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• Treatment options for NSCLC include surgery, chemotherapy, 
radiotherapy, immunotherapy, targeted therapies. 



Approximately one third of patients with NSCLC harbor EGFR mutations, whereas 5% harbor ALK 
rearrangements. 
For patients harboring EGFR mutations, osimertinib is the preferred first-line treatment 
However, resistance invariably occurs and disease progression is observed after a median of 19 months.



In the first-line setting, only about 30% to 60% of patients achieve 
objective response to immune therapy alone or combined with 
chemotherapy



Antibody-drug conjugates

• ADCs are immuno-conjugates 

• combine the tumour targeting ability of monoclonal antibodies with 
cytotoxic agents

• “magic bullet”: drugs that go straight to their intended cell-structural 
targets



Three essential components:
(i) an antibody that 
binds a tumor-
associated antigen

(ii) a cytotoxic payload 

(iii) A connecting 
linker

Combine the specificity of monoclonal antibodies with the potent cytotoxic 
effects of low molecular-weight agents



(i) The antibody

• Recognises and binds to specific antigens on the surface

 of cancer cells (eg: HER2, TROP2)

• Highly specific – recognise tumour specific antigens that are over-

expressed in cancer cells. 

• Most ADCs use IgG (especially IgG1 and IgG4) 

- excellent solubility and higher affinity for Fcγ receptors 
- helps pH-dependent cycling, 

- avoiding degradation ----> longer plasma half-life 



(ii) The linker 
• Bridge the antibody and the cytotoxic drug. 

• ADCs stability and payload release determinant

➢In plasma – highly stable : prevents non specific release 

➢On internalisation – release of cytotoxic drug
Non-cleavable linkers: 
- stability in systemic circulation, 
- minimal cleavage in plasma. 
- Broader safety margin 

Cleavable linkers: 
- degrade in the tumour micro-environment 

or in response to specific enzymes or 
reducing agents within cells

- ? potential increased toxicity.



Linkers 
Chemical cleable 
linkers 

Enzymatic cleable 
linkers 

Eg: Hydrazone 
and disulfide 
bonds

Eg: glucuronic 
acid bonds and 
peptide bonds

Hydrazone 
cleaved by 
lysosome pH 4.8 
and endosome pH 
5.5–6.2 conditions 

- amino acids 
bonds released 
through the 
enzymatic 
hydrolysis by 
proteases

Disulphide 
sensitive to the 
concentration of 
reducing 
glutathione (GSH



(iii) The cytotoxic payload

• The principal therapeutic effector for inducing tumour 

cell death, often too toxic to be administered in systemic 

form 

❖ microtubule inhibitors 

❖ DNA-damaging compounds : calicheamicin and duocarmycin analogues

❖ Type I topoisomerase inhibitors

❖ Immune-modulating agents and protease-targeting payloads (in 
pipeline)



(iii) The cytotoxic payload - DAR

• Drug Antibody Ratio: the average number of drug molecules linked to 
each antibody

• Higher DAR values - enhances the cytotoxicity of each ADC molecule 

• Excessively high DAR - uncontrolled release of drug loads - nonspecific 
toxicity to normal cells 

• Typical DAR value - 3 to 6 

Benefit of cytotoxic payload: potent drugs can be precisely delivered – even small 
amounts can kill targeted cancer cells 
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Antibody drug conjugates in lung cancer: 



(I) Human epidermal growth factor receptor 2, 
(HER-2)

• EGFR tyrosine kinase family - facilitates tumour cell proliferation, 
cellular survival, metastasis, and invasion in lung cancer 

• In NSCLC, the incidences of HER2 overexpression  : 7.7%-23%,

           HER2 amplification     : 2%-22%

 HER2 mutation            : 1%-6.7%

• exon-20 insertions account for 90% of HER2 mutations

• associated with female sex, never-smoking history, and a poor 
prognosis, as well as with a slightly younger age and higher incidence 
of brain metastases



• Current first-line treatment options for patients with HER2-mutant 
(HER2m) NSCLC  - chemotherapy and/or immunotherapy

            - limited efficacy in the second-line setting.



(Ia) Transtuzumab deruxtecan

• The first ADC authorized for clinical application in NSCLC (2022)

Rs 1,40,000/ 100 mg 

DESTINY-Lung01 T-DXd 6.4 mg/kg in patients with HER2m 
mNSCLC : cORR, 54.9% [50/91])

Rate of adjudicated drug-related 
interstitial lung disease (ILD) - 26.4% 
(24/91)

DESTINY-Lung02 Efficacy and safety of T-DXd 5.4 mg/kg 
and 6.4 mg/kg - assessed in patients with 
previously treated HER2m mNSCLC



Jänne PA, Goto Y, Kubo T, et al. Final analysis results and patient-reported outcomes from DESTINY-Lung02—a dose- blinded, randomized, phase 2 study of trastuzumab deruxtecan in 
patients with HER2-mutant metastatic NSCLC. J Thorac Oncol 

Destiny-Lung 02 Randomized, multi-center, dose- blinded, two-cohort, phase 2 study (March 19, 2021, and March 24, 
2022)

ELIGIBILITY • Pathologically documented mNSCLC with a known activating HER2 mutation documented from an 
archival or fresh biopsy tumor tissue sample by certified local laboratory assessment

• Received at least one prior anticancer (including platinum-based chemotherapy
• Had at least one measurable lesion by BICR per RECIST v.1.1. 
• Patients with stable brain metastases (asymptomatic and not requiring corticosteroids or 

anticonvulsants) were eligible.

EXCLUSION • A known driver mutation in the EGFR, BRAF, or MET exon 14 gene or a known ALK, ROS1, RET, or 
NTRK fusion; 

• Clinically active brain metastases (untreated, symptomatic, or requiring corticosteroids or 
anticonvulsants)

• history of non-infectious ILD requiring steroids or current or suspected ILD

Intervention 152 patients, randomly assigned 2:1 to receive T-DXd 5.4 mg/kg or 6.4 mg/kg, administered 
intravenously once every 3 weeks. 
Two dose reductions were permitted in each arm; thereafter, patients were withdrawn from the study if 
further toxicity occurred that met the requirement for dose reduction

End-points The primary efficacy end point was cORR, (sum of complete response (CR) and partial response (PR) 
rates, assessed by BICR )
 Secondary efficacy end points -  cORR based on investigator assessment,  duration of response (DOR), 
disease control rate (DCR), progression-free survival (PFS), and overall survival (OS)



Jänne PA, Goto Y, Kubo T, et al. Final analysis results and patient-reported 
outcomes from DESTINY-Lung02—a dose- blinded, randomized, phase 2 study 
of trastuzumab deruxtecan in patients with HER2-mutant metastatic NSCLC. J 

Thorac Oncol



Jänne PA, Goto Y, Kubo T, et al. Final analysis results and patient-reported outcomes from DESTINY-Lung02—a dose- blinded, randomized, phase 2 study of 
trastuzumab deruxtecan in patients with HER2-mutant metastatic NSCLC. J Thorac Oncol

Benchmark ORR : 266.4% - the upper limit of the 95% CI (ORR, 
22.9%; 95% CI, 19.7 to 26.4%) in the ramucirumab plus docetaxel 
arm of the REVEL trial, - second-line treatment for patients with 

advanced NSCLC after platinum-based therapy









Adv: 

• The primary end point of confirmed ORR by BICR was met and 
exceeded the statistical hypothesis

• Responses were consistent regardless of HER2 mutation type and 
amplification status and presence or absence of baseline CNS 
metastases and prior treatment.

• More favorable benefit/risk profile observed with T-DXd 5.4 mg/kg

• FDA approved T-DXd 5.4mg/kg for previously treatedHER2m mNSCLC. 

• Lack of a comparator arm? 





(Ib) Trastuzumab Emtansine, T-DM1

• First ADC to be used in the treatment of solid tumors.

• Robust efficacy with mild toxicity for HER2-overexpressing or HER2-
amplified breast cancer -approved for its treatment 

• Currently ”under investigation” for non-small cell lung cancer (NSCLC



ELIGIBILITY • Histologically or cytologically confirmed adenocarcinoma of the lung at stage III or IV or 
postoperative recurrence that tested positive for HER2 exon-20 insertion mutations; 

• history of treatment with one or two chemotherapeutic lines, with the exception of 
monotherapy with an immune checkpoint inhibitor; 

• ECOG status of 0-2 
• Adequate organ function including a left ventricular ejection fraction of 50%. 
• A lesion that was measurable as per Response Evaluation Criteria in Solid Tumours 

(version 1.1) was required for evaluation of response.

EXCLUSION History of treatment with HER2 inhibitors including trastuzumab, pertuzumab, afatinib or 
dacomitinib, and evidence of other driver oncogenic alterations in EGFR, ALK, ROS1, BRAF, 
RET, MET or NTRK genes

Intervention 22 patients, T-DM1 (3.6 mg/kg) was administered by intravenous infusion every 21 days 
until disease progression, unacceptable toxicity or withdrawal of consent.

End-points Primary end-point - investigator- assessed ORR, defined as the proportion of per-protocol 
patients for whom the best response was a complete or partial response.
Secondary end-points were PFS, overall survival (OS), duration of response and safety 

Iwama E, Zenke Y, Sugawara S, Daga H, et al Trastuzumab emtansine for patients with non-small cell lung cancer positive for human epidermal growth factor receptor 2 exon-20 
insertion mutations. Eur J Cancer. 2022 Feb;162:99-106. 



All patients included in the efficacy analysis (n = 21) had 
discontinued the protocol treatment as a result of progressive 
disease (n = 19) or unacceptable toxicity (n = 2) by the date 
for data cut-off (26th February 2021)

Median follow-up time 8.0 months (range : 0.3 - 24.7 months

Median number of cycles of T-DM1 2.5 (range: 1 to 15 cycles).

Reduction in tumor size from baseline 11 patients (PR in 8 and SD in 3)

ORR 38.1% (90% CI, 23.0- 55.9%, P 0.2091)

Disease control rate 52.4% (90% CI, 35.2- 69.0%)

Median duration of response 3.5 months (95% CI, 2.7-6.5 months)

Median PFS 2.8 months (95% CI, 1.4-4.4 months)

Median OS 8.1 months (95% CI, 3.5-13.2 months) 

Iwama E, Zenke Y, Sugawara S, Daga H, et al Trastuzumab emtansine for patients with non-
small cell lung cancer positive for human epidermal growth factor receptor 2 exon-20 

insertion mutations. Eur J Cancer. 2022 Feb;162:99-106. 



T-deruxtecan vs T- emtasine

Both bind to HER2 on the surface of malignant tumour cells expressing the receptor and are internalised into 
early endosomes and then transferred to lysosomes. 

T-DXd payload is liberated by lysosomal enzymes such 
as cathepsins that are upregulated in the tumour 
microenvironment 

T-DM1 releases its cytotoxic payload after its 
degradation in lysosomes

DAR : 8 3.5

T-DXd payload capable of permeating membranes- 
cytotoxic effect to neighbouring tumour cells 

ORR: 50 (95% CI: 39.0 to 59.1) 38.1% (90% CI, 23.0- 55.9%)

PFS: 10 months 2.8 months 



 (II) Trophoblast surface antigen 2 
TROP-2

• Transmembrane glycoprotein initially identified in trophoblast cells. 

• Highly expressed in epithelial cancers such as lung adenocarcinoma, is 
associated with an aggressive oncogenic phenotype. 

• Sacituzumab govitecan : selectively delivers topoisomerase I inhibitor 
SN-38, an active metabolite of irinotecan, to cancer cells and the 
surrounding tumor microenvironment



Paz-Ares LG, Juan-Vidal O, Mountzios GS, et al. Sacituzumab Govitecan Versus Docetaxel for Previously Treated Advanced or Metastatic Non-Small Cell Lung Cancer: The Randomized, 
Open-Label Phase III EVOKE-01 Study. J Clin Oncol. 2024 Aug 20

EVOKE-01 trial a global, randomized, open-label, phase III study of SG versus docetaxel in advanced or 
metastatic NSCLC

ELIGIBILITY • Age 18 years and older with pathologically documented NSCLC and measurable stage 
IV disease that progressed after platinum-based chemotherapy in combination or 
sequential with an anti–PD-(L)1–containing regimen.

• Must have received treatment with ≥ one appropriate tyrosine kinase inhibitor (TKI), 
reflecting standard clinical practice. EGFR, ALK, and PD-L1 status were required before 
enrollment.

•  Patients with stable, previously treated brain metastases (prednisone ≤10 mg 
maximum per day or equivalent and neurologic symptoms returned to baseline for ≥4 
weeks) were also eligible.

Intervention From December 2013 to March 2016, 603 patients 
Randomly assigned (1:1) with stratification receive one 10 mg/kg intravenous infusion of 
SG (n=299) on days 1 and 8 or one 75 mg/m2 intravenous infusion of docetaxel (n=304) on 
day 1 of every 21-day cycle.

End-points The primary end point was overall survival (OS). 
Secondary efficacy end points were investigator-assessed progression-free survival (PFS), 
ORR (percentage of patients with confirmed CR or PR), DoR, disease control rate 





Comparator Standard of Care:
REVEL study, OS for docetaxel 
(median, 9.1 months; HR, 0.86 
[95% CI, 0.75 to 0.98]

At the protocol-specified primary analysis, the study did not meet statistical 
significance for the primary end point of OS.
(powered to detect a hazard ratio (HR) of 0.7 for SG versus docetaxel at the 
one-sided alpha of .025)









SG vs Docetaxel

• Trend towards benefit with SG : 

 (i) At 12 months, the OS rate for patients with SG was 
approximately 10% higher than with docetaxel, 

 (ii)  incidence of high-grade TEAEs and TEAEs leading to dis 
continuation were lower with SG than docetaxel

• Benefit seen in both squamous and non-squamous histologies 

• Among those previously treated with anti–PD-(L) 1 : 

3.5-month OS improvement was observed favoring SG over docetaxel, 
with 25% reduction in risk of death in patients who were 
nonresponsive to their last anti–PD-(L) 1–containing regimen. 



(IIb) Datopotamab deruxtecan

• Consists of a TROP2-targeting antibody – datopotamab – conjugated 
to deruxtecan, an exatecan derivative topoisomerase I inhibitor, via a 
stable tetrapeptide-based cleavable linker





Ahn MJ, Tanaka K, Paz-Ares L, Cornelissen R, et al TROPION-Lung01 Trial Investigators. Datopotamab Deruxtecan Versus Docetaxel for Previously Treated Advanced or 
Metastatic Non-Small Cell Lung Cancer: The Randomized, Open-Label Phase III TROPION-Lung01 Study. J Clin Oncol. 2025 Jan 20;43(3):260-272. 

TROPION-Lung01 randomized, open-label, global phase III study for Dato-DXd versus docetaxel in patients 
with advanced/ metastatic NSCLC

ELIGIBILITY • Age 18 years and older with stage IIIB/C or IV NSCLC. 
• Patients without actionable genomic alterations must have only received platinum-

based chemotherapy and anti–PD-1/PD-L1 immunotherapy.
• Patients with protocol-specified actionable genomic alterations (EGFR, ALK, ROS1, 

NTRK, BRAF, MET exon14skipping,orRET) must have received one to two lines of 
targeted therapy and platinum-based chemotherapy, with or without anti–PD-1/PD-L1.

• Patients with inactive or treated asymptomatic brain metastases.

Exclusion • Current or suspected diagnosis or history of interstitial lung disease (ILD) requiring 
steroids.

Intervention February 17, 2021, and November 7, 2022
Patients were randomly assigned 1:1 (stratified by histology, actionable genomic alteration 
status, geographic region, and immediate previous therapy with anti–PD-1/PD-L1) to 
receive Dato-DXd 6 mg/kg (299 patients) or docetaxel 75 mg/m2 (305 patients)  
intravenously once every 3 weeks until disease progression,

End-points The dual primary end points were progression-free survival (PFS) and overall survival (OS). 
Objective response rate (ORR), duration of response (DOR), and safety were secondary 
end points. 



Ahn MJ, Tanaka K, Paz-Ares L, Cornelissen R, et al TROPION-Lung01 Trial Investigators. Datopotamab Deruxtecan Versus Docetaxel for Previously Treated Advanced or 
Metastatic Non-Small Cell Lung Cancer: The Randomized, Open-Label Phase III TROPION-Lung01 Study. J Clin Oncol. 2025 Jan 20;43(3):260-272. 







Ahn MJ, Tanaka K, Paz-Ares L, Cornelissen R, et al TROPION-Lung01 Trial Investigators. Datopotamab Deruxtecan Versus Docetaxel for Previously Treated Advanced or 
Metastatic Non-Small Cell Lung Cancer: The Randomized, Open-Label Phase III TROPION-Lung01 Study. J Clin Oncol. 2025 Jan 20;43(3):260-272. 



Ahn MJ, Tanaka K, Paz-Ares L, Cornelissen R, et al TROPION-Lung01 Trial Investigators. Datopotamab Deruxtecan Versus Docetaxel for Previously Treated Advanced or 
Metastatic Non-Small Cell Lung Cancer: The Randomized, Open-Label Phase III TROPION-Lung01 Study. J Clin Oncol. 2025 Jan 20;43(3):260-272. 



TROPION-Lung01

• PFS showed a statistically significant improvement for Dato-DXd over 
docetaxel in patients with pre-treated advanced/metastatic NSCLC. 

• In patients with non-squamous histology, PFS with Dato-DXd was 
superior to what was seen with docetaxel. 

• OS, did not reach statistical significance in the full analysis set.

• In non-squamous NSCLC, patients with and without actionable 
genomic alterations had better PFS, OS with Dato-DXd. 





(IV) Telisotuzumab vedotin

• MET proto-oncogene encodes the c-Met protein (also known as MET 
protein and proliferation, survival, and angiogenesis

• C-MET protein overexpression: 25%-39% of patients with NSCLC

• Telisotuzumab vedotin: the monoclonal antibody telisotuzumab 
conjugated to the microtubule inhibitor monomethyl auristatin E 
(MMAE) via a cleavable di-peptide linker



On 14 May 2025, telisotuzumab vedotin received accelerated approval in 
the USA for the treatment of adult patients with locally advanced or 
metastatic non-squamous NSCLC with high c-Met protein overexpression 
[≥ 50% of tumour cells with strong (3+) staining], as determined by an 
FDA-approved test, who have received a prior systemic therapy



LUMINOSITY A phase II, multicenter, nonrandomized, two-stage study
Stage I enrolled patients into three cohorts defined by histology and EGFR mutation status:
 (1) c-Met protein-overexpressing, nonsquamous EGFR-wildtype NSCLC,
 (2) c-Met protein-overexpressing, nonsquamous EGFR-mutant NSCLC, and
 (3) c-Met protein-overexpressing squamous NSCLC. 
Patients with c-Met protein-overexpressing, nonsquamous EGFR-wildtype were enrolled in stage II.

ELIGIBILITY • Adults (age ≥18 years) with locally advanced/metastatic, c-Met protein–overexpressing, 
nonsquamous NSCLC with known EGFR status or squamous cell NSCLC were enrolled.

• c-Met protein–overexpressing, nonsquamous EGFR wildtype NSCLC was required for stage II. 
• ECOG status 0-1, measurable disease per RECIST v1.1, and ≤2 lines of previous systemic therapy 

in the locally advanced/metastatic setting, including cytotoxic chemo therapy (maximum one 
line), immunotherapy, and therapy targeting driver gene alterations (if eligible).

EXCLUSION History of interstitial lung disease (ILD) or pneumonitis that required systemic steroid treatment

Intervention Teliso-V dosed at 1.9 mg/kg IV once every 2 weeks in stages I and II.

End-points The primary end point was overall response rate (ORR)
Sec ondary end points were duration of response (DOR), disease control rate (DCR; per RECIST 
v1.1), progression-free sur vival (PFS), and overall survival (OS). 



Camidge DR, Bar J, Horinouchi H, et alTelisotuzumab Vedotin Monotherapy in Patients With Previously Treated c-Met Protein-Overexpressing Advanced 
Nonsquamous EGFR-Wildtype Non-Small Cell Lung Cancer in the Phase II LUMINOSITY Trial. J Clin Oncol. 2024 Sep 1;42(25):3000-3011..



• The aim was to identify the population best suited for Teliso-V in the 
second or third line (stage I) and to further assess the efficacy and 
safety in the selected population (stage II).

• The c-Met protein–overexpressing, nonsquamous EGFR-wildtype 
NSCLC population was selected for further evaluation in stage II.

(overexpression : ≥ 25 % of tumor cells with membrane staining at 3+ 
intensity)

Camidge DR, Bar J, Horinouchi H, et alTelisotuzumab Vedotin Monotherapy in Patients With Previously Treated c-Met Protein-Overexpressing Advanced 
Nonsquamous EGFR-Wildtype Non-Small Cell Lung Cancer in the Phase II LUMINOSITY Trial. J Clin Oncol. 2024 Sep 1;42(25):3000-3011..



• The non-squamous EGFR-wildtype NSCLC cohort met protocol-
specified criteria for expansion at Interim Analysis 3 .

• The squamous and nonsquamous EGFR-mutant cohorts met protocol-
specified criteria for futility at Interim Analyses 3 and 4,respectively. 





Camidge DR, Bar J, Horinouchi H, et alTelisotuzumab Vedotin Monotherapy in Patients With Previously Treated c-Met Protein-Overexpressing Advanced 
Nonsquamous EGFR-Wildtype Non-Small Cell Lung Cancer in the Phase II LUMINOSITY Trial. J Clin Oncol. 2024 Sep 1;42(25):3000-3011..



• Highest ORR - patients with c-Met protein–overexpressing, non-
squamous EGFR-wild type NSCLC. 

• Contrasts with studies evaluating ADCs targeting trophoblast antigen 
2 (TROP2) in NSCLC, where TROP2 expression was not predictive of 
response

• DCR, PFS, and OS were comparable between c-Met high, c-Met 
interme diate, and c-Met total overexpression - Teliso-V efficacious in 
patients with c-Met protein–overexpressing tumors regardless of the 
level of expression.

Camidge DR, Bar J, Horinouchi H, et alTelisotuzumab Vedotin Monotherapy in Patients With Previously Treated c-Met Protein-Overexpressing Advanced 
Nonsquamous EGFR-Wildtype Non-Small Cell Lung Cancer in the Phase II LUMINOSITY Trial. J Clin Oncol. 2024 Sep 1;42(25):3000-3011..



Study Setting Result

LUME-Lung 1 Docetaxel with or without nintedanib 
in patients whose NSCLC progressed 
after first-line chemotherapy

ORR per ICR was 4.7 % for docetaxel 
plus nintedanib and 3.6% for 
docetaxel plus placebo

REVEL trial Docetaxel with or without 
Ramucirumab 

ORR 21.9% (95%CI,18.3 to 26.0) for 
docetaxel plus ramucirumab and 
14.5% (95%CI,11.4 to 18.2) for 
docetaxel plus placebo

CheckMate 057 NSCLC that had progressed during or 
after platinum-based doublet 
chemotherapy :  nivolumab vs 
docetaxel

OS at 18 months was 39% (95% CI, 34 
to 45) with nivolumab versus 23% 
(95% CI, 19 to 28) with docetaxel.





On 14 May 2025, telisotuzumab vedotin received accelerated approval in 
the USA for the treatment of adult patients with locally advanced or 
metastatic non-squamous NSCLC with high c-Met protein overexpression 
[≥ 50% of tumour cells with strong (3+) staining], as determined by an 
FDA-approved test, who have received a prior systemic therapy



Horinouchi H, Cho BC, Camidge DR, et al Results from a phase Ib study of telisotuzumab vedotin in combination with osimertinib in patients with c-Met 
protein-overexpressing, EGFR-mutated locally advanced/metastatic non-small-cell lung cancer (NSCLC) after progression on prior osimertinib. Ann 

Oncol. 2025 May;36(5):583-591



Future directives: Combined ADC and ICI 

ADC Immunotherapy

Trastuzumab Deruxtecan (T-DXd) Nivolumab (PD-1 inhibitor)

Datopotamab Deruxtecan (Dato-DXd) Pembrolizumab (PD-1 inhibitor) +/- Chemo

Sacituzumab Govitecan (SG) Pembrolizumab (PD-1 inhibitor)

Patritumab Deruxtecan (HER3-DXd) Osimertinib (EGFR-TKI)

Telisotuzumab vedotin Osimertinib

Rationale:  When combined with ADCs, immune checkpoint inhibitors can activate previously suppressed
 T cells, further improving the immune system’s ability to clear tumors.

Ongoing studies: 



Summary
Target ADCs Indications

Key clinical research 
results

HER2
Trastuzumab Deruxtecan (T-
DXd)

Advanced NSCLC with HER2 
mutation (second-line 
treatment)

DESTINY-Lung02: Confirmed 
ORR by BICR 50%, PFS 10 
months, ILD 5.9% in 5.4 mg/k
g

HER2
Trastuzumab Emtansine (T-
DM1)

HER2 exon 20 insertion 
mutation NSCLC (second-line)

Phase II: ORR 38.1%, mPFS 2.8 
mo, mOS 8.1 mo; Grade ≥ 3 
TEAEs 14.3%.

TROP2 Sacituzumab Govitecan (SG)
Advanced NSCLC (late-line 
treatment)

EVOKE-1: OS 11.1 mo, HR 0.84 
vs Docetaxel, trend to resp in 
previosly treated PD-L1.  Grade 
≥ 3 neutropenia 25%.

TROP2 Datopotamab deruxtecan Advanced NSCLC

Tropion-Lung 01: PFS 4.4 mo, 
OS 12.9 mo, vs Docetaxel. 
Grade ≥ 3 TEAEs Stomatitis 6%, 
ILD 3.7%

c-MET
Telisotuzumab Vedotin (Teliso-
V)

c-MET overexpression NSCLC
LUMINOSITY: ORR 35% (high-
expression group), PFS 5.7 mo; 
Peripheral neuropathy 30%.



  Thank you


	Slide 1
	Slide 2
	Slide 3
	Slide 4
	Slide 5: Antibody-drug conjugates
	Slide 6
	Slide 7: (i) The antibody
	Slide 8: (ii) The linker 
	Slide 9: Linkers 
	Slide 10: (iii) The cytotoxic payload
	Slide 11: (iii) The cytotoxic payload - DAR
	Slide 12
	Slide 13: Antibody drug conjugates in lung cancer: 
	Slide 14: (I) Human epidermal growth factor receptor 2,  (HER-2)
	Slide 15
	Slide 16: (Ia) Transtuzumab deruxtecan
	Slide 17
	Slide 18
	Slide 19
	Slide 20
	Slide 21
	Slide 22
	Slide 23: Adv: 
	Slide 24
	Slide 25: (Ib) Trastuzumab Emtansine, T-DM1
	Slide 26
	Slide 27
	Slide 29: T-deruxtecan vs T- emtasine
	Slide 30:    (II) Trophoblast surface antigen 2                                                     TROP-2
	Slide 31
	Slide 32
	Slide 33
	Slide 34
	Slide 35
	Slide 36
	Slide 37:  SG vs Docetaxel
	Slide 38:   (IIb) Datopotamab deruxtecan
	Slide 39
	Slide 40
	Slide 41
	Slide 42
	Slide 43
	Slide 44
	Slide 45
	Slide 46: TROPION-Lung01
	Slide 47
	Slide 48: (IV) Telisotuzumab vedotin
	Slide 49
	Slide 50
	Slide 51
	Slide 52
	Slide 53
	Slide 54
	Slide 55
	Slide 56
	Slide 57
	Slide 58
	Slide 59
	Slide 60
	Slide 61: Future directives: Combined ADC and ICI 
	Slide 62: Summary
	Slide 63

