A

Human NRXNI  ARCATAGGAATAATTTTGTTTGCIAAAATARAATAAATGAATGAATGACAAGTCTGRAACATGARATGITCTAGGTAGAACTTTTTAARATTCCARATTTCARAARATCATGTGGCAACTGTATAGCT CAATCTTTARGTAT TAACT TT TAACCT TTGACCTTACAGAT TT TAACCART CARATGTCTC T TTAARCT T TARA(
_-— -_—o— - -

-_— L 3 3
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Human NRXNZ2  CCCCAGGGT CTGGCTCTGAACCGGAGCCTAGGGA! TCAAGGGARAAGA CCCAGCGTTTCTTTTCCTCCCTTCCCCTCTTTCCGTGGATGTTGCTGCTTACTCTGAGTCTCCTGAGGATT GCATAATTACTTTTCTAACTCCTTTGGACTTCGCTGCCTGAGARACCTACT GTCTTTCTARACT TTTCCAA

-_—

Human NRXN3  TGATGGAGTACTGCATCCCTAACACTAACCTCACCTTTARACCTATCOACCARGGGCAGAGTCACT TCAACTCCACCTCTACT AAAGATARAT TCATATCTATCTCTAARRACTTCAT ARAACARACCARARARCCTACCAT T TIT ITART CACTTATT CACTT T TCACATTCTTCTT TARCCT CT T T TTARACT T TARA
= _—— i — - - =

Lamprey nrxnA ACCCAARARARACCATGTTTAAATGAACGTARATTTGCCAARAAGTTATCTTCTARAATGCCTTAATAACCCAGACAT TARACATTTTTAAAAA ACCTTTTTGTARACTCTTAACTCACGTCTTAACCTT TAACCTTTGACATATGTGGTTTTTTTTT; AACCAATCARATATGTTTTTARACTTTAAA

[ -_— -_— -_— [ 3 [ - - - - -_— [ 3

-_— -_— -_— - -

Lamprey nrxnB AGGTAAAAGAATGAAGCCTAAARACAATTGTATTTCTTCAAAAGCCARACARATARATTACCTCCTCAAAARARAACTGCCTARAT GTART TTATATGACAT TTT TGTATAATACT TARACT TGAT TCTAATTCACT TCTTTTARACAATARCCTTTGACCTGTCAGCT TTT TAACCCTTGARATATCTCTTTARACT TTAAA

Lamprey nrxnC ATGTTTAAACCTGTGTGGATTGGTAGGTCEETCTCCGAATTGAAARCATTAACAAGAT TARGT TCGTT TARARARAACATAAGT TCCGAGTCCTARRATACTGGTCTCTTGCTTCACTAACCT TTAACGT GTTACATGT TTTT TTARAGAGTCTGTT TTARAT GG TG TAACTCAATCT ART TGTCTCTT TAT TAAACCTGAA
-_— -_— -_— -_— -_— -_— -_— -_— -_—
-_— -_— -_— -_— -_—

Ciona nrxn TTAACAAAGCTCATAACACACGTACTARCCATTCT TTACGTTTACGAATARGTAAT TCACT GTGTGCGTTCARTCTTCCGTTACACTAACARARGTCTTGTAAGAACCAAAATCCAATCGCGTTACTCTTGCT TAGCACATTGAAGAGTATTGACGCAACAACGTCAGTTGAATTTCACGTCCTGCTTTTCTT GTATA
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Human NRXNI TAARARACATTCATTAAAACTT CAAATAAARARATAATTTGAACATAACCAAGTAG TACTTCATTGTAACACTAAT ARACATA AAAAAT ARATTTT CCGTAAAACTARAT TAAARACAACTTTARAACAG TAAAAT GTACATAGTAATAT TTGCAT ACCTTGTATAATAATTTCTAT ACATTT TTAGACG TACCAGC TGT
- L4 - - - - -
Human NRXN2 TAATTAACCAGAATTAATTAAT TAATTAATTAACTT TARARACACTATC TTARACG TGCAGAGCTCTCTCTTTCCCCCTCCET GCCCTTCACCAATGCCCACCCCCAAGTG AAGCGACARTTGECCACCCAGAATEC TCCCTTCCCCTTTG CAGTCARCGETCT GTCTGTCCATTTCAGA! TAGCA
- DD DD D [ 3
-_—
Human NRXN3 TAACCGTCATTAARACTTTCAT TTTARAATCATTTGATCCTAAACCCTCATTTTTAAAGCCTGCARATARATGTTCCTTARAT GATAAT CGCCTGC TGCATAAATGACTG TTTTAATTTTCAT TATAATT TGTGTCAGCTTCCACCTGCCATATGT TGATAAATCATGCTATAATACATTGCCATTARRATACAGTTARA
-_— -_ -_— -_— -_— - -_ -_— - -_— -
-_ - -_ -_ - -
Lamprey nrxnA GTAACTCCGCCACCCTARACATTATAGCTGTAAACAT GCATAACTCCTGCTACCCACAACCCTGCCAGAT GTAACCG TGTTTAAACATTCACTGACATARACCT GCCTTTTTARATTATAATGCACCAATGC TCATAT GATTAAT TGTAAGTCATGCT GAATTTAACGTCGT TGTTTTG GTTTGGATTTTCATTTGTCT TCC
- - - - -

Lamprey nrxnB GTAACCACGCCTCGATTAAACTTTTAACTTGTTAAACCAGACATAATTTTCATCATAACACCACTAATGT TTGTTTTAACCTTCTAAA TAAAGGCATAAACTTGCAAC TARAGTCTAATGCTATTTTCATTTAACGTTAACATAATTTGGTTTG TTTGCAGATTGCAACTAAT! ATTCTAAGGCACTCT" ADMA
- - - - - - - -
Lamprey nrxnC GTAACATCTGCAATTAAAATGCARCAACAACRAACAAARAAACT GTCCAC TCAARAACCTGCTAACCATCCTCTARACATTARACCACCCCGTTTTT TTGTATT TCARCTCARACAT GAACGCATCTCCTT TGT TTATATAATT ATACAAT CTTCCT TTCTTTT CCAACAT ATGTTTT TTTTGT CCAGCAT CTGCCAGCEA
[ 3 - -
-_—
Ciona nrxn TACTAACAT GGTTAAACAACCACGCATGATCCTGTCGTGTAGC TTTACT GTTTTGT TGTGATAACTTTATGATAAC TTTTTCCGAAGCAATTGGTT GCTACTC TAATATG TGCACGAAACGGT TATGTTATTGTTATGCTTGTACTGCACGACTTATATTAAAAGCATGT GTTGATT TGATTT AAAATTAGCGGATTTTT
-_ - -_—
L4 -_— L__4

Figure S7. Comparison of UWAA motifs (arrows) within 200 nucleotides (A) upstream and (B) downstream of exon
AS4 in human, sealamprey and sea squirt (Ciona intestinalis) neurexin genes. The number and pattern of the motifs
in lamprey nrxn genes is more similar to thatin human NRXN1 and NRXN3 as compared to thatin human NRXN2. In
contrast, the corresponding upstream and downstream intronic regions in sea squirt nrxn contain few UWAA motifs.
Upstream sequences: C. intestinalis nrxn (Chr3:963351-963149); H. sapiens: NRXN1 (Chr2:50282183-50282385), NRXN2
(Chr11: 64394227-64394025), NRXN3 (Chr14:80158313-80158515); P. marinus: nrxnA (GL476386:445307-445509), nrxnB
(GL476911:123470-123672), nrxnC (GL477834: 72483-72281).

Downstream sequences: C. intestinalis nrxn (Chr3:963061-962861); H. sapiens: NRXN1 (Chr2:50281892-50282092), NRXN2
(Chr11:64393934-64393734), NRXN3 (Chr14:80158606-80158806); P. marinus: nrxnA (GL476386:445600-445800), nrxnB
(GL476911:123763-123963), nrxnC (GL477834:72184-71984).
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