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A phase 1 healthy male volunteer single escalating dose study of the pharmacokinetics and
pharmacodynamics of (RG7916, RO7034067), a SMN2 splicing modifier
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Risdiplam) (RG7916, RO7034067) is an orally administered, centrally and per gy, cogylceramide synthase inhibition with lowers globotriaosylceramide and lysosome

(SMN2) mRNA splicing modifier for the treatment of spinal muscular atrophy

were to assess the safety, tolerability, pharmacokinetics (PK) and pharmacodyi|

CYP3A inhibitor on the PK of in healthy male volunte
design with 25 subjects receiving single ascending oral doses of (re
Bayesian framework was applied to estimate effect on SMN2 mRN;/

PK of was also assessed using a two-period cross-over design (n =
exhibited linear PK over the dose range with a multi-phe
Food had no relevant effect, and had only a minor effect on plas
metabolized by CYP3A. The highest tested dose of 18.0 mg led to ¢

Risdiplam| was well tole

the intended shift in SMN2 splicing towards full-length SMN2 mRNA. Based or

tolerated.

of the estimated maximum increase in SMN2 mRNA.

with SMA are now ongoing.
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staining in cultured fibroblasts from Fabry patients with different mutation types

Fabry disease is an X-linked lysosomal storage disorder caused by mutations
alpha-GalA). The deleterious mutations lead to accumulation of alpha-GalA s
globotriaosylsphingosine. Progressive glycolipid storage results in cellular dys
i.e. neuropathic pain, impaired renal function and . Many
infusions of replacement enzyme. While the only available oral therapy is an
number of patients with specific 'amenable’ mutations. is an ora
(GCS) that is in late stage clinical development for Fabry disease. Here we ir
globotriaosylsphingosine and lysosomal staining in cultured fibroblasts from
different pathogenic variants, with 13 cell lines harboring mutations ag
dose dependently reduced Gb3 in all cell lines. For 13 cell lines the Gb3 data

[interquartile range (IQR)] = 11 pM (8.2-18); the median percent reduction

—

h—ZOEELLSE - K

Disease | ~ -0.2 | -0.2 ~ 0.2
Drug ~-0.2|-0.2~0.210.2~
Gene ~-0.2|-0.2~0.2

Immune-mediated inflammatory polyneuropathy overlapping Charcot-Marie-Tooth 1B

Charcot Marie Tooth (CMT) due to jmyelin protein zeroj (MPZ) mutations, may cause a wide variation of phenotypes, depending on

the localization of the mutation within the gene. Among the most common phenotypes are: an infantile onset disease with extremely

slow nerve conduction velocities (CMT1B) and an adult onset phenotype with nerve velocities in the axonal range (CMT2I). We

reported a patient with CMT1B (MPZ p.Ser63del mutation) which developed an overlapping immune mediated

[polyradiculoneuropathy] with recurrent episodes of quadriparesis and cranial nerve involvement. We observed reversible

conduction block on serial neurophysiologic studies, non-uniform demyelination and good clinical response to prednisone and

cyclophosphamide, as evidenced by objective functional recovery. [Chronic inflammatory demyelinating polyradiculoneuropathy]

(JCIDPJ))-like characteristics have not yet been described associated with a MPZ p.Ser63del mutation. This description adds evidence

pisease | ~Zo2 |GoEERR Di:Muscular Atrophy=0.01  also dose dependently reduced LysoTracker Red staining of acidic compartme  jpgjicating that a defective structural myelin protein may predispose peripheral nerves to immune attacks.
Atrophy=0.015 to those with current treatments-[agalsidase alfa] and [migalastat]. Consequ
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