
영 남 의 대

안 준 홍



• Unmet needs in treatment of LUSC

• Bispecific antibody

• ICI combinations

• ADC

• Summary

Contents



• Unmet needs in treatment of LUSC

• Bispecific antibody

• ICI combinations

• ADC

• Summary

Contents



NCCN guideline

SUBSEQUENT

NCCN Version 5. 2026

INITIAL



Advancing LUSC Therapy: Progress and Remaining Challenges

KEYNOTE-024 (PD-L1 ≥50%), mPFS 7.7 months
                                     mOS 26.3 months

KEYNOTE-042 (PD-L1 ≥1%), mPFS 5.6 months
                                     mOS 16.4 months

Subgroup HR for OS (SQ 0.76 vs. NSQ 0.81)

J Clin Oncol. 2023 Apr 10;41(11):1986-1991
J Clin Oncol. 2021 Jul 20;39(21):2339-2349



Advancing LUSC Therapy: Progress and Remaining Challenges

KEYNOTE-407 (LUSC), mPFS 8.0 months
                            mOS 17.2 months

KEYNOTE-189 (LUAD), mPFS 9.0 months
mOS 22.0 months

J Clin Oncol. 2023 Apr 10;41(11):1992-1998
J Clin Oncol. 2023 Apr 10;41(11):1999-2006

•. 2023 Apr 10;41(11):1992-1998.



• Lack of actionable driver mutations

• Limited 2L options post-IO Failure

• Resistance mechanisms & "cold tumors"

• Safety & comorbidity challenges

Current unmet needs in treatment of LUSC

Speaker’s Perspective



Molecular biology of LUSC

Ann Oncol. 2026 Mar;37(3):289-313
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Ivonescimab

Front Immunol. 2025 Nov 17:16:1599181

A first-in-class, investigational, bispecific antibody targeting PD-1 and VEGF



Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress



Study design

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress



Baseline characteristics

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress
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47%
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KN042



Primary endpoint: PFS by IRRC

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress



Key PFS subgroup  analysis

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress



ORR and DoR by IRRC

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress



Safety Summary

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress



irAE and VEGF-Related AEs

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress





Study design

Lancet. 2025 Nov 1;406(10515):2078-2088
ESMO 2025 Congress



Baseline characteristics

Lancet. 2025 Nov 1;406(10515):2078-2088
ESMO 2025 Congress

26%

KN407

7%



Primary endpoint: PFS by IRRC

Lancet. 2025 Nov 1;406(10515):2078-2088



Subgroup analysis of PFS

Lancet. 2025 Nov 1;406(10515):2078-2088

•. 2025 Nov 1;406(10515):2078-2088



ORR and DoR by IRRC

Lancet. 2025 Nov 1;406(10515):2078-2088
ESMO 2025 Congress



Safety Summary

Lancet. 2025 Nov 1;406(10515):2078-2088
ESMO 2025 Congress



Immune-Related and VEGF-Related AEs

Lancet. 2025 Nov 1;406(10515):2078-2088
ESMO 2025 Congress



HARMONi-3 global trials

Summit therapeutics homepage



HARMONi-7 global trials

Summit therapeutics homepage



ASCO 2025 Congress



ASCO 2025 Congress



ASCO 2025 Congress



ASCO 2025 Congress



ASCO 2025 Congress



ASCO 2025 Congress



ASCO 2025 Congress



Phase 3 study: 2L/3L LUSC PD on or After PBC and Anti PD-1/PD-L1 Immunotherapy

Courtesy of Takeda Medical Affairs
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Anlotinib

Front Oncol. 2021 May 20:11:664853

New oral mul-kinase inhibitor
Targets VEGFR1, VEGFR3, VEGFR2/KDR, PDGFR-α, c-Kit, and FGFRs 1–3



CAMPASS Ph3 trial study design

ASCO 2025 Congress



Baseline characteristics

ASCO 2025 Congress



Primary endpoint: PFS by IRC

ASCO 2025 Congress



Subgroup analysis of PFS

ASCO 2025 Congress



ORR and DoR by IRC

ASCO 2025 Congress



Safety Summary

ASCO 2025 Congress



TQB2450-III-12 Ph3 study design

ASCO 2025 Congress



Baseline characteristics

ASCO 2025 Congress



Primary endpoint: PFS by IRC

ASCO 2025 Congress



ORR and DoR by IRRC

ASCO 2025 Congress



Safety Summary

ASCO 2025 Congress
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J Clin Oncol. 2025 Jan 20;43(3):260-272

NSQ

SQ

NSQ

SQ



Trial Inclusion NSCLC outcome LUSC outcome

EVOKE-01 (ph3)
(SG)

≥2L SG vs docetaxel mOS
11.1 vs. 9.8 mo 

(HR 0.84, 95% CI 0.68-1.04)

mOS
NSQ HR 0.87 (95% CI 0.68-1.11)
SQ HR 0.83 (95% CI 0.56-1.22)

EVOKE-02 (ph2)
(SG)

Cohort A (PD-L1 ≥50%)
1L mNSCLC

SG w pembrolizumab

ORR 66.7%, mPFS 13.1 mo ORR 64% (NSQ), 75% (SQ)
mPFS 13.1 mo (NSQ), NR (SQ)

Cohort B  (PD-L1 <50%)
1L mNSCLC

SG w pembrolizumab

ORR 29.0%, mPFS 7.0 mo ORR 37% (NSQ), 52% (SQ)
mPFS 6.6 mo (NSQ), 6.8 mo (SQ)

Cohort C,D (All comer)
1L mNSCLC 

SG w pembrolizumab
w carboplatin

ORR 46%, mPFS 8.1 mo ORR 46% (NSQ), 47% (SQ)
mPFS 8.1 mo (NSQ), 11.1 mo (SQ)

Sacituzumab govitecan (SG)

Ann Oncol. 2026 Mar;37(3):289-313



Sacituzumab tirumotecan (1L aNSCLC, Sac-TMT, ph2)

ORR
Cohort 1A: SQ 36.4%, NSQ 44.4%
Cohort 1B: SQ 69.0%, NSQ: 64.7%

12M mPFS rate
Cohort 1A: SQ 44.1%, NSQ: 60.3%
Cohort 1B: SQ 48.0%, NSQ: 65.8%

Nat Med. 2025 Nov;31(11):3654-3661



• B7-H3 (CD276) is a transmembrane immune
checkpoint molecule expressed in a wide range of
cancer types, including LUSC

•  B7-H3 expression is associated with disease 
progression and shorter OS in most tumor types
studied

• B7-H3 expression is low or absent in normal tissues, 
making B7-H3 a promising target for ADCs

• I-DXd (DS-7300) is a novel B7-H3–directed ADC that 
leverages DXd to enhance selective tumor cell 
death and reduce systemic exposure

B7-H3 ADC, I-DXd (Ifinatamab Deruxtecan)

ESMO Annual Meeting 2023
Clin Cancer Res. 2021 Mar 1;27(5):1227-1235



B7-H3 expression in all the cancer types 

Clin Cancer Res. 2021 Mar 1;27(5):1227-1235



IDeate-Lung01 Study (ph2, ≥2L SCLC-ES)

WCLC Congress 2025

mPFS 4.9 months, mOS 10.3 months



ESMO Annual Meeting 2023

Ideate-Pantumor 01



Phase 2 KEYMAKER-U01I

ESMO 2025 Congress



Summary

• Higher tumor heterogeneity than LUAD, Cold TIME

• Breakthrough with Bispecific antibody
• Ivonescimab (PD-1/VEGF), IBI363 (PD-1/IL-2)

• Synergistic ICI Combination
• Novel combinations,  with anlotinib (oral multi-kinase inhibitor)

• Emerging ADCs
• Next-generation ADCs targeting TROP2 (SG, Sac-TMT) and B7-H3 (I-DXd)


