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TROP-2 Unselected Biomarker. Lung Cancer  

• The efficacy of TROP-2 ADC appears unrelated to TROP-2 expression

• Outcomes have also been less encouraging than other tumours 

• Differences in internalization efficiency

• Lysosomal proteases

• Sensitivity off cancer cells to payload  

• Unkown 

Goldenberg DM. Oncotarget 2018,9:28989-29006



TROP-2 Unselected Biomarker. Lung Cancer  

Association of tumour TROP-2 expression with 

prognosis varies among lung cancer subtypes 

Inamura K. Oncotarget 2017,8:28725-28735



TROP-2 Biological effects in lung cancer  

The exact function in the regulation of cancer

progression might be organ and cancer type

dependent 

Zheng WP. Front Oncol 2020;10:1304529
Lin JC. Oncotarget 2017;8:28725-3
Liu R. Front Oncol 2025,15:1638054



TROP-2 binding IGF2R induces gefitinib resistance  

TROP2 physically interacted with IGF2R

TROP2 increased the IGF2-IGF1R-Akt axis to

promote EGFR-TKI resistance and remodeling

the TME

Sun X. J Cancer 2021,12:5310-5319



Sacituzumab Tirumotecan  

The presence of EGFR-activating mutations increases the internalization and activity of sac-TMT

Zhao S. Nat Med 2025,31:1976-1986



Prognostic relevance of TROP2 expresión in patients with NSCLC receiving Immunotherapy  

TROP2 overexpression as an independent prognostic predictor for PFS and OS

Hashimoto N. Sci Rep 2025,15:35427



Residual tumor cells express high level of TROP2

Baldacci S. Cancer Discov 2025,15:2235-2250

Cell therapy to eliminated EGFR Drug Tolerant Persister Cells



TROP 2 Normalized Membrane Ratio (NMR) measured by Quantitative Continuous Scoring 

Garassino MC. San Diego 2024 WCLC



Sacituzumab Govitecan Sacituzumab Tirumotecan Datopotamab Deruxtecan

Ascent OptiTROP-Breast01
3rd line TNBC

Approved in US Approved in China 
NA

OptiTROP-Lung03 Tropion-Lung05
3rd-line (post-TKI) NSCLC NA

Filed in China Filed in US

EVOKE-01 OptiTROP-Lung04
(EGFRm postTKI)

Tropion-Lung01
2nd-line NSCLC

US filing plan abandoned Filed in China US filling withdrawn 

Selected late-stage trials of anti-TROP2 ADCs



Study Design
Randomized, Phase 3, Open-Label, Global Study (NCT04656652)

aEvaluated per RECIST v1.1. bPresence vs absence. cUnited States/Japan/Western Europe vs rest of world. 
ALK, anaplastic lymphoma kinase; BICR, blinded independent central review; BRAF, B-Raf proto-oncogene, serine/threonine kinase; CT, chemotherapy; Dato-DXd, datopotamab deruxtecan; DOR, duration of response; 
ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; kg, kilogram; m, meter; mAb, monoclonal antibody; mg, milligram; MET, mesenchymal-epithelial transition factor; 
NSCLC, non-small cell lung cancer; NTRK, neurotrophic tyrosine receptor kinase; ORR, objective response rate; OS, overall survival; PD-(L)1, programmed cell death 1 (ligand 1); PFS, progression-free survival; Q3W, every 3 
weeks; RECIST, Response Evaluation Criteria in Solid Tumours; RET, rearranged during transfection; ROS1, ROS proto-oncogene 1, receptor tyrosine kinase.

Docetaxel
75 mg/m2 Q3W

(N=305)

Dato-DXd 
6 mg/kg Q3W

(N=299)

Dual primary endpoints
• PFS by BICRa

• OS

Stratified by histology (nonsquamous vs squamous), actionable genomic alteration status,b anti–PD-(L)1 mAb included in most recent prior therapy, and geographyc

• NSCLC (stage IIIB, IIIC, or IV) 
• ECOG PS of 0–1
• No prior docetaxel 

Without actionable genomic alterations
– One to two prior lines, including platinum-based CT

and anti–PD-(L)1 mAb therapy
With actionable genomic alterations
– Positive for EGFR, ALK, NTRK, BRAF, ROS1,

MET exon 14 skipping, or RET 
– One to two prior approved targeted therapies + 

platinum-based CT, and ≤1 anti–PD-(L)1 mAb

1:1

Key eligibility criteria

Statistical considerations: Study is deemed positive if either of the dual primary endpoints (PFS by BICR or OS) were statistically significant;
the pre-specified P-value boundary for the OS analysis was ⍺=0.045

Secondary endpoints
• ORRa

• DORa

• Safety and tolerability
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TROPION LUNG 01

Ahn MJ. J Clin Oncol 2025,43:260-272



TROPION LUNG01 Non-Squamous/Non-AGA 
Efficacy by TROP2 QCS-NMR Status 

Garassino MC. San Diego 2024 WCLC





TROPION LUNG 05

Sands J. J Clin Oncol 2025,43:1254-1265



Pooled Analysis

Ahn MJ. J Thorac Oncol 2025,20:1669-1682



Pooled Analysis

Ahn MJ. J Thorac Oncol 2025,20:1669-1682



Fang W. BMJ 2025;389:e085680
Passaro  A.  ESMO 2025



ORCHARD

Le X. ELCC 2025



ASCO Guidelines 2026 3.0
Puri S. J Clin Oncol 2026 Feb 3  



TROPION LUNG02. First Line 

Levy BP. Chicago 2025 ASCO



TROPION LUNG02. Efficacy by PD-L1 status 

Levy BP. Chicago 2025 ASCO



TROPION LUNG02. Efficacy by TROP2 NMR. 1st line Biomarker Evaluable Population

Levy BP. Chicago 2025 ASCO



Take home 

- The preliminary work describing TROP-2 as a biomarker in NSCLC was not

sufficiently developed

- TROP2 specific ADCs have been evaluated in the second line setting for NSCLC with

better results for EGFR mutated patients 

- New clinical trials are coming  



GRacias!


