S1 Supporting Text: Controls for MO injections

MO-TGFBR1 was designed to sterically block the fourth splice donor site of OL.TGFBRI transcript
(Fig. S1a). The blocking efficiencies of the MO-TGFBR1 were verified by PCR using a pair of
oligonucleotide = primers  (Ol.tgfBrl.ex3F-55GAGCTGATTCCACGAGACCG3';  Ol.rgfpri.ex5R-
5'CTTCACCGCAACCTCCTCGC3') designed on the flanking exons (exon3 and exon5, Fig. Sla).
PCR analysis revealed that the MO-TGFBR1 caused a partial retention of an intron as shown by the
presence of a higher band amplified in MO-TGFPBR1 injected embryos with respect to controls (Fig.
Sla).

Activation of p53 is an occasional off-targeting effect of knockdown strategies that induce neuronal
pS3-dependent cell death accompanied by abnormal tissue development, such as microcephaly,
microphthalmia, and others'. In this case, the phenotype can be rescued by co-injection of a MO
against p532. We sought to exclude that the phenotype in TGFBR1 morphants was related to non-
specific neural cell death in response to the injection of our MO. Therefore, we co-injected MO-
TGFBR1 with an MO against p53 (MO—p53)3. Of note, there were no modifications of the
morphant phenotype (data not shown), which confirmed the specificity of the MO-TGFBR1

targeting and the absence of the occasional off-targeting effect due to the knock-down strategy.
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