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BIOLOGICAL FRAMEWORK FOR CORRELATES OF ICB RESPONSE

Tumor Intrinsic Predictors
Priming and
activation Trafficking of CX3CLA1
Mutation burden/neoantigen load — T cells to tumors gigt&}o
* Clonality/heterogeneity corsmeniar. CCL5 Tumor Extrinsic Predictors
* Indel load ESEECD?O —
* Mutation signatures (smoking, GITR T cell activation
APOBEC) o * IFN-gamma/T cell inflamed
Infiltration of T cells signatures
g;:ﬁjﬁ;—: into tumors g .
BOLA/B7 1 * PD-Laexpression
Genomic loss of neoantigens staglandi lymph nod LPATICAMT
g prostaglandins ymph node Selectins
VEGF T cell infiltrate/inflamed tumor
Loss of antigen presentation Endothelin B receptor
+ B2Mloss grzf;‘;i“t;t?éfe” TCR diversity
*  HLA loss/phenotypes Recognition of
[Ee @ cancer cells by T cells Immune excluded/cold tumors
. o ro IFN-a T cell receptor
Single gene associations/ : o Reduced pMHC on cancer cells Immune suppressive populations
Oncogenic immune exclusion et S . e
. . -
* Oncogenicdrivers (EGFR, ALK) e _ _UIDPP"bEI'SS'\"'e myebo' cells
HIH L ] -
+  STK11/KEAP1 o Killing of cancer cells Fibroblasts/TGF-beta
e Cell | IL-4 IFN-y
ell Cycle IL-13 T cell granule content
*  JAK1/2 mutations — Release of PD-L1/PD-1  LAG-3

PD-L1/B7.1  Arginase

cancer cell antigens DO MICA/MICB

* Impaired STING activation

B Stimulatory factors

Inhibit Immunogenic cell death TGF-p Br-Ha L
| inhibitors Tolergenic cell death BTLA TIM-3iphospholipids
9 VISTA
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CURRENT TREATMENT ALGORITHM IN ADVANGED NSCLG

Treatment-naive advance NSCLC
- EGFR, HERz, ALK,
Non-squamous NTRK, ROS1, RET
* BRAF,METexa4 (in

never smokers)

No targetable

alterations Targeted therapy l
v v
PD-L1 <1% PD-L11%-49% PD-L1 250% PD-L1 250% PD-L1 1%—49% PD-L1<a%

KEYNOTE-042/-024
-0 mono

EMPOWER-Lunga

Pembrolizumab
Atezolizumab

Cemiplimab

-0 + KEYNOTE-189g

KEYNOTE-407

IMpoweriso/130
EMPOWER-Lunga
1-O +1-O CheckMate 227
-0 +1-0 CheckMate gLA
+ chemo

Servicio de Oncologia Médica

Pembrolizumab
Atezolizumab
Cemiplimab

Tislelizumab

Sugemalimab
Ipilimumab+Nivolumab

Ipilimumab+Nivolumab

Durvalumab+Tremelimumab
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CHALLENGES IN THE IGB SETTING FOR NSCLC

o ——
CT—Pi
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cT '"—'E
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/ ) Biomarkers.-"'- Strategies * Approach I‘n ‘\‘\
. Best - oncogene addicted - j
. Roleof PD-L1 ;
Elderly, . .pNA approach NSCLC - Treatment
Rechallenge, . - Optimal approach In
Challenges pt PP
Treatment at Progression PDL1 i
OFF @ in NSCLC negative tumors
\

-
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Disease

PD-L1 expression
Histology

Metastatic sites (brain)
Tumor kinetic

Genomic (addictions,
KRAS, TP53, STK11,
KEAP1, SMARCA4 ...)
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DECISION-MAKING FAGTORS IN CLINICAL PRACTICE

- (?

Patient Co-medications

PS %+ Corticosteroids

Sex, age ¢ Antibiotics

Comorbidities » PP

Cl immunotherapy
Smoking habits
Neutro./lympho. Ratio
CRP, LDH

-

%
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PRECISION IMMUNE-ONCOLOGY FOR THE TREATMENT OF MNSCLC
[ | ' I |

b3 N hvd NV
[ PS 0-2 and PD-L1 250%J [PS 0-1 and any PD-L1 IevelJ [PS 2 and PD-L1 <50%] [PS 3-4 and any PD-11 Ievel]

[CT—ICB] [ ICB ] [1—49%] [ <1% ]
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Probability of OS (%)
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PRECISION IMMUNE-ONCOLOGY FOR THE TREATMENT OF MNSCLC
[ | ' | |

N N N b,
PS 0-2 and PD-L1 >50% PS 0-1 and any PD-L1 level PS 2 and PD-L1 <50% | | PS 3-4 and any PD-L1 level

1 100
EM POWE R'LU N G1 CMgLA1 (6'y OS) = Atezolizumab
— Chemoiereey
POL1 260% Re wsltruc.ud MediaIAIn 3-year 5-year ~ 80
-| ev . A s/patients overal overal overal R
population, n _ Median OS (95%CI) NIVO-IpI + PBC (tWO C\/C|ES) P ol snrvi\:lﬂl, wwiv“ﬂl, =
1.0- —Cemiplimab: PD-L1 280% 3 38.8 mo (22.9-NE) months  rate rate £ mOS 10.3 vs 9.2 months
. —Cemiplimab: PD-L1 >60-<90% 8 262 me (221-31 6) (95%Cl)  (95%CI)  (95%Cl) 2 60
091 7 Semipimab: PD.L1 250-c6t; 5 195 mo (122-255) —bul Cramdroin 36 3 s 08% 1% = HR 0.78 (0.63-0.97)
z':‘ :—:EKEEE:EEEE%ES:S 5::-::31: ig H?] 3357151_@} *:i’nzll’er;ll;liclk:f;ul 45 mOS 15.8 vs 11.0 months 056 (11;1&18.9) (3?58»;3472) (1198521;246) g 404
D,S- 200-2 ( t :I:;:z;gs% Goreoss Y HR0.74 (0.53-0.87) . (16:6-19-8) (28-2-33-8) (17:0-21-9)
.| ~ 100 i i
°] TPS = 90% B i e
0.44 .E 75 3%
03 é s 0 od
02+ — i E M b R
o S— - = 8 : MUY, Months
] 2 404 ;
o0 T T T T T T T T T T T T T © ° 0 12 24 3'5 4'3 60 7'2 Beneﬁt regardless Of PD-L1 |eve|
o s’ W W leh A Numberat isk PS 0-1 > benefit (HR 0.64) vs PS 2/3 (HR 0.86-0.74)
Dual ULA—A‘::’:‘!S:I;—L} 447 260 152 2 239 199 155 6
. s 8 8 @ @ o @ o
Weighted —— Never smoker orPD-1 blockade © (1) 1) . (25) @3y (66) (207) 270 & PS PS2 >70 & PS 0-1
T
100- Ever smoker A mOS 2.9vs 6.1 m (HR 1.31) mOS 22.6 vs 11.8 m (HR 0.64)
‘
Reconstructed  Medianoverall  1-yearoverall 2-yearoverall 3-yearoverall o Nivo-IPI e
80- events/patients  survival, months  survival, rate  survival,rate  survival, rate ol IVO- o] &
& (95%C1) (95%01) (95%C1) (95%0l) w \1 ChT e
2 — Dual CTLA-4and PD-L1 65/81 139 556% 30.9% 28.4% “Th S e
= or PD-1 blockade (9:8-20.8) (457-67-5) (223-428) (201-40-1) r'\_ N
= 60- — Single PD-L1 or PD-1 102/120 78 408% 227% 134% DN R ey \_‘_‘—L
o blockade (6-4-12.9) (32:9-507) (161-32.0) (81-222) L I TN
2 HR 0.67; 95% C1 0.49-091; p=0.01 i o,
2 ~ » el O
g g ‘ ' - —
2 RS T TN I EEEEEEEEEEEE X
E 40 3
; '_%
a : >70 & PS 0-1
201 : mOS 18.6 vs 15 mo (HR 0.87) | |=" -
3 . '
72 10 -
04— , , ; . Nomberatisk . N ChT + Atezo i
(censored) - i
0 10 20 30 40 50 Dual(Tm—aandPDrLlorPDr(lhIo(kadz 81(0) 45(0) 25(0) 23(0) 7(9) 4(12) 0(16) a \ chT -
5 Single PD-L1 or PD-1 blockade 120 (0) 49 (0) 21(8) 11(10) 2(16) 2(16) 0(18) g \\ 5
Time, mo g N '
f. N !
fa T e 1
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PRECISION IMMUNE-ONCOLOGY FOR THE TREATMENT OF MNSGLC
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g
PS 0-2 and PD-L1 250%]

PS 0-1 and any PD-L1 IevelJ

N N

PS 2 and PD-L1 <50%

[

N

} [PS 3-4 and any PD-U1 Ievel]

Notin never smokers
Notin STK11/KEAP1
Moinouici apy|©
I, A; MCBS 4-5/A)°
(for PS 2: [Il, B])

Mono |O:
PS 2-30r>70 &
Comorbidites

CTLA-4

in negative PD-L1

in brain mets?

in STK11/KEAP1
[ILA; MUBS 4)°

Single-agent Ch [l, B]

Squamous

N
PS 0-2 and PD-L1 >50%

Not in never smokers

Not in STK12/KEAP1 gl

Ahldmthefapﬂ‘
[I,A; MCBS 4-5/A]

(for PS 2: [N, B])
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PS 0-1 and any PD-L1 level

CTLA-4 Mono |O:

in negative PD-L1
in brain mets?

in STK12/KEAP1 rA—

Dual IC! alone (only for PL-L1 >1%) [I, A; MCBS 4)°

Hendriks Ann Oncol 2025

PS 2 and PD-L1 <50%

PS 2-30r>70 &
Comorbidites

LB/, B]

N
PS 3-4 and any PD-L1 leve

J

Non-squamous
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RESISTANCE MECHANISMS A SUMMARY OF THE UNKNOWN

\_z
r T&M

il 1‘ Phagocy‘tasis

Intringic resistance Extrinsic resistance
l:!:‘- Neoantigen depletion '
. 4 B2-MG : . coL2
« Y MHC| ) * CSF1
@ 1 PD-L1 TG ;  MIF ! - ,.—--
o w ’
: Monacyle e, @ o o>

, © «acxelo T H ’E + PD-L1
KT ¢ _ ©,10XCLI0 " ' '
KT o @ oo i
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o Jollls o : IL-10, TGFB ([ | . 4
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Increase
T cell function and
improve TME

Increase
tumor immunogenicity
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MULTIPLE WAYS TO IMPROVE IMMUNOTHERAPY
Novel ICI and Therapy Combinations mucm: \:_ TN

:::m.. / i ‘%“q} e o

dr oy e
f R ‘/) v\ !I?lrel:;lo;tlJenction

and synergize with TME

Increase effector
T cells number
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TREATMENT STRATEGIES BEYOND PD-(L)1

r ¢ Dualimmune )
* TIGIT ] checkpoints
s | AG3 * Immune
* TIM3 checkpoints and
s CD73 angiogenesis
« NKG3A . Othr:_\r molecular
5% | |lof= —==~ \eccre Oth : o pathways
R o [N ® | —m——— U Bi-specifics * BITEs J
[ - RN Immune
el checkpoints
4 Novel N
Molecules _
«TROP2 © « mRNA vaccines
* HER2 * Peptide vaccines
* HER3 * Adoptive T-cell
« MET Therapies
= Wikna AT A asr3 . B7_H3 b4 |ntratum0ra|
A a ey k _)
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TREATMENT STRATEGIES BEYOND PD-(L)1

4 * Dualimmune A
* TIGIT \ checkpoints
* LAG3 ¢ Immune
¢ TIM3 checkpoints and
* CD73 angiogenesis
o« NKG2A * Other molecular
s CCR8 Other Bi-specifics pathways

* BiTEs
ImmuQe Y,
checkpoints

Novel
Molecules

S~

S50
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BISPECIFIC ANTI-PDTAND CTLA-4 VOLRUSTOMIG + CHEMO: PHASE 18/2 TRIAL

Effector T cell
0X-40
CTLA*‘
F'D—‘I
ATOR-1015 ¥
—
INV3Z2 %
g XmAb20717 “\
AK104 N
MEDIS752
CTLA-4 MGDO19
CD25

Regulatory T cell

60

\

5
U
*‘ié

Tumour cell

(A

Randomised cohort (N=41)

Volrustomig 1500 mg + CTx

Volrustomig 750 mg + CTx leads
to higher T cell proliferation and
T cell clonal expansion when
compared with pembro + CTx

Servicio de Oncologia Médica
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Spigel DR, et al.

MEDI5752 + CTx

1L Non-squamous NSCLC ME?'CS;ﬁ;:Sf:)mQ P!'H::l;r::::::;b
Median follow-up, months (range} 22.8(0.8-269) 14.5(1.6-27.9)

l ORR, n (3} 10 (50.0) 10 (47.6) |
Disease cantral rate, n (%) 17 (85.0) 20 (95.2)

I Median DOR, months (953 CI} 20.5 (5.1-NE) 9.9 (2.8-NE) I
Median PFS, months 15.1 B.g
Median OS, months NR 16.5
ORR, PD-L1 <1%, n/N (%) (g5% Cl) 5/9(55.6)(22.2-86.3)  3f10(30.0)(6.7-65.2)
Median PFS, PD-La <a%, manths 13-4 a

PFS rate

Best change from baseline (%)

b & A
2 o o

1004

a0

60
40
2044

PO-LLTC: ¥ NE M <1% © 1-49% = 250%

Median duration of follow-up: 8.9 manths

D

~20

-100

ORR, n (%): 52 (43.7)
DCR, n (%): 101 (84.9)

Best change from baseline (%)

-100-

100+
&0+
LUk
a0+

Cohort 1: nonsquamous (n=119%) Cohort 2: squamous {n=20)

PD-LLTC: W NE W<1% © 1-49% = 250%

Median duration of follow-up: 17.6 months

20

o

=20+
20
600

80

||||”||I

ORR, n (%): 13 (65.0)
DCR, n {%): 19 (95.0)

A majority (~85-95%) of patients achieved disease control, irrespective of histology

107
0.97
0BT
077
067
MEDIsypagoomgOC'I‘xtn-m}
o - e ————— = = = = e e
047 | -
>4 Pembro + CTx (n=23)
0.2 Y
0.1
o0 T T T T T T T T T T T T T
o 2 6 8 ao 22 % aé 28 20 2z 24 26 28
Tii onths]
Patients at risk e i 4
2019 17 16 15 13 0 10 10 0 0 10 g 3§ B 8 7 7 7 7 6 4 3 2 o 0 © O O
Pembro+CTx 24 22 28 27 27 13 22 10 20 w0 20 9 8 8 7 & 5 5§ &4 4 4 3 3 3 2 2 2z © o

WCLC 2024; Abstract #OA11.04; Spigel DR, et al. JTO 2024.
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STATUS OF PD-(L)IXCTLAZ4 DEVELOPMENT INNSCLC

BsAb Phase  Population N Treatment PEP NCT

Erfonrilimab i Advanced Sq-NSCLC, 1L 482 carboplatin and paclitaxel +/- KNo46 PFS, OS NCTo4474119
Erfonrilimab I Advanced NSCLC, 1L 54 KNo46+ Axitinib ORR NCTo5420220
Cadonilimab I Advanced NSCLC, 1L, PD-L1< 1% 642 Cadonilimab + chemo v Tislelizumab+ chemo OS, PFS NCTog5g90127
Cadonilimab I Resectable NSCLC 43 Periop Cadonilimab+ chemo pCR NCTo5377658
Cadonilimab I Unresectable stage 1l NSCLC 560 Consolidation Cadonilimab Versus Sugemalimab PFS NCTo6617416
Volrustomig I Advanced NSCLC, 1L, PD-L1 < 50% 900 MEDI5752+ chemo v pembro+ chemo PFS, OS NCTo5984277
Volrustomig Il Resectable I to I1IB 490 NeoadjVolrustomig+ chemo, adjuvant Volrustomig ~ pCR NCTo5061550
Volrustomig Ib Metastatic HER2+, NSCLC 244 Volrustomig+T-DXd +/- carboplatin Safety NCTo4686305
Vudalimab Ib/rll Advanced non-5q NSCLC, 1L 168 Vudalimab+ chemo v pembro+chemo RP2D, PFS NCTo6173505

Clinicaltrial org S0
. e . <2 . VTN =
.) Servicio de Oncologia Médica "0)‘- lblmQ

ospit Jnive rio Virgen d: t -
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Key eligibility criteria
+ 1L stage I¥/recurrent NSCLC

+ No prior systemic therapy for
disease

* No EGFR, ALK, ROS-1 mutatiol
+ ECOG PS 0-1

Stratified by tumor PD-L1° (;
histology (NSQ vs SQ), and EC

Primary en
* ORR (BIC

100-|qu
75+

50

PFS (%)

25

0
0

No. at risk 50
48

DE FEBRERO DE 2026 (| [ | D B

ADVANCES IN LAG3 CANGER IMMUNOTHERAPEUTICS

Phase Line Prima.ry Sar.nple
endpoint size y
Relatlimab: A Phase 3, Randomized, Open-label Study of Nivolumab
+ Relatlimab Fixed-dose Combination With Chemotherapy Versus
Pembrolizumab With Chemotherapy as First-line Treatment for WA
Participants With Non-squamous (NSQ), Stage IV or Recurrent
NSCLC and With Tumor Cell PD-L1 Expression =1% (RELATIVITY ng;\ )
1093) CH2 |
CH3

Fianlimab: A Randomized, Double-Blind Phase 2/3 Study of
Fianlimab, Cemiplimab, and Chemotherapy Versus Cemiplimab and
Chemotherapy in First-Line Treatment of Patients With Advanced
NSCLCl irrespective of PD-L1 Expression Levels

¢ PD-L1 subgroups

safaty

I
I 1-49% kinclics and ADAS
I
I

Fianlimab A Randomized, Double-Blind Phase 2/3 Study of Fianlimab
in Combination With Cemiplimab Versus Cemiplimab Monotherapy in

0S (%)

Pembrolizumab +
First-Line Treatment of Patients With Advanced NSCLC With Tumors L. 11us T
Expressing PD-L1 250% L 71

L 1.99 o

Eftilagimod alpha: Study of Eftilagimod Alfa in Combination With 10 - il
Pembrolizumab and Chemotherapy Versus Placebo in Combination o : : : : : : : : :
With Pembrolizumab and Chemotherapy in Participants With ° 6 12 18 24 30 36 42 48 54
Metastatic NSCLC (TACTI-o04) Time (months)

N
-
r\'.‘ Wn
-/

0) Servicio de Oncologia Médica g jo0| DR et al. WCLC 2024; Abstract #OA11.04; Spigel DR, et al. JTO 2024; Girard, ESMO 2024; Carcereny E, et al. ESMO 2023; Nadal, ELCC 2025 Y7 loima
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ANTI-PD-1/TIGIT BISPECIFIC ANTIBODY

Tumor Cell |

Anti-tumour activity according to IFNy
in resected NSCLC tumours

aTIGIT -la |p=26e-5

aPD1 =439 |

Pembrolizumab =437

aPD1 + aTIGIT (monovalent) =139 |

aPD1 + aTIGIT (bivalent) =43 ]
Rilvegostomig
(Fc-enhanced | afucosylated IgG1) 127

Rilvegostomig _|
(Fc-active | 1gG1) 36 ]

© 7] Activity beyond
- ["CoC
- |_Activity beyond
.| PDx

. 7| Bispecific
. J‘Imnmlnmllms

~Fc format matters

Rilvegostomig J
(Fc-reduced | IgG1-TM)

J Rilvegostomig induced

L) L L
0 20 40

Percentage of tumours
with ex vivo activity (n=33-46)

.) Servicio de Oncologia Médica
SPI i 1§ Virger

e greater ex-vivo activity
compared to other
anti-PD-1/anti-TIGIT

Remon & Hendriks Ther Adv Med Onc 2022; Remon NRCO 2025
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WRHERE DO WE STAND WITH TIGIT IN MNSGLC?

COMPANY SETTING DESIGN RESULTS/STATUS REFERENCE
Roche Tiragelumab SKYSCRAPER-01ph3 1% Line Atezo+Tira PFS7vs6.6m Peters et al.
PDL1>50% Vs (HR=0.78) AACR 2025
Atezo 05 23.1vs16.9m
(HR=0.87) NS
Roche Tiragolumab SKYSCRAPER-06 1% Line PBC+Atezo+Tira DISCONTINUED Pressrelease
ph2/3 Non-squamous Vs Futility by IDMC 04JUL2024
PBC+Pembro
MSD Vibostolimab KEYVIBE-o03 Pembro+Vibo DISCONTINUED Pressrelease
ph3 1% Line Vs Futility by IDMC 16DEC2024
PDL1>50% Pembro
MSD Vibostolimab KEYVIBE-007 1% Line PBC+ MK7684A DISCONTINUED Pressrelease
ph3 PDL1+ Vs Futility by IDMC 16DEC2024
PBC +Pembro
ARCUS Domvanalimab ARC-10 1% Line Zimbe+Domva Part-1 Random Ph2 Naidoo etal. JITC
GILEAD Ph2/3 PDL1>50% Vs Zimbe vs PBC Significant improvementin 2024
(modified to Pembro PFS/0OS over zimbe or chemo.l
as control) Ph3 ongoing
NOVARTIS Ociperlimab AdvanTIG-302 1%-Line Ociperlimab+Tisle DISCONTINUED Pressrelease
BEIGENE ph3 PDL1>50% Vs Futility by IDMC 03APR2025
Tislelizumab
ITEOS Belrestotug GALAXIES-LUNG-301  1stLine Dostarlimab+ DISCONTINUED Pressrelease
G5K PDL1>50% Belrestotug ph2 GALAXIES-LUNG 201 met  13MAY 2025

Vs Pembro

Futility criteria

.) Servicio de Oncologia Médica
ospital Universitario Virgen d ictoria

Clinicaltrial.org
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0.' 'n,‘. \ \
&7 loima

Plataforma BIONAND



Il JORNADA TRASLACIONAL

DE ONCOLOGIA DE PRECISION:

A TRAVES DE LAS VIAS
DE SENALIZACION

SEVILLA, 12°Y 13

DE FEBRERO DE 2026

ARTEMIDE-O1(PHASE 1/2): RILVEGOSTOMIG, AN ANTI-PD-1/TIGIT BISPECIFIC ANTIBODY, AMONG CHECKPOINT INHIBITOR-

ORR and DOR

NAIVE METASTATIC NSCLC

e PFS in CPl-naive and CPI+CTx-naive patients
00+ PD-L1 TPS 1-49% sD
. m SD (UPR) 0
g CPl-naive (n=31) - PD-L1 TPS 1-49% PD-L1 TPS 250%
100 100 rp===
§ o . i mi . =1 CPl-naive
E ] 3 : . « Treatment ongoing ] g %:1:%‘% - 8 CPl + CTx-naive
Y S 5 - 0 I e
; 204 l:-'\;._ I;_ ’ - E == ~ o ; 80
1 :u.f \\:- — e . e Ef ” M) eopi——————— e it
[ . 4 5 i 01 & «
2 a4 = T
" n 3 -
1 S Sy S— -y | le—)
@ 1 2 3 4 § & 7 8 9 WM 12 12 W 15 16 17T 18 19 0 N 22 X 20 Fa
o 10
PD-L1 TPS 250% e " _—
'E g CPl-nalb‘E [n=34] 0 3 .: [ 12 15 18 H 24 gl.l b 3 6 ] 12 15 18 21 2 27
B Time from first dose (menths) Time from first dose (menths)
i L . No. at rigk No. at riak
g 0 - CPlnatve 31 Fi 16 @ 8 5 4 1 0 CPlnaive 14 30 i I 1@ 15 ] Fi 1 ]
g : - CPI+ CTxnaive 16 13 12 4 3 1 CPl+CTe-naive 31 2 ®» n 18 15 E 2 1 0
i zw\;\l_-' : i
1wl Se—n - - -
- 5 T S — L PD-L1 TPS 250%
& — - 42, : -hl' =
5 0 CPl-naive (n=31) CPI + CTx-naive (n=18) CPl-naive (n=34) CPI + CTx-naive (n=31)
~H0 = e Median PFS, months | 6.1 78 123 212
LR LR ) P Bl A B et e R {95% CI) (2.7-8.3) (1.9-12.5) (8.4-NC) (10.2-NC)
12-month PFS, % | 272 30.1 959 60.8
{95% CI) (12943 6) (11.1-52.0) (37.3-70.3) (41.4-7T56)
CPlnaive [n=31) | CPl = CTx-naive (n=18) CPlnaive (n=34) CPi + CTx-nalve (n=31)
ORR, % 20 &4 613 677
(25% CI) (14.2-480) 215-68.2) {43 6-T7 B} 48 6-83.3) .. . .
Median DeR, 99 L] i NR - - -
o KN e R No notable activity at anti-PD-1/PD-L1 resistance
)
. Servicio de Oncologia Médica . o.':,‘:,.. ibimQ
spital Ut i Virder : Brandao M., et al., ESMO 2023; Hiltermann J., eyt al., WCLC 2024 _Nz=
Plataforma BIONAND
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REVISITINGVEGF BLOCKADE AND IMMUNOTHERAPY INNSCLC

A Promising Concept...

VEGF Supresses Antitumor Immunity

When Hopes Fall Short: Several Failed Attemps
Combining CPIs + Anti-Antiangiogenics?s
APPLE (WJOG21218L), LEAP-007, CONTACT-01, SAPPHIRE,

Intratumoral  Malformed and malfunctional Immune
hypoxia tumor vasculature suppression LUHg'MAP 51800)‘3\”
1 POLY
FL‘{I._- Pi,_ P
{ o ITT papulatisn
{(’J" = 100
I i}
Endothelial cell g
\:5 ” j N - E; 14
- 0 = | Dendritic cell maturation 2
G ;
0 td T
DC‘ - _ CP = Atezo Bev e oz, L@NVatinib + Pembro
IIIL°| T CD8+T cell exhaustion I & & h B = O 3 i — s
I Tirne after randomization, mo T, e
CD8* T cell
TME e ﬂ T Mz polarization in _h"\\w . wP\
macrophages %, Cabozantinib + Atezc -
" -
. ~ Sitravatinib + Nivo
f/t—\ 1 Regulatory T Cells 3 S NS
T, cell i — ) S
™ e T,
FaD S e
H El N i " - ikl S
T Shica P o Kwa e av il v e oo . ::..

Servicio de Oncologia Médica
il Virgen d t

Adapted from Lee WS et al. Exp & Molecular Medicine 2020; Shiraishi Y, et al. JAMA Oncol 2023; Yang JC et al, JTO 2024; Neal J et al. JCO 2024
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BI-ABS TARGETING PD — (L)1 AND VEGF INNSCLC: SELEGTED PHASE II/1l

AGENT Manufacturer TARGET SETTING Phase Intervention (for phase Ill) Trial
Ivonescimab Summit (Akeso) PD-1X VEGF 1L metastatic NSCLC 11 PBC + lvonescimab vs HARMONi-3
PBC + Pembrolizumab
Ivonescimab Summit (Akeso) PD-1 X VEGF 1L mNSCLC with PD-L1>50% 1l lvonescimab vs HARMONi-7
Pembrolizumab
Ivonescimab Summit (Akeso) PD-1 XVEGF 1L Squamous mNSCLC 11 PBC + Ivonescimab vs PBC+ HARMONi-&
Tislelizumab
Pumitamig Biontech (BMS) PD-L1 XVEGF 1L metastatic NSCLC /111 PBC + Pumitamig vs PBC+ ROSETTA-LUNG 02
Pembrolizumab
SSGJ-707 Shenyang PD-1XVEGF 1l advanced NSCLC PDL1>1% il SSGJ-707 vs pembrolizumab NCTo6g80272
Sunshine China
LM-299 Merck (LaNova) PD-1XVEGF Solid tumors | NCTo6650566
China
JS207 Junshi PD-1XVEGF 1L advanced NSCLC with Il NCTo6969027
Biosciences chemotherapy China
SCTB-014 Sinoceltech PD-1XVEGF Solid tumors I-11 Trial registered in
China
Servicio de Oncologia Médica  Adapted from Lee WS et al. Exp & Molecular Medicine 2020; Shiraishi Y, et al. JAMA Oncol 2023; Yang JC et al, JTO 2024; Neal J et al. JCO 2024 E::.:;.’:' ioima

ospit Jnive rio Virgen d: t
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HARMONI-2 HARMONI-6

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

Primary endpoint: PFS per IRRC EomeotiD R PSR Y

mPFS, mis 1114 542 Key Eligibility Criteria vonescimab (20 mgkg, Q3W) Iy'oﬁcscm‘_.a_b
(95% C1) (723, NI (5.03.8.21) + Carboplatin (AUC 5, Q3W) (20 mgtkg, Q3IW)
e Stratified HR 081 + Pathologically confirmed sc- + Paciitaxel : 2
b 95%CD (0.38. 0.69) NSCLC -, up lo 4 cydes
“ pvalue =001 - Stage 1BV 7R
- - Na prior systemic therapy LAY
. an Q-mip 3% (47, 64y No EGFR . ALK . Tislelizumab (200 mg, Q3W) Tislellizumab
o ’ mutations of N=532 + Carboplatin (AUC 5, Q3W) (200 mg, Q3W)
- reamangements + Padiitaxel (175 mg/m?, QIW) up 1o 24 months of
an i fmos 400 (17, 48) *+ ECOGPSOor1 up to 4 cycles unaccepiable foxicity
- : '
+  Casw ) ]
Ly {_val."t.:u-ll ' i Medien Follow-up: 867 months
! ] E] 4 1 s ) g ® u " 1 ‘I [E8 " ™ Ivonesci Tislelizumab
+ chemo
(N=266) (N=266)
o Mazard Ko mPFS, months 11.14 6.90
Palunts ”""‘“:E’S“ ﬁj’ (95% CI) (9.86, NE) (5.82,8.57)
l.‘h'ml.l Zabt 122m —— 010 3R Dl 004 Stratified HR 0.60
o st s I—-— NER03 DRI ) (95% CI) (046,0.78)
s =S LS GH} GEI1E e WS200RE 10 2 p-value <0.0001
‘T-LL e s —o—| ::::ng E"-‘;: 80 Median Follow-up: 10.28 months
RCOG S
o i 152 p———————i RETRISES % H
. sl A —— 'u:;.-mi‘::. e Possibly b Tislelizumab + chemo
e e " — . 60+ VEGF-Related (N=265)
e skt L Xt I — AEs*
. Ll-u:\ o FEat] Wi e : Any Grade Grade =23
Ty s 1528 e w0 Any 123 (46.2) 20(7.5) 60 (22.6) 6(2.3)
. — i e = Proteinuria 72(271)  6(23)  29(10.9) 0
Ye sy 2 . pisiens | u:} Haemorrh?ge 57 (21.4) 5(1.9) 25(9.4) 2(0.8)
Distnt meeastatie slees ) 204 Hypertension 27 (10.2) 8 (3.0) 12 (4.5) 3(1.1)
) pase U] MR e IR0 %, 047 =
“ 47148 e o —— N49¢0 %4, 070
Clnleal stage
s 313 st R 110 )
e ST HOATY] —e—i WA 1Ty 0 Ivonewcimabichema ' ;
e i 3550 s —e—i TR -
m:r#.;-—m. T 5005 i 0 3 6 9 12 15 15
1Y PE] a5y —e— Time (Months)
AT L GaLly —— Number at risk
005 ujj : fo imalrtchemo f“ 197 133 5% w“ 9 |:
Ivomestinab Letier Fembrolizmmnb Bartr e 2 " s “ " " '
Interim analysis of overall survival (OS) at 39% maturity (with a set at 0.0001) reported Challenging the dogma of SCC Lung treatment: VEGF inhibition is (relatively) safe and
HR=0.777, corresponding to a 22.3% reduction in death risk. PFS 4.99% of a, OS 0.01%10 efficacious Await global confirmatory phase 3: HARMONI-3
‘\‘.:,\:\
- . P 00,0200 LY
<3
il e o bl ol Zhou, WCLC 2024; Lu, presented at ESMO 2025 Y& ioima
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A TRAVES DE LAS VIAS
DE SENALIZACION
SEVILLA, 12Y 18
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BNT32//PM3002 PUMITAMIG PHASE 1/7
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After chemo/IO failure

Wu, ASCO 2024
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ONGOING FRONTLINE GLOBAL PHASE 3 HEAD-TO-HEAD TRIALS

IVO Monotherapy
1L SQ + NSQ, TPS 2 50%

HARMON-7: Phase 3 Study in 1L Metastatic NSCLC 1 ,pion -
INCT06767514) |

Iworeseme - -
g I P Tt
v pHEIELIAD by

* Dz genoee ’ E AT

Pembolizumab - Akt
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IVO + ChT Combo BNT327 + ChT Combo
1L SQ + NSQ, TPS all comers 1L SQ + NSQ, TPS all comers

ROSETT

LUNG-8

A Presz 25 muliste, mocemaze gobd (el of BYTRET ncontivebin ath
2 cemheagy nfisknzrensmalcelluo; caneee (NCTUBTES1E)

HARMONi-3: Phase 3 Studyin 1L Metastatic NSCLC [TakwaN y
(NCT05899608)
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TREATMENT STRATEGIES BEYOND PD-(L)1

Other
Immune
checkpoints

Bi-specifics

( Novel

Molecules

» TROP2
e HER2
» HER3
e MET

* B7-H3

S~

S50
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|| | J ORI 2022: FDA and EMA APPROVED 2024: FDA Breakthrough
- z025: FDA -
trastuzumab deruxtecan (HER2mut) designation for pretreated EGFR® approves dsat tamab 2025 FDA accelerated DISCONTINUED -
FDA (HERz2 3+) ) PP op approval for -
2025 NMPA approval trastuzumab rezetecan 2025 NMPA spproval deruxtecan for pretreated telisotuzumab vedotin in tusamitamab
: (HERam) of sad“zé‘é“;:f ";l's"c'l'_‘?““" for EGFR-mutated advanced NSCLC MET3+ ravtansine .
Trastuzumab Sacituzumab tirumotecan Datopotamab Tellsodtuz_ur:lab Ziloverta_mah Tusamitz_mab Ifinatamab
Deruxtecan (SKBz264)* deruxtecan* vedotin MRGoo3z*7 vedotin? ravtansine deruxtecan?
Sacituzumab
Trastuzumab Trastuzumab govitecan® BL-MozDa5 Patritu b Sigvotatugvedotin Mecbotamab vedotin Farlet_uzu-rnab Vobramitamab
emtansine® botidotin® * * atrituma (SGN-B6A)® (BA3012)7 ecteribulin®® duocarmazine
deruxtecan®?

(MGCo18)*
Trastuzumab

vedotin (MRGooz)> SHR-A1811* SH-38 Ed-o4 3

[ 443

Disitamab vedotin

(RCT?)”’

EVOKE-o02 TROPION-Lungoz TROPION-Lungos . MK-2870-003: sac-TMT + pembro in PD-L1>1%
2 [ wDmber mlipks e Teaenicogung o CatoDXAEOnmgng
- 80 W TPS 1%49%
o i Cohort 2 (doublet), 1L sedting [N=14) Cohor 4 (fripled), 1L sefting IN=13} B TPS250%
g Bcpeime | | QORR: 50.0% DER: S2% ORR: 76:9%:# DCR: 92,35 % 0
5 W ":w‘,“;m ')'L‘ E RyTY L AR %
g OFQuIta BRI N=H Bl e Bl g
1 o -] B otRadh T X LER TR 1 3
= 4 i LI AT 5-‘_: x LT 5
E o H Vreewean SF 4 Torwe wyn 8
15 3 i 5
" 5 i i :
g"ﬂ‘-mwwum:ma g o T o 3 b
g | o it e E gg a 1 .
s ar [4
& w Iz i EY &
“ Packant % - 8 §
5400
S
. o UNEN
. Servicio de Oncologia Médica -‘0'"\: |b|m0
FospitalUniversitanio Virgen de o Victoria - cho B, et al. WCLC 2023; Oral presentation OA05.04; 2. Goto Y, et al. ASCO 2023; Oral presentation 9004; 3. Papadopoulos KP, et al. WCLC 2023; Oral presentation OA05.06. 4. Fang W et al. ESMO 2025, Abstract 1949P —_——
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Evoke-o02
Evoke-o02
TL-o04
TL-o04
TL-02
TL-02

OptiTROP-
Lungoax

2870-003

Keynote 024
Keynote 189
Keynote 407
Keynote 189
Keynote 407

Combination

Saci-Govitecan + Pembro
Saci-Govitecan + Pembro

Dato-DXd + durvalumab

Dato-DXd + durvalumab + carboplatin
Dato-DXd + pembrolizumab

Dato-DXd + pembro + carbo(cis)platin
Saci-tirumotecan + tagitanlimab gaw

Saci-tirumotecan + pembrolizumab géw

Pembrolizumab
Carbo(cis)-pemetrexed-pembrolizumab
Carbo-(nab)paclitaxel-pembrolizumab
Carbo(cis)-pemetrexed-pembrolizumab

Carbo-(nab)paclitaxel-pembrolizumab

Patients

PD-L1=50%
PD-L1<50%
AllPD-L1
AllPD-L1
AllPD-L1
AllPD-L1

All PD-L1
PD-L121%
PD-L1>50%
N-Sq, PD-L1250%
Sq, PD-L1250%

N-Sq, all PD-La
Sq, all PD-L1

30
33
19
14
42
54

63

5o

154
132
73
410

278

69%
44%
50%
76.9%
54.8%
55.6%
77-6%
68%
46.1%
62.1%
64.4%

48.3%
62.2%

.) Servicio de Oncologia Médica
ospit JNive ] d

Virger

t

TROPZ-DIRECTED ADCS+ ANTI-PDCL)-T+/-CARBOICISIPLATININ 1L

Dato-DXd Dato-DXd Sac-Govi Sac-TMT
TROPION-Lung08 TROPION-Lung10 EVOKE-03 TroFuse-007
(NCT05215340) (NCT06357533) (NCT05609968) (NCT08170788)

Dato-DXd +
Pembro

Dato-DXd +
Rilvegostomig

Sac-Govl +
Pembro

Sac-TMT+
Pembro

NSQ-NSCLC NSQ-NSCLC = NSCLC NSCLC
PDL-1250% PDL1 2 50% gl PDL1250% PDL-1250%
PFS/0S PFS/OS m PFS/0S 0s
TROPION-Lung07 AVANZAR TroFuse-023
(NCT05555732) (NCT05687266) (NCT06422143)
Dato-DXd + Pembro +
4Cyclos Bl fgﬁ’:}g :;'p"’l:ﬂ’" Sack-TMT +Pembro
NSQ-NSCLC NSCLC SQ'NSCLC Pembro + platinum-
PDL-1 <50% easuniohalld All comers Allcomers  [REEtREL
Pembro + Platinum-
Pembro + Pemetrexed + Doublet
PFS/OS ki PFS/0S 05

Dato-DXd

Dato-DXd

Sac-TMT

. N N
Levy B, ASCO 2025; Reck M, JCO 2021; Garassino M, JCO 2023; Novello S, JCO 2023; Papadopoulos et al., WCLC 2023; Cho B, WCLC 2023; Fang, ASCO 2024; Zhang, ASCO 2025 U3 |b|mQ
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TREATMENT STRATEGIES BEYOND PD-(L)1

Other Bi-specifics
Immune

checkpoints

Novel )
Molecules /

* mRNA vaccines

* Peptide vaccines

* Adoptive T-cell
Therapies

¢ |ntratumoral

J
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I Peptide-based vaccines I

ARTEMIA (NCT06472245) Preliminary results from LuCa-MERIT-1, b
a Phase | trial evaluating BNT116, a < 100 SR Pt 5 B
- . . . £
Drug (trial) TAA Disease setting ( OSEN‘;R;"& (ml) ) f N\ fixed antigen mRNA vaccine, plus LY R e e
zﬁéﬁﬂﬂoﬁmﬂr‘:ﬂ QAW for 6 sc. inj, then QBW cemiplimab in advanced non-small cell 5
- ] > until end year 1, then Q12W || PRIMARY ENDPOINT: : £
MAGE-A3 Adjuvant saercEs NSCLCAou anti PD, toxiity or e lung cancer after progression on PD-1 3
MAGRIT trial MAGE-A3 MAGE-Az+t k?‘maﬁlonabegemc withdrawal of consent & up to inhibition 3
( rial) ( -A3+tumors) . :&f:z"";sm — 24 months SECONDARY ENDPOINTS: E
- Patient Reported Outcomes:
LocaIIy advanced B f:gzﬂli::h::mm aftor 1% QLQ-C30 Physical functioning, é
Tecemotide X line CT-immune checkpoint e e P ——— RNA-LPX 5
(START trial) MUC (maintenance after L LT R ( ARM B: [ et G £
chemo-RT) | ek o N=363 DOCETAXEL 75 mg/m? || -Timeto ECOG P >1 Jd [l 22 E
Advanced o eaiocioputesionbest 21? ‘:’\’[;th:)'(‘l‘csllonor eeroaton s e s i 5.
Epidermal metastases U . toxicity SeCtaony SgUaIPEIE 1 i G sl ilopes ) 2
CIMAvax-EGF (maintenance after withdrawal of consent \ / FZonaie ! % &) 0 7 14 21 28 35 42 49 56 63 70
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ONGOING FRONTLINE I0-BASED PHASE [l TRIALS INNON-AGA

A TRAVES DE LAS VIAS

Trnal name Biomarker

Experimental arm

Comparator am Primary End-Point

ZEAL-1 Pembrolizumab + P-chemo + Niraparib Pembrolizumab + P-chemo 1L NSq & Sq PD-L1 all comers PFS, OS
HARMON:i-3 Ivonescimab+ P-chemo Pembrolizumab+ P-chemo 1L NSq & Sq PD-L1 all comers PFS, OS
HARMONI-7 Ivonescimab Pembrolizumab 1L NSq & Sq PD-L1 = 5o% PFS, OS
BNT327 NSCLC BNT327+ P-chemo Pembrolizumab+ P-chemo 1L NSq & Sq PD-L1 all comers PFS, OS
TROPION-Lungoy Dato-Dxd + Pembrolizumab +/- P-chemo Pembrolizumab +/- P-chemo 1L NSq PD-L1 < 5o% PFS, OS
with or without AGA
TROPION-Lungo8 Dato-DXd + Pembrolizumab Pembrolizumab 1L NSq & Sq PD-L1 z50% PFS, os
AVANZAR Dato-DXd + Durva + Carbo Pembrolizumab + P-chemo 1L NSq & Sq PD-L1 all comers PFs, OS
EVOKE-o03 Sacituzumab govitecan + Pembrolizumab Pembrolizumab 1L Nsq & Sq PD-La 250% PFs, OS
TROPION-Lungoio Dato-DXd + Rilvegostomig Pembrolizumab 1L Nsq PD-La =50% PFS, OS
MK-2870-007 Sacituzumab Tirumotecan + Pembrolizumab Pembrolizumab 1L Nsq PD-L1250% oS
SKB264 Sacituzumab Tirumotecan + Pembrolizumab Pembrolizumab 1L NSq & Sq PD-La1 21% PES
eVOLVE-Lungoz Volrustomig + P-chemo Pembrolizumab + P-chemo 1L NSQ & Sq PD-L1< 50% PFS, OS
ARTEMIDE-Lungo3 Rilvegostomig + P-chemo Pembrolizumab + P-chemo 1L NSQ & Sq 1L NSQ PFS, OS
RELATIVITY-1093 Nivolumab + Relatlimab + P-chemo Pembrolizumab + P-chemo 1L NSQ PD-L121% OS PD-L11-49%
!
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