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ADC in NSCLC: TROP2 and HER3 



Antibody-Drug Conjugates

Chau CH, Lancet 2019;394



TROP2 ADCs



ADCs targeting TROP2 under development in NSCLC



TROPION-PanTumor01 Study Design

• Antitumor activity was observed at 4-, 6-, and 8-mg/kg doses  
of Dato-DXd

• Most responses were durable over time, including a median  
duration of response of 10.5 months in the 6-mg/kg cohort

Garon, WCLC, 2021



TROPIAN-Lung02: Datopotamab Deruxtecan Plus Pembrolizumab and 
chemotherapy

Levy, WCLC, 2022



TROPIAN-Lung02: ASCO 2023 Update

Goto, ASCO 2023



<br />Datopotamab deruxtecan in actionable genomic alteration (AGA) NSCLC subset analysis (TROPION-PanTumor01 phase I, NSCLC cohort)<br />



TROPION-Lung04: Phase 1b, multicenter study of datopotamab deruxtecan (Dato-DXd) in combination with immunotherapy ± carboplatin in 
advanced/metastatic non-small cell lung cancer (NSCLC)

Borghaei, ASCO 2023



Sacituzumab Govitecan (SG) Is a TROP2 Directed ADC

• SG is distinct from other ADCs1-4

– Antibody highly specific for TROP2 
– High drug-to-antibody ratio (7.6:1) 
– Internalization and enzymatic cleavage by 

tumor cell not required for the liberation of 
SN-38 from the antibody

– Hydrolysis of the linker also releases the 
SN-38 cytotoxic extracellularly in the tumor 
microenvironment, providing a bystander 
effect 

Humanized 
anti-TROP2 
antibody
• Directed toward 

TROP2, an 
epithelial antigen 
expressed on 
many solid 
cancers

SN-38 payload
• SN-38 more 

potent than 
parent 
compound, 
irinotecan

Linker for SN-38
• Hydrolyzable linker for 

payload release
• High drug to antibody 

ratio (7.6:1)4

Bardia A, et al. Presented at: ESMO Virtual Congress 2020. Abstract LBA4.
1. Goldenberg DM, et al. Expert Opin Biol Ther. 2020;20:871-85. 2. Nagayama A, et al. Ther Adv Med Oncol. 2020;12:1758835920915980. 

3. Cardillo TM, et al. Bioconjugate Chem. 2015;26:919-31. 4. Goldenberg DM, et al. Oncotarget. 2015;6:22496-512. 10



Sacituzumab Govitecan in NSCLC

Published in: Rebecca Suk Heist; Michael J. Guarino; Gregory Masters; W. Thomas Purcell; Alexander N. Starodub; Leora Horn; Ronald J. Scheff; Aditya Bardia; Wells A. Messersmith; 
Jordan Berlin; Allyson J. Ocean; Serengulam V. Govindan; Pius Maliakal; Boyd Mudenda; William A. Wegener; Robert M. Sharkey; David M. Goldenberg; D. Ross Camidge; Journal of 
Clinical Oncology 2017 352790-2797.
DOI: 10.1200/JCO.2016.72.1894
Copyright © 2017 American Society of Clinical Oncology

Nearly all tumor samples showed ≥50% positivity of viable 
tumor cells for TROP2 expression by IHC
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Sacituzumab govitecan for patients with refractory metastatic epithelial cancer: final safety and efficacy results from the phase I/II IMMU-132-01 basket trial<br /><br />



HER3 ADC



HER3 in NSCLC

Slide by: Dagogo-Jack, ASCO 2022



ADCs targeting HER3 under development in NSCLC



Patritumab Deruxtican (HER3-DXd) in EGFR 
Mutated NSCLC

Janne et al; Cancer Discov. 2022;12(1):74-89. doi:10.1158/2159-8290.CD-21-0715



Janne et al; Cancer Discov. 2022;12(1):74-89. doi:10.1158/2159-8290.CD-21-0715

Patritumab Deruxtican (HER3-DXd) in EGFR 
Mutated NSCLC

ctDNA ClearanceHER3 Expression



Janne et al; Cancer Discov. 2022;12(1):74-89. doi:10.1158/2159-8290.CD-21-0715

Patritumab Deruxtican (HER3-DXd) in EGFR 
Mutated NSCLC
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9017: Efficacy and safety of patritumab deruxtecan (HER3-DXd) in advanced/metastatic non-small cell lung 
cancer (NSCLC) without EGFR-activating mutations – Steuer CE, et al

• Study objective
• To evaluate the efficacy and safety of patritumab deruxtecan in patients with 

advanced or metastatic NSCLC without EGFR-activating mutations

Steuer CE, et al. J Clin Oncol 2022;40(suppl):Abstr 9017

Patritumab deruxtecan
5.6 mg IV q3w

Key patient inclusion criteria
• Advanced or metastatic NSCLC
• No EGFR-activating mutations
• Stable brain metastases permitted
• Prior platinum-based chemotherapy ±

immunotherapy
(n=47)

Primary endpoint
• ORR (RECIST v1.1, BICR)

Secondary endpoints
• DoR, PFS, safety
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• Key results

9017: Efficacy and safety of patritumab deruxtecan (HER3-DXd) in advanced/metastatic non-small cell lung 
cancer (NSCLC) without EGFR-activating mutations – Steuer CE, et al

Steuer CE, et al. J Clin Oncol 2022;40(suppl):Abstr 9017

Outcomes n=21

ORR, % (95%CI) 28.6 (11.3, 52.2)

DCR, % (95%CI) 76.2 (52.8, 91.8)

mTTR, mo (95%CI) 2.8 (1.3, 4.6)

mDoR, mo (95%CI) 9.4 (4.2, NE)

mPFS, mo (95%CI) 10.8 (2.8, 16.0)

Outcomes n=26

ORR, % (95%CI) 26.9 (11.6, 47.8)

DCR, % (95%CI) 73.1 (52.2, 88.4)

mTTR, mo (95%CI) 2.1 (1.2, 6.0)

mDoR, mo (95%CI) 9.6 (1.6, NE)

mPFS, mo (95%CI) 4.2 (2.5, 10.8)
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9017: Efficacy and safety of patritumab deruxtecan (HER3-DXd) in advanced/metastatic non-small cell lung 
cancer (NSCLC) without EGFR-activating mutations – Steuer CE, et al

• Key results (cont.)

• Conclusions
• In patients with advanced or metastatic NSCLC without EGFR-activating mutations, patritumab 

deruxtecan demonstrated encouraging antitumor activity regardless of the presence of concomitant 
genomic alterations and had a manageable safety profile

Steuer CE, et al. J Clin Oncol 2022;40(suppl):Abstr 9017

AEs, n (%) n=54
TEAEs 47 (100)

Led to treatment discontinuation 5 (10.6)
Led to dose reduction 11 (23.4)
Led to dose interruption 24 (51.1)
Death 7 (14.9)
Grade ≥3 34 (72.3)
SAE 19 (40.4)

TRAEs 47 (100)
Death 0
Grade ≥3 24 (51.1)
SAE 6 (12.8)

Adjudicated treatment-related interstitial lung disease 5 (10.6)
Grade 1 1 (2.1)
Grade 2 4 (8.5)
Grade ≥3 0



Ongoing Trials with patritumab deruxtecan

Enriqueta Felip, MD, PhD, ASCO 2023



Final Thoughts 

• ADCs with improved safety and toxicity profile are potentially useful 
treatment options for some patients
• Patient selection based on biomarkers have proven to be a bit more 

difficult
• Response rate in the disease refractory/relapsed setting is reasonable
• It remains to be proven that these agents can be moved to the front 

line treatment setting


