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QSNTNLAYTGKNLGFVEKLDANAYVLEKERYSADDSGTGYAGNVKGPNHTRITTRGA
NFNFDSRLAEQTLLKYGINYRHQEIKPQAFLNSKFSIPAYKLSNPTKTDTGVYVEAI
HDIGDFTLTGGLRYDRFKVKTHDGKTVSSSNLNPSFGVIWQPHEHWSFSASHNYASR
SPRLYDALQTHGKRGIISIADGTKAERARNTEIGFNYNDGTFAANGSYFWQTIKDAL

ANPQNRHDSVAVREAVNAGY IKNHGYELGASYRTGGLTAKVGVSHSKPRFYDTHKDK
LLSANPEFGAQVGRTWTASLAYRFQNPNLEIGWRGRYVQKATGSILAAGQKDRKGNL
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FIVDPALVKVVSVQKGAGSASAGIGATNGATTAKTVDAQDLLKGLDKNWGVRLNSGF
ASNEGVSYGASVFGKEGNFDGLFSYNRNDEKDYEAGKGFRNVNGGKTVPYSALDKRS
YLAKIGTTFGDDDHRIVLSHMKDRQAPAYRETTQSNTNLAYTGKNLGFVEKLDANAY
VLEKERYSADDSGTGYAGNVKGPNHTRITTRGANFNFDSRLAEQTLLKYGINYRHQE
IKPQAFLNSKFSIPAYKLSNPTKTDTGVYVEAIHDIGDFTLTGGLRYDRFKVKTHDG
RTVSSSNLNPSFGVIWQPHEHWSFSASHNYASRSPRLYDALQTHGKRGIISIADGTK
AERARNTEIGFNYNDGTFAANGSYFWQTIKDALANPQNRHDSVAVREAVNAGY IKNH
GYELGASYRTGGLTAKVGVSHSKPRFYDTHKDKLLSANPEFGAQVGRTWTASLAYRF
QNPNLEIGWRGRYVQKATGSILAAGQKDRKGNLENVVRKGFGVYNDVFANWKPLGKDT
LNVNLSVNNVFNKFYYPHSQRWTNTLPGVGRDVRLGVNYKF
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GGCCGCTTGGATTTACTTCCCTTCATACTCAAGAGGACGATTGAATGAATACCCCAT
TGTTCCGTCTCAGCCTGCTCTCGCTCACACTTGCGGCAGGTTTTGCCCACGCGGCAG
AAAATAATGCCAAGGTCGTACTGGATACCGTTACTGTAAAAGGCGACCGCCAAGGCA
GCAAAATCCGTACCAACATCGTTACGCTGCAACAAAAAGACGAAAGCACCGCAACCG
ATATGCGCGAACTCTTAAAAGAAGAGCCGTCCATCGATTTCGGCGGCGGCAACGGCA

CGTCCCAATTCCTGA

CGCTGCGCGGCATGGGTCAGAACTCTGTCGACATCAAGGTGGACAACGCCTATTCCG
ACAGCCAAATCCTTTACCACCAAGGCAGATTTATTGTCGATCCCGCTTTGGTTAAAG
TCGTTTCCGTACAAAAAGGCGCGGGTTCCGCCTCTGCCGGTATCGGCGCGACCAACG
GCGCGATCATCGCCAAAACCGTCGATGCCCAAGACCTGCTCAAAGGCTTGGATAAAA
ACTGGGGCGTGCGCCTCAACAGCGGCTTTGCCAGCAACGAAGGCGTAAGCTACGGCG

CAAGCGTATTCGGAA

AAGAGGGCAACTTCGACGGCTTGTTCTCTTACAACCGCAACGATGAAAAAGATTACG
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AAGCCGGCAAAGGTTTCCGCAATGTCAACGGCGGCAAAACCGTACCGTACAGCGCGC
TGGACAAACGCAGCTACCTCGCCAAAATCGGAACAACCTTCGGCGACGACGACCACC
GCATCGTGTTGAGCCACATGAAAGACCAACACCGGGGCATCCGCACTGTGCGTGAAG
AATTTACCGTCGGCGACAAAAGTTCACGGATAAATATTGACCGCCAAGCCCCTGCTT
ACCGCGAAACTACCCAATCCAACACCAACTTGGCGTACACGGGTAAAAACCTGGGCT
TTGTCGAAAAACTGGATGCCAACGCCTATGTGTTGGAAAAAGAACGCTATTCCGCCG
ATGACAGCGGCACCGGCTACGCAGGCAATGTAAAAGGCCCCAACCATACCCGAATCA
CCACTCGTGGTGCGAACTTCAACTTCGACAGCCGCCTTGCCGAACAAACCCTGTTGA
AATACGGTATCAACTACCGCCATCAGGAAATCAAACCGCAAGCATTTTTGAACTCGA
AATTCTCCATCCCCGCCTACAAACTTTCCAACCCGACCAAAACCGATACCGGCGTAT
ATGTTGAAGCCATTCACGACATCGGCGATTTCACGCTGACCGGCGGGCTGCGTTACG
ACCGCTTCAAGGTGAAAACCCATGACGGCAAAACCGTTTCAAGCAGCAACCTTAACC
CGAGTTTCGGTGTGATTTGGCAGCCGCACGAACACTGGAGCTTCAGCGCGAGCCACA
ACTACGCCAGCCGCAGCCCGCGCCTGTATGACGCGCTGCAAACCCACGGTAAACGCG
GCATCATCTCGATTGCCGACGGCACAAAAGCCGAACGCGCGCGCAATACCGAAATCG
GCTTCAACTACAACGACGGCACGTTTGCCGCAAACGGCAGCTACTTCTGGCAGACCA
TCAAAGACGCGCTTGCCAATCCGCAAAACCGCCACGACTCTGTCGCCGTCCGTGAAG
CCGTCAATGCCGGTTACATCAAAAACCACGGTTACGAATTGGGCGCGTCCTACCGCA
CCGGCGGCCTGACTGCCAAAGTCGGCGTCAGCCACAGCAAACCGCGCTTTTACGATA
CGCACAAAGACAAGCTGTTGAGCGCGAATCCTGAATTTGGCGCACAAGTCGGCCGCA
CTTGGACGGCCTCCCTTGCCTACCGCTTCCAAAATCCGAATCTGGAAATCGGCTGGC
GCGGCCGTTATGTTCAAAAAGCTACGGGTTCGATATTGGCGGCAGGTCAAAAAGACC
GCAAAGGCAACTTGGAAAACGTTGTACGCAAAGGTTTCGGTGTGAACGATGTCTTCG
CCAACTGGAAACCGCTGGGCAAAGACACGCTCAATGTCAATCTTTCGGTTAACAACG
TGTTCAACAAGTTCTACTATCCGCACAGCCAACGCTGGACCAATACCCTGCCGGGCG
TGGGACGTGATGTACGCT

TGGGCGTGAACTACAAGTTCTAAAACGCACGACGT

oooooo

FrpBA S/A 30 000 000COO0OOOCDODOOODODOOCDOGO
GGCCGCTTGGATTTACTTCCCTTCATACTCAAGAGGACGATTGAATGAATACCCCAT
TGTTCCGTCTCAGCCTGCTCTCGCTCACACTTGCGGCAGGTTTTGCCCACGCGGCAG
AAAATAATGCCAAGGTCGTACTGGATACCGTTACTGTAAAAGGCGACCGCCAAGGCA
GCAAAATCCGTACCAACATCGTTACGCTGCAACAAAAAGACGAAAGCACCGCAACCG
ATATGCGCGAACTCTTAAAAGAAGAGCCGTCCATCGATTTCGGCGGCGGCAACGGCA
CGTCCCAATTCCTGA
CGCTGCGCGGCATGGGTCAGAACTCTGTCGACATCAAGGTGGACAACGCCTATTCCG
ACAGCCAAATCCTTTACCACCAAGGCAGATTTATTGTCGATCCCGCTTTGGTTAAAG
TCGTTTCCGTACAAAAAGGCGCGGGTTCCGCCTCTGCCGGTATCGGCGCGACCAACG
GCGCGATCATCGCCAAAACCGTCGATGCCCAAGACCTGCTCAAAGGCTTGGATAAAA
ACTGGGGCGTGCGCCTCAACAGCGGCTTTGCCAGCAACGAAGGCGTAAGCTACGGCG
CAAGCGTATTCGGAA
AAGAGGGCAACTTCGACGGCTTGTTCTCTTACAACCGCAACGATGAAAAAGATTACG
AAGCCGGCAAAGGTTTCCGCAATGTCAACGGCGGCAAAACCGTACCGTACAGCGCGC
TGGACAAACGCAGCTACCTCGCCAAAATCGGAACAACCTTCGGCGACGACGACCACC
GCATCGTGTTGAGCCACATGAAAGACCGCCAAGCCCCTGCTTACCGCGAAACTACCC
AATCCAACACCAACTTGGCGTACACGGGTAAAAACCTGGGCTTTGTCGAAAAACTGG
ATGCCAACGCCTATGTGTTGGAAAAAGAACGCTATTCCGCCGATGACAGCGGCACCG
GCTACGCAGGCAATGTAAAAGGCCCCAACCATACCCGAATCACCACTCGTGGTGCGA
ACTTCAACTTCGACAGCCGCCTTGCCGAACAAACCCTGTTGAAATACGGTATCAACT
ACCGCCATCAGGAAATCAAACCGCAAGCATTTTTGAACTCGAAATTCTCCATCCCCG
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CCTACAAACTTTCCAACCCGACCAAAACCGATACCGGCGTATATGTTGAAGCCATTC
ACGACATCGGCGATTTCACGCTGACCGGCGGGCTGCGTTACGACCGCTTCAAGGTGA
AAACCCATGACGGCAGAACCGTTTCAAGCAGCAACCTTAACCCGAGTTTCGGTGTGA
TTTGGCAGCCGCACGAACACTGGAGCTTCAGCGCGAGCCACAACTACGCCAGCCGCA
GCCCGCGCCTGTATGACGCGCTGCAAACCCACGGTAAACGCGGCATCATCTCGATTG
CCGACGGCACAAAAGCCGAACGCGCGCGCAATACCGAAATCGGCTTCAACTACAACG
ACGGCACGTTTGCCGCAAACGGCAGCTACTTCTGGCAGACCATCAAAGACGCGCTTG
CCAATCCGCAAAACCGCCACGACTCTGTCGCCGTCCGTGAAGCCGTCAATGCCGGTT
ACATCAAAAACCACGGTTACGAATTGGGCGCGTCCTACCGCACCGGCGGCCTGACTG
CCAAAGTCGGCGTCAGCCACAGCAAACCGCGCTTTTACGATACGCACAAAGACAAGC
TGTTGAGCGCGAATCCTGAATTTGGCGCACAAGTCGGCCGCACTTGGACGGCCTCCC
TTGCCTACCGCTTCCAAAATCCGAATCTGGAAATCGGCTGGCGCGGCCGTTATGTTC
AAAAAGCTACGGGTTCGATATTGGCGGCAGGTCAAAAAGACCGCAAAGGCAACTTGG
AAAACGTTGTACGCAAAGGTTTCGGTGTGAACGATGTCTTCGCCAACTGGAAACCGC
TGGGCAAAGACACGCTCAATGTCAATCTTTCGGTTAACAACGTGTTCAACAAGTTCT
ACTATCCGCACAGCCAACGCTGGACCAATACCCTGCCGGGCGTGGGACGTGATGTAC
GCTTGGGCGTGAACTACAAGTTCTAAAACGCACGACGT

oooooo

FrpB-O OO0 O0OO0OO0OO0OO0OO0OOoOoooooooooooao
TGTTAATATAAATAAAAATAATTATTAATTATTTTTCTTATCCTGCCAAATCTTAACGGTTTGGATTTA
CTTCCCTTCATACTCAAGAGGACGATTGAATGAATACCCCATTGTTCCGTCTCAGCCTGCTCTCGCTCA
CACTTGCGGCAGGTTTTGCCCACGCGGCAGAAAATAATGCCAAGGTCGTACTGGATACCGTTACTGTAA
AAGGCGACCGCCAAGGCAGCAAAATCCGTACCAACATCGTTACGCTGCAACAAAAAGACGAAAGCACCG
CAACCGATATGCGCGAACTCTTAAAAGAAGAGCCGTCCATCGATTTCGGCGGCGGCAACGGCACGTCCC
AATTCCTGACGCTGCGCGGCATGGGTCAGAACTCTGTCGACATCAAGGTGGACAACGCCTATTCCGACA
GCCAAATCCTTTACCACCAAGGCAGATTTATTGTCGATCCCGCTTTGGTTAAAGTCGTTTCCGTACAAA
AAGGCGCGGGTTCCGCCTCTGCCGGTATCGGCGCGACCAACGGCGCGATCATCGCCAAAACCGTCGATG
CCCAAGACCTGCTCAAAGGCTTGGATAAAAACTGGGGCGTGCGCCTCAACAGCGGCTTTGCCAGCAACG
AAGGCGTAAGCTACGGCGCAAGCGTATTCGGAAAAGAGGGCAACTTCGACGGCTTGTTCTCTTACAACC
GCAACGATGAAAAAGATTACGAAGCCGGCAAAGGTTTCCGCAATGTCAACGGCGGCAAAACCGTACCGT
ACAGCGCGCTGGACAAACGCAGCTACCTCGCCAAAATCGGAACAACCTTCGGCGACGACGACCACCGCA
TCGTGTTGAGCCACATGAAAGACCAACACCGGGGCATCCGCACTGTGCGTGAAGAATTTACCGTCGGCG
ACAAAAGTTCACGGATAAATATTGACCGCCAAGCCCCTGCTTACCGCGAAACTACCCAATCCAACACCA
ACTTGGCGTACACGGGTAAAAACCTGGGCTTTGTCGAAAAACTGGATGCCAACGCCTATGTGTTGGAAA
AAGAACGCTATTCCGCCGATGACAGCGGCACCGGCTACGCAGGCAATGTAAAAGGCCCCAACCATACCC
GAATCACCACTCGTGGTGCGAACTTCAACTTCGACAGCCGCCTTGCCGAACAAACCCTGTTGAAATACG
GTATCAACTACCGCCATCAGGAAATCAAACCGCAAGCATTTTTGAACTCGAAATTCTCCATCCCGACGA
CAGAAGAGAAAAACGGTCAAAAAGTCGATGAAGTCTTATTTCGTGGCACGAAACCGATGGAACAACAAA
TGAAAGACCGTGCAGATGAAGACACTGTTCACGCCTACAAACTTTCCAACCCGACCAAAACCGATACCG
GCGTATATGTTGAAGCCATTCACGACATCGGCGATTTCACGCTGACCGGCGGGCTGCGTTACGACCGCT
TCAAGGTGAAAACCCATGACGGCAAAACCGTTTCAAGCAGCAACCTTAACCCGAGTTTCGGTGTGATTT
GGCAGCCGCACGAACACTGGAGCTTCAGCGCGAGCCACAACTACGCCAGCCGCAGCCCGCGCCTGTATG
ACGCGCTGCAAACCCACGGTAAACGCGGCATCATCTCGATTGCCGACGGCACAAAAGCCGAACGCGCGC
GCAATACCGAAATCGGCTTCAACTACAACGACGGCACGTTTGCCGCAAACGGCAGCTACTTCTGGCAGA
CCATCAAAGACGCGCTTGCCAATCCGCAAAACCGCCACGACTCTGTCGCCGTCCGTGAAGCCGTCAATG
CCGGTTACATCAAAAACCACGGTTACGAATTGGGCGCGTCCTACCGCACCGGCGGCCTGACTGCCAAAG
TCGGCGTCAGCCACAGCAAACCGCGCTTTTACGATACGCACAAAGACAAGCTGTTGAGCGCGAATCCTG
AATTTGGCGCACAAGTCGGCCGCACTTGGACGGCCTCCCTTGCCTACCGCTTCCAAAATCCGAATCTGG
AAATCGGCTGGCGCGGCCGTTATGTTCAAAAAGCTACGGGTTCGATATTGGCGGCAGGTCAAAAAGACC
GCAAAGGCAACTTGGAAAACGTTGTACGCAAAGGTTTCGGTGTGAACGATGTCTTCGCCAACTGGAAAC
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CGCTGGGCAAAGACACGCTCAATGTCAATCTTTCGGTTAACAACGTGTTCAACAAGTTCTACTATCCGC
ACAGCCAACGCTGGACCAATACCCTGCCGGGCGTGGGACGTGATGTACGCTTGGGCGTGAACTACAAGT
TCTAAAACGCACATCCCGAAAAAATGCCGTCTGAAAGCCTTTCAGACGGCA
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MNTPLFRLSLLSLTLAAGFAHAAENNAKVVLDTVTVKGDRQGSK
IRTNIVTLQQOKDESTATDMRELLKEEPSTDFGGGNGTSQFLTLRGMGONSVDIKVDNA
YSDSQILYHQGRFIVDPALVKVVSVQKGAGSASAGIGATNGAI IAKTVDAQDLLKGLD
KNWGVRLNSGFASNEGVSYGASVFGKEGNFDGLFSYNRNDEKDYEAGKGFRNVNGGKT
VPYSALDKRSYLAKIGTTFGDDDHRIVLSHMKDQHRGIRTVREEFTVGDKSSRINIDR
QAPAYRETTQSNTNLAYTGKNLGFVEKLDANAYVLEKERYSADDSGTGYAGNVKGPNH
TRITTRGANFNFDSRLAEQTLLKYGINYRHQEIKPQAFLNSKFSIPTTEEKNGQKVDK
PMEQQMKDRADEDTVHAYKLSNPTKTDTGVYVEATHDIGDFTLTGGLRYDRFKVKTHD
GKTVSSSNLNPSFGVIWQPHEHWSFSASHNYASRSPRLYDALQTHGKRGIISIADGTK
AERARNTEIGFNYNDGTFAANGSYFWQTIKDALANPONRHDSVAVREAVNAGYTKNHG
YELGASYRTGGLTAKVGVSHSKPRFYDTHKDKLLSANPEFGAQVGRTWTASLAYRFON
PNLEIGWRGRYVQKATGSILAAGQKDRKGNLENVVRXKGFGVNDVFANWKPLGKDTLNYV
NLSVNNVFNKFYYPHSQRWINTLPGVCRDVRLGVNYKF

tgttaatata aataaaaata attattaatt att tcectgecaaa tottaacggt 61
ttggatttac ttccctteat actcaagagg acgattgaat gaatacceca ttgttcegte 121
2 ct. ctt a 181

aggtcgtact ggataccgtt actgtaaaag gecgaccgeca aggcageaaa atccgtacca 241
acatcgttac gotgcaacaa asagacgaaa geaccgcaac cgatatgcge gaactcttaa 301
gt

gtccategat tt g ctg 361
geggeatggg tcagaactet gtcgacatca aa cgectattec 421
tectttacea ccaaggeaga tttattgtcg atcccgettt ggttaaagtc gtttccgtac 481

tet t C caacggcgceg at 541

ga g gottggataa aaactgggge gtgegectea 601

661

geaacttega cggcttgtte tettacaace goaacgatga aaaagattac gaagceggea 721
aaggtttecg caatgtcaac g ga 781

gctacctege caaaatcgga gee 841
acatgaaaga ccaacaccgg ggeatccgca ctgtgegtga agaatttace gteggogaca 901
aaagttcacg gataaatatt gaccgccaag cccctgetta ccgegaaact acccaatcca 961
acaccaactt ggcgtacacg ggt. tg cg 1021
cctatgtgtt ggaaaaagaa cgetattccg cag 1081
atgtasaagg ccccaaccat acccgaatca ccactegtgg tgegaacttc aacttcgaca 1141
goegeettge cgaacaaacc ctgttgaaat acggtateaa ctaccgecat caggaaatca 1201

aaccgoaage atttttgaac tcgaaattct o tc 1261
aaa t tgcagatgaa 1321
acgcctacaa a aac ccgatacegg cgtatatgtt gaagccattc 1381
acgacatcgg cgattteacg ctgaccggeg t ta cg: 1441
cccatgacgg caaaacegtt tcaagcagea accttaacce gagttteggt gtgatttgge 1501
ga acactggagc tt 3 1561
tgtatgacgc gctgcaaace cacg c cat ct. C gacggcacaa 1621
aag: c acgtttgccg 1681
cta tgccaateeg caaaaccgee 1741

acgactctgt egcegtcegt gaagcegtca atgeeggtta catcaaaaac cacggttacg 1801
aattgggcge gtcctacege accggeggec tgactgocaa agteggegtc agecacagea 1861

tt =1 gaatttggeg 1921
cacaagtcgy cegeacttgy acggectcce ttgoctaceg cttccaaaat cogaatctgg 1981

aatcggcty £ a aagctacggg ttcgatattyg geggcaggtc 2041
g 2 a acg ttgtacgeaa aggtttcggt gtgaacgatg 2101
teot L a teggttaaca 2161

acgtgttcaa caagttctac tatccgcaca gccaacgetg gaccaatace ctgeegggeg 2221
tgggacgtga tgtacgcttg ggegtgaact acaagtteta aaacgcacat cccgaaaaaa 2281
tga aa

aa

oooao

AENNAKVALDTVTVKGDRQGSKIRTNIVTLQOKDESTATDMREL
LKEEPSIDFGGGENGTSQFLTLRGMGONSVDIKVDNAYSDSQILYHQGRF IVDPALVKY
VSVQKGAGSASAGIGATNGAITVKTVDGQDLLKGLDKNWGVRLNSGFASNEGVSYGAS
VFGKEGNFDGLFSYNRNDEKDYEAGKGFRNVTGGKTVPYSALDKRSYLAKIGTSFGGD
DHRIVLSHMKDQHRGIRTVGEEF TVTNNSRLDLDRQAPAYRETTQSNTNLAYTGKDLG
FVEKLDANAYVLEKKRYSADDKDNGYAGNVKGPNHTRI TTRGMNFNFDSRLAEQTLLK
YGINYRHQEIKPQAFLNSKFSIPTTEKKNGODVAKPADOQAKDRKDEALVHSYRL.TNP
TKTDTGAY IEATHEINGFTLTGGLRYDRFKVKTHDGKTVSSSNLNPSFGVIWQPHEHW
SFSASHNYASRSPRLYDALQTHGKRGI ISIGDGTKAERARNTEIGFNYNEGTFAANGR
YFWQTIKDALANPONRHVSAAVREAVNAGY IKNHGYELGASYRTGGLTAKVGVSHSKP
RFYDTHPKKLLSANPEFGAQVGRTWTASLAYRFQNPNLEIGWRGRYVOKAVGSILVAG
QKDRNGKLENVVRKGFGVNDVFANWKPLGKDTHNVNLSVNNVFNTFYYPHSQRWINTL
PDVGRDVRLGVNYKF

geagaaaata atgccaaggt cgcattggat accgttaccy taasaggega ccgecaagge 61
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MNAPFFRLSLLSLTLAAGFAHAAENNANVALDTVTVKGDRQOGSK
IRTNIVILQQKDESTATDMRELLKEEPS IDFGGGNGTSQFLTLRGMGONSVDIKVDNA
¥SDSQILYHQGRFIVDPALVKVVSVQKGAGSASAGIGATNGAI IAKTVDAQDLLKGLD
KNWGVRLNSGFAGNNGASYGASVFGKEGNFDGLFSYNRNDEKDYEAGKGFRNDNGGKT
VPYSALDKRSYLAKIGTTFGDGDHRIVLSHMKDOHRGIRTVREEFAVSEKNSRITIKR
QAPSYRETTQSNTNLAYTGKDLGFVEKLDANAYVLEKKRY SADDKDNGYAGNVKGPNH
TRIATRSMNFNFDSRLAEQTLLKYGINYRHQEIKPQAFLNSEFEIKDKEKATNEEKKK
NRENEKIAKAYRLTNPTKTDTGAY IEATHEIDGFTLTGGLR YDRFKVKTHDGKTVSSS
SLNPSFGVIWQPREHWSFSASHNYAGRSPRLYDALQTHGKRGIISIADGTKAERARNT
EIGFNYNDGTFAANGSYFRQTIKDALANPONRHDSVAVREAVNAGY IKNHGYELGASY
RTGGLTAKVGVSHSKPRFYDTHKDKLLSANPEFGAQVGRTWTASLAYRFKNPNLETGW
RGRYVQKAVGSTLAAGOKDRDGKLENVVRQGFGVNDVFANWK PLGKD TLNVNLS VNNV
FDKFYYPHSQRWINTLPGVGRDVRLGVNYKF

aaaceggtac ggegttgeee cgecttaget caaagagaac gattcectaa ggtgetgaag 61
caccgagtga atcggttecg tactatttgt actgtctgeg gettegecge cttgtectga 121
tttttgttag tccacatata catttccgac aa 181
aaataaaaac gataatcagc tttacacaac R aaaaataatt 241
attattattt tttettatec tgccaaacct taacggtttg gettaactte cottcataca 301
t cagecctgete tegetcacac 361
ctt a tgt tg ga 421

cga tcegtaccaa categttacg ctteaacaaa 481

aagacgaaag caccgcaacc gatatgcgeg aactcttaaa agaagagece tecatcegatt 541
teo t cggtatgggt cagaactctg 601

tcgacatcaa t cectttaccac caaggcagat 661
ttattgtega toc gt tt gaaaggcgeg ggttccgeet 721
ctgecggtat cggegegace aacggegega tcatcgecaa aaccgtcgat geccaagace 781
tgctcaaagg cttggataaa aactggggeg 841
a ag caacttegac ggtttgttet 901

cttacaaccg caacgatgaa aaagattacg aagccggeaa aggtttccge aatgacaacg 961
g gl t 1021

teg tat caacaccgygg 1081
geatcegeac tgtgcgtgaa gagtttgecg toagegaaaa aaattcacgg ataactatta 1141
aacgecaage cccatcctac cgcgaaacca ctcaatccaa caccaacttg gegtacaceg 1201
gcaaagattt gggctttgte gaaaaactgg g g 1261
getattcege cgatgacaaa gataacgget acgcaggcaa tgtaaaagge cccaaccata 1321
cccgaatege cactcggagt atgaacttca acttcgacag ccgocttgec gaacaaacce 1381
tgttgaaata cggcatcaac taccgocatc aggaaatcaa accgcaageg tttttgaact 1441

e

cggaatttga aa a g 1501
aaaatgaaaa aal aa goctacegee t o gar. g 1561
cgtatatega agccattcac gagattgacg getttaccet gaccggeggg ctgegttacg 1621
accgcttcaa ggt c et cte 1681

t cc cac: 1741

ceggeegeag ccegegectg tatgacgcte tgeaaaccca cggoaagege ggcatcatct 1801
cgattgeega cggcacgaaa gecgaacgeyg cgegeaatac cgaaatcgge ttcaactaca 1861
acgacggcac gtttgcegeca aac tg 1921
e gactecgteg agecgtcaac geccggetaca 1981
tcaaaaacca cggttacgaa ttgggegegt cotacegeac cggeggectg accgocaaag 2041
tecggegtaag ccacagcaaa ccgegetttt acgatacgca caaagacaag ctgttgageg 2101
cgaaccctga atttggegea caagtcggec goacttggac ggectcectt gectaccget 2161

tcaaaaacce gaatctggaa atcggetgge geggtegtta tgttcaaaaa gcogtgggtt 2221
cgatattgge ggcaggtcaa aaagacegeg acggcaaatt ggaaaacgit gtacgccaag 2281
gttteggtgt gaacgatgte ttegecaact ggaaaccget gggcaaagac acgctcaatg 2341
ttaatctttc ggttaacaac gtgttcgaca agttctacta tecgeacage caacgctgga 2401

ataccct t cgi c aagttctaaa 2461
tee cg tg ecgtctg: ga tgt cctgataatt 2521
ca a ge te 2581

cgattcecta aggtgctgaa

gooao

AENNAKVVLDTVTVKGDRQGSKIRTNIVILQOKDESTATDMREL,
LKEEPSIDFGGGNGTSQFLTLRGMGQNSVDIKVDNAYSDSQILYHQGRFIVDPALVKY
VSVQKGAGSASAGIGATNGAI IAKTVDAQDLLKGLDKNWGVRLNS! PSDSNEGVSYGAS
VFGKEGNFDGLFSYNRNNEKDYEAGKGFRNNFNGGKTVPYSALDKRSYLAKIGTTFGD
GDHRIVLSHMKDQHRGIRTVREEFTVGAKDSRINI KRQVPAYRETTQSNTNLAYTGKN
LGFVEKLDANAYVLEKERYSADDSGTGYAGNVKGPNHTR. ITTRGANFNFDSRLAEQTT,
LKYGINYRHQEIKPQAFLNSQFKIEDKEKATDEEKNKNRENEK ITAKAYRLTN PTKTDA
GAYIEATHEIDGFTLTGGLRYDRFKVKTHDGKTVSSSNLNPS FGVIWQPHEHWSFSAS
HNYASRSPRLYDALQTHGKRGI ISTADGTKAERARNTEIGFN' YNDGTFAANGSYFWQT
IKDALANPONRHDSVAVREAVNAGY IKNHGYELGASYRTGGLTAKVGVSHSKPRFYDT
HKDKLLSANPEFGAQVGRTWTASLAYRFONPNLEIGWRGRYVOKAVGST LVAGQKDRN
GKLENVVRKGFGVNDIFANWKPLGKDTLNVNLSVNNVENTFY Y PHSORWTNTLEPDVGR
DVRLGVNYKF

gcagaaaata atgccaaggt cgtactggat ac & 61
agcaaaatce gtaccaacat cgttacgett caacaaaaag ac ege: 121
atgcgegaac tottaaaaga tee ategatttcg cc 181
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agcaaaatcc gtaccaacat cgttacgett c ac: c cge 121 caattcctga cgctgegegy catgggtcag aactctgteg acatcaaggt ggacaacgec 241
c tet tce atcgattteg geggeggeaa cggcacgtec 181 tattecgaca go tta aa tec cgetttggtt 301

c g tcg aca ga 241 aaagtegttt ccgtacaaaa aggegegggg tetgectetyg ceggtategg cgcaaccaac 361
tattcegaca gocaaatect ttaccaccaa ggcagattta ttgtegatce cgetttggtt 301 tta tegcea © tas 421
aaagtegttt ceg aaa t ceggtategg cge 361 tggggggttc gecteaacag cccctecgac agcaatgaag gtgtaageta cggogeaage 481
ggggcgatta tegtcaaaac cgtcgatgge g ac 421 gtatteggaa aagagggeaa cttcgacggg ttgttetett acaaccgcaa caatgaaaaa 541
i 281 gattacgaag caggtaaagg cttcegtaat aatttcaacg gtggtaaaac cgtaccgtac 601
gtattcggaa aagagggeaa cttcgacgge ttgttctctt acaacegeaa cgatgaaaaa 541 cta a 661
gattacgagg t gt. accgtacage 601 @ tat caa 721
a at. cgacgaccac 661 gaatttacey tcggegegaa agattcacgy ataaatatta aacgccaagt ccctgettac 781

cgeategtge ca teegeactgt 721 cgcgaaacca cacaatctaa ttg gegt g9 gt gggetttgte 841
tttaccgtca ctaataactc acgtcttgac tt 781 tgg c g getatteoge cgatgacage 901
accacteaat. s atttgggett tgtcgaaaaa 841 ggeaccgget acgoaggeaa tgtaaamagge cocaaccata coegaatcac cactogtggt 9631
ctggatgeca gt gtt aaa caaagataac 901 gecgaacttea acttegacag C tgctgaaata cggtatcaac 1021
ggctacgcag geaatgtaaa gae 961 ta tte caa acc tt cacaatttaa aattgaagat 1081
ttcaactteg t a a caa 1021 aaagaaaaag caactgatga agagaaaaat aagaaccgtg aaaatgaaaa aattgccaaa 1141
cat t aactcgaaat tctecatcee gacgacagaa 1081 c b cgtatatcga agccattcac 1201
at ae. o 1141 gagattgacg getttacect g a ggt 1261
gaagceettg t a 1201 gtttecggegt gatttggeag 1321
atcgaagcca ttcacgamat t g £t 1261 cegcacgaac actggagett cagcegcaage cacaactacg ccagccgcag cecgeggetg 1381
£t tam 1321 tatgacgege tgcaaaccea cggcaaacge ggcatcatct cgattgecga cggcaccaaa 1441
ggcgtgattt ggeagecgea cgaacactgg ageottcageg cgagceacaa ctacgccage 1381 cgcgeaatac o ttcaactaca acgacgggac gtttgccgec 1501
cgtagcecge goctgtatga cgegotgeaa acceacggea tt 1441 aacggeaget acttetggea gaccatcaaa tg ac 1561
ggcgacggea cgaaagcega acgegegcoge aataccgaaa tcgggttcaa ctacaacgaa 1501 gactctgtey cegtecgtga agecgteaac ca cggttacgaa 1621
gggacgttty ccgcaaacgy gaggtacttc t t 1561 ttgggegegt cotacegeac g tecggegtaag o 1681
e < & o ttacatcasa 1621 cegegetttt acgatacgca caaagacaag ctgttgageg cgaatcetga atttggegea 1741
aaccacggtt acgaattggg cgcgtcatac cgcaceggeg gectgactge caaagtcgge 1681 caagteggee gcacttggac ggettcoctt gectaccget tecaaaaccc gaatctggaa 1801
gtaagccaca geaaacegeg cttttacgat aaaaactgtt ac 1741 atcggetgge geggecgtta tgttcaaaaa gecgtgggtt cgatattggt ggcaggtcaa 1861
cetgaatitg g t ceettgecta cegettccaa 1801 aaagaccgea acggeasatt ggaaaacgtt gtacgcaaag gtttcggtgt gaacgacate 1921

aatccgaate tggaaatcgg ctggcgegge cgttatgttc aaaaagccgt gggttcgata 1861 ttegecaact acgeteaatg ttaatctttc ggttaacaac 1981

ttggtggeag gtcaaaaaga ccgcaacgge aaattggaaa acgttgtacg caaaggttte 1921 g Ci ta tec caa ccaataccect gecggacgtg 2041
ggtgtgaacg atg c caatgttaat 1981 ggacgtgatg tacgcttggg cgtgaactac aagttctaaa acgeacatcc cgaaaaaatg 2101
cttteggtta acaacgtgtt caacacgttc tactatcoge acagccaacg ctggaccaat 2041 ccgtetgaaa gecttteaga cgg

accctgecgg acgtgggacy tgatgtacge ttgggegtga actacaagtt ctaaaacgea 2101
catcccgaaa aaatgecgte tgaaagectt tcagacgg
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I al application No.

INTERNATIONAL SEARCH REPORT CT/EP 83/09634

Box | Observations where certain claims were found unsearchable [Continuation of item 1 of firat sheet;

This Intsmaticnal Szarch Repar has not been established in respes] of cerain claims under Article 17(2)(=) for the following reasons:

1, Clalms Neog.:

because they relate to subject matter not required to be ssarched by this Authority, namely:

Although ciaims 53 (completely) and 54-55 (insofar dependent on claim 53} are
directed to a method of treatment of the human/animal bedy, the search has
been carried out and based on the alleged effects of the compound/composition.

2 @ Claime Mos.:
bacause they relate 1o parts of the internzdional Application that do not comply with the prescribed requiremants t such
an extenl that no meaningful Interational Gearch can be cerried cul, speoifioally:

see FURTHER INFORMATION sheet PCT/ISA/210

3. D Clalms Nos.: .
bacause they are dependant claims and are not drafisd in accordance with the second and ihird sentences of Pule 6.4(a).

Box Il Observations where unity of invention Is lacking (Cantinuation of item 2 ot first sheet)

This Inlernationzzl Searching Authority found muliple Inventions In this International application, as follows:

see additional sheet

1. D As all required additionsl search fees were imely paid by the applicant, this International Seauch Report covers all
searchabls clalms.

2. D As all searchable claims could be searched without effort jusiifying an additional fee, this Autherity did not Invite paymant
of any additional fes.

3. D As only some af the required additionz] search fses were limely paid by the apolicant, this Inferational Search Report
covars only those claims for which fees were paid, spacifically dlaims Nos,:

4. No required add tional search fees were timaly paid by the applicant. Gonsequettly, this International Search Report is
restrizted to the Invention first mentioned in the claims; it is coverad by clalms Nos.:

1-24, 26 (completely}, 25, 27-63 (partially)

Remark oh Protest D The addiflonal search feas wore accompanted by the applibant's protest.

l:‘ Ne protest accampanied the payment of additional search fess.

Formn POTHSART0 [continuation of flrst shest (1)) (July 1298)




L T e T e T e T e T e T e T T T s T e O e T e T e, T e, TR s T e, T e T e T e, IO e, T e, T e, IO e, O e IO e, TR e T e T e T e T s TR e T s R s B O e T e T e T e T e T s T s T e T e T e B

(67) JP 2006-516183 A 2006.6.29

Internaticnal Application No. PCT/ EP 63/ 09634

FURTHER INFORMATION CONTINUED FROM  PCTASA! 210

Continuation of Box I.1

Although claims 53 (completely) and 54-55 (insofar dependent on claim
53) are directed to a method of treatment of the human/animal body, the
search has been carried out and based on the alleged effects aof the
compound/composi tion.

Continuation of Box 1.2

Present clajms 1-6,18-12,16-24 retate te a arge number of possible
compounds ,namely.a FrpB protein having one ore more deletions of
non-conserved aming acids compared to wild-type FrpB. Support within the
meaning of Article 6 PCT and disciosure within the meaning of Article &
PCT is to be found, however, for only a very small proportion of the
compounds claimed. In the present case, the claims so Tack support, and
the application so lacks disclosure, that a meaningful search over the
whole of the claimed scope is impossihle. Consequently, the search has
been carried cut for those parts of the claims which appear to be
supported and disclosed, namely those parts relating to the cempounds,
namely those parts relating to the FrpB mutants having a deletion in
lgop 7 and FrpB mutants having a deletion in loop 7 AND Toop 5 (and not
the mutants having a deletion in only loop 5).

The applicant’s attention is drawn fo the fact that claims relating to
inventions in respect of which ne international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e} PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examtnation on matter which has
not heen searched. This is the case jrrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter 11 procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that z search may be carried
out during examination before the EPO (see EPO Guideline C-vI, 8.5},
should the problems which led to the Article 17{2} declaration be
overcome.
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International Application Na. PGT/ EP 03/ 09634

FURTHER INFORMATION CGNTINUED FROM  PCTASA! 210

This [nternaticnal Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-24,26(completely}, 25,27-63 {partially)

Mutant FrpB protein having one or more deletions of
non-conseved amino-acids compared to wild-type FrpB.

Method Tor vrefolding above mutant FrpB protein.
Pharmaceutical compositions comprising said refolded mutant
FrpB, use thereof in the preparation of a medicament,
antibodies against said protein and use of these antihodies
in the preparation of a medicament. Use of said antibedies
or said protein in a method of diagnosis.

2. claims: 25,27-63 (partially)

Methed for refolding wild-type FrpB and refolded wild-type
FroB. Pharmaceutical composition comprising said FrpB and
use thereof in the preparation of a medicament, antibodies
against said protein and use of these antibodies in the
preparation of a medicament. Use of said antibodies or said
protein in a method of diagnosis.
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