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Epidemiologia
Incidencia y Supervivencia

Incidencia

Estimated number of new cases in 2020, World, both sexes, all ages

Breast
2261419 (11.7%)

»

Lung
2206771 (11.4%)

Other cancers
8 879 843 (46%)

Colorectum
1931 590 (10%)

Prostate
1414 259 (7.3%)

Stomach
1089 103 (5.6%)

Cervix uteri
604 127 (3.1%)

Liver
905 677 (4.7%)

Total : 19 292 789

Data source:GLOBOCAN 2020
Graph production: Global Cancer Observatory (httg://gco.iarc.frl)
© International Agency for Research on Cancer 2024
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https://seer.cancer.gov/statfacts/html/lungb.html
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Percent of Cases by Stage

5%

B Localized (21%)
Confined to Primary Site

B Regional (21%)
Spread to Regional Lymph Nodes

" Distant (53%)
Cancer Has Metastasized

Unknown (5%)
Unstaged

5-Year Relative Survival

62.8%

34.8%

15.1%
8.2%

Distant

Localized Regional

Unknown

Stage




Diagnostico
Estadificacion mediastinica

[ CT and PET or PET-CT ]

I

!

!

N
[ Mediastinal LNs negative ] Mediastinal LNs positive

\

w )

,
—

-

N

¢NO and peripheral tumour
(outer third of the lung) and
tumour =3 cm

i l

b 46 )
'

N1 or central tumour Tsss%%zcgt;brgflion:
Tumour >3 cm (mainly J l
adenocarcinoma with high FDG - N/
vpae)” l Mediastinal LN
l (@ N/ W negative on EBUS/EUS
- N X Mediastinal LNs positive l
Tissue confirmation: 7 N/
L EBUS/EUS or VAM® [ VAMY ]
= N Y
- -
Mediastinal LNs negative DV 4 A4
¥ J Mediastinal LNs Mediastinal LNs
positive negative

Multimodality treatmant

Remén J, Soria JC, Peters S. on behalf of the ESMO Guidelines Committee. 2021 update.
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* LN MAP

Supraclavicular zone : £
. 1 Low cervical, supraclavicular, and Inferior mediastinal nodes
sternal notch nodes Subcarinal zone
7 Subcarinal
Superior mediastinal nodes -
T e ower zone
. 2R Upper paratracheal (right) . 8 Paraesophageal (below carina)
. 2L Upper paratracheal (left) . 9 Pulmonary ligament
. 3a Prevascular ’
Bl 3¢ retrotracheal -
Lok Hilar/interlobar zone
. 4R Lower paratracheal (right) 3p '33 10 Hilar
LJ! 4L Lower paratracheal (left) & . 11 Interlobar
PR Peripheral zone
AR e . 12 Lobar
‘ . 5 Subaortic 1 13 Segmental
A e AT 0N . 6 Para-aortic (ascending aorta or phrenic) . 14 Subsegmental

The IASLC lung cancer staging project. A proposal for a new international lymph node map in the forthcoming seventh edition of the TNM classification for lung cancer. J Thorac Oncol 2009;4:568-77.
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E’!'l: No mmﬂd N2? nodes _ _

=3 No enlarged Lis but central tumour or Extensive mediastinal

E - and peripheral tumouwr hilar LNs N2 infiltration

| l Enlarged discrete N2 LNs l

25 w + v + W

a ui if negative T T "l .

E g mmmﬁnrlgsrgm MO " " Not required

- l ]

S Tt
Surgery:
unforeseen M2
Annafs of Oncolagy 28 (Supplsmant 4):ivl-iv21, 2017 v
doi:1 01093 /annonc/mdx222 [ S

Early and locally advanced non-small-cell lung cancer
(NSCLC): ESMO Clinical Practice Guidelines for
diagnosis, treatment and follow-up’

Unresectable N2

(aleqory
oM

P.E Postmus', K. M. Kerr’, M. Oudkerk’, S. Senan®, D. A. Waller®, ). Vansteenkiste®, C. Escriu’ & S. Peters”,
on behalf of the ESMO Guidelines Committee™

:

Therapeufic
Approach

Adjuvant chemotherapy Surgical multimadality Non-surgical
{radiotherapy) treatment multimadality treatment
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NEOADY
@ -
100% Pathological TNM
~ Stage  Categories
IA1 Tla, NO ADY
80% A2 T1b, NO > D
© A3 Tic, NO
% B T2a, NO
; 60% A T2b, NO
(7-; 1B Tla—T3, NO-N1 NEOADY ADY
5
20% 1 1B Tla—T4, N2-N3 } Y J
%% 24 48 72 QT+RT
+
aA .
Months & CONSOLIDACION
— @ _7 - )
IASLC=International Association for the Study of Lung cancer; TNM=tumor, node, metastasis. E o

Goldstraw P et al. J Thorac Oncol. 2015;11(1):39-51; Canadian Cancer Society. Prognosis and survival for lung cancer. Updated January

2022. https://cancer.ca/en/cancer-information/cancer-types/lung/prognosis-and-survival.cal .
7
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STAGE IlIA STAGE IllIC

Rami-Porta R, et al. CA Cancer J Clin. 2017 — Courtesy Dr Provencio n
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IMpower 010

No crossover

TN Atezolizumab
Completely resected Cisplatin + — 1200 mg q21d
stage IB-IlIANSCLC pemetrexed, 16 cycles
per UICC/AJCC v7 %emctitabilne, <R> Survival 12% stage |, ~“50% stage I, 40% stage Il
— ocetaxel or . N=1005 o ~ . .
Stage 1B tumors 24 om vinorelbine 1:1 e 2 55% PD-L1+; ~15% known driver alteration
+ Lobectomy/pneumonectomy 1-4 cycles
+  Tumor tissue for PD-L1 analysis ;/
N=1280
Primary endpoints Overall survival
+ Investigator-assessed DFS tested hierarchically: PD-L1 TC 21% (stage II-IlIA) PD-L1 TC 250% (stage II-IlIA)
1. PD-L1 TC =21% (per SP263) Stage II-1llA population excluding EGFR/ALK+
2. All-randomised Stage II-1lIA population 100 7 100 1
3. ITT population (Stage IB-111A) 80 - . 80 - :
0, L}
< 601 i78'% 167.5% < 60 - :77'5% 167.5%
P === e == =y g T | 3 | T
. . . O 40 - 1 O 404 ezo (n=106) BSC (n=103) W
I Julio 2023 aprobacion de atezolizumab . Events, n (%) 20L0 ey || Events,n (%) 5042 0(1) ||
. en estadios II-IlIA operados +QT I 20 4 |mos, mo (95%ci) NR NR \ 20 4 |mos, mo (95%cI) NR NR :
I ) . HR (95%Cl) 0.71 (0.49, 1.03) : HR (95%Cl) 0.42 (0.23, 0.78) '
" adyuvante basada en platlno I 0-I 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1 : 1 1 1 1 O-I 1 1 1 1 1 1 1 1 1 1 1 : 1 1 1 1 1 1 1 : 1 1 1 1
o 0 6 12 18 24 30 36 42 48 54 60 66 72 0O 6 12 18 24 30 36 42 48 54 60 66 72
| PD-L1 2 50% " S Time, months N Time, months

— Atezolizumab 248 241 241 237 234 231 225 222 218 210 208 200 195 190 172140 116 83 56 37 23 12 5 3 NE Atezolizumab 106 104 104 104 103 103101100 99 96 96 93 90 87 83 69 58 41 32 20 13 6 2 1 NE
— BSC 228220 214 210 205 201 198 192 185 180 172 167 166 158 140110 95 72 49 27 15 8 7 4 NE BSC 103101 98 96 95 92 90 87 84 80 77 76 75 71 64 52 45 35 24 14 8 4 3 2 NE

Felip et al. WCLC 2022 n



Enfermedad locorregional: nuevos estandares de tratamiento

Neoadyuvancia 2 Cirugia

Key eligibility criteria
*Newly diagnosed, resectable,
stage IB (= 4 cm)-IlIA NSCLC
(per TNM 7t edition)
«ECOG PS 0-1
*No known sensitizing EGFR
mutations or ALK alterations

PCR 24%
mPR 37%

EFS (%)

NIVO 360 mg Q3W

+
chemod Q3W (3 cycles)

Radiolqgic_.
estaoging

ChemoeQ3W (3
cycles)

47%
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CHECKMATE 816

surgery 37% stage IB/Il; 63% stage IlIA
(within 6 Optional Follow-
weeks  |=p | adjuvant |=—=""yp 50% PD-L1 >1%
post- chemo + RT
treatment) No EGFR/ALK
NIVO + chemo Chemo
(n=179) (n=179)
Median EFS, mo NR (14281-412 1) [ ] _— n —_— n _— n —_— n _— n —_— n _— n —_— n _— n —_— n |
(95% C1) (31.6-NR) 8-42. . . .
R R T I Diciembre 2023 aprobacion de |
- " quimioterapia + nivolumab neoadyuvante
o ST : PD-L1 > 1% -
n —_— n _— n —_— n _— n —_— n _— n —_— n _— n —_— n d

NIVO + chemo =

43%c

Chemo

No. at risk

NIVO + chemo 179 152
Chemo 179 146

T

3

1
1
1
1
]
1
1
1
1
1
1
1
1
]
1
1
1
1
1
1
]
1
T

1
T T T T T T

6 9 12 15 18 21

24 27 30 33 36 39

|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
T

T T T T T 1

42 45 48 51 54

Months from randomization

136 125 119 108 104 100 97
128 110 95 84 79 72 67

94 88 6 57 38 20 13 6 5 0

62 60 48 39 27 15 13 4 4 0 Forde et al. ESMO 2023



Enfermedad locorregional: nuevos estandares de tratamiento
Cirugia = Adyuvancia en CPCNP EGFR mutado

Patients with completely resected

stage* IB, Il, llIA NSCLC, with or without
adjuvant chemotherapyt

Key inclusion criteria:

218 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
11
(N=682)
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Planned treatment duration:
3 years

Treatment continued until:
Disease recurrence
Treatment completion
Discontinuation criterion met

31% stage IB, ~35% stage I, 34% stage Il
100% known EGFRmut (Del19/L858R ex21)

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 1.0 =
« Key secondary endpoints: DFS in the overall population (stage IB-I1IA), landmark DFS rates, OS, safety, health-related quality of life 0.9 =
08 =
2 07 -
§ 0.6 =
© 05 =
r ] _— [ ] — ] _— ] — ] _— [ ] — ] _— [ ] — ] _— [ ] — ] o 04 . Median DFS, months (95%’ cn
« . . 7 . . . w - - .
- Diciembre 2022 aprobacién de osimertinib en £ o3 o osmennn o5 ne)
. . ’ o Placebo 28 1(221,350)
I estadios IB-IIIA tras cirugia I 0.2 -
s § ESE § ESS § ESS N EES §F ESS N EES § ESS 5§ ESE N Emm N Emm 0§ 0.1 = HR (95% CI) 0.27 (0.21, 0.34) Maturity: 45%
osimertinib, 28%; placebo,
0.0 T T T T T T T T | T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72
Time from randomization (months)
No. at risk
) Osimertinib 339 316 307 289 278 270 249 201 139 73 33 5 0
Tsuboi et al. NEJM 2023 Placebo 343 288 230 205 181 162 137 115 84 48 25 4 0




Enfermedad locorregional: nuevos estandares de tratamiento

Cirugia - Adyuvancia en CPCNP ALK translocado

Resected Stage IB (24cm)-lIIA
ALK+ NSCLC

Other key eligibility criteria:
« ECOGPS 0-1
« Eligible to receive platinum-based
chemotherapy
+ Adequate end-organ function
« No prior systemic cancer therapy or
ALK TKls

Stratification factors:
» Disease stage per UICC/AJCC 7
edition: IB (= 4cm) vs Il vs IIIA
« Race: Asian vs non-Asian

Primary endpoint

+ DFS per investigator,$ tested hierarchically:
+ Stage II-IlIA — ITT (Stage IB—IIIA)

Alectinib
600 mg BID

PATCETS

Platinum-based
chemotherapy*

Q3W; 4 cycles

N=257

Recurrence

Recurrence

ALINA

Further
treatments at
investigator’s

choice
and survival

follow-up

* Disease assessments (including brain MRI)* were conducted: at baseline,
every 12 weeks for year 1-2, every 24 weeks for year 3-5, then annually

Other endpoints

+ 0OS
+ Safety

« CNS disease-free survival

Pendiente de aprobaciones

100

80

60

40

Disease-free survival (%)

20

No. at risk
Alectinib
Chemo
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i Alectinib Chemotherapy
(N=130) (N=127)
i Alectinib
Patients with event 15 (12%) 50 (39%)
Death 0 1
Recurrence 15 49
e ]
: Chemotherapy | Median DFS, Not reached 413
! ! months (95% CI) (28.5, NE)
E 1 1
! ! DFS HR 0.24 (0.13, 0.43)
1 1 (5% Cl) p*<0.0001
1
! i i
] 1
1 1
1 1
1 1
N L
T T T T T T T T
0 6 12 18 24 30 36 48 54 At the data cutoff date, OS data
Time (months) were immature with only 6 (2.3%)
OS events reported $
130 123 123 118 74 55 39 10 3
127 112 98 89 55 a1 27 11 2

Median survival follow up: alectinib, 27.8 months; chemotherapy, 28.4 months

Solomon et al. ESMO 2023




Enfermedad locorregional: nuevos estandares de tratamiento
Neoadyuvancia =2 Cirugia - Adyuvancia

NADIM Il - GRUPO ESPANOL DE CANCER DE PULMON

Experimental arm

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

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

Control arm

Paclitaxel 200 mg/m2
+ Carboplatin AUC5
IV, Q3w

(3 Cycles)

S -

Stool

—_—

Translational research
*

Stool sample

sample
Blood Blood
sample sample
Blood sample
After After
Baseline cycles 1&2 cycle 3

SURGERY

42-49 days after
the first day of the
third neoadjuvant

treatment cycle

SURGERY

Blood
sample

After
surgery

Adjuvant treatment

Nivolumab 480 mg
v, Q4w
(6 months)

").;:ollow up
( (5 years)

Observation

Q12w
(6 months)

“Follow up-‘
(5 years)

Blood Blood
sample sample

At 3rd & 6th At progression
month

Nivolumab plus chemotherapy

Hazard ratio for disease ch th |
progression, disease emotherapy alone
recurrence, or death, 0.47

(95% Cl, 0.25-0.88)

A Progression-free Survival
100+
904
43 804
_% 704
o 60
k]
504
&
% 404
g 30
)
o 704
10
0
0
No. at Risk
Nivolumab plus 57
chemotherapy
Chemotherapy 29
alone

T T T T 1 T
5 10 15 20 25 30

Months since Randomization

56 53 45 31 25 11

27 20 15 14 9 7

B Overall Survival

Nivolumab plus chemotherapy

Chemotherapy alone

Hazard ratio for death, 0.43
(95% CI, 0.19-0.98)

100
90
n 80+
g 704
7
o 604
s
o 504
g 0]
g
v 304
& 20_
10+
0
0
No. at Risk
Nivolumab plus 57
chemotherapy

Chemotherapy 29
alone

T T T T T T
5 10 15 20 25 30

Months since Randomization

57 56 54 38 32 15

28 25 19 17 13 9
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Enfermedad locorregional: nuevos estandares de tratamiento
Neoadyuvancia =2 Cirugia - Adyuvancia

OTROS ENSAYOS CLINICOS

KEYNOTE-671 AEGEAN

Pembrolizumab 200 mg IV Q3W
+ Study population
Cisplatin and Gemcitabine® Pembrolizumab 200 mg IV Q3W
or Surgery®

Cisplatin and Pemetrexed®

Durvalumab 1500 mg IV +

Key Eligibility Criteria
Pathologically confirmed,

resectable stage Il, llIA, or 1lIB
(N2) NSCLC per AJCC v8

No prior therapy

Durvalumab 1500 mg IV

«  Treatment-naive Q4W for 12 cycles

ECOGPSOor1

Resectable NSCLC*
(stage IA-IIIB[N2]; AJCC 8" ed)

platinum-based CT#

for up to 13 cycles Q3w for 4 cycles

Randomization stratified by:
- Disease stage (Il vs lll)
+ PD-L1 expression (21% vs <1%)

for up to 4 cycles

Lobectomy, sleeve resection, or
Placebo IV Q3W bilobectomy as planned surgery”
Provision of tumor sample for & = Confirmed PD-L1 status®

PD-L1 evaluation@ Cisplatin and Gemcitabine® Placebo IV Q3W

Surgery?
ECOG PS 0 or 1 or 9ety

Able to undergo surge
2 L Placebo IV +
platinum-based CT#
Q3W for 4 cycles

Placebo IV
Q4W for 12 cycles

No documented EGFR/ALK N=802
aberrations* randomized

CHECKMATE-77T

Key eligibility criteria

Cisplatin and Pemetrexede

for up to 4 cycles

for up to 13 cycles

NEOTORCH

* Resectable, stage llA (> 4 cm)-1lIB NIVO 360 mg Q3W Radiologic Surgery Toripalimab Toripalimab
(N2) NSCLC (per AJCC 8th edition) + restaging (within 6 weeks NIVO 480 mg Q4W 240mg 240mg Toripalimab
+ No prior systemic anti-cancer chemod Q3W post-neoadjuvant ) + + 240mg
treatment N = 461 (4 cycles) treatment) - Newly dllagnosed” Platinum-based Platinum-based
« ECOG PS 0-1 [ﬁsﬁggt’g stage II- chemotherapy chemotherapy Q3W up to 13
’ Follow-u cycles
* No EGFR mutation/known ALK 9_ _ﬂ * EGFR/ALK wild -
alterations® type Q3W 3 cycles Q3W 1 cycles
Radiologic Surgery - Biopsy tissue
Stratified by restaging | (within 6 weeks avajabilc ror Placebo Placeb
histology (NSQ vs SQ) post-neoadjuvant biomareranalysis + a‘ie ° Placebo
disease stage (Il vs lll), treatment) - Evaluable lesions Platinum-based Platinum-based
and tumor PD-L1¢ (2 1% vs < 1% vs * Planned enroliment

not evaluable/indeterminate)

N=500

chemotherapy

Q3W 3 cycles

chemotherapy

Q3W 1 cycles

Q3W up to 13
cycles
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RT vs sequential

. OS HR: 0.88 (95% Cl, 0.81-0.96)
chemoradiotherapy

RT vs concomitant

, 0S HR: 0.89 (95% Cl, 0.81-0.98)
chemoradiotherapy

Sequential vs concurrent
OS HR: 0.84 (95% Cl, 0.74-0.95)

chemoradiotherapy




Enfermedad locorregional: nuevos estandares de tratamiento

Irresecable: quimiorradioterapia - durvalumab

Unresectable Stage lll NSCLC
without progression after definitive
platinum-based cCRT* (22 cycles)

18 years or older
WHO PS score 0 or 1

If available, archived pre-cCRT
tumour tissue for PD-L1 testing”

All-comers population
(i.e. irrespective of PD-L1 status)

N=713 randomised

Probability of OS

0.2

04

1-42 days
post-cCRT

Durvalumab

10 mg/kg g2w for up to 12 months

N=476

2:1 randomisation,
stratified by age, sex, and
smoking history

Placebo
q2w for up to 12 months
N=237

No. of events/

PACIFIC

Primary endpoints

* PFS by BICR using
RECIST v1.1%

« OS

Key secondary endpoints

* ORR, DoR, and TTDM by
BICR using RECIST v1.1
« Safety

+ PROs

CAMPUS
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" Enero 2020 aprobacion de durvalumab .

tras QRT concomitante
PD-L1 1%

Time from randomisation (months)

5_year 05*4 Median OS 5-year pFS*4 No. of events/ Median PFS
total no. of patients (%) (95% Cl), months total no. of patients (%) (95% Cl), months
Durvalumab 264/476 (55.5) 47.5 (38.1-52.9) Durvalumab 268/476 (56.3) 16.9 (13.0-23.9)
83.1% Placebo 155/237 (65.4) 29.1 (221-35.1) 10 Placebo 175/237 (73.8) 56 (4.8-7.7)
S-year stratified HR (95% CI): 0.72 (0.59-0.89) i 5-year stratified HR (95% Cl): 0.55 (0.45-0.68)
Primary analysis stratified HR (95% CI):'2 0.68 (0.53-0.87) o 0.8 Primary analysis stratified HR (95% CI):3 0.52 (0.420.65)
: &
I S 06 ]
49.7% X
| z
=

1 E 33.19
| S 04 *
1 I ' =4

1 1 e
1 | | 1 33.4% B 1
I ' 0.2 o
| 1 1 1 1 251% 20.8% I I
| 1 I 1 I 1 % 19.9% 19.0%
t T } T } T } T } T T T } T } T | T } T 1

0 6 12 18 24 30 36 42 48 54 60 66 72 0.0 0 6 18 24 30 36 42 48 54 60 66 72

Time from randomisation (months)

Spigel et al. JCO 2023
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U

El cancer de pulmdn es la primera causa de muerte por cancer

O

El abordaje del cancer de pulmon tiene que ser multidisciplinar

O

Testado molecular y PD-L1 previo a una neoadyuvancia con quimio + inmunoterapia

Q Sidrivers accionables, no indicado
 SélosiPD-L12>1%

d Testado molecular tras cirugia: EGFR, ALK, otros... Tener presente las caracteristicas de
los pacientes
 Atezolizumab en estadios II-IlIA, sélo si PD-L1 > 50%
O Osimertinib en estadios IB-IlIIA EGFR Del19/L858R

L

Estadio Ill: heterogéneo. Se requiere homogeneidad a la hora de abordarlo

O

Quimiorradioterapia concomitante = Durvalumab en estadio Il irresecable y PD-L1 >
1%

Los biomarcadores siguen siendo tarea pendiente

L

d Tener siempre presente la opcion de ensayo clinico

SEOM

Sociedad Espanola
de Oncologia Médica
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por vuestra atencion
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