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Resumo: Vosoritide is an analogue of C-type natriuretic peptide (CNP), a potent stimulator of
endochondral bone growth. We previously reported on a 42-month Phase 2, open-label study
conducted to evaluate the safety and efficacy of vosoritide in children with Achondroplasia
(ACH) aged 5-14 years. This is an 60 months follow-up update of an extension study. After
completion of 8805,6 months observation, 35 children (mean age 8.16 + 1.57 years, range: 5-11)
were enrolled into 4 dose cohorts: Cohort 1 (n=8), Cohort 2 (n=8), Cohort 3 (n=10), and Cohort 4
(n=9) with vosoritide doses of 2.5, 7.5 15 and 30 956,g/kg/day respectively given
subcutaneously for the first 6 months. The dose was escalated to 15 956,g/kg in Cohorts 1 and 2.
Children in Cohort 3 and Cohort 4 remained on their initial doses (15 and 30 956,9/kg,
respectively). Of the 30 children who rolled over into the extension study, 4 discontinued
treatment (3 left the trial, one remained in the study off therapy) and 19 (from Cohorts 1, 2 and 3)
completed 60 months of treatment. This is a report of the data from Cohorts 1, 2 and 3 as at the
time of this analysis none of the 8 subjects in Cohort 4 had completed 60 months of follow up.
All values are mean61617,(SD). No serious AEs were study drug-related. There was a persistent
increase in annualized growth velocity (AGV) during a phase of growth when the expected
normal pattern is a persistent decrease for both ACH and the general population. The baseline
AGV of 3.7561617,(1.28) cm/yr increased after 60 months (n=19) by 1.3561617,(1.07) to
5.0061617,(0.88) cm/yr. The baseline height Z-score of -5.1261617,(1.00) increased by
0.7861617,(0.70) on treatment to -4.3161617,(1.28). There was no worsening of upper-to-lower
body segment ratio which decreased by 0.1461617,(0.11) from a baseline of 1.9961617,(0.19) to
1.8861617,(0.2). An increase in urine cGMP, a biomarker of vosoritide pharmacological activity,
was sustained after 60 months of therapy. x000D __ Vosoritide was well-tolerated for up to 60
months with growth velocity and biomarker activity being sustained. These data support the
continued development of vosoritide for the treatment of children with ACH._x000D _
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