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Validation

For EEG and behavioral analysis, no statistical methods were used to pre-determine sample sizes, but our sample sizes are similar to those
reported in previous publications (doi.org/10.1111/epi.16482 and https://doi.org/10.1073/pnas.1906833116). For RNA seq, qPCR, WB and
IHC sample size is indicated in Figure legends.

One sample of the RNA_seq indicated as 19C in metadata was excluded as it was a cortical tissue but it profiled like an hippocampus,
indicating a contamination during the dissection of the tissue.

All attempts at replication were successful. The number of independent replicates for each experiment is indicated in figure legends.

For EEG analysis in Dravet mice injected at P30, animals were randomized after the assessment of spontaneous seizures during routine
handling between the groups injected with PHP.eB Cre or Ctrl virus. For EEG analysis in Dravet mice injected at P90, animals were randomized
after 2 weeks of EEG recordings of seizure baseline. For other experiments, randomization was not relevant as there was no selection of
samples.

Researchers involved in the experiments were blinded during experiment and data analysis. Another researcher replaced cards with
genotypes and virus injected (PHP.eB-Cre or-Ctrl) on animal cages with others associating experimental groups with letters. At the end of the
analysis the resercher was unblinded.

The following antibodies were used in this work: for western blot, primary antibodies for Nav1.1 (rabbit, 1:200, Millipore) and
Calnexin (rabbit, 1:2000, Sigma-Aldrich) were used and anti-rabbit HRP (1:5000, Dako) was used as secondary antibody; for
immunofluorescence anti-Cre recombinase (mouse, 1:1000, Millipore), anti-NeuN (rabbit, 1:1000, Abcam), anti-GFAP (chicken,
1:1000, Abcam), anti-Glutamine synthetase GS (mouse, 1:1000, Millipore), anti-Iba1 (rabbit, 1:1000, Wako), anti-CD68 (rat, 1:1000,
Abcam), anti-Vimentin (chicken, 1:1000, Abcam).

Nav1.1 (rabbit, cat. AB5204 Millipore)
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