RNA-sequencing

The quality of the RNA samples was assessed on the Agilent Bioanalyzer system using the Agilent RNA 6000 Nano Kit reagents and protocol (Agilent Technologies). RNA samples with RNA Integrity Number (RIN) >7 were further used for library preparation and sequencing.

RNA library preparation.
[bookmark: _GoBack]Up to 20 μg of total RNA were used for mRNA isolation using the Dynabeads® mRNA DIRECT™ Micro Kit (ThermoFisher Scientific). The isolated mRNA was digested with RNase III, purified, hybridized and ligated to Ion Adaptors, reverse transcribed, barcoded and amplified, using the Ion Total RNA‐Seq Kit v2 (ThermoFisher Scientific).
RNA sequencing was performed on an Ion Proton™ System, according to the manufacturer's instructions:
The prepared libraries were quantified and pooled together in duplicates at the required concentration. The pools were then processed on an OneTouch 2 instrument and enriched on a One Touch ES station. Templating was performed using the Ion PI™ Template OT2 200 Kit (ThermoFisher Scientific) and sequencing with the Ion PI™Sequencing 200 Kit on Ion Proton PI™ chips (ThermoFisher Scientific) according to commercially available protocols.
