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BACKGROUND & AlIM RESULTS

» Gut bacterial ureases, which convert urea into ammonia, contribute to systemic ammonia levels and thus represent a promising

therapeutic target for reducing hyperammonemia and alleviating hepatic encephalopathy (HE) VS-02 DEMONSTRATES SUPERIOR UREASE INHIBITORY ACTIVITY COMPARED TO REFERENCE HYDROXAMIC ACIDS
» Hydroxamic acids (HAs) are potent urease inhibitors that have fé
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PRECLINICAL FORMULATION OF VS-02 LEADS TO HIGH LOCAL EXPOSURE IN THE CECUM OF HEALTHY RATS
The aim of this study was
Cecal content Feces Plasma : : : :
* to evaluate the efficacy of VS-02 in reducing ammonia ex vivo, in comparison to other hydroxamic acids (AHA and OHA) Figure 2: VS-02 PK profiles in cecal content,
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Urease inhibitory activity of HAs was evaluated in pooled cecal content of male Sprague Dawley rats (n=3), diluted to 5% w/v with Time (h) Time (h) Time (h) 100 mg/kg dose
200 mM KH_PO, (pH 6.8). After low-speed centrifugation to remove debris, bacteria were incubated with 100 mM urea and an inhibitor Mean + SD (n = 2-3) Mean + SD (n = 2-3) Mean + SD (n = 2-3)
for 30 min at 37 °C. Ammonia levels were measured before (T0O) and after incubation (T30') using a colorimetric urease activity assay kit
(abcam, ab204697)
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Sprague Dawley rats | | | | Cecal content 3 158.3 5.28 597.2 19.9 -
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PK of VS-02 was studied in healthy male Sprague Dawley rats. Two groups of rats (n=24/group) received single oral doses of 30 mg/kg
or 100 mg/kg VS-02 via gavage 100 Feces 6 32.3 0.32 954 1.0 4.1
At pre-defined time points following dosing, rats were euthanized, and plasma, cecal content, and feces were collected for quantification Plasma 4 4 0.04 17.5 0.2 0.8

of VS-02 by the LC-MS/MS system (SCIEX Triple Quad 6500+). PK parameters were calculated by non-compartmental analysis using
Phoenix WinNonlin software (version 8.5.1.3)
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