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ABSTRACT

Surgery is the primary therapy for thymic cancers, and chemotherapy and immunotherapy for relapsed disease leave considerable room for
improvement. DDR1 is a collagen-binding receptor tyrosine kinase expressed by epithelial cells; it is overexpressed on cancer cells and modulates the
peritumoral stroma. Thymic epithelial cancers have among the highest levels of DDR1 expression. DDR1 has been implicated in driving cancer invasion,
progression, and immune exclusion. DDR1 binding produces highly aligned collagen fibers (Sun et al., Nature 2021) that impede effector CD8* T cell
movement into the tumor epithelium, preventing the generation of an inflamed phenotype that is conducive to an effective immune response.

PRTH-101, a monoclonal antibody that binds DDR1, is in a Phase 1 clinical trial as a single agent and together with pembrolizumab. An RP2D has been
defined based on pharmacokinetic and pharmacodynamic results, as no dose-limiting toxicities were observed as a single agent or in combination.
Forty-five patients have been dosed and 11 remain on trial. Eight patients with thymic cancers have been treated with encouraging early clinical and
pharmacodynamic results.

BACKGROUND

DDR1 Expression is Associated with Highly Ordered Collagen and Exclusion
of Immune Cells from Tumors; PRTH-101 Blocks Collagen Binding
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RESULTS

PRTH-101-001 Clinical Trial Design

High DDR1 Expression in Thymic Tumors
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Study Summary (as of 1 October 2024) High DDR1 Expression is Significantly Associated with
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Status of Thymic Patients Treated with PRTH-101
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CONCLUSIONS

DDR1 is highly expressed in thymic cancers and other tumor types.
DDR1 inhibition may facilitate tumor infiltration of T cells by disrupting collagen in the extracellular matrix of tumors and ameliorate clinical

resistance to immune checkpoint inhibitors.

PRTH-101 is a monoclonal antibody that blocks the interaction of collagen with DDR1 in the extracellular domain.
PRTH-101 testing has shown no nonclinical toxicities or dose-limiting clinical toxicities in initial Phase 1 testing. The Phase 1c dose is 1200 mg.
Phase 1 testing has shown early evidence of clinical benefit of PRTH-101 in thymic epithelial cancers.

The Sponsor and Investigators are grateful to the patients and their families for their participation in this trial.
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