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Introduction and Aims: Calciphylaxis (calcific uremic arteriolopathy, CUA) in end stage renal disease (ESRD) patients is a severe form of vascular calcification characterized by painful necrotic skin ulcers and high mortality. No approved therapies are available. SNF472, an intravenous (iv) formulation of myo-inositol hexaphosphate, selectively inhibits the formation and growth of hydroxyapatite crystals, the final common pathway in the etiology of vascular calcification. The objective of this study was to evaluate SNF472 for treating calciphylaxis in ESRD patients on hemodialysis (HD).

Methods: This was an open-label, single-arm trial of SNF472 on top of standard of care in HD patients with a new diagnosis or a new recurrence of calciphylaxis. Patients were treated for 12 weeks during each dialysis session (3x/week) with SNF472 5.6-9 mg/kg iv. Standard of care was according to the practices of each site. The primary endpoint was change from baseline to Week 12 in lesion score based on the 13-item Bates-Jensen Wound Assessment Tool (BWAT). Secondary endpoints included pain assessed on a Visual Analog Scale (VAS), qualitative review of wound images, and a wound-associated quality of life (QoL) questionnaire. The main analysis used the ITT population with multiple imputation (ITT-MI) for missing data. 
Results: 14 subjects were enrolled with 11 completing the 12-week treatment. Three subjects withdrew prematurely including 1 subject for each of the following reasons: withdrew consent, withdrew from HD, death (not related to study drug). Twelve subjects received sodium thiosulfate as part of standard of care. BWAT score was significantly improved from baseline to Week 12 (p<0.001, ITT-MI) with SNF472 treatment. Pain VAS was also significantly reduced from baseline to Week 12 (p=0.004, ITT-MI). Statistically significant improvements from baseline were first observed at Week 10 with BWAT and Week 8 with Pain VAS. These findings were supported by improvements observed through qualitative review of wound images and sensitivity analyses showing consistent reductions in BWAT and Pain VAS across the ITT and Per Protocol populations, with or without imputation of missing data. Wound QoL scores were also improved. SNF472 was well tolerated. Adverse events were consistent with the patient population. There were 2 deaths and 8 subjects experienced a total of 15 serious adverse events; none of these were judged to be related to SNF472 by the investigators. 
Conclusion: These results indicate that SNF472 has a consistent benefit across multiple parameters. A Phase 3 randomised, placebo-controlled trial of SNF472 for calciphylaxis is under development.



