A Phase 1 Study in Healthy Adults of the Safety, Tolerability, Pharmacokinetics, and Pharmacodynamic Proof-of-
Mechanism of MZE782, a Specific Inhibitor of SLC6A19 for the Treatment of Chronic Kidney Disease

Steven Chessler, Rita Humeniuk, Susan L. Limb, Julie Ullman, Keith Boundy, Janet Leeds, Ryan Dick, Yannan Xi, Victoria Assimon, David Beattie, Maarten Hoek, and Harold S. Bernstein

Introduction

SLC6A19, also known as BC°AT1, is a neutral amino acid
transporter expressed in the proximal tubule and small intestine
that is involved in the reabsorption of amino acids from the urine
and the uptake of free amino acids from the diet. Genetic data
suggest that loss of SLC6A19 function in humans may be
protective against chronic kidney disease (CKD). MZE782 is a
selective, small molecule inhibitor of SLC6A19 currently in
development for the treatment of CKD and Phenylketonuria

Results

Increasing urinary excretion of Phenylalanine (Phe) with
exposure to MZE782, consistent with inhibition of SLC6A19

Figure 2: Increased urinary Phe excretion in SAD and MAD cohorts

MZE782 was well-tolerated at single doses up to 960
mg and multiple doses up to 240 mg BID x 7 days

 Vital signs, laboratory studies, ECGs, and clinical examination:
no clinically relevant or dose-dependent changes

« AEs were all mild and resolved

Dose-dependent eGFR decreases (“dips”) observed after initiation of MZE782,
which generally returned to baseline after cessation

Figure 3: Dose-dependent “dip” in eGFR with multiple doses of MZE782
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« Treatment-related AE (TRAE) reported in three participants
(3.5%) treated with MZE782
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