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DFIRLELSSASVVSFSFDVGNGLVERSVRSSTPLNDDOWHRVEAERNIKE
DLLHIELKGGSVVLFSFDAGDERVERSVRSPQPLNDDKWHRVEVEKNIQE

s s s kE * kakE ks ks kEkE kkokE k. khkE . *akaas

893
893
893
893
893
1019
Be2
892
871
BH3

ASLQVDRLFQQI PTEGHTRLELYSQLFVGGAGGQQOGFLGCIRSLRMN
ASLQVDRLEQQI PTEGHTRLELYSQLFVGGAGGQQOGFLGCIRSLRMN
ASLOVDRLEQQI PTEGHTRLELYSQLFVGGAGGQQOGFLGCIRSLRMN
ASLQVDRLPQQI PTEGHTRLELYSQLFVGGAGGQQGFLGCIRSLRMN

PTEGHTRLELYSQLFVGGAGGQQGFLGCIRSLRMN
PTEGHTRLELYSQLYVGAAGGQRGFLGCIRSLRMN
ASLOQVDQLPQQVRQAPTEGHTRLELYSQLYVGAAGGORGFLGCIRSLRMN
ASLQVDQLEWQ PTOQGHTRLELYSQLFVGAAGDORGFLGCIRSLRMN
AVLRVDKLYREARSAPPQGHTRLOLFSQLFVGASGGQRGFLGCIRSLKVN
AALQLDGQYREVRPASPQGRTKLEFYSDLYVGASSGQRGFLGCMRALKIN

* k.o s e W ek ek e a ks Haw ko k ek ke sk

GVTLDLEERAKVTSGFISGCSGHCTSYGTNCENGGKCLERYHGYSCDCSN
GVTLDLEERAKVTSGFISGCSGHCTSYGTNCENGGKCLERYHGYSCDCSN
GVTLDLEERAKVTSGFISGCSGHCTSYGTNCENGGKCLERYHGYSCDCSN
GVTLDLEERAKVTSGFISGCSGHCTSYGTNCENGGKCLERYHGYSCDCSHN
GVTLDLEERAKVTSGFKSGCSGHCTSYGANCENGGKCIEKYHGYSCDCSN
GVTLDLEERAKVTLGVKPGCSGHCTSYGMYCENGGKCVEKYNGYSCDCSK
GVTLDLEERAKVTLGVKPGCSGHCTSYGMYCENGGQCVEKYNGYSCDCSK
GMTLDLEERAKITPGVKPGCSGHCTSFGMYCQNGGKCVEKYNGYTCDCSR
GVTLDLEGRARVTPGVKPGCSGHCSSYGMHCONGGKCIEKYNGYSCDCSQ
GVTFNLKAKARETSPGVSPGCQGHCSSYGTHCRNGGTCVEKYNGYSCDCSL

Faokas ks sk . w Fhk kkEakahk  k kEkh ke ikahE.EkEAE

TAYDGTFCNKDVGAFFEEGMWLRYNFQAPATNARDSSSRVDNAPDQQ-NS
TAYDGTFCNKDVGAFFEEGMWLRYNFQAPATNARDSSSRVDNAP! -NS
TAYDGTFCNKDVGAFFEEGMWLRYNFQAPARINARDSGSRVENSPBQO-NS
TAYDGTFCNKDVGAFFEEGMWLRYNFQAPATNARDSSSRVENAPDQQ-NS
TAYDGTFCNKDVGAFFEEGMWLRYNFQAPAVTARDTGSRAENSABQOQOHL
TAYDGPFCIKDVGAFFEEGMWLRYNFQAP--GTKDGASRSGNSVDS0-NL
TAYDGPFCIKDVGAFFEEGMWLRYNFQSPVASSKDSPSRTGNSABPO-NA
TAYDGPYCNKDVGGYFEEGTWLRYNFHSASTAAVVSTKETGNIPQS5-AS
TAFDGPFCNDDVGGYFESGTLVRFDLMSESSTSSPALKE-GESAVLG--1
TAYDGAFCTEDVGGYFETGTLVRYDFPPEARNFALPETKSQAGVGLL--H

ok e wk ek Wk ok ek sk

R906H
943

943
943
943
943
1069
912
942
921
833

993
993
993
993
893
1119
962
g9z
871
983

DI1038N
1042
1042
1042
1042
1043
1166
1011
1041
1018
1031

(continued)
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Homo_sapiens
Pan_troglodytes
Macaca_mulatta
Pongo_pygmaeus
Mus_musculus

Monodelphis domestica
Ornithorhynchus anatinus
Xenopus_tropicalis
Danio_rerio
Tetraodon_nigroviridis

HPDLAQEEIRFSFSTTKAPCILLYISSFTTDFLAVLVKPTGSLQIRYNLG 1092
HPDLAQEEIRFSFSTTKAPCILLYISSFTTDFLAVLVKPTGSLQIRYNLG 1092
HPDLAQEEIRFSFSTTKAPCILLYISSFTTDFLAVLVKPTGSLQIRYNLG 1092
HPDLAQEEIRFSFSTTKAPCILLYISSFTTDFLAVLVKPTGSLQIRYNLG 1092
APDLAQEQIHFSFSTTKAPCILLYVSSLTTDFLAVLVKPTGNLQIRYNLG 1093
TPDLAKEELSFSFSTTKAPCILLYVSSHTPDFVAVLVKSSGNLQVRYNLG 1216
APDLIKETLSFSFSTTKSPCILLYVSSYTTDFLAVLVRPAGTLQIRYNLG 1061
DIGLAKEELLFSFSTTKSPCILLYISSYSQDYLAVLLKASGILQIRYNLG 1091
VGNLTHEELSFSFSTSNTPAVLIYISSKTQDYLAVVLRHNGTLOQIRYNLG 1068
GANLTQEELVFSFSTSSTPSILVYVSSRTQDYMAVVLKHNGTLQIRYSLG 1081

* sk s kEkkEEs sk shakekk + Easkhkaas * kkekk ok

- V1102A

Homo_sapiens GTREPYNIDV—DHRNMAHGQPHSVH%TRHEKTIFLKLDHYPSVSYHLPSS 1141 SI114G
Pan_troglodytes GTREPYNIDV-DHRNMANGOQPHSVNITRHEKTIFLKLDHYPSVSYHLPSS 1141

Macaca_mulatta GTREPYNIDV-DHRNMANGOPHSVNITRHEXTIILKLDHYPSVSYHLPSS 1141 RI1119H
Fongo_pygmaeus GTREPYNIDT-DHRNMANGQPHSVNNTRH TIILKLDHiPSVSYHLFSS 1141

Mus_musculus GTREPFNIDV-DHRNMANGOPHSVNITRHERTIILKLDEYPAVGYHLPSS 114 DI129H
Moncdelphis_domestica GTKEPYNIDV-DHRNMANGOPHSVNITRNEKDIILQLDHYSPVSYSLPSS 1265
Ornithorhynchus_anatinus STREPYNIDV-DHRNVANGOPHSVNITRNGKDIILOQLDHYPPSSYSLPVS 1110
Xenopus_tropicalis GTKDPYNIDESDHKNMANGOPHEINITRSGRNVIFQLDHYPPAVYNLPSA 1141
Danio_rerio GLKEPFSIS -NHRNMhNGQPH’VNISRQERLIQLQV&HYPTASYTLPER 1117
Tetracdon_nigroviridis GLAEPYTIDE-HQRNMANGOPHSVNVSRNQREIRLOLDHYPVSTYTLPEE 1130

.. - PR R T . . - e o ko
Humo_aapiens SDTLFNSPKSLFLGKVIETGKID-QEIHKYNTPGFTGCLSRVQFNQIAPL 1190
Pan_traglodytes SDTLFNSPKSLFLGKVIETGKID-QEIHKYNTPGFTGCLSRVQFNQIAPL 1190
Macaca_mulatta SDTLFNSPKSLFLGKVIETGKID-QEIHKYNTPGFTGCLSRVQFNQIAPL 1190
Pongo_pygmaeus SDTLFNSPKSLFLGKVIETGKID-QEIHKYNTPGFTGCLSRVQFNQIAPL 1190
Mus_musculus SDTLFNSPKSLFLGKVIETGKID-QEIHKYNTPGFTGCLSRVQFNHIAPL 1191
Monodelphis_domestica SDTLFNSPKSLFLGKVIETGKID-QEIHTYNTPGFTGCLSRVQFNQIAPL 1314
Ornithorhynchus_anatinus SDIVFNSPKSLFLGKVIETGKID-QEIHKYNTPGFTGCLSRVQFNQIAPL 1159
Xenopus_tropicalis SDTQFNGPKALFLGKVIETGTKD-QDIHSYNTPGFSGCLSRVQFNLIAPL 1150
Danio_rerio SDTEFNLVKTIFLGKVFETGQIDPVLIERYNTPGEVGCLSRVQFNRISPL 1167
Tetracdon_nigroviridis SDTQFNLVKSIFLGKVFETGQIDPVLIERYNTPGFVGCLSRVQFNSVAPL 1180
kk  kk  hsekkkAkoAEE W * kkkkk Rk kA kkREE oAk

1— A1227T
Homo_sapiens KARALRQTNASAHVHIQGELVESNCGASPLTLSPMSSATUPWHLDHLDSAS 1240
Pan_troglodytes KARLRQTNASAHVHIQGELVESNCGASPLTLSPMSSATDPWHLDHLDSAS 1240
Macaca_mulatta KRALRQTNASAHVHIQGELVESNCGASPLTLSPMSSATDPWHLDHLDSAS 1240
Pongo_pygmaeus KRALRQTNASAHVHIQGELVESNCGASPLTLSPMSSATDPWHLDHLDSAS 1240
Mus_musculus KARLROTNASAHVHIQGELVESNCGASPLTLSPMSSATDPWHLDHLDSAS 1241
Monodelphis domestica KARLROTNASSQVHIQGELVESNCGASPLTIPPMSAATDPWHLD---SAS 1361
Ornithorhynchus_anatinus KARLRPTNTSSQVHIQGELVESNCGASPLTIPPMSAATDPWHLD---SAS 1206
Xenopus_tropicalis KARLRSSNN-SQVFIQGELVESNCGASPLTIPPMTSNTDPWHSE----=-5 1234
Danio_rerio KAALR——TGPSTASIQGVLVESNCGASPLTVPPHSA'FDPWHPES———VG 1212
Tetracdon_nigroviridis KAALRSGQG-APGSAKGILVPSNCGASPLTISPMASAADPLALRSWHHLH 1229

* kR H :) * & +A*&***+*:_*’:: *
11253T

Homo_sapiens
Pan_troglodytes
Macaca_mulatta
Pongo_pygmaeus
Mus_musculus

Monodelphis domestica
Ornithorhynchus_anatinus
Xenopus_tropicalis
Danio_rerio
Tetracdon_nigroviridis

Homo_sapiens
Pan_troglodytes
Macaca_mulatta
Pongo_pygmaeus
Mus_musculus
Monodelphis_domestica
Ornithorhynchus_anatinus
Xenopus_tropicalis
Danio_rerio
Tetracdon_nigroviridis

<
ADFP--YNPGQGQAIRNGVNRNSAI IGG-VIAVVIF’I‘ILCTL% LIRYMF 1287
ADFP--YNPGQGOAIRNGVNRNSAIIGG-VIAVVIFTILCELVFLIRYMF 1287

ADFP--YNPGQGOAIRNGVNRNSAIIGG-VIAVVIFTILCILVFLIRYMF 1287
ADFP--YNPGQGOAIRNGVNRNSAIIGG-VIAVVIFTILCILVFLIRYMF 1287
ADFP--YNPGQGOAIRNGVNRNSAIIGG-VIAVVIFTILCILVFLIRYMF 1288
ADFP--YNAG--QAIRDGVNRNSAIIGG-VIAVVIFTILCTLVFLIRYMF 1406
ADFP--YNAG--QAIRDGVNRNSAIIGG-VIAVVIFTILCTLVFLIRYMF 1251
PEFP--NNEG--QAIKDGVNRNSAIIGG-IIAVVIFTILCILVFLIRYMF 1279
AQFP--FNEE--RISRDGVNRDSAIIGG-IIAVVIFTILCTLVFLVRHMF 1257
GDLHGPLHHGVCGABPVPPORLLPHORGOGRGRGRLRGRGEHRQRPGLHR 1279

RHKGTYHTNERKGAESAESADAAIMNNDPNFTET IDESKKEWLI- 1331
RHKGTYHTNEAKGAESAESADAAIMNNDPNFTET IDESKKEWLI- 1331
RHKGTYHTNEAKGAESAESADARIMNNDPNFTET IDESKKEWLI- 1331
RHKGTYHTNEAKGAESAESADARIMNNDPNFTETIDESKKEWLI- 1331
RHKGTYHTNEAKGAESAESADARIMNNDPNFTET IDESKKEWLI- 1332
RHKGTYHTNERKGAESAESADARAIMNHDPNFTETIDESKKEWLI- 1450
RHKGTYHTNEAKGAESAENADAAIMNNDPNFTET IDESKKEWLI- 1295
RHKGTYHTNEAKGAESADTADARI INNDPNFTETIDESKKEWLI- 1323
RHKGSYHTNEAKGAESADCADARI IVNDPAFTETIDESKKEWFI- 1301
DHRGEQEGVVHLRSRGGLRPDSCGLAEPLRMOHGYESTERRLVSF 1324

-k > . . -

TI2781

Figure S1. Diagram Showing ClustalW Alignment of Top BlastP Hits to CNTNAP2

Unique variants identified in the case (dark blue) and control groups (black) are
highlighted. Amino acids marked with gray are identical to human sequence. Those
marked in light blue fall into the same broad physio-chemical group. Red indicates
that the amino acid was the same as the change caused by the rare variant. An asterisk
(*) identifies residues or nucleotides that are identical in all sequences in the
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alignment. A colon (:) designates conserved substitutions. A period (.) denotes
semiconserved substitutions. Homo sapiens, NP_054860.1; Pan troglodytes,
XP_519462.2; Macaca mulatta, XP_001094652.1 ; Pongo pygmaeus, Q5RD64; Mus
musculus, NP_001004357.1; Monodelphis domestica, XP_001368218.1 ;
Ornithorhynchus anatinus, XP_001505555.1; Xenopus tropicalis, NP_001072732.1,;
Danio rerio, XP_691801.2; Tetraodon nigroviridis, CAG11627.1.



