Appendix 2. Canine ADAM9 mRNA and predicted protein.

A. Canine ADAM9 , normal allele.

A1l. ADAM9 mRNA sequence from normal dogs. Upper case indicates coding sequence, boxed
are the first methionine and the stop codon. In bold are exons 15 and 16 that are missing
in the affected dog.

A2. Canine ADAMS9, predicted protein from a normal dog. The protein is 819 amino- acids
long. Features in the protein are as follow: Red sequence: signal peptide- 1-28 aa
(translated from exon 1); Grey sequence: 29-211 aa (translated from exon 2- exon 7);
Orange sequence: Metalloprotease domain: 212-404 aa (translated from exon 7-exon
12); Blue sequence: Disintegrin domain: 414-501 aa (translated from exon 12-exon 14);
Pink sequence: Cystein rich domain: 505-634 aa (translated from exon 14-exon 17);
Brown sequence: EGF-like domain: 644-698 aa (translated from exon 17-exon 19);
Green sequence: Transmembrane domain: 698-718 aa (translated from exon 19).
Amino acids 29-697: extracellular, amino acids 698-718: transmembrane; amino acids
719-819: cytoplasmic.

B. Canine ADAM9, crd3-mutant allele.
B1. Sequence of crd3-mutant canine ADAM9 mRNA. Boxed are the first methionine and the

premature stop codon. { indicates the location of exons 15 and 16 missing in the
affecteds. Underlined is the stop codon in a normal dog.

B2. Canine ADAM9 predicted mutant protein product. Colored are the domains. The last two
amino acids are not present in the normal protein. The predicted protein is 532 amino-
acid long.

Al.

gc cgcgGGATCGGGCGCGGGCTCGCCCTTTGGGGTCTTCCGGCTCCAGTGGCTGCTG
TTGTTTGGCACGGTGGGCCCGGTCCTCGGETGGGEGECTCGGCCAGGCTTTCAACAGALCCTCA
CATCTCTCTTCTTATGAAATTATAACTCCTTGGAGATTAACTAGAGAACGAAGAGAAGCC
CCTAGGCCCTATTCAGAACAGGTGTCTTATATCATTCAAGCTGAAGGAAAAGAGCATATT
ATTCACTTGGAAAGGAACAATGACTTTTTACCCCGAGATTTTGTAGTTTATACCTACAAC
AAGGAAGGGGCTTTGATCTCAGACCATCCCGATGTACAGAATCATTGTCATTATCGGGGC
TATGTGGAGGGAATTTCTAATTCATCCATTGCTCTCAGCGACTGCTTTGGACTCAGAGGA
TTGCTGCATATAGAGAATGTGAGTTACGGGATCGAACCTCTGCAAAACAGCTCTCATTTT
GAGCACATCTTTTATCGAATGGATGATGTCCACAAAGAGCCTCTGAAATGTGGGGTTTCC
AACAAGGACATGGAGAAAGAAACCACAAACTATGAAGAAGAAGAGCCTCTCAGCGTCACT
CAGCTACTTCGAAGAAGAAGAGCTGTCCTGCCACAGACCCGATATGTGGAGCTGTTCATT
GTTGTAGACAAAGAAAGGTATGACATGATGGGAAGAAATCAGACTGCAGTGAGAGAGGAG
ATGATCCGTTTAGCAAACTACTTGGATAGTATGTATATTATGTTGAATATTCGAATTGTA
CTAGTTGGCCTAGAGATTTGGACAAATGGAAACCTGATCAACATAATTGGAGGTGCGGGT
GATGTGTTGGGGAACTTTGTACAGTGGCGGGAAAAGTTTCTCATAACACGTCGGAGACAT
GACAGTGCACAGCTAGTTCTGAAGAAAGGTTTTGGTGGGACTGCGGGAATGGCATTTGTG
GGAACAGTATGTTCAAGGAGCCACGCAGGCGGGATTAACGTGTTTGGGCAAATCACAGTG
GAGACGTTTGCATCCATTGTTGCTCATGAGTTGGGTCATAACCTTGGAATGAATCATGAT
GATGGCAGAGATTGTTTTTGTGGAGCAAAGAGCTGCATCATGAATTCAGGAGCATCAGGT
TCCAGAAACTTTAGCAGTTGCAGTGCAGAGGACTTTGAGAAGTTAACTTTAAATAAAGGA
GGAAACTGCCTTCTTAATATTCCAAAGCCTGATGAAGCCTATAGTGCTCCTTTCTGTGGT
AATAAATTGGTGGATCCTGGGGAAGAGTGTGACTGTGGTACTCCAAAGGAGTGTGAATCG
GACCCTTGTTGTGAAGGAACTACTTGTAAACTTAAATCATCTGCCGAATGTGCATATGGT
GACTGCTGTAAAGACTGTTGGTTCCTTCCAGGAGGTACTTTGTGCCGAGGAAAAACCAAC



GAATGTGATGTTCCAGAATATTGCAATGGTTCTTCTCAGTTCTGTCAGCCAGATGTTTTT
ATTCAGAATGGATATCCTTGCCAGAATAATAAGGCCTATTGTTACAATGGCATGTGCCAA
TATTATGATGCTCAGTGTCAAGTCATTTTTGGCTCAAAAGCCAAGGCTGCCCCAAGAGAT
TGTTTCATTGATGTGAATTCTAAAGGTGACAGATTTGGCAATTGTGGTTTCTCTGGCAAT
GAATACAAGAAGTGTGCCACTGGGAATGCATTGTGTGGCAAGCTTCAGTGTGAGAATGTA
CAAGACATGCCTGTATTTGGAATCGTGCCTGCTATTATTCAGACTCCCAGTAAAGGCACC
AAATGTTGGGGTGTGGATTTCCAGCTAGGATCAGATGTTCCAGATCCTGGGATGGTGAAT
GAAGGCACAAGATGTGACAATGGAAAGATCTGTAGAAACTTCCAGTGTGTAAATGCTTCT
GTTCTGAATTATGACTGTGATATTCAGAAAAAGTGTCATGGACATGGGGTATGTAATAGC
AATAAGAATTGTCACTGTGAGAATGGCTGGGCTCCCCCAAATTGTGAGACTAAAGGATAC
GGAGGAAGTGTGGACAGTGGACCTACATACAATGAAAAGAATACTGCACTGAGAGATGGA
CTTCTGGTATTCTTCTTTCTAATTGTTCCCCTTATTGTATGTGCTGCTTTTGTCTTCATC
AAGAGAGATCAACTGTGGAGAAGCTACTTCCAAAAGAAGAGATCACAAACATATGAATCA
GATGGCAAAAATCAAGCAAAAGCTTCTAGACAACCAGTGAGCGTTCCTCGACATGTTTCT
TCAGTGACTCCTCCCAGAGAAGCTCCTATCTATGCAAACAGATTTCCAGTACCAACTTAT
GCAGCCAAGCAGCCTCAGCAGTTCCCCTCAAGGCCACCTCCACCACAACCGAAAGTATCA
TCTCAGGGAAATTTAATTCCTGCTCGTCCTGCACCTGCACCTCCTTTATATAGTTCCCTC
ACTITGAlatttttttttttttttttacctttacttttgcagacatcttcagggaa

A2.

MGSGAGSPFGVFRLQWLLLFGTVGPVLGGARPGFQQTSHLSSYEIITPWR 50
LTRERREAPRPYSEQVSYITQAEGKEHIIHLERNNDFLPRDFVVYTYNKE 100
GALISDHPDVQNHCHYRGYVEGISNSSIALSDCFGLRGLLHIENVSYGIE 150
PLOQNSSHFEHIFYRMDDVHKEPLKCGVSNKDMEKETTNYEEEEPLSVTQL 200
LRRRRAVLPQT

IPKPDEAYSAPFCGNKLVDPGEECDCGTPKECESDPCCEGTTCKLK 450
SSAECAYGDCCKDCWFLPGGTLCRGKTNECDVPEYCNGSSQFCQPDVFIQ 500
NGYP

VNASVLNYDCDIQKKC 650
HGHGVCNSNKNCHCENGWAPPNCETKGYGGSVDSGPTYNEKNTALRDGLL 700
VFFFLIVPLIVCAAFVFIKRDQLWRSYFQKKRSQTYESDGKNQAKASRQP 750
VSVPRHVSSVTPPREAPIYANRFPVPTYAAKQPQQFPSRPPPPQPKVSSQ 800
GNLIPARPAPAPPLYSSLT

B1.

gc cgcgGGATCGGGCGCGGGCTCGCCCTTTGGGGTCTTCCGGCTCCAGTGGCTGCTG
TTGTTTGGCACGGTGGGCCCGGTCCTCGGTGGGGCTCGGCCAGGCTTTCAACAGACCTCA
CATCTCTCTTCTTATGAAATTATAACTCCTTGGAGATTAACTAGAGAACGAAGAGAAGCC
CCTAGGCCCTATTCAGAACAGGTGTCTTATATCATTCAAGCTGAAGGAAAAGAGCATATT
ATTCACTTGGAAAGGAACAATGACTTTTTACCCCGAGATTTTGTAGTTTATACCTACAAC
AAGGAAGGGGCTTTGATCTCAGACCATCCCGATGTACAGAATCATTGTCATTATCGGGGC
TATGTGGAGGGAATTTCTAATTCATCCATTGCTCTCAGCGACTGCTTTGGACTCAGAGGA
TTGCTGCATATAGAGAATGTGAGTTACGGGATCGAACCTCTGCAAAACAGCTCTCATTTT
GAGCACATCTTTTATCGAATGGATGATGTCCACAAAGAGCCTCTGAAATGTGGGGTTTCC
AACAAGGACATGGAGAAAGAAACCACAAACTATGAAGAAGAAGAGCCTCTCAGCGTCACT
CAGCTACTTCGAAGAAGAAGAGCTGTCCTGCCACAGACCCGATATGTGGAGCTGTTCATT
GTTGTAGACAAAGAAAGGTATGACATGATGGGAAGAAATCAGACTGCAGTGAGAGAGGAG



ATGATCCGTTTAGCAAACTACTTGGATAGTATGTATATTATGTTGAATATTCGAATTGTA
CTAGTTGGCCTAGAGATTTGGACAAATGGAAACCTGATCAACATAATTGGAGGTGCGGGT
GATGTGTTGGGGAACTTTGTACAGTGGCGGGAAAAGTTTCTCATAACACGTCGGAGACAT
GACAGTGCACAGCTAGTTCTGAAGAAAGGTTTTGGTGGGACTGCGGGAATGGCATTTGTG
GGAACAGTATGTTCAAGGAGCCACGCAGGCGGGATTAACGTGTTTGGGCAAATCACAGTG
GAGACGTTTGCATCCATTGTTGCTCATGAGTTGGGTCATAACCTTGGAATGAATCATGAT
GATGGCAGAGATTGTTTTTGTGGAGCAAAGAGCTGCATCATGAATTCAGGAGCATCAGGT
TCCAGAAACTTTAGCAGTTGCAGTGCAGAGGACTTTGAGAAGTTAACTTTAAATAAAGGA
GGAAACTGCCTTCTTAATATTCCAAAGCCTGATGAAGCCTATAGTGCTCCTTTCTGTGGT
AATAAATTGGTGGATCCTGGGGAAGAGTGTGACTGTGGTACTCCAAAGGAGTGTGAATCG
GACCCTTGTTGTGAAGGAACTACTTGTAAACTTAAATCATCTGCCGAATGTGCATATGGT
GACTGCTGTAAAGACTGTTGGTTCCTTCCAGGAGGTACTTTGTGCCGAGGAARAAACCAAC
GAATGTGATGTTCCAGAATATTGCAATGGTTCTTCTCAGTTCTGTCAGCCAGATGTTTTT
ATTCAGAATGGATATCCTTGCCAGAATAATAAGGCCTATTGTTACAATGGCATGTGCCAA
TATTATGATGCTCAGTGTCAAGTCATTTTTGGCTCARAOATCTATAaaact tecagtgty
taaatgcttctgttctgaattatgactgtgatattcagaaaaagtgtcatggacatgggg
tatgtaatagcaataagaattgtcactgtgagaatggctgggctcccccaaattgtgaga
ctaaaggatacggaggaagtgtggacagtggacctacatacaatgaaaagaatactgcac
tgagagatggacttctggtattcttctttctaattgttcceccttattgtatgtgectgett
ttgtcttcatcaagagagatcaactgtggagaagctacttccaaaagaagagatcacaaa
catatgaatcagatggcaaaaatcaagcaaaagcttctagacaaccagtgagcgttcctce
gacatgtttcttcagtgactcctcccagagaagctcecctatctatgcaaacagatttccag
taccaacttatgcagccaagcagcctcagcagttccecctcaaggccacctceccaccacaac
cgaaagtatcatctcagggaaatttaattcctgctcgtecctgcacctgcacctectttat
atagttccctcacttgaatttttttttttttttttacctttacttttgcagacatcttca

gggaa

B2.

MGSGAGSPFGVFRLOQWLLLFGTVGPVLGGARPGFQQTSHLSSYEIITPWR 50
LTRERREAPRPYSEQVSYIIQAEGKEHITHLERNNDFLPRDFVVYTYNKE 100
GALISDHPDVQNHCHYRGYVEGISNSSIALSDCFGLRGLLHIENVSYGIE 150
PLONSSHFEHIFYRMDDVHKEPLKCGVSNKDMEKETTNYEEEEPLSVTQL 200
LRRRRAVLPQTRYVELFIVVDKERYDMMGRNQTAVREEMIRLANYLDSMY 250
IMLNIRIVLVGLEIWTNGNLINIIGGAGDVLGNFVQWREKFLITRRRHDS 300
AQLVLKKGFGGTAGMAFVGTVCSRSHAGGINVFGQITVETFASIVAHELG 350
HNLGMNHDDGRDCFCGAKSCIMNSGASGSRNFSSCSAEDFEKLTLNKGGN 400
CLLNIPKPDEAYSAPFCGNKLVDPGEECDCGTPKECESDPCCEGTTCKLK 450
SSAECAYGDCCKDCWFLPGGTLCRGKTNECDVPEYCNGSSQFCQPDVFIQ 500
NGYPCQNNKAYCYNGMCQYYDAQCQVIFGSNL



