<110>

<120>

Variants And Uses Thereof

<130>

<150>
<151>

<160> 16
<170>
<210> 1
<211>

<212>
<213>

DNA
<220>
<223>

<400> 1
actgcggggc

gccgetgegc
ctggcagcag
ctcccagagc
gtctctcagg
gcccgegtcc
gggccaccct
agagcggesc
tcccagctcg
ctcgececcggc
cgagccgcac
gagggegecec
gegggececegce

gcacgggegag

189238.00602

62/554,857
2017-09-06

11739

Homo sapien

ggggeegeac
acctggctca
gtgagtggcg
cgctgcaggc
aaatggctcg
tggccctttc
ttcctctgcec
taggagcgcc
aggcttcctg
gccgggtgga
ccccgtgcecc
agggcgeagg

agccttttac

cggageescsy

PatentIn version 3.5

genomic wild type SIGIRR

ctgctgecgc
ggtgagctgc
gtcgccatca
ctggagtcgg
gggceggeea
cagggctggg
cgacgtggtc
gaggcgcgca
aggcgccgag
gcttccgceca
gcctcccgeg
tgggcgeggsg
ccacgttcct

gcgecgtccga

341832_1.txt
SEQUENCE LISTING

Regeneron Pharmaceuticals, Inc.

tgccggggct

cccgeecccg
gacccgcgaa
ggeeeggesc
ggttcccgceg
ggaagggags
agcggetttt
gggatcccac
ggcggaccaa
tccgcgegcec
cgecgtectcg
gtaggggagc
gcttcaggac

gctgageggg
1

acgccgecgc
cccggegega
ggtgagtgga
gctgettgtc
tcgcccggaa
aaagtgggcg
tggtgaccct
ctcggtcgcec
gagtcaggct
tctgccccgg
ttctccgecc
gaaccagagc
aggcgetggg

agtcgcccgc

Single Immunoglobulin Interleukin-1 Receptor Related (SIGIRR)

cggggetgtt

gccccaggtc
ggtcgcagtc
cctgggegceg
gcccgagctc
aaggeseeces
cgcgcagaac
caagcctgga
ggggeecgag
ccgagcgccc
tcctcacttg
ccctcggect
ggcccagegce

agggtgctgg

60

120

180

240

300

360

420

480

540

600

660

720

780

840



gtgctgagcg
tgagggcggsg
gcagtgcgag
tgcgggcgag
ggctcggggs
agagatggtg
ggcggetgac
gggccctgcet
caaggaccca
tgggaccctg
cctagcaggg
gctcagccag
ggctgagggc
ccaccggtca
aggagatgcc
tccttatttg
atgccatagt
ggagagegecsy
gttccccggg
gtgtgagctc
gtgcagggtg
aacctgcccc
acacgcacat

Ccacacacaca

ttggggcges

ggcggegtga

tcgaacccac
aggagctggc
gcgaccaggs
ggtcggagac
tgcaggacgt
acgctgagac
cccagggcct
gtgcctgcett
cttcaaggag
agcccaaggc

ctgggactca

ggccggegags

agggccaggs

ctgggtcccc
atctgcccct
gaaaaggees
cccttgtaac
gaagagttct
gtcagaggtc
tagtagcgtc
gccctggegg
tttgagcacc
actgcacaca
cacacacaca
ctccagagga

gaaccaccaa

cgggcagegss

gctttctaag
ccaggcttgg
tttgtgeete
tagcagagag
cgggtgcaca
gtgctggagg
cctgacctgc
gggctggtac
ccaccatcac
gtcagacaag
ctggatggca
tccaaaggag
agtcccaggt
catctgctct
cgctgecectc
tgctcaccca
gctggagccc
aaagacacat
tggaaggcat
gggtctcctg
ccccacccca
cattgcacac
cacacacgct
aggagccgct

ctgcccgtcc

341832_1.txt

cggeegegga
aacctcaagg
actgagattc
ttcatgctca
agggaaggag
gagcagccgc
ccctgectect
agtgtgggga
caggctctgt
ccaaggctga
tacctgtaga
gccctccaca
acccttgtct
caacctgggg
gagccaggag
ccaccccagc
tcgggggagce
cattgttgac
gggggagcaa
gccgegeggt
gctggaggac
caacacacac
acgcagacac
gcacagagga
tgactcagag

tccecgececgce

2

ccgaggacgc
tgcccagcag
tgggcgcectc
ccctggacgg
agggtgccaa
cgagccgegss
gcttcctgeg
gaaccttctt
g8888aages
gtaccgggac
aagcctgctg
atgaagccct
gattctgtgg
agtgtcagtt
cctcggccac
ctgaagggaa
tatgtctggg
cgggagtttc
accggcccct
ccccggtect
cccccatgcea
gcacacacac
actgcacaca
aagtgccgtg
ctacaggaag

ctagggaagg

tggctgggtc
agtgcggtgg
ggaagagctg
tggacctggg
gccagccctg

cttcacagtt

ggggtgcecect
gaggggcttc
gtgctgtctt
aaaggaaggt
ctgagagggt
gcccccatgt
gcaataccag
tggtgacaac
ctgtgtttgc
ggtccacaag
agagggacgg
tgaaggccct
tggctcctga
ccttgtatgt
ttacccctgg
aaacgcacgc

Ccacacacaca

cctgggtges
agccggggca

ggtgggtgcc

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1860

1920

1980

2040

2100

2160

2220

2280

2340

2400



tgggtgggst

ttctgatcaa
tagcagcctt
aaggcgcacc
cttccccgcet
ccaagaccca
gctgtgtcgc
ctgtggtcct
gtgaggggtc
tgtgctgtgt
acatgggcca
gtgcagggga
agggaaaggt
gagagggtgc
gtaggcagag
ggaggggaga
ggaaaggtgg
ggtgtgcagg
ggcagacgag
agagagggtsg
agggttcagg
tgcaggggga
gg888agages
agggtgcaag
cctgetttcet

ggctgetttt

ttagggttag
aatacacaaa
ggtgctgtgg
aatgaccaac
gctctgagtg
tatgcatgtg
atcagcggcc
aggctctgtg
tgcagcctaa
aggaggtgca
gagggctgtg
agttagggag
ggggaggeea
aggggaaggt
gagagggtgc
gggtgcaggg
ggagggagag
ggagagggtsg
agtacaggga
caggggaagg
ggagagggtsg
ggcaggcaga
tgcgggaaga
gagaggcagsg
tgctgtgctc

ggagggagea

gagaggatgt
gacacaagcc
acactccctg
atttgccccc
agcctgtgtc
tgtgcatgtg
aagggtgggt
acaagcgttg
gctgtgtgca
agtgtgcaca
tgtatgtgat
gggaggggst
gagggtgcag
gtgcagggaa
aggggaaggt
gaaggtaggc
ggtgcagggsg
cagggaaagg
aaggtaggga
tggegagsses
caggggaagg
ggagagggtsg
gggtgcaggg
cagcggagag
gtatcctggc

ctttgaggtc

341832_1.txt

gactgcaagg

aggtccccac

gggeccageg
cggaggaaag
agggcctgge
tgtgtgagac
gtcaggtgca
caatgggtgt
gtggtaatgg
cgggctgaga
gtgtgcaggg
acaaggaaag
gggaaggtag
aggtggggasg
gtgcagggga
agaggagagg
aaggtaggca
tggegagses
ggagagaagsg
agagggtgca
tgggcagggsg
caggggaagg
gagggtttgc
ggtgcagagg
agtctgccct

tgagcttgeg
3

ccaggaagct
cgecgettggce
aaggggagag
aactggaacc
tgagaggagg
agagcgaggs
gtgtgtgtgc
tgtatatact
gaggtgtgtg
ctgaagctct
gaggagegesc
gtgtgcaggg
gcagaggaga
gggagaggsgt
gagggtgcag
gtgcagggga
gaggagagag
agagggtgca
tgcaggagga
gggggaggca
aaggtgggga
tgcgtagggsg
agggagages
agggtttgca

tgacttccag

gcggtcacgg

acagggaaag

gatgcatcca
tttgctccca
aggtgactgc
cccacggegc
gcagcaggag
tgtggggtec
caacagttgt
tggtaggaag
gtgcaggtgc
agaggagagg
gagagggtgc
gggtgcaggg
gcaggggaag
ggaaaggtgg
aggtgtgcag
tgcaggggaa
ggggaaggta
ggcaggcaga
ggcagaggag
gtggagagcg
agagggagcea
tgcaggggag
ggggaggeca
aaggctctga

aagcactgca

2460

2520

2580

2640

2700

2760

2820

2880

2940

3000

3060

3120

3180

3240

3300

3360

3420

3480

3540

3600

3660

3720

3780

3840

3900

3960



ggagatgcca
tggtttcctg
actttccttg
catgggtgtg
gggcctctgg
cctgccactg
cttaggcttg
acagtcagtg
tggggecectg

gagctttggg

cccgagacct
ggctaagctg
gcactcctga
gacatggtta
gcacccctcc
ccagacatgt
gcaccccccc
gacatggtca
ggcacccccc
tcagacatgg
cacccccccc
gacatggtca
ccccecccccg
gacatggtca
cccccecgac

gacatggtca

ggggttctgc
ggaagtgtgt
gagtgtcctc
tgcctcatgc
ctgtgcttca
cctctggggc
atccccacat
cctgttggat
ggctgccaag
agacttgagg
ccatccccac
agggttcccg
ctgtaaccag
gagctgggca
ccgactgtat
tcagagctgg
ccgactgtat
gagctgagca
gactgcatcc
tcagagctgg
ccgactgtat
gagctgggca
actgtatcca
gagctgggca

tgcatccaga

gagctgggca

tgggctggeg
gctttaagga
caccgcaaag
tgtatcggtt
cccatggaga
cttagcgggs
ccccacttcc
aaacagggtg
gaagaggctc
tgtgtgtggc
cgggegetgt
aggtgtttcc
acgtgggcca
ccecccecccc
ccagacatgt
gcaccccccc
ccagacatgg
ccccceccccg
agacatggtc
gcacccccgce
ccagacatgg
ccccteccccg
gacatggtca
cctcccccga
catggtcaga

cccccctcecc

341832_1.txt

gtgtgacctc
ccctcagtgg
gacttcttca
cccgaggaaa
gggaataggt
aggaatcctg
actgtgtccc
accctgtggc
tgggcttctc
tgctgctacg
tcaccctccg
cgaggtgttt
gagctgggca
ccgactgtat
tcagagctgg
ccgactgtat
tcagagctgg
cccgactgta
agagctgggc
cgactgcatc
tcagagctgg
actgtatcca
gagctgggca
ctgcatccag
gctgggcacc

cgactgcatc
4

ccgggettgc
gtggttcccc
aggaccccct
ctgccaaaca
ggcaggctaa
agggagctgg
tgcagcaggg
atccagtgag
cctgcagcca
ggctgggaaa
gcctcacaac
cgaggtgtct
ccccccctceg
ccagacatgg
gcaccccccc
ccagacatgg
gcaccccccg
tccagacatg
acccccctcc
cagacatggt
gcaccccccg
gacatggtca
cctccccccg
acatggtcag
cceccececccc

cagacatggt

tgtgagggst
tgggtcaagg
ggccatcccc
gtcaaacctg
gaggactgtc
ggtgcagaaa
aggggagtag
gagaggcccc
cctcactgag
ggacatggga
cgcagggcga
gtgctcacgt
actgcatcca
tcagagctga
ccgactgtat
tcagagctgg
actgcatcca
gtcagagctg
ccgactgcat
cagagttggg
actgcatcca
gagctgggca
actgtatcca
agctgggcac
actgtatcca

cagagctgag

4020

4080

4140

4200

4260

4320

4380

4440

4500

4560

4620

4680

4740

4800

4860

4920

4980

5040

5100

5160

5220

5280

5340

5400

5460

5520



cacccccccc
gtatccagac
gagctgggca
gcatccagac
tcagagctgg
actgcatcca
gagctgggca
cccgactgca
gtcagagctg
cgccgactgt
cagagctggg
ccccgactgt
gttcagagct
ccctccccga
cagacatggt
ccccctcccc
ccagacatgg
cacccccctc
ccagacatgg
gggcaccccc
cagacatggt
ggcacccccc
catccagaca
agctgggcac
actgtatcca

cccctgeccc

ccccgactgt
atggtcagag
ccccccgact
atggtcagag
gcaaccccca
gacatggtca
cccccctcecc
tccagacatg
ggcacccccc
atccagacat
cacccctccc
atccagacat
gggcaccccc
ctgcatccag
cagagctggg
gactgcattc
tcagagctgg
cccgactgta
tcagagctgg
ccccgactgt
cagagctggg
ccggctgtat
tggtcagagc
ccccacccca

gacatggtca

aaggccaggc

atccagacat
ctgagccccc
gcatccagac
ctgggcaccc
ccgactgtat
gagctgggca
cgactgcatc
gtcagagctg
tccccgactg
ggtcagagct
cgactgtatc
ggtcagagct
ccccccgact
acatggtcag
caccccccga
agacatggtc
gcacccccgce
tccagacatg
gcacccccct
atccagacat
caaccccctc
ccagacatgg
taagcaaagc
actgcatcca
gagctgggca

tgtgtctctg

341832_1.txt

ggtcagagct
ccceccgececg
atggtcagag
ccccccccca
ccagacatgg
ccccccgecg
cagacatggt
ggcacccctc
tatccagaca
gggcaccccc
cagacatggt
gagcacccct
gtatccagac
agctgagcac
ctgcatccag
agagctgggc
cgactgtatc
gtcagagctg
ccccgactgc
ggtcagagct
cctgactgca
tcagagctgg
cccccgecga
gacatggtca
tctcccatgg

gcactgcagc
5

gggcaccccc
actgtatcca
ctgagcaccc
ccgactgtat
tcagagctgg
actgtatcca
cagagctggg
cccgactgta
tggtcagagc
cgactgcatc
cagagctggg
ccccgactgt
atggtcagag
ccecccecgec
acatggtcag
acccccctcec
cagacatggt
ggcacccccg
atccagacat
gggcaccccc
tccagacatg
gcaccccccc
ctgtatccag
gagctgagca
tgtaggttac

accccctgca

ctccccgact
gacatggtca
ctccccgact
ccagacatgg
gcaccccccg
gacatggtca
cacccccctc
tccagacatg
tgggcacccc
cagacatggt
cacccccccc
atccagacat
ctgggcaccc
cgactgcatc
agctgggcac
ccgactgcat
cagagctggg
ccgactgtat
gttcagagct
cgactgcatc
gtcagagctg
cccccgactg
acatggtcag
ccccccaccg
atcactcaca

gtggcagctc

5580

5640

5700

5760

5820

5880

5940

6000

6060

6120

6180

6240

6300

6360

6420

6480

6540

6600

6660

6720

6780

6840

6900

6960

7020

7080



tgttgaaggg
agtgttcgtc
ctggacttga
acgtgtgagg
cggctgctca
taactcatcc
caggtgccct
gtctgctggc
ggaggececcg
cccactccca
ggcactctgc
cccttggccc
gaccaggctc
cacagcaggg
gtttgacctc
gtggtgggga
atgaggccaa

tgggcatctg

gcaggccagg

accaggggteg

acaagcagcc
tctgtcccect
cgtgccaagt
gccacacaga
gcaccctggc

tgacttcctc

gacagccagg

cactgcaccc
tggcccctcc
ggctcaaaga
gggtcgcatc
tgttcctgtt
gtccagctga
cgaggagccc
gctcagagcc
cctcctgcecc
ctggccacat
tgaaaccagg
atgagggtca
tgtggccgat
ccgctagggc
gggcttgect
ctgctccagg
ggtccccaaa
ctgaggggts
ggcaacaggt
agatggggct

cagcacaggg

gctaagcctg
ggccttattt
acagctgacc

tcccecgtctg

agtgaggcca
tggggecegtc
ccgtggtcct
gacaccctgc
tggtcagggc
taacttgttc
ctgcaaggac
ggtggagcca
atgccaggta

ctcaggctgg

gccgggggta
gcgagtggtg
gtaaagccca
gtgagctggc
tcatcaccct
gtggccagga
ctcccagctg
cccactggtg
cagtgcccgg
gcatctggga
tgagcgtggg
tgggcggaac
tccccatggg
cttcctgcac
cactgtgtcc

aagaccaggt

341832_1.txt

actgccatgt
atggtggccc
gggctgegtg
tggcctccga
cagtgctgtc
cctggggatg
agagaggagt
ggggtgaccc

ggcaggtcag

ctccacattg
caaaggcccc
aggatgagcc
ggaatgctag
aggagaccat
gatgtaaaga
gcagagggcc
tgcccatcca
cccacactct

cccctcectat

aatgggggsc

cctggggcag

acccaaagcc
actcgtggac
cacggaccac
tctctcttca

gctgaggcect
6

cgggagacag
cagggceggt
aagtggtgcc
gaactctgcc
tgtggccggc
gcggcagcect
cctgcccagc
tggagcccag
agagggatgg
tgcatcctgc
tgctcacccc
ctgcaccctc
gagtgggcac
accctactga
tgaacaagtt
ccaagacccc
ggtggaaggt
ctgcagattc
gagacaggca
tggactcaca
ctcaactgtg
tggccactac
agacatggtg
tgtggaggtg
ggtgtctgtg

gccttgggca

ggtcccacct
ggaggtgatc
cattctggcc
agcatccatg
agttactggt
ctgacctgtc
tcttggatca
cctgccccga
gcttgaattc
tcttatccca
tcccactggg

tcctgcccca

tgctggggcc
gaagatggtg
caggcctcag
caaggcagga
gctggcacac
cccagcagag
tcatggtgtc

tcctgggtgg

gccactgctc

tggggaaaga

tgactgccaa
gtggggccag
atagggcccc

gctcagtggc

7140

7200

7260

7320

7380

7440

7500

7560

7620

7680

7740

7800

7860

7920

7980

8040

8100

8160

8220

8280

8340

8400

8460

8520

8580

8640



tctgaactgc
gctgaaagac
gtaagagacc
tccctgacct
ctgtggaccc
ctgtaggcac
aatgaacacc

gactgggacg

ggcttaaggc
gacaggtggg
atccccaggg
gtgaccagca
tccttcactc
ctagacctag
aggcaaccca
cctgetggcec
ctggtaccag
cgaggagess
geggegegeea
ggcgggtcetg
gtgtgaggcc
gacgcctacg
aagccgcagc
ccgecgegcetg
cccgeccccat

cccgcccacc

acggcttggg

gggcttccat
cgggtatcca
atgcctgggt
agacggagss
acacctcgta
gaccagctgg
gctgttctga
ccaagaacca
gttcggggst
tcaaggccaa
ctgaagtcta
ttcagagagc
tgaggcccag
tccgcaggcc
ctgctgctgg
gacgcgtatg
tcgccacggc
ggggttagcc
cccctgtgcea
tcgggagcca
tctcctacag
tggagcggcg
gtatcccggg

gctccgtccc

cgaggccccg

tagtctctgg

tgggaattgg
gggtcagagt
ctgtaaccac
tcagtaatgt
actgcccagg
ccaagtctgt
aacaaatctg
cccaggaggc
gtccactggt
cctgtcagag
tggggccttc
tggtgatggg
ggatcttgag
ctacaagcca
ccgccctget
gggaggtgga
ctccctgaga
cccgggtgcet
cgtgggagat
tcggggtgac
cgactgcccc
tcggggctac
ccccaccccg

acccggggcc

cctcaaaaac

341832_1.txt

gccccactgc
gggccactac
gacctctcag

ctggccagac

cagggacaga

gctacgggtg

gatcaaagga
catcccctcc
ccaattctgc
atccccagtc
gtgcttgtgt
acctgctcca

ggttccccaa

gettggggsc
cgtggectgcg
ctatgtcaag
gataaacggt
gtgcgctgct
ctgtgecggcc
ggttaggggt
tggccgecgt
gaggaccgca
aagctcttcc
tgccccgecc
ccacccccac

ccgcccaccc

7

tccctgectt
agcctccacg
acatgccaag
atgtcacgag
cccttgggtc
tcagcaaagt
cctccaggcc
aggttcaggt
agcctccctg
gaccctgacc
ccagtgtcct
tccagaacat
ggtggaggst
tgctggaggg
gtgctggect
tgccgtctca
gecgtggggcec
gagctcggct
cggctggggt
gttggggacc
ccgcagacgg
agttcgtgaa
tggacgaccg
acccggagss
catcgagctc

cgcaggcccc

cagtccagtg
agtactcctg
ggcagtggtc
cagagtgcct
tgcatggccc
ctagggtctg
ccagacccag
cacttctctt
ggtgaaccca
ctggecttggt

gggggtcaac

cagcttctcc
agaagggsgac
gcagcggctc
ccctcctggt
acgtgctgct
cgegtgggcg
ttggaggegt
taaagtccgg
ccgagggctg
gaagctctac
cttcatccta
cgacctcctg
ccecgeececge
cgcccccatc

gcccctccect

8700

8760

8820

8880

8940

9000

9060

9120

9180

9240

9300

9360

9420

9480

9540

9600

9660

9720

9780

9840

9900

9960

10020

10080

10140

10200



tagagctctg
cctgecgecgc
gccgetgeceg
gccacagctt
cctgacggtc
catcttcatc
gcgccagceac
caggegegss
gctgggaccc
aggttccgct
aatagctgtc
acgccaggss
cttcctccga
ctgtggaagg
gaggccgagt
acctgggtat
gggggcagec

accgggagcc

cttcctgggc

gtctgggcca

cgggggecetg
gagagccgga
acagacttct
tcatagggac
ccctgeccagc

gcctcccagt

cgtccggcac
cgacgcccgc
acgcctcatc
ccggtgggtc
ccgeccecgea
accttcgagg

cgccacctgg

agggtccggg
ctccgtgggs
gecetggggcec
gcagggegtg
cttccgaggt
tttttggaaa
agacccccag
ccctgagggc
gccecgeccag
acagggcaca
cctgcacggc
ctcacaggcc
aggctgtggg
tctttggaga
gcagcgaagt
actgcctggt
agcggsgecc
agccctggga

gccagaaaat

cgcccctgag
cctcccgcag
gtggtgcttt
ccgegegess
gggagggcect
gccagaggesg
tgaccttgct
gctageggeg
agctctgcegg
ccgatgeggg
gaacccgtgg
gttcacacct
gaagtgcagc
acgcagctgc
cgggcectgg
ccccactccc
gggcctggag
ctctgccectg
atcacagcag
tggccacctc
gccatcagct
ggacgtctcg
gtccaaggat
agggcagegg
ccctgeccagc

aaagtccttt

341832_1.txt

cctccggcecc
agccctccgc

cggacgcctt

ttgggtggec
gtgccggetg
cgaccccgceg
gctctggagg
ggttagagat
caccacgctt
gagccgccct
gcagccgceag
gcaaaccgcc
tggcgctgcec
aggacgacaa
actcagaggt

caactggaga

gggctccagg
gaggtgctcg
ggggtgagca
aggcgtctcg
ccaccgcaca
gatctcggct
gatatgtagc
cgtcgctcect
agccctggga

tggattctg
8

cgccctcccc
cgacctcttg
cctgagccgg
cccagcgtag
ctggagctca
cacccggegc
cccggetcecg
gggcggtgcec
tgtgaatggg
tgaggccccc
gtgtgctctt
ccgacctggc
gcggaaggtg
ggaccccatg
ggacccggac
agctcagcac
tgttgaggac
gccctceggtc

gg8ggCagccc

gtctccccac
ccagtggggt
cgcgaaacta
tcccacccca
ctgctcaaca

aaaggctgtg

cgcccecgcec
gtgaacctga
gcctggtgea
cacccacccc
cccgcagacc
tccgectgcet
tggtgcggag
cgggctccag
ccctgggess
ggagccacgsg

gggggccagy

ccccagactc
cagtacaggc
ctgattcttc
cctgagggcg
agggcggagt
tcttcceggce
tgcctgggaa
ctggcagtgg
cccaggtgtc
ctcgctggga
cagtgcccgc
gagtgcagga
ggaccacaac

gcctcagggc

10260

10320

10380

10440

10500

10560

10620

10680

10740

10800

10860

10920

10980

11040

11100

11160

11220

11280

11340

11400

11460

11520

11580

11640

11700

11739



<210> 2
<211>
<212>
<213>

DNA
<220>
<223>

<400> 2
actgcggggc

gccgetgegc
ctggcagcag
ctcccagagc
gtctctcagg
gcccgegtcc
gggccaccct
agagcggesc
tcccagctcg
ctcgececcggce
cgagccgcac
gagggegecec
gegggececgce
geacggggasg
gtgctgagcg
tgagggcggs
gcagtgcgag
tgcgggcgag
ggctcggggsg
agagatggtg

ggcggctgac

11738

Homo sapien

ggggeegeac
acctggctca
gtgagtggcg
cgctgcaggc
aaatggctcg
tggccctttc
ttcctctgcec
taggagcgcc
aggcttcctg
gccgggtgga
cccecgtgcecc
agggcgeagg
agccttttac
cggagegeecs
tcgaacccac
aggagctggc
gcgaccaggs
ggtcggagac
tgcaggacgt
acgctgagac

cccagggcct

ctgctgeccgc
ggtgagctgc
gtcgccatca
ctggagtcgg
gggeeggeea
cagggctggg
cgacgtggtc
gaggcgcgca
aggcgccgag
gcttccgceca
gcctcccgeg
tgggcgegesg
ccacgttcct
gcgecgtccga
cgggcagess
gctttctaag
ccaggcttgg
tttgtgeete
tagcagagag
cgggtgcaca

gtgctggagg

341832_1.txt

Variant SIGIRR genomic (c.557delA)

tgccggggct

cccgeecccg
gacccgcgaa
ggeeeggesc
ggttcccgceg
ggaagggags
agcggctttt
gggatcccac
ggcggaccaa
tccgcgegcec
cgecgtectceg
gtaggggagc
gcttcaggac
gctgageggg
cggeegegga
aacctcaagg
actgagattc
ttcatgctca
agggaaggag
gagcagccgc

ccctgectcect
9

acgccgecgc
cccggegega
ggtgagtgga
gctgettgtc
tcgcccggaa
aaagtgggcg
tggtgaccct
ctcggtcgcec
gagtcaggct
tctgccccgg
ttctccgecc
gaaccagagc
aggcgetggg
agtcgcccgc
ccgaggacgc
tgcccagcag
tgggcgcectc
ccctggacgg
agggtgccaa
cgagccgegss

gcttcctgeg

cggggetgtt

gccccaggtc
ggtcgcagtc
cctgggegceg
gcccgagctc
aaggeseeces
cgcgcagaac
caagcctgga
ggggeecgag
ccgagcegccc
tcctcacttg
ccctcggect
ggcccagegce
agggtgctgg
tggctgggtc
agtgcggtgg
ggaagagctg
tggacctggg
gccagccctg

cttcacagtt

geggtgeect

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260



gggccctgcet
caaggaccca
tgggaccctg
cctagcaggg
gctcagccag
ggctgagggc
ccaccggtca
aggagatgcc
tccttatttg
atgccatagt
ggagagegecsy
gttccceggg
gtgtgagctc
gtgcagggtg
aacctgcccc
acacgcacat

Ccacacacaca

ttggggcges
ggcggegtga
tgggtgggst
ttctgatcaa
tagcagcctt
aaggcgcacc
cttccccgcet
ccaagaccca

gctgtgtcgc

gtgcctgcett
cttcaaggag
agcccaaggc

ctgggactca

ggccggegags

agggccaggs

ctgggtcccc
atctgcccct
gaaaaggees
cccttgtaac
gaagagttct
gtcagaggtc
tagtagcgtc
gccctggegg
tttgagcacc
actgcacaca
cacacacaca
ctccagagga
gaaccaccaa
ttagggttag
aatacacaaa
ggtgctgtgg
aatgaccaac
gctctgagtg
tatgcatgtg

atcagcggcc

cctgacctgc
gggctggtac
ccaccatcac
gtcagacaag
ctggatggca
tccaaaggag
agtcccaggt
catctgctct
cgctgecectc
tgctcaccca
gctggagccc
aaagacacat
tggaaggcat
gggtctcctg
ccccacccca
cattgcacac
cacacacgct
aggagccgct
ctgcccgtcc
gagaggatgt
gacacaagcc
acactccctg
atttgccccc
agcctgtgtc
tgtgcatgtg

aagggtgggt

341832_1.txt

agtgtgggga
caggctctgt
ccaaggctga
tacctgtaga
gccctccaca
acccttgtct
caacctgggg
gagccaggag
ccaccccagc
tcgggggagce
cattgttgac
gggggagcaa
gccgegeggt
gctggaggac
caacacacac
acgcagacac
gcacagagga
tgactcagag
tcccgeecgce
gactgcaagg

aggtccccac

gggeccageg
cggaggaaag
agggcctggce
tgtgtgagac

gtcaggtgca
10

gaaccttctt
gg8888aages
gtaccgggac
aagcctgctg
atgaagccct
gattctgtgg
agtgtcagtt
cctcggccac
ctgaagggaa
tatgtctggg
cgggagtttc
accggcccct
ccccggtcect
cccccatgcea
gcacacacac
actgcacaca
aagtgccgtg
ctacaggaag
ctagggaagg
ccaggaagct
cgecgettgge
aaggggagag
aactggaacc
tgagaggagg
agagcgagss

gtgtgtgtgc

gaggggcttc
gtgctgtctt
aaaggaaggt
ctgagagggt
gcccccatgt
gcaataccag
tggtgacaac
ctgtgtttgc
ggtccacaag
agagggacgg
tgaaggccct
tggctcctga
ccttgtatgt
ttacccctgg
aaacgcacgc

Ccacacacaca

cctgggtggs
agccggggcea
ggtgggtgcc
acagggaaag
gatgcatcca
tttgctccca
aggtgactgc
cccacggcgc
gcagcaggag

tgtggggtec

1320

1380

1440

1500

1560

1620

1680

1740

1800

1860

1920

1980

2040

2100

2160

2220

2280

2340

2400

2460

2520

2580

2640

2700

2760

2820



ctgtggtcct
gtgaggggtc
tgtgctgtgt
acatgggcca
gtgcagggga
agggaaaggt
gagagggtgc
gtaggcagag
ggaggggaga
ggaaaggtgg
ggtgtgcagg
ggcagacgag
agagagggtsg
agggttcagg
tgcaggggga
gg888agages
agggtgcaag
cctgetttcet
ggctgetttt
ggagatgcca
tggtttcctg
actttccttg
catgggtgtg
gggcctctgg
cctgccactg

cttaggcttg

aggctctgtg
tgcagcctaa
aggaggtgca
gagggctgtg
agttagggag
ggggagegeea
aggggaaggt
gagagggtgc
gggtgcaggg
ggagggagag
ggagagggtsg
agtacaggga
caggggaagg
ggagagggtsg
ggcaggcaga
tgcgggaaga
gagaggcagsg
tgctgtgctc
ggagggagega
ggggttctgc
ggaagtgtgt
gagtgtcctc
tgcctcatgce
ctgtgcttca
cctctggggc

atccccacat

acaagcgttg
gctgtgtgca
agtgtgcaca
tgtatgtgat
gggaggggst
gagggtgcag
gtgcagggaa
aggggaaggt
gaaggtaggc
ggtgcagggsg
cagggaaagg
aaggtaggga
tggegagses
caggggaagg
ggagagggtsg
gggtgcaggg
cagcggagag
gtatcctggc
ctttgaggtc
tgggctggeg
gctttaagga
caccgcaaag
tgtatcggtt
cccatggaga

cttagcgggg

ccccacttcc

341832_1.txt

caatgggtgt

gtggtaatgg
cgggctgaga
gtgtgcaggg
acaaggaaag
gggaaggtag
aggtgggsgasg
gtgcagggga
agaggagagg
aaggtaggca
tggegagses
ggagagaagsg
agagggtgca
tgggcagggsg
caggggaagg
gagggtttgc
ggtgcagagg
agtctgccct
tgagcttggg
gtgtgacctc
ccctcagtgg
gacttcttca
cccgaggaaa
gggaataggt
aggaatcctg

actgtgtccc
11

tgtatatact
gaggtgtgtg
ctgaagctct
gaggagegesc
gtgtgcaggg
gcagaggaga
gggagaggsgt
gagggtgcag
gtgcagggga
gaggagagag
agagggtgca
tgcaggagga
gggggaggca
aaggtgggga
tgcgtagggsg
agggagages
agggtttgca
tgacttccag
gcggtcacgg
ccgggettgc
gtggttcccc
aggaccccct
ctgccaaaca
ggcaggctaa
agggagctgg

tgcagcaggg

caacagttgt
tggtaggaag
gtgcaggtgc
agaggagagg
gagagggtgc
gggtgcaggg
gcaggggaag
ggaaaggtgg
aggtgtgcag
tgcaggggaa
ggggaaggta
ggcaggcaga
ggcagaggag
gtggagagcg
agagggagca
tgcaggggag
ggggaggeca
aaggctctga
aagcactgca
tgtgagggst
tgggtcaagg
ggccatcccc
gtcaaacctg
gaggactgtc
ggtgcagaaa

aggggagtag

2880

2940

3000

3060

3120

3180

3240

3300

3360

3420

3480

3540

3600

3660

3720

3780

3840

3900

3960

4020

4080

4140

4200

4260

4320

4380



acagtcagtg
tggggccctg

gagctttggg

cccgagacct
ggctaagctg
gcactcctga
gacatggtta
gcacccctcc
ccagacatgt
gcaccccccc
gacatggtca
ggcacccccc
tcagacatgg
cacccccccc
gacatggtca
cccccccccg
gacatggtca
cccccecgac
gacatggtca
cacccccccc
gtatccagac
gagctgggca
gcatccagac
tcagagctgg
actgcatcca

gagctgggca

cctgttggat
ggctgccaag
agacttgagg
ccatccccac
agggttcccg
ctgtaaccag
gagctgggca
ccgactgtat
tcagagctgg
ccgactgtat
gagctgagca
gactgcatcc
tcagagctgg
ccgactgtat
gagctgggca
actgtatcca
gagctgggca
tgcatccaga
gagctgggca
ccccgactgt
atggtcagag
ccccccgact
atggtcagag
gcaaccccca
gacatggtca

cccccctecc

aaacagggtg
gaagaggctc
tgtgtgtggc
cgggecgetgt
aggtgtttcc
acgtgggcca
cceccececccc
ccagacatgt
gcaccccccc
ccagacatgg
ccccceccccg
agacatggtc
gcacccccgce
ccagacatgg
ccccteccccg
gacatggtca
cctcccccga
catggtcaga
cccccctecc
atccagacat
ctgagccccc
gcatccagac
ctgggcaccc
ccgactgtat
gagctgggca

cgactgcatc

341832_1.txt

accctgtggc
tgggcttctc
tgctgctacg
tcaccctccg
cgaggtgttt
gagctgggca
ccgactgtat
tcagagctgg
ccgactgtat
tcagagctgg
cccgactgta
agagctgggc
cgactgcatc
tcagagctgg
actgtatcca
gagctgggca
ctgcatccag
gctgggcacc
cgactgcatc
ggtcagagct
ccceccgececg
atggtcagag
ccccccccca
ccagacatgg
ccccccgecg

cagacatggt
12

atccagtgag
cctgcagcca
ggctgggaaa
gcctcacaac
cgaggtgtct
ccccccctceg
ccagacatgg
gcaccccccc
ccagacatgg
gcaccccccg
tccagacatg
acccccctcec
cagacatggt
gcaccccccg
gacatggtca
cctccccccg
acatggtcag
cccecececccce
cagacatggt
gggcaccccc
actgtatcca
ctgagcaccc
ccgactgtat
tcagagctgg
actgtatcca

cagagctggg

gagaggcccc
cctcactgag
ggacatggga
cgcagggcga
gtgctcacgt
actgcatcca
tcagagctga
ccgactgtat
tcagagctgg
actgcatcca
gtcagagctg
ccgactgcat
cagagttggg
actgcatcca
gagctgggca
actgtatcca
agctgggcac
actgtatcca
cagagctgag
ctccccgact
gacatggtca
ctccccgact
ccagacatgg
gcaccccccg
gacatggtca

cacccccctc

4440

4500

4560

4620

4680

4740

4800

4860

4920

4980

5040

5100

5160

5220

5280

5340

5400

5460

5520

5580

5640

5700

5760

5820

5880

5940



cccgactgca
gtcagagctg
cgccgactgt
cagagctggg
ccccgactgt
gttcagagct
ccctccccga
cagacatggt
ccccctcececc
ccagacatgg
cacccccctc
ccagacatgg
gggcaccccc
cagacatggt
ggcacccccc
catccagaca
agctgggcac
actgtatcca
cccctgeccc
tgttgaaggg
agtgttcgtc
ctggacttga
acgtgtgagg
cggctgctca
taactcatcc

caggtgccct

tccagacatg
ggcacccccc
atccagacat
cacccctccc
atccagacat
gggcaccccc
ctgcatccag
cagagctggg
gactgcattc
tcagagctgg
cccgactgta
tcagagctgg
ccccgactgt
cagagctggg
ccggctgtat
tggtcagagc
ccccacccca

gacatggtca

aaggccaggc

gacagccagg

cactgcaccc
tggcccctcc
ggctcaaaga
gggtcgcatc
tgttcctgtt

gtccagctga

gtcagagctg
tccccgactg
ggtcagagct
cgactgtatc
ggtcagagct
ccccccgact
acatggtcag
caccccccga
agacatggtc
gcacccccgce
tccagacatg
gcacccccct
atccagacat
caaccccctc
ccagacatgg
taagcaaagc
actgcatcca
gagctgggca
tgtgtctctg
agtgaggcca
tggggecegtc
ccgtggtcct
gacaccctgc
tggtcagggc
taacttgttc

ctgcaaggac

341832_1.txt

ggcacccctc
tatccagaca
gggcaccccc
cagacatggt
gagcacccct
gtatccagac
agctgagcac
ctgcatccag
agagctgggc
cgactgtatc
gtcagagctg
ccccgactgc
ggtcagagct
cctgactgca
tcagagctgg
cccccgecga
gacatggtca
tctcccatgg
gcactgcagc
actgccatgt
atggtggccc
gggctgegtg
tggcctccga
cagtgctgtc
cctggggatg

agagaggagt
13

cccgactgta
tggtcagagc
cgactgcatc
cagagctggg
ccccgactgt
atggtcagag
cccccecgec
acatggtcag
acccccctcc
cagacatggt
ggcacccccg
atccagacat
gggcaccccc
tccagacatg
gcaccccccc
ctgtatccag
gagctgagca
tgtaggttac
accccctgca
cgggagacag
cagggceggt
aagtggtgcc
gaactctgcc
tgtggccggc
gcggcagcect

cctgcccagc

tccagacatg
tgggcacccc
cagacatggt
cacccccccc
atccagacat
ctgggcaccc
cgactgcatc
agctgggcac
ccgactgcat
cagagctggg
ccgactgtat
gttcagagct
cgactgcatc
gtcagagctg
cccccgactg
acatggtcag
ccccccaccg
atcactcaca
gtggcagctc
ggtcccacct
ggaggtgatc
cattctggcc
agcatccatg
agttactggt
ctgacctgtc

tcttggatca

6000

6060

6120

6180

6240

6300

6360

6420

6480

6540

6600

6660

6720

6780

6840

6900

6960

7020

7080

7140

7200

7260

7320

7380

7440

7500



gtctgctggc
ggaggecececg
cccactccca
ggcactctgc
cccttggccc
gaccaggctc
cacagcaggg
gtttgacctc
gtggtgggga
atgaggccaa

tgggcatctg

gcaggccagg

accaggggteg

acaagcagcc
tctgtcccect
cgtgccaagt
gccacacaga
gcaccctggc
tgacttcctc
tctgaactgc
gctgaaagac
gtaagagacc
tccctgacct
ctgtggaccc
ctgtaggcac

aatgaacacc

cgaggagccc
gctcagagcc
cctcctgcecc
ctggccacat
tgaaaccagg
atgagggtca
tgtggccgat
ccgctagggc
gggcttgect
ctgctccagg
ggtccccaaa
ctgaggggts
ggcaacaggt
agatggggct

cagcacaggg

gctaagcctg
ggccttattt
acagctgacc
tccccgtctg
acggcttggg
gggcttccat
cgggtatcca
atgcctgggt
agacggagss
acacctcgta

gaccagctgg

ggtggagcca
atgccaggta

ctcaggctgg

gccgggggta
gcgagtggtg
gtaaagccca
gtgagctggc
tcatcaccct
gtggccagga
ctcccagctg
cccactggtg
cagtgcccgg
gcatctggga
tgagcgtggg
tgggcggaac
tccccatggg
cttcctgcac
cactgtgtcc
aagaccaggt

tagtctctgg

tgggaattgg
gggtcagagt
ctgtaaccac
tcagtaatgt
actgcccagg

ccaagtctgt

341832_1.txt

ggggtgaccc

ggcaggtcag

ctccacattg
caaaggcccc
aggatgagcc
ggaatgctag
aggagaccat
gatgtaaaga
gcagagggcc
tgcccatcca
cccacactct

cccctcctat

aatgggggsc

cctggggeag

acccaaagcc
actcgtggac
cacggaccac
tctctcttca
gctgaggcect
gccccactgc
gggccactac
gacctctcag

ctggccagac

cagggacaga

gctacgggtg

gatcaaagga
14

tggagcccag
agagggatgg
tgcatcctgc
tgctcacccc
ctgcaccctc
gagtgggcac
accctactga
tgaacaagtt
ccaagacccc
ggtggaaggt
ctgcagattc
gagacaggca
tggactcaca
ctcaactgtg
tggccactac
agacatggtg
tgtggaggtg
ggtgtctgtg
gccttgggca
tccctgectt
agcctccacg
acatgccaag
atgtcacgag
cccttgggtc
tcagcaaagt

cctccaggcc

cctgccccga
gcttgaattc
tcttatccca
tcccactggg

tcctgcccca

tgctggggcc
gaagatggtg
caggcctcag
caaggcagga
gctggcacac
cccagcagag
tcatggtgtc

tcctgggtgg

gccactgctc

tggggaaaga

tgactgccaa
gtggggccag
atagggcccc
gctcagtggc
cagtccagtg
agtactcctg
ggcagtggtc
cagagtgcct
tgcatggccc
ctagggtctg

ccagacccag

7560

7620

7680

7740

7800

7860

7920

7980

8040

8100

8160

8220

8280

8340

8400

8460

8520

8580

8640

8700

8760

8820

8880

8940

9000

9060



gactgggacg

ggcttaaggc
gacaggtggg
atccccaggg
gtgaccagca
tccttcactc
ctagacctag
aggcaaccca
cctgetggcec
ctggtaccag
cgaggagess
geggeggeea
ggcgggtcetg
gtgtgaggcc
gacgcctacg
agccgcagct
cgecgegetgg
ccgccccatg
ccgeccaccc
agagctctgc
ctgcgecgcec
ccgctgecga
ccacagcttc
ctgacggtcc
atcttcatca

cgccagcacc

gctgttctga
ccaagaacca
gttcggggst
tcaaggccaa
ctgaagtcta
ttcagagagc
tgaggcccag
tccgcaggcc
ctgctgctgg
gacgcgtatg
tcgccacggc
ggggttagcc
cccctgtgcea
tcgggagcca
tctcctacag
ggagcggcegt
tatcccgggc
ctccgtccca
gaggccccgce
gtccggcacc
gacgcccgcc
cgcctcatcg
cggtgggtcc
cgccccgeag
ccttcgaggg

gccacctggt

aacaaatctg
cccaggaggc
gtccactggt
cctgtcagag
tggggccttc
tggtgatggg
ggatcttgag
ctacaagcca
ccgececctget
gggaggtgga
ctccctgaga
cccgggtgcet
cgtgggagat
tcggggtgac
cgactgcccc
cggggctaca
cccaccccgt
ccecggggecc
ctcaaaaacc
gcccctgagc
ctcccgcaga
tggtgctttc
cgegeggggt
ggagggcectg
ccagaggcgc

gaccttgctg
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catcccctcc
ccaattctgc
atccccagtc
gtgcttgtgt
acctgctcca

ggttccccaa

gcttggggsc
cgtggectgcg
ctatgtcaag
gataaacggt
gtgcgctgct
ctgtgecggcc
ggttagggst
tggccgecgt
gaggaccgca
agctcttcct
gcceccgecca
cacccccacc
cgcccacccc
ctccggceccc
gccctcecgcec
ggacgccttc
tgggtgggcc
tgccggetge
gaccccgegce

ctctggaggc
15

aggttcaggt
agcctccctg
gaccctgacc
ccagtgtcct
tccagaacat
ggtggaggst
tgctggaggg
gtgctggcect
tgccgtctca
gecgtggggcec
gagctcggct
cggctggggt
gttggggacc
ccgcagacgg
agttcgtgaa
ggacgaccgc
cccggagesc
atcgagctcc
gcaggccccg
gccctccccc
gacctcttgg
ctgagccggg
ccagcgtagc
tggagctcac
acccggegct

ccggctccgt

cacttctctt
ggtgaaccca
ctggecttggt

gggggtcaac

cagcttctcc
agaagggsgac
gcagcggctc
ccctcctggt
acgtgctgct
cgegtgggceg
ttggaggegt
taaagtccgg
ccgagggctg
gaagctctac
cttcatccta
gacctcctgc
ccgeeecgec
gcccccatcc
cccctccectt
gccecegecc
tgaacctgag
cctggtgcag
acccaccccc
ccgcagaccc
ccgecctgcetg

ggtgcggagc

9120

9180

9240

9300

9360

9420

9480

9540

9600

9660

9720

9780

9840

9900

9960

10020

10080

10140

10200

10260

10320

10380

10440

10500

10560

10620



aggegegesa
ctgggacccc
ggttccgctg
atagctgtcg
cgccagggsc
ttcctccgat
tgtggaagga
aggccgagtc
cctgggtatg
ggggcaggea

ccgggagccc

ttcctgggcc

tctgggccaa

gggggcctgt
agagccggasg
cagacttcta
catagggaca
cctgccagca
cctcccagtg
<210> 3
<211> 1230
<212> DNA

<213> Homo

<220>
<223>

<400> 3

gggtccgggg
tccgtgggga
cctggggccc
cagggegtgg
ttccgaggtg
ttttggaaag
gacccccaga
cctgagggcc
cccgeccage
cagggcacag
ctgcacggcc
tcacaggcca
ggctgtgggt
ctttggagag
cagcgaagtg
ctgcctggtg
gegggeseca
gccctgggac

ccagaaaata

sapien

ctagcggegg
gctctgeggc
cgatgcgggs
aacccgtggg
ttcacacctg
aagtgcagct
cgcagctgca
gggccctgga
cccactcccc
ggcctggagg
tctgccctgg
tcacagcagg
ggccacctca
ccatcagctc
gacgtctcgg
tccaaggatg
gggcagegec
cctgccagca

aagtcctttt

wild type SIGIRR mRNA

341832_1.txt

gttagagatg
accacgcttt
agccgceccctt
cagccgcagg
caaaccgccc
ggcgectgecg
ggacgacaag
ctcagaggtg
aactggagaa
ggctccaggt
aggtgctcgg
gggtgagcag
ggcgtctegg
caccgcacac
atctcggctc
atatgtagct
gtcgctcctc
gccctgggaa

ggattctg

ggcggtgcecec
gtgaatgggc
gaggcccccg
tgtgctcttg
cgacctggcc
cggaaggtgc
gaccccatgc
gacccggacc
gctcagcaca
gttgaggact
ccctecggtct

gggcagcccc

tctccccacc
cagtggggtc
gcgaaactac
cccaccccag

tgctcaacag

aaggctgtgg

gggctccagg
cctgggggga
gagccacgga
ggggccagega
cccagactcc
agtacaggcc
tgattcttcg
ctgagggcga
gggcggagtg
cttcccggcea
gcctgggaac
tggcagtggg
ccaggtgtcc
tcgetgggag
agtgcccgca
agtgcaggat
gaccacaacc

cctcagggcg

augccaggug ucugugauag ggccccugac UuUCCUCUCCC cgucugaaga ccaggugcug

aggccugccu ugggcageuc aguggcucug aacugcacgg cuuggguagu cucugggecc

16

10680

10740

10800

10860

10920

10980

11040

11100

11160

11220

11280

11340

11400

11460

11520

11580

11640

11700

11738

60

120



cacugcuccc

cacuacagcc

aguguccugg

Ccagaacauca

gcggugcugsy

aagugccguc

gacgggaagc

gugaacuuca

gaccgcgacc

ugccgacgcec

agcuuccggg

uucgagggcc

caccugguga
aaagaagugc
cagacgcagc
ggccgggecc
ccugucuuug
cggagcagcg
uucuacugcc
210> 4

<211> 645
<212>

<213>

<220>
<223>

<400> 4

DNA
Homo sapien

ugccuucagu

uccacgagua

gggucaacgu

gcuucuccuc

ccucccuccu

ucaacgugcu

ucuacgacgc

uccCuaaagcc

uccugccgeg

ucaucguggu

agggccugug

agaggcgega

ccuugcugcu

agcuggcgcu

ugcaggacga

uggacucaga

gagagccauc

aaguggacgu

ugguguccaa

ccaguggcug

cuccuggguc

gaccagcacu

cuucacucuu

gguccugcug

gcucugguac

cuacgucucc

gcagcuggag

cgcugagccc

gcuuucggac

ccggeugcug

ccececgegeac

cuggaggccc

gcecgeggaag

caaggacccc

gguggacccg

agcuccaccg

cucggaucuc

ggaugauaug

variant (c.557delA) SIGIRR

augccaggug ucugugauag ggccccugac

aggccugccu ugggcagcuc aguggcucug

341832_1.txt

aaagacgggc

aaggccaacc

gaagucuaug

cagagagcug

gccecugeugce

caggacgcgu

uacagcgacu

cggcgucggs

uccgccgacc

gccuuccuga

gagcucaccc

ccggegeucc

ggcuccguga

gugcaguaca

augcugauuc

gacccugagg

cacaccagug

ggcucgcgaa

mRNA

uuccauuggg

ugucagaggu

gggccuucac

gcccuacaag

uggccgeecu

auggggagsgu

gccccgagga

gcuacaagcu

ucuuggugaa

gccgggacug

gcagacccau

gccugcugeg

cuccuuccuc

ggccugugga

uucgaggccg

gcgaccuggs

gggucucgcu

acuacagugc

aauugggsgec

gcuugugucc

cugcuccauc

ccacguggcu

gcucuauguc

ggagauaaac

ccgcaaguuc

cuuccuggac

ccugagccgc

gugcagccac

cuucaucacc

ccagcaccgc

cgauuuuugg

aggagacccc

agucccugag

uguccggggsg

gggagagagc

ccgcacagac

uuccucuccc cgucugaaga ccaggugcug

aacugcacgg cuuggguagu cucugggccc

17

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1230

60

120



cacugcuccc

cacuacagcc

aguguccugg

Ccagaacauca

gcggugcugsy

aagugccguc

gacgggaagc

gugaacuuca

accgcgaccu

<210> 5

<211>

<212>
<213>

DNA

<220>

<223> wild

<400> 5
atgccaggtg

aggcctgcect
cactgctccc
cactacagcc
agtgtcctgg
cagaacatca
gcggtgetgg
aagtgccgtc
gacgggaagc
gtgaacttca
gaccgcgacc

tgccgacgcc

1233

ugccuucagu

uccacgagua

gggucaacgu

gcuucuccuc

ccucccuccu

ucaacgugcu

ucuacgacgc

uccuaagccg

ccugccgegc

ccaguggcug

cuccuggguc

gaccagcacu

cuucacucuu

gguccugcug

gcucugguac

cuacgucucc

cagcuggagc

gcugagcccu

Artificial Sequence

type SIGIRR cDNA

tctgtgatag
tgggcagctc
tgccttcagt
tccacgagta
gggtcaacgt
gcttctcctc
cctcectcect
tcaacgtgct
tctacgacgc
tcctaaagcc
tcctgeccgeg

tcatcgtggt

ggcccctgac
agtggctctg
ccagtggctg
ctcctgggtc
gaccagcact
cttcactctt
ggtcctgctg
gctctggtac
ctacgtctcc
gcagctggag
cgctgagccc

gctttcggac

341832_1.txt

aaagacgggc

aaggccaacc
gaagucuaug
cagagagcug
gceccugeugce
caggacgcgu
uacagcgacu

ggcgucggss

ccgecgaccu

ttcctctccc
aactgcacgg
aaagacgggc
aaggccaacc
gaagtctatg
cagagagctg
gccctgetgc
caggacgcgt
tacagcgact
cggegteggg
tccgccgacc

gccttcectga
18

uuccauuggg
ugucagaggu
gggccuucac
gcccuacaag

uggccgeecu

auggggaggu
gccccgagga
cuacaagcuc

cuugg

cgtctgaaga
cttgggtagt
ttccattggg
tgtcagaggt
gggccttcac
gccctacaag

tggccgecect

atggggaggt
gccccgagga
gctacaagct

tcttggtgaa

gcegggectg

aauuggggsc
gcuugugucc
cugcuccauc
ccacguggcu
gcucuauguc
ggagauaaac
ccgcaaguuc

uuccuggacg

ccaggtgctg
ctctgggccc
aattggggsc
gcttgtgtcc
ctgctccatc
ccacgtggct
gctctatgtc
ggagataaac
ccgcaagttc
cttcctggac
cctgagccgc

gtgcagccac

180

240

300

360

420

480

540

600

645

60

120

180

240

300

360

420

480

540

600

660

720



agcttccggg
ttcgagggcc
cacctggtga
aaagaagtgc
cagacgcagc
ggecegggecc
cctgtetttg
cggagcagcg
ttctactgcc
<210> 6

<211> 648
<212>

<213>

<220>
<223>

<400> 6
atgccaggtg

aggcctgcect
cactgctccc
cactacagcc
agtgtcctgg
cagaacatca
gcggtgetgg
aagtgccgtc
gacgggaagc
gtgaacttca

accgcgacct

DNA
Artificial Sequence

agggcctgtg
agaggcgcga
ccttgetget
agctggcgct
tgcaggacga
tggactcaga
gagagccatc
aagtggacgt

tggtgtccaa

tctgtgatag
tgggcagctc
tgccttcagt
tccacgagta
gggtcaacgt
gcttctcctc
cctcectcect
tcaacgtgct
tctacgacgc
tcctaagccg

cctgececgegc

ccggectgcetg
ccccgegceac
ctggaggccc
geegeggaag
caaggacccc
ggtggacccg
agctccaccg
ctcggatctc

ggatgatatg

variant (c.557delA) SIGIRR

ggcccctgac
agtggctctg
ccagtggctg
ctcctgggtc
gaccagcact
cttcactctt
ggtcctgctg
gctctggtac
ctacgtctcc
cagctggagc

gctgagccct

341832_1.txt

gagctcaccc
ccggecgctcc
ggctccgtga
gtgcagtaca
atgctgattc
gaccctgagg
cacaccagtg
ggctcgcgaa

tag

cDNA

ttcctctccc
aactgcacgg
aaagacgggc
aaggccaacc
gaagtctatg
cagagagctg
gccctgetgc
caggacgcgt
tacagcgact

ggcgtcgggsg

ccgccgacct

19

gcagacccat
gcctgetgeg
ctccttectc
ggcctgtgga
ttcgaggccg
gcgacctggg
gggtctcgct

actacagtgc

cgtctgaaga
cttgggtagt
ttccattggg
tgtcagaggt
gggccttcac
gccctacaag

tggccgecect

atggggaggt
gccccgagga
ctacaagctc

cttggtga

cttcatcacc
ccagcaccgc
cgatttttgg
aggagacccc
agtccctgag
tgtccggggs
gggagagagc

ccgcacagac

ccaggtgctg
ctctgggccc
aattggggsc
gcttgtgtcc
ctgctccatc
ccacgtggct
gctctatgtc
ggagataaac
ccgcaagttc

ttcctggacg

780

840

900

960

1020

1080

1140

1200

1233

60

120

180

240

300

360

420

480

540

600

648



<210>
<211>
<212>
<213>

<220>

<223>

<400>

7

410

P

RT

Homo sapien

7

wild type

Met Pro Gly Val

1

Asp

Thr

Trp

His

65

Ser

Thr

Ala

Leu

Asn

145

Asp

Asp

Arg

Glu

Gln

Ala

Leu

50

Glu

Val

Cys

Gly

Leu

130

Val

Gly

Arg

Gly

Pro
210

Val

Trp

35

Lys

Tyr

Leu

Ser

Pro

115

Ala

Leu

Lys

Lys

Tyr

195

Ser

Leu

20

Val

Asp

Ser

Gly

Ile

100

Thr

Leu

Leu

Leu

Phe

180

Lys

Ala

SIGIRR protein

Cys

Arg

Val

Gly

Trp

Val

85

Gln

Ser

Leu

Trp

Tyr

165

Val

Leu

Asp

Asp

Pro

Ser

Leu

Val

70

Asn

Asn

His

Leu

Tyr

150

Asp

Asn

Phe

Leu

Arg

Ala

Gly

Pro

55

Lys

Val

Ile

Val

Ala

135

Gln

Ala

Phe

Leu

Leu
215

Ala

Leu

Pro

40

Leu

Ala

Thr

Ser

Ala

120

Ala

Asp

Tyr

Ile

Asp

200

Val

341832_1.txt

Pro

Gly

25

His

Gly

Asn

Ser

Phe

105

Ala

Leu

Ala

Val

Leu

185

Asp

Asn

Asp

10

Ser

Cys

Ile

Leu

Thr

90

Ser

Val

Leu

Tyr

Ser

170

Lys

Arg

Leu

Phe

Ser

Ser

Gly

Ser

75

Glu

Ser

Leu

Tyr

Gly

155

Tyr

Pro

Asp

Ser

20

Leu

Val

Leu

Gly

60

Glu

Val

Phe

Ala

Val

140

Glu

Ser

Gln

Leu

Arg
220

Ser

Ala

Pro

45

His

Val

Tyr

Thr

Ser

125

Lys

Val

Asp

Leu

Leu

205

Cys

Pro

Leu

30

Ser

Tyr

Leu

Gly

Leu

110

Leu

Cys

Glu

Cys

Glu

190

Pro

Arg

Ser

15

Asn

Val

Ser

Val

Ala

95

Gln

Leu

Arg

Ile

Pro

175

Arg

Arg

Arg

Glu

Cys

Gln

Leu

Ser

80

Phe

Arg

Val

Leu

Asn

160

Glu

Arg

Ala

Leu



Ile

225

Ser

Ile

Leu

Arg

Leu

305

Gln

Arg

Glu

Pro

Val

385

Phe

Val

Phe

Phe

Arg

Pro

290

Ala

Thr

Val

Gly

Pro

370

Asp

Tyr

<210>
<211>
<212>
<213>

<220>

<223>

<400>

5
>
H

8

Val

Arg

Ile

Leu

275

Gly

Leu

Gln

Pro

Asp

355

His

Val

Cys

04

RT
omo

Leu

Glu

Thr

260

Leu

Ser

Pro

Leu

Glu

340

Leu

Thr

Ser

Leu

Ser

Gly

245

Phe

Arg

Val

Arg

Gln

325

Gly

Gly

Ser

Asp

Val
405

sapien

Asp

230

Leu

Glu

Gln

Thr

Lys

310

Asp

Arg

Val

Gly

Leu

390

Ser

Ala

Cys

Gly

His

Pro

295

Val

Asp

Ala

Arg

Val

375

Gly

Lys

Phe

Arg

Gln

Arg

280

Ser

Gln

Lys

Leu

Gly

360

Ser

Ser

Asp

341832_1.txt
Leu Ser Arg Ala

Leu

Arg

265

His

Ser

Tyr

Asp

Asp

345

Pro

Leu

Arg

Asp

Leu

250

Arg

Leu

Asp

Arg

Pro

330

Ser

Val

Gly

Asn

Met
410

wild type SIGIRR isoform protein

235

Glu

Asp

Val

Phe

Pro

315

Met

Glu

Phe

Glu

Tyr
395

Leu

Pro

Thr

Trp

300

Val

Leu

Val

Gly

Ser

380

Ser

Trp

Thr

Ala

Leu

285

Lys

Glu

Ile

Asp

Glu

365

Arg

Ala

Cys

Arg

His

270

Leu

Glu

Gly

Leu

Pro

350

Pro

Ser

Arg

Ser

Arg

255

Pro

Leu

Val

Asp

Arg

335

Asp

Ser

Ser

Thr

His

240

Pro

Ala

Trp

Gln

Pro

320

Pro

Ala

Glu

Asp
400

Met Pro Gly Val Cys Asp Arg Ala Pro Asp Phe Leu Ser Pro Ser Glu

1

5

10

15

Asp Gln Val Leu Arg Pro Ala Leu Gly Ser Ser Val Ala Leu Asn Cys

20

25

21

30



Thr

Trp

His

65

Ser

Thr

Ala

Leu

Asn

145

Asp

Asp

Arg

Glu

Ile

225

Ser

Ile

Leu

Arg

Ala

Leu

50

Glu

Val

Cys

Gly

Leu

130

Val

Gly

Arg

Gly

Pro

210

Val

Phe

Phe

Arg

Pro
290

Trp

35

Lys

Tyr

Leu

Ser

Pro

115

Ala

Leu

Lys

Lys

Tyr

195

Ser

Val

Arg

Ile

Leu

275

Gly

Val

Asp

Ser

Gly

Ile

100

Thr

Leu

Leu

Leu

Phe

180

Lys

Ala

Leu

Glu

Thr

260

Leu

Ser

Val

Gly

Trp

Val

85

Gln

Ser

Leu

Trp

Tyr

165

Val

Leu

Asp

Ser

Gly

245

Phe

Arg

Val

Ser

Leu

Val

70

Asn

Asn

His

Leu

Tyr

150

Asp

Asn

Phe

Leu

Asp

230

Leu

Glu

Gln

Thr

Gly

Pro

55

Lys

Val

Ile

Val

Ala

135

Gln

Ala

Phe

Leu

Leu

215

Ala

Cys

Gly

His

Pro
295

Pro

40

Leu

Ala

Thr

Ser

Ala

120

Ala

Asp

Tyr

Ile

Asp

200

Val

Phe

Arg

Gln

Arg

280

Ser

341832_1.txt

His Cys Ser Leu

Gly

Asn

Ser

Phe

105

Ala

Leu

Ala

Val

Leu

185

Asp

Asn

Leu

Leu

Arg

265

His

Ser

Ile

Leu

Thr

90

Ser

Val

Leu

Tyr

Ser

170

Lys

Arg

Leu

Ser

Leu

250

Arg

Leu

Asp

Gly

Ser

75

Glu

Ser

Leu

Tyr

Gly

155

Tyr

Pro

Asp

Ser

Arg

235

Glu

Asp

Val

Phe

22

Gly

60

Glu

Val

Phe

Ala

Val

140

Glu

Ser

Gln

Leu

Arg

220

Ala

Leu

Pro

Thr

Trp
300

Pro

45

His

Val

Tyr

Thr

Ser

125

Lys

Val

Asp

Leu

Leu

205

Cys

Trp

Thr

Ala

Leu

285

Lys

Ser

Tyr

Leu

Gly

Leu

110

Leu

Cys

Glu

Cys

Glu

190

Pro

Arg

Cys

Arg

His

270

Leu

Glu

Val

Ser

Val

Ala

95

Gln

Leu

Arg

Ile

Pro

175

Arg

Arg

Arg

Ser

Arg

255

Pro

Leu

Val

Gln

Leu

Ser

80

Phe

Arg

Val

Leu

Asn

160

Glu

Arg

Ala

Leu

His

240

Pro

Ala

Trp

Gln



Leu

305

Gln

Arg

Glu

Ala

Gly

385

Gly

Trp

Ala

Ser

Ser

465

Ser

Leu

Ala

Thr

Val

Gly

Gln

370

Ala

Leu

Ala

Val

Pro

450

Thr

Gly

Leu

<210>
<211>
<212>
<213>

<220>

<223>

<400>

Leu

Gln

Pro

Asp

355

His

Leu

Cys

Ser

Gly

435

His

Ala

Arg

Leu

9
215
PRT

Pro

Leu

Glu

340

Leu

Arg

Gly

Pro

Gln

420

Leu

Pro

His

Leu

Pro
500

Arg

Gln

325

Gly

Ala

Val

Gly

405

Ala

Gly

Arg

Gln

Gly

485

Gly

Homo sapien

9

Lys

310

Asp

Arg

Met

Glu

Glu

390

Gly

Ile

Gln

Cys

Trp

470

Ser

Val

Val

Asp

Ala

Pro

Trp

375

Asp

Ala

Thr

Gly

Pro

455

Gly

Arg

Gln

Gln

Lys

Leu

Ala

360

Gly

Ser

Arg

Ala

Cys

440

Gly

Leu

Leu

Gly

Variant SIGIRR (c.557delA)

341832_1.txt
Tyr Arg Pro Val

Asp Pro
330

Asp Ser
345

Gln Pro

Gln Ala

Ser Arg

Pro Ser

410
Gly Gly
425
Gly Trp
Ala Cys

Ala Gly

Ala Lys
490

315

Met

Glu

His

Gln

His

395

Val

Glu

Pro

Phe

Arg

475

Leu

Leu

Val

Ser

Gly

380

Arg

Cys

Gln

Pro

Trp

460

Glu

Gln

Glu

Ile

Asp

Pro

365

Thr

Glu

Leu

Gly

Gln

445

Arg

Pro

Cys

Gly

Leu

Pro

350

Thr

Gly

Pro

Gly

Gln

430

Ala

Ala

Glu

Pro

Asp

Arg

335

Asp

Gly

Pro

Leu

Thr

415

Pro

Ser

Ile

Gln

His
495

Pro

320

Gly

Pro

Glu

Gly

His

400

Ser

Leu

Arg

Ser

Arg

480

Arg

Met Pro Gly Val Cys Asp Arg Ala Pro Asp Phe Leu Ser Pro Ser Glu

1

5

10

23

15



Asp

Thr

Trp

His

65

Ser

Thr

Ala

Leu

Asn

145

Asp

Asp

Gly

Ser

Gln

Ala

Leu

50

Glu

Val

Cys

Gly

Leu

130

Val

Gly

Arg

Ala

Pro
210

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Val

Trp

35

Lys

Tyr

Leu

Ser

Pro

115

Ala

Leu

Lys

Lys

Thr

195

Pro

10
30
PRT
Homo

Wild

10

Lys Pro Gln

Leu

20

Val

Asp

Ser

Gly

Ile

100

Thr

Leu

Leu

Leu

Phe

180

Ser

Pro

Arg

Val

Gly

Trp

Val

85

Gln

Ser

Leu

Trp

Tyr

165

Val
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