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To date, there are no FDA approved ADCs in the 
Driver Mutation Negative 1L NSCLC
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5 Year Overall Survival Driver Mutation Negative NSCLC

1. Mok T, et al. Lancet. 2019;393:1819–1830; 2. Paz-Ares L, et al. J Thorac Oncol. 2020;15:P1657–P1669; 3. Garassino MC, et al. J Clin Oncol. 2023;41:1992–1998; 4. Cortellini A, et al. Eur J Cancer. 2021;148:P24–P35; 5. 
Socinski MA, et al. N Engl J Med. 2018;378:2288‐2301. 6. Peters S, et al. Presented at ESMO IO 2022; December 7-9, 2022; Geneva, Switzerland; 7. Reck M, et al. J Clin Oncol. 2021;39:2339-2349; 8. Velcheti V, et al. Clin Lung 
Cancer. 2025;8:e2514527; 9. Garassino MC, et al. J Clin Oncol. 2023;41:1992-1998 



5 Year Overall Survival Driver Mutation Negative NSCLC

1. Mok T, et al. Lancet. 2019;393:1819–1830; 2. Paz-Ares L, et al. J Thorac Oncol. 2020;15:P1657–P1669; 3. Garassino MC, et al. J Clin Oncol. 2023;41:1992–1998; 4. Cortellini A, et al. Eur J Cancer. 2021;148:P24–P35; 5. 
Socinski MA, et al. N Engl J Med. 2018;378:2288‐2301. 6. Peters S, et al. Presented at ESMO IO 2022; December 7-9, 2022; Geneva, Switzerland; 7. Reck M, et al. J Clin Oncol. 2021;39:2339-2349; 8. Velcheti V, et al. Clin Lung 
Cancer. 2025;8:e2514527; 9. Garassino MC, et al. J Clin Oncol. 2023;41:1992-1998 



5 Year Overall Survival Driver Mutation Negative NSCLC

1. Mok T, et al. Lancet. 2019;393:1819–1830; 2. Paz-Ares L, et al. J Thorac Oncol. 2020;15:P1657–P1669; 3. Garassino MC, et al. J Clin Oncol. 2023;41:1992–1998; 4. Cortellini A, et al. Eur J Cancer. 2021;148:P24–P35; 5. 
Socinski MA, et al. N Engl J Med. 2018;378:2288‐2301. 6. Peters S, et al. Presented at ESMO IO 2022; December 7-9, 2022; Geneva, Switzerland; 7. Reck M, et al. J Clin Oncol. 2021;39:2339-2349; 8. Velcheti V, et al. Clin Lung 
Cancer. 2025;8:e2514527; 9. Garassino MC, et al. J Clin Oncol. 2023;41:1992-1998 



5 Year Overall Survival Driver Mutation Negative NSCLC

1. Mok T, et al. Lancet. 2019;393:1819–1830; 2. Paz-Ares L, et al. J Thorac Oncol. 2020;15:P1657–P1669; 3. Garassino MC, et al. J Clin Oncol. 2023;41:1992–1998; 4. Cortellini A, et al. Eur J Cancer. 2021;148:P24–P35; 5. 
Socinski MA, et al. N Engl J Med. 2018;378:2288‐2301. 6. Peters S, et al. Presented at ESMO IO 2022; December 7-9, 2022; Geneva, Switzerland; 7. Reck M, et al. J Clin Oncol. 2021;39:2339-2349; 8. Velcheti V, et al. Clin Lung 
Cancer. 2025;8:e2514527; 9. Garassino MC, et al. J Clin Oncol. 2023;41:1992-1998 

STK11
KEAP1
PTEN 
TP53

SMARCA4



Squamous cell histology?
Tropion Lung 01: Subset Analysis by Histology

Lisberg A et al ESMO 2023 LBA12
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TROPION Lung 01 Subset Analysis 

Lisberg A et al ESMO 2023 LBA12



Mechanism 1: The ADC is Internalized and Degraded

Slide Courtesy: Dr. Ben Levy; Chau CH, et al. Lancet. 2019
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Mechanism 2: Bystander Effect

Slide Courtesy: Dr. Ben Levy; Ogitani Y et al. Cancer Sci. 2016
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Mechanism 3: Antibody-Dependent Cellular Cytotoxicity

Slide Courtesy: Joseph Murray, MD, Phd
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Rationale for combining ADCs with Immunotherapy 

1. Okajima D, et al. Presented at the AACR Annual Meeting 2023, April 14–19, 2023, Orlando, FL, USA. Abstract 
2932; 2. Forveille S, et al. Cell Stress. 2025;9:194-200 4. Schmid P et al Cancer Res 2023 

• Dato-DXd increased antitumor activity in 
immunocompetent mouse models expressing 
TROP2 compared to mice without TROP2 expression

• Combination of Dato-DXd + PD1/PDL1 blockade 
enhanced antitumor activity over monotherapy in 
tumors expressing TROP2

• Increase in tumor infiltrating CD8+ T cells

• Dato-DXd activity was attenuated by depletion of 
CD8+ T cells
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• Dato-DXd increased antitumor activity in 
immunocompetent  mouse models expressing 
TROP2 compared to mice without TROP2 expression

• Combination of Dato-DXd + PD1/PDL1 blockade 
enhanced antitumor activity over monotherapy in 
tumors expressing TROP2

• Increase in tumor infiltrating CD8+ T cells

• Dato-DXd activity was attenuated by depletion of 
CD8+ T cells

• Is this significantly different from 
conventional chemotherapy?



Barriers to ADCs in the 1L Setting

Levy B et al ASCO 2025 Tropion Lung 02

• Toxicity / Quality of life
• Stomatitis, nausea, fatigue, diarrhea, ILD
• Subspecialty care: Ophtho, Pulm, Derm

• Dose reduction / Discontinuation of SOC / Efficacy

• Lack of Biomarker Selection 

• Payload Resistance

• CNS Activity

• Financial burden: 
• Cost of therapy, supportive meds, chair time

TROPION LUNG O2 1L: TRAE ≥ 20% 



CNS Activity of ADCs

Pons-Tostivint E. et al WCLC 2025 Post Hoc Analysis Tropion Lung 01



Driver Mutation Negative NSCLC, Second Line Setting
To date (10/25/25), No ADCs have shown OS improvement over SOC

Ahn MJ, et al. JCO 2025; Paz-Ares L, et al. JCO 2024; The ASCO post Aug 2025



Dato DXd



Front line studies of Dato DXd

NCT05555732; NCT04612751; NCT0555732; NCT05215430: NCT05687266; NCT06357533

TROPION-Lung07 (NCT05555732) Phase 3 DatoDXd + Pembrolizumab +/- Chemotherapy vs KN189 in 1L

TROPION-Lung08 (NCT05215340) Phase 3 DatoDXd + Pembrolizumab vs Pembrolizumab in 1L

AVENZAR (NCT05687266) Phase 3 DatoDXd + Durvalumab + Chemotherapy vs Chemotherapy + 
Pembrolizumab in 1L 

TROPION-Lung04 (NCT04612751) Phase 1b DatoDXd + IO [Durvalumab, AZD2936, MEDI5752] +/- Chemo

TROPION-Lung02 (NCT04526691) Phase 1b DatoDXd + Pembrolizumab +/- Chemotherapy

TROPION-Lung10 (NCT06357533) Phase 3 DatoDXd + Rivegostomig vs Pembrolizumab in 1L PDL1 >50%



TROPION Lung O2 Schema:
Doublet: Dato DXd + Pembrolizumab
Triplet: Dato DXd + Pembrolizumab + Platinum Chemotherapy

Levy B et al ASCO 2025 Tropion Lung02



Efficacy of Dato DXd 1L Doublet

Levy B et al ASCO 2025 Tropion Lung )2

DOUBLET: ORR 54.8%; mPFS 11.2 months



Efficacy of Dato DXd 1L Doublet and 1L Triplet 

Levy B et al ASCO 2025 Tropion Lung )2

DOUBLET: ORR 54.8%; mPFS 11.2 months TRIPLET: ORR 55.6%; mPFS 6.8 months



TROP2 Normalized Membrane Ratio (NMR) measured by 
Quantitative Continuous Scoring (QCS)

Levy B et al ASCO 2025 Tropion Lung02



TROP2 NMR Positivity was Predictive for Longer PFS with 
Dato-DXd in TROPION Lung 01

Garrasino MC et al J Thorac Oncol 2024



NCT0555732; NCT052115340



AVANZAR: Phase III Dato DXd + Durvalumab + Carboplatin vs Keynote189

NCT05687266



Sacituzumab Govitecan 1L 
TROP2 ADC SN38 Payload

EVOKE 03 (NCT05609968) Phase 3 Sacituzumab Govitecan + Pembrolizumab vs Pembrolizumab in PDL1 
high 1L

EVOKE 02 (NCT05186974) Phase 2 Sacituzumab Govitecan + Pembrolizumab +/- Chemotherapy in 1L



EVOKE-02 (Cohorts C & D): Sacituzumab Govitecan + 
Carboplatin/Pembrolizumab in 1L Untreated NSCLC

Patients with stage IV NSCLC 
(per RECIST v1.1) without 

actionable genomic alterations; 
ECOG PS 0/1; 

no prior systemic tx for 
metastatic NSCLC

(N = 193)

Cohort A
PD-L1 TPS ≥50%, nonsq or 

sq
(n ≈ 30)

Sacituzumab govitecan†

10 mg/kg IV on D1 and D8 
+

Pembrolizumab 
200 mg/m2 IV on D1 (up to 35 cycles)

 Primary endpoints: ORR per RECIST v1.1, dose-limiting toxicity in safety run-in
 Secondary endpoints: DCR, DoR, and PFS per RECIST v1.1; OS; safety

*Carboplatin safety run-in and dose de-
escalation safety run-in to determine 
sacituzumab govitecan RP2D for cohorts C and 
D. †Sacituzumab govitecan continued until PD or 
unacceptable toxicity.

Sacituzumab govitecan†

RP2D IV on D1 and D8 +
Pembrolizumab 

200 mg/m2 IV on D1 (up to 35 cycles) + 
Carboplatin 

AUC5 IV on D1 (up to 4 cycles)

Cohort B
PD-L1 TPS <50%, nonsq or sq 

(n ≈ 60)

Cohort C *
Any PD-L1 TPS, nonsq only

(n = 54)
Median f/u: 14.5 mo

Cohort D *
Any PD-L1 TPS, sq only

(n = 41)
Median f/u: 14.2 mo

21-Day Cycles

21-Day Cycles

Gray. WCLC 2024. Abstr OA08.07. NCT05186974 



EVOKE 02: Sacituzumab Govitecan Antitumor Activity (Cohort C & D)  

Outcome PD-L1 TPS <1% (n = 44) PD-L1 TPS 1%-49%  (n = 36) PD-L1 TPS ≥50% (n = 16)

ORR, % (95% CI) 43.2 (28.3-59.0) 33.3 (18.6-51.0) 66.7 (34.9-90.1)

Median PFS, mo (95% CI) 8.3 (5.2-15.0) 6.8 (4.0-10.7) NR (1.9-NR)

Gray. WCLC 2024. Abstr OA08.07. NCT05186974 



EVOKE 3: 1L Sacituzumab Govitecan + Pembrolizumab vs 
Pembrolizumab in PD-L1 TPS ≥50% mNSCLC Patients

NCT05609968



OPTITROP Lung 01 Hong S et al Nature Medicine 2024



OPTITROP Lung 01 Hong S et al Nature Medicine 2024



Other ADCs in development…



Conclusions
• ADCs represents a novel therapeutic modality combining targeted antibody delivery with cytotoxic payloads

• Clear role for ADCs in the Driver Mutation population
• Dato DXd approved in EGFRm NSCLC post 3G TKI and Chemo;
• Trastuzumab Deruxtecan HER2 mutation and HER2 3+ IHC
• Teliso V MET high 3+ IHC;
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• Clear role for ADCs in the Driver Mutation population
• Dato DXd approved in EGFRm NSCLC post 3G TKI and Chemo;
• Trastuzumab Deruxtecan HER2 mutation and HER2 3+ IHC
• Teliso V MET high 3+ IHC;

• In first-line metastatic driver negative NSCLC, role for ADC remain investigational. 
• Need biomarkers to select correct population
• Combination strategies / balancing toxicity and efficacy
• CNS activity remains limited 
• OS benefit has not yet been seen 
• Need further data on squamous histology

• ADCs will not replace immunotherapy, may replace chemo in combination strategies in the front-line setting

• KRAS G12C and other RAS mutations with competing strategies in the front line
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