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CCTGCAGGTCATAGTTCCTGCCAGCTGACTTTGTCAAGACAGTGATGTCTGTGTTCCAGCAGTTGTTCTGAGTATCCTTTTCATTATCCACTGTCCTTTC

TTCTTAAATTCCACCCCCAACATTGTAAATAGCTTCTTTCTTAAACTCTGTTCAAAGAACCAGCTTGAGTGTGTCAGCTGCTTCCTGCTGGGGTCCTGGC

AAACCACTAGTGACCTTTATTCATAAGAGATGATGTATTCTTGATACTACTTCTCATTTGCAAATTCCAATTATTATTAATTTCATATCAATTAGAATAA

TATATCTTCCTTCAATTTAGTTACCTCACTATGGGCTATGTACAAACTCCAAGAAAAAGTTAGTCATGTGCTTTGCAGAAGATAAAAGCTTAGTGTAAAA

CAGGCTGAGAGTATTTGATGTAAGAAGGGGAGTGGTTATATAGGTCTTAGCCAAAACATGTGATAGTCACTCCAGGGGTTGCTGGAAAAGAAGTCTGTGA

CACTCATTAACCTATTGGTGCAGAATTTGAATGATCTAAAGGAGACCATGGGGGGTTCTCATCATCATCATCATCATGGTATGGCTAGCATGACTGGTGG

ACAGCAAATGGGTCGGGATCTGTACGACGATGACGATAAGGTACCTAAGGATCAGCTTGGAGTTGATCCCGTCGTTTTACAACGTCGTGACTGGGAAAAC

CCTGGCGTTACCCAACTTAATCGCCTTGCAGCACATCCCCCTTTCGCCAGCTGGCGTAATAGCGAAGAGGCCCGCACCGATCGCCCTTCCCAACAGTTGC

GCAGCCTGAATGGCGAATGGCGCTTTGCCTGGTTTCCGGCACCAGAAGCGGTGCCGGAAAGCTGGCTGGAGTGCGATCTTCCTGAGGCCGATACTGTCGT

CGTCCCCTCAAACTGGCAGATGCACGGTTACGATGCGCCCATCTACACCAACGTAACCTATCCCATTACGGTCAATCCGCCGTTTGTTCCCACGGAGAAT

CCGACGGGTTGTTACTCGCTCACATTTAATGTTGATGAAAGCTGGCTACAGGAAGGCCAGACGCGAATTATTTTTGATGGCGTTAACTCGGCGTTTCATC

TGTGGTGCAACGGGCGCTGGGTCGGTTACGGCCAGGACAGTCGTTTGCCGTCTGAATTTGACCTGAGCGCATTTTTACGCGCCGGAGAAAACCGCCTCGC

GGTGATGGTGCTGCGTTGGAGTGACGGCAGTTATCTGGAAGATCAGGATATGTGGCGGATGAGCGGCATTTTCCGTGACGTCTCGTTGCTGCATAAACCG

ACTACACAAATCAGCGATTTCCATGTTGCCACTCGCTTTAATGATGATTTCAGCCGCGCTGTACTGGAGGCTGAAGTTCAGATGTGCGGCGAGTTGCGTG

ACTACCTACGGGTAACAGTTTCTTTATGGCAGGGTGAAACGCAGGTCGCCAGCGGCACCGCGCCTTTCGGCGGTGAAATTATCGATGAGCGTGGTGGTTA

TGCCGATCGCGTCACACTACGTCTGAACGTCGAAAACCCGAAACTGTGGAGCGCCGAAATCCCGAATCTCTATCGTGCGGTGGTTGAACTGCACACCGCC

GACGGCACGCTGATTGAAGCAGAAGCCTGCGATGTCGGTTTCCGCGAGGTGCGGATTGAAAATGGTCTGCTGCTGCTGAACGGCAAGCCGTTGCTGATTC

GAGGCGTTAACCGTCACGAGCATCATCCTCTGCATGGTCAGGTCATGGATGAGCAGACGATGGTGCAGGATATCCTGCTGATGAAGCAGAACAACTTTAA

CGCCGTGCGCTGTTCGCATTATCCGAACCATCCGCTGTGGTACACGCTGTGCGACCGCTACGGCCTGTATGTGGTGGATGAAGCCAATATTGAAACCCAC

GGCATGGTGCCAATGAATCGTCTGACCGATGATCCGCGCTGGCTACCGGCGATGAGCGAACGCGTAACGCGAATGGTGCAGCGCGATCGTAATCACCCGA

GTGTGATCATCTGGTCGCTGGGGAATGAATCAGGCCACGGCGCTAATCACGACGCGCTGTATCGCTGGATCAAATCTGTCGATCCTTCCCGCCCGGTGCA

GTATGAAGGCGGCGGAGCCGACACCACGGCCACCGATATTATTTGCCCGATGTACGCGCGCGTGGATGAAGACCAGCCCTTCCCGGCTGTGCCGAAATGG

TCCATCAAAAAATGGCTTTCGCTACCTGGAGAGACGCGCCCGCTGATCCTTTGCGAATACGCCCACGCGATGGGTAACAGTCTTGGCGGTTTCGCTAAAT

ACTGGCAGGCGTTTCGTCAGTATCCCCGTTTACAGGGCGGCTTCGTCTGGGACTGGGTGGATCAGTCGCTGATTAAATATGATGAAAACGGCAACCCGTG

GTCGGCTTACGGCGGTGATTTTGGCGATACGCCGAACGATCGCCAGTTCTGTATGAACGGTCTGGTCTTTGCCGACCGCACGCCGCATCCAGCGCTGACG

GAAGCAAAACACCAGCAGCAGTTTTTCCAGTTCCGTTTATCCGGGCAAACCATCGAAGTGACCAGCGAATACCTGTTCCGTCATAGCGATAACGAGCTCC

TGCACTGGATGGTGGCGCTGGATGGTAAGCCGCTGGCAAGCGGTGAAGTGCCTCTGGATGTCGCTCCACAAGGTAAACAGTTGATTGAACTGCCTGAACT

ACCGCAGCCGGAGAGCGCCGGGCAACTCTGGCTCACAGTACGCGTAGTGCAACCGAACGCGACCGCATGGTCAGAAGCCGGGCACATCAGCGCCTGGCAG

CAGTGGCGTCTGGCGGAAAACCTCAGTGTGACGCTCCCCGCCGCGTCCCACGCCATCCCGCATCTGACCACCAGCGAAATGGATTTTTGCATCGAGCTGG

GTAATAAGCGTTGGCAATTTAACCGCCAGTCAGGCTTTCTTTCACAGATGTGGATTGGCGATAAAAAACAACTGCTGACGCCGCTGCGCGATCAGTTCAC

CCGTGCACCGCTGGATAACGACATTGGCGTAAGTGAAGCGACCCGCATTGACCCTAACGCCTGGGTCGAACGCTGGAAGGCGGCGGGCCATTACCAGGCC

GAAGCAGCGTTGTTGCAGTGCACGGCAGATACACTTGCTGATGCGGTGCTGATTACGACCGCTCACGCGTGGCAGCATCAGGGGAAAACCTTATTTATCA

GCCGGAAAACCTACCGGATTGATGGTAGTGGTCAAATGGCGATTACCGTTGATGTTGAAGTGGCGAGCGATACACCGCATCCGGCGCGGATTGGCCTGAA

CTGCCAGCTGGCGCAGGTAGCAGAGCGGGTAAACTGGCTCGGATTAGGGCCGCAAGAAAACTATCCCGACCGCCTTACTGCCGCCTGTTTTGACCGCTGG

GATCTGCCATTGTCAGACATGTATACCCCGTACGTCTTCCCGAGCGAAAACGGTCTGCGCTGCGGGACGCGCGAATTGAATTATGGCCCACACCAGTGGC

Me tGl yGl ySer Hi sHi sHi sHi sHi sHi sGl yMe tAl aSer Me tThr Gl yGl

yGl nGl nMe tGl yA rgAspLeuTyrAspAspAspAspLysVa l P roLysAspGl nLeuGl yVa l AspP roVa l Va l LeuGl nArgArgAspT rpGl uAsn

P roGl yVa l Thr Gl nLeuAsnArgLeuAl aAl aHi sP roP roPheAl aSer T rpArgAsnSer Gl uGl uAl aArgThrAspArgP roSer Gl nGl nLeuA

r gSer LeuAsnGl yGl uT rpArgPheAl aT rpPheP roAl aP roGl uAl aVa l P roGl uSer T rpLeuGl uCysAspLeuP roGl uAl aAspThr Va l Va

l Va l P roSerAsnT rpGl nMe tHi sGl yTyrAspAl aP ro I l eTy rThrAsnVa l Thr Ty rP ro I l eThr Va l AsnP roP roPheVa l P roThr Gl uAsn

P roThr Gl yCysTy rSer LeuThr PheAsnVa l AspGl uSer T rpLeuGl nGl uGl yGl nThr A rg I l e I l ePheAspGl yVa l AsnSer Al aPheHi sL

euT rpCysAsnGl yA rgT rpVa l Gl yTyrGl yGl nAspSer A rgLeuP roSer Gl uPheAspLeuSer Al aPheLeuArgAl aGl yGl uAsnArgLeuAl

aVa l Me tVa l LeuArgT rpSerAspGl ySer Ty rLeuGl uAspGl nAspMe tT rpArgMe tSer Gl y I l ePheArgAspVa l Ser LeuLeuHi sLysP ro

Thr Thr Gl n I l eSerAspPheHi sVa l A l aThr A rgPheAsnAspAspPheSer A rgAl aVa l LeuGl uAl aGl uVa l Gl nMe tCysGl yGl uLeuArgA

spTyrLeuArgVa l Thr Va l Ser LeuT rpGl nGl yGl uThr Gl nVa l A l aSer Gl yThr Al aP roPheGl yGl yGl u I l e I l eAspGl uArgGl yGl yTy

r Al aAspArgVa l Thr LeuArgLeuAsnVa l Gl uAsnP roLysLeuT rpSer Al aGl u I l eP roAsnLeuTyrArgAl aVa l Va l Gl uLeuHi sThr Al a

AspGl yThr Leu I l eGl uAl aGl uAl aCysAspVa l Gl yPheArgGl uVa l A rg I l eGl uAsnGl yLeuLeuLeuLeuAsnGl yLysP roLeuLeu I l eA

r gGl yVa l AsnArgHi sGl uHi sHi s P roLeuHi sGl yGl nVa l Me tAspGl uGl nThr Me tVa l Gl nAsp I l eLeuLeuMe tLysGl nAsnAsnPheAs

nAl aVa l A rgCysSer Hi sTy rP roAsnHi sP roLeuT rpTyrThr LeuCysAspArgTyrGl yLeuTyrVa l Va l AspGl uAl aAsn I l eGl uThr Hi s

Gl yMe tVa l P roMe tAsnArgLeuThrAspAspP roArgT rpLeuP roAl aMe tSer Gl uArgVa l Thr A rgMe tVa l Gl nArgAspArgAsnHi sP roS

er Va l I l e I l eT rpSer LeuGl yAsnGl uSer Gl yHi sGl yA l aAsnHi sAspAl aLeuTyrArgT rp I l eLysSer Va l AspP roSer A rgP roVa l Gl

nTy rGl uGl yGl yGl yA l aAspThr Thr Al aThrAsp I l e I l eCysP roMe tTyrAl aArgVa l AspGl uAspGl nP roPheP roAl aVa l P roLysT rp

Ser I l eLysLysT rpLeuSer LeuP roGl yGl uThr A rgP roLeu I l eLeuCysGl uTyrAl aHi sAl aMe tGl yAsnSer LeuGl yGl yPheAl aLysT

y rT rpGl nAl aPheArgGl nTy rP roArgLeuGl nGl yGl yPheVa l T rpAspT rpVa l AspGl nSer Leu I l eLysTyrAspGl uAsnGl yAsnP roT r

pSer Al aTy rGl yGl yAspPheGl yAspThr P roAsnAspArgGl nPheCysMe tAsnGl yLeuVa l PheAl aAspArgThr P roHi sP roAl aLeuThr

Gl uAl aLysHi sGl nGl nGl nPhePheGl nPheArgLeuSer Gl yGl nThr I l eGl uVa l Thr Ser Gl uTy rLeuPheArgHi sSerAspAsnGl uLeuL

euHi sT rpMe tVa l A l aLeuAspGl yLysP roLeuAl aSer Gl yGl uVa l P roLeuAspVa l A l aP roGl nGl yLysGl nLeu I l eGl uLeuP roGl uLe

uP roGl nP roGl uSer Al aGl yGl nLeuT rpLeuThr Va l A rgVa l Va l Gl nP roAsnAl aThr Al aT rpSer Gl uAl aGl yHi s I l eSer Al aT rpGl n

Gl nT rpArgLeuAl aGl uAsnLeuSer Va l Thr LeuP roAl aAl aSer Hi sAl a I l eP roHi sLeuThr Thr Ser Gl uMe tAspPheCys I l eGl uLeuG

l yAsnLysArgT rpGl nPheAsnArgGl nSer Gl yPheLeuSer Gl nMe tT rp I l eGl yAspLysLysGl nLeuLeuThr P roLeuArgAspGl nPheTh

r A rgAl aP roLeuAspAsnAsp I l eGl yVa l Ser Gl uAl aThr A rg I l eAspP roAsnAl aT rpVa l Gl uArgT rpLysAl aAl aGl yHi sTy rGl nAl a

Gl uAl aAl aLeuLeuGl nCysThr Al aAspThr LeuAl aAspAl aVa l Leu I l eThr Thr Al aHi sAl aT rpGl nHi sGl nGl yLysThr LeuPhe I l eS

er A rgLysThr TyrArg I l eAspGl ySer Gl yGl nMe tAl a I l eThr Va l AspVa l Gl uVa l A l aSerAspThr P roHi sP roAl aArg I l eGl yLeuAs

nCysGl nLeuAl aGl nVa l A l aGl uArgVa l AsnT rpLeuGl yLeuGl y P roGl nGl uAsnTyrP roAspArgLeuThr Al aAl aCysPheAspArgT rp

AspLeuP roLeuSerAspMe tTy rThr P roTy rVa l PheP roSer Gl uAsnGl yLeuArgCysGl yThr A rgGl uLeuAsnTyrGl y P roHi sGl nT rpA

Va l T rpCysGl nLys•••
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SpeI (206) AseI (277)

HindIII (386)

NcoI (546) NheI (584)
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GCGGCGACTTCCAGTTCAACATCAGCCGCTACAGTCAACAGCAACTGATGGAAACCAGCCATCGCCATCTGCTGCACGCGGAAGAAGGCACATGGCTGAA

TATCGACGGTTTCCATATGGGGATTGGTGGCGACGACTCCTGGAGCCCGTCAGTATCGGCGGAATTACAGCTGAGCGCCGGTCGCTACCATTACCAGTTG

GTCTGGTGTCAAAAATAATAATCTAGTCGAGAATTCGCTAGCTCGACATGATAAGATACATTGATGAGTTTGGACAAACCACAACTAGAATGCAGTGAAA

AAAATGCTTTATTTGTGAAATTTGTGATGCTATTGCTTTATTTGTGAAATTTGTGATGCTATTGCTTTATTTGTAACCATTATAAGCTGCAATAAACAAG

TTAACAACAACAATTGCATTCATTTTATGTTTCAGGTTCAGGGGGAGGTGTGGGAGGTTTTTTAAAGCAAGTAAAACCTCTACAAATGTGGTAGATCCAT

TTAAATGTTAATTAACTAGCCATGACCAAAATCCCTTAACGTGAGTTTTCGTTCCACTGAGCGTCAGACCCCGTAGAAAAGATCAAAGGATCTTCTTGAG

ATCCTTTTTTTCTGCGCGTAATCTGCTGCTTGCAAACAAAAAAACCACCGCTACCAGCGGTGGTTTGTTTGCCGGATCAAGAGCTACCAACTCTTTTTCC

GAAGGTAACTGGCTTCAGCAGAGCGCAGATACCAAATACTGTTCTTCTAGTGTAGCCGTAGTTAGGCCACCACTTCAAGAACTCTGTAGCACCGCCTACA

TACCTCGCTCTGCTAATCCTGTTACCAGTGGCTGCTGCCAGTGGCGATAAGTCGTGTCTTACCGGGTTGGACTCAAGACGATAGTTACCGGATAAGGCGC

AGCGGTCGGGCTGAACGGGGGGTTCGTGCACACAGCCCAGCTTGGAGCGAACGACCTACACCGAACTGAGATACCTACAGCGTGAGCTATGAGAAAGCGC

CACGCTTCCCGAAGGGAGAAAGGCGGACAGGTATCCGGTAAGCGGCAGGGTCGGAACAGGAGAGCGCACGAGGGAGCTTCCAGGGGGAAACGCCTGGTAT

CTTTATAGTCCTGTCGGGTTTCGCCACCTCTGACTTGAGCGTCGATTTTTGTGATGCTCGTCAGGGGGGCGGAGCCTATGGAAAAACGCCAGCAACGCGG

CCTTTTTACGGTTCCTGGCCTTTTGCTGGCCTTTTGCTCACATGTTCTTAATTAAATTTTTCAAAAGTAGTTGACAATTAATCATCGGCATAGTATATCG

GCATAGTATAATACGACTCACTATAGGAGGGCCATCATGGCCAAGTTGACCAGTGCTGTCCCAGTGCTCACAGCCAGGGATGTGGCTGGAGCTGTTGAGT

TCTGGACTGACAGGTTGGGGTTCTCCAGAGATTTTGTGGAGGATGACTTTGCAGGTGTGGTCAGAGATGATGTCACCCTGTTCATCTCAGCAGTCCAGGA

CCAGGTGGTGCCTGACAACACCCTGGCTTGGGTGTGGGTGAGAGGACTGGATGAGCTGTATGCTGAGTGGAGTGAGGTGGTCTCCACCAACTTCAGGGAT

GCCAGTGGCCCTGCCATGACAGAGATTGGAGAGCAGCCCTGGGGGAGAGAGTTTGCCCTGAGAGACCCAGCAGGCAACTGTGTGCACTTTGTGGCAGAGG

AGCAGGACTGAGGATAAGAATTGAGTTTCAGAAAAGGGGGCCTGAGTGGCCCCTTTTTTCAACTTAATTAA

Me tGl yGl ySer Hi sHi sHi sHi sHi sHi sGl yMe tAl aSer Me tThr Gl yGl

yGl nGl nMe tGl yA rgAspLeuTyrAspAspAspAspLysVa l P roLysAspGl nLeuGl yVa l AspP roVa l Va l LeuGl nArgArgAspT rpGl uAsn

P roGl yVa l Thr Gl nLeuAsnArgLeuAl aAl aHi sP roP roPheAl aSer T rpArgAsnSer Gl uGl uAl aArgThrAspArgP roSer Gl nGl nLeuA

r gSer LeuAsnGl yGl uT rpArgPheAl aT rpPheP roAl aP roGl uAl aVa l P roGl uSer T rpLeuGl uCysAspLeuP roGl uAl aAspThr Va l Va

l Va l P roSerAsnT rpGl nMe tHi sGl yTyrAspAl aP ro I l eTy rThrAsnVa l Thr Ty rP ro I l eThr Va l AsnP roP roPheVa l P roThr Gl uAsn

P roThr Gl yCysTy rSer LeuThr PheAsnVa l AspGl uSer T rpLeuGl nGl uGl yGl nThr A rg I l e I l ePheAspGl yVa l AsnSer Al aPheHi sL

euT rpCysAsnGl yA rgT rpVa l Gl yTyrGl yGl nAspSer A rgLeuP roSer Gl uPheAspLeuSer Al aPheLeuArgAl aGl yGl uAsnArgLeuAl

aVa l Me tVa l LeuArgT rpSerAspGl ySer Ty rLeuGl uAspGl nAspMe tT rpArgMe tSer Gl y I l ePheArgAspVa l Ser LeuLeuHi sLysP ro

Thr Thr Gl n I l eSerAspPheHi sVa l A l aThr A rgPheAsnAspAspPheSer A rgAl aVa l LeuGl uAl aGl uVa l Gl nMe tCysGl yGl uLeuArgA

spTyrLeuArgVa l Thr Va l Ser LeuT rpGl nGl yGl uThr Gl nVa l A l aSer Gl yThr Al aP roPheGl yGl yGl u I l e I l eAspGl uArgGl yGl yTy

r Al aAspArgVa l Thr LeuArgLeuAsnVa l Gl uAsnP roLysLeuT rpSer Al aGl u I l eP roAsnLeuTyrArgAl aVa l Va l Gl uLeuHi sThr Al a

AspGl yThr Leu I l eGl uAl aGl uAl aCysAspVa l Gl yPheArgGl uVa l A rg I l eGl uAsnGl yLeuLeuLeuLeuAsnGl yLysP roLeuLeu I l eA

r gGl yVa l AsnArgHi sGl uHi sHi s P roLeuHi sGl yGl nVa l Me tAspGl uGl nThr Me tVa l Gl nAsp I l eLeuLeuMe tLysGl nAsnAsnPheAs

nAl aVa l A rgCysSer Hi sTy rP roAsnHi sP roLeuT rpTyrThr LeuCysAspArgTyrGl yLeuTyrVa l Va l AspGl uAl aAsn I l eGl uThr Hi s

Gl yMe tVa l P roMe tAsnArgLeuThrAspAspP roArgT rpLeuP roAl aMe tSer Gl uArgVa l Thr A rgMe tVa l Gl nArgAspArgAsnHi sP roS

er Va l I l e I l eT rpSer LeuGl yAsnGl uSer Gl yHi sGl yA l aAsnHi sAspAl aLeuTyrArgT rp I l eLysSer Va l AspP roSer A rgP roVa l Gl

nTy rGl uGl yGl yGl yA l aAspThr Thr Al aThrAsp I l e I l eCysP roMe tTyrAl aArgVa l AspGl uAspGl nP roPheP roAl aVa l P roLysT rp

Ser I l eLysLysT rpLeuSer LeuP roGl yGl uThr A rgP roLeu I l eLeuCysGl uTyrAl aHi sAl aMe tGl yAsnSer LeuGl yGl yPheAl aLysT

y rT rpGl nAl aPheArgGl nTy rP roArgLeuGl nGl yGl yPheVa l T rpAspT rpVa l AspGl nSer Leu I l eLysTyrAspGl uAsnGl yAsnP roT r

pSer Al aTy rGl yGl yAspPheGl yAspThr P roAsnAspArgGl nPheCysMe tAsnGl yLeuVa l PheAl aAspArgThr P roHi sP roAl aLeuThr

Gl uAl aLysHi sGl nGl nGl nPhePheGl nPheArgLeuSer Gl yGl nThr I l eGl uVa l Thr Ser Gl uTy rLeuPheArgHi sSerAspAsnGl uLeuL

euHi sT rpMe tVa l A l aLeuAspGl yLysP roLeuAl aSer Gl yGl uVa l P roLeuAspVa l A l aP roGl nGl yLysGl nLeu I l eGl uLeuP roGl uLe

uP roGl nP roGl uSer Al aGl yGl nLeuT rpLeuThr Va l A rgVa l Va l Gl nP roAsnAl aThr Al aT rpSer Gl uAl aGl yHi s I l eSer Al aT rpGl n

Gl nT rpArgLeuAl aGl uAsnLeuSer Va l Thr LeuP roAl aAl aSer Hi sAl a I l eP roHi sLeuThr Thr Ser Gl uMe tAspPheCys I l eGl uLeuG

l yAsnLysArgT rpGl nPheAsnArgGl nSer Gl yPheLeuSer Gl nMe tT rp I l eGl yAspLysLysGl nLeuLeuThr P roLeuArgAspGl nPheTh

r gGl yAspPheGl nPheAsn I l eSer A rgTyrSer Gl nGl nGl nLeuMe tGl uThr Ser Hi sArgHi sLeuLeuHi sAl aGl uGl uGl yThr T rpLeuAs

n I l eAspGl yPheHi sMe tGl y I l eGl yGl yAspAspSer T rpSer P roSer Va l Ser Al aGl uLeuGl nLeuSer Al aGl yA rgTyrHi sTy rGl nLeu

Va l T rpCysGl nLys•••

EcoRI (3731)
NheI (3737)

SwaI (4002)

PacI (4012)

PacI (4752) AseI (4778)

PacI (5268)
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5001

5101
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1

18

52
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118
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418

452

485
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618
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