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                         SEQUENCE LISTING 

<110>  INNATE PHARMA 

<120>  TREATMENT OF CANCERS USING ANTI-NKG2A AGENTS 

<130>  NKG2A HN 

<140> 5 

<141>  2015-10-23 

<150>  62/067,642 

<151>  2014-10-23 

<160>  17 

<170>  PatentIn version 3.5 10 

<210>  1 

<211>  233 

<212>  PRT 

<213>  Homo sapiens 

<400>  1 15 

Met Asp Asn Gln Gly Val Ile Tyr Ser Asp Leu Asn Leu Pro Pro Asn 

1               5                   10                  15 

Pro Lys Arg Gln Gln Arg Lys Pro Lys Gly Asn Lys Ser Ser Ile Leu 

            20                  25                  30 

Ala Thr Glu Gln Glu Ile Thr Tyr Ala Glu Leu Asn Leu Gln Lys Ala 20 

        35                  40                  45 

Ser Gln Asp Phe Gln Gly Asn Asp Lys Thr Tyr His Cys Lys Asp Leu 

    50                  55                  60 

Pro Ser Ala Pro Glu Lys Leu Ile Val Gly Ile Leu Gly Ile Ile Cys 

65                  70                  75                  80 25 

Leu Ile Leu Met Ala Ser Val Val Thr Ile Val Val Ile Pro Ser Thr 



2 

 

                85                  90                  95 

Leu Ile Gln Arg His Asn Asn Ser Ser Leu Asn Thr Arg Thr Gln Lys 

            100                 105                 110 

Ala Arg His Cys Gly His Cys Pro Glu Glu Trp Ile Thr Tyr Ser Asn 

        115                 120                 125 5 

Ser Cys Tyr Tyr Ile Gly Lys Glu Arg Arg Thr Trp Glu Glu Ser Leu 

    130                 135                 140 

Leu Ala Cys Thr Ser Lys Asn Ser Ser Leu Leu Ser Ile Asp Asn Glu 

145                 150                 155                 160 

Glu Glu Met Lys Phe Leu Ser Ile Ile Ser Pro Ser Ser Trp Ile Gly 10 

                165                 170                 175 

Val Phe Arg Asn Ser Ser His His Pro Trp Val Thr Met Asn Gly Leu 

            180                 185                 190 

Ala Phe Lys His Glu Ile Lys Asp Ser Asp Asn Ala Glu Leu Asn Cys 

        195                 200                 205 15 

Ala Val Leu Gln Val Asn Arg Leu Lys Ser Ala Gln Cys Gly Ser Ser 

    210                 215                 220 

Ile Ile Tyr His Cys Lys His Lys Leu 

225                 230 

<210>  2 20 

<211>  452 

<212>  PRT 

<213>  Artificial 

<220> 

<223>  Mouse/human chimeric 25 

<400>  2 
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Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala 

1               5                   10                  15 

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr 

            20                  25                  30 

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met 5 

        35                  40                  45 

Gly Arg Ile Asp Pro Tyr Asp Ser Glu Thr His Tyr Ala Gln Lys Leu 

    50                  55                  60 

Gln Gly Arg Val Thr Met Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr 

65                  70                  75                  80 10 

Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys 

                85                  90                  95 

Ala Arg Gly Gly Tyr Asp Phe Asp Val Gly Thr Leu Tyr Trp Phe Phe 

            100                 105                 110 

Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr 15 

        115                 120                 125 

Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser 

    130                 135                 140 

Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu 

145                 150                 155                 160 20 

Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His 

                165                 170                 175 

Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser 

            180                 185                 190 

Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys 25 

        195                 200                 205 
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Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu 

    210                 215                 220 

Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu 

225                 230                 235                 240 

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu 5 

                245                 250                 255 

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser 

            260                 265                 270 

Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu 

        275                 280                 285 10 

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr 

    290                 295                 300 

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn 

305                 310                 315                 320 

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser 15 

                325                 330                 335 

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln 

            340                 345                 350 

Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val 

        355                 360                 365 20 

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val 

    370                 375                 380 

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro 

385                 390                 395                 400 

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr 25 

                405                 410                 415 
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Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val 

            420                 425                 430 

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu 

        435                 440                 445 

Ser Leu Gly Lys 5 

    450 

<210>  3 

<211>  452 

<212>  PRT 

<213>  Artificial 10 

<220> 

<223>  Mouse/human chimeric 

<400>  3 

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu 

1               5                   10                  15 15 

Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Thr Ser Tyr 

            20                  25                  30 

Trp Met Asn Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met 

        35                  40                  45 

Gly Arg Ile Asp Pro Tyr Asp Ser Glu Thr His Tyr Ser Pro Ser Phe 20 

    50                  55                  60 

Gln Gly Gln Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr 

65                  70                  75                  80 

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys 

                85                  90                  95 25 

Ala Arg Gly Gly Tyr Asp Phe Asp Val Gly Thr Leu Tyr Trp Phe Phe 
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            100                 105                 110 

Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr 

        115                 120                 125 

Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser 

    130                 135                 140 5 

Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu 

145                 150                 155                 160 

Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His 

                165                 170                 175 

Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser 10 

            180                 185                 190 

Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys 

        195                 200                 205 

Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu 

    210                 215                 220 15 

Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu 

225                 230                 235                 240 

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu 

                245                 250                 255 

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser 20 

            260                 265                 270 

Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu 

        275                 280                 285 

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr 

    290                 295                 300 25 

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn 
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305                 310                 315                 320 

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser 

                325                 330                 335 

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln 

            340                 345                 350 5 

Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val 

        355                 360                 365 

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val 

    370                 375                 380 

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro 10 

385                 390                 395                 400 

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr 

                405                 410                 415 

Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val 

            420                 425                 430 15 

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu 

        435                 440                 445 

Ser Leu Gly Lys 

    450 

<210>  4 20 

<211>  452 

<212>  PRT 

<213>  Artificial 

<220> 

<223>  Mouse/human chimeric 25 

<400>  4 
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Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu 

1               5                   10                  15 

Ser Leu Arg Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Thr Ser Tyr 

            20                  25                  30 

Trp Met Asn Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met 5 

        35                  40                  45 

Gly Arg Ile Asp Pro Tyr Asp Ser Glu Thr His Tyr Ser Pro Ser Phe 

    50                  55                  60 

Gln Gly His Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr 

65                  70                  75                  80 10 

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys 

                85                  90                  95 

Ala Arg Gly Gly Tyr Asp Phe Asp Val Gly Thr Leu Tyr Trp Phe Phe 

            100                 105                 110 

Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr 15 

        115                 120                 125 

Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser 

    130                 135                 140 

Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu 

145                 150                 155                 160 20 

Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His 

                165                 170                 175 

Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser 

            180                 185                 190 

Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys 25 

        195                 200                 205 
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Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu 

    210                 215                 220 

Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu 

225                 230                 235                 240 

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu 5 

                245                 250                 255 

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser 

            260                 265                 270 

Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu 

        275                 280                 285 10 

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr 

    290                 295                 300 

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn 

305                 310                 315                 320 

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser 15 

                325                 330                 335 

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln 

            340                 345                 350 

Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val 

        355                 360                 365 20 

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val 

    370                 375                 380 

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro 

385                 390                 395                 400 

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr 25 

                405                 410                 415 
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Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val 

            420                 425                 430 

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu 

        435                 440                 445 

Ser Leu Gly Lys 5 

    450 

<210>  5 

<211>  452 

<212>  PRT 

<213>  Artificial 10 

<220> 

<223>  Mouse/human chimeric 

<400>  5 

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala 

1               5                   10                  15 15 

Thr Val Lys Ile Ser Cys Lys Val Ser Gly Tyr Thr Phe Thr Ser Tyr 

            20                  25                  30 

Trp Met Asn Trp Val Gln Gln Ala Pro Gly Lys Gly Leu Glu Trp Met 

        35                  40                  45 

Gly Arg Ile Asp Pro Tyr Asp Ser Glu Thr His Tyr Ala Glu Lys Phe 20 

    50                  55                  60 

Gln Gly Arg Val Thr Ile Thr Ala Asp Thr Ser Thr Asp Thr Ala Tyr 

65                  70                  75                  80 

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys 

                85                  90                  95 25 

Ala Thr Gly Gly Tyr Asp Phe Asp Val Gly Thr Leu Tyr Trp Phe Phe 
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            100                 105                 110 

Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr 

        115                 120                 125 

Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser 

    130                 135                 140 5 

Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu 

145                 150                 155                 160 

Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His 

                165                 170                 175 

Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser 10 

            180                 185                 190 

Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys 

        195                 200                 205 

Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu 

    210                 215                 220 15 

Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu 

225                 230                 235                 240 

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu 

                245                 250                 255 

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser 20 

            260                 265                 270 

Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu 

        275                 280                 285 

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr 

    290                 295                 300 25 

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn 
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305                 310                 315                 320 

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser 

                325                 330                 335 

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln 

            340                 345                 350 5 

Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val 

        355                 360                 365 

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val 

    370                 375                 380 

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro 10 

385                 390                 395                 400 

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr 

                405                 410                 415 

Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val 

            420                 425                 430 15 

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu 

        435                 440                 445 

Ser Leu Gly Lys 

    450 

<210>  6 20 

<211>  452 

<212>  PRT 

<213>  Artificial 

<220> 

<223>  Mouse/human chimeric 25 

<400>  6 
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Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala 

1               5                   10                  15 

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr 

            20                  25                  30 

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met 5 

        35                  40                  45 

Gly Arg Ile Asp Pro Tyr Asp Ser Glu Thr His Tyr Ala Gln Lys Phe 

    50                  55                  60 

Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Thr Ser Thr Val Tyr 

65                  70                  75                  80 10 

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys 

                85                  90                  95 

Ala Arg Gly Gly Tyr Asp Phe Asp Val Gly Thr Leu Tyr Trp Phe Phe 

            100                 105                 110 

Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr 15 

        115                 120                 125 

Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser 

    130                 135                 140 

Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu 

145                 150                 155                 160 20 

Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His 

                165                 170                 175 

Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser 

            180                 185                 190 

Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys 25 

        195                 200                 205 
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Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu 

    210                 215                 220 

Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu 

225                 230                 235                 240 

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu 5 

                245                 250                 255 

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser 

            260                 265                 270 

Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu 

        275                 280                 285 10 

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr 

    290                 295                 300 

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn 

305                 310                 315                 320 

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser 15 

                325                 330                 335 

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln 

            340                 345                 350 

Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val 

        355                 360                 365 20 

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val 

    370                 375                 380 

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro 

385                 390                 395                 400 

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr 25 

                405                 410                 415 
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Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val 

            420                 425                 430 

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu 

        435                 440                 445 

Ser Leu Gly Lys 5 

    450 

<210>  7 

<211>  214 

<212>  PRT 

<213>  Artificial 10 

<220> 

<223>  Mouse/human chimeric 

<400>  7 

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly 

1               5                   10                  15 15 

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Glu Asn Ile Tyr Ser Tyr 

            20                  25                  30 

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile 

        35                  40                  45 

Tyr Asn Ala Lys Thr Leu Ala Glu Gly Val Pro Ser Arg Phe Ser Gly 20 

    50                  55                  60 

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro 

65                  70                  75                  80 

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln His His Tyr Gly Thr Pro Arg 

                85                  90                  95 25 

Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala 
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            100                 105                 110 

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly 

        115                 120                 125 

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala 

    130                 135                 140 5 

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln 

145                 150                 155                 160 

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser 

                165                 170                 175 

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr 10 

            180                 185                 190 

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser 

        195                 200                 205 

Phe Asn Arg Gly Glu Cys 

    210 15 

<210>  8 

<211>  5 

<212>  PRT 

<213>  Mus musculus 

<400>  8 20 

Ser Tyr Trp Met Asn 

1               5 

<210>  9 

<211>  11 

<212>  PRT 25 

<213>  Mus musculus 
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<400>  9 

Arg Ile Asp Pro Tyr Asp Ser Glu Thr His Tyr 

1               5                   10 

<210>  10 

<211>  17 5 

<212>  PRT 

<213>  Artificial 

<220> 

<223>  Mouse/human chimeric 

<400>  10 10 

Arg Ile Asp Pro Tyr Asp Ser Glu Thr His Tyr Ser Pro Ser Phe Gln 

1               5                   10                  15 

Gly 

<210>  11 

<211>  17 15 

<212>  PRT 

<213>  Artificial 

<220> 

<223>  Mouse/human chimeric 

<400>  11 20 

Arg Ile Asp Pro Tyr Asp Ser Glu Thr His Tyr Ala Gln Lys Leu Gln 

1               5                   10                  15 

Gly 

<210>  12 

<211>  16 25 

<212>  PRT 
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<213>  Mus musculus 

<400>  12 

Gly Gly Tyr Asp Phe Asp Val Gly Thr Leu Tyr Trp Phe Phe Asp Val 

1               5                   10                  15 

<210>  13 5 

<211>  11 

<212>  PRT 

<213>  Mus musculus 

<400>  13 

Arg Ala Ser Glu Asn Ile Tyr Ser Tyr Leu Ala 10 

1               5                   10 

<210>  14 

<211>  7 

<212>  PRT 

<213>  Mus musculus 15 

<400>  14 

Asn Ala Lys Thr Leu Ala Glu 

1               5 

<210>  15 

<211>  9 20 

<212>  PRT 

<213>  Mus musculus 

<400>  15 

Gln His His Tyr Gly Thr Pro Arg Thr 

1               5 25 

<210>  16 
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<211>  119 

<212>  PRT 

<213>  Mus musculus 

<400>  16 

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly 5 

1               5                   10                  15 

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr 

            20                  25                  30 

Ala Met Ser Trp Val Arg Gln Ser Pro Glu Lys Arg Leu Glu Trp Val 

        35                  40                  45 10 

Ala Glu Ile Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Pro Asp Thr Val 

    50                  55                  60 

Thr Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr 

65                  70                  75                  80 

Leu Glu Ile Ser Ser Leu Arg Ser Glu Asp Thr Ala Met Tyr Tyr Cys 15 

                85                  90                  95 

Thr Arg His Gly Asp Tyr Pro Arg Phe Phe Asp Val Trp Gly Ala Gly 

            100                 105                 110 

Thr Thr Val Thr Val Ser Ser 

        115 20 

<210>  17 

<211>  107 

<212>  PRT 

<213>  Mus musculus 

<400>  17 25 

Gln Ile Val Leu Thr Gln Ser Pro Ala Leu Met Ser Ala Ser Pro Gly 
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1               5                   10                  15 

Glu Lys Val Thr Met Thr Cys Ser Ala Ser Ser Ser Val Ser Tyr Ile 

            20                  25                  30 

Tyr Trp Tyr Gln Gln Lys Pro Arg Ser Ser Pro Lys Pro Trp Ile Tyr 

        35                  40                  45 5 

Leu Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser Gly Ser 

    50                  55                  60 

Gly Ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser Ser Met Glu Ala Glu 

65                  70                  75                  80 

Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Trp Ser Gly Asn Pro Tyr Thr 10 

                85                  90                  95 

Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg 

            100                 105 
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CLAIMS 

1. A compound that binds a human NKG2A polypeptide and neutralizes the inhibitory 

activity of NKG2A, for use in the treatment or prevention of a HNSCC in an individual. 

2. A method according to Claim 1, in which the HNSCC is an OCSCC. 

3. A method according to Claim 1, in which the HNSCC is an oropharyngeal tumor. 5 

4. A method according to Claim 1, in which the HNSCC is a larynx tumor. 

5. A method according to Claim 1, in which the HNSCC is a tumor of the hypopharynx. 

6. A method according to any preceding claim, in which the individual is HPV positive. 

7. A compound for use according to any preceding claim, in whichthe treatment or 

prevention of a HNSCC in an individual comprises: 10 

(a) determining whether an individual having a HNSCC is HPV positive, and 

(b) upon a determination that the individual is HPV positive, administering to the 

individual the compound that binds a NKG2A polypeptide. 

8. A compound for use according to any preceding claim, in which the treatment or 

prevention of a HNSCC in an individual comprises: 15 

(a) determining whether HLA-E polypeptide is expressed by malignant cells from the 

individual having a HNSCC, and 

(b) upon a determination that malignant cells express HLA-E polypeptide at or above 

a reference level, administering to the individual a compound that neutralizes the 

inhibitory activity of a human NKG2A polypeptide. 20 

9. A compound for use according to Claim 8, in which determining whether HLA-E 

polypeptide is expressed by malignant cells comprises obtaining from the individual a 

biological sample that comprises HNSCC cells, bringing the cells into contact with an 

antibody that binds a HLA-E polypeptide, and detecting cells that express HLA-E. 

10. A compound that binds a human NKG2A polypeptide and neutralizes the inhibitory 25 

activity of NKG2A, for use in a method for treatment or prevention of a cancer in an 

individual, in which the method comprises: 
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(a) determining the HLA-E polypeptide status of malignant cells from the individual 

having a cancer, 

(b) determining the EGFR polypeptide status of malignant cells from the individual 

having a cancer and 

(c) upon a determination that HLA-E and EGFR polypeptides are expressed by 5 

malignant cells from the individual at levels that are at or above a reference level, 

administering to the individual a therapeutic regimen that comprises a compound that 

neutralizes the inhibitory activity of a human NKG2A polypeptide an agent that binds 

EGFR. 

11. A compound for use according to Claim 10, in which the individual has an advanced 10 

HNSCC. 

12. A compound for use according to any of Claims 8 to 11, in which the compound that 

neutralizes the inhibitory activity of a human NKG2A polypeptide is administered to the 

individual upon a determination that malignant cells from the individual have increased HLA-

E polypeptide expression compared to a reference level corresponding to a healthy individual. 15 

13. A compound that binds a human NKG2A polypeptide and neutralizes the inhibitory 

activity of NKG2A, for use in a method for treatment or prevention of a cancer in an 

individual, in which the method comprises: 

(a) determining whether the individual has a cancer characterized by the presence of 

lymphocytes in the tumor environment; and 20 

(b) upon a determination that the individual has a cancer characterized by the 

presence of lymphocytes in the tumor environment, administering to the individual a 

compound that neutralizes the inhibitory activity of a human NKG2A polypeptide. 

14. A compound for use according to any preceding claim, in which the compound that 

binds a NKG2A polypeptide is an anti-NKG2A antibody. 25 

15. A compound for use according to Claim 14, in which the antibody comprises a human 

IgG4 constant region. 
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16. A compound for use according to Claim 14 or 15, in which the antibody comprises an 

Fc-engineered constant region comprising an amino acid modification that reduces binding to 

a human Fcγ receptor. 

17. A compound for use according to Claim 14 or 15, in which the anti-NKG2A antibody 

competes with the antibodies having the heavy and light chains comprising of SEQ ID NOS: 2 5 

and 7 respectively for binding to human NKG2A. 

18. A compound for use according to any of Claims 14 to 17, in which the compound or 

NKG2A antibody comprises the CDR1, CDR2 and CDR3 domains of a heavy chain having 

the sequence set forth in SEQ ID NO: 2, and the CDR1, CDR2 and CDR3 domains of a light 

chain having the sequence set forth in SEQ ID NO: 7. 10 

19. A compound for use according to any of Claims 14 to 18, in which the anti-NKG2A 

antibody is administered as a pharmaceutically acceptable composition comprising a 

therapeutically effective amount of the anti-NKG2A antibody. 

20. A compound for use according to Claim 19, in which the composition is free of any 

other pharmaceutically active agents. 15 

21. A compound for use according to any preceding claim, in which the anti-NKG2A 

antibody is administered several times at a dosing frequency from once about every week to 

once about per month. 

22. A compound that binds a human NKG2A polypeptide and neutralizes the inhibitory 

activity of NKG2A, for use in method of treating a cancer in a human patient, the method 20 

comprising administering to the patient an effective amount of each of: (a) an antibody that 

neutralizes the inhibitory activity of human NKG2A, and (b) an agent that binds EGFR. 

23. A compound for use according to Claim 22, in which the agent that binds EGFR inhibits 

the biological activity of EGFR. 

24. A compound for use according to Claim 22 or 23, in which the agent that binds EGFR is 25 

an antibody that induces ADCC toward EGFR-expressing tumor cells. 

25. A compound for use according to Claim 22 or 24, in which the agent that binds EGFR is 

cetuximab. 
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26. A compound for use according to any of Claims 22 to 25, in which the cancer is 

HNSCC. 

27. A compound for use according to Claim 26, in which the HNSCC is an OCSCC. 

28. A compound for use according to any of Claims 22 to 27, in which the method 

comprises at least one administration cycle, in which the cycle is a period of two weeks, in 5 

which for each of the at least one cycles, one dose of the antibody that neutralizes the 

inhibitory activity of human NKG2A is administered and two doses of the antibody that binds 

EGFR are administered. 

29. A compound for use according to any of Claims 22 to 28, in which the method 

comprises at least one administration cycle, in which the cycle is a period of two weeks, in 10 

which for each of the at least one cycles, one dose of the antibody that neutralizes the 

inhibitory activity of human NKG2A are administered at a dose of 1-10 mg/kg and two doses 

of the antibody that binds EGFR are administered at a dose of 1-10 mg/kg. 
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