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Antibody-Drug Conjugates: New kids on the block 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Antibody-Drug Conjugates<br />Mechanism 1: mAB engagement of cell surface antigen
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ADCs: MECHANISM OF ACTION
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Human Epidermal Growth Factor Receptor 2 (HER2) in NSCLC
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Targeting HER2 in NSCLC
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Trastuzumab deruxtecan in HER2 mutation positive NSCLC ïDESTINY-Lung01
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DESTINY-Lung02 
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Destiny-Lung02 Safety

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



K. Vermaelen

Selected ADC targets in NSCLC (excluding HER2)
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Selected ADC targets in NSCLC (excluding HER2)
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DAPOTAMAB-DERUXTECAN
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Selected ADC targets in NSCLC (excluding HER2)
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TROPION-Lung02: PHASE 1b STUDY
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Selected ADC targets in NSCLC (excluding HER2)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

TROPION-Lung02: PHASE 1b STUDY



K. Vermaelen

Selected ADC targets in NSCLC (excluding HER2)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

TROPION-Lung02: PHASE 1b STUDY
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ANTIBODY-DRUG CONJUGATES
CONCLUSIONS

ÅADCs are emerging as a new systemic treatment modality in 

NSCLC

Ålots of ñtweaksò possible in terms of target choice, linker, chemo-

payload

Åopens up a treasure chest of new potential targets

ÅTROP2-DX still has to demonstrate a clear benefit vs SOC (tox!)



IMMUNOTHERAPY 1st LINE 
METASTATIC NSCLC
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CheckMate 9LA NIVO + IPI + chemo vs chemo in 1L metastatic NSCLC: 4-year clinical update

Database lock: February 13, 2023; minimum/median follow -up for OS: 47.9/54.5 months.

Figure reproduced from Paz-Ares L, et al. Lancet Oncol 2021;22:198ð211, with permission from Elsevier.
aDetermined by the PD-L1 IHC 28-8 pharmDx assay (Dako). bPatients unevaluable for PD-L1 were stratified to PD -L1 < 1% and capped to 10% of all randomized patients. cNSQ: pemetrexed + 

cisplatin or carboplatin; SQ: paclitaxel + carboplatin. dHierarchically statistically tested. BICR, blinded independent central review; IHC, immunohistochemistry; Q3W, every 3 weeks; 

Q6W, every 6 weeks; R, randomized; SQ, squamous.

Key eligibility criteria

ÅStage IV or recurrent NSCLC

ÅNo prior systemic therapy

ÅNo sensitizing EGFR mutations 

or known ALKalterations 

ÅECOG PS 0 or 1

Stratified by 
PD-L1a (< 1%b vs Ó 1%), 

sex, and histology (SQ vs NSQ)

NIVO360 mg Q3W +IPI 1 mg/kg Q6W

+

Chemoc Q3W(2 cycles )

R

1:1

n = 358

n = 361

Chemoc Q3W (4 cycles )
with optional pemetrexed maintenance (NSQ)

Primary endpoint 

ÅOS 

Until disease 

progression, 

unacceptable 

toxicity, 

or for 2 years 

for immunotherapy

Secondary endpoints 

ÅPFSby BICRd

ÅORR by BICRd

ÅEfficacy by tumor PD-L1 expression

N = 719

Exploratory analyses

ÅOS by tumor histologic subtype

CHECMATE 9LA 4-YEAR UPDATE



CheckMate 9LA NIVO + IPI + chemo vs chemo in 1L metastatic NSCLC: 4-year clinical update

Figure 2. OS in all randomized patients 
and in subgroups by PD -L1 expression or histology

A.  All randomized
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CheckMate 9LA NIVO + IPI + chemo vs chemo in 1L metastatic NSCLC: 4-year clinical update

Figure 2. OS in all randomized patients 
and in subgroups by PD -L1 expression or histology

Database lock: February 13, 2023; minimum/median follow -up for OS: 47.9/54.5 months.

95% CIs for NIVO + IPI + chemo and chemo, respectively: a13.9ð19.7 and 9.5ð12.7; b17ð25 and 12ð20; c13.7ð20.3 and 7.7ð13.5; d16ð30 and 8ð20; e13.8ð22.2 and 9.5ð13.2; f16ð27 and 11ð22; 
g13.1ð19.3 and 7.2ð11.6; h13ð28 and 5ð16; i14.1ð20.7 and 9.9ð13.9; j17ð27 and 14ð24.
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HR (95% CI) 0.66 (0.50ð0.86)
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C.  PD-L1 Ó 1%
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Chemo
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Median OS,g mo 14.5 9.1 
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CheckMate 9LA NIVO + IPI + chemo vs chemo in 1L metastatic NSCLC: 4-year clinical update

Figure 4. Efficacy in patients who 
discontinued NIVO + IPI + chemo due to TRAEsa

Database lock: February 13, 2023; minimum/median follow -up for OS: 47.9/54.5 months.
aPost hoc analysis includes patients with TRAEs (reported between first dose and 30 days after the last dose of study treatment) le ading to the discontinuation of all components of study 

treatment. b95% CIs for patients who discontinued due to TRAEs and all randomized, respectively: 29ð53 and 17ð25.
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TORIPALIMAB ANTI-PD1: MORE OF THE SAME?
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TORIPALIMAB ANTI-PD1: MORE OF THE SAME?



Chemotherapy +/- PD-(L)1
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IO in METASTATIC NSCLC ASCO 2023 UPDATE
CONCLUSIONS

Åipi/nivo + 2 cycles chemo continues to show OS benefit vs chemo 

in 1st line, regardless of
Å histology

Å PD-L1 status

Åtoripalimab a new made-in-China PD1 blocker shows phase 3 

efficacy in combination with chemo, vs chemo
Å PD-L1 does not enrich for higher treatment benefit



EGFR TKI 1st LINE METASTATIC 
NSCLC
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ZORIFERTINIB: A SUCCESSOR TO OSIMERTINIB?
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ZORIFERTINIB: A SUCCESSOR TO OSIMERTINIB?
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CAN ADDITION OF CHEMOTHERAPY PREVENT 
EMERGENCE OF RESISTANCE TO EGFR TKI?

JCOG1404: ñEGFR TKI + INSERTED CIS-PEMò
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JCOG1404/WJOG8214L study design (revised)
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Progression-free survival (ITT)
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