
INTRODUCTION
• Tissue factor (TF, F3, coagulation factor III, 

thromboplastin, or CD142) is a 47-kDa trans-
membrane receptor. In normal tissues TF expression 
is limited to the perivascular compartment and is a 
key trigger of the extrinsic blood coagulation cascade

• TF is overexpressed in a wide range of solid tumors, 
including pancreatic, cervical, and colorectal cancer 
as well as non-small cell lung cancer (NSCLC), 
esophageal and head and and neck squamous cell 
carcinoma (ESCC and HNSCC)1

• Over-expression of TF in various solid tumors 
combined with efficient receptor internalization makes 
it an ideal antibody-drug conjugate (ADC) target

• The TF-ADC tisotumab-vedotin is approved for 
treatment of cervical cancer but is associated with 
serious side effects including ocular toxicities, 
peripheral neuropathy, and bleeding2,3

• ADCE-T02 is a potential first- and best-in-class 
Topoisomerase-1 inhibitor TF-ADC with a Drug to 
Antibody Ratio (DAR) of 4 and a potentially enhanced 
therapeutic and safety profile

 FIGURE 1: ADCE-T02 Structure and Design
Antibody: Ab-754, designed to reduce impact on blood 
coagulation
Linker: Highly stable, cathepsin sensitive with hydrophilic 
chain to shield payload and avoid aggregation
Payload T10004: Exatecan, Topoisomerase-1 Inhibitor, 
more potent than deruxtecan, No Pgp substrate, strong 
bystander effect
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METHODS
• Affinity to recombinant human/ cynomolgus TF (ACRO Biosystems) was 

determined by Bio-Layer Interferometry
• Cytotoxicity was measured using the Cell-Counting Kit 8 (CCK-8) Assay 

(DOJINDO) after 5 days of treatment
• Apoptosis was measured using the Caspase-Glo® 3/7 Assay (Promega) 

after 2 days of treatment
• Bystander Cytotoxicity was evaluated by co-culture of TF positive and  

negative cells. After 5 days, viable cells were counted and the ratio of 
TF+ to TF- cells was scored by flow cytometry

• For in vivo studies mice were inoculated subcutaneously with cancer 
cells and assigned to experimental groups when an average tumor 
volume of 105-175 mm3 was reached. The mice were treated with Ab- 
754, ADCE-T02 or Rituximab-T1000e (Isotype Control ADC) or vehicle 
control to evaluate the antitumor efficacy of the ADC

• Antibody dependent cellular cytotoxicity (ADCC) was measured using 
engineered Jurkat cells (GenScript) stably expressing the FcγRIIIa 
receptor V158 variant and a NFAT response element driving expression 
of firefly luciferase in the effector cells

 FIGURE 3: ADCE-T02 Induces Apoptosis in TF 
Positive Cells
• Relative Luminescence compared with untreated cells
• Results of 3 independent experiments performed in 

duplicate. Error bars denote standard deviation.
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ADCE-T02 Induces Target Specific Cytotoxicity, Apoptosis and Bystander Effect in vitro

uPARAP expression levels are generally comparable between primary 
tumors and metastases

ADCE-T02: a Potential First- and Best-in-Class Topoisomerase-1 Inhibitor Based 
Antibody Drug Conjugate Against Tissue Factor Demonstrates Excellent 

Preclinical Efficacy and Tolerability

SUMMARY & CONCLUSIONS
• ADCE-T02 is a potential first- and best-in-class Topoisomerase-1 inhibitor ADC targeting Tissue Factor with a potentially enhanced therapeutic and safety profile

• Binding of ADCE-T02 to Tissue Factor on the cell surface triggers internalization, resulting in intracellular exatecan payload release, cell death and bystander cytotoxicity

• ADCE-T02 shows strong anti-tumor activity in a wide range of solid tumor models 

• ADCE-T02 is well tolerated in non-human primate toxicology studies with no evidence of ocular toxicity, peripheral neuropathy, or bleeding

• A phase I clinical study of ADCE-T02 in patients with advanced solid tumors is currently ongoing (Clinical Trial ID NCT06597721)
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ADCE-T02 Demonstrates Strong in vivo Efficacy in Multiple Models with Varying TF 
Expression Across Indications

 FIGURE 4: ADCE-T02 Induces Bystander Cytotoxicity in 
TF-Negative Cells Co-cultured with TF-Positive Cells
• Cell count calculated based on total number of viable cells and 

TF-positive and TF-negative cells per well with standard deviation
• Results of 3 independent experiments performed in duplicate

TABLE 2: ADCE-T02 and Exatecan Half-Maximal 
Inhibitory Concentration in Cell Lines
• IC50: Half-maximal inhibitory concentration; SD: 

Standard Deviation
• IC50 could not be determined for Ab-754Affinity KD Human TF ± SD Cynomolgus TF ± SD

ADCE-T02 44.6 ± 5.8 nM 96.0 ± 1.2 nM
Ab-754 45.0 ± 2.5 nM 128.0 ± 14.3 nM

 TABLE 1: Affinity of ADCE-T02 and Unconjugated 
Antibody Ab-754 to TF
• KD:Dissociation Constant; SD: Standard Deviation
• ADCE-T02/Ab-754 do not bind to mouse or rat TF
• Results of 3 independent experiments in duplicate

FIGURE 2: ADCE-T02 Induces Specific Cytotoxicity in TF-Positive Cells
• Cytotoxicity of ADCE-T02, Ab-754 and Exatecan was measured after 5 days of 

treatment using a CCK-8 assay
• Inhibition defined as percent loss of signal compared with untreated cells
• Results of 3 independent experiments performed in duplicate. Error bars denote 

standard deviation

Cell Line
IC50 (nM, mean±SD)

ADCE-T02 Exatecan

NCI-H292 0.291 ± 0.001 0.562 ± 0.002

BxPC-3 0.167 ± 0.009 0.363 ± 0.017

DETROIT-562 0.559 ± 0.086 0.820 ± 0.032

A549 (Neg. Ctrl) Not detected 4.520 ± 0.684

 FIGURE 5: ADCE-T02 is Highly Efficacious in vivo in Xenograft Models
• N=8 mice per group;  designates dosing days; SEM: Standard Error of the Mean 
• No effect of ADCE-T02 treatment on body weight was observed in any of the studies
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ADCE-T02 Induces Antibody Dependent 
Cellular Cytotoxicity in vitro

 FIGURE 6: ADCE-T02 Induces ADCC in vitro
• Results of 3 independent experiments in duplicate. Error bars 

denote standard deviation
• Ab-754/ADCE-T02 did not induce Antibody Dependent 

Cellular Phagocytosis or Complement Dependent Cytotoxicity 

ADCE-T02 is Well Tolerated in Non-
Human Primates

• ADCE-T02 was tested in repeat dose 
toxicity studies in non-human primates 
(NHPs)

• NHP Studies showed no dose limiting 
toxicities

• No ocular, neuronal or anti-coagulant 
effects were seen at doses several-fold 
above the predicted therapeutic level
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