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BACKGROUND RESULTS

= Wolfram syndrome (WS) is a rare, fatal, progressive = The main analysis performed includes Week 24 data for all 12 participants (the Intent-to-Treat [ITT] population) and for
monogenic disorder characterized by juvenile-onset the 11 participants with genetically confirmed Wolfram syndrome (the Per Protocol population)
insulin-requiring diabetes mellitus, optic nerve atrophy, — Upon genetic review, one participant was determined not to meet inclusion/exclusion criteria; this participant had
diabetes insipidus, sensorineural hearing loss, and a pathogenic autosomal recessive mutation on one allele and a variant of uncertain significance on the other

neurodegeneration’>

= PB&TURSO is an oral, fixed-dose combination of
sodium phenylbutyrate and taurursodiol hypothesized to

— Data was available for 11 participants at Week 48; one participant discontinued for reasons unrelated to safety

= Treatment with PB&TURSO showed overall stabilization or improvement relative to baseline on multiple outcomes across
° ° 1 ° ° . ° o ° °
simultaneously target endoplasmic reticulum (ER) stress organ systems typically affected in Wolfram syndrome?, including endocrine function (Figure 1), ophthalmologic function

and mitochondrial dysfunction®’, two pathways critical to (Figure 2), and overall symptom burden (ngure 3) .
the development of Wolfram syndrome?89 = PB&TURSO was generally well tolerated with no serious adverse events and all treatment-emergent adverse events

— PB&TURSO has demonstrated pre-clinical efficacy in (TEAEs) graded mild or moderate

patient-derived cell and mouse WS models!® — Diarrhea was the most common TEAE (58.3% in ITT); all cases were of mild severity
= The phase 2, open-label HELIOS trial is evaluating the — Dose reduction or drug interruption due to TEAE occurred in only 25% of participants and no TEAEs led to drug
safety/tolerability of PB&TURSO and its effects on discontinuation

endocrinological, neurological, and ophthalmological FIGURE 1. Improved Pancreatic Function, Beta Cell Responsiveness, and Glycemic Control

function in Wolfram syndrome
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= At Week 24, treatment with PB&TURSO instead
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