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So what is an Antibody Drug Conjugate? Patritumab Deruxtecan
• HER3-DXd is an ADC with 3 components1-4:

– A fully human anti-HER3 IgG1 mAb (patritumab)
– A topoisomerase I inhibitor payload (an exatecan derivative, DXd)
– A tetrapeptide-based cleavable linker that covalently bonds the other 2 components

Deruxtecan

Even in theory it is exciting, combining the best of targeted therapy and cytoxic chemotherapy! “Biologic homing missles” 

Hashimoto Y, et al. Clin Cancer Res. 2019
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“But I’ve seen some data, and not sure about ADCs…”

-KRAS, f irst  discovered in 1982 in 
NSCLC
 -EGFR mutations 2004 in NSCLC

Mitchell et al. Diagnostics 2023
Carlsen et al. Toxins 2023

ImmunotherapyTargeted therapy
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The Future is now: Current ADC approvals (as of 2023)

Coleman et al. NPJ Precision Medicine 2023

ADC
Gemtuzumab 
ozogamicin

Brentuximab Vedotin

Ado-Trastuzumab 
emtansine

Inotuzumab ozogamicin

Fam-trastuzumab 
deruxtecan

Polatuzumab Vedotin

Sacituzumab govitecan

Enfortumab vedotin

Belantamab Mafodotin

Tisotumab vedotin

Loncastuximab tesirine

Moxetumomab 
pasudotox
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Trastuzumab Deruxtecan (T-DXd)

Humanized anti-
HER2  IgG1 
mAb1-3

Deruxtecan1,2

T-DXd is an ADC composed of 3 components1,2:
• A humanized anti-HER2 IgG1 mAb with the same

amino acid sequence as trastuzumab, covalently linked to:
• A topoisomerase I inhibitor payload, an exatecan derivative, via
• A tetrapeptide-based cleavable linker

Payload mechanism of action:  
topoisomerase I inhibitor a,1,2

High potency of payload a,1,2

High drug to antibody ratio ≈ 8 a,1,2

Payload with short systemic half-life a,1,2

Stable linker-payload a,1,2

Tumor-selective cleavable linker a,1,2,

Bystander antitumor effect a,1,4

Cleavable Tetrapeptide-Based Linker

Topoisomerase I Inhibitor payload
(DXd=DX-8951f derivative)

aBased on in vitro and in vivo non-clinical studies. The clinical relevance of these features is under investigation.

1. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 2. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. 3. Trail PA, et al. Pharmacol Ther. 2018;181:126-142. 4. Ogitani Y, et  al.
Cancer Sci. 2016;107(7):1039-1046.
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Efficacy of T-DXd- DESTINY Lung-1 

BT Li et al. N Engl J Med 2021. 
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Efficacy of T-DXd 

BT Li et al. N Engl J Med 2021. DOI: 10.1056/NEJMoa2112431

ORR: 55% (95% CI 44-65) n=91
Median PFS: 8.2 months
Median DOR: 9.3 months
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aCases of potential ILD or pneumonitis were evaluated by an independent adjudication committee. Data shown here are for cases that were deemed drug related by the adjudication committee.
bIn the safety analysis set, 1 investigator-reported grade 3 ILD event in the 5.4 mg/kg arm and 1 investigator-reported grade 5 ILD event in the 6.4 mg/kg arm pending adjudication at the data cutoff were  
subsequently adjudicated as drug-related grade 2 and grade 5 ILD, respectively.
cIn the prespecified early cohort, 1 investigator-reported grade 3 event in the 5.4 mg/kg arm pending adjudication was subsequently adjudicated as drug-related grade 2 ILD.  Goto K 
et al. ESMO 2022 [Supplement]. Presentation LBA#55.

Safety Analysis Setb Prespecified Early Cohortc

Adjudicated as drug-related ILDa
T-DXd 5.4 mg/kg

n = 101
T-DXd 6.4 mg/kg

n = 50
T-DXd 5.4 mg/kg

n = 51
T-DXd 6.4 mg/kg

n = 28

Any grade, n (%) 6 (5.9) 7 (14.0) 4 (7.8) 5 (17.9)
Grade 1 3 (3.0) 1 (2.0) 3 (5.9) 1 (3.6)
Grade 2 2 (2.0) 6 (12.0) 1 (2.0) 4 (14.3)
Grade 3 1 (1.0) 0 0 0
Grade 4 0 0 0 0
Grade 5 0 0 0 0

Cases resolved, n (%) 3 (50.0) 1 (14.3) 1 (25.0) 1 (20.0)
Median time to onset of first adjudicated 67.5 (40-207) 41.0 (36-208) 104.5 (40-207) 43.0 (36-208)
ILD, days (range) 

• The rate of adjudicated drug-related ILD was lower in the T-DXd 5.4 mg/kg arm compared with the 6.4  
mg/kg arm

• Most cases of adjudicated drug-related ILD were low grade (grade 1/2)

Adjudicated Drug-Related ILD
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New Kid on the Block: Telisotuzumab Vedotin-tllv
LUMINOSITY Trial

-Mult icohort study: 84 patients with non-squamous NSCLC treated with c-
met overexpression (3+ IHC)

-Stable brain metastasis al lowed

-1-3 l ines prior therapy al lowed. 

-5% of patients received prior targeted therapy

-Other cohorts of squamous and EGFRm non-sq deemed fut i le

Camidge et al. JCO 2024
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Telisotuzumab Vedotin-tllv

Camidge et al. JCO 2024
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Not everything is a homerun, and that’s OK!

Datopotamab Deruxtecan Versus Docetaxel TROPION Lung01
• Phase 3 randomized tr ial  comparing Dato-DXd vs Docetaxel in second l ine 

metastatic NSCLC 

Ahn et al. JCO 2024
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Better by histology

Ahn et al. JCO 2024
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But the secret sauce is…Better Biomarkers!

Recent data presented at ASCO showed promise for a novel biomarker known 
as TROP2 quantitat ive continuous scoring (QCS) normalized membrane ratio 
(NMR)

The TROPION-Lung02 study included a 96 patients who received Dato-DXd 
along with pembrolizumab or pembrolizumab plus carboplatin or cisplatin

Signif icant adverse events with tr iplet therapy 

Levy et al. ASCO 2025
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Levy et al. ASCO 2025
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Patritumab Deruxtecan
Phase 3 study of Patr itumab Deruxtecan vs Chemotherapy post EGFR TKI in 
EGFRm NSCLC

Maybe a Biomarker would help. Also not worse than chemotherapy!

Mok et al. ASCO 2025
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Up and coming

https://www.linkedin.com/posts/larvol_adcs-at-asco-2025-in-lung-cancer-updated-activity-7332089652532707328-uu_Q/
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Conclusion

• Not only are ADCs promising for the future of NSCLC, but they are 
already making a difference

• More “establ ished” recent therapies, such as TKIs and immunotherapy 
took awhile to f ine tune and become standard of care. Now looking at 4 th 
generat ion EGFR TkIs

• Very adaptable drug del ivery system
• Even the less excit ing data has interest ing info, good biomarkers are 

key.
• So many new agents, I  can barely keep! The Future is ADCs!
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