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Background

Please scan using your QR reader application to access the graphs and data presented in this poster.
NB: there may be associated costs for downloading data. These costs may be high if you are using
your smartphone abroad. Please check your mobile data tariff or contact your service provider for more
details. Alternatively this can be accessed at: http://bit.ly/2NShnUC

• Spinal muscular atrophy (SMA) is a severe, progressive, inherited
neuromuscular disease leading to loss of motor function and reduced life
expectancy.1

Study design

• SMA is caused by reduced levels of the survival of motor neuron (SMN)
protein due to deletions and/or mutations of the SMN1 gene.1
—— A second SMN gene, SMN2, only produces low levels of functional
SMN protein.2

• RAINBOWFISH (BN40703) is an open-label, single-arm, multicenter clinical
study to investigate the efficacy, safety, PK, and PD of risdiplam in babies
with genetically diagnosed SMA who are not yet presenting with symptoms.

• Risdiplam (RG7916; RO7034067) is an investigational, orally administered,
centrally and peripherally distributed small molecule that modulates
SMN2 pre-mRNA splicing to increase SMN protein levels.3
—— Risdiplam is currently under investigation in three clinical trials in patients
with SMA4–6

• Genetic documentation of 5q SMN1 homozygous
gene deletion or mutation or compound heterozygous
mutation (regardless of SMN2 copy number).
• Up to 6 weeks (42 days) of age at the time of first dose.
• Adequately recovered from any acute illness at
baseline.
• Absence of clinical signs or symptoms prior to dosing
that are strongly suggestive of SMA.

Key
inclusion
criteria

RAINBOWFISH
Birth–6 weeks old

• Most motor neuron degeneration occurs in the first months of life in babies
with Type 1 SMA, thus the timing of therapeutic intervention is crucial.7

• Concomitant or previous administration of an SMN2Key
exclusion targeting antisense oligonucleotide, SMN2-splicing
modifier, or gene therapy.
criteria
• Requiring invasive ventilation, tracheostomy or awake
non-invasive ventilation.
• Presence of significant concurrent syndromes or
diseases.

• In recent clinical studies babies with pre-symptomatic SMA have shown a
higher and more rapid achievement of motor milestones and reduced
disease severity when SMN upregulation therapy was administered early.8

Study schema

Primary efficacy objective

To evaluate the efficacy of risdiplam in babies with two SMN2
copies and CMAP ≥1.5 mV at baseline as determined by:
proportion of babies sitting without support for 5 seconds
after 12 months on treatment as assessed by
Gross Motor Scale of the BSID-III.

• Recruitment will be global.
• Enrolled babies will receive risdiplam orally once daily for 24 months,
followed by an open-label extension phase of at least 36 months.

Babies aged up to 42 days with genetically
diagnosed and pre-symptomatic SMA
regardless of SMN2 gene copy number.

Secondary efficacy objectives

To evaluate the efficacy of risdiplam on:

Target enrollment ~25 patients*

Primary analysis (n=10)

• Babies with two copies of SMN2 gene
and CMAP ≥1.5 mV at baseline.
• Analysis will be conducted when
the last enrolled baby reaches
12 months of treatment.
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Safety, tolerability,
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Secondary and exploratory
analyses (n~25)

All babies regardless of SMN2 gene
copy number.
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Recruitment for
RAINBOWFISH
will commence
Q4 2018

Additional objectives

Health status
and healthrelated QoL

*Recruitment will close when 10 babies with two SMN2 copies and a
baseline of CMAP ≥1.5 mV have been enrolled.
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BSID-III, Bayley Scales of Infant and Toddler Development, Third Edition; CHOP-INTEND, Children's Hospital of Philadelphia Infant Test
of Neuromuscular Disorders; CMAP, compound muscle action potential; HINE, Hammersmith Infant Neurological Examination;
PD, pharmacodynamics; PK, pharmacokinetics; QoL, quality of life; SMA, spinal muscular atrophy; SMN, survival of motor neuron.
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