Prain pRrenchymel E— ORR per INV using RANO-BM
metastases without LM, +  eORR per INV using RECIST
n=30-40 Vit
TY-9591, 160 mg QD in 21-day dary er
cycles until disease progression (intracranial or ORR
¢ L critoria, oCR
or study termination—whichever occurs first.
DoR
PFS
LM group e
l——pp Positive CSF I or >
EGFRm | Stogr S os
n CSF, n=10-20
*  Safety and Tolerability

100 5

o0 = Best overall response

804 B Complete resporse 7le

iy I Suie ot Lung Cancer

=1 |8 Progressive disease,

504

UPDATES

- h

5 ASCO HIGHLIGHTS
30 MAYO - 03 JUNID 2025

Chicago, USA

Best change from baseline insize of tasget
leslons (%)

o - ——— P RE
%o %, 0 Wty Pl %0 Vg Sy %y M, Py %y Y, M, 0, V1, % % U 5, %, %, %, %, T, Y, Y0,

[Prioe exposure 10 15y 20d-gen EGFR-TKIs No

Note: Best ovarall response confirmad.

Figure 2. Waterfall plot of the best variation of the sum of the longest
diameters of intracranial target lesions from baseline

» Asandeutertinib treatment showed improvement in ORR, DCR, iPFS and PFS.
» Median iPFS, DOR, and OS were not reached when the trial was completed.

Tahle - = Ffica Rociy|ts

12m-iPFS
(%; 95%CI)
96.6

ORR iPFS
(%; 95%Cl) (months; 85%Cl) (months; 85%Cl)

96.6 135 NA

(%; 95%CI)

Alll patients 828
‘ (n=29) (64.2 - 94.2)
Treatment naive 81.5
(n=27) (61.9-93.7)

(82.2-99.9)
96.3
(81.0 -99.9)

(12.5 - NA)
15.1
(12.5 - NA)

(14.7 - NA)
NA

(77.9 - 99.5)
96.3
(76.5-99.5)

FASE Il VS OSIMERTINIB EN BM



ALEX: randomised, open-label, Phase 3 multicentre study

Abstract 8590

Key eligibility criteria Alectinib (600 mg BID)
Histologically/cytologically confirmed advanced
ALK-positive NSCLC (by Ventana IHC)

Aged 218 years
- ECOG PS0-2
- No prior systemic therapy for advanced disease

o A I_ K+ Impg;t of lorlatinib dose
T —— e Yo ) modifications on adverse
peentaeT e D event outcomes in the
phase 3 CROWN study

Crizotinib (250 mg BID)

Stratification factors Primary endpoint Secondary endpoints

ECOG PS (Oor1vs 2) - PFS per investigator using RECIST v1.1 - PFSbyIRC
Race (Asian vs non-Asian) - Time to CNS progression
Baseline CNS metastases (yes vs no - ORR
o ) oRb Abstract 8589

- | OS; safety
~

Conclusions
@ + In the phase 3 CROWN study, about one-

Depth of response and
progression-free survival
» Median follow-up was 53.5 months with alectinib and 23.3 months with crizotinib | n patlents Wlth a dva n C@d

- 7-year OS rate: 48.6% with alectinib vs 38.2% with crizotinib

100
N Alectinib (n=152) i
80 4
e Patients with event, n (%) 76 (50.0) 73 (48.3)
: .

OS in the ITT population
third of the patients treated with lorlatinib
had 1 or 2 dose reductions

Median time to dose reduction to the
75-mg dose was 7.1 months, and median
time to dose reduction to the 50-mg dose
was 11.3 months

ALK-positive non-small cell

ose reductions enabled patients to

| un g cancer t rea t e d continue treatment with a median duration
— 604 : months (95% C) 811 623NE) | 542(346-756) . .. post reduction of 42.2 months for the
® ~] 48.6% L Stratified HR (95% Cl) 0.78 (0.56-1.08) Wlth | O rlatl n | b ?urar:sog on ?S-mg d;())se andd 20.7 months
8 w0 j T tpesmes 5 Value (stratified log-rank) 0.1320 OEiSdurgtopon sty dose
38.2% *+ This post hoc analysis showed that dose
20 Alectinib (n=152) reductions were effective in managing
= S:ﬁ‘;!;.”&‘“:‘s" AEs associated with lorlatinib, with most
o evaluable events partially or completely

Day1 12 24 36 48 60 72 84 96 108 120 resolved with 1 or 2 dose reductions

No-at-shek Tima {manths) Conclusions + These findings show the importance of

flme M 2 8 R B 2 8 28 2 % + With lorlatinib treatment, 80% of patients dose modifications to mitigate toxicity and
experienced >50% shrinkage in target continue lorlatinib treatment for prolonged
lesion, and 34% had >75% shrinkage in periods of time in patients with advanced

target lesion ALK-positive NSCLC

Greater depth of response (DepOR) was
associated with longer progression-free
survival (PFS) in patients with advanced
anaplastic lymphoma kinase (ALK)-positive

non-small cell lung cancer (NSCLC) treated GeOffre! Liu,' E

OS by CNS metastases™ at baseline

Patients with CNS at baseline Patients without CNS r ses at

*= Median OS: 63.4 months with alectinib vs 30.9 months + Median OS: 94.0 months with alectinib vs 69.8
with crizotinib (HR 0.68; 95% Cl 0.40-1.15) months with crizotinib (HR 0.87; 95% Cl 0.58-1.32)

100ty 100
Y - The probability of remaining
86 “\‘-*»-. %0 progression free at 5 years was 75%
e E Wl = 60 s in patients with DepOR of >75%-100%,
= "—.j_‘ ' i = TN, e, 3 compared with 37% in patients with
8 40 o _ M 8 4. R DepOR of 0%-50%
S ¥ = 5
20 Aloctinib (n=59) 20 Alectinib (n=93) * No differences were observed in ALK fusion
Crizotinib (n=53) Crizotinib (n=98) 3 p I FE
o * Censored o * Censored variants in the DepOR groups iy
Day1 12 24 36 48 60 72 84 96 108 120 Day1 12 24 36 48 60 72 84 86 108 120 « No association was observed between
No. at risk Time (months) No. at risk Time (months) DepOR and circulating tumor DNA (ctDNA)
init Alsctinib s 7
Chretmmes s v o s 7% % ¥ ¥ 3 Crotmb 9 74 56 a7 a2 w3 @8 clearance status

Alectinib induced a clinically meaningful OS benefit compared with crizotinib

in patients both with and without CNS metastases

R Rosario Garcia Campelo,’

sessed by investgaio

Prof. Tony Mok

Conlent of this is copyright and of the author. is required for re-use. mm‘“““’”“




Key eligibility criteria

Advanced, unresectable or metastatic
NSCLC with KRASS'% mutation®

No prior systemic therapy for locally ADA 400 mg PO BID +
advanced/metastatic disease® e
« Known PD-L1 TPS (local or central EEHEROCCMELEE W
KRYSTAL7 | &

* Treated, neurologically stable brain
metastases allowed

Primary endpoint Secondary endpoints
+ ORR per investigator + DOR and PFS per - 0S
RECIST v1.1) investigator assessment  + Safet
a b - - assessment ( y
PFS2 and OSP in all patien (_
All patients’ All patie Part G: 1L NSCLC
PFS os s o,
N = 149 N = 149 i . ; : ORR 90% PDL1 >
. { ) . { ) Olomorasib + Efficacy of 1L Olomorasib + Pembrolizumab
Median PFS, mo 11.0 Median 0S, mo 18.3 pembrolizumab® 50%
(95% Cl) (5.8-14.0) (95% CI) (14.3-NE) Randomized 1:1°
100 83 (56) 100 73 (49) n=43 704
¢0]
80 80 Part G Eligibility 50 Efficacy Evaluable Patients* n':"" Pn-:l;sox
404
BOR, n (%)
F 60 = 60 : No prior therapy for metastatic disease® £ 204 o 1@ )
E § All PD-L1 expression permitted E ?g_ ;; :;3((‘772)} “: ::?)
4 J
a 40 40 £ PD 3F 16y
£ NE 1(2) 0(0)
20 20 2 74 90
Key objeclives g ‘s i (u.n;s.n m.;-:u)
0+ T T r T T T T v T T v 0+ T T r T . T T v v T T KL i O @ DCR.%. (8% Chy (79.2-97.6) (75.1-99.9)
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33 - Pramaconetcs E MAedian DOR, monthé (95% C) N NE
Time (months) Time (months) « ORR. DCR, PFS and DoR per RECIST v1.1 Y e Bmaniiine. o0 (w,:ENE) (mi';NEJ
Wb ab Ak No. at risk E 70 gesow 1 somgan Mcw Median PFS, months (85% CI) (12.00E) (12.0.NE)
All 149 50 7 64 55 44 36 28 18 1 6 o Al 149 116 104 91 83 73 58 46 29 16 1 0 -804 E';r Wiwmeo WP 802 897
00 wim ore e Lolcaliba 2 i Bely (64.1-89.6) (64.8-97.3)
; : - ; ahved 1
« Atotal of 45 (30%) patients received subsequent anticancer therapy, the most common being chemotherapy (n = 21) and -100+ SR T 12-month PFS rate, % (95% CI) (4022::: i g?é:m

chemotherapy with checkpoint inhibitor therapy (n = 9)

Safety Profile: 1L Olomorasib + Pembrolizumab| SLP a 1 afio, ~60%

Te— AnyGrade  Gradez3 Graded  Graded
Patients, n (%) P 49) Any AE 45938 26(54.2) 43(89.6) 0188 15@1.3) 7@ 202
" Diarrea 20@1.7) 483) 17 (35.4) 8(16.7) 5(10.4) ) =
TRAE: =2
2 TRAEs G1-2 : Nausea, Diarrhea ALT increased 1BE1Y) @) 14292) 120 204 11 @28)
Any grade 91 (96) 50 (93) 141 (95) iAEs: Pneumonitis 12% AST increased 14120.2) T(148) 14(20.2) 242) 5(10.4) 7(148)
Grade 3 54 (57) 32(59) 86 (58) Nauses BEr) g L L) S8 =
e 13.(14) 166) 16 (1) Fatigue 11(229) . 7(146) 2142) 5(10.4) .
—— e = e Vomitng 10/20.8) - 6(125) 363) 369 -
Decreased appette B(16.7) 1@1) 6(12.5) 483 242
TRAES leading to = = - c
8 Futuro: KRYSTAL 7 (en solo PDL1 > 50%) pre— - err— o
ADA dose interruption 65 (68) 35 (65) 100 (67) il e ) - ! 20 = .
: KRYSTAL 4 + QT Puwipneraioecema B(67)  1@n | 263 -
ADA dose reduction* 50 (53) 22 (41) 72 (48) Constinaton 70128 100 100 120
ADA discontinuation only 5(5) 5(9) 10(7)
PEMBRO discontinuation only 19 (20) 6(11) 25 (17) )‘\ dificati
Dose modifications
ADA and PEMBRO discontinuation? 7(7) 3(6) 10(7) Lung Cancer due to TRAEs

Any grade immune-related AEs 23 (24) 10 (19) 33 (22) ~ i i L HepatOtOXICIdad y diarrea
TRAES led to dose reductions s | 2 X

All patients (N = 149) olomorasib in 11 patients (2 . olo pac|entes

| Any grade Grade 1 Grade 2 Grade 3 Grade 4 ASCO HIGHLIGHTS

Any hepatic TRAEs 88 (59) 25 (17) 20 (13) 41 (28) 2(1) TRAES* led to discontinuation of the discontinuaron el tratamiento
‘ Most frequent hepatic TRAEs® = treatment regimen in 2 patients
ALT increase ‘ 59 (40) 23 (15) 19.(13) 16 (1) 1<) 30 MAYO - 03 JUCP:‘ICEQZOOU%E e i~ por EA

AST increase 53 (36) 20 (13) 12 (8) 19 (13) 2(1)




BRAF

Caracteristicas clinicas y evolucién de pacientes diagnosticados de cancer de pulmén de células
no pequefias con mutaciones en BRAF: andlisis del Registro de Tumores Toracicos del GECP.

oS ihiontning

DBJETIVO METODOS

1 Rogistro de Tumoros Torkcicos. 'un es1uy e cobories prospectn y cbservacional esparol anzado por el Gupo
VB0 ve Espail i Clrcar dn P (GECP) S retamon 1448 pocetes o CPONP e e B M gl
datos do mataciin BRAF. S

n ln evoluciin
600 [1, 2] € objetivo dal v Yl

VEQQ y o VEDD. Se

‘genoraies da Ia pobiacien. 0o s 1. Andliin do supervivencis (A) sional orathicado Ay Flg 3. Supervivencia global (A) y Supervivencia lbre b=
s o - Los pacientes con lﬂ’l‘ﬂlﬂl-‘hi-u!"hpl-‘nﬁmliw 6%
progresién La mediana de SG ce la potlacién una S5 mayor (1.9 va 3.7 meses), hmw En los pacienios con mutacidn no VB0 b
general foe de 9,1 meses y n SLP da 68 Suwe sin al
. mwnmammu

gresancia vn.m-wny rcte, esgecermerie) corpado con
. ‘60 matistass en SAC: 50 asockcon wna mence 36 (33 hmm-mnnummmroms&.
N nsmmm.n 0071).
A

6 s s, 4 BRAF Y0 8 és DoVl e 10 V0. A s subigos comptn arackccs it s T
Sabrsies No he dicar i st bl gl

119 pacientes
* 72(60,5%) presentaban la mutacion V600

CONCLUSIONES

En nuestra serie, la mutacién BRAF V600 fue mas prevalente que la no V600. Aunque ambos subtipos comparten caracteristicas clinicas, los 204
pacientes con mutacion BRAF no V600 tienen mayor habito tabaquico y peor SG, siendo el pronéstico peor en pacientes con metastasis

cerebrales al diagnéstico. No hemos podido identificar ninguna caracteristica especial para pacientes largos supervivientes.

2025

Updated overall survival analysis from the phase 2
PHAROS study of encorafenib plus binimetinib in patients
with BRAF V600E-mutant metastatic NSCLC (mNSCLC)

Melissa L. Johnson,' Egbert F. Smit.? Enviqueta Felip,> Suresh 5. Ramalingam* Myung-Ju Ahn,* Anng Tsao *
Bruce E. Johnson,” Michae! Offin,* Maen Hussein,” fbiay) Dagogo-Jack, " Jonathan W. Goldman, " Jeffray M. Clarke,'2
Marcelo V. Negrao.* Rachel E. Sanbom, ! Daniel Morgensztem,  Tiziana Usari,' Keith Wiiner, ' Linh Alejandro,

Xiacsong Zhang,"? Gregory J. Riely*

Key eligibility criteria

* BRAF VB00E-mutant mNSCLC?

rearrangement

setting

Overall survival, %
g

o

ECOG performance status 0 or 1
No EGFR mutation, ALK fusion, or ROS1

No more than 1 prior line of treatment in the advanced

No prior freatment with BRAF or MEK inhibitor
No symptomatic brain metastases

RO: 75% -- 49%
DRO: 40m —-16,7m
SLP: 30,4m -9,3m
SG:47,6m—22,7m

PHAROS (NCT03915951): a single-arm, open-label, multicenter, phase 2 study>’

Treatment naive
n=59

Patients enrolled

Previously treated
n=39

Overall survival in treatment naive patients (n=59)

0S events, n (%) 30(51)

05, median (95% Cl), months® 47.6 (31.3, NE)

67%

No. at risk

024 6 8101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66

Months

59 56 53 49 49 48 47 44 44 44 41 383836353534 322929292827 2318171413109 6 0 0 0

Encorafenib 450 mg QD

Binimetinib: 45 mg BID

Until progression or unacceptable toxicity®

Overall survival, %

28-day cycles

Primary endpoint

- + ORRebyIRR
Secondary endpoints
* ORR by investigator

and investigator)
Overall survival
Safety

+ DOR, DCR, PFS, and TTR (all by IRR

Overall survival in previously treated patients (n=39)

100
0S events, n (%) 23(59)

o 05, median (95% CI), months® 227 (14.1, 32.6)
Ll
mn
60
50
40
304
204
104

0246 8101214161820 2224 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 5860 62 64 66

Months
No.at ik

NUBBEBBN0191017161514 141210999888 7554433000



Otras mutaciones, y huevos estudios....

L | * EGFR delecién exén 20 o

B - * Zipalertinib y Firmonertinib presentan datos e
esperanzadores de eficacia tanto a nivel sistémico __.: s chrion
intracraneal en poblacion pre-tratada, con un perfil de

toxicidad favorable

s ROS 1 @ Lung Cancer

* Zidesamtinib es una potencial nueva opcién de ';EDATES

icratamlento en CPNCP ROS1+ que ha progresado ¢ * ez
inea

* HER2:

* DESTINY-LUNG 03: T-DXd + rilvegostomig * platino 12
linea, CPNCP con sobreexpresion HER2 eloc ezt

GeC? * DESTINY-LUNG 05: T-DXd en CPNCP HER2 mutados .
chinos pretratados (SLP 9,9m; SG 21m)

* In the previous phase | trial, iza-bren showed promising anti
tumor activity in EGFRmut NSCLC patients (63.2% ORR)'.

d prefiminary efficacy
of classic EGF

X The safety ar
o

utside

Analyzed
- B3 salely anaiysis sol
« Thefficacy analysis set

Eligibility Criteria

o Locally advanced or metastatic
NSCLC

o Presence of driv ic
alterations wtslde o[ classic EGFR
mutations {19del and L858R)

= ECOG PS 0-1
© Measurable disease per RECIST v1.1

Endpoints

Treatment

+ Safely

iza-bren
25mg/g
D1D8 Q3W

Secondary
+ ORR, DCR and DoR

y
+ PFSand OS

o Falled standard treatment

Received no more than one prior line
of chemotherapy

Multidriver ALK/ROS1/RET fusion

et e i * DESTINY-LUNG 06: T-DXd + pembrolizumab en 12 line==
= g L1 [[]]]]] H CPNCP con sobreexpresion HER2 y PDL1 < 50%

* Met-exdonl4:
* Savolitinib (12 linea—posteriores): SG: 28,3m — 25,3m;

Masiomam Change rom Basetne (%)
E
@
u)
Py
>
I
=
m
-
3
s

SG mtX S N C: 25 3 m — 15, 3 m elcc.' B
~* Deleciéon de MTAP:
£ i | 5 11T * Antitumor activity with BMS-986504 was also observed in patients with MTAP-del NSCLC irrespective of
: % ;g | E E 1 : ] \I"“ I I” alterations in EGFR, ALK, and KRAS ,
! H — ORR was 57%, median DOR was 8.6 months in the EGFR-positive population (n =7)
[ EI! I !“ — ORR was 50%, median DOR was 7.1 months in the ALK-positive population (n = 4) g

— ORR was 25%, median DOR was 11.3 months in the KRAS-positive population (n = 8)

Pasi A. Janne et al. Oral Communication presented at WCLC Congress, September 6-9, 2025. Barcelona, Spain. Presentation number OA08.01



Conclusiones



Conclusiones

Es fundamental el estudio molecular y de PDL1 del CPNCP al diagndstico para poder
seleccionar adecuadamente el tratamiento de cada paciente en concreto

La inmunoterapia ha llegado al CPNCP para quedarse
* Tanto por eficacia (datos de EC a largo plazo)
e Como por calidad de vida para nuestros pacientes (iv, sc)

* Pero...
* Aun muchas dudas: ¢Cuando administrarla?, éen ancianos también?, éadecuada evaluacién de respuesta?

Surgen multiples combinaciones con otras opciones de tratamiento

* Mejoraremos resultados combinando distintas inmunoterapias, o con ADCs, o con
antiangiogénicos?
* Pendientes de muchos resultados de los nuevos estudios en marcha e ilusionados con ellos
» Espaiia esta presente en toda esta investigacion

Y en pacientes con mutaciones seguimos mejorando resultados en salud...
* Hemos de realizar estudios adaptados para obtener la mayor informacion posible
* Ojo con las comutaciones




