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                         LISTAGEM DE SEQU�NCIAS 

<110>  FUNDA��O OSWALDO CRUZ         
  
<120>  POLIPEPT�DEO COM ATIVIDADE ASPARAGINASE, CASSETE DE EXPRESS�O, VETOR 
       DE EXPRESS�O, C�LULA HOSPEDEIRA, COMPOSI��O FARMAC�UTICA, M�TODOS 
       PARA PRODUZIR UM POLIPEPT�DEO COM ATIVIDADE ASPARAGINASE E PARA 
       PREVENIR OU TRATAR C�NCER, E, USO DE UM POLIPEPT�DEO 

<130>  Caso 159 

<160>  11     

<170>  PatentIn vers�o 3.5 

<210>  1 
<211>  308 
<212>  PRT 
<213>  Homo sapiens 

<400>  1 

Met Asn Pro Ile Val Val Val His Gly Gly Gly Ala Gly Pro Ile Ser  
1               5                   10                  15       

Lys Asp Arg Lys Glu Arg Val His Gln Gly Met Val Arg Ala Ala Thr  
            20                  25                  30           

Val Gly Tyr Gly Ile Leu Arg Glu Gly Gly Ser Ala Val Asp Ala Val  
        35                  40                  45               

Glu Gly Ala Val Val Ala Leu Glu Asp Asp Pro Glu Phe Asn Ala Gly  
    50                  55                  60                   

Cys Gly Ser Val Leu Asn Thr Asn Gly Glu Val Glu Met Asp Ala Ser  
65                  70                  75                  80   

Ile Met Asp Gly Lys Asp Leu Ser Ala Gly Ala Val Ser Ala Val Gln  
                85                  90                  95       

Cys Ile Ala Asn Pro Ile Lys Leu Ala Arg Leu Val Met Glu Lys Thr  
            100                 105                 110          

Pro His Cys Phe Leu Thr Asp Gln Gly Ala Ala Gln Phe Ala Ala Ala  
        115                 120                 125              

Met Gly Val Pro Glu Ile Pro Gly Glu Lys Leu Val Thr Glu Arg Asn  
    130                 135                 140                  

Lys Lys Arg Leu Glu Lys Glu Lys His Glu Lys Gly Ala Gln Lys Thr  
145                 150                 155                 160  

Asp Cys Gln Lys Asn Leu Gly Thr Val Gly Ala Val Ala Leu Asp Cys  
                165                 170                 175      

Lys Gly Asn Val Thr Tyr Ala Thr Ser Thr Gly Gly Ile Val Asn Lys  
            180                 185                 190          

Met Val Gly Arg Val Gly Asp Ser Pro Cys Leu Gly Ala Gly Gly Tyr  
        195                 200                 205              

Ala Asp Asn Asp Ile Gly Ala Val Ser Thr Thr Gly His Gly Glu Ser  
    210                 215                 220                  

Ile Leu Lys Val Asn Leu Ala Arg Leu Thr Leu Phe His Ile Glu Gln  
225                 230                 235                 240  

Gly Lys Thr Val Glu Glu Ala Ala Asp Leu Ser Leu Gly Tyr Met Lys  
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                245                 250                 255      

Ser Arg Val Lys Gly Leu Gly Gly Leu Ile Val Val Ser Lys Thr Gly  
            260                 265                 270          

Asp Trp Val Ala Lys Trp Thr Ser Thr Ser Met Pro Trp Ala Ala Ala  
        275                 280                 285              

Lys Asp Gly Lys Leu His Phe Gly Ile Asp Pro Asp Asp Thr Thr Ile  
    290                 295                 300                  

Thr Asp Leu Pro  
305              

<210>  2 
<211>  1332 
<212>  DNA 
<213>  Homo sapiens 

<400>  2 
cggggagcgg cggtaccggg cggctgcggg gctggctcga cccagcttga ggtctcggcg       60 

tccgcgtcct gcggtgccct gggatccgcc gacatgaatc ccatcgtagt ggtccacggc      120 

ggcggagccg gtcccatctc caaggatcgg aaggagcgag tgcaccaggg catggtcaga      180 

gccgccaccg tgggctacgg catcctccgg gagggcggga gcgccgtgga tgccgtagag      240 

ggagctgtcg tcgccctgga agacgatccc gagttcaacg caggttgtgg gtctgtcttg      300 

aacacaaatg gtgaggttga aatggatgct agtatcatgg atggaaaaga cctgtctgca      360 

ggagcagtgt ccgcagtcca gtgtatagca aatcccatta aacttgctcg gcttgtcatg      420 

gaaaagacac ctcattgctt tctgactgac caaggcgcag cgcagtttgc agcagctatg      480 

ggggttccag agattcctgg agaaaaactg gtgacagaga gaaacaaaaa gcgcctggaa      540 

aaagagaagc atgaaaaagg tgctcagaaa acagattgtc aaaaaaactt gggaaccgtg      600 

ggtgctgttg ccttggactg caaagggaat gtaacctacg caacctccac aggcggtatc      660 

gttaataaaa tggtcggccg cgttggggac tcaccgtgtc taggagctgg aggttatgcc      720 

gacaatgaca tcggagccgt ctcaaccaca gggcatgggg aaagcatcct gaaggtgaac      780 

ctggctagac tcaccctgtt ccacatagaa caaggaaaga cggtagaaga ggctgcggac      840 

ctatcgttgg gttatatgaa gtcaagggtt aaaggtttag gtggcctcat cgtggttagc      900 

aaaacaggag actgggtggc aaagtggacc tccacctcca tgccctgggc agccgccaag      960 

gacggcaagc tgcactttgg aattgatcct gacgatacta ctatcaccga ccttccctaa     1020 

gccgctggaa gattgtattc cagatgctag cttagaggtc aagtacagtc tcctcatgag     1080 

acatagccta atcaattaga tctagaattg gaaaaattgt cccgtctgtc acttgttttg     1140 

ttgccttaat aagcatctga atgtttggtt gtggggcggg ttttgaagcg atgagagaaa     1200 

tgcccgtatt aggaggatta cttgagccct ggaggtcaaa gctgaggtga gccatgatta     1260 

ctccactgca ctccagcctg ggcaacagag ccaggccctg tatcaaaaaa aaaaaaaaaa     1320 

aaaaaaaaaa aa                                                         1332 

<210>  3 
<211>  308 
<212>  PRT 
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<213>  Sequ�ncia Artificial 

<220> 
<223>  Substitui��o de G por E na posi��o 10 da sequ�ncia selvagem 

<400>  3 

Met Asn Pro Ile Val Val Val His Gly Glu Gly Ala Gly Pro Ile Ser  
1               5                   10                  15       

Lys Asp Arg Lys Glu Arg Val His Gln Gly Met Val Arg Ala Ala Thr  
            20                  25                  30           

Val Gly Tyr Gly Ile Leu Arg Glu Gly Gly Ser Ala Val Asp Ala Val  
        35                  40                  45               

Glu Gly Ala Val Val Ala Leu Glu Asp Asp Pro Glu Phe Asn Ala Gly  
    50                  55                  60                   

Cys Gly Ser Val Leu Asn Thr Asn Gly Glu Val Glu Met Asp Ala Ser  
65                  70                  75                  80   

Ile Met Asp Gly Lys Asp Leu Ser Ala Gly Ala Val Ser Ala Val Gln  
                85                  90                  95       

Cys Ile Ala Asn Pro Ile Lys Leu Ala Arg Leu Val Met Glu Lys Thr  
            100                 105                 110          

Pro His Cys Phe Leu Thr Asp Gln Gly Ala Ala Gln Phe Ala Ala Ala  
        115                 120                 125              

Met Gly Val Pro Glu Ile Pro Gly Glu Lys Leu Val Thr Glu Arg Asn  
    130                 135                 140                  

Lys Lys Arg Leu Glu Lys Glu Lys His Glu Lys Gly Ala Gln Lys Thr  
145                 150                 155                 160  

Asp Cys Gln Lys Asn Leu Gly Thr Val Gly Ala Val Ala Leu Asp Cys  
                165                 170                 175      

Lys Gly Asn Val Thr Tyr Ala Thr Ser Thr Gly Gly Ile Val Asn Lys  
            180                 185                 190          

Met Val Gly Arg Val Gly Asp Ser Pro Cys Leu Gly Ala Gly Gly Tyr  
        195                 200                 205              

Ala Asp Asn Asp Ile Gly Ala Val Ser Thr Thr Gly His Gly Glu Ser  
    210                 215                 220                  

Ile Leu Lys Val Asn Leu Ala Arg Leu Thr Leu Phe His Ile Glu Gln  
225                 230                 235                 240  

Gly Lys Thr Val Glu Glu Ala Ala Asp Leu Ser Leu Gly Tyr Met Lys  
                245                 250                 255      

Ser Arg Val Lys Gly Leu Gly Gly Leu Ile Val Val Ser Lys Thr Gly  
            260                 265                 270          

Asp Trp Val Ala Lys Trp Thr Ser Thr Ser Met Pro Trp Ala Ala Ala  
        275                 280                 285              

Lys Asp Gly Lys Leu His Phe Gly Ile Asp Pro Asp Asp Thr Thr Ile  
    290                 295                 300                  

Thr Asp Leu Pro  
305              

<210>  4 
<211>  308 
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<212>  PRT 
<213>  Sequ�ncia Artificial 

<220> 
<223>  Substitui��o de G por D na posi��o 10 da sequ�ncia selvagem  

<400>  4 

Met Asn Pro Ile Val Val Val His Gly Asp Gly Ala Gly Pro Ile Ser  
1               5                   10                  15       

Lys Asp Arg Lys Glu Arg Val His Gln Gly Met Val Arg Ala Ala Thr  
            20                  25                  30           

Val Gly Tyr Gly Ile Leu Arg Glu Gly Gly Ser Ala Val Asp Ala Val  
        35                  40                  45               

Glu Gly Ala Val Val Ala Leu Glu Asp Asp Pro Glu Phe Asn Ala Gly  
    50                  55                  60                   

Cys Gly Ser Val Leu Asn Thr Asn Gly Glu Val Glu Met Asp Ala Ser  
65                  70                  75                  80   

Ile Met Asp Gly Lys Asp Leu Ser Ala Gly Ala Val Ser Ala Val Gln  
                85                  90                  95       

Cys Ile Ala Asn Pro Ile Lys Leu Ala Arg Leu Val Met Glu Lys Thr  
            100                 105                 110          

Pro His Cys Phe Leu Thr Asp Gln Gly Ala Ala Gln Phe Ala Ala Ala  
        115                 120                 125              

Met Gly Val Pro Glu Ile Pro Gly Glu Lys Leu Val Thr Glu Arg Asn  
    130                 135                 140                  

Lys Lys Arg Leu Glu Lys Glu Lys His Glu Lys Gly Ala Gln Lys Thr  
145                 150                 155                 160  

Asp Cys Gln Lys Asn Leu Gly Thr Val Gly Ala Val Ala Leu Asp Cys  
                165                 170                 175      

Lys Gly Asn Val Thr Tyr Ala Thr Ser Thr Gly Gly Ile Val Asn Lys  
            180                 185                 190          

Met Val Gly Arg Val Gly Asp Ser Pro Cys Leu Gly Ala Gly Gly Tyr  
        195                 200                 205              

Ala Asp Asn Asp Ile Gly Ala Val Ser Thr Thr Gly His Gly Glu Ser  
    210                 215                 220                  

Ile Leu Lys Val Asn Leu Ala Arg Leu Thr Leu Phe His Ile Glu Gln  
225                 230                 235                 240  

Gly Lys Thr Val Glu Glu Ala Ala Asp Leu Ser Leu Gly Tyr Met Lys  
                245                 250                 255      

Ser Arg Val Lys Gly Leu Gly Gly Leu Ile Val Val Ser Lys Thr Gly  
            260                 265                 270          

Asp Trp Val Ala Lys Trp Thr Ser Thr Ser Met Pro Trp Ala Ala Ala  
        275                 280                 285              

Lys Asp Gly Lys Leu His Phe Gly Ile Asp Pro Asp Asp Thr Thr Ile  
    290                 295                 300                  

Thr Asp Leu Pro  
305              

<210>  5 
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<211>  308 
<212>  PRT 
<213>  Sequ�ncia Artificial 

<220> 
<223>  Substitui��o de G por H na posi��o 10 da sequ�ncia selvagem  

<400>  5 

Met Asn Pro Ile Val Val Val His Gly His Gly Ala Gly Pro Ile Ser  
1               5                   10                  15       

Lys Asp Arg Lys Glu Arg Val His Gln Gly Met Val Arg Ala Ala Thr  
            20                  25                  30           

Val Gly Tyr Gly Ile Leu Arg Glu Gly Gly Ser Ala Val Asp Ala Val  
        35                  40                  45               

Glu Gly Ala Val Val Ala Leu Glu Asp Asp Pro Glu Phe Asn Ala Gly  
    50                  55                  60                   

Cys Gly Ser Val Leu Asn Thr Asn Gly Glu Val Glu Met Asp Ala Ser  
65                  70                  75                  80   

Ile Met Asp Gly Lys Asp Leu Ser Ala Gly Ala Val Ser Ala Val Gln  
                85                  90                  95       

Cys Ile Ala Asn Pro Ile Lys Leu Ala Arg Leu Val Met Glu Lys Thr  
            100                 105                 110          

Pro His Cys Phe Leu Thr Asp Gln Gly Ala Ala Gln Phe Ala Ala Ala  
        115                 120                 125              

Met Gly Val Pro Glu Ile Pro Gly Glu Lys Leu Val Thr Glu Arg Asn  
    130                 135                 140                  

Lys Lys Arg Leu Glu Lys Glu Lys His Glu Lys Gly Ala Gln Lys Thr  
145                 150                 155                 160  

Asp Cys Gln Lys Asn Leu Gly Thr Val Gly Ala Val Ala Leu Asp Cys  
                165                 170                 175      

Lys Gly Asn Val Thr Tyr Ala Thr Ser Thr Gly Gly Ile Val Asn Lys  
            180                 185                 190          

Met Val Gly Arg Val Gly Asp Ser Pro Cys Leu Gly Ala Gly Gly Tyr  
        195                 200                 205              

Ala Asp Asn Asp Ile Gly Ala Val Ser Thr Thr Gly His Gly Glu Ser  
    210                 215                 220                  

Ile Leu Lys Val Asn Leu Ala Arg Leu Thr Leu Phe His Ile Glu Gln  
225                 230                 235                 240  

Gly Lys Thr Val Glu Glu Ala Ala Asp Leu Ser Leu Gly Tyr Met Lys  
                245                 250                 255      

Ser Arg Val Lys Gly Leu Gly Gly Leu Ile Val Val Ser Lys Thr Gly  
            260                 265                 270          

Asp Trp Val Ala Lys Trp Thr Ser Thr Ser Met Pro Trp Ala Ala Ala  
        275                 280                 285              

Lys Asp Gly Lys Leu His Phe Gly Ile Asp Pro Asp Asp Thr Thr Ile  
    290                 295                 300                  

Thr Asp Leu Pro  
305              
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<210>  6 
<211>  1332 
<212>  DNA 
<213>  Sequ�ncia Artificial 
<220> 
<223>  Substitui��o de g por a na posi��o 29 da sequ�ncia selvagem  

<400>  6 
cggggagcgg cggtaccggg cggctgcgag gctggctcga cccagcttga ggtctcggcg       60 

tccgcgtcct gcggtgccct gggatccgcc gacatgaatc ccatcgtagt ggtccacggc      120 

ggcggagccg gtcccatctc caaggatcgg aaggagcgag tgcaccaggg catggtcaga      180 

gccgccaccg tgggctacgg catcctccgg gagggcggga gcgccgtgga tgccgtagag      240 

ggagctgtcg tcgccctgga agacgatccc gagttcaacg caggttgtgg gtctgtcttg      300 

aacacaaatg gtgaggttga aatggatgct agtatcatgg atggaaaaga cctgtctgca      360 

ggagcagtgt ccgcagtcca gtgtatagca aatcccatta aacttgctcg gcttgtcatg      420 

gaaaagacac ctcattgctt tctgactgac caaggcgcag cgcagtttgc agcagctatg      480 

ggggttccag agattcctgg agaaaaactg gtgacagaga gaaacaaaaa gcgcctggaa      540 

aaagagaagc atgaaaaagg tgctcagaaa acagattgtc aaaaaaactt gggaaccgtg      600 

ggtgctgttg ccttggactg caaagggaat gtaacctacg caacctccac aggcggtatc      660 

gttaataaaa tggtcggccg cgttggggac tcaccgtgtc taggagctgg aggttatgcc      720 

gacaatgaca tcggagccgt ctcaaccaca gggcatgggg aaagcatcct gaaggtgaac      780 

ctggctagac tcaccctgtt ccacatagaa caaggaaaga cggtagaaga ggctgcggac      840 

ctatcgttgg gttatatgaa gtcaagggtt aaaggtttag gtggcctcat cgtggttagc      900 

aaaacaggag actgggtggc aaagtggacc tccacctcca tgccctgggc agccgccaag      960 

gacggcaagc tgcactttgg aattgatcct gacgatacta ctatcaccga ccttccctaa     1020 

gccgctggaa gattgtattc cagatgctag cttagaggtc aagtacagtc tcctcatgag     1080 

acatagccta atcaattaga tctagaattg gaaaaattgt cccgtctgtc acttgttttg     1140 

ttgccttaat aagcatctga atgtttggtt gtggggcggg ttttgaagcg atgagagaaa     1200 

tgcccgtatt aggaggatta cttgagccct ggaggtcaaa gctgaggtga gccatgatta     1260 

ctccactgca ctccagcctg ggcaacagag ccaggccctg tatcaaaaaa aaaaaaaaaa     1320 

aaaaaaaaaa aa                                                         1332 

<210>  7 
<211>  1331 
<212>  DNA 
<213>  Sequ�ncia Artificial 

<220> 
<221>  misc_feature 
<222>  (30)..(30) 
<223>  n � t ou c 

<400>  7 
cggggagcgg cggtaccggg cggctgcgan ctggctcgac ccagcttgag gtctcggcgt       60 

ccgcgtcctg cggtgccctg ggatccgccg acatgaatcc catcgtagtg gtccacggcg      120 
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gcggagccgg tcccatctcc aaggatcgga aggagcgagt gcaccagggc atggtcagag      180 

ccgccaccgt gggctacggc atcctccggg agggcgggag cgccgtggat gccgtagagg      240 

gagctgtcgt cgccctggaa gacgatcccg agttcaacgc aggttgtggg tctgtcttga      300 

acacaaatgg tgaggttgaa atggatgcta gtatcatgga tggaaaagac ctgtctgcag      360 

gagcagtgtc cgcagtccag tgtatagcaa atcccattaa acttgctcgg cttgtcatgg      420 

aaaagacacc tcattgcttt ctgactgacc aaggcgcagc gcagtttgca gcagctatgg      480 

gggttccaga gattcctgga gaaaaactgg tgacagagag aaacaaaaag cgcctggaaa      540 

aagagaagca tgaaaaaggt gctcagaaaa cagattgtca aaaaaacttg ggaaccgtgg      600 

gtgctgttgc cttggactgc aaagggaatg taacctacgc aacctccaca ggcggtatcg      660 

ttaataaaat ggtcggccgc gttggggact caccgtgtct aggagctgga ggttatgccg      720 

acaatgacat cggagccgtc tcaaccacag ggcatgggga aagcatcctg aaggtgaacc      780 

tggctagact caccctgttc cacatagaac aaggaaagac ggtagaagag gctgcggacc      840 

tatcgttggg ttatatgaag tcaagggtta aaggtttagg tggcctcatc gtggttagca      900 

aaacaggaga ctgggtggca aagtggacct ccacctccat gccctgggca gccgccaagg      960 

acggcaagct gcactttgga attgatcctg acgatactac tatcaccgac cttccctaag     1020 

ccgctggaag attgtattcc agatgctagc ttagaggtca agtacagtct cctcatgaga     1080 

catagcctaa tcaattagat ctagaattgg aaaaattgtc ccgtctgtca cttgttttgt     1140 

tgccttaata agcatctgaa tgtttggttg tggggcgggt tttgaagcga tgagagaaat     1200 

gcccgtatta ggaggattac ttgagccctg gaggtcaaag ctgaggtgag ccatgattac     1260 

tccactgcac tccagcctgg gcaacagagc caggccctgt atcaaaaaaa aaaaaaaaaa     1320 

aaaaaaaaaa a                                                          1331 

<210>  8 
<211>  1332 
<212>  DNA 
<213>  Sequ�ncia Artificial 

<220> 
<221>  misc_feature 
<222>  (30)..(30) 
<223>  n � t ou c 

<400>  8 
cggggagcgg cggtaccggg cggctgccan gctggctcga cccagcttga ggtctcggcg       60 

tccgcgtcct gcggtgccct gggatccgcc gacatgaatc ccatcgtagt ggtccacggc      120 

ggcggagccg gtcccatctc caaggatcgg aaggagcgag tgcaccaggg catggtcaga      180 

gccgccaccg tgggctacgg catcctccgg gagggcggga gcgccgtgga tgccgtagag      240 

ggagctgtcg tcgccctgga agacgatccc gagttcaacg caggttgtgg gtctgtcttg      300 

aacacaaatg gtgaggttga aatggatgct agtatcatgg atggaaaaga cctgtctgca      360 

ggagcagtgt ccgcagtcca gtgtatagca aatcccatta aacttgctcg gcttgtcatg      420 

gaaaagacac ctcattgctt tctgactgac caaggcgcag cgcagtttgc agcagctatg      480 
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ggggttccag agattcctgg agaaaaactg gtgacagaga gaaacaaaaa gcgcctggaa      540 

aaagagaagc atgaaaaagg tgctcagaaa acagattgtc aaaaaaactt gggaaccgtg      600 

ggtgctgttg ccttggactg caaagggaat gtaacctacg caacctccac aggcggtatc      660 

gttaataaaa tggtcggccg cgttggggac tcaccgtgtc taggagctgg aggttatgcc      720 

gacaatgaca tcggagccgt ctcaaccaca gggcatgggg aaagcatcct gaaggtgaac      780 

ctggctagac tcaccctgtt ccacatagaa caaggaaaga cggtagaaga ggctgcggac      840 

ctatcgttgg gttatatgaa gtcaagggtt aaaggtttag gtggcctcat cgtggttagc      900 

aaaacaggag actgggtggc aaagtggacc tccacctcca tgccctgggc agccgccaag      960 

gacggcaagc tgcactttgg aattgatcct gacgatacta ctatcaccga ccttccctaa     1020 

gccgctggaa gattgtattc cagatgctag cttagaggtc aagtacagtc tcctcatgag     1080 

acatagccta atcaattaga tctagaattg gaaaaattgt cccgtctgtc acttgttttg     1140 

ttgccttaat aagcatctga atgtttggtt gtggggcggg ttttgaagcg atgagagaaa     1200 

tgcccgtatt aggaggatta cttgagccct ggaggtcaaa gctgaggtga gccatgatta     1260 

ctccactgca ctccagcctg ggcaacagag ccaggccctg tatcaaaaaa aaaaaaaaaa     1320 

aaaaaaaaaa aa                                                         1332 

<210>  9 
<211>  24 
<212>  DNA 
<213>  Sequ�ncia Artificial 

<220> 
<223>  Iniciador 

<400>  9 
catatgaatc ccatcgtagt ggtc                                              24 

<210>  10 
<211>  39 
<212>  DNA 
<213>  Sequ�ncia Artificial  

<220> 
<223>  iniciador 

<400>  10 
catatgaatc ccatcgtagt ggtccacggc gaaggagcc                              39 

<210>  11 
<211>  27 
<212>  DNA 
<213>  Sequ�ncia Artificial  

<220> 
<223>  iniciador 

<400>  11 
ctcgagttag ggaaggtcgg tgatagt                                           27 


