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Biological Framework for Correlates of ICB Response

Cheng DS, et al. Immunity, 2013.



Current treatment algorithm in advanced NSCLC



Challenges in the ICB setting for NSCLC

Remon & Hendriks Ther Adv Med Onc 2022; Remon NRCO 2025

Challenges 
in NSCLC



Decision-making factors in clinical practice



Precision immune-oncology for the treatment of mNSCLC

Hendriks Ann Oncol 2025

1-49% <1%CT-ICB ICB



Hendriks Ann Oncol 2025; Di Federico A et al., Lancet Oncol 2025; Kilickap et al. JTO 2025; Aguilar et al. Ann Oncol 2019; Vallejo J et al. Oncologist 2024; PopatJ, JAMA 
Network 2022; CorkeLK, CurrOncology 2022; Ramalingam SS WCLC 2023; Lee Lancet 2023; Lena Lancet Resp Med 2024; Mascaux C WCLC 2025

Precision immune-oncology for the treatment of mNSCLC



Precision immune-oncology for the treatment of mNSCLC

Hendriks Ann Oncol 2025



Resistance mechanisms ? A summary of the unknown

Reck, Nat RevClin Onco2025



Multiple ways to improve immunotherapy

Li MSC et al., Ther Adv Med Oncol 2024



Treatment strategies beyond PD-(L)1



Treatment strategies beyond PD-(L)1



Bispecific anti-PD1 and CTLA-4 volrustomig + chemo: Phase 1b/2 trial

Spigel DR, et al. WCLC 2024; Abstract #OA11.04; Spigel DR, et al. JTO 2024.

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



Status of PD-(L)1xCTLA4 development in NSCLC

Clinicaltrial.org



Advances in LAG3 cancer immunotherapeutics

Spigel 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

RELATIVITY-104 phase 2 study  Tobemstomig (PD-1 X LAG-3) phase 2 study



Anti-PD-1/TIGIT  bispecific antibody

Remon & Hendriks Ther Adv Med Onc 2022; Remon NRCO 2025

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



Where do we stand with TIGIT in mNSCLC?

Clinicaltrial.org



ARTEMIDE-01 (Phase 1/2): Rilvegostomig, an anti-PD-1/TIGIT bispecific antibody, among checkpoint inhibitor-
naïve metastatic NSCLC

Brandao M., et al., ESMO 2023; Hiltermann J., eyt al., WCLC 2024



RevisitingVEGF Blockade and Immunotherapy in NSCLC

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



Bi-Abs targeting PD – (L)1 and VEGF in NSCLC: selected phase II/III

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



Zhou, WCLC 2024; Lu, presented at ESMO 2025 

Interim analysis of overall survival (OS) at 39% maturity (with α set at 0.0001) reported
HR=0.777, corresponding to a 22.3% reduction in death risk. PFS 4.99% of α, OS 0.01%10

HARMONi-2 HARMONi-6

Challenging the dogma of SCC Lung treatment: VEGF inhibition is (relatively) safe and
efficacious Await global confirmatory phase 3: HARMONI-3



BNT327/PM8002  pumitamig phase 1/2 in NSCLC

Wu, ASCO 2024



Ongoing frontline Global phase 3 head-to-head trials

NCT06767514, NCT05899608, NCT06712316 



Treatment strategies beyond PD-(L)1



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



TROP2-directed ADCs+ anti-PD(L)-1 +/-carbo(cis)platinin 1L

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



Treatment strategies beyond PD-(L)1



Dingzhi Huang et al. ESMO-ASIA 2025; Schoenfeld, Cancer Discovery, 2024; Khattak A et al. Presented at AACR 2023 ; Weber, The Lancet, 2024; Dziadzuisko, AACR 2025; Atmaca, SITC 2024; Atmaca, SITC 2024; Atmaca, SITC 2024

Peptide-based vaccines DNA vs RNA vaccines

Frail

mRNA-4157 (V940) in early melanoma

V940 (mRNA-4157) is a novel individualized neoantigen
therapy (INT) that encodes up to 34 personalizedneoantigens

Adoptive Cell Therapies: TILs, CARs, TCRs

Lifileucel, an autologous TILs
monotherapy in resistance to ICIs

Chemo/ICI vs chemo/ICI + CIK Administration



Franklin, JITC 2022



Ongoing frontline IO-based phase III trials in non-AGA
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