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Right: Restoration in splice factor-depleted cells: Overexpression of wt and mutant splice
factor in siRNA treated cells showed specific reversion of splice variant modulation back to
healthy phenotype (plasmids contain optimized coding sequence insensitive to SiRNA-
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Primary Screening of 2,200 compounds by Triplex TagMan assay for quantification of normal
(TG1), aberrant (TG2) and GAPDH (HK) expression at 20 uM final concentration in single point
and technical duplicate to identify modifiers that can revert normal variant splicing. Quality
criteria achieved (/eft), raw signals distribution (middle), compound distribution and hit
selection (right) by Genedata Screener® software analysis.

Inducible shRNA-mediated gene knock-down and depletion in HiBiT tagged neuroblastoma cell line.
Left: Cell model in which pathological conditions (LOF) can be reversibly and dose-dependently induced
in order to identify SM compounds that might revert disease phenotype.
Right: Lentiviral transduction for inducible shRNA against a disease-related splice factor, analysis on
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4 - Biomarker and lineage-specific engineered iPSC reporter lines ~ transcript. Nano-Glo® HiBiT Lytic Detection System showed reduction of tagged normal variant protein.
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cassette for the calcium-sensitive indicator GCaMP6f into the AAVS1 Safe-Harbour site by a
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gene trap approach (selection marker expressed only upon site-specific integration).

Left: Doxycycline dose-dependent reduction of normal variant-HiBiT protein levels (HiBiT assay) in line
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