Materials and Methods

Whole protein sequence datasets were retrieved from whole genome databases at jgi
(http://genome.jgi-psf.org) (Grigoriev et al. 2012; Nordberg et al. 2014) and ncbi (for the
sea squirt (Ciona intestinalis: Cion2), amphioxus (Branchiostoma floridae: Brafll) from
the jgi, sea urchin (Strongylocentrotus purpuratus) and acorn worm (Saccoglossus
kowalevskii) from ncbi. Each of the Receptor Tyrosine Kinase and Cytoplasmic Tyrosine
Kinase of the human genome were compared to these genomes using blastp
(http://blast.ncbi.nlm.nih.gov/Blast.cgi) (Atschul et al. 1990). We used a threshold on the
p-value of 1.0 e-20 and collected the 20 first best hits within each subfamilies. Non-
vertebrates protein sequences were aligned using clustal omega (Sievers and Higgins
2014). Redundant sequences and sequences of non-vertebrate deuterostome with an
incomplete Tyrosine Kinase domain were discarded. Phylogenetic trees were analyzed by
Maximum Likelihood using PhyML v2.4.4 (Guindon et al. 2010). Methods with 1000
bootstrap iterations each. ML trees were run under a WAG model with estimated gamma
distribution parameter. An additional selection was made on the CTK protein sequences
that lack the transmembrane and the extra-cellular domains. A third selection was made
on sequences that were not phylogenetically close to any human RTK were searched
using blastp against the non-redundant metazoan database.

Additional Figure B. ML phylogeny based on the TK domain of the RTK sequences
observed in human, sea squirt, amphioxus, sea urchin and acorn worm. For clarity,
bootstrap values below 800 are not shown. Alternating colors allow to visualize the
distinct subfamilies.
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