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Targets of Antibody Drug Conjugates (ADC)

• Molecularly UNSELECTED pts’ 

NSCLC/SCLC populations:

– TROP2, Nectin4, ROR1, AXL, Tissue 

Factor, B7H4, B7H3, Integrin-Beta6

• Molecularly ‘ENRICHED’ pts’ 

NSCLC populations:

– EGFR, ALK, HER2, HER3, CEACAM, 

MET
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Why TROP2?

Lénart S, Cancers 2020; Liu X, Pharmacol Thera 2022; Zeng P, Sci Rep 2016; Inamura K, Oncotarget 2017



ANTIBODY: Chimeric/humanized 
monoclonal IgG antibody targeting a 
protein preferentially expressed on 
the tumor cell surface

LINKER: Ensures payload is attached 
to antibody in plasma but is efficiently 
released in tumor cells. Linkers can be 
cleavable (via tumor-associated 
factors) or noncleavable (lysosomal 
degradation)

PAYLOAD: Enhances cytotoxicity, 
although variable drug:antibody ratio 
affects efficacy and clearance
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*Noncleavable MC and MCC linkers typically used with monomethyl auristatin F and emtansine 

payloads, respectively; can be cleavable when conjugated with some other payloads.  

Antibody–Drug Conjugates (ADC): Components

Drago JZ, Nat Rev Clin Oncol 2021



Why TROP2?

Parisi C et al, Cancer Treat Rev 2023



• aPatientswith KRASmutations in the 
absence of known actionable genomic 
alterations are eligible;must meet prior 
therapy requirements for patients 
without actionable genomic alterations.

Docetaxel
75 mg/m2 Q3W

(N=305)

Dato-DXd 
6 mg/kg Q3W

(N=299)

Dual Primary Endpoints

• PFS by BICR

• OS

Secondary Endpoints

• ORR by BICR

• DOR by BICR

• Safety

Stratified by: 
1) histology (SQ vs. NonSQ), 

2) b actionable genomic alteration (yes vs no); 
3) c anti–PD-(L)1 mAbincluded in most recent prior 

therapy (Presence vs. Absence);

4) geographyd

• NSCLC (stage IIIB, IIIC, or IV) 

• ECOG PS of 0 or 1

• No prior docetaxel 

Without actionable genomic alterationsa

• 1 or 2 prior lines, including platinum CT and 
anti–PD-(L)1 mAb therapy

With actionable genomic alterations

• Positive for EGFR, ALK, NTRK, BRAF, ROS1, 
METexon 14 skipping, or RET

• 1 or 2 prior approved targeted therapies + 
platinum-based CT, and ≤1 anti–PD-(L)1 mAb

R 1:1

Key Eligibility Criteria

Docetaxel

N=305

Dato-DXd

N=299
Characteristic

251 (82)238 (80)Current or former smoker, n (%)

51 (17)50 (17)PresentActionable genomic 

alterations, n (%) 45 (15)39 (13)  EGFR mutation

47 (15)50 (17)Brain metastasis at baseline, n (%)b

174 (57)167 (56)1
Prior lines of therapy,

n (%)
102 (33)108 (36)2

28 (9)22 (7)≥3

305 (100)297 (99)Platinum containing
Previous systemic 

therapy, n (%)c
268 (88)263 (88)Anti–PD-(L)1

50 (16)46 (15)Targeted
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#EventsDocetaxelDato-DXdMedian (95% CI), 
monthsa

431/604 
(71%)

3.7 (2.9-4.2)4.4 (4.2-5.6)

0.75 (0.62-0.91)HR

0.004P-value

0.008Prespec. Bound. (2-sided)

Modified from MJ Ahn, A Lisberg et al, ESMO 2023

TROPION-Lung01, Phase 3, Open-Label, (NCT04656652)



NonsquamousOverall survival

Dato-DXd

(N=234)

Docetaxel 

(N=234)

Median (95% CI), 

mo

14.6 (12.4–

16.0)

12.3 (10.7–

14.0)

HR (95% CI) 0.84 (0.68–1.05)

Overall survival

Dato-DXd

(N=65)

Docetaxel 

(N=71)

Median (95% CI), 

mo
7.6 (5.0–11.0) 9.4 (7.2–12.5)

HR (95% CI) 1.32 (0.91–1.92)

SquamousNonsquamous

• In patients with NSQ histology, 16% risk reduction for death and 2.3-month improvement in median OS with Dato-DXd

• OS improvements in the NSQ subset were seen regardless of actionable genomic alteration statusa: 

– Present: 15.6 vs 9.8 months (HR [95% CI], 0.65 [0.40–1.08]); Absent: 13.6 vs 12.3 months (HR [95% CI], 0.89 [0.70–1.13])
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Sands J et al, WCLC 2024

TROPION-Lung01: OS according to Histology



TROP2 Normalized Membrane Ratio (NMR) measured by 

Quantitative Continuous Scoring (QCS)

Garassino M et al, WCLC 2024



Biomarker Discovery: Identification of QCS-NMR

Garassino M et al, WCLC 2024



TROP2 QCS-NMR in TROPION-Lung01

Histology 

subgroup

Prevalence of TROP2 

QCS-NMR+, % (n)

Biomarker-evaluable population, n=352

NSQ 66% (179/272)

NSQ/non-AGA 63% (140/221)

NSQ/AGA 76% (39/51)

SQ 44% (35/80)

• Biomarker evaluable population (BEP) are those patients 

with available tissue samples for QCS determination

• Biomarker cut-points were optimized for PFS in NSQ/non-

AGA patients from TROPION-Lung01

• Cut-points were confirmed through a robust statistical 

analysis plan (including bootstrapping, cross validation, and 

sensitivity analyses) and replication 

Population and Methods

NSQ/non-AGA BEP

Docetaxel
n=113

Dato-DXd
n=108

Focused subgroup for biomarker 
optimization

BEP: includes NSQ/non-AGA, NSQ/AGA and SQ

Docetaxel
n=180

Dato-DXd
n=172

Prevalence

352/604 

(58.3%)

221/604 

(36.5%)

Modified from Garassino M et al, WCLC 2024
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n=65

DOC

n=107

Dato-DXd
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15.116.910.332.7 ORR, %

4.02.94.16.9
Median PFS, 

months

1.16 (0.79–1.70)0.57 (0.41–0.79)PFS HR (95% CI)
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n=41
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n=40

DOC
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Dato-DXd, QCS-NMR–
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Treatment by biomarker 

status interaction: p=0.0063

Treatment by biomarker 

status interaction: p=0.0098

Efficacy by TROP2 QCS-NMR Status

TROP2 QCS-NMR positivity is PREDICTIVE for 

longer PFS with Dato-DXd in the biomarker-

evaluable population (BEP)

TROP2 QCS-NMR positivity is PREDICTIVE for 

longer PFS with Dato-DXd in the NSQ/non-AGA 

biomarker-evaluable population (BEP)

Modified from Garassino M et al, WCLC 2024



Lung cancer and Biomarker Testing

Dacic S, WCLC 2024



Lung cancer and Biomarker Testing

Dacic S, WCLC 2024



Sacituzumab Govitecan: EVOKE01, Unselected, Pretreated NSCLC

Paz-Ares L et al, ASCO 2024; Paz-Ares L et  al JCO 2024



TROP2 ADCs: EVOKE-01, Safety

Paz-Ares L et al, ASCO 2024; Paz-Ares L et  al JCO 2024Modified of Bironzo P, 2024



SG: How to Derive (hopefully Maximize) Treatment Benefit?

Garassino M et al, WCLC 2024



Levy B et al, ASCO 2024; Patel JD et al, ASCO 2024; Papadopoulos KD et al, WCLC 2023

ADC + ICIs in Treatment-naive NSCLC Patients

Modified of Bironzo P, 2024



Levy B et al, ASCO 2024; Gray JE et al WCLC 2024

ADC + ICIs + PLATINUM in Treatment-naive NSCLC Patients

Modified of Bironzo P, 2024



Cascone T et al, WCLC 2024

NeoCOAST-2: Open-label, multi-arm platform preoperative study



Ifinatamab Deruxtecan (I-DXd) in ES-SCLC: Interim Analysis (IDeate-Lung01)

Rudin CM et al,  WCLC 2024

Primary endpoint

• ORR (BICR)

Secondary endpoints

• DoR, PFS, OS, DCR, TTR, PK, safety

R

1:1

Extended 
enrollment at 

RP3D (n≈70 3L+)

Stratification

• 2L chemotherapy treatment-free 

interval (<90 vs. ≥90 days), 2L or 3L

• Prior anti-PD-(L)1 (yes vs. no)

Key patient inclusion criteria

• Extensive-stage SCLC 

• ≥1 prior line of platinum-based 

chemotherapy and ≤3 prior 

lines of systemic therapy

• Progression on or after most 

recent systemic therapy

• Asymptomatic brain 

metastases permitted

• ECOG PS 0–1

(n=88)

Ifinatamab deruxtecan

12 mg/kg q3w

(n=42)

Ifinatamab deruxtecan

8 mg/kg q3w

(n=46)

Exploratory endpoint

• Intracranial ORR



Ifinatamab Deruxtecan (I-DXd) in ES-SCLC: Interim Analysis (IDeate-Lung01)

Rudin CM et al,  WCLC 2024



Sacituzumab Govitecan as Second-Line Treatment in ES-SCLC

Dowlati A et al,  WCLC 2024



SHR-A1921 (TROP-2 Targeted ADC) as Second-Line Treatment in ES-SCLC

Wang J et al,  WCLC 2024



Targets of Antibody Drug Conjugates (ADC)

• Molecularly UNSELECTED pts’ 

NSCLC/SCLC populations:

– TROP2, Nectin4, ROR1, AXL, Tissue 
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Dato-DXd for AGAs (TROPION-Lung05, Phase 2)

Paz-Ares L et  al ESMO 2023



TROPION-Lung05, Phase 2: CNS Activity

Lisberg A et al, ASCO 2024



Trastuzumab Deruxtecan (T-DXd):

A prototype ADC with tumor-agnostic FDA approval

Ellisen LW, ESMO 2024https://www.adcreview.com/trastuzumab-deruxtecan-drug-description/



Trastuzumab Deruxtecan in NSCLC: Destiny Lung 01

Adapted from Smit E et al, WCLC 2020

Adapted from Nakagawa K et al, WCLC 2020



Trastuzumab Deruxtecan in NSCLC: Destiny Lung 01

Li T et al, NEJM 2021



Trastuzumab Deruxtecan in NSCLC: Destiny Lung 02

Janne P et al, ASCO 2024



TDXd in NSCLC Overexpressing HER2

Courtesy of Planchard D, ESMO 2024



Planchard D et al, WCLC 2024

TDXd in NSCLC Overexpressing HER2: Destiny Lung03



Yu H et al, J Clin Oncol 2023

HER3-DXd for EGFRm+: HERTENA-Lung01



Wu Y-L et al, ESMO 2023

SHR-A2009 (fully-human anti-HER3IgG1mAb)



Yuxiang MA et al, Lancet Oncol 2024

BL-B01D1-101 (bispecific anti-EGFR-HER3)

Activity in 

EGFRmut



Yuxiang MA et al, Lancet Oncol 2024

Targeting CEACAM5: SAR408701 (Tusamitamab Ravtansine)

CARMEN-LC03:



Courtesy of Planchard D, ESMO 2024

Wang, CCR 2017; Wang, BMC Cancer, 2016

SticklerJH et al, J Clin Oncol 2018

Targeting MET-Amplified and c-Met–Overexpressing Tumors: 

Telisotuzumab Vedotin (ABBV-399)



Camidge R et al, ASCO 2024

Teliso-V in NSQ EGFRwt c-Met expressing (LUMINOSITY stage 2)



Horinouchi H et al, ESMO Asia 2023

Teliso-V in NSQ EGFRmut, c-MET+: Phase 1
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