Phase 1, first-in-human trial of JTX-8064, an anti-LILRB2/ILT4 monoclonal antibody, as monotherapy and
in combination with anti-PD-1 in adult patients with advanced solid tumors (INNATE)
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Introduction
•

•

Leukocyte Immunoglobulin-like receptor 2 [LILRB2; also known as
immunoglobulin-like transcript 4 (ILT4)] is an inhibitory receptor
expressed on myeloid cells; Ligands include classical (HLA-A, B) and
non-classical (HLA-G) MHC I molecules.
Antagonism of LILRB2 in in vitro and ex vivo has been shown to:
•

•

•

•
•

Figure 2: JTX-8064 may bridge the innate and adaptive
immune systems and restore PD-(L)1i responsiveness to
drive anti-tumor activity

repolarize human macrophages from an M2 (anti-inflammatory) → M1
(pro-inflammatory) phenotype1, 2
lead to T cell proliferation and IFNɣ production in a macrophage/T cell coculture system, possibly by increasing antigen presentation3
increase an IFNɣ-pharmacodynamic response in a histoculture system4

•

•

Study Rationale

JTX-8064 is a novel investigational humanized IgG4 monoclonal
antibody to LILRB2 that blocks its ability to bind to its ligands1
We hypothesize that JTX-8064 acts as a macrophage checkpoint
inhibitor that results in the activation of macrophages and subsequently
leads to T cell activation and the potentiation of an anti-tumor immune
response.
JTX-8064 may help to overcome resistance to PD-1/PD-(L)1 inhibitors
[PD-(L)1i]3
INNATE is a phase 1, first-in-human trial of JTX-8064 as monotherapy
and in combination with a PD-1i
•
•

Stages 1 & 2 – dose escalation using an interval i3+3 adaptive design
with Bayesian decision framework
Stages 3 & 4 - tumor-specific dose expansion cohorts.

Figure 4: INNATE Biomarker Plan

Key Eligibility
Key Inclusion Criteria
• Histologically or cytologically confirmed advanced/metastatic extracranial
solid tumor malignancy
• Dose Escalation: All comers
• Dose Expansion: Tumor-specific cohorts
• ≥ 18 years of age
• Eastern Cooperative Oncology Group (ECOG) performance status 0 or 1
• Predicted life expectancy of ≥ 3 months
• Measurable disease, according to the RECIST version 1.1, that has
objectively progressed since (or on) previous treatment
• Adequate bone marrow, renal and hepatic function

INNATE will evaluate a number of predictive and pharmacodynamic biomarkers in archival and pretreatment tumor tissue, as well as in blood

Figure 5: INNATE Expansion Cohort Selection Criteria

Key Exclusion Criteria

Inhibition of LILRB2 with JTX-8064 is hypothesized to act directly on macrophages to
promote an M1-like phenotype which can render the tumor microenvironment (TME) more
immunologically active. In addition, JTX-8064 may increase MHC I antigen presentation and
subsequently lead to priming of de novo anti-tumor CD8+ T cells. PD-1i inhibitors function by
blocking the negative signal induced by binding of PD-1 to PD-L1 and PD-L2 and can lead to
the restoration of effector function in pre-existing anti-tumor T cells.
JTX-8064 in
combination with a PD-1i may work to enhance the anti-tumor immune response and has the
potential to reverse resistance to PD-1i.

• Concurrent anti-cancer treatment, either FDA approved or investigational
• History of intolerance, hypersensitivity, or treatment discontinuation due to
Grade 3 or greater irAEs
• Diagnosis of immunodeficiency, either primary or acquired, or treatment with
immunosuppressive levels of systemic corticosteroids or any other form of
immunosuppressive therapy within 7 days prior to planned C1D1
• Symptomatic or uncontrolled brain metastases, leptomeningeal disease, or
spinal cord compression not definitively treated with surgery or radiation

Figure 3: INNATE Study Schema and Expansion Cohorts

Figure 1: JTX-8064 Mechanism of Action

Study Design

Using a human histoculture system, tumor slices were cultured +/- JTX-8064 and gene expression was
analyzed to identify potential predictive biomarkers of response to JTX8064 [4]. Two of the identified
potential predictive biomarkers, LILRB2 and a TAM gene signature, along with the IFNɣ gene signature
(associated with responses to checkpoint inhibitors [5]) were then assessed across 35 different tumor
types, both primary and metastatic, in The Cancer Genome Atlas [3]. See representative data above.
Top indications were assessed against clinical landscape and unmet medical need. Final selection of
tumor types included both PD-(L)1i-responsive and resistant tumors.

Key Objectives

JTX-8064 is an anti-LILRB2 humanized monoclonal antibody that antagonizes the binding of
both classical and non-classical HLA molecules to LILRB2. In pre-clinical studies JTX-8064
has been shown to promote an M1-like phenotype in macrophages driving increases in proinflammatory cytokines and antigen presentation, and leading to macrophage-dependent T
cell activation

Primary
• Safety and tolerability
• Maximum tolerated dose (MTD) and the recommended Phase 2 dose
(RP2D)
Secondary
• Pharmacokinetics (PK) and immunogenicity
• Receptor occupancy (RO) (Dose escalation)
• Efficacy (Dose Expansion)
Exploratory
• Efficacy (Dose Escalation)
• RO (Dose Expansion)
• Predictive and pharmacodynamic (PD) biomarkers
• Evaluate changes in the TME in archival and pre-tx biopsies (Dose
Expansion)

Enrollment Update
Abbreviations: UPS = undifferentiated pleomorphic sarcoma; LPS = liposarcoma; HNSCC = head and
neck squamous cell carcinoma; TNBC = triple negative breast cancer; NSCLC = non-small cell lung
cancer; cSCC = cutaneous squamous cell carcinoma; ccRCC = clear cell renal cell carcinoma

The INNATE trial is divided into 4 stages: JTX-8064 dose escalation, JTX-8064 + PD-1i dose
escalation, JTX-8064 expansion and JTX-8064 + PD-1i expansion. Dose escalation with JTX8064 or JTX-8064 + PD-Li will be conducted in patients with advanced/metastatic extracranial
solid tumors and will utilize an interval i3+3 design with Bayesian decision framework; Dose
expansion cohorts will enroll specific tumor types. The JTX-8064 expansion cohort will enroll
PD-(L)1i-naïve ovarian cancer patients; The JTX-8064 + PD-1i expansion cohorts will enroll
patients who are PD-(L)1i-naïve – ovarian cancer, UPS/LPS and HNSCC and PD-(L)1iexperienced - TNBC, NSCLC, cSCC and ccRCC.

The INNATE trial (NCT04669899) is ongoing and will be opened at approximately 45
sites in the United States. First patient in was achieved in January 2021.
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