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Number of Studies

Rejections 5 (6%) 1

Number of Compounds 49 16
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Common Grounds for Deliberation and Questions
(and sometimes rejection)

-rejection rates:
ASO’s: 6% of studies (+9% withdrawals during evaluation)
SiRNA's: 2% of studies (+4% withdrawals during evaluation)

-major rejection grounds:
insufficient supportive evidence (pharmacological/pharmacokinetic)

-unfavorable risk/benefit balance (non-therapeutic studies in children):
ASQO’s: 35% studies in minors (5% exclusively in children <12 years)
SiRNA’s: 26% studies in minors (4% exclusively in children <12 years)
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Recommendations to Facilitate Trial Approval

-scientific advice (CCMO plus CBG/MERB):
academic groups!
new approaches (but also share in prior experience)

-provide strong pharmacological rationale:
pharmacokinetics (tissue penetration)
pharmacodynamics (RNA transcripts / protein levels)
selectivity

-consistently incorporate biomarkers to guide dose selection (from FIM)!

-in children: avoid studies limited to ‘pharmacokinetics/tolerability/safety’
‘seamless’ phase I/lia in pediatric patients
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