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Figure S1. P. mytiligera de-novo transcriptome assembly summary.
(A) Pipeline for P. mytiligera RN Aseq and de-novo assembly process. (B) Principal component analysis
(PCA). RNA-Seq data sets from control and different time points of CNS regeneration show separation
between the CNS control sample and the regenerating samples, and between the early stage of
regeneration (2 dpa) and late stages (7, 14 and 21 dpa), which are grouped together.
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Figure S2. Gene ontology categories enriched at the different stages of CNS regeneration.

(A) Gene ontology (GO) term enrichments for each of the time points. The enrichment of each GO term is
indicated by a circle, where the area corresponding to the fraction of genes annotated with that term is
present in the cluster, and the color of the circle corresponds to the adjusted p-value of term enrichment
(ORA, FDR<0.05). (B) Gene sets are plotted relative to normalized enrichment scores (NES). Categories
with negative or positive NES are down- or upregulated, respectively (GSEA, FDR <0.5).
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Figure S3. Expression profile for genes involved in nerve regenerative functions.

(A) Heatmap depicts log fold change values for significantly expressed genes (rows) over the sampled
regeneration time points. Green indicates a positive fold change (upregulated with respect to uncut CNS),
and purple indicates a negative fold change (downregulated with respect to control). Genes of interest
appear on the right. Regulatory factors are colored red.

(B) Gene enrichment plot of regeneration-associated genes during CNS regeneration. Light-shaded
regions indicate the 50% and 99% confidence intervals under a hypergeometric model.



@ Skeletal muscle cell differentiation
. Sensory organ development

o ® Regulation of vasculature development

Regulation of stem cell proliferation

& @ Regulation of stem cell differentiation

Regulation of hematopoietic progenitor
cell differentiation

Regulation of epithelial cell differentiation
Regulation of animal organ formation
Regulation of angiogenesis

Positive regulation of stem cell proliferation
Osteoblast differentiation

Notch binding

Myoblast differentiation

Meiotic cell cycle

Epidermis development

Endothelial cell differentiation
sl @ Embryonic pattern specification
Wnt10a . Embryonic organ development

Bhesiss ‘ . . . Blood vessel endothelial cell differentiation
Kdméa 5 dpa 7dpa 14dpa 21 dpa

Grhi2 Early Middle Late
Stat5b )
Med1 ( >

Wnt7b p.adjust Ratio

Bmper % oos @92 @o: @os .o.a

|
|
|
|
.
[
[
|
'n(/)T\'UI‘,’OITII—I'U)'ﬂ'UiIW‘ﬂOE)G)JU—I
AP S R TR ET L R
1§} o wogg"’% SB DT =X
o0 e O
o @ o [ ]

TAomMm
284
[N

2 dpa 7 dpa 14 dpa 21 dpa

Early Middle Late LFC
)™ [ . B
=4 =5 5

Figure S4. Expression profile for genes involved in regenerative functions.

(A) Heatmap depicts log fold change values for significantly expressed genes (rows) over the sampled
regeneration time points. Green indicates a positive fold change (upregulated with respect to uncut CNS),
and purple indicates a negative fold change (downregulated with respect to control). Genes of interest



appear on the right. Transcription factors are colored red. (B) Regeneration related gene ontology (GO)
term enrichments for each of the time points (ORA, FDR<0.05).



