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Overall Survival

* Localizado:
PE + RT concomitante —> Durvalumab (M)
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CPCP Localizado GecCP

. « Adults with LS-SCLC who Tarlatamab IV Q2W +
Dellphi 306 P

completed chemoradiotherapy

without disease progression

. ECOG PS 0-1 \
Placebo

¢ Diagnosed and treated for LS-SCLC with concurrent chemotherapy and

radiotherapy. QTRT secuencial

» Has completed chemoradiotherapy without progression per RECIST 1.1 (ie,

achieved complete response [CR], partial response [PR], or stable disease

[SDI). < toxicidad
e East C tive O | G ECOG) Perf Stat PS) of 0 . .
Dra:ern ooperative Oncology Group ( ) Performance Status (PS) o < ef|CaC|a (PFS 7'8 m)

¢ Minimum life expectancy of 12 weeks.
o Adequate organ function.
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MERLIN

A phase Il clinical trial of Tarlatamab as maintenance treatment after sequential chemo-radiotherapy for
limited stage SCLC patients not eligible for concurrent chemo-radiotherapy

Promotor: Fundacion GECP
Coordinador: Dr. Mariano Provencio

Esquema del estudio Obj Primario: PFS

....................... S— TraSIaC|Ona|
ina EOT -’
[ it }’. . Clonalidad TCR

i *See mcrl;s,ivoh and FUP until 2 years !rom enrollmem
exciusion criteria

—— —Blood sample | Blood sample I I Blood sample | N = 3 7 (2 O Ce n tros )

Sequential
Chemo-
RDT *

: noteligible for |
: concurrent

. -
---------------------

TRANSLATIONAL RESEARCH

N¢ pacientes previstos: 37
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Key inclusion criteria

» Histologically or cytologically confirmed SCLC

* Progression after 1L platinum-based chemotherapy +/- anti-PD-(L)1
« ECOGPSOor1

« Asymptomatic, treated or untreated brain metastases

Tarlatamab (n = 254)

R
1:1
(N =509)

Randomization stratified by

»  Prior anti-PD-(L)1 exposure (yes/no)
« Chemotherapy-free interval (< 90 days vs > 90 to < 180 days
vs > 180 days)

« Presence of (previous/current) brain metastases (yes/no)
» Intended chemotherapy (topotecan/amrubicin vs lurbinectedin)

Chemotherapy™ (n = 255)

Topotecan (n = 185); Lurbinectedin (n = 47);
Amrubicin (n = 23)

Primary Endpoint: Overall survival
Key Secondary Endpoints: Progression-free survival, patient-reported outcomes
Other Secondary Endpoints: Objective response, disease control, duration of response, safety

*Topotecan was used in all countries except Japan, lurbinectedin in Australia, Canada, Republic of Korea, Singapore and the United States, and amrubicin in Japan.
1L, first-line; ECOG PS, Eastern Cooperative Oncology Group performance status; PD-(L)1, programmed death (ligand)-1; R, randomization; SCLC, small cell lung cancer.
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START-Lung

A multicentre phase Il trial of tarlatamab in patients with pretreated extensive-stage small cell lung
cancer (ES-SCLC) and ECOG PS 2

Promotor: ETOP IBCSG Partners Foundation

Esquema del estudio

Screening, eligibility & enrolment Trial treatment PD Follow-up

K Histologically or cytolcgically-confirmed \
ES-SCLC.

« No symptomatic brain metastases.
« ECOGPS 2.

« Previous treatment with one lin2 of platinum-
etoposide doubiet chemotherapy with
immune-checkpoint innibition for SCLC.

« Progressive disease cn or after the first-line

\_ lreament 1or SGLG. _
I L 1 [ [ [ [ [ | N=48

CT-scan Including chest. abdomen, : ’
peivis and all other sites of disease i 6 S/ E) :
T | 1 ! 1 1 1

Obj Prim: 12 m OS

Brain MRI Brain MRI* every 6 weeks until PD
T T
Blood sample for Blood sample for Elood sample for
oxploratory analysis exploratory analysis exploratory analysis"”
—
FFPE * For patients with untreated asymptomatic or treated and stable

brain metastases at trial entry
** Of at treatment discontinuation, if earlier than PD




CPCP Metastasico: Inhibicion de Angiogénesis

Brief Report: Ivonescimab Combined With Etoposide Plus Carboplatin as First-
Line Treatment for Extensive-Stage SCLC: Results of a Phase 1b Clinical Trial

Zhiwei Chen, MD® « Lin Wu, MD® + Qiming Wang, MD* ... + Qiaoyun Wang, MD ¥ - Xiao Xu, PhD* + Shun Lu, MD, PhD. 2% &
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ORR=80%
(N=35)
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ORR was at the dose of
66.7% - 3 mg/kg

90.9% - 10 mg/kg
76.2% - 20 mg/kg

Chen, J Thorac Oncol 2024
Wang, ESMO 10 2024
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 The median PFS was numerically higher in patients
receiving first-line combination therapy than those not
treated with first-line Anlotinib in combination (9.2 vs.
6.6 months, P=0.354).

PFS Probabilty(36)

Kaplan-Meier Curve
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PEERS

A Phase Il study of Pembrolizumab, Lenvatinib and chemotherapy combination in first line extensive-
stage small cell lung cancer (ES-SCLC)

Promotor: Fundacion GECP
Coordinador: Dra. Noemi Reguart

Esguema del estudio

Patients Treatment Post-Treatment

N= 46 (18 centros)

Part 1: Safety Lead-in (N= 6 up to 12)”

- Age>18 years Dtk Dendvw v Fin Reclutam
= Histologically Induction Maintenance
confirmed ES- (4 cycles) (up to 31 cycles)©
SCLC
= No prior systemic Primary End Points:
treatment
« ECOGPS0or1 LENTREER S M s Lenvatinib 20 mg QD Ff“ﬂm' : Part1: |S“etytigmo
* Measurable + ow-up * Part 2: Inves r-
SRR K L """“'""""+ b 208 g »|  Pembrolizumab 200 mg Q3W Survival ‘S’e’:'sdr*;f"ls per
(RECIST 1.1) Carboplatin AUC 5 (day 1) O o e RECIST L.
* Provision of a Etoposide 100 mg/m2 (day 1-3)
sample for Q3w
biomarker
assessment
= No unestable Dosing Administration:
brain metastasis* Pembrolizumab total duration up to 35 infusions
Carboplatin-Etoposide up to 4 cycles
Lenvatinib no duration limit

Abbreviations: £5-SCLC = extensive-stage smali-cell lung cancer; ECOG PS = Eastern Cooperative Oncology Group performance status: PCI = prophylactic cranial iradiation: Q3W = Every 3 weeks; QD = Every day



CPCP Metastasico: SLFN11 - iPARP
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The role of Schlafen 11 (SLFNI11) as a predictive biomarker
for targeting the DNA damage response

Resistance to broad DDA in
SLFN11 absentlow cancers
Chemotherapy-induced

DNA damage

I'@ (lll') 'II') {'I —— Efficient DNA damage repair
=> Cell survival
L SLFN11
transcription off
Sensitisation/
Overcoming resistance using ATRI, Chemotherapy-induced
WEE1i or CHK1i DNA damage

+ Further DNA damage => Cell death

DA

WEE1i WEE1 | ATR ATRi - SLFNT1
_// Transcription on
\CHK1

CHK1-

Coleman, Br J Cancer 2020
Karim, ASCO 2023
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SWOG $1929: Phase Il randomized study of maintenance
atezolizumab (A) versus atezolizumab + talazoparib (AT) in

patients with SLFN11 positive extensive stage small cell
lung cancer (ES-SCLC).

1007
Atezolizumab + Aeroliarah
Primary Endpoint Talazoparib (n _' 52)
804 (n=54)
Median PFS, mo (80% Cl) 4.2(2.8-4.7) 2.8(2.0-2.9)
s 60 HR (80% CI) 0.70 (0.52-0.94; P = ,056%)
42 *1-sided log-rank, stratified P value.
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RAISE

A single-arm phase Il study of the addition of niraparib to anti-PD-L1 antibody maintenance in patients
with SLFN11-positive, extensive-disease small cell lung cancer.

Promotor: ETOP IBCSG Partners
Coordinador: Dr. Markus Joerger / Dr. Antonio Passaro

Esquema del estudio

LN o fon  Eligibility Trial Treatment PD Follow-up
ED-SCLC, non- m Ob P . PFS
progressive after 3 J r“ I l .

4 cycles of 1*.line o
chemotherapy® and %
r h:ra?:limm;n‘ 7oy 3 Antl PD-L1 Immune-checkpolint Inhibitor (atezolizumab or durvalumab)!
* Platinum-etoposide cm.wmm $ Atezolizumab or durvalumab must have started concurrently with chemotherapy before enrolment and N_ 44 (SC 1 50)
v nt after iment (at the app d dose and schedule when given as maintenance treatment) —
| | | I | 1 | | | |
CT-scan CT-scans every 6 weeks
Blood Blood Biood
(at cycle 3) .
524 eing (FFPE tumour tissue)

for SLFN11 testing




CPNCP LA: T. Pancoast

A tumour can be classified as a Pancoast tumor when it
invades any of the structures at the apex of the chest,
including the most superior ribs or periosteum, the
lower nerve roots of the brachial plexus, the sympathetic
chain near the apex of the chest, or the subclavian
vessels. These tumors are now divided into anterior,
middle, and posterior compartment tumors* depending
on the location of the chest wall involvement in relation
to the insertions of the anterior and middle scalene
muscles on the first rib [6].

Peedell, Clin Oncol 2010
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CLINICAL PRESENTATION INITIALTREATMENT ADJUVANT TREATMENT
Superior | /\ n
Preoperative Surgery" + :
?#;tzi:s‘;at:irzzr > |concurrent » Adjuvant systemic | ——> s“\:lsr\(’;_"_ua-;;ce
NO-1) ? | chemoradiation®W Itherapy (NSCL-E)
Surgery" + a
Surgical Resectable —{Adjuvant systemic|——» Suvslliance
Bgvaluati th NSCL-E (NSCLAT)
Possibl Preoperative i erapy (NSCL-E)
resectagl i —|concurrent —> dt',?f’,,c hast
chemoradiation®W Wloiit coritiast
4 Complete definitive Surveillance
superior sulcus £FDG-PETICTY Unresectable —> 1 moradiation®W (NSCL-17)
umor
T4 invasion, Durvalumab™Z (if
N0-1) no EGFR exon 19
deletion or L858R
P mutation) (category 1) s il
Unresectable” - Definitive popc%r‘ruent »lor — Surveillance
chemoradiation Osimertinib"2 NSCL-17
(category 1) (if EGFR
exon 19 deletion or
L858R mutation)

Tratamiento Trimodal
SG 5 anos: 40-50%




CPNCP LA: T. Pancoast Gecp
DUMAS

Phase Il clinical trial of Neo-adjuvant chemo/immunotherapy followed by adjuvant treatment depending
on the resection status for the treatment of NSCLC patients diagnosed with Pancoast tumor. A multicenter

exploratory study

/" Induction "\ e
treatment [ Obj Prim: PFS
Nivolumab 360 RO 7 i -7
NSCLC | | eradrma | Yos
baacosst || P [ il| 2 | SURCERY | T IV, Q4 (6 month) Traslacional: ctDNA
tumor ’ . FUP: .
IV, Q3W T Treatment
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3 Cyces » it N= 22 (28 centros)
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Marcadores Predictores de eficacia de QT-IT neoadyuvante

D ctDNA clearance
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2 —— ctDNA clearer g
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& HR 3:06 (95% Cl1 0-73-12-90); p=0-079 HR 6-88 (95% Cl 1.29-36-78); p=0-0070
0 I I I I | 0 I I I I |
0 12 24 36 48 60 0 12 24 36 48 60
at risk Time from diagnosis (months) Time from diagnosis (months)
A) Specific Mutations Specific Mutations
g — No Specific Mutations § — No Specific Mutations
® Mutated in '; Mutated in
s — STK11 or KEAP1 - — STK11 or KEAP1
2 or EGFR or Rb £ or EGFR or Rb
- @
o
g HR: 5.20 s HR: 2.965
¥ (95%Cl 1.21-22.36) (95%Cl 0.60-14.71)
=0.009 =0.135
0 Ll L) L) L L} p 0 L Ll l 1 1 p
0 12 24 36 48 60 0 12 24 36 48 60
PFS (months) OS (months)

Provencio, Lancet Oncol 2024
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Study of ctDNA as prognostic factor on resectable - NSCLC patients treated with neoadjuvant treatment
in real world” REAL NADIM

™ Relaciéon ctDNA (pco,
Neoadjuvant eficacia, respuesta
NSCLC IIIA treatment R Relapse patologica)
resectable E> {treaument as per d > E> & 6 :
e v PD Relaciéon m }Jtac.lones
real worid| (pco, eficacia)
\_
t 4 s 1 Es
Tumeor block . ! ' Tumor block . . .
I ot 129 ' 4 w B3
Blood sample ’ Elood sample ' Blocd sample l | Blood sample ‘ | Blcod sample ‘ Blood sample 4
Stoal s l= v U U J_ v
Baseline i L1  After Neoad. tix After surgery at 6 months at Relapse/PD
post surgery

Relacion Microbiota/ Disbiosis -

N= 150 (30 centros)
Respuesta Patolégica, AES,...




Pais Vasco

8 hospitales asociados

Castilla Leon

9 hospitales asociados—

[ Asturins SR

3 hospitales asociados

14 hospitales asociados

2 hospitales

28 hospitales asociados

6 hospitales asociados

4 hospitales

23 hospitales
asociados asociados

—— 2 hospitales asociados

Navarra

4 hospitales asociados

6 hospitales asociados

38 hospitales
asociados

Baleares

6 hospitales
asociados

C. Valenciana
25 hospitales asociados

3 hospitales asociados

astilla la Mancha

7 hospitales
asociados
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