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ESTUDIO PERSEE

QT-inmunoterapia frente inmunoterapia en CNMP avanzado en 1L con PD-L1 =250%

congress
MADRID

Pembrolizumab with or without platinum-based chemotherapy
as first-line treatment in advanced NSCLC with PD-L1 250%:

PERSEE phase III trial (GFPC 01-2020)
Decroisette C', Descourt R? Bernardi M, Corre R*, Bylicki 0%, Auliac JBS, Vergnenégre A’, Ricordel C?, Pinsolle J*, Wislez M'°, Pedrono M, Veillon R'2, Falchero = &« -
L', Guisier F*, Hauss PA'S, Bizieux-Thaminy A'¢, Hominal S'7, Consigny M*¢, Chouaid C¥, Greillier L'® s u I o a c a e m I c o

ICentre Léon Bérard, Lyon, France; ‘Hopital La Cavale Blanche, CHU Brest,
B

q ﬁ ey | v Study Design

V ) | - . s .
|\§F_E§_ Bl < Persée ~ .a J l \ & A phase lll, multicenter, open-label, randomized trial
g 4 Fovn
Key eligibility criteria
* Stage IV and unresectable or
not amenable to definitive
. . . . radiotherapy stage Il NSCLC *  Non-squamous NSCLC :
* QObjetivo primario: PFS * TPSPD-L1 250% (local PEMBROLIZUMAB 200mg Q3W
assessment) EENEINESED 0 ms/mz Maintenance treatment
. 7 * ECOG Performance Status <1 + CARBOPLATIN AUCS5 Q3W or CISPLATIN .
e Tratamiento estandar con *  No EGFR, ALK or ROS1 75 mg/m2 Q3W *  Non-squamous:
) alteration PEMBROLIZUMAB up to 31
pembrolizumab 5 . squamousnsaic: cycles and PEMETREXED
PEMBROLIZUMAB 200 mg Q3W « Eousmous:
s . + PACLITAXEL 200 mg/m2 Q3W i
Stratification factors : + CARBOPLATIN AUC 6 Q3W PEMBROLIZUMAB up to 31
* Squamous vs non-squamous cycles

* Brain metastases yes vs no Up to4cycles

Primary endpoint: PFS by BCR per RECIST v1.1.
Key Secondary endpoints: PFS by investigators, OS, ORR, DoR, DCR, efficacy according to PD-L1 sub-groups expression, safety.
Key Exploratory endpoints: incidence of early progression, PFS2, Qol, translational analyses




Patient Demographic and Disease Characteristics (ITT Population)

From December 22, 2020, to December 21, 2023, a total of 321 patients at 28 centers in France were randomized.

Pembrolizumab plus

Pembrolizumab

Pembrolizumab Pembrolizumab

Chemotherapy Monotherapy plus Chemotherapy  Monotherapy
(N =160) (N =161) (N =160) (N=161)
Age, years Metastases
Median (range) 63 (38-83) 64 (39-86) Median metastasis sites 2 (0-8) 2(0-7)
<70 years 126 (78.8) 116 (72.0) No. (range)
Sex >3 metastatic sites 34 (21.3) 32 (19.9)
Male 107 (66.9) 110 (68.3) Brain 39 (24.4) 36 (22.4)
ECOG performance status Liver 23 (14.4) 26 (16.1)
0 76 (47.5) 75 (46.6) Bone 61 (38.1) 49 (30.4)
1 84 (52.5) 86 (53.4) PD-L1 250%*
Disease stage 50-74% 54 (33.8) 58 (36.0)
1l 11 (6.9) 10 (6.2) 75-100% 91 (56.9) 95 (59.0)
I [\ 149 (93.2) 151 (93.7) 90-100% 52 (32.5) 57 (35.4)
Smoking status® Not evaluated 15 (9.4) 8 (5.0)
Current smoker 56 (35.2) 64 (39.8) NGS mutation, n/N (%)
Former smoker 99 (62.3) 94 (58.4) No  54/139 (38.8) 59/136 (43.4)
Non-smoker 4 (2.5) 3(1.9) Yes 85/139(61.2) 771136 (56.6)
Histologic features Missing 21 25
Non squamous 129 (80.6) 129 (80.1) Mutations identified, n/N (%)
Squamous 31 (19.4) 32 (19.9) KRAS mutation 58/ 139 (41.7) 57 /136 541.92

Tumor Cell OR Tumor Cell OR
Immune Cell Immune Cell

RN
o
Anti PD-L1
Antibody ..*.?
_;/‘ h\‘ Tumor Cell
I/ ,/( Death

PD-L1

= Activation of
| Anti PD-1 T cell activity

Deactivation of <=

T cell activity
Anti PD-L1

¢ po 2\ /}_—.
A

Anti PD-1
Antibody




Primary endpoint: PFS by BCR (RECIST 1.1)

Median follow-up was 38.7 (35.3-41.6) months

100 4
s Tt Mediner R (95% C) SUPERVIVENCIA LIBRE DE PROGRESION
S 7 n (%) (95% Cl1), months Two-sided P value
E :: E;‘jf/ﬁ X Pembro + CT 93 (58.1) 16.1 (11-34.1) 0.56 (0.43-0.74) 1 6’ 1 m fre nte 6’9 m
: - 315’15’34‘: 20.2% Pembro 117 (72.7) 6.9 (5.5-9.3) P <0.001
o 1. Y
s HR=0,56 (-0,74)
E 20 W + ettt

@4 (27.1-42.5) (215;_91:?) (2‘?6_82:{;
i i Rik ' ’ ) ’ sl P:Oh(zh‘s s::\cealzanjomsiszati::n et oy > > > 3 a n O S: 39 b 2% fre nte 20 b 8%
0. af IS

Pembro+CT 160 141 113 90 82 77 71 66 60 52 48 41 34 28 20 15 10 9 6 1 0
Pembro 161 99 84 63 47 44 40 36 32 29 26 24 22 19 12 10 5 2 2 0 0

PFS assessed by BCR was significantly longer in the pembro-CT group than in the pembro group,
with a clinically meaningful benefit sustained over time.

The PFS benefit was consistent with investigators assessment with a HR 0.59 (0.46-0 77},

The PFS bhenefit was observed regardless of PD-L1 expression level

PD-L1 50% - 74% PD-L1 75% - 100% PD-L1 90% - 100%
Beneficio en todos los subgrupos
de PD-L1
E its PFS HR (IC 95 %, Events mPFS HR (IC 95 %) Events mPFS -
Am (%)  months (C95%) - A n(%)  months (IC 95 %) i n(%)  montns (C95%) N (C2%)
Pembro+CT  32(59.3)  17.8(9.3-NC) (.46 (0.29-0.74) Pembro + CT 51 (56.0) 16.9 (11.1-NC) 0.62 (0.43-0.91) Pembro +CT 26 (50.0) 25.4 (11-NC) 0.6 (0.36-1)
Pembro 44 (75.9) 7.0 (3.6-10) Pembro 65 (68.4) 7.1(5.1-11.2) Pembro 39 (68.4) 7.1(4.9-18.8)

Especialmente importante en
pacientes con expresion entre 50-
74%

Percentage of Patients

Percentage of Patients
338888388 ¢%

33838838388

Percentage of Patients.

e338888383¢%




Adverse Events Preferred Term

Toxicidad

Safety occurring in = 5% of patients

TRAE | |
- o O 3 e
= s % e
. R T e ~R—
“ = " (st [ p———
. o $ B Petro + CT - A graces
5 i wol A H . | et
- == o 5 T
E
=]
Fe— 30 0% 200 10.0% =‘\ 2 00 00% 80% 60% 0% 2.0% 0o
Percentace of Patients Percentage of Patients
Additional toxicity in the pembro-CT arm was mainly chemotherapy-related. “QPersce
Chantal Decroisette More immune colitis were observed in pembro-CT arm ==
Content of this presentation is copynight and responsibility of the author. F is required for re-use mm“ﬂ'e“

Toxicidad esperada sin cambios a laya
conocida.

Mayor tasa de eventos adversos grado =3
asociados a QT (54% frente 19%)).

Eventos grado 5 (1,9% en ambas ramas).

48% de los pacientes discontinuaron la
quimioterapia por toxicidad.

LA TOXICIDAD FUE SIMILAR A LA DE LOS ENSAYOS CLINICOS DE CARACTERISTICAS SIMILARES




Discusion del estudio

Beneficio consistente en SLP [ Estudio no disenado para estudio de SG J

Estudio académico con simpleza de disefio [ Sigue persistiendo la duda en altos J

expresores (PD-L1 >75%)

pronostico (vida real) innecesaria a QT)

Buena representacion de pacientes de mal [ Ausencia de biomarcador (exposicion }




ESTUDIO OptiTROP-Lung06



ESTUDIO OptiTROP-Lung06

ADC frente TROP2 en pacientes con CPNM avanzado no escamoso PD-L1 negativo frente QT-10

2026

Sacituzumab tirumotecan (sac-TMT) plus pembrolizumab versus chemotherapy e PD-L1 con determinacion central
plus pembrolizumab as first-line treatment for PD-L1-negative advanced

nonsquamous NSCLC: randomized phase 3 OptiTROP-Lung06 study * Brazo compa rador: esta' ndar con doblete platino + anti-PD1
gaicu; Zhou', F:’i Zhogr:, Xlilang{iao Mjngz, Qéngqinpg Ding:‘, PongHZhag?‘, Wentu; Liaans, Sgnxing )?uo", Ym‘ml Yo7, ‘\)Nenxiu (Y;ao', Yun

an®, Xingxiang Pu'?, Chunling Liu", Jiuwei Cui'?, Peng Chen'®, Hua Zhong™, Li Yin'’, Yan Qing'%, Xiaoping Jin', Junyou Ge's-'6 ° . . . .
' Shanghai East Hospital, Tongji Universif i, China; * Cancer Hospital and Institute, Shandong First Medical University, Jinan, China; * The First Affiliated Hospital with O bJ et I VO p rl m a rI O P FS B I C R

Nanjing Medical University, Nanjing, China; * Shanghai Pulmonary Hospital, Shanghai, China; * The First Affiliated Hospital of Guangzhou Medical University, Guangzhou, China;

© The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; 7 Harbin Medical University Cancer Hospital, Harbin, China; ® Sichuan Clinical Research Center for Cancer, Sichuan
Cancer Hospital & Institute, Sichuan Cancer Center, University of Electronic Science and Technology of China, Cl du, China; © Zhejiang Cancer Hospital, Hangzhou, China;

10 Hunan Cancer Hospital/The Affiliated Cancer Hospital of Xiangya School of Medicine, Changsha, China; ' Theﬁhaled Cancer Hospital of Xinjiang Medical University, Umwmna

— © _ XiTROP-Lung06 Study Design
< Randomized, multicenter, open-label, phase 3 trial (NCT06711900)

12 The First Hospital of Jilin University, Changchun, China; ** Tianjin Medical University Cancer Institute & Hospit jin, China;
14 Shanghai Chest Hospital, Shanghai, China; ** Sichuan Kelun-Biotech Biopharmaceutical Co., Ltd., Chengdu,Chin

'6 National Engineering Research Center of Targeted Biologics, Chengdu, China.

L b S

’//\
TROPZ “hemymer | Key eligibility criteria Sac-TMT 4 mg/kg Q2W Endpoints ¢
« Locally advanced (stage IlIB/IIIC) or + Pembro 400 mg Q6W? Primary
metastatic (stage IV) nsg-NSCLC (n=229) » PFS assessed by BICR
| . :~o prior systemic therapy for advanced 49_ L Secondary endpoints included
isease :
l | (S - ' n =485 Pemetrexed 500 mg/m? + Carboplatin « 08
zel adhesion@ @ & « No sensitizing EGFR or ALK alteration AUC 5 or Cisplatin 75 mg/m? Q3W® » PFS assessed by investigator
\ e | ) » PD-L1TPS< 1% (IHC 22C3, central lab) + Pembro 400 mg QEWS - ORR, DCR, DOR
) ammp « ECOG PS score 0 or 1 (n= 226) « Safety

Calcium
signaling pathwa .

/

Stratification factors Treatment until disease progression or unacceptable toxicity
\ Sylopiasm + Sex (male vs. female)

« ECOG PS score (0 vs. 1)

« Disease stage (IIIB/IIC vs. IV)




Baseline Characteristics

Chaicterilic Sac-TMT + Pembro Chemo + Pembro
(n =229) (n = 226)
. Median (range), years 63 (29, 75) 63 (37, 75)
¢ > 65 103 (45.0) 104 (46 0)
Sex Male 165 (72.1) 163 (72.1)
ECOG PS score 1 189 (82.5) 186 (82.3)
e, Current or former smoker 150 (65.9) 142 (62.8)
Smoking history
Never smoker 79 (34.5) 84 (37.2)
. Adenocarcinoma 228 (99.6) 226 (100)
Histology A
Large-cell carcinoma 1(04) 0
. HB/IC 19 (8.3) 19 (8.4)
Disease stage
\ 210 (91.7) 207 (91.6)
2 3 Distant metastatic sites 52 (22.7) 58 (25.7)
Brain 5(2.2) 6(2.7)
Metastases _
Liver 17(7 4) 26 (11.5)

Bone 75(32.8) 89 (39.4)




PFS by BICR

Sac-TMT + pembro significantly improved PFS vs. Chemo + pembro, with a 51% reduction in risk of disease progression or death.

100 i
I
I
g | : Sac-TMT + Pembro Chemo + Pembro
3 % ! (n =229) (n = 226)
2 ,
| PFS events, n (% 79 (345 126 (55.8
A 6o ! 511% events, n (%) (34.5) (55.8)
8 : Median, mo (95% CI) ~ 15.0 (9.9-NE) 5.7 (5.5-7.4)
z
s
2 401 HR 0.49 (95% CI: 0.36-0.65)
g N . P < 0.00012
e SaC-TMT+Pembro 1
= Chemo+Pembro :
0 T T T 1 T T T T T L} T T ll T T T T T T

0 1 2 3 4 5 b g8 9 10 M 12 13 14

~ PFS (BICR) in Subgroups

Sac-TMT+Pembro 229 224 197 173 162 141 107 8 77 60 45 41 28 15 15 12

~

ChemotPembro 226 221 192 157 141 109 77 64 56 38 25 22 %6 5 4 4 1 1 0 A generally consistent PFS benefit of sac-TMT + pembro over chemo + pembro was observed across subgroups.
Subgroup Number of Events/Patients Hazard Ratio (95% CI)
. Sac-TMT+Pembro Chemo+Pembro _
'
SUPERVIVENCIA LIBRE DE PROGRESION e —_—
Sex 1
Male 53/165 99/163 e ! 039 (0.28-0.55)
Female 26/64 27163 —_—— 0.88 (0.51-1.51)
15,0m frente 5,7m -
<65 years 46/126 751122 _— 0.44 (0.30-0.64)
265 years 331103 51104 i 0.57 (0.37-0.88)
H R—O 49 0 6 5 ECOG Performance Status y
) =, 0 13/40 22/40 — 0.49 (0.24-1.00)
1 66/189 104/186 —_ 0.49 (0.36-0.66)
Clinical stage at enroliment -
Stage IV 752210 120207 —— it 0.49 (0.37-0.66)
Smoking history '
Current or former smoker 471150 88/142 —— : 0.36 (0.25-0.51)
. 0 0/ Never smoker 32/79 38/84 —— 0.80 (0.50-1.29)
>>> 12 |||eseS. 51,1 /0 frente 22,8 0 Liver metastasis :
No 731212 108/200 _— 0.52 (0.39-0.70)
Number of distant metastatic sites '
<3 52/158 78/149 _— 0.52 (0.36-0.74)
!

23 23/52 42/58 0.47 (0.28-0.78)

Low (H-score < 200) 0.49 (0.30-0.80)

OS no alcanzada en ninguno de

High (H-score >200) e 0.59 (0.37-0.92)
Unknown 0.38 (0.22-0.67)

los brazos (datos inmaduros)

v
<--Sac-TMT+Pembro Better Chemo+Pembro Better-—>



ORR, Deep Response, and DOR (BICR)

ORR was similar between groups, with deeper and more durable responses observed with sac-TMT + pembro. Diferencia de ORR: 2’ 9%

Diferencia de mantenimiento
de respuesta a 12m: >30%

Sac-TMT + Pembro Chemo + Pembro

(n =229) (n = 226)

ORR, % (95% Cl) 50.2 (43.6-56.9)  47.3 (40.7-54.1)
60-
Deep response, % 28.8 17.3
40 o 2
DCR, % (95% Cl) 904 (85.8-93.9)  88.5(83.6-92.3) HR 0.47 (95% Cl: 0.29-0.77)

Duration of response (DOR)I (%)

21 27.2%
Median DOR, mo (95% Cl) 13.6 (9.7-NE) 6.8 (4.2-10.6) = e
0 ] L} T T T T T T T T T T L} T
HR (95% C1) 0.47 (0.28-0.77) 0 1 2 3 4 5 6 71 8 9 M M 12 13 U P RO FUNDIDAD

Time in Months R ES P U ESTA
12-mo DOR rate, % (95% Cl)  61.7 (47.5-73.1) 27.2 (11.2-46.0) ':;E‘;':‘T.Pmm R e I I

Descriptive Overall Survival at PFS IA

A favorable trend in overall survival was observed with sac-TMT + pembro over chemo + pembro.

ORR, PROFUNDIDAD DE LA RESPUESTA
ORR: 50,2% frente 47,3%
Duracidén de la respuesta: 13,9m frente 6,8m ' P (
Respuesta a 12 meses: 61,7% frente 27,2% i — e o 891 HRO(SB(Q;/M;&_:%;
i B EEREEREE éTimée mtomﬁs R EEEER

Sac-TMT+Pembro 229 228 228 215 200 184 166 148 130 109 92 79 60 51 36 24 21 7 4
Chemo+Pembro 226 226 220 210 188 167 152 136 122 98 8 67 51 39 25 17 10 3 1




Summary of Safety

Grade 23 TEAEs were less frequent with sac-TMT + pembro (47.6% vs. 60.6%), particularly hematologic events.

Sac-TMT + Pembro Chemo + Pembro

Event, n (%)

(n = 229) (n=226) : i

. Anaemia 83 :

TEAEs 228 (99.6) 225 (99.6) ; Alopecia 62 :
! WBC decreased :

 NEUTd d :

Grade 23 TEAEs 109 (47.6) 137 (60.6) : eosioe :
E Decreased appetite i

Serious TEAEs 82 (35.8) 82 (36.3) l Asthenia :
| Nausea :

TEAEs Leading to dose i Hypoalbuminaemia i
Aty < 11(4.8) 45(19.9) E ALT increased :
reguction ! AST increased '
TEAEs Leading to ! Constipation i
discontinuation of any 13 (5.7) 32(14.2) E Rash |
i PLT decreased :

study drug LDH increased ;
TEAEs Leading to death 5(22) 14.(6.2) i 100 80 60 i
E TEAES (%) :

TRAEs Leading to death 1(0.4) 3(1.3) E B STHl Pt Gcess. 1B CramorPentr, Gradess” :

* Perfilde toxicidad muy diferente a la QT-inmunoterapia
* Toxicidad grado =3: 47,6% frente 60,6%
* Interrupcion del tratamiento: 5,7% frente 14,2%




Discusion del estudio

Beneficio en SLP: objetivo primario [ Inmadurez de los datos del estudio (5G) }

Profundidad con duracion de la respuesta [ Diferencia en SLP modesta }

Perfil de toxicidad diferente ;jfavorable? [ Limitacion a no escamoso PD-L1 negativo }
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ESTUDIO SigVie-002

ADC frente a integrina 6 en CPNM no escamoso avanzado, 2L frente a docetaxel

FPN: LBA68

2026

* CPNMcon AGAYy sin AGA.
Phase 3 study of sigvotatug vedotin vs docetaxel in previously  Objetivo primario: SG
treated nonsquamous non-small cell lung cancer

No agente anti-microtubulos previo

Solange Peters,' Noboru Yamamoto,? William N. William, Michael L. Cheng,* Laurent Greillier,® Oscar Juan-Vidal,®
Enriqueta Felip,” Izabela Chmielewska,® Manuel Cobo-Dols,? Federico Cappuzzo,' Yi-Long Wu," David Planchard,
Hidehito Horinouchi,'* Robert Jotte, ' Vishal Navani,'® Scott Knowles, ¢ Jingmin Liu,® Eric Kim,® Polly Cronin,"” Luis Paz-Ares'®

SigVie-002 study design

Sigvotatug vedotin (SV) \

“Notsceinar Orcoogy ard ari SigVie-0022 is a global, randomized, open-label phase 3 study
Mk Uy Lot 7 = Anti-IB6 antibody i,

Rome, Italy; "Guangdong Lung
Roussy, Villejuif and Faculty of |
Denver, CO, USA; "*Division of
USA; "*Department of Medical ¢

/— Protease-cleavable mc-ve linker -
» Advanced, unresectable, or metastatic
nonsquamous NSCLC
* Prior treatment:
*PBC
* If no known AGAs:

Primary
‘ 1.8 mg/kg AIBW IV Q2W +0S

Secondary®

— MMAE payload (cytotoxic agent)

) 186
SV binds I1B6 :&

Internalization

MMAE release and *
Cell death ¢— microtubule

disruption

-

Immunogenic
cell death

.
Bystander
® effect o
.

* PD-(L)1 inhibitor required
« If known AGA detected:
« 21 targeted therapy required
* PD-(L)1 inhibitor optional
* No prior anti-microtubule agents
*ECOG PS <1
» No active CNS lesions®

Randomized 1:1
Docetaxel (n=349)
75 mg/m?21V Q3W

Stratified by:

« ECOG PS (0 versus 1)

Enrollment period: March 6, 2024-June 5, 2025

« AGAs (known EGFR mutations or ALK rearrangements; present versus absent or unknown)
« Regions (North America and Western Europe versus Asia Pacific versus rest of world)

* PFS by BICR and investigator
* ORR by BICR and investigator
« Safety and tolerability

Exploratory?
« Efficacy in I1B6-high® subgroup

Data cutoff: May 18, 2026




Primary: OS in overall population

Overall survival by subgroups

% Events/ HR (95% Cl)
sv ve':):c:taxel
OS, median (95% CIl), months 11.9(10.1-14.0) 11.5(10.2-13.3) Overall 2111354 2151349 — 0.83 (0.77-1.13)
HR (95% CI) 0.929 (0.767-1.126) Ag:sgy::r‘sp 103173 113/193 — 1.04 (0.80-1.36)
Stratified log-rank 1-sided P value 0.226 265 years 108181  102/156 —— 0.83 (0.63-1.08)
100 1= S:Axale 1301210 127/191 ——] 0.88 (0.69-1.13)
90 1 Female 81/144 88/158 s 0.98 (0.73-1.33)
?g: 53 R:go::":menca and Western Europe 149/249 163/246 —— 0.84 (0.67-1.05)
2 801 S— S e N o ey il
50 1 o
8 401 \\"“:3;: . EgOG Perfiamance st 64/124 63/121 ——— 0.96 (0.68-1.37)
304 » _ 1 147/230 152/228 . 0.93 (0.74-1.16)
o Smoking history
201 Former or current 167/281 1741272 e 0.88 (0.71-1.09)
104 Never 43/72 4177 — 1.16 (0.76-1.79)
0 T T . T T - . EGFR or ALK alterations®
0 3 9 12 15 18 21 24 27 Present 52/84 41/81 — 1.32(0.87-1.99)
Time, months Absent or unknwon 159/270 174/268 e - 0.85 (0.68-1.05)
No. at risk AEGAASta'us 70/113 53/95 - 1.14 (0.80-1.83)
N 64 15¢ 1 1 Non-AGA 1417241 162/254 R 0.86 (0.69-1.08)
t 349 15 Line of systemic therapy
2L 134/236 151/241 e - 0.83 (0.66-1.05)
L+ 7717 63/105 ——— 1.19 (0.85-1.66)
05 5
<«—Favors SV Favors docetaxel —>
Secondary: PFS by BICR in overall population
TENDENCIA A BENEFICIO EN:
00 et | SV(n=354) || Doostaxsl (n=249) 1.SEGUNDA LINEA FRENTE POSTERIORES
o PFS, median (95% CI), months ~ 4.7 (4.2-6.0) 4.2 (4.0-6.0) 2 NO MUTACIONES DIANA
80 - HR (95% Cl) 0.844 (0.699-1.019) :
70 4
2 601 <y
40 . .
] Yo Anotaciones del estudio:
20‘ ~ . . o 7 L4
o : >>> No beneficio en funcion de expresion de
0 Ll L L Ll LS LS LS L B B
0 3 6 9 12 15 18 21 24 integrina 6
Time, months
No. at risk 1 >>> Perfil de toxicidad dudoso
SV 354 ! 59 ¢
1X€ 4 7k 41



Discusion del estudio

Datos favorables en subgrupos, senales de Nuevo ADC fallido en CPNM frente
actividad docetaxel jseleccion de pacientes?

Nueva diana terapeutica Perfil de toxicidad complejo }

: : Necesidad de biomarcadores, no
Abertura de camino a nuevos escenarios : . h . :
diferencias en expresion de integrina B6




ESTUDIO ROSETTA Lung-107



EJEMD ' Global phase 2 in post-chemoimmunotherapy mNSCLC ~~ R®SETTA
S “\
Part 1: Safety run-in Part 2: D:iese;;panslon

+ 2L stage IV NSCLC after PD

on chemoimmunotherapy®
; Py’ Part 1A 1400 mg Q3W (IV)

+ Measurable disease per N=3 +

RECIST v1.1 Docetaxel 75 mg/m? Pumitamig 1400 mg
. Q3w (IV)

ECOGPSOor1 IRC safety Q3W (IV) Secondary:
« PD-L1 all-comers +

Docetaxel 75 mg/m?
Pumitamig

Key exclusion criteria Q3W (Iv)
« Prior anti-VEGF mAb or N=3 *

PD-(L)1/VEGF bsAb
« Significant risk of hemorrhage

Pumitamig

Docetaxel 75 mg/m?
Q3W (IV)

Primary:

* DLTs (Part 1), safety
(TEAEs, SAEs, AESIs),
ORR (per investigator)

+ DCR, DOR, depth of
response, TTR, PFS per
RECIST v1.1, OS, PK,
ADA prevalence

Data cutoff:

Clinical trials identifier: NCT06841055

Enroliment (final): N = 59°

Location: Global (Australia, Republic of Korea, Spain, Turkiye, United Kingdom, United States)
Status: Active, fully enrolled

July 10, 2026

Median follow-up:
12.2 weeks (range, 0.1-41.3)¢

Toxicidad G=3: 56%
18% discontinuaciones de tratamiento.

No hipertension o proteinuria grado 3.

~

- Actividad muy prometedora ;mejor que
docetaxel en monoterapia?

- Accion independiente de histologia

- Perfil de toxicidad favorable

EHEMD ' Efficacy: BOR in the response-evaluable population?

Pumitamig (biespecifico PD-L1 / VEGF-A)

+ docetaxel

e mPFS: 6,9 meses

e 6mMPFS:63,3%

* Actividad superior en escamoso (ORR 57,1%)

cORR, n (%)
[95% Cl]

UORR, n (%)

¢DCR, n (%)

cBOR, n (%)

Pumitamig
1400 mg +

docetaxel®
(N =30)

11 (36.7)
[19.9-56.1]

13 (43.3)

27 (90.0)

11 (36.7)
16 (53.3)
2(6.7)
1(3.3)

3 (42.9)
[9.9-81.6]

3 (42.9)

6 (85.7)

3 (42.9)

3(42.9)

1(14.3)
0

TPS 1%—-49%
(n=18)

6 (33.3)
[13.3-59.0]

8 (44.4)

17 (94.4)

6 (33.3)
11(61.1)
0
1(5.6)

TPS 250%
(n=5)

2 (40.0)
[5.3-85.3]

2 (40.0)

4 (80.0)

2 (40.0)

2 (40.0)

1(20.0)
0

-

* Encouraging responses were observed
across histologies

= SQ NSCLC (n=7): cORR and uORR were
57.1%, with cDCR of 100%

= NSQ NSCLC (n = 23): cORR was 30.4% (UORR
39.1%), with cDCR of 87.0%

* Early mPFS (ITT) was 6.9 months
(95% Cl 4.2-NR)°

= The 6-month PFS rate was 63.3%
(95% CI 39.6-79.8)

Encouraging responses were observed across PD-L1 levels and histologies,

with early PFS data showing a median of 6.9 months

ROSETTA

LUNG-187




Investigacion traslacional en CPNM avanzado sin diana



Predicciéon de larespuestainmunomediada

Estudio de la clonalidad y diversidad de los linfocitos T para la prediccion de neumonitis en CPNM

avanzado

Key Results 1: Pretreatment TCR diversity associated with development of ICl pneumonitis
The association model estimates risk; stability analyses ask whether the same feature is repeatedly selected

UNIVARIABLE ANALYSIS

Adjusted Cox Model

TCR_richness 4
TCR_shannon emropy<:
TCR_inverse_simpson

TCR_clonality_score 4
TCR_top_clone_frequency 4
TCR_gini_index 4
TCR_cdr3_length_mean 4

Dashed line = HR 1 (no association)
Points to the right indicate higher hazard

TCR Shannon
entropy

o HR 1.42
95% ClI
1.13-1.79
raw p = 0.002
BH q=0.067

Nominal association;
it did not cross the
BH-adjusted 0.05
threshold

STABILITY ANALYSIS

Multivariable analyses

Ranked EFP Scores

Foaturos ranked by Expoctod False Positives (labolod f EFP 5 10)

TCR Shannon
entropy
Feature Category
e Most stable
kg ‘ feature (lowest ‘
. oo EFP value)

Risk marker: higher pretreatment TCR Shannon entropy = a broader, more even T-cell clonotype distribution.

Mechanistic hypothesis: broader T-cell engagement may create greater opportunity for off-target lung inflammation; causality is not established.

POSIBILIDAD DE ESTABLECER UN MODELO DE

PREDICCION DE LA TOXICIDAD INMUNE

4.084 pacientes con CPNM (78 desarrollaron

neumonitis, 1,9 %).

La diversidad TCR, la riqueza del repertorio IGHMy
la clonalidad IGHD se asociaron con el desarrollo

de neumonitis inmunomediada.

El modelo alcanzé una sensibilidad del 70 % y una
especificidad del 74%, con un valor predictivo

positivo potencialmente bajo.

Aplicabilidad clinica limitada (no validado modelo

individual)



Conclusiones



Conclusiones

PERSEE refuerza el papel de la quimioinmunoterapia en pacientes
con PD-L1 250%, aunque persisten dudas sobre la seleccion 6ptima
de pacientes, especialmente en muy altos expresores.

Los ADC y los anticuerpos biespecificos muestran resultados
prometedores y podrian modificar las estrategias terapéuticas,
especialmente en primera y especialmente segunda linea.

La investigacion traslacional y los biomarcadores seran
fundamentales para individualizar los tratamientos y mejorar Ia
prediccion de eficacia y toxicidad.



Gracias
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