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Emerging ADC Targets in NSCLC

Passaro et al. J Clin Oncol. 2023.
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ADC Strategies:
Ubiquitous Target vs Biomarker Selected

Makawita et al ASCO Education Book. Vol 40. 2020

Target Biomarker Expression 
Characteristics

(1)Present/Absent

(2)High/Low Expression Level

(3)Heterogeneous?

(4)Impacted by Prior Therapy?
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CEACAM5 as a potential therapeutic target in solid 
tumors

CEACAM5 (eg CEA) is a cell surface 
glycoprotein, overexpression in epithelial 
cancers relative to healthy tissues

Hammarström, Seminars in Cancer Biology, 1999; Tchoupa et al. Cell 
Communications and Signaling, 2014 
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Tusamitamab ravtansine:
A CEACAM5 ADC

Ricordel et al ASCO 2022

Humanized CEACAM5 Antibody

Cleavable Linker

Ravtansine (DM4) Payload 
(tubule polymerization inhibitor

+

+
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Tusamitamab ravtansine for CEACAM5+ Nonsquamous NSCLC
NCT02187848, a Phase I/2 Study

Ricordel et al ASCO 2022
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Gazzah et al J Clin Oncol 2020 38(15 suppl):Abs. 9505. 
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Tusamitamab Ravtansine: 
Radiographic Response Rates

Gazzah et al J Clin Oncol 2020 38(15 suppl):Abs. 9505. 
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Gazzah et al J Clin Oncol 2020 38(15 suppl):Abs. 9505. 
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Treatment Emergent Adverse Events

Microcystic corneal dystrophy
• Non-inflammatory corneal deposits
• Most commonly occurs in the 1st 4 cycles 

of treatment
• Treatment with dose modification and 

topical steroids
• Only 1.1% require permanent treatment 

continuation

Gazzah et al J Clin Oncol 2020 38(15 suppl):Abs. 9505. 



11

Safety in Longer-Term (12 months+) Treated Patients

Ricordel et al ASCO 2022

Efficacy Outcomes, Longer-Term Treated Patients

For patients with NSQ NSCLC with a confirmed PR (n=15), 
47% had maintained PR at 1 year treatment

Safety Outcomes, Longer-Term Treated Patients (n=11)

72.7% had keratitis or keratopathy (36.4% Grade 3+)

7 of 11 patients had dose modification due to this AE, no 
patients require treatment discontinuation
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CARMEN-LC03, A phase 3 study of tusamitamab 
ravtansine vs docetaxel
CEACAM5+ Nonsquamous NSCLC, prior platinum-based chemotherapy and ICI therapy
(CEACAM5+ defined as 2+ in ≥50% of tumor cell population) 

Primary Endpoints:  PFS (IRC) and OS
Secondary Endpoints: ORR (IRC), AEs, duration response, time to deterioration in symptoms/function

Johnson et al. ASCO 2020 TPS9625
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Teliso-V: 
MET-ADC Therapy in NSCLC

Humanized c MET Antibody

Cleavable Linker

MMAE Payload

+

+

Camidge et al.  ASCO 2022 #9016
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LUMINOSITY: Teliso-V Monotherapy

Camidge et al.  ASCO 2022 #9016
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Camidge et al.  ASCO 2022 #9016

LUMINOSITY: Teliso-V Monotherapy
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Camidge et al.  ASCO 2022 #9016

LUMINOSITY: Teliso-V Monotherapy
Nonsquamous, EGFR wild-type cohort

Median DOR 6.9 months
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Teliso-V Monotherapy
Adverse Events

Treatment discontinuation rate for adverse events: 33%

6.6% Pneumonitis
2.2% Grade 3+
One case of fatal pneumonitis

Camidge et al.  ASCO 2022 #9016
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How to Define “MET Positive”?

INSIGHT 2: Osimertinib + Tepotinib Screening Data
35% amplified (FISH or NGS defined)

Teliso-V Prescreening
25-37% MET overexpression

Mazieres et al ESMO 2022 LBA52; Motwani et al JTO 2021
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Teliso-V + Osimertinib for MET+ Osimertinib 
REsistance

Goldman et al. ASCO 2022 #9013
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Teliso-V + Osimertinib for 
MET+ Osimertinib Resistance

23% had > 6 months since prior 
osimertinib treatment

By eligibility criteria, all with fairly 
high level cMET expression

Goldman et al. ASCO 2022 #9013
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ORR 58%

MET High ORR 50%
MET Int ORR 63%

Osimertinib in 
immediate prior 
regimen?

Yes:  ORR 50%
No: ORR 64%

Goldman et al. ASCO 2022 #9013

Teliso-V + Osimertinib for MET+ Osimertinib Resistance
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Adverse Events, 
Teliso-V + Osimertinib

Goldman et al. ASCO 2022 #9013
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Targeting MET at EGFR TKI Resistance

MET-ADC Therapy

EGFR-MET 
Bispecfics

MET TKIs

Teliso-V + Osimertinib
Biomarker: MET IHC High 
Response Rate in Biomarker “Positive”: ORR 58%, n = 19  

Tepotinib, Capmatinib, or Savolitinib + Osimertinib
Biomarker (INSIGHT 2): NGS or FISH status
Response Rate in Biomarker “Positive”: 50-54.5%, n = 16-22

Amivantamab + Lazertinib
Biomarker: MET IHC High
Response Rate in Biomarker “Positive”: ORR 61%, n = 28 

Mazieres et al ESMO 2022 LBA52; Goldman et al ASCO 2022 #9013; Besse et al ASCO 2023 #9013 
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Take Aways
• Novel ADC targets continue to demonstrate activity in advanced/metastatic NSCLC
• CEACAM5 and MET-targeted ADCs are active in biomarker-selected populations
• Optimal strategies to screen patients in clinical practice for ADC-targets are needed


