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Las cifras del
cancer en Espana

2023

Estimacion del numero de nuevos casos de Estimacion del numero de nuevos casos de
cancer en hombres en Espana para el ano 2023 cancer en mujeres en Espana para el ano 2023
TIPO TUMORAL N TIPO TUMORAL N
Cavidad oral y faringe 5.644 Cavidad oral y faringe 2238
Esofago 1.899 Esofago 403
Estdmago 4.231 Estdmago 2.701
Colon 17.340 Colon 11.125
Recto 9.017 Recto 5.239
Higado 5.164 Higado 1.531
Vesicula biliar 1.384 Vesicula biliar 1.264
Pancreas 4.770 Pancreas 4510
. | arinae Q5

Laringe 2.983 Bulme
Pulman 22.266 umon _ 2210
v Te el S 750 Melanoma de piel 4263

L LU LT XS ' Mama 35.001
Pros,tata 29.002 Cérvix uterino 2.326
Testiculo 1.510 Cuerpo uterino 7.171
Rinon (sin pelvis) 5.924 Ovario 3584
Vejiga urinaria 17.731 RifoN (sin pelvis) 2.702
Encéfalo y sistema nervioso 2.271 Vejiga urinaria 3.963
Tiroides 1.433 Encéfalo y sistema nervioso 1.801
Linfoma de Hodgkin 844 Tiroides 4651
Linfomas no hodgkinianos 5.491 Linfoma de Hodgkin 696 sl o
Mieloma 1.757 Linfomas no hodgkinianos 4452 ‘&
Leucemias 3.430 Mieloma 1325
Otros 10.669 Leucemias 2.981 G e S:K,
Todos excepto piel no melanoma 158.544 otros 7377 resmaeh

Todos excepto piel no melanoma 120.715
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Lung adenocarcinoma promotion by air
pollutants
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Introduccion

Dra. Reyes Bernabé
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Dr. Airam Padilla
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Estadios iniciales y enfermedad
localmente avanzada

Dra. Ana Collazo

Hospital Univ. Puerta de Hierro, Majadahonda, Madrid
Enfermedad metastatica

(incluyendo inmunoterapia)

Dr. Marc Cucurull

ICO, Hospital Univ. Germans Trias i Pujol, Badalona, Barcelona
Cancer de pulmon microcitico

y otros tumores

Dr. Manuel Cobo

Hospital Regional Univ. de Mélaga
Conclusiones
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INTRODUCCION: PROPUESTA CAMBIO TNM 92ed
e N T R—

" THM Categories

NX Regional lymph nodes cannot be assessed No changes
NO No regional lymph node metastasis No changes 8t" Ed TNM Categories Proposed 9t Ed TNM Categorie
N1 Metastasis in ipsilateral peribronchial and/or ipsilateral hilar lymph nodes and intrapulmonary No changes TM_|Label 4 TIM_|Label
nodes, including involvement by direct extension gth
Metastasis in ipsilateral mediastinal and/or subcarinal lymph node(s) T |[Ta T |Tastem
N2a  Single N2 station involvement Subdivided T1b Th>1to<2cm
N2b  Multiple N2 station involvement Subdivided Te B '
Metastasis in contralateral mediastinal, contralateral hilar, ipsilateral or contralateral scalene, No changes T2a
or supraclavicular lymph node(s 92534 A T22>3 10 <4 cm
4]
Proposed 9™ Edition M-categories m Tob 545 Tb54 105 om
No distant metastasis No changes 3557
M1 Distant metastasis No changes T3y T3 Invasion
M1a Separate tumor nodule(s) in a contralateral lobe; tumor with pleural nodules or malignant ~ No changes T3 Sat T3 Satellite nodules
pleural or pericardial effusion. Most pleural (pericardial) effusions with lung cancer are due T1>7 17
to tumor. In a few patients, however, multiple microscopic examinations of pleural cro
(pericardial) fluid are negative for tumor, and the fluid is non-bloody and is not an exudate. T4 Inv T4 Invasion
Where these elements and clinical judgment dictate that the effusion is not related to the T4 Ipsi Nod T4 Ipsilateral nodules
tumor, the effusion should be excluded as a staging descriptor.
M1a Contr Nod M1a Contralateral nodules

M1a Pleural, pericardial effusion
M1b Single Lesion M1b Single Extrathoracic Lesion
M1c Multiple Lesions M1c1 Mult. Lesions, Single Organ system

it s onose |
GECP

lung cancer

Hisao Asamura / WCLC23

M1b Single exlrathorauc metastasis in a single organ and involvement of a single distant No changes M1a Pleur

Multiple extrathoracic metastases in a single organ system Subdivided

Multiple extrathoracic metastases in multiple organ systems Subdivided
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SEAP-SEOM Guidelines On Testing Predictive Biomarkers In Non-small-cell Lung Cancel Nueva actualizacién de las recomendaciones para la ®

Cheok or

determinacion de biomarcadores predictivos en el s
carcinoma de pulmoén no célula pequena: Consenso

Nacional de la Sociedad Espanola de Anatomia

Patologica y de la Sociedad Espariola de Oncologia

Médica™
Squamous Cell P EhEEE Dolores Isla®, Maria D. Lozano”, Luis Paz-Ares<, Clara Salas9, Javier de Castro®,
Carcinoma Esther Condef, Enriqueta Felip ¢, Javier Gémez-Roman", Pilar Garrido' ) . ,
v Ana Belén Enguita’~ Revista Espanola de Patologia 56 (2023) 97-112
— Non-smoker, Tabla 1 Biomarcadores esenciales en pacientes con CPNCP
— ;
TR Orlfgtosyrzzrsegl d Gen/proteina Alteracion predictiva Metodologia
SPECIAL ARTICLE . " L z
EGFR Mutacion PCR: secuenciacion de sanger, PCR en tiempo real y NGS
ALK Reordenamiento IHQ, FISH, PCR en tiempo real y NGS
New update to the guidelines on testing predictive biomarkers ROST Reordenamiento IHQ (cribado), FISH, PCR en tiempo real y NGS

innon-smallcelllung cancer: a National Consensus of the Spanish

BRAF V600 Mutacion PCR en tiempo real y NGS
Society of Pathology and the Spanish Snciety of Medical Oncology PD-L1 Sobreexpresion IHQ
) NTRK Reordenamiento IHQ (cribado), PCR en tiempo real y NGS
30N ez Sl 5 e Cand .
mﬂkﬂﬂmﬁi,ﬂ&ﬁ“zmnfn‘;:':a‘!a ke gl AU SR T RET Reordenamiento FISH, PCR en tiempo real y NGS
PCR

KRAS Mutacién PCR: secuenciacion de sanger, PCR en tiempo real y NGS
oy e MET Mutacién NGS
NGS Amplificacion FISH, PCR en tiempo real y NGS
Mbstract
Nu»:mH el g icer (SCLC) et e s s s, e ALK: anaplastic lymphoma kinase; BRAF: B-Raf proto-oncogene; CPNCP: carcinoma de pulmon de células no pequenas; EGFR: epidermal
fﬂ'%?"""“E-[W'“‘;;W;'Wmf“’“'%w‘mm"’w{‘ e ALLRUSLATRE T oo IHC growth factor receptor; FISH: hibridacién fluorescente in situ; IHQ: inmunohistoquimica; KRAS: kirsten rat sarcoma virus; MET: mesen-
i e S L FISH chymal epithelial transition factor; NGS: next-generation sequencing; NTRK: neurotrophic tyrosine receptor kinase; PCR: polymerase
f— R r— ; CLC chain reaction; PD-L1: programmed death ligand-1; RET: rearranged during transfection; ROS1: ¢-ros oncogene 1.
celected by the Spanish Sacity of Pahology Syanih Snciey of g e Iy
itk st of e e et and e o o
climcalprctce
et ALK B AP - 678 - Nl g cmcer OML 1 51 Tabla 2 Otros biomarcadores de interés en pacientes con CPNCP
KRAS but should be included in NGS pane|s J Gen/proteina Alteracion predictiva Metodologia
HER2 Mutacion NGS
Amplificacion FISH, PCR en tiempo real, NGS
TMB Mutaciones NGS
ALK anaplastic lymphoma kinase, BRAF B-Raf proto-oncogene, EGFR epidermal growth factor receptor, FISH fluorescence in situ STK11 Mutacion NGS
hybridisation, IHC immunohistochemistry, KRAS kirsten rat sarcoma virus, MetEx 14 mesenchymal epithelial transition factor exén o
14, NGS next-generation sequencing, NSCLC non-small cell lung cancer, NTRK neurotrophic tyrosine receptor kinase, PCR KEAP1 Muta’cmn X ) NGS
polymerase chain reaction, PD-L1 programmed death ligand-1, ROS1 c-ros oncogene 1, RET rearranged during transfection MS| Patron de hipermutacion IHQ, PCR, NGS
FISH: hibridacion fluorescente in situ; HER2: human epidermal growth factor receptor 2; IHQ: immunohistoquimica; KEAP1: Kelch-like
ECH-assaciated protein 1; MSI: microsatellite instability-high; NGS: next-generation sequencing; PCR: polymerase chain reaction; STK11:
Isla D, et al. Clin Trans| Oncol. 2023;10.1007/s12094-023-03103-x. serine/threonine kinase 11, TMB: tumour mutation burden.

Organizado pon

o
GecCP

lung cancer
rasearch



INTRODUCCION

IMpower010

| el

DFS by TMB status in the stage II-IllIA TMB-evaluable population

* Baseline characteristics of the stage II-1llA TMB-evaluable population (n=549) were similar between
treatment arms and consistent with those of the stage II-IIA population! (not shown)

L TMB-H vs TMB-L DFS MR (95% C1)
mDFS, NR TMB-H: atezo vs 0.52 (0.36, 0.78)
—mOFs, NR TMB-H: BSC vs TMB-L: B85 0.62 (0.4, 0.89)
Atezolizumab vs BSC DFS HR (95% C1)
50 TMB-H: atezo vs TMB-H: BSC 0.67 (0.44, 1.01)

-k Months
TMBH awm 194 127 13 % 2 2 vsTMB 0.76 (054, 1.05)

TMB-H BSC 129 3 82 L) 12 °

Mutation profile

IMpower010

Baseline characteristics and DFS by KRAS status

KRAS WT, stage II-llIA

100
ITT  WESBEP KRASWT mKRAS HR, 0.74 (95% Cl: 0.55, 1.00)
Baseline Characteristics (n=1005) (n=603) (n=475) (n=128) 80 . .
Median age, y (range) b 52 22 isd E . s bt
Sy (2684)  (26-82) (2682)  (40-81) E ™ ;

Male, n (%) 672(67) 414 (69) 328(69) 86 (67) 2 WREE 31,6 9
Aslan, n (%) 242(24)  144(24) _ 125(26) 19 (15) A
White, n (%) 738(73) 467y [ 339071) 107(88) | 0 6 12 18 24 30 38 & 48 S
ECOG PS 0, n (%) 601(60)  382(63)  299(63) 83 (65)  No.atrisk Months

Atezo 208 182 169 150 132 @5 50 20 6 2
Non-squamous, n (%) 650(66) 399 (86) | 278(59)  121(95) oo R el R
Squamous, n (%) 346(34) 204 (34) 197 (41) 7.(5)
Current/previous smoker, n (%) 783 (78) 480 (80) 364 (77) 116 (91) 100 mKRAS, stage IIHIIA
Never smoked, n (%) 22(22)  123(20) m@) 129 ~ " 75% MR, 056 (95% CI: 0.32,0.99)
MRD (ctDNA) positivity, n (%) 118(20)  117(20)  91(18)  26(20) 4 ME

"

269 232 251 175 2 =
MedisniCRE mglL(rangs) (02-166)  (02-166)  (02-166) (0.2-48.9) | DFS, 252mo
204
e Inthe stage II-lIIA WES-BEP (n=536), improved DFS 04 | . 1
was seen with atezolizumab vs BSC for KRAS WT and SRS L o] NI
No. at risk Months
MKRAS subgroups Aezo 62 53 48 46 41 31 15 2
BsC 56 42 36 N 28 16 8 2 1

PRESENTED BY: Martin Reck, MD, PhD
2uASCO XX " scer

IMpower010: DFS by KRAS status

= In both treatment arms, impr
* DFS improvement with atezol

B, Razard ratio mO#3, median dnease free suriva
(152 7% arere derfined a1 T8 levels adiove of beow

@Ry 200 wers Cordersnce
- o Lumg Cascer

DFS by PD-L1 status® in the stage II-IlIA TMB-H subgroup

= 53% of patients in the PD-L1-positive subgroup and 45% of patients in the PD-L1-negative subgroup

Reck et al. ASCO 2023

I e

were TMB-H H H
. D(; improvement with atezolizumab was greater in the PD-L1-positive than in the PD-L1-negative I n fl a m m atl o n s I g n at u res
subgroup
TME-H and PD-L1 TC 21% TMB-H and PD-L1 TC <1%
100 -y 100
o B ¥ IMpower-010
£ : E i ERESVD™
E
7 ors e 058 5% 1 033, 1.00 » High TGFB CAF was associated with poor DFS in the
s % e BSC arm, which was improved with atezolizumab
e a4 & 9 m‘_ i . o e S - - Mh,_ . g * Patients in the RNA-seq BEP were grouped into DFS In TOFR CAF subgroups
w7 - " s ° e s « - H : o TGFB CAF-low (<median; n=250) or -high 100+
(2median; n=250) gene signature expression
subgroups
* In the BSC arm, high TGFB CAF was associated Lo

P -

St 17 5, 108 e i e

mDFS, NR

with reduced DFS compared with low TGFB CAF _
* In the atezolizumab arm, DFS was similar for the % 504
TGFB CAF-high and -low subgroups w
* In the TGFB CAF-high subgroup, treatment with
atezolizumab improved DFS to similar levels to

Felip et al. WCLC 2023

i 25. {
those seen in the TGFB CAF-low subgroups
DFS HR (95% CI) o mDFS, 29.7 mo
TGF@ CAF high: BSC vs 161(1.11,2.35) - r - T r
] 10 20 3 40 50
e, oo bt e No. ot risk Months.
TGFB CAF high: atezo vs TGFp CAF high: 8SC 054 (0.37, 0.80) Tipmtes o8 » o » ° 1
vs 0.94 (063, 141) TGFD hughs atec 23 108 s " .

Asots ot s Mpewer©10 RNA s N e WELZH

Altorki et al. ESMO 2023




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

. . . IMPORTANCIA ctDNA en SLP y SG
Perioperative Nivolumab and Chemotherapy

in Stage III Non—Small-Cell Lung Cancer

Progression-ree survival probabilty, ITT Progression-ree survival probabilty, ITT

A B E N
M. Provencio, E. Nadal, J.L. Gonzélez-Larriba, A. Martinez-Marti, R. Bernabé, ! HE .
J. Bosch-Barrera, J. Casal-Rubio, V. Calvo, A. Insa, S. Ponce, N. Reguart, \p
. . . HR=1.0 (Ref) HR=1.0 (Ref) 4 §, 4
J. de Castro, J. Mosquera, M. Cobo, A. Aguilar, G. Lépez Vivanco, C. Camps, o sonom HE
R. Lépez-Castro, T. Mordn, |. Barneto, D. Rodriguez-Abreu, R. Serna-Blasco, i L S :

Cinicalstage = IIA = I Baselne CIDNA ~ >=6% ~ <6%

R. Benitez, C. Aguado de la Rosa, R. Palmero, F. Hernando-Trancho,
J. Martin-Lépez, A. Cruz-Bermudez, B. Massuti, and A. Romero

Overall survival probabilty, ITT Overall survival probabity, ITT
C o D

HR=1.0 (Ref)
HR=141(0561036)

= basal tDNA
stage

g
g

Survival probabiity
Survival probabiity

HR=1.0 (Ref)
HR=0.22 (0.07 10 0.64)

SUPPLEMENTARY FIGURES

Change in LR statistic
>

Order of addition to model

Experimental arm O S g 5 o

7 % 3 %
Time (months) Time (months)

2 P=0013
= ~ [Io— fIo—
/" Follow up - &7 & s 4 ¥ 19 5 -5 s 7 4 2 2 2 0
( I T T S ® 5 2 A .
0s
\_ (G years) Cincal stage - A - 8 Baslne cONA — »28% - <5%

Figure S11. Kaplan-Meier curves for progression-free survival (PFS) according to clinical stage (A) and baseline ctDNA levels using a cutoff of 5% mutant allele
fraction (MAF) (B). Kaplan-Meier curves for overall survival (OS) according to clinical stage (C) and baseline ctDNA levels using a cutoff of 5% MAF (D). Using a
cutoff of <5% MAF, patients with low ctDNA levels at baseline had significantly improved PFS and OS than patients with high ctDNA levels (hazard ratio [HR]:
0.38; 95% Cl 0.15-0.95 and HR: 0.22; 95% CI 0.07-0.64, for PFS and OS, respectively). (E) PFS (upper) and OS (lower) likelihood ratio statistic of tumor response
assessed by clinical stage. The model was first conditioned for clinical stage, and then the significance of the ctDNA was added.

Adjuvant treatment

Nivolumab 360 mg
+ Paclitaxel 200 mg/m2
+ Carboplatin AUC5
v, Q3w
(3 Cycles)

Nivolumab 480 mg
v, Q4w
(6 months)

SURGERY

NSCLC
Locally advanced
Potentially resectable
Stage IlIA-1IIB
(8th edition)
EGFR/ALK excluded

Control arm

Observation

Paclitaxel 200 mg/m2
+ Carboplatin AUC5
IV, Q3w

(3 Cycles)

.

£ /Follow up
(5 years)

(6 months)

Translational research

4 RO
4

IS t
Stool sample Stool Tumor
sample block

I
Tumor block

Blood sample

Baseline

Blood Blood
sample sample

After After
cycles 1&2 cycle 3

Blood Blood Blood
sample sample sample

After At 3rd & 6th At progression
surgery month
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INTRODUCCION: BIOMARCADORES PRONOSTICOS 2023 ASCO

ANNUAL MEETING

#ASCO23

#8507: Association of somatic mutations and histologic subtype/grade on prognosis and
PD-L1 expression in mesothelioma

Characteristic N (%)
Age at Diagnosis ars) Median (range] 66 (16-89)
Gender Fomeie T
White, non-Hispanic 205 (95)
White, Hispanic 5(2)
Race Black ” 4(2)
Asian 3{1)
D::nile 83 (39)
Self-reported asbestos exposure :;:;:I;:e : gg:
Objectives: Identify how features in histopathology and No known exposure 13 (0
: y G 4 5 Personal cancer history Present 54 (25)
genetics correlate with one another and with clinical outcomes Famy cancer hlory Present 51 0]
Characteristic Categories N =217 (%)
Genomics Pleural 147 (68)
/ * Tumor \ Peritoneal 63 (29)
« Germline Site of Disease
Clinical Ch toristi Bicavitary 4 (2)
; inica aracteristics
Histopatholo . Tunica vaginalis testis 31
+ Histologic Subtype A_sbestos_ Exposure - -
« Nuclear Grade - Site of Disease Germline Mutation Present 34 (16)
- PD-L1 Status * TNM Stage Alive 111 (51)
« Race, Age, Gender, etc. Status at Follow-up
\ / Deceased 106 (49)
Characteristic Categories N (%)
Clinical Outcomes _ Epithelioid 172 (78)
- Histologic Subtype Sarcomatoid 8 (4)
+« Overall Survival N =217 Biphasic 33 (15)
+ Response to Other 4(2)
Treatment Nuclear Grade ! 55 (33)
M= 166 n 96 (58)
Il 15(9)
pT1 12 (24)
Tumor Stage* pT2 12 (24)
N =50 p:f 1 83(11366)) Organizado poe
p
Lymph Node Stage* pNOD 32(64) ooty &
N =50 PN 18 (36)  resccted wmors

#8507: Association of somatic mutations and histologic subtype/grade on prognosis and PD-L1 expression in mesothelioma G e ‘ p

lung cancer
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INTRODUCCION: BIOMARCADORES

PRONOSTICOS

5 100 —— Female (N=75) 5 100- —— Epitheliod (N = 172)

-§ ~ Male(N=142) £ + Biphasic (N = 34)

& p=0.0005 H + Sarcomatoid (N = 8)

s HR = 0.41 5

> 50 ° 2 50] R=0,000¢

g 2

° 2

-7 o

": T T 1 1 0 1 L] T 1
0 50 100 150 200 0 50 100 150 200
Months Months
= —— Grade | (N=57) _ == PD-L1<1%
e - Gradell(N=096" S . PDL121%
@ - Grade IIl (N= 18 UE’ p=030
: p=002" % HR =1.11
3 2
] Y =
3 g —
: 8
0 T T T 1 o
0 50 100 150 200 o] . . . i
Months 0 50 100 150 200

—— Pleura (N = 147)

®
g + Non-Pleura (N = 70)
a p=0.0075
% HR = 0.4583
Z
8
o
o
[
o

0 T T T 1

0 50 100 150 200
Months

= 100 —— Negative 3 100 —— Negative
= 1 ) 2 J -
c -~ CDKN2A Mutation = TP53 Mutation
a p=0.034 3 ] p=0029
S HR = 0.407 S HR = 0.547
2z 5094 L. 2 504 |
s 7 :
' ‘I
E ] o 4 .

04 T T T 1 O

0 50 100 150 200 0 50 100 150 200

Survival (Months) Survival (Months)

Epithelioid histology has lower PD-L1 expression In epithelioid mesothelioma, PD-L1 expression is PD-L1 expression is not associated with

than biphasic or sarcomatoid histology

not associated with nuclear grade

common somatic mutations

|_| N (%)
ol o |
% - | | PD-L1 (+) PD-L1 (9 p-value
§ | Nuclear Grade — N (%) BAP1 40 (48.8) 38 (37.3) 0.13
g  Biphasicly |———’[ | 0 i p-value TP53 15(18.3) 16 (14.7) 0.51
E NF2 14 (17.1) 26 (25.5) 0.17
smmmr—|:]:|—-4 PD-L1<1% 24 (47) 43 (50) 4 (36)
p=0.007 0.69 CDKN2A 14 (17.1) 12 (11.8) 0.31
A PD-L121% 27 (53) 43 (50) 7 (64) TERT 6(7.3) 11 (10.8) 042

PD-L1 Tumor Proportion Score

#8507: Association of somatic mutations and histologic subtype/grade on prognosis and PD-L1 expression in mesothelioma

- Epithelioid histology, TP53 somatic mutation and gender are the strongest predictors of survival
- Nuclear grade is useful for prognosis but somatic mutations should be taken into consideration
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IASLC ‘sﬁ"% 2023 World Conference
el (WSS on Lung Cancer

S EPTEMBER S -12, 20 2 3 | SINGAPORE

The IASLC Pleural Mesothelioma Staging
Project: Updated Modeling of Prognostic
Factors in Pleural Mesothelioma

Andrea S. Wolf, MiD, M1PH
New York Mesothelioma Program
The
United States of America

Results: Univariate analysi

Overall Survival by Anemia

Icahn School of Medicine at Mount Sinai

s overall survival

Overall Survival by Serum Mesothelin

100% — 100% *L\g
1 “\\. : - 1 AN
80% A Anemia by hemoglobin: o \\
] A\ 1Y
\ % <13.5 g/dL for men 1 \
60% — L 60% - L
] R <11.5 g/dL for women \ N
\ "4_ -1 '.'. Y
40% — Ng 40% — Y, L
1 Uy 4
oy o T 1 L I
20% iy 20% —
4 i 4 i
0% — 0% —
413 265 132 72 40 26 12 5 4 3 1 1 1 0 0 ] ! - = i i
490 257 120 56 28 17 11 5 1 1 1 0 0 0 0 O B D as, 90, A M8 8. 5 &4 2 o4 o & 4 4
T T T T Jf.: 1 247 114 52 29 1lr.- ) 4 2 2 : 0 0 0 0 CI\
o 10 1= 0 ] 10 16
¥ fr Di i
e Y ears from Diagnosis
Median 3Year .
Deaths / N in Years Estimate Seaia T M$d|an E3—Y ear
No Anemia 2477413 19(1.7.2.2) eaths n Years stimate
Anemia 358 / 490 14(1.2. 1.5 Serum Mesothelin < 6.7 nmol/L 149 / 266 22(1.9,286) 34% (27, 42)
Log-rank p-value < .0001 Serum Mesothelin == 6.7 nmol/L 319 /481 1.4 (1.3, 1.6) 20% (16, 25) a
Log-rank p-value < .0001 »
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INTRODUCCION: ESTADIOS INICIALES Y LOCALMENTE AVANZADOS

Sublobar resection

Lobar resection

A Disease-free Survival

The NEW ENGLAND 1.00
JOURNAL o« MEDICINE

ESTABLISHED IN 1812 FEBRUARY 9, 2023 VOL. 388 NO.6 0.75

Lobar or Sublobar Resection for Peripheral Stage IA
Non—-Small-Cell Lung Cancer

Nasser Altorki, M.D., Xiaofei Wang, Ph.D, David Kozono, M.D., Ph.D., Colleen Watt, B.S.,

Probability

Rodney Landrenau, M.D., Dennis Wigle, M.D., Ph.D., Jeffrey Port, M.D., David R. Jones, M.D., 0.504
Massimo Conti, M.D., Ahmad S. Ashrafi, M.D., Moishe Liberman, M.D., Ph.D., Kazuhiro Yasufuku, M.D., Ph.D.,
Stephen Yang, M.D., John D. Mitchell, M.D., Harvey Pass, M.D., Robert Keenan, M.D., Thomas Bauer, M.D.,
Daniel Miller, M.D., Leslie J. Kohman, M.D., Thomas E. Stinchcombe, M.D., and Everett Vokes, M.D. Hazard 5.Yr Disease-free
No.of No. of Ratio Survival
_ 0.25 Patients Events (90% CI) (95% CI)
AltorKi N. N Engl J Med.2023 427 —
Lobar 357 141 Reference 64.1 (58.5-69.0)
Sublobar 340 137 1.01 (0.83-1.24) 63.6 (57.9-68.8)
1 1 1 2 . One-sided P=0.02 f inferiori
In patients with peripheral NSCLC with a tumor size of 2 ¢cm or 0.00 _ Onesded P ornomnene®
. . . o 0 1 2 3 4 5 6 7 8
less and pathologically confirmed node-negative disease in the _ C
. . . . Years since Randomization
hilar and mediastinal lymph nodes, sublobar resection was not T
1 1 1 1 _ 1 Lobar 357 310 276 246 209 175 132 80 5
inferior to lobectomy Wlt.h respect to disease-free survival. e e b g oy 22 1 2 2
Overall survival was similar with the two procedures o

GecCP

lung cancer
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ORIGINAL ARTICLE

IASLC

Prospective Cohort Study to Compare Long-Term

Lung Cancer-Specific and All-Cause Survival of

Clinical Early Stage (T1a-b; <20 mm) NSCLC

Treated by Stereotactic Body Radiation Therapy

and Surgery

Claudia . Henschke, PhD, MD,*"** Rowena Yip, PhD, MPH, Qi Sun, MD,**

Pengfei Li, MD,™ Andrew Kaufman, MD," Robert Samstein, MD,® Cliff Connery, MD,"
Leslie Kohman, MD,¢ Paul Lee, MD," Henry Tannous, MD,’ David F. Yankelevitz, MD,?

Emanuela Taioli, MD, PhD,’ Kenneth Rosenzweig, MD, Raja M. Flores, MD, MPHY; for
the |-ELCAP and IELCART Investigators**

Henschke CI. J Thorac Oncol. 2023

First Primary NSCLC £20 mm (cT1a-1cNOMO)
with surgery or SBRT
N=1115

Surgery n=1003 (716 solid, 287 subsolid)
SBRT n =112 (88 solid, 24 subsolid)

INTRODUCCION: ESTADIOS INICIALES Y LOCALMENTE AVANZADOS

Product-Limit Survival Estimates
With Number of Subjects at Risk and 95% Hall-Wellner Bands

10

08-
> 5-year
£ 06- Surgery 94% (95% C1: 92%-96%) Log-rank p = 0.64
g SBRT  93% (95% Cl: 88%-99%)
T 10-year
T o Surgery 90% (95% Cl: 87%-92%) Log-rank p = 0.55
E 4 SBRT  88% (95% Cl: 77%-99%)
h

02-

+Censored
0.0~ Logrankp =0.5485

rrrrrrrr1rr1T7T7r71rr1r11 17T 17T 17" 17T T 17T T T T T T T T

0 24 48 72 96 120 144 168 192 216 240 264 288 312
1236 60 84 108 132 156 180 204 228 252 276 300 324

Time (month)

thto Radiation

Surgery

Radiation 11210887 70 57 35 181612 7 3 2 1 0
Surgery 100375866772636405413341313202268250222208183150126 00 82 67 50 33 2012 7 4 2 1
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ADYUVANCIA: CAMBIOS EN EL ESTANDAR DE TRATAMIENTO

Overall survival: patients with stage Il / lllA disease

+ Adjuvant osimertinib demonstrated a statistically and clinically significant improvement in OS vs placebo in the

EGFR +

ADAURA Phase lll study design

Patients with completely resected
stage* IB, II, IlIA NSCLC, with or without

adjuvant chemotherapy®

Key inclusion criteria:

>18 years (Japan / Taiwan: 220)

WHO performance status 0/ 1

Confirmed primary non-squamous NSCLC
Ex19del / L858R*

Brain imaging, if not completed pre-operatively
Complete resection with negative margins$
Maximum interval between surgery and
randomization:

- 10 weeks without adjuvant chemotherapy
+ 26 weeks with adjuvant chemotherapy

Stratification by:
Stage (IB vs Il vs llIA)

EGFRm (Ex19del vs L858R)
Race (Asian vs non-Asian)

Osimertinib 80 mg,

once daily

Randomization

Planned treatment duration:
3 years

Treatment continued until:

« Disease recurrence

< Treatment completion

« Discontinuation criterion met

Follow-up:

« Until recurrence: Week 12 and
24, then every 24 weeks to
5 years, then yearly

« After recurrence: every 24 weeks
for 5 years, then yearly

Endpoints

+ Primary endpoint: DFS by investigator assessment in stage II-llIA patients
* Key secondary endpoints: DFS in the overall population (stage IB-IlIA), landmark DFS rates, OS, safety, health-related quality of life

2023 ASCO #ASCO23 presented By: Roy S. Herbst

Fresentationis property of the authorand ASCO

ANNUAL MEETING

*At the time of recruitment,

Alcciuice

reuse

7th edition. Patients with stage IB disease were noteligible in Japan. Pre-operative, post-operative, or planned radiotherapywas not allowsd

“Centrally

canaft days priorto treatment.

" AMERICAN SOCIETY OF
o leC. American JointCommites on Cancer.CT cﬂmnu(enzedymmﬂgrsnhv‘ AS' o IR O NCOLDOY

Ex190el, exon 19 delstion; NSCLC, non-small celllung cancer, 08, overall sunival;,  KNOWLEDGE CONQUERS CANCER
UICC, Unionfor ntemational Cancer Conirol; WHO, WorldHealth Organization

primary population of stage II—IllIA disease
5-year OS rate, % (95% CI)
1.0~ bt o 94%
91% [ osimertinib (n=233) 85 (79, 89)
0.9 C : Placebo (n=237) 73 (66, 78)
0.8 — 1 i i
g ! 80% | ! OverallOSHR  0.49 (0.33, 0.73);
] 07 - | i i (95.03% Cl) p=0.0004
2 1 1 3%,
5 06 ! ! ! Maturity: 21%
g : i : osimertinib 15%, placebo 27%
5 0.5 - 1 | |
S 1 ] | Median follow-up for OS* (censored patients):
% 04 : : : osimertinib 61.7 months, placebo 60.4 months
T
g 03 i i i
o 1 1 |
0.2 - 1 1 1
1 1 1
1 1 1
0.4 | i ]
1 1 |
L T T T T T f T f T T T T T T ]
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 20
Time from randomization (months)
No. atrisk
Osimertinib 233 220 224 224 221 214 208 205 200 170 115 69 33 9 0
Placebo ~ 237 232 226 221 210 202 190 182 171 138 94 53 25 8 2 o

2023 ASCO' m presenten by: Roy S. Herbst
ANNUAL MEETING

_ Data cutoft January 27, 2023

KNOWLEDGE CONQUERS CANCER

Overall survival: patients with stage IB /Il / lllA disease

* Adjuvant osimertinib demonstrated a statistically and clinically significant improvement in OS vs placebo in the

overall population of stage IB—IIIA disease

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

1.0 —H-H—H—Ht + i 95% 93%
- 88% . Osimertinib (n=339) 88 (83, 91)
0.9 h, g : Placebo (n=343) 78 (73, 82)
£ 08 ﬂ' 84% | 0
= ! : ; Overall OS HR 0.49 (0.34, 0.70);
§ 0.7 - i ' 8% | (95.03% Cl) p<0.0001
o 1 1 1
5 06 — ! ! ! Maturity: 18%
s ! | | osimertinib 12%, placebo 24%
>
= 05— 1 1 [
; 1 1 | Median follow-up for OS* (censored patients):
2 04— : : : osimertinib 61.5 months, placebo 61.5 months
g 0.3 . : :
2 .9 — 1 ] 1
1 ] 1
= 0.2 o 1 1 |
1 ] 1
1 1 1
0.1 o | | |
| ] 1
I : I
0.0 T T T T T T T T T T T T T T 1
[ 6 12 18 24 30 36 42 48 54 60 66 72 78 84 920
Time from randomization (months)
No. atrisk
Osimertinib 339 332 325 324 319 311 304 301 294 252 176 108 50 15 0 x
Placebo 343 338 332 326 314 304 290 281 267 223 164 97 44 17 3 0

2023 ASCO sresanteo ov. Roy S. Herbst
"l #~scozs [ L

ANNUAL MEETIN{ of

Data cutoft. January 27, 2023

05 (all patients)

" AMERICAN SOCIETY OF

KNOWLEDGE CONQUERS CANCER



ADYUVANCIA: CAMBIOS EN EL ESTANDAR DE TRATAMIENTO

ALINA

ALINA study design*

e e
+
per UICC/AICC T edition 600 mg BID Recurrence
Other key eligibility criteria: 2 years Further
« ECOGPS0-1 treatments at
«+ Eligibie to recesve platinum-based | investigator's
dzdlerwy T 1’:21 thom;rl!d
« Adequate end-organ function surviva . . %
follow-up .
A+ No prior systemic cancer therapy Platinum-based D -f | "—"IA
i chemotherapy! Recurrence Isease ree surV“la v Sta e

€ Jrromeston actors: N=257 Q3W; 4 cycles

« Stage: IB (z 4cm) vs I vs [IIA

+ [Race: Asian vs non-Asian

100 «
Alectinib Chemotherapy
(N=118) (N=118)
Primary endpoint Other endpoints Disease assessmenis (including bran 80 Alectinib
* DFS per investigator,® lesled hierarchically + CNS disease-free survival MRIS were conducted. of baseine, 1 Patnls with swent 14 (12%) 45 (30%)
« Stage I-lIIA — ITT (Stage IB-IIA) + 0S every 12 weeks for yea 1-2. every ; Death 0 1
N 58ny 24 weeks for year 3=-3, then annually g Recuttunoe 14 T
G0 -
5 Chemotherapy |Medan DFS Not resched 444
3 - months (85% C1) (27 &, NE)
40 o I
| DFS HR 0.24 (0 13 045)
. ({05% Ci) pt<0 0001
20 4 -
O L L T T L _I L L LJ
0 6 12 18 24 30 36 42 48 54
Time (months)
No. at risk
Alectinib 116 i i 107 &7 48 5 b4 10 3
Chemo 115 102 a8 g ] 48 a5 23 17 10 2

Solomon et al. ESMO 2023



[ 4
elcc ¢ European Lung
Cancer Congress 2023

NIVO + chemo Chemo
(n=179) (n=179)

Neoadjuvant nivolumab plus platinum-doublet 100 Median EFS, mo NR 211
(95% ClI) (31.6-NR) (14.8-42.1)
chemotherapy for resectable NSCLC: 50 27% HR (95% CI) 0.68 (0.49-0.93)
3-year update from CheckMate 816 e 6%
. . - . . . < 60 64% e 7K
Patrick M. Forde," Jonathan Spicer,? Nicolas Girard,3 Mariano Provencio,* Shun Lu,> 2 o NIVO + chemo
wv
vy )
40 43%¢ Chemo
CheckMate 816: 3-y efficacy/safety update and biomarker analyses 20
CheckMate 816 study design? .
1 I 1 I 1 I 1 1 I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Key eligibility criteria No. at risk Months from randomization
* Newly diagnosed, resectable, NIVO + chemo 179 152 136 125 119 108 104 100 97 94 8 69 57 38 20 13 6 5 0
stage [B (> 4 cm)-IlIA NSCLC NIVO 360 mg Q3W Chemo 179 146 128 110 95 84 79 72 67 62 60 48 39 27 15 13 4 4 0
(per AJCC TNM 7th edition) N =358 + Surgery
+ ECOG PS 0-1 chemod Q3W (3 cycles) [iieisl EENCNTOIN Optional
+ No known sensitizing EGFR 6— restaging | ¢\ eeks —,| adjuvant Follow-up
mutations or ALK alterations post- cdhemo
treatment) and/or RT NIVO h Ch
Stratified by Chemoe Q3W (3 cycles) (n =+ 1c 7§)mo (n =e1n;¢;)
stage (IB-11 vs 1l1A), Median OS, mo NR NR
PD-L1° (2 1% vs < 1%°), and sex (95% CI) (NR-NR) (46.8-NR)
100 — HR (99.34% CI) 0.62 (0.36-1.05)
90% P value 0.0124°
Primary endpoints Secondary endpoints Exploratory analyses 90%" o/b
. pCRby BIPR . MPRby BIPR o [EF0 My S eVReEE 80 | ; T 78% NIVO + ch
« EFS by BICR . 0s +  PCR and EFS by 4-gene ; i : + chemo
. TTDM inflammatory signature score H i |
< 607 : i 64%°|
& : i i Chemo
7 H i i
S 40 s | |
20 i i i
0 T T T i T T T i T T T i T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5 54 57 6
No. at risk Months from randomization
NIVO + chemo 179 176 166 163 158 151 149 146 145 141 137 136 117 95 67 44 23 14 6 2 0
Chemo 179 173 166 162 155 149 134 124 119 112 109 106 95 75 52 38 22 14 4 1 0

Minimum/median follow-up: 32.9/41.4 months.
aSignificance boundary for OS was not crossed at this interim analysis. »c95% Cls for 3-year OS rates: b71-83; <56-70.
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2023

CheckMate 77T: Phase 3 study comparing neoadjuvant

nivolumab plus chemotherapy with neoadjuvant placebo , ) Chechats 77T: peroperative VO n resectale RSCLC
plus chemotherapy followed by surgery and adjuvant Primary endpoint:

. Y EFS2 per BICR with neoadjuvant NIVO + chemo/adjuvant NIVO vs chemo/PBO
nivolumab or placebo for previously untreated, P —
resectable stage II-11IB NSCLC (n = 229) n = 232)

100 Median EFS, mo NR 18.4
Tina Cascone,’ Mark M. Awad,? Jonathan Spicer,3 Jie He,* Shun Lu,> Boris Sepesi,' Fumihiro Tanaka,® (95% CI) (28.9-NR) (13.6-28.1)
80— : 73% HR (97.36% Cl)> 0.58 (0.42-0.81)
. 70% P value 0.00025

o 60 - w
CheckMate 77T: perioperative NIVO in resectable NSCLC & 59% | ey, | NIVO + chemo/NIVO
v = .
CheckMate 77T study design a0 O ———
Chemo/PBO
20

Key eligibility criteria
+ Resectable, stage IIA (> 4 cm')-‘IIIB NIVO 360 mg Q3W Radiologic Surgery 0 . . . . . . . . . . . i

(N2) NSCLC (per AJCC 8th edition) + restaging | (within 6 weeks NIVO 480 mg Q4W 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
« No prior systemic anti-cancer chemod Q3W post-neoadjuvant (1 year) No. at risk Months from randomization

treatment N =461 (4 cycles) treatment) NIVO + chemo/NIVO 229 208 173 157 141 134 115 89 69 46 20 7 4 2 0
« ECOG PS 0-1 Chemo/PBO 232 204 165 138 118 106 78 59 44 29 19 10 6 1 0
+ No EGFR mutation/known ALK Follow-up

alterations® » EFS per investigator assessment, NIVO + chemo/NIVO vs chemo/PBO: HR, 0.56; 95% Cl, 0.41-0.76

PBO Q3W Radiologic Surgery
_ Stratified by + restaging | - (within 6 weeks PBO Q4W
histology (NSQ vs 5Q) chemod Q3W post-neoadjuvant (1 year)
disease stage (Il vs Ill), L treatment)
and tumor PD-L1¢(2 1% vs < 1% vs (4 cycles)
not evaluable/indeterminate) C Ra b
P and MPRP per BIPR

[ Follow-up, median (range): 25.4 (15.7-44.2) months ]
PCR© MPR¢
Primary endpoint Secondary endpoints Exploratory analyses
+ EFS by BICR * pCRe by BIPR + EFS by pCR/MPR 50 — OR, 6.64 (95% Cl, 3.40-12.97)4 50 - OR, 4.01 (95% Cl, 2.48-6.49)¢
* MPRe by BIPR + EFS by adjuvant treatment Difference Difference
+ 05 40 20.5%4¢ 40 - . 23.2%d:h
. Safety 35.4%
& 30 E 30
@ 3
B s
% 20+ £ 20
2 =
10 10
4.7%2
0- 0-
NIVO + chemo/NIVO Chemo/PBO NIVO + chemo/NIVO Chemo/PBO
n/N 58/229 11/232 n/N 81/229 28/232

I NIVO + chemo/NIVO ¥ Chemo/PBO




Overall Survival in the KEYNOTE-671 Study of
Perioperative Pembrolizumab for Early-Stage

CONgress

MADRID

NSCLC 2023

Jonathan D Spicer,! Shugeng Gao,2 Moishe Liberman,3 Terufumi Kato,* Masahiro Tsuboi,® Se-Hoon Lee,®

KEYNOTE-671 Study Design Overall Survival, 1A2

. . . Median Follow-Up: 36.6 months (range, 18.8-62.0
Randomized, Double-Blind. Phase 3 Trial P (rang )

Pts w/ Median

12-mo rate 24-mo rate 36-mo rate 48-mo rate Event (95% Cl), mo
Pembrolizumab 200 mg IV Q3W 100+ 87.6% Pembro arm 21.7% NR (NR-NR)
+ 90_ 87.7% 79.0%
S — Cisplatin and Gemcitabine® Pembrolizumab 200 mg IV Q3W 80- 74.7% 1.3% e I R
Key Eligibility Criteria - Surgery

+ Pathologically confirmed, resectable Cisplatin and Pemetrexed: for up to 13 cycles 70

stage I, llIA, or llIB (N2) NSCLC - 60-

per AJCC v8 for up to 4 cycles e\_
+ No prior therapy 8 50 Uy

- 0,
+ Able to undergo surgery 40 HR 0.72 (95% CI, 0.56-0.93)
» Placebo IV Q3W 30- one-sided P = 0.005172

* Provision of tumor sample for +

PD-L1 evaluation® Cisplatin and Gemcitabine® Placebo IV Q3W 20
* ECOG PS 0 or 1 on for up to 13 cycl 109

Cisplatin and Pemetrexed® RLPICLNCIE S 0
""" RS LR RN LS RS IR ILULLRE RARRRS R I
fplloiticyches 0 6 12 18 24 30 3% 4 48 54 60 66
I No. at risk Months
Stratification Factors Dual primary end points: EFS per investigator review and OS 97 3N M1 37 9T 205 s 108 69 3 4 0

*» Disease stage (Il vs IIl) ) o 400 379 347 319 26 176 125 730 20 4 0
* PD-L1 TPS? (<50% vs 250%) Key secondary end points: mPR and pCR per blinded, independent
. Histo\ogy (squamous Vs nonsquamous) palhology review and safety 0S defined as time from randomization to death from any cause. 2 Significance boundary at IA2, one-sided P = 0.00543.

N . . . Data cutoff date for 1A2: July 10, 2023.
+ Geographic region (east Asia vs not east Asia)

Organizado poe

o
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ESTADIO LOCALMENTE AVANZADO: PACIFIC-R 2023 ASCO

#ASCO23
Outcomes in the full analysis set (N=1154)

Total death events: 446/1154 (38.6%) Total PFS events: 666/1154 (57.7%)
Median: 24.1 months (95% Cl: 20.2—27.8)*

1.0 §

1.0 1 Median: not reached (95% Cl: 46.3 months—NE)*
0.8 w 0.8 4
S = :
0.6 i T 0.6+
= i [ Fy 0-6
= H | =
= ! |
© 0.4 & 0.4 |
£ [ 2-yr 0S: 72.3%* ] 3-yr OS: 63.2%* J 8 2-yr PFS: 50.1%* |
a. i 95% Cl: 69.7—-74.8 (95% Cl: 60.3—65.9) a g e | _ . 1
0.2 ¢ ) 0.2 (95% CI: 47.2-53.0) | 3-yr PFS: 42.2%
I (95% Cl: 39.2-45.1)
0.0 T r T T T v T 1 0.0 T . T l . r T - - ]
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
- § - -
TEgE—— Time from index date (months) Sp—— Time from index date (months)?
1154 1097 1001 905 815 743 562 157 5 0 0 1154 902 723 627 547 462 225 37 4] 0 0

As reported previously,’ PACIFIC-R data continue to provide evidence for the effectiveness of consolidation durvalumab
after CRT in a large, diverse, real-world population, consistent with findings from the pivotal, phase 3 PACIFIC trial%#

— These outcomes support the continued use of consolidation durvalumab after CRT (the 'PACIFIC regimen’) as a
global SoC for patients with unresectable stage Il NSCLC

*Analyses are based on the 3™ chart extraction from PACIFIC-R (end date: Nov 30, 2021; reported previously'); the median follcmr—u%guraton in patients censored at the
end of data extraction was 38.7 months (range: 13.6-49.0). tBecause of the real-world nature of PACIFIC-R, progression could be documented by either radiological
evaluation (per Response Evaluation Criteria in Solid Tumors [RECIST] v1.1) or the investigator's clinical judgment (depending on local practice). *Calculated using the
Ka[)lan—Memr method. sThe PACIFIC-R index date is the date that durvalumab was initiated within the EAP.'Girard N et al_, Oral Presentation 580. Presented at ESMO
10 2022; 2Antonia SJ et al., N Engl J Med 2018;379:2342-50; *Antonia SJ et al., N Engl J Med 2017;377:1919-29; “Splgel DR et al., J Clin Oncol 2022;40:1301-11

ClI, confidence interval; CRT, chemoradiotherapy; EAP, early access programme; NE, not estimable; NSCLC,
non-small-cell lung cancer; OS, overall survival; PFS, progression-free survival;, SoC, standard of care; yr, year

Solange Peters, Department of Oncology, Centre Hospitalier Universitaire Vaudois, Lausanne, Sm ‘ .’

ANNUAL MEETING —



Brief Report: Durvalumab After Chemoradiotherapy in Unresectable Stage Ill
EGFR-Mutant NSCLC: A Post Hoc Subgroup Analysis From PACIFIC

Table 1. Baseline Demographics and Characteristics for the PACIFIC EGFRm Subgroup

Demographic or Characteristic Durvalumab (n = 24) Placebo (n = 11) Total (N = 35) A
Age (y): median (range) 65 (42-83) 69 (57-90) 67 (42-90)
Sex: male/female, n (%) 13 (54)/11 (46) 8 (73)/3 (27) 21 (60)/14 (40) 101
Race: Asian/non-Asian, n (%) 15 (63)/9 (38)° 6 (55)/5 (45) 21 (60)/14 (40) _ 09- Median PFS (95% CI) Durvalumab 11.2(7.3-20.7)
Disease stage” 11 (46)/13 (54) 7 (64)/4 (36) 18 (51)/17 (49) g 08 Placebo  10.9 (1.9-NE)
HA/IIB, n (%) 5 77 Hazard ratio (95% Cl) 0.91 (0.39-2.13)
WHO PS: 0/1, n (%) 13 (54)/11 (46) 7 (64)/4 (36) 20 (57)/15 (43) 2 0.7
Tumor history: 3 (13)/21 (88)° 1(9)/10 (91) 4 (11)/31 (89) b
Squamous/nonsquamous 2 06 4
Smoking history 13 (54)/11 (46) 5 (45)/6 (55) 18 (51)/17 (49) $ 054
Yes/no, n (%) 3
Best response to previous CRT: 0/11 (46)/13 (54) 0/4 (36)/7 (64) 0/15 (43)/20 (57) ..g 04 4
CR/PR/stable disease, n (%) 2 034
Positive EGFR mutation status: 10 (42)/6 (25)/8 (33) 3 (27)/5 (45)/3 (27)° 13 (37)/11 (31)/11 (31)° 3
exon 19 del/L858R/other,” n (%) g 024
PD-L1 status 4 (17)/16 (67)/4 (17)° 3 (27)/4 (36)/4 (36)° 7 (20)/20 (57)/8 (23) [ 014 ~—— Durvalumab 1
>25%/ <25%/unknown, n (%) Placebo
Primary tumor stage 6 (25)/9 (38)/4 (17)/5 (21)° 2 (18)/6 (55)/1 (9)/2 (18) 8 (23)/15 (43)/5 (14)/7 (20) 0.0 1
T1a-b/T2a-b/T3/T4, n (%) T T T T T T T T T T T T T T T T T T T
Regional lymph nodes 2 (8)/10 (42)/12 (50) 1.(9)/7 (64)/3 (27) 3 (9)/17 (49)/15 (43)° 13 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
NO/N2/N3, n (%) .
Previous induction chemotherapy, n (%) 2 (8) 4 (36) 6 (17) B
1.0 4
Radiation pneumonitis 36 09 Median OS (95% Cl) Durvalumab 46.8 (29.9-NE)
Cough 18 Placebo  43.0 (14.9-NE)
Pruritus — 084
Back pain 9 g Hazard ratio (95% Cl) 1.02 (0.39-2.63)
Decreased appetite 18 g 0.7 1
Dyspnea 9 ‘=E 0.6 4
LRTI [
Nasopharyngitis 5 054
Pneumonitis’ 18 2‘ 0.4 4
Pyrexia 9 T_E‘; A
Diarrhea 9 -8 0.3 1
Hypothyroidism 9 & 0.2 1
Insomnia
Musculoskeletal chest pain 9 0.1 4 —— Durvalumab
Musculoskeletal pain Placebo
Pleural effusion 9 0.0 Crganizado por:
Productive cough T T T T T T T T T T T T T T T T T T T T T T T T T
Rash 9 13 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 ;‘
umi Placebo, all grades Time from randomization (months) G e C p
Weight decrease Placebo, grades 3/4
Arthralgia 18 W Durvalumab, all grades*
Malaise 18 lung cancer

rm—r— T T T T T T T T T T T T T T research
100 90 80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 80 90 100

Percentage of patients with adverse event (%) N a idOO, JTO 2023 18' 5: 657_663
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Durvalumab after sequential
chemoradiotherapy in patients
with unresectable Stage Il NSCLC
Final analysis from PACIFIC-6

Stage Il
unresectable NSCLC

Marina Chiara Garassino,"? Julien Mazieres,* Martin Reck,* Christos Chouaid,’

No evidence of

progression following
platinum-based
sCRT*

N=117

Efficacy

Median follow-up

0.1 - (censored patients)

= 32.6 months*
T T

7]
o
—
S 83.5
£ 0.5 sl 2yr Os: :M
s 44 1 67.2% 1
-y ' 3-yr OS:
E 0.3 \ 56.5%
0.2 '

1

1

!

0.0

Cohort
114 patients

Cohort
3 patients

os

1.0 (all patients)
0.9

0.8 i

0.7 :

0.6 4 1-yr OS: i

WHO/ECOG PS 0/1

WHO/ECOG PS 2

o 3 6

Atrisk 117 113 106 101 94 88 81 75 73 63 53 36 26 12

Endpoint

os

PFS by investigator

Confirmed ORR by investigator

Time from start of Tx (months)

Median, months (95% CI)
3-yr rate, % (95% CI)
Median, months (95% CI)
2-yr rate, % (95% CI)

n (%)

[95% CIJS

7

1

1
9 12 15 18 21 24 27 30 33 36 39 42 45 48

o]

Durvalumab
1500 mg IV Q4W for up
to 24 cycles™

Durvalumab
1500 mg IV Q4W for up
to 24 cycles’

PACIFIC-6: phase Il, open-label, international trial

-

Primary: Incidence of Grade 3
or 4 PRAEs* within 6 months
of starting durvalumab

Endpoints

Secondary: PFS, ORR, DoR
(all investigator-assessed per

\

\RECIST v1.1), 0S, and saer

PFS by investigator

Probability of PFS
o
)]

(all patients)

1
2-yr PFS:
35.3%

o] 3 6 9

12 15 18 21 24 27 30 33 36 39 42 45

Time from start of Tx (months)

Atrisk 117 90 72 61

All patients (N=117)
39.0 (30.6-NC)
56.5 (46.4—65.5)
13.1 (7.4-19.9)
35.3 (26.5-44.3)

24 (20.5)*
[13.6-29.0]

55 48 45 40 35 28 25 14 6 4 1 o

PS 0/1 cohort (n=114)t
39.0 (30.6-NC)
57.2 (46.9-66.2)
13.1 (7.4-19.9)
35.4 (26.4-44.5)
24 (21.1)*
[14.0-29.7]
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driving innowation in oncology
SPECIAL ARTICLE
SPECIAL ARTICLE

' ' . Non-oncogene-addicted metastatic non-small-cell lung cancer: ESMO
Oncogene-addicted metastatic non-small-cell lung cancer: ESMO Clinical Clinical Practice Guideline for diagnosis, treatment and follow-up™
Practice Guideline for diagnosis, treatment and follow-up™

L. E. Hendriks?, K. M. Kerr?, J. Menis®, T. 5. Mok®, U. Nestle®®, A. Passaro’, S. Peters®, D. Planchard®, E. F. Smit'®'%,
12 -13,14 15 . - - L
L. E. Hendriks', K. M. Kerr, ). Menis®, T. S. Mok, U. Nestle®®, A. Passaro, S. Peters®, D. Planchard’, E. F. Smit'> 1, B. J. Solomon™, G. Veronesi'*'* & M. Reck’®, on behalf of the ESMO Guidelines Committee

B. ). Solomon™, G. Veronesi™®™* & M. Reck™, on behalf of the ESMO Guidelines Committee’

Stage IV NSqNSCC, molecular tests (EGFR/ALK/ROST/BRAF/RET/MET/EGFR ex2lins/ Stage IV SqCC withot coniralndication for Immunotherapy
NRAS G12GINTRIHER2) megative™, with coniraindicaion forimmunotherapy

Stage IV mNSCLC, molecular tests positive (EGFR/ALK/ROS1/BRAF/RET/NTRK/MET/HER2/EGFRex20ins/KRAS G12C)

v v

l ¢ l l Never o former ight smoker
(<t packyears) long-time e Smoker
I RS el s ECOG PS & PO-L1 expression level
EGFR mutation ALK translocation METex14 KRAS G12C Systenic therapy & LRT [, 8]
{refer to Figure 2) (refer to Figure 3) fransiocation skipping mutation mutation
(refer to Figure 4) T l l
l Syt haapy and LAT [, ] P 0-1 & any expression of PD-L1 1534 regdess
; y WP
b 9 init : inil : Platinum-doublet ChT + ]
osmetiip || Aectinb [LAMCSS 4\ Crminb A (S S I S T Refer to ESMO Pltundout CT ) e e Panboizrsb Penbozumat-arbopt-ab ol (4 ) loed - i
1, A; MCBS 4; ESCAT |-AJee ESCAT 4] MCBS 3; ESCAT I-B] MCBS 3; ESCAT |-C] |, B] IV, 8] PG on non- Vi p s Painum-doublet (carbopetin
T Gefitinlp Brigatiib [l ; MCBS 4 inio [l &; (| TULAMCBS 2 Yo parcaninib i, A Capmatinib [Il, &; [, & WOBS )l by e A cass) by pemvlunab [, & NGBS 4] oy,
. P Lt 1 : ; ESCAT 1-BJ MCBS 3 ESCAT HGpe \eBs oncogens-addicted {1, A MCBS 41; I pemetrened switch melntenance PltinumGoubet AT carhoplth preered: |, Mezozumah Nivolumab-{piimumab + 2 cyeles o planum-doublet CHT folowed Siglagent CHT
ILB; ms,n = A N ; ; mNSCLC™ [l A] [ B4 cylsof gemcabie-isplat: enclabig K pencreed et 1,4 WTRRHERD) | (TR by fcumat-{pimumab{, & MCBS 4] (e o
ESCAT A ||| Repotrectiib [l B connuation malnenanca [, ] Meinenancepemelrred i mprovement to (LA MBS 5] Comiphma-platnum-double CAT (4 cyles)followed by camipimat [, ] wot) 1§

o m‘; i Cemipimad 1, A MBS 4] Durvalumat-temeimumat-platinun-doublet CHT (4 ycles) follwed by
B (forPS 2 forall drugs: [, B)) durvalumat-temelmuma (emelmumad oné addtiona doss
[l Mcas ¢

ivolumat=piimumab (ontyfor PD-L1 21%) [ & MCBS 4]

Platinum-doublet CAT {1, A (pemetresed prefered)
{1 MCgs 4]
Carbopltin-pacitael-bevacizumab flowed by
evaczumab meintenance [, A; MCBS 2
Orplatinum-pemetreved-bevacizumab followed by
pemetrexed-bevacizumab malntenance (|, A]

Crizatini 1, B; MCBS & ESCAT I-B]'
ESCAT 1]

Ceritinib [ B; MCBS 4;
ESCAT -]

PS 01 [MCBS 4]
Single-agent CAT (pemelrexed, gemefabine,

LB; MCBS 2 ESCAT -A]=
Erlotinil vinorelbing,docefaxel) [ B]

amucirumab

I, B; MCBS 3; ESCAT |-]*

Aatinib
1 B; MCBS 5; ESCAT 1A
Dacomitinib

11 B; MCBS 3; ESCAT I-A]

Gefitinib—carboplatin-
pemetrexed [I, B]'

Diseas prograssort
S0 PS34

Nivolumah {1, A; MCBS 5]
Atezolizumab [|, & MCS 5]

Fllow esommended

) tredment i e of Lk d
Entrectinib [, & —— Capmatinib I, & Sotorasib [, B; g F00PS 4P Penbvozimab P01 21%)
MCBS 3; ESCAT 1-GJ=" e A ) MCBS 3; EISHGAT[II—i!J"* MCBS 3; ESCAT |-B]* | I MCBS 3; ESCAT I-BJt« i P elp;essinn el Patinym-foublt (1T [ K MBS 5]
Larotrectini i, A; [N B e Mobocertnb i, C; Topotinib i, &; MC8S 3; |||~ Adagrasib i, B; (bl vt gl sl ]
MCBS 3; ESCAT I-C]=! MCES 2 ESCAT ILB]I' ESCAT I-B]= MCBS 2; Tinorebineortarze) 1A Ramucirumab-docetare!

ESCAT I-B]*
Alternative: if ICI

I yksof e (LB S
Penetee ol et 7 , Al GBS
Docetal 5] mainonana [, ]
Nintedanib-docetas [, B] Re-thallege (O [, B
Remuciumab-docetaxel {1 B; MCBS 11

manotherapy given
In first line: platinum-
doublet ChT [1N, A]
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0A14.03: Six-year survival and HRQoL outcomes with 1L
Nivolumab + Ipilimumab in patients with metastatic -
NSCLC from CheckMate227

2023 World Conference
on Lung Cancer

SEPTEMBER 9-1%

2023 | SINGAPORE

: s NIVO + IPIP
CheckMate 9LA 4-year clinical update
PD-L1 1 : i
ieibility criteri i . Key eligibility criteria expression
Key eligibility criteria n =361 £
+ Stage IV or recurrent NSCLC B NIVO 360 mg Q3W + IPI 1 mg/kg Q6W T = Stage IV or recurrent NSCLC > 1%
+ Mo prior systemic therapy N =719 * . = No prior systemic therapy N=1189
+ No sensitizing EGFR Chemo? Q3W (2 cycles progression, .
mutations or knawn Q {2 6 ) unacceptable = Noknown EGFR or ALK mutations | | ESSSSEEEESER—
ALK alterations toxicit: + No untreated CNS metastases | i s e
+ ECOGPSOor1 for 2 s ECOG PS 0-1 NIVO + PP
or for 2 years . -
Stratified by | e t?heimOd Q3we§4 clytde” for immunotherapy Part 1b n =187
PD-L1® (< 1% vs 2 1% = | tre) enanc ifi
s s Ty 50 v ST n =358 SPHChaL periesleXed ol = (N50) Stratified by $Q vs NSQ PD-L1

¥ =
<1% n=186
NIVO# + chemo¢
n=177

Exploratory analyses
* 0S by responses and tumor burden reductionh
* 0S5 by baseline HRQol"

Primary endpoint Secondary endpoints
- 0s = PFS by BICRe
« ORR by BICR®
« Efficacy by tumor PD-L1 expression

Minimum FUP 45 months

Exploratory analyses
+ 05 by tumor histologic subtype

N =550

Independent primary endpoints (NIVO + IPI vs chemo)’
* PFS in patients with high TMB (z 10 mut/Mb)
* 0S in patients with tumor PD-L1 2 1%

IASLC

<

2023 World Conference
on Lung Cancer

OA14.05: 5-year survival of pembrolizumab plus chemotherapy for
metastatic NSCLC with PD-L1 tumor proportion score < 1%

OA14.04: Three-year outcomes with first-line
pembrolizumab, in patients with nonsmall cell lung
cancer and a PD-L1 tumor proportion score > 90%

Clinical Study Study Design 1ASLC @ ‘ 2023 World Conference
KEYNOTE-189 global' * Previously untreated stage on Lung Cancer
EMPOWER-Lung-1 = et e
and Japan Extension”™ no EGFR/ALK alteration
s — (NCTD3850674) * Pembrolizumab 200 mg
Key eligibility criteria Q3W plus pemetrexed-
N platinum vs placebo plus
= metrexed-platinum .
+No EGFR, ALKor ROS! s . ;: " We present 5-year outcomes from a post-hoc exploratory pooled analysis
+ Traate, clnically stable CNS metastases and ’ of phase 3 tnals of pembrolizumab plus chemotherapy vs placebo plus
chemotherapy in patients with previously un metastatic wi
controlied hepatitis B or C or HIV were allowed h th py p t E th p lreated t tatl NSCLC th
Stratification factors PD-L1 TPS <1%
* Histology (squarmous vs non-squamous) KEYNOTE-407 globaF * Previously untreated stage Orgontzods 5o
» Rgion (Europe, Asia or ROW) (NCTD2775435) IV squamous NSCLC
A and China Extension® * Pembrolizumab 200 mg é
« Primary; OS and PFS (NCTU3875002) Q3W plus carboplatin-
- Secondary: ORR (key), DOR, HRQol, and paciitaxel/nab-paciitaxel vs G e c p
\ J  PDALY 250% population (N-545") placebo plus carboplatin-
Pt maling By 72700 sty petormed (e rmesctoes b e mdmmwma I;;:Eacrz;cer
Hure we repont dat pes cutof! of 4 March 1022 * 1:1 randomization
Madian lirme from Fandomisaton 1 dats cutsf 17 | montha (mnge M- S48




Datopotamab deruxtecan (Dato-DXd) vs
docetaxel in previously treated
advanced/metastatic (adv/met) non-small cell

congress
MADRID
2023 M

lung cancer (NSCLC): Results of the
randomized phase 3 study TROPION-LungO1

Myung-Ju Ahn,"= Aaron Lisberqg,?2P Luis Paz-Ares,® Robin Cornelissen,*Nicolas Girard,®

Dato-DXd: Humanized anti-TROP2
IgG1 mAbZ®
» 1y LA

Deruxtecan
|

TROPION-Lung01 Study Design

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

Key Eligibility Criteria

0 WO 40, 0
N\)‘ N))L N O\)L [+]
f-ansands iaan
[+]
H

N ) (o]
. 0
HyC N HO “—CHy
F
Clleavable . Topo-l inhibitor payload
tetrapeptide-based linker (DXd)

Image is for illusirative purposes only; actual drug positions may vary.

* Dato-DXd is a TROP2-directed ADC that selectively delivers a
potent topoisomerase | inhibitor payload directly into tumor cells'

* Promising antitumor activity was seen with Dato-DXd in patients
with adv/imet NSCLC in the phase 1 TROPION-PanTumor01 trial
(26% ORR)'

+ NSCLC (stage llIB, IiC, or IV) Dato-DXd Dual Primary Endpoints
+ ECOGPSofOori - « PFS by BICR
» No prior docetaxel — 6 mg/kg Q3W . 0S
Without actionable genomic alterations? (N=299)
* 1 or 2 prior lines, including platinum CT and R1:1
anti-PD-(L)1 mAb therapy Secondary Endpo|nts
With actionable genomic alterations .
« Pasitive for EGFR, ALK, NTRK, BRAF, ROST, Docetaxel ORR by BICR
MET exon 14 skipping, or RET — 75 mg/m2 Q3W + DOR by BICR
e 1 or 2 prior approved targeted therapies + (N=305) « S afety
platinum-based CT, and <1 anti-PD-(L)1 mAb

Stratified by: histology, actionable genomic alteration,°
anti-PD-(L)1 mAb included in most recent prior therapy, geographyd

Organizado poe

o
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congress PFS by Histology

Non-squamous

MADRID

AV

(with and without AGAs)

100 —
PHASE III : TROPION Lu ng-01 Median (95% Cl), Dato-DXd
A Linb 80 months 564.4-7.0) | 3.7(2942)
aron Linberg - HR 0.63 (0.51-0.78)
= 60 ORR, % 31.2 12.8
5 DOR, months 7.7 56
E
. . o 40
L ]
Progression-Free Survival: ITT £
100 — Median (95% Cl), Dato-DXd Docetaxel 20 -
months® 44(42-58) |3.7(294.2) + Censored
80 | HR 0.75(0.62-0.91) 0
T T T T T T T T 1
. s 0.004 0 2 4 6 8 10 12 14 16 18
e respecified 0.008
= 60 boundary (2-sided) ) . Time since randomization, months
3 408 No. at risk
S Dato-DXd 229 178 134 86 68 41 20
» 40 30.1
e _II"‘-l—Hq_ Docetaxel 232 135 90 50 32 14 10 0
90 282 M
178
3 | Consor Squamous
0 2 4 6 8 10 12 14 16 18 100 = (with and without AGAs)
No. at risk: Time since randomization, months
DatoDXd 299 216 156 96 74 46 24 10 2 0
Docetaxel 305 186 120 63 42 19 14 7 0 0 Median (95% CI), Dato-DXd
Dato-DXd Docetaxel 80 months 2.8 (1.9-4.0) 3.9(2.8-4.5)
ORR (95% Cl), %®b 26.4(215-31.8) 12.8(9.317.1) HR 1.38 (0.94-2.02)
DOR (95% CI), mo 7.1 (56-10.9) 5.6(5.4-8.1) % s0d ORR. % o2 127
CR, complete response; DOR, duration of response; HR, hazard ratio; ITT, intention to treat; ORR, objective response rate; PFS, progression-free survival, PR, partial response % DO R, months 5.9 8.1
aMedian PFS follow-up was 10.9 (35% CI, 9.8-12.5) and 9.6 (35% CI, 8.2-11.9) months for Dato-DXd and docetaxel, respectively. ®Included 4 CRs and 75 PRs for Dato-DXd and 39 PRs for docetaxel. g
o 40
[V
o
20
+ Censored
0 T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18
No. at risk Time since randomization, months
Dato-DXd 70 38 22 10 6 5 4 3 1 0 i
Docetaxel 73 51 30 13 10 5 4 3 0 0
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ENFERMEDAD METASTASICA CON MUTACIONES DRIVER:1°L
Osimertinib With / Without Platinum-Based Amivantamab Plus Lazertinib
Chemotherapy as First-Line Treatment in \al:;sll:sstclﬁ 'é“.l?g'a“t'r:’]en tin
RS E(ELFEG"R‘I\\‘;‘)“"“" S EGFR-mutated Advanced NSCLC

ESTUDIO FLAURA-2 MARI POSA: Phase 3 StUdy DeSign gg?;:iyR’:isdlgtmsi;fé?gzﬁ‘t"r’;%?fn?;hase %

Byoung Chul Cho," Enriqueta Felip,? Alexander I. Spira,® Nicolas Girard,*

Safety run-in period (N = 30)

Publshed in ESMO Open, 2021" — Kay Eighilty Crti Serial brain MRIs were required for all patients Primaryendpeint o progresion-ee
h . )
{ bt b ol adanncedlon 3 Amivantamab + Lazertinib survial PFSP by BCR pr RECIST VI
@ + carboplatin AUCS Malntenance e metastatic NSCLC & (n=429; open-label) + Amivantamab + lazertinib vs osimertinib
\ : or clsplatin 75mg/m? osimertinib 80 mg (QD) « Treatment-naive for 2 : . Secondary endpaints of
, Pa“ed"}" WI::I :’a';:m;gg;m;"sycw (Q3Wfor 4 cycles for + pemetrexed (QOW)! advanced disease E amivantamab + lazertinib vs osimertinib:
S Stratfication by: platinum-based Follow-up: - Documented EGFR | § Osimertinib @ el osf
Key inclusionertera * Race Chines Asian e + RECIST 1.1 assessment a B £ (n=429; binded) * Otecveresponse e (ORR)
. . : « ECOGPSOor1 3 +  Duration of response (DoR)
+ Aged 218 years (Japan: 220 years) - mcmme Asan/ = L Band12 wee,ks' benevery ¢ + PFS after first subsequent therapy (PFS2)
+ Pathologiclly conimed non- non-Asian) Randomization 12 weeks l{ltll RFCIST 11 S P - Lazertinib - P
squamous NSCLC * EGFRm (ocal cental 11 (N= 557 definedradologial disease - EGFR mutaon type & (n=216; blinded) . Inraranial PFS:
+ Exlodel|LOSER (ocal ol tes) ) gnw*"“;"”""hdm (Extadel orLBSER) - saly
, eria were me
+ WHOPS0/1 WHOPS (0/1) Osimertinib 80 mg (QD) 7 FOTNEEREOA) Desing (in 28-day eyces)
+ No prior mic therapy for advanced + History of brain , Amivalnt_arpnb: 1050 mg (1400 mg if >80 kg) weekly for the first 4 wesks, then every 2 weeks Lazertinib monotherapy am was Included
NSSLC i b \ hetzstases? (yes or ”°y a’m’;:ﬁhzg]":fﬁa""‘g 10 assess the contribution of components
* Slable CNS metastases vere alowed" + Primary endpoint: PFS (by investigator and BICR assessment per RECIST 1.1)#
+ CTIMRI scan at baseline CP

' » 1 - - - -
Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2 Prlmary Endpomt: Progressmn-free Survival by BICR2

Amivantamab + lazertinib reduced the risk of progression or death by 30% and improved median PFS by 7.1 months

Progression-free survival per BICR 100 -

" . ) L — R 3 i
+ Median PFS was improved by 9.5 months with osimertinib plus platinum-pemetrexed vs osimertinib monotherapy % Median follow-up: 22.0 months Me:;/:;;s
Madian PFS, months (85% Gl o 80 ‘Amivantamab + Lazertinib 23.7 mo (19.1-27.7)
T 1.0 9 Osimertinib + platinum-pemetrexed 294 (251,NC) T Osimertinib 16.6 mo (14.8-18.5)
T 094 Osimertinib monotherapy 19.9 (16,6, 25.3) o
H] ; a HR, 0.70 (95% CI, 0.58-0.85); P<0.001
F HR (95% CI) 0.62 (0.48, 0.80); n | ? . .
3 0.8 - p = 0.0002 @ 60 o
T 074 Overall maturity: 43% g’
.5 Median follow-up for PFS*, months (range): 5
0.6 = Osimertinib + platinum-pemetrexed, 19.4 (0-33.2) 5 i
g 2% wm monctherapy, 14.6 (0-33.2) @ 40 4 ‘ Amivantamab + Lazertinib
0.5 . <
- "
& e % _g 34% || Osimertinib
g 0.3+ o 20 + }
r c
2 o024 ] ‘
° =1
& 0414 < ‘
0 T T r T T T T T T ]
0 T T T T T T T T T T 1 0 3 6 9 12 15 18 21 24 27 30 33
0 3 6 9 12 15 18 21 24 27 30 33 36 Months
Time from randomization (months)
No. at risk: No. at risk
l 279 255 242 223 207 184 158 128 81 39 20 3 0 Amivantamab + Lazertinib 429 391 357 332 291 244 194 106 60 33 8 0
278 247 218 195 169 139 118 88 59 42 18 2 0 Osimertinib 429 404 358 325 266 205 160 90 48 28 10 0

i NUEVA POLEMICA: ; TENDRIAMOS QUE CAMBIAR EL ESTANDAR DE 1L EN TODOS LOS EGFR+? _
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ESTUDIO MARIPOSA-2

ENFERMEDAD EGFR 2°L METASTASICA

Amivantamad Plus Chemotherapy (Withor Wihout
Lazertinib) vs Chemotherapy n EGFR-mutated
Advanced NSCLC Afer Progression on Qsimertno

MARIPOSA<) a Phase , Glokal, Randomized, Contolle Tl

At PasseBjoung ChulCho Yongshen Wang atara sy, Rl Calfan*Se-hoom Lo Mo g
HarnReckam, st el Eviguet Pl Ry, Gel " ey Pl Wil Do Wilim Jr
TaoSun* Sy S Brooke Dioi Rland E. Knoblauh Joshua . Baumd Y Roseio GarcaCempely e Wang®

Key Eligibility Criteria
+ Locally advanced or
metastatic NSCLC
+ Documented EGFR
Ex19del or L858R

+ Progressed on or after
osimertinib monotherapy
(as most recent line)

+ ECOGPSOor1

+ Stable brain metastases
were allowed;
radiation/definiive therapy
was not required (untreated)

Stratification Factors

+ Osimertinib line of therapy
(1stvs 2nd)

+ Asian race (yes or no)

+ History of brain metastases
\ (yes or no) /

=657)

Serial brain MRIs were required for all patients®

Dual primary endpoint of PFS¢ by BICR

Amivantamab-Lazertinib-Chemotherapy

per RECIST v1.1:
n=263
( ) + Amivantamab-Lazertinib-Chemotherapy
v Chemotherapy
Chemotherapy + Amivantamab-Chemotherapy
(n=263) vs Chemotherapy
Secondary endpoints:
Amivantamab-Chemotherapy * Objective response rate (ORR)

2:2:1 Randomization (N

(n=131)

+ Duration of response (DoR)

+ Overall survival (OS)*

Dosing (in 21-day cycles * Intracranial PFS
Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then
1750 mg (2100 my if 280 kg) every 3 weeks starting at Cycle 3 (week 7)

Lazertinib: 240 mg daily staring afie completion of carboplatin® * PFSafter first subsequent therapy (PFS2)¢
Chemotherapy administered at the beginning of every cycle: + Symptomatic PFSd

+ Carboplatin: AUC5 for the first 4 cycles . Safoly

+ Pemetrexed: 500 mgim?untl disease progression

+ Time to subsequent therapy®

Primary Endpoint: PFS by BICR

Amivantamab-Lazertinib-
Chemotherapy? vs Chemotherapy
Median PFS: 8.3 vs 4 2 months

Amivantamab-Chemotherapy
vs Chemeotherapy
Median PFS: 6.3 vs 4.2 months

HR, 0.48 HR, 0.44
(95% CI, 0.36—0.64) (95% CI, 0.35-0.56)
P<0.001 P<0.001
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MNo. at risk
Amivantamab-Chemotherapy 131 99
Amivantamab-L azertinib-Chemotherapy 263 194
Chemotherapy 263 135

9 12 15 18

GecP
27 7 o o
52 21 4 o lung cancer
7 6 o o research

Consistent PFS benefit by investigator: HR, 0.41 (8.2 vs 4.2 mo; P<0.001°) & HR, 0.38 (8.3 vs 4.2 mo; P<0.001")
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Amivantamab Plus Chemotherapy vs
Chemotherapy as First-line Treatment in
EGFR Exon 20 Insertion—mutated Advanced
Non-small Cell Lung Cancer (NSCLC)

Primary Results From PAPILLON, a Randomized
Phase 3 Global Study f

No mutation 1.2%
UMD 11.0%

EGFR sensitizing
19.4%
NTRK1/2/3 <1.0%

Other drivers 2.9%

FTEN loss 0.7%
CDKIN2A loss 1.9%
BRAF (non-VBOOE) 1.3%
NF1 loss 1.9%
EGFR TT90M 5.5%

p EGFRexon 20 2.1%
EGFRWT amp 1.0%

ALK fusion 3.8%
ROS1 fusion 2.6%
RET fusion 1.7% KRAS 25.3%
BRAF VB00DE 2.1%
ongress MET splice 3%
2023 METamp 1.4% FGFR1/20.7%
Randomized Phase 3 Study of " .y '
! ) e BRCA1/2 loss 1.3% NRAS 1.2%
First-line Selpercatinib versus ISC1/2 loss 0.7% PIK3CA 2.0%
_Chemother_apy and_ I_’em brolizumab ERBBZmut 2.3% MAP2K1 0.7%
in RET Fusion-positive NSCLC
LIBRETTO-431 (NCT04194944) M:ongress
E}m{:‘l'!fng;ﬁ:‘hi E'::tn.‘fenj;nin J.:o‘linm o:. :_eunc_h i'::lam. :a:ri:e Pérol, DESTINY-Lung01® Q
R e A g Sl - Brain mets
+ Relapsed from or is refractory lo
standard treatment

1ASLC

on Lung Cancer

2023 World Conference

2, 2023 | SINGAPORE

+ Measurable disease by RECIST v1.1
+ ECOGPSof0cr1

+ Locally reported HER2m (Gohort 2)
+ Asymptomatic BM allowed®

DESTINY-Lung02°

* Metaslalic HER2m NSCLC

« 21 prior anticancer Ih:;py (2L+),
including platinum-ba:
chemotherapy

« Measurable disease per RECIST v1.1

» ECOGPSofOor1

« Locally reported HER2m

« Asymptomatic BM allowed®

Cohort 2 expansion:
HER2m

T-DXd 8.4 mglkg Q3W.
N=49

Cohort 2: HER2m
T-DXd 6.4 mglkg Q3W
N=42

T-DXd 5.4 mglkg

T-DXd 5.4
mm Pooled T-DXd 6.4 mg/kg
g n=102 DL-01 HER2m/DL-02
BM (n=54)
T-DXd 6.4 mglkg Non-BM (n =87)
Q3w

n=350

Endpoints

In patients with and without

baseline BM:

« Systemic cORR per BICR

« Systemic DoR per BICR

» Sites of progression per
BICR

» TEAEs

In palients with measurable

baseline BM:*

+ IC-cORR per BICR

« IC-DCR per BICR

» IC-DoR per BICR

Phase 1b CodeBreaK 101 Study

Key eligibility criteria Inducﬁon phase Maintenance phaset Data were pooled and
. anal exposure to
;RASG'ZG'"'?M Sotorasib: 960 mg mn the mvym
identified through molecular oral daily Sotorasib: 960 mg advanced!
* oral daily
Measurable diseaseper  ~%  Carboplatin:AUCS P “ = Firstline (n=25)
RECIST v1.1 v aw* Pemetrexed: 500 mg/m?
<ECOG=2 + v Q3w Second-line (n = 13)
“No 500 mg/m2
v asw

Primary Endpoints: Safety and tolerability (including DLT)

Secondary Endpoints: Anti-tumor efficacy (ORR, DCR, DOR, TTR, OS, PFS, duration of SD) and PK

With Pembrolizumab in Patients With
Treatment-Naive, Advanced Non-Small Cell Lung
Cancer (NSCLC) Harboring a KRAS®'2¢ Mutation

Marina C. Garassino!, Wilemijn 8 ME. Theelen?, Robert Jotte?,

ongress
o ERESVD
KRYSTAL-T: Efficacy and Safety of Adagrasib

Organizado poe

o
GecCP

lung cancer
rasearch



INTRODUCCION: CANCER MICROCITICO

EEESMD ™™
2023

Tarlatamab for patients with previously
treated small cell lung cancer (SCLC):
Primary analysis of the phase 2
DeLLphi-301 study

Luis Paz-Ares’, Myung-Ju Ahn?, Enriqueta Felip®, Sabin Handzhiev*,

DeLLphi-301 Study Design

Phase 2, open-label study (NCT05060016)

Part 1: Part 2: Part 3:
Reduced Inpatient
Monitoring Period

Dose Evaluation

Tarlatamab 10 mg
(n=288)

+ ES-SCLC

* Previous freatment with 1 mg on Day 1, followed by 10 mg
22 lines (including on Days 8, 13, and Q2W thereafter Tarlatamab 10 mg Tarlatamab 10 mg
platinum-doublet) R Dose (LERF] (n=34)
ECOG PS 0-1 1:1 Selection*

Dose Expansion

Key Inclusion Criteria

* Measurable disease Tarlatamab 100 mg Same dosing as in Part 1 Same dosing as in Part 1
¢ Treated and stable
brain metastases (n=288)

allowed

1 mg on Day 1, followed by 100 mg
on Days 8, 15, and Q2W thereafter

Primary Endpoint: ORR per RECIST v1.1 by BICR, TEAEs, tarlatamab serum concentrations
Secondary Endpoints Included: DOR, DCR, PFS per RECIST v1.1 by BICR, OS

congress

Sacituzumab govitecan as second-line
treatment for extensive stage small cell

lung cancer

Preliminary results from the phase 2 TROPICS-03 basket trial

Afshin Dowlati, Andres Cervantes,? Sunil Babu,? Erika Hamilton,* Shu Fen Wong,®

Key eligibilty criteria

+ Histologicall confimed ES-SCLC
+ Disgase progression after no more
than 1 prior line of platinu-based

chemo and anti-PD-(L)f therapy
* Measurable disease per RECIST v1.1
+ ECOGPS 0-
+ Noknown actve CNS metastases
andorcarcinomatous meningis

ES.SCLC
Cohort
N=4(

-day cycles:
86 10mghkg IV on D1 and D
(uti PD or unacoeptable foxicty)

Survival folow-up

End points

Primary
* ORR by INV®

Secondary
+ DOR, CBR, PFS (all by INVY)
* ORR, DOR, CBR, PFS (a by BICRY)

' 0§
v Safety

lung cancer
rasearch



[IASLC 2023 World Conference

on Lung Cancer

SEPTEMBER 9-12, 2023 | SINGAPORE

MARS 2 trial schema

W S— — (extended) Up to 4 cycles
mesorhefiarms pleurectomy platinum +
decortication pemetrexed

* Disease in one
hemi-thorax

* Deemed surgicall |itci‘rlﬂfrf+ CT (still ( R)
S - resectable)

resectable pemetrexed
Up to 4 cycles
« PS(0-1) platinum +
pemetrexed

* No end-organ

- J
MARS 2 trial: Which is the role of pleurectomy/decortication?

Surgery was associated with worse OS compared with chemotherapy

o I
= [
- 0-42 months: |
HR=1.28 (1.02, 1.60) |
p=0.03
wn ~ I
Pl |
- !
- l
53 I
g o | | 42+ months:
a | |HR=0.48 (0.18, 1.29)
o | |p=0.15
o g i e I
i =
No surgery :
8_ ot = Surgery |
o 1
T T T T T T
0 12 24 36 48 60

Time from randomisation (months)

Number at risk
No surgery 166 128 82 37 15 6
Surgery 169 115 64 24 15 y

Lim et al. WCLC 2023



Anade esta fecha 1
a tu calendario !

] Enero 2024
16:00h-18:00h

FORMATO VIRTUAL

16:00 - 16:20

16:20 - 16:40

16:40 - 17:00

17:00 - 17:20

17:20 - 17:40

17:40 - 18:00

Programa cientifico

Introduccion

Dra. Reyes Bernabé

Hospital Univ. Virgen del Rocio, Sevilla
Biomarcadores prondsticos

Dr. Airam Padilla
Hospital Regional Univ. de Mélaga

Estadios iniciales y enfermedad
localmente avanzada

Dra. Ana Collazo

Hospital Univ. Puerta de Hierro, Majadahonda, Madrid
Enfermedad metastatica

(incluyendo inmunoterapia)

Dr. Marc Cucurull

ICO, Hospital Univ. Germans Trias i Pujol, Badalona, Barcelona
Cancer de pulmon microcitico

y otros tumores

Dr. Manuel Cobo

Hospital Regional Univ. de Mélaga
Conclusiones

Dr. Bartomeu Massuti
Hospital General Univ. Dr. Balmis, Alicante

Organizado poe

o
GecCP

lung cancer
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