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Cancer Specific Antibody drug conjugate (ADC)

Trail PA, et al. Pharmacol Ther. 2018;181:126–142. 



TROPiCS-02

Sacituzumab in HR+/HER2- Advanced Breast Cancer

Trop-2 expressed in ~85-90%
 all breast cancer subtypes

Rugo H et al. ESMO 2022. Abstract LBA76. Corti C et al. Cancers. 2021; 13 (12):2898





TROPiCS-02

Sacituzumab Improved PFS and OS

Rugo H et al. J clin Oncol. 2022; 40: 3365-3376
Rugo H et al. ESMO 2022. Abstract LBA76

 mo



TROPiCS-02: Response Rates and Subgroup Analysis

• ~95% of evaluable samples had Trop-2 expression

• Response, PFS, OS benefit and similar safety profile 
seen across all Trop-2 subgroups including those 
with low expression (H-Score <10, but smaller 
subset n= 34 vs. 45) 

• 52% were HER2 low, 40% HER2 0 (null)

• Improved DOR and PFS with similar safety profile 
in HER2 low/null 

Rugo H et al. ESMO 2022. Abstract LBA76
Rugo H et al. SABCS 2022; GS5-11    Schmid P et al. ESMO2022. Abstract 214MO

Significant improvement in ORR and Prolonged DOR



ASCENT: Sacituzumab in Refractory mTNBC

Bardia et al. ESMO 2020. LBA17; N Engl J Med. 2021;384(16):1529-1541.

-median 4



 4.9 mo
 3.1 mo

ASCENT: Sacituzumab Improves PFS and OS

(Median 4 prior lines)

Bardia A, et al. JCO 2024;42 (15):1738-1744   Bardia A et al. Ann Oncol. 2021;32(9):1148-1156 

PFS and OS Benefits with Sacituzumab seen across Trop 2 expression subgroups and especially in high/medium expressers



Carey, LA et al. NPJ Breast cancer 2022;8 (1): 72



ASCENT: Adverse Events
TRAEs (All Grade >20%, Grade 3/4 >5% of Patients)

Rugo H et al. npj Breast Cancer 8, 98 (2022)



Prevalence by HER2 expression

Tarantino P et al. J Clin Oncol. 2020;38(17):1951-1962 Schettni F, et al. NPJ Breast Cancer 2021; 7 (1): 1
Marchiò C, Annaratone L et al. Semin Cancer Biol. 2021 Jul;72:123-135 Viale, G et al. J Clin Oncol. 2022; 40(16):1087

HER2 Low Disease
• 65% HR+ vs. 37% TNBC
• Change through disease course
(Primary vs. Recurrent, Pre vs. Post neoadjuvant)
• Clinically and Prognostically similar to Her2 0

HER2-Low 
45-55%

HR+ 
N=2,485

TNBC
N=706

HER2 Negative



DESTINY-Breast-04

T-DXd in HER2-low Advanced Breast Cancer

Modi S, et al. ASCO 2022. Abstract LBA3. Modi S, et al. NEJM 2022. Corti C et al. Cancers. 2021; 13 (12):2898



DESTINY-Breast-04:Baseline Characteristics

Modi S, et al. ASCO 2022. Abstract LBA3. Modi S, et al. NEJM 2022



DESTINY-BREAST-04: Prior Treatments

Modi S, et al. ASCO 2022. Abstract LBA3. Modi S, et al. NEJM 2022



DESTINY-BREAST-04: PFS in HR+ and ALL Patients

Modi S, et al. ASCO 2022. Abstract LBA3. Modi S, et al. NEJM 2022

Hormone Negative T-DXd (40) TPC (18) HR

mPFS, mo 8.5        2.9 0.46



DESTINY-BREAST-04: OS in HR+ and ALL Patients

Modi S, et al. ASCO 2022. Abstract LBA3. Modi S, et al. NEJM 2022

Hormone Negative T-DXd (40) TPC (18) HR

mOS, mo 18.2    9.9    8.3 0.48



DESTINY-BREAST-04: Objective Response Rate

Modi S, et al. ASCO 2022. Abstract LBA3. Modi S, et al. NEJM 2022



Drug-Related TEAEs in >20% of Patients
Safety AnalysisDESTINY-BREAST-04

Modi S, et al. ASCO 2022. Abstract LBA3. Modi S, et al. NEJM 2022





Median prior ET for MBC: 2
88-90% prior CDKi
47-55% prior adj/neoadj chemo



DESTINY-Breast-06: T-DXd improved PFS in HER2-low MBC

Curigliano G. Et al ASCO 2024    Bardia et al N Engl J Med 2024





BEGONIA 1st line mTNBC HER2 low Arm 6: TDXd+ Durvalumab

Schmidt et al. SABCS Poster 2022

N=56
ORR 57%
mPFS 12.6 mo  

-Notable frequent AEs: nausea, 
fatigue, neutropenia
-8 ILD cases (1 G5)
-43% G3/4
-Discontinuation rate 17%
-TDxd delay or reduction 51%



TROPION-Breast01: Datopotomab Deruxtecan in HR+ MBC

Bardia A et al. ESMO 2023. Abstract LBA11

Dato-DXd:
• Anti-TROP2 IgG1
• Topo I inhibitor payload
• Cleavable linker
• DAR: 4
• Bystander effect

TRAEs Occurring in >15% of Patients: Most grade 1-2, ILD 3%



TROPION-PANTumor01: Dato-DXd for Refractory mTNBC

PFS

OS

32% (n=14) had prior Topo 1 inhibitor based ADC, Median had 3 prior lines

Prior treatment included Sacituzumab govitecan (same AB, different payload, n=11; trastuzumab deruxtecan 
(different AB, same payload, n=2; patritumab deruxtecan (HER3 AB, same payload), n=1.



BEGONIA 1st line mTNBC Arm 7: Dato-DXd+ Durvalumab

Schmidt et al. ESMO 2023

N=62
87% PDL1-
ORR 79%
mPFS 13.8 mo  
DOR: 15.5 mo

-Notable frequent AEs: nausea, 
stomatitis, rash, dry eye, 
hypothyroidism (14.5%), keratitis 
(14.5%).
-ILD 5% (no G3/4) 



ICARUS-BREAST01: Phase 2 of Patritumab deruxtecan in HR+ MBC

Pistilli B et al. ESMO Breast 2023.

HER3 expression prescreening (75% membrane 
positivity at 10x was removed 4/21/22)

• HER3 overexpressed in 30-50% of breast cancers
 
 HER3-DXd
• Anti HER3 IgG1
• Topo 1 payload (DXd)
• Cleavable linker
• DAR: 8
• Bystander effect



Phase 1/2: Patritumab deruxtecan: HER3

Krop I et al. ASCO 2022 abstract 1002

• HER3 overexpressed in 30-50% of breast cancers
 
 HER3-DXd
• Anti HER3 IgG1
• Topo 1 payload (DXd)
• Cleavable linker
• DAR: 8
• Bystander effect

• N=113
• 90% Lung and/or Liver metastases
• Median 6 (2-13) prior lines
• Response across range of HER3+
• 6.6% patients with ILD (grade 1/2- 4.4% and 1 death)

ORR PFS OS

30% 7.4 mo 14.6 mo



Sequencing Antibody Drug Conjugates (ADCs)

Abelman, R et al. Abs 1022.ASCO 2023

• 35 patients: ER+/Her2- and TNBC (n=20, 57%) patients in a single 
academic institution

• For TNBC subgroup, median PFS for ADC1 was 8.2 mo and 
median PFS for ADC2 was 3 mo

• Suggests that changing antibody target may lessen cross 
resistance



Conclusions: Antibody Drug Conjugates
•ADCs effective in targeting delivery of higher dose chemotherapy

•T-DXd approved for HER2-Low MBC after prior chemotherapy

•Sacituzumab approved in HR+ MBC after 2 prior lines of chemo

•Many new ADCs being investigated with promising results

•Need to better define predictors of response and how to sequence ADCs
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