
ADC prospettive future:
Neoplasie polmonari 

Marcello Tiseo

Dipartimento di Medicina e Chirurgia

Università degli Studi di Parma

U.O.C Oncologia Medica

Azienda Ospedaliero-Universitaria di Parma



Disclosures
• Advisory boards and speakers’ fee

– AstraZeneca, Pfizer, Eli-Lilly, BMS, Novartis, Roche, MSD, 
Boehringer Ingelheim, Otsuka, Takeda, Pierre Fabre, 
Merck, Amgen, Sanofi

• Research Grant: 

– Astrazeneca

– Boehringer Ingelheim

– AIRC

– Cariparma



Agenda

• Introduzione

• ADC anti-HER2 

• ADC anti-HER3 

• ADC anti-MET 

• ADC anti-Trop2 

• ADC anti-B7-H3

• Considerazioni e conclusioni  



Agenda

• Introduzione

• ADC anti-HER2 (primo approvato FDA in lung cancer)

• ADC anti-HER3 (fase III in corso)

• ADC anti-MET (fase III in corso)

• ADC anti-Trop2 (risultati fase III ESMO 2023)

• ADC anti-B7-H3 (risultati promettenti nel SCLC)

• Considerazioni e conclusioni  



2 Mondi, 2 Rivoluzioni nel NSCLC
NSCLC

oncogene-addicted
NSCLC

NON-oncogene-addicted



NSCLC avanzato:
Evoluzione dei trattamenti e vantaggio in OS 

Thai et al, Lancet 2021 Reck et al, JCO 2021



2 Mondi, 2 Rivoluzioni nel NSCLC
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oncogene-addicted
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Resistenza 
Nuovi Target

Beneficio in 
circa il 20-
30% a lungo 
termine



ADC in lung cancer

Adapted from Linardou H, WCLC 2023



ADC in lung cancer

Desai et al, Lung Cancer 2022



ADC in lung cancer

Passaro et al, JCO 2023



NSCLC HER2 mutato (circa 2%): 

Trastuzumab Deruxtecan – Destiny Lung 01

Li et al, N Engl J Med 2021



NSCLC HER2 mutato (circa 2%): 

Trastuzumab Deruxtecan - Destiny Lung 02

Janne et al, WCLC 2023 and Goto et al, JCO 2023



NSCLC HER2 mutato (circa 2%): 

Trastuzumab Deruxtecan - Destiny Lung 02

Janne et al, WCLC 2023 and Goto et al, JCO 2023



NSCLC HER2 mutato (circa 2%): 

Trastuzumab Deruxtecan - Destiny Lung 04
• F, 61 anni

• Dicembre 2022: diagnosi di adenocarcinoma polmonare stadio IV (polmone, linfonodi, osso, encefalo) 

• NGS: HER2 mut. Esone 20 

• 13/02/2023 avvia trastuzumab deruxtecan (studio Destiny-Lung04) 

• 28/03/2023 TC dopo 2 cicli: PR; neutropenia G2, nausea e vomito G1, astenia G1

• 12/09/2023 TC dopo 10 cicli: ulteriore PR

Basale 7/02/2023 Prima rivalutazione 28/03/2023 Attuale 12/09/2023



Osimertinib resistance in first-line
EGFR mutated NSCLC

Leonetti et al, Br J Cancer 2019



Investigational Treatment 
Strategies to Overcome Osimertinib-Resistance  

Adapted from Recondo ASCO 2022



NSCLC EGFR mutato dopo TKI

Patritumab Deruxtecan – HERTENA Lung 01

Yu et al, WCLC 2023 and JCO 2023



NSCLC EGFR mutato dopo TKI

Patritumab Deruxtecan – HERTENA Lung 01

Yu et al, WCLC 2023 and JCO 2023

Toxicity: chemo-like AEs, haematological early and transient, 45.3% Gr ≥3 TEAEs, but low discontinuation rate 
(7%), managed with dose interruption and relatively low ILD rate (5.3%)



NSCLC EGFR mutato dopo TKI

Patritumab Deruxtecan – HERTENA Lung 01 e 02

Hertena Lung 01 Hertena Lung 02

Basale 14/07/2023 Dopo 2 cicli 5/09/2023

M, 72 anni, in PD dopo 12 mesi di 
Osimertinib, Met non amplificato



Anti-MET Telisotuzumab Vedotin

Luminosity Trial

Camidge et al, ASCO 2022



Anti-MET Telisotuzumab Vedotin

Luminosity Trial

⚫ 75 anni ex-fumatore

⚫ Maggio 2020: diagnosi di ADK T2N2 multistazione 
PDL1 5%, MET amplificato

⚫ CT-RT e durvalumab

⚫ In corso di durvalumab comparsa di adenopatia 
LC sx e PD polmonare

⚫ Arruolato studio Luminosity

⚫ 23.9.21: inizio telisotuzumab vedotin

⚫ RP polmone e RC su N

⚫ Terapia in corso, ben tollerata salvo parestesie G2



Anti-TROP2 in NSCLC

Adapted from Linardou H, WCLC 2023



Anti-TROP2 in NSCLC

Waqar et al, WCLC 2023



Anti-TROP2 combo in NSCLC

Adapted from Linardou H, WCLC 2023



Anti-B7-H3 in SCLC

Johson et al, WCLC 2023; adapted from Linardou WCLC 2023



ADC in lung cancer: 
main ongoing trials

Passaro et al, JCO 2023



Passaro et al, JCO 2023

ADC in lung cancer: 
main ongoing trials



ADC in lung cancer: conclusions

• ADCs for lung cancer treatment have demonstrated encouraging results

• Several target (HER2, HER3, TROP2, c-MET, CEACAM5, B7-H3) have been 
evaluated with their specific ADCs

• Some ADCs could be represent the next standard of care in different 
settings in the of NSCLC

• Promising results have been obtained also in SCLC

• Other target antigens of interest are under investigation with novel 
ADCs currently in early phase clinical trials

• Appropriate patient selection and drug development approaches will 
help improve toxicity profiles, as well as strategies to overcome acquired 
ADC resistance



Grazie per l’attenzione

marcello.tiseo@unipr.it
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