
ABSTRACT
Immunotherapy resistance remains a critical limitation in oncology, 

particularly in microsatellite stable (MSS) tumors. ENB-003, a first-in-

class selective endothelin B receptor (ETBR) inhibitor, targets 

immune exclusion by restoring T-cell trafficking into tumors. 

While immune checkpoint inhibitors have transformed oncology, 

their impact is limited by high non-response rates. A key barrier is the 

inability of immune cells to access tumor tissue. Emerging evidence 

identifies ETBR as a central regulator of this immune exclusion. 

Addressing this upstream mechanism represents a paradigm shift 

from traditional immunotherapy approaches.

This poster presents HITLAB’s independent evaluation, integrating 

clinical, mechanistic, and economic evidence. Findings demonstrate 

strong early efficacy, favorable safety, and biomarker-driven 

precision, positioning ENB-003 as a promising solution to a major 

unmet need in cancer care.

OBJECTIVES
• To evaluate the effectiveness of ENB-003 in overcoming 

immunotherapy resistance in MSS tumors.

• To analyze the role of ETBR in driving immune exclusion within the 

tumor microenvironment.

• To assess the clinical outcomes and safety profile of ENB-003 

based on early-phase trial data. 

• To present HITLAB’s independent evaluation of ENB-003 across 

clinical, scientific, and economic domains
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CONCLUSIONS
HITLAB’s evaluation demonstrates:

• Differentiated Innovation: ENB-003 is the only selective ETBR inhibitor, 
targeting a key upstream driver of immune exclusion

• Strong Clinical Signal: Phase 1 shows meaningful efficacy (40% ORR, 
80% DCR) in MSS, treatment-resistant populations

• Mechanism-Driven Breakthrough: Restores T-cell infiltration and 
overcomes checkpoint inhibitor resistance

• High Clinical & Economic Value: Cost-effective, precision-based therapy 
addressing a large unmet need

RESULTS

ENB-003 (Vodudeutentan) is a first-in-class, selective endothelin B receptor (ETBR) inhibitor designed to overcome immune 
exclusion in drug-resistant cancers.

PRODUCT PROFILE: ENB-003 (VODUDEUTENTAN)

MECHANISM OF ACTION
Conversion of “cold” (immune-excluded) tumors into “hot” (immune-

responsive) tumors

Vascular Effects
Restores ICAM-1 

expression on 
endothelial cells

Enables adhesion and 
migration of T cells into 

tumor tissue
Overcomes endothelial 

barrier to immune 
infiltration

Tumor Cell Effects
Inhibits ETBR-mediated 

tumor growth and 
metastasis

Disrupts autocrine 
endothelin signaling 

pathways
Reduces tumor 

invasiveness

Stromal & Immune 
Effects

Reduces fibrosis driven by 
cancer-associated 
fibroblasts (CAFs)

Reprograms tumor-
associated macrophages 

(TAMs)
Decreases 

immunosuppressive 
signaling

KEY CHARACTERISTICS

Acts upstream of 
immune checkpoint 
inhibitors

Small-molecule 
therapeutic 
targeting ETBR

Dual route of 
administration: 
subcutaneous (SC) and 
intravenous (IV)

Designed for 
combination and 
monotherapy use

Represents a novel therapeutic class targeting 
immune trafficking rather than immune 
activation alone

HITLAB’s Multi-dimensional evaluation
Methodological Strengths: Rigorous, efficient & aligned with 

best practices

• Multi-endpoint evaluation 

including: 
• ORR (Objective Response 

Rate)
• DCR (Disease Control Rate)
• PFS (Progression-Free 

Survival)
• OS (Overall Survival)
• Companion biomarker 

analyses

• Ensures holistic assessment of 

efficacy and safety

• Aligns with regulatory and clinical 

development standards

• Trial Design Excellence
• Phase 1:Open-label, multi-

center, multinational
• Adaptive dose-escalation 

design
• Standard for first-in-human 

oncology trials

• Phase 2 (Ovarian Cohorts):
• Simon two-stage design
• Enables early futility 

assessment
• Maintains statistical rigor 

and efficiency

Key Differentiators of ENB-003 vs Existing Therapies: 
Establishes clear clinical-strategic superiority over 

checkpoint inhibitors & chemotherapy

Direct ETBR targeting Active in MSS tumors Multi-compartment 
action

Biomarker-driven 
approach & 

Favorable safety 
profile

Effective in PD-L1 
low

Subcutaneous 
delivery Strong IP 
protection (2039)

Achievements: Clinically proven, scientifically validated & 
efficiently executed

• Clinical: Phase 1 completed (n=46) with 40% ORR, 80% DCR, durable 

responses (12–20 months), and no dose-limiting toxicities

• Scientific: ETBR validated as novel immune checkpoint with biomarker-

driven efficacy and TLO formation

• Operational & Financial: Phase 1 achieved with ~$16M, secured 

$7.5M funding for Phase 2 studies; and established Phase 2 pathway

Category Phase 1 (ENBOLDEN-101) Phase 2 (ENBOLDEN-202)

Design Open-label, multi-center, 
dose-escalation

Multi-center, biomarker-driven, 
Simon 2-stage

Population Advanced, pre-treated (n=46) Ovarian & pancreatic (selected)

Objective Safety + early efficacy Efficacy validation + biomarkers

Safety No DLTs, no MTD Ongoing

Efficacy
• ORR 40%
•  DCR 80%
• 12–20-month response

Expected confirmation

Biomarkers Early ETBR+/PD-L1 low signal Targeted selection

Key Feature Dose-response established Futility check + statistical power

Therapy Type Early evaluation Mono + combination arms

Status Completed Ongoing

CLINICAL TRIAL OVERVIEW

KEY TAKEAWAY: Phase 1 establishes safety and early efficacy; Phase 2 is designed to validate and scale clinical impact in 
biomarker-selected populations.

ABOUT ENB THERAPEUTICS
❑ Clinical-stage biopharma company focused on overcoming 

immunotherapy resistance

❑ Develops ETBR inhibitors targeting immune exclusion

❑ Mission: Enable immunotherapy response in non-responsive 

tumors

STUDY METHODOLOGY
• Clinical Evidence Review: Analysis of Phase 1 trial outcomes 

(ORR, DCR, PFS, safety)

• Scientific Validation: Review of peer-reviewed literature on 

ETBR biology and TME mechanisms

• Economic Analysis: Cost-effectiveness, healthcare burden, 

and market positioning

ENB-003 sensitizes patients to Keytruda: 95% partial response, 12-month 
duration in MS stable, platinum refractory, PDL1 negative ovarian cancer 

patient   Historical response to single agent Keytruda=0% 

ENB-003 sensitizes multiple cancers to immunotherapy : three tumor growth curve 
panels showing breast, ovarian, and pancreatic cancer models
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