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GARTTCGGCACGAGGTCAGAGT GAARAAGGCAGGGTCAACC TTTTCCTCAGCTC CACGGAGAGTGCCCACCATGGTCLTG
TCGCTGATACTCCAGCTGTCGACTCTCT GGCCTGCATGCCG TGCTGAC TTCACACCAACAGCGCCCC TAGCCTCATACCC
CCAGCCATGGCTGGGAGCTCAT CCTGLT GCAGTTGTGACTC CTEGGAT CARCGT GACCTTG ACTTGC CGCGCACCTCAAT
CTGCCTGEC GETTTGCACTCTTCAARAGTGGCCTT GTCACCCCTCTGC TCCTCC GGGATGT GTLCGT TGAGCTGGCTGAG
TTCTTCCTGGARGAAGTGACTCCGGCCCAAGGGGECAGTTATCACTGC CGCTACCGCAAGACAGACTGGGGGLLAGGTGT
CTGGTCTCAGCCCAGTAATGTT CTGGAACTGCTGG TAACGG ATCAGLT CCCCAGACCATCACTGGTGGCACTGCCTGGGE
CTGTGGTGGCCCCGGGAGCCAACGTARGCCTGCGC TEGTGCAGGCCGCATACCGE GCATGAGTTTTGC ACTGTACLGCGTA
GGCGTGGCARCCCCTCTGCAGTATATTGACTCTGT GCAGCCCTGGGLT GACTTC CTTTTGA TCGGCACACACACACCTGG
CACCTACTGTTGCTATTACCACACGCCTTCTGCCC CCTATG TGCTATC ACAGCGCAGCCAGCCACTGGTCATCAGTTTCG
ARGGTTCTGGCTCCT TGGACTATACCCAGGGAAACCTCATCCGTITTGE GGETGG CAGGAAT GGTCLTCATCTGCITGGGEE
ATCATAGTTACTTGT GATTGGC ACAGCAGGAGCTC TGCCTT TGATSGT CTCCTGCCCCAGCARAAC TGA AGAGACTGCCT
GGAGATGGACAGAGAAGCTGGGATCCTTGGTGACC AGCCCCTCTGARACACTCT AGGCCTC CAGACT CCACCAGATACTE
ATTCTTCACCACACTGTCAGGC TTGTTGAAGGATT AAAGGAAGTGRCT GGCCTG TGGTAAATGATG T TCAGCTAATGTTA
GTGACTTTATCCTCCCTTGRAAACCTCTATTTCCT TCCTGT GCCTTAT TTCCGGCTCCCCACCTCTCCTTICTT TTTCTT
TCTGGCCGC GTTGGGATCATAGCTTCAT TCTACCACACCCAGCARRAATTTCTAATTCCAT ATTTTAAGGGTAATACCCA
GGCCTCAGCCHTGTG TAGAGGT ARARAAGACRACT TCCAGGAGTTGAT TTTCTC TGTCCAT CCTGTE GGTCOTAGGGTTT
GAACTCAGGCTGCCAGGCTTAGCCACAACAACTTT ACCCAC TGAGCCATCTGGC TGGCTCC TARGTAATITATGTTTTTA
TATATATGAATGCTTTGCCTGT ATGCATGTAGGCC TCGCTCCCCAAGGAAGCCA GAAGAAG GCATCT GATCTCT TGGAAT
TAGAGTTACAGATGGGTGTEAGCCACCATGTAGTGCTAGAR GCCCCAACCARGGTCCTCTAGARGAGTAGCCAGTACTCT
TAACTGCTAAGCCATCTCTCCAAGGCCCCCAAATC TATAAGATTALAG TACTCATTCTICTC TTCTCT TCCARTGTTTTGG
GGGETTTGTTCGTTTGTTTTTTAGTGCAATTTTTTAGTATTGAACCCAGGTCCTTCTACGTGCTAGGC ARGTACT TTACCE
TGIGCTACAATCCCATCTCCCAGGTAAT TTTTAAA AAATTAATCATAAATTTTT GATGTTT TGGAAACAGTCTITATTLTG
TAATGTAAAATGACT TGAACTT GAATARATGTTCC TGCCTC AGCCTCT TGARATACCAARAL BAAAAA ARRAAAAAACTCGA
5

FIG. 1A

GAAT TCGGC ACGAGG GCTTTCT GGTGTTGC T TCAT TTCC TC AGRGTGAAAAAGG CAGGGTC AACCTT TTCCTCAGCTCCA
CGGAGAGTGCCCACCAYG GTCCTGTCGCTGATACT CCAGCT GTCGACT CTCTGG CCTGCAT GCCGTGCTGACTT CACALC
ARCAGCGCCCCTAGCCTCATAC CCCCAGCCATGGC TGGGAGCTCATCC TGCTGC AGTTGTGACTCCT GGGATCAACGTGA
CCTTGACTT GCCGCGCACCTCAATCTGCLTGGCGE TTTGCACTCTTCAARAGT G GCCTTGT CACCCCTCTGCTCCTCCGE
GRPETGTCCGTTGAG CTEGCTEGACTTCT TCCTEGAAGARGT GACTCCG GCCCAR GGEGGCA GTTATCACTGCCGLTALCG
CAAGACAGACTGGGGGCCAGGT GTCTGGTCTCAGCCCAGTARTGTTCT GGARCT GCTGGTA ACGGAT CAGCTCCCCAGAC
CATCACTGGTGGCAC TGLCTGG GCCTGT GGTGGCC CCGEBAGCCAACGTAAGCE TGCGLUTG TGCAGGCCGCATACCGRET
ATGAGTTTT GCACTG TACCGCG TAGGCGTGECARC CCCTCT GUAGTAT ATTGAC TCTGTGC AGCCCT GGGCTGACTTCCT
TTTGATCGGCACACACACACCT GGCACCTACTGTT SCTATT ACCACACGCCTTC TGCCCCC TATGTGCTATCACAGCGCA
GCCAGCCACTGGTCATCAGTTTCGAAGG TTCTGGC TCCTTGGACTATACCCAGG GARACCT CATCCG TTTGGGGUTGGCA
GGAATGGTCCTCATCTGCTTGE GCATCATAGTTACTTGTGATTGGCAC AGCAGGAGCTCTGCCTTTGATGGTCTCCTGEC
CCAGCAARACTGARGAGACTGC CTGGAGATGGACAGAGAAG CTGGGAT CCTTGG TGACCAGCCCCTC TGARACACTCTAG
GCCTCCAGACTCCACCAGATAC TCATTCTTCACCACACT ST CAGGTTT GTTGAA GGATTAL AGGAAGTGACTGECCTGTG
GTAAAAAAAAAAAAAAAAAANA AARAAAARAARARAAARAA ARRAARRARARR

FIG. 1B
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1 MVLSLILQLSTLWPACRADFTPTAPLASY PQPWLGAHPAAVVTPGINVT LTCRAPQSAWRFALFKSGL VIPLLLRDVSVE 80
81 LAEFFLEEVT PAQGGS YHCRYRK TDWGPG VWSQESNVLELLY TDOLPRPSLVALP GPVVAPGANVSLRCAGRIPGMSFAL 1460
161 YRVGVATPLQYIDSVQPWADFLL IGTHTEPGTYCCYYHTPSAPYVLSQRSQPLVISFEGSGSLDYTQGNLIRLGLAGMVLI 240
241 CLGIIVTCDWHSRSSAFDGLLPQQN 265

FIG.1C
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1 TACCGCGTAGGCGTGGCAACCCCTCTGCAGTATATT GACTCT GTGLCAGC CCTGGC TGACTTCCTTTTGATCGGCACACAL 80
81 ACACCTGGCACCTACTGTTGCTATTACCACACGCCT TCTGCCCCCTATGTGCTAT CACASCGCAGCCAGCCACTGETCAT 160
181 CAGTTTCGAAGGTTCTGGCTCCT TGGACT ATACCCAGGGAAACUTCATCLGTITG GGGCTGECAGGARTGGTCCTCATET 240
241 GCTTGGGCATCATAGT TACTTGT GATTGGCACAGCAGGAGUTCTGCCTT TEATGG TCTCCTGCCCCAGCAARAS TGARGA 320
321 GACTGCCTGGAGATGGACAGAGARGCTGGGATCCTT GGTGACCAGCCCCTCTGARACACTCTAGGCOTCCAGACTCCACE 400
401 AGATACTCATTCITCACCACACT GTCAGGCTTGTTGAAGGAT TAAAGGAAGTGACTGGCCTGTGGTTN ANAAARARA 177

FIG 2A

161 YRVGVATPLOYIDSVQPWADFLLIGTHTPGTYCCYYHTPSAPYVLSQRSQPLVIS FEGSGSLDYTQGN LIRLGLAGMVLI 240
241 CLGIIVTCDWHSRSSAFDGLLPQQON ' 265
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CAAGCCCTGGCTCCAGCTCT AGCGGGTATCTGCCCACE ATG GCCCTGGT GCTGATCCTCCAGC TG TGACCC TCTGGLCT
CTGTGTC ACACAGACATCACTCCGTCTGTCCCC CCAGCTT CATACC ACCCTAAGCCATGGCTGGGAGCTCAGCCGGCTAC
AGTTGTGACCCCTGGGGTCAACGTGACCTTGAGATGCCGGGCACCTCARCCCGUTTGGAGATTTGGACTTTT CAAGCCTG
GAGAGATCGCTCCCCTTCTCTTCCGGGATGTGTCCTCCGAGCTGGCAGARTTCTTTCTéGAGGAGGTGACTCCAGCCCAA
GGGGGAAGTTACCGCTGCTGCTACCGA AGGLCAGACTGGEGGCCGEGTGTCTGGTCCCAGCCCAGE GATGTCCTGGAGCT
GCTGGTGACAGAGG AGCTGCCGCGRCC GTCECT GETEGCGCTGCCC GGGLLCEG TECGTEGGGTCCTGE CGCCAACGTGAGCE
TGCGLTGCGCGEGCCGCCTGCGGAACATGAGCT TCGTGLT GTACCGCGAGGGE GTGGCG GCCCCGC TGUAGT ACCGCCAL
TCCGCGC AGCCCTGGGCCGACTTCACGCTGC TG GGCECEC GCGCCCCCGECAC CTACAGCTGCTAC TATCAC ACGCCCTC
CGCGCCCTACGTGC TGTCGC AGCGCAGCGAGGT GCTGGTCATCAGE TEGEGGAAGACTCTGGCTCCTCCGACTACALCCGEG
GGAACCT AGTCCGC CTGGGECTGECCEGGCTGG TCCTCAT CTCCCT GGGLGCG CTGETCACTTTTGACTGGC GCAGTCAG
AACCGCGCTCCTGC TGGTAT CCGCCCCTEA GCCCCAGGAGCACTGC AGCCCGA GACTTC CARCCTG AGTGGC GGAGAAGE
TGGGACCCTEGGCTGGACTS TCCTTTCCTGCAGCCCCACAGTCCTGCTEGCTE AGLTCC GCGGARC GGTCCT TAGALCCC
GCTGTGC CCTETGC TGTAGC TTCTTTC CAGGCC TTTCCCAAGGAGT AGCTGAR AGGAAG ACGCGAT TAGTGG TTAAGALCT
TCCARGC CAGRAGACAGAGG GTTCGAR TCCCAGCACTGLCGTCTAC TCACTGT AGTAGTAGCAGCT ACAGARAGGTAGTA
GTGAGAC GTGRAGC CAGC TS GACTTCCTGGGTT GRATGGGGACCTGGAGAACT TTTCTGTCTTACAAGAGGATTGTAARA
TGGACCAATCAGCACTCTGT ARGATGG ACCAATCAGCGCTCTETAAAMATGGAC CARTCAGCAGGAC ATGGGC GGGGACAR
TARGGGAATAARAGCTGGCGAGCGCGGCACCCCACCAGAGTCTGCT TCCACGC TGTGGGAGCTTTGTTCTCT TGCTCTAC
ACARTAAATCTTGC TGCTGCTAR

FI1G. 3A

MALVLILQLLTLWPLCHTDITESVPFASYHPKPWLGAQPATVVT PG VNVTLRC RAPQPAWRFGLFK PGEIAP LLFRDVSS
ELABFFLEEVIPAQGGSYRCCYRRPDW GEFGVWS QPSDVLELLVTEELPRPSLY ALPGPVVGPGANY SLRCAGRLRNMSFV
LYREGVAAPLQYRHSAQPWADFTLLGARAPGTY SCYYHTP SAPYVLSQRSEVLVISWEDSGSSCYT RGNLVRLGLAGLVEL
ISLGALVTFDWRSQNRAPAGIRP

FIG. 3B
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CAAGCCCTGGCTCCAGCTCT AGCGGGT ATCTGCCCACCATG GCCCTGETGCTGATCCTCCAGCTEC TGACCC TCTGGLCT
CTGTGTCACACAGACATCACTCCGTCT GTGGCCATTATAG TCCCCCCAGCTTC ATACCACCCTAAGCCATGGCTGGGAGC
TCAGCCGGCTACAGTTGTGACCLCTGEGOTCARCGTGACC TTGAGATGCCGGGCACCCCAACCCGC TTGGAGATTTGGAC
TITTCAAGCCTGGAGAGATC GCTCCCU TTCTCT TCCGGGATGT GTCCTCCGAGCTGGCAGRATTCT TTCTGGAGGAGGTG
ACTCCAGCCCAAGGGGGAAT TTACCGL TGCTEGLC TACCGAAGGLCAG ACTEGEGGCCGGG TETCTGE TCCCAGLLCAGCGA
TGTCCTG GAGCTGE TGGTGA CAGAGGAGCTSCC GCGGELCG TCGCTGGTAGCGE TGCCCGGGLCGRT GGTGEGTCCTGGLG
CCAACGTGAGCCTGCGCTGCGCGGGCCGCCTGCGGAACATGAGCTTCGTGCTGTACCQFGAGGGCGTGGCGGCCCCGCTG
CAGTACC GCCACTCCGCGCA GCCCTGGGCCGAC TTCACGC TGLTGGGCGCCCGCGLCCCCGGCACC TACAGC TGCTACTA
TCACACGCCCTCCGCGCCCT ACGTGCT GTCGCAGCGCAGL GAGGTGCTGGTCATCAGCT GGGAAGACTCTGGCTCCTCCG
BCTACAC CCGGGGE ARCCTA GTCCGCC TGGGGC TGECCGGGUTGGT CCTCATC TCCCTGGGCGCGC TGGTCACTTTTGAC
TGGCGCAGTCAGARCCGCGC TCCTGCT GGTATCCGCCCC TGA GCCLCAGGAGC ACTGCAGCCCGAGACTTCCAACCTGAG
TGECGGAGRAGCTGGGACCC TGGGCTGGACTGT CCTTICC TGCAGCCCCACAG TCCTGC TGGCTGA GCTCCGLGGARCEG
TCCTTRAGACCCCGE TGTGCCCTETGCT GTAGCT ICTTITCC AGGCLT TTCCCAA GGAGTAGCTGAAAGGAMGACGCGATTA
GTGGTTAAGACTTC CAAGCC AGAAGACAGAGGG TTCGAATCCCAGC ACTGCCG TCTACTCACT GTAGTAGTAGCAGCTAC
AGAAAGG TAGTAGT GAGACG TGAAGCCAGCTGE ACTTCCT GGETTGAMATGGGGACCTGGAGAACTT TTCTGTCTTACAAG
AGGATTG TAARATG GACCAATCAGCACTCTGTAAGATGGACCAATCAGCGCTC TGTARAATGGARCCALTCAGCAGGACATY
GGGCGGGGACAATAAGGGAATARRAGC TGGCGAGCGCGGCACCCCACCAGAGT CTGCTTCCACGCT GTGGEAGCTTTGTT
CTCTTGCTCTACACAATAAATCTTGCT GCTGCTAR

FIG. 4A

MALVLILQLLYLWP LCRTDI TPSVAIIVPPASYHHPEPWLGAQPATVVTPGVNV TLRCRAPQPARRF GLFKPGEIAPLLFR
DVSSELAEFFLEEVTPAQGG IYRCCYRRFPDWGP GVWSQPS DVLELLVTEELPR PSLVALPGPVVGP GANVSLRCAGRLRN
MSFVLYREGVARPLQYRHSAQPWADFT LLGARAPGTYSCYYHTPSAFYVLSQRSEVLVI SWEDSGS SDYTRGNLVRLGLA
GLVLISLGALVTFDWRSQNRAPAGIRP

FIG. 4B
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1 CAAGCCCTGGCTCCAGCTCTAGCGGGTATCTGCCCACCATGGCCCTGETGCTGATCCTCCAGCTGCTGACCCTCTTCCCT 80

81 CCAGCTTCATACCACCCTARGCCATGGCTGGGAGCTCAGCCGGCTACAGTTGTGACCCCTGGGGTCAACGTGACCTTGAG 160
161 ATGCCBEGCACCCCARCCCGCTTGGAGATTTGGACTT TTCARGLCTGGAGAGATCGCTCCCETTCTCTTCCGGGATGTGT 240
241 CCTCCGAGCTGGCAGAATTCTTTCTGGAGGAGGTGACTCCAGCCCAAGGGGGAAGTTACCGCTGCTGCTACCGAAGGCCA 320
321 GACTGGGGGCCGGETGTCTGGTCCCAGCCCAGCGATGTCCTGGAGCTGCTGGTGACAGAGGAGCTGCCGCGGCCGTCGCT 400
401 GGTGGCGCTGCCCGGGCCEETGGTGEETCCTGGCGCCARCGTGAGCCTGLGCTGLGCEEECCGCCTGLGGAACATGAGCT 480
481 TCGTGCTGTACCGLGAGGGCGTGGCGGCCCCGCTGCAGTACCGCCACTCCGCGCAGCCCTGGGCCGACTTCACGCTGECTG 560
561 GGCGCCCGLGCCCCCGGCACCTACAGCTGCTACTATCACACGCUCTCCGCGCCCTACGTGC TEGTCGCAGCGCAGTGAGGT 640
641 GCTGGTCATCAGCTGGGRAGACTCTGGCTCCTCCGACTACACCCGOGEGARCCTAGTCCGCCTGGGGCTEGCCEGELTEE 720
721 TCCTCATCTCCCTGGGCGCGCTGGTCACTTTTGACTGGCGCAGTCAGAACCECGCTCCTGCTGETATCCECCCCTGAGCE 800
801 CCAGGAGCACTGCAGCCCGAGACTTCCAACCTGAGT CECGEGAGARGCTGGGACCCTEGGCTGGACTGTCCTTTCCTGCAG 880
881 CCCCACAGTCCTGCTGGCTGAGCTCCGCGGAACGGTCCTTAGACCCCGLTGTGCCCTGTGCTGTAGCTTCTTTCCAGGCC 960
961 TTTCCCARGGAGTAGCTGAAAGGAAGACGCGATTAGTCGTTARGACTTCCAAGCCAGAAGACAGAGGGTTCGAATCCCAGLO4D
1041 CACTGCCGTCTACTCACTGTAGTAGTAGCAGCTACAGAAAGGTAGTAGTGAGACGTGARGCCAGCTGGACTTCCTGGGTT1120
1121 GAATGGGGACCTGGAGRACT TTTCTGTCTTACAAGAGGATTGTARAATGCACCAATCAGCACTC TGTAAGATGGACCAAT 1200
1201 CAGCGCTCTGTAARATGGACCAATCRAGCAGGACATEGGCGGGGACAATAAGGGAATAARRGC TGGCGAGCGCGGCACCCCI280

1281 ACCAGAGTCTGCTTCCACGUTETGGGAGCTTTGTTCTCTTGCTCTACACAATARATCTTGCTGCTGCTAR 1350
FIG. 5A

1 MALVLILOLLTLFPPASYHPKPWLGAQPATVVTPGVNVTLRCRAPQPAWRFGLFKPGEIAPLLFRDVSSELARFFLEEVT 80

Bl PAQGGSYRCCYRRPDWGPGVWSQPSDVLELLVTEELPRPSLVALPGPVVGPGANVSLRCAGRLRNMSEVLYREGVARPLY 160

161 YRHSAQPWADFTLLGARAPGTYSCYYHTPSAPYVLSQRSEVLVISWEDSGSSDY TRGNLVRLCGLAGLVLISLGALVTFDW 240

241 RSQHRAPAGIRP 252
FI1G. 5B
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MVLSLILQLSTLWPACRADFTPTAPLAS Y-POFWLGAHPA
MALVLILOLLTLWPLCHTDITPSVPPASYHPKPWLGAQPA

AVVTPGINVILTCRAPQSAWRFALFKSGLVTPLLLRDVSV
TVVTPGVNVTLRCRAPQPAWRFGLFKPGEIAPLLFRDVSS

ELAEFFLEEVTPAQGGSYHCRYRKTDWG PGVWSQPSNVLE
ELABEFFLEEVIPAQGGIYRCCYRRPDWGPGVWS QPSDVLE

LLVTDQLPRPSLVALPGPVVAPGANVSLRCAGRIPGMSFA
LLVTEELPRPSLVAL PGPVVGPGANVSLRCAGRLRNMSEV

LYRVGVATPLOYIDSVOPWADFLLIGTHTPGTYCCYYHTP
LYREGVAAPLOYRHSAQPWADFTLLGARAPGTY SCYYHTP

SAPYVLEQRSQPLVISFEGSGSLDYTQGNLIRLGLAGMVL
SAPYVLSQRSEVLVISWEDSGSSDYTRGNLVRLGLAGLVL

ICLGITIVTCDWHSRS SAFDGLLPQON
ISLGALVTFDWRSONRAPAGIRFE
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acgcggecce ggactctcac cocgtetetg cagAGGAGCT GCCGCGGCCG TCGCTGETSG
CGOTGCCCGE GOCGGTGETS GOTCCTEGCG CCAACGTGAG CCTGCECTGC GCGGGCCGLC
T TACCG

JTCRATCAGCTG GGRAGgtgag dgccetgagg cocggecege ctectecgec ceoaggaatge
aggecccagy accteogoocc tcagacccag gagoccagge ccccagecte tooctecttca
gacceayggg tcotagtectg cagecooice toocteagac ceaggattee tyggaccoag
ccecktecter ctcagatceca ggagtctagt ceotceagete ctecteecte agacccagga
ttoeegggeoe ¢cagtacete ctcocteaga cecaggacte caggecccca geccctectt
cctggacceea ggactecagg cccccageeo checttcctg atccagragt crcaggececa
goccecttott cotggaccca ggagttgaag cceteocabteoga ctccceccotca actttgagac
tgtagagtca ggtccctaag tocaccecag gggctggaaa cctggagttce agggeoccaga
ctttggggtc cgggagectga tyggeccotet ctcecggete cgeccgcagh CTCTGGETCC
ICCGACTACH CCCGGGGEGAM CCTAGTCCGS CTGGGCCTGE CCOGGCTGGT CCTUATCTCC
LTGGGCGCGC TGGTCACTTT TGACTGGCGC AGTCAGARCC GCGCTCCTGC TGGTATCCGC
CCCTGAGCCC CAGGAGCACT GCAGCCCGAG ACTTCCAACC TGAGTGGLGG AGAAGCTGGG
ACCCTGGGCT GGACTGTCCT TTCCTGCAGC CCCACAGTCC TGCTGGCTGA GCTCCGCGGA
ACGETCCTTA GACCCUGCTG TGCCCTGTGC TGTAGCTTCT TTCCAGGCCT TTCCCAAGGA
GTAGCTGAARA GGAAGACGCG ATTAGTGGTT AAGACTTCCA AGCCAGAAGA CAGAGGGTTIC
GAATCCCAGC ACTGCCGTCT ACTCACTGTA GTAGTAGCAG CTACAGAAAG GTAGTAGTGA
GACGTGAAGC CAGCTGGACT TCCTGGGTTG ARTGGGGACC TGGAGAACTT TTCTGTCTTA
CAAGAGGATT GTAAAATGGA CCAATCAGCA CTCTGTAAGA TGGACCAATC AGCGCTCTGT
AAAATGGACC AATCAGCAGG ACATGGGCGG GGACAATAAG GGAATAAAAG CTGGCGAGCG
CGGCACCCCA CCAGAGTCTG CTTCCACGCT GTGGGAGCTT TGTTCTCTTG CTCTACACAA
TAMATCTTGC TGCTGUTRAc tctttaggte egtgecatet ttaagegety taacactcac
cacgaaggtc cobggeoteca tiettaaagt cagegagacc acaaacccac aggaaggasc

FIG.7C

10/32



WO 02/20718

6601
6661
6721
6781
6841
6901
6961
7021
7081
7341
7201
7261
7321
7381
7441
7501
7561
7621
7681
7741
7801
7861

caactctgga
acgytaaaat
taatacacat
gctaccctgt
gecatcaage
aagatctcac
geckoceggg
tgcgetatea
gccaggtggt
tgggattaca
gtttcaccat
aagaactgaa
gaggagagac
acatatgtgg
aaggaataag
cagytggate
tctactaaaa
cgggaggetyg
attgcatcac
aaaaaaaasa
aggctgtgat
gaggtgatat

cacggtagca
ggatgcacty
assacattta
aacaccgatt
ataatcaage
tecaccceagg
ttcaagtgat
cgcccageta
ctegaactec
ggtgcgtace
gttgaccaga
ttttgaagte
tgagcgggte
gacaacctcce
ccgggggtye
acgaagtcag
atacaaaaat
aggcaggaga
tgcacactece
azagaataaa
gtcatcaaat
taagtttacc

gecattcagaa
ataasaccca
aagcagtaac
tetaccagac
aggacttttt
ctggagigea
tctegtgect
atttttygtat
tgacctcaag
accatgtecyg
ctggtcttga
taattagcea
ttceggggtt
ccggecataty
tggctcacac
sagttcgaga
tagcegggeg
attgctigaa
agcctgggtg
gaagagacge
ccagtettee
taaacatgta

FIG.

11/32

agcgeeoctte
cttcatagga
tggecegtag
tcagtgccga
ctttctttct
gkggegtgat
cagtcteetg
ttttagtaga
tgatccacct
getaatgttt
actcctgace
cctggyggcy
tgatctcagt
tggctgtygy
ctgtgatcecet
ccagecctgga
togtggegyy
cccaggagge
acagagcaaa
aggttataag
cactttataa
caggaagtca

7D

cccaactote
ttgttgtagg
taagtgttea
aaggaaggtc
ttetttbttt
ctcggtteac
agtagetggg
gatggagttt
gocectoggect
gtatttttag
tcaagtgatc
ctaacgtgtt
gecagaggyy
aaataataac
agcactitagg
caacatggtyg
cgectgtaat
ggaggttgta
actccgtete
gaaggcacca
atgggaaaat
gtggcacate

PCT/USO1/27502 " 4 MEBR IS

tottgecttg
attcagtggg
ataaatgtta
tcaccttitt
tttttgagag
tgcaacatce
attacagyty
tgccaaattg
cecgaatage
tagagacggg
cgccegecte
gaasagacgg
cettggtaga
aattttaaaa
gaggccegagyg
zaaccccgte
cccagctact
gtgagccgay
asaaaaaaaa
gacctggatyg
ggtggaaaga
agggagtett



"4 MR 205

WO 02/20718 PCT/US01/27502

Southern blot analysis with total cDNA probes

g z z Z
g o a %
M O a O 5M

Probe : Bone marrow-drived macrophage cDNA Bone marrow-drived osteoclast cDNA

FIG. 8A FIG. 8B

12/32



WO 02/20718

TRANCE

Northern Blot Analysis
BMM BMOC  BMDC
- - + - +

*e
- 0

wong WO

13/32

FIG. 9

PCT/US01/27502

OSCAR

TRAP

Cathepsin K

- & MR 15



- & MM2005

WO 02/20718 PCT/US01/27502

Tissue Northern Blot Analysis

6‘2;
] (\O
F @ e s ko & P
W@ o 5 (7 @ e e \>\‘<\Q oY
—4.0Kb
OSCAR
. P —18Kb
w —10Kb
TRAP
Cathepsin K

FIG. 10

14/32



WO 02/20718 PCT/US01/27502

OSCAR Northern blot analysis

RAW | RAW

0 3 24 (hn 1 5 3 4 (Day)

sl

FiG. 11A FIG. 11B

FIG. 11C

15/32

~ & MaR 205



- 4 MAR 20§
WO 02/20718

PCT/US01/27502

Genomic Southern blot analysis with OSCAR-Ecdo pro

=50

FIG.12A FIG. 12B

16/32



WO 02/20718

Cratsl

(A)

hy]

. :
! Wit i

CSCAR-Ligand

FIG. 13A

17/32

- b MAR )06

PCT/US01/27502

® SSE

Crewsit

OSCAR-Ligand

FIG. 13B



WO 02/20718 PCT/US01/27502

} ‘ : leG

I S

1

Vaemin [y ki

FIG. 14

18/32



WO 02/20718

TRAP-positive MNC/well

250

200

TRAP-positive MNC/well

Day

FIG. 15A

250

200 -

150

100

50

Medivm
Vit.D3

FIG. 15B

19/32

vit.D3 + OSCAR-Ig

Vit.D3 + IgG

pCT/USO127502 T Y

~—{F—  vitD3
—0—  Vit.D3+ OSCAR

—~—Q—  Vit.D3+1gG

total BM



WO 02/20718

TRAP-positive MNC/well

100 -

75 -

50 -

25

10

Day

FIG. 15C

20/32

A

PCT/US01/27502

—{}—  vitD3
——{——  Vit.D3+ OSCAR-1gG

O Vit.D3 + igG

T
T~

€=,



OSCAR (20ug/ml) TRFc (Spg/ml) higG (20pg/mi)

-
3

i
fetan¥

te

3

<
. nt
L

AL R

I..-"'

R
Fe My

,,P};.
N

21/37

Dentine

F

EE
S0 mp
E =
<>
= o)
EE
. B kg
==
' o
=
Qe
™
S
[
Q
'_'--- QO
EE §
. eh gy =
IR 8(0
e -
o o) .
= ]
5 O
E“’.
P
: c
L 5
StE 9
.,‘:'-'-‘ =
2 < O
=

0 ng/ml
30 ng/ml

TRANCE
M-CSF



& MAR 2005

WO 02/20718 PCT/USO1/27502
150
100 :
£
g .. Total BM
E
50
0 -]
3 = &
T = e +
-
= 3 s
v =
© >
+
(2]
Q
=
FI1G. 17

22/32



~ 4 MR A5

PCT/US01/27502

WO 02/20718

FIG. 18A

24U+ LI

Wm_-y_ﬁ%os + LA

S3-H VIS0 + LIN

100

5
0

25
0

NamONR dmusod-gvy g,

FIG. 18B

SAVISOW + LIW

3-IVISOY + LI

150

100 4
50 =
0

[RA/ININ 2a1s0d-d Wi L

23/32



WO 02/20718

(A)

IR
“ X

(€)

hOSCA-
T e

(E)

e
S

Ig %
3 e

FIG. 19

24/32

PCT/US01/27502

St g L TR

Sk

A8 MR- E'Y M

t M-CSF+ TRANC

; mOSCA-Fe
kRS

(¥)

‘ 0 W
s a s 'f«. P g 3 F

% M-CSF+ TRANCE
hlgG




L

WO 02/20718 PCT/US01/27502

& g ‘.'v ? ' ",
£ .:#i'i“':v‘{' )
s I

_:...G:aikﬁi*it:?'.’“?;. VerrAl

RANCE

,‘,‘ =

&
7

- M-CSF+ T
A hOSCA-Fe

: T L DR e
Sy H R AR

B e b Lt
ooshiitd M-CSF+ TRANCE & Tl G
g‘m’«"’é‘%“ﬁg TR-Fc g

FIG. 20

25/32

T r



OSCAR (20pg/ml) TRFc (Sug/ml) hlgG (20pg/ml)

4

.;k. I 3 o
SR, TN,
LTINS,

g

LN =

N - _" t‘.fﬁ K\ )
_ﬁ._,"ﬁkﬁ‘ At

P

v -
S

¥

26732

Dentine

L -
EE
&0 &p
= =
o
=
Sflae
P e
E E
e Ty
S0 &p
==
e
=)
N"’A
()
=
[
(]
-
L
— s
3
EE 2
8L mp =2
== 0O
S o
S
o
o
(o]
=
&
e
EE E
w‘--.
= 2T
= o
<o
S "

0 ng/ml
30 ng/ml

TRANCE
M-CSF

FIG. 21



WO 02/20718

4
N -
)
;
:
L
A
+ ks
.
.
L]
.'.
.
‘“‘
Ps
* .
.
<y + -
4.
»
. 3
ad
b
.
.

)

OSCA-Fe - - .

FIG. 22

27/32

PCT/US01/27502

' D3+mOSCA-F

- 3

(F)



PCT/US01/27502

WO 02/20718

34-UL + €A UA

081 + €U HA

S-UVISOW + €AHA

-4 VISOY + EAQ'NA

€aNA

wnipap

200

150 -
100 =

2a/DNIN 2amsod-SVH L

FIG. 23

28/32



W0 02/20718

81
161
241
321
401
481
561
641
721
801
881
961

1041
1121
1201
1281
1361
1441
1521
1601
1681
1781
1841

Bl
161
241

CAAGCCCTGGCTCCAGCTCTAGCGGGTATCTGCCCACCATEGCCCTGETGCTGATCCTCCAGCTGCTGACCCTCTGGLCT
CTGTGTCACACAGACATCACTCCGTCTETCCCCCCAGCTTCATACCACCC TAAGCCAT GGCTGGGAGCTCAGCCGGLTAC
AGTTGTGACCCCTGGEGTCAACGTGACCTTGAGATGCCGGECACCCCARCCCGCTTGGAGATTTGGACTTTTCARGCCTG
GAGAGATCGCTCCCCTTCTCTTCLGEGATGTGTCC TCCGAGCTGGLAGAATTC TT TCTGGAGGAGG TGACTCCAGCCCAA
GGGGGAAGTTACCGCTGCTGLTACCGARGGLCAGACT GEGGGCLGGGTGTCTGGTCCCAGCCCAGCGATGTCCTGGAGET
GCTGGTGACAGAGGAGCTGLCGCGGCCETCELTGGTGECGCTECCLGGGCLGGTGGTGGGTCOTGGCGCCRACGTGAGCT
TGCGLTGCELGGECCGCLTGCGGARCATGAGETTCGTGCTGTACCECEGAGGGCETGGLGGCCCLGCTGCAGTACCGCCAC
TCCGCGCAGCCCTGGGCCGACTTCALCGCTGCTGGGCGLCCGCGCCCCCGGCACCTACAGCTGCTACTATCACACGCCLTC
CGCBCCLTACGTCLTGTCGCAGCGCAGLGAGGTGC TGGTCATCAGCTGGGARGETGAGGGCCCTGAGGCCCGGCCCGLCT
CCTCCGCCCCAGGAATGLAGGLCCCAGGRACCTCCGCCCTCAGACCCAGGAGCCCAGGCCCCCAGCCTCTCCTCCTTCAGA
CCCAGGGGTCTAGTCCTGCAGCCCCTCCTCCCTCAGRACCCAGGATTCCTGGGACCCAGCCCCTCCTCCCTCAGATCCAGSE
AGTCTAGTCCTCCAGCTCCTCCTCCCTCAGACCCAGGATTCCCGGGCCCCAGTACCTCCTCCCTCAGACCCAGGACTCCA
GGCCCCCAGCCCCTCCTTCCTGEACCCAGGACTCCAGGLCCCCAGCCCCTCCTTCCTGATCCAGCAGTCCAGGCCCCAGT
CCCTTCTTCCTGGACCCAGGRGTTGAAGCCTCCATCGACTCCCCCTCAACT TTGAGACTGTAGAGTCAGGTCCCTARGTC
CACCCCAGGGGUTGEARRCCTGGRGTTCAGGGCCCAGACTTTGGGGTCCGGGAGCTGATGGCCCCTCTCTCCCGGLTCLG
CCCGCAGACTCTGGCTCCTCCGACTACRCCCGGGGGARCCTAGTCCGCCTEGGECTGGCCGGECTGETCCTCATCTCCCT
GGGCELGCTEETCACTTTTGACTGGCGCAGTCAGARCCGCGCTCCTGCTGETATCCECCCCTGAGCCCCAGGAGCACTGEC
AGCCCGAGACTTCCARCCTGAGTGOCGGAGRAGCTGGGACCCTGEECTGGACTGTCCTTTCCTGCAGCCCCACAGTCCTS
CTGGCTGAGCTCCGCGGAACGGTCCTTAGACCCCGETGTECCCTSTGCTGTAGCTTCTTTCCAGGCCTTYCCCARGGRAGT
AGCTGARAGGAAGACGCGATTAGTGGTTARGACTTCCARGCCAGRAGACAGAGGGTTCGARATCCCAGCACTGCCGTCTAC
TCACTGTAGTAGTAGCAGCTACAGRRAGGTAGTAGTGAGACGTGAAGCCAGCTGGACTTCCTGGGTTGAATGGGGACCTG
GAGAACTTTTCTGTCTTACAAGAGGATTGTARMATGGACCAATCAGCACTCTGTARGATGGACCAATCAGCGCTCTGTAA
AATGGACCARTCAGCAGGACATGGGCGGGGACART AAGGGART AARAGCTGGCGAGCGCGGECACCCCACCAGAGTCTGCT
TCCACGCTGTGGGAGCTTTGTTCTCTTGCTCTACACARTARATCTTGCTGCTGCTAR

F1G, 24A

MALVLILQLLTLWPLCHT DITPSVPPASYHPKPWLGAQPATVVTPGVNVTLRCRAPOPAWRFGLFKPGEIAPLLFRDVSS
ELAEFFLEEVTEAQGGSYRCCYRREDWGPGVHSQPSDVLELLVTEELPRPSLVALPGPVVGPGANVSLRCAGRLRNMS FV
LYREGVARPLOYRHSAQPWADFTLLGRRAPGTYSCYYHTPSAPYVLSQRSEVLVISWEGEGPEARPASSAPGMGAPGPPP
SDPGRQAPSLSS FRPRGLVLQPLLPQTQDSWDEPAPPPSDEGV

FIG. 24B
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ATGGCCCTGGETGCTGATCCTCCAGCTGCTGACCCTCTTCCCCCCAGCTTCATACCACCUTARGCCATGGCTGGGAGCTCR
GCCGGECTACAGTTGTGACCCCTGGGGTCAACGTGACCTTGAGATGCCGEGECACCCCRACCCGCTTGGAGATTTGGACTTT
TCAAGCCTGGAGAGATCGCTCCCCTTCTCTTCCGGGATGTGTCCTCCGAGC TGGCAGAAT TCTTTCTGGAGGAGGTGACT
CCAGCCCAAGGGGGAAGTTACCGCTGCTGCTACCGARGGCCAGACTGEEEGCCEEGTEGTCTGGTCCCAGCCCAGCGATET
CCTGGAGCTGCTGGTGACAGAGGAGC TGCCGCGECCOTCOCTGGTGGCECTGCCCEGELLGGTGETEGETCCTGECGLCA
ACGTGAGCCTGCGCTGCGCGGGCCGCCTGCGGAACRTGAGCTTCGTRCTGTACCGLGAGGGCGTGGCGGCLCCGLTGCAG
TACCGCCACTCCGCGCAGCCCTGGGCCGACTTCACGCTGCTGGGCGLCCGCGLLCCCGGCACCTACAGCTGCTACTATCA
CACGCCCTCCGCGCCCTACGTGCTGT CGCAGCGCAGCGAGGTGCTGETCATCAGCTGEGAAGGTGAGGGCLCCTGAGGLCE
GGCCCGCCTCCTCCGCCCCAGGRATGCAGGLCCCAGGACCTCCGCCCTCAGACCCAGEAGCCCAGGCCCCCAGCCTCTCC
TCCTTCAGACCCAGGGGTCTAGTCCTGCAGCCCCTCCTCCUTCAGACCCAGGATTCCTGGGACCCAGCCCUTCCTCCCTC
AGATCCAGGAGTCTAGTCCTCCAGCTCCTCCTCCLTCAGACCCAGGATTCCCGGGCCCCAGTACCTCCTCCCTCAGRACCC
AGGACTCCAGGCCCCCAGCCCCTCCTTCCTGGACCCAGGACTCCAGGCCCCCAGCCCCTCCTTCCTGATCCAGCAGTCCA
GGCCCCAGCCCCTTCTTCCTGGACCCAGGAGTTGARAGCCTCCATCGRCTCCCCCTCAACTTTGAGACTGTAGAGTCAGET
CCCTAAGTCCACCCCAGGGGCTGGAARCCTGGAGTTCAGEGCCCAGACTTTGGGGTCCGGGAGCTGATGGCCCCTCTCTE
CCGGCTCCGCLCGCAGRCTCTGECTCCTCCGACTACACCCGGGGGAACCTAGTCCGCC TGGEGCTGGLCGGGCTGETCLT
CATCTCCCTEEGCGCGCTGETCACTT TTGACTGGCGCAGT CAGAACCGCGC TCCTGCTGGTATCCGCCCC TGAGCCCCAG
GAGCACTGCAGCCCGAGACTTCCAACCTGAGTGGCGGAGAAGCTGGGACCCTGGGCTGGACTGTCCTTTCCTGCAGCCCC
ACAGTCCTGCTGGCTEGAGCTCCGLGGAACGGTCLTTAGACCCCGLTGTGCCUTGTGCTGTAGCTTCTTTCCAGGCCTTTC
CCAARGGAGTAGCTGAARGGARGACGCGATTAGTGGTTARGACTTCCAAGCCAGRAGACAGAGGGTTCGAATCCCAGCACT
GCCGTCTACTCACTGTAGTAGTAGCAGC TACAGAAAGGTAGTAGTGAGACGTGAAGCCAGCTGGACTTCCTGGGTTGART
GGGGACCTGGAGARCTTTTCTGTCTTACAAGAGGATTGTAARATGGACCARTCAGCACTC TGTAAGATGGACCAATCAGC
GCTCTGTAAAATGGACCARTCAGCAGGRCATGGGCGGGGACRATARGGGAATAAARGCTGGCGAGCGCGGCACCCCACCA
GAGTCTGCTTCCACGCTGTGGGAGCTTTGTTCTCTTGCTCTACACAATARATCTTGCTGCTGCTAR

FIG. 25A

MALVLILQLLTLFPPASYHPKPWLGAQPATVVTPGYNVTLRCRAPQPAWRFGLFKPGEIAPLLFRDVSSELAEFFLEEVT
PAQGGSYRCCYRRPDWGPGVWSQPSDVLELLVTEELPRPSLVALPGPVVGPGANVSLRCAGRLRNMSFVLYREGVAAPLQ
YRHSAQPWADFTLLGARAPGTYSCYYHTESAPYVLSQRSEVLVISWEGEGPEARPASSAPGMOAPGPPPSDPGAQAPSLS
SFRPRGLVLQPLLPQTQDSWDPAPPPSDPGV

FIG. 25B
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TCAGAGTGAARARGGCAGGGTCAACCTTTTCCTCAGCTCCACGGAGAGTGCCCACCATGGTCCTGTCGCTGATACTCCAG
CTGTCGACTCTCTGTGAGCTGTCCCTCCCCTEECCTGCATGCCGTGCTGACTTCACACCAACAGCGCCCCTAGCCTCATA
CCCCCAGCCATGGCTGGEAGCTCATCCTGCTGCAGTTGTGACTCCTGGCATCAACGTGACCTTGACTTGCCGCGCACCTC
AATCTGCCTGGCGGTTTGCACTCTTCARAAGTGECCTTGTCACCCCTCTGC TCCTCCGGGATGTGTCCETTGAGCTGGLT
GAGTTCTTCCTGGAAGARGT GACTCCGGCCCARGGGGGCAGTTATCACTGCCGCTACCGCAAGACAGRCTGGGGGCTAGG
TGTCTGGTCTCAGCCCAGTAATGTTC TGGAACTGCTGGTAACGGATCAGCTCCCCAGACCATCACTGGTGGCACTGCCTG
GGCCTGTGGTGGCCCCGGEAGCCAACGTARGCCTGCGLTGTGCAGGCCGCATACCGGGCATGAGTTTTGCACTGTACCGC
GTAGGCGTGGCAACCCCTCTGCAGTATATTGRACTCTGTGCAGCCCTGEGCTGACTTCCTT TTGATCGGCACACACACACT
TGGCACCTACTGTTGCTATTACCACACGCCTTCTGCCCCCTATGTGCTATCACAGCGCAGCCAGCCACTGGTCATCAGTT
TCGARGGTTCTGGCTCCTTGGACTATACCCAGGGARACCTCATCCGTTTGGGGCTGGCAGGARTGGTCCTCATCTGCTTG
GGCATCATAGTTACTTGTGATTGGCACAGCAGGAGCTCTGCCTTTGATGEGTCTCCTGCCCCAGCAARALTGAAGAGACTG
CCTGGAGATGGACAGAGAAGCTGGGATCCTTGETGACCAGCCCCTCTGARACACTC TAGGCCTCCAGACTCCACCAGATA
CTCATTCTTCACCACACTGTCAGGC TTGTTGARGGAT TAARAGGAAGTGACTGGCCTGTGGTAAATGATGTTCAGCTRATG
TTAGTGACTTTATCCTCCCTTGARAACCTCTATTTCCTTCCTGTGCCTTATTTCCGGCTCCCCACCTCTCCTTTCTTTTT
CTTTCTGGCCGOGTTGEGATCATAGGTTCATTC TACCACACCCAGCAAAAATTTCTAATTCCATATTTTAAGGGTAATAL
CCAGGCCTCAGCCGTGTGTAGRGGCARARAAGRCARCTTCCAGGAGT TGATTTTCTCTGTCCATCCTGTAGGTCCTAGGE
TTTGARCTCAGGCTGCCAGGCTTAGCCACARCAACTTTACCCACTGAGCCATCTGGCTGGCTCCTAAGTARATTTATGTTT
TTATATATATGAATGCTTTGCCTGTATGCATGTAGGCCTCGCTCCCCAAGGAAGCCAGARGAAGGCATCTCATCTCTTGEG
AATTAGAGTTACAGATGGGTGTGAGCCACCATGTAGTGCTAGAAGCCCCAACCAAGGTCCTCTAGARGAGTAGCCAGTAC
TCTTAACTGCTAAGCCATCTCTCCARCGCCCCCAAATCTATAAGATTAAAGTACTCATTCTCTCTTCTCTTCCAATGTTT
TGGGGGTTTGTTCGTTTGTTTTTTAGTGCARTTTT T TAGTATTGARCCCAGGTCCTTCTACGTGC TAGGCAAGTACTTTA
CCCTGTGCTACARATCCCATCT CCCAGETAR P T TTAARAAATTAATCATARATTTT TGATGTTTTGGAARCRGTCTTATT
CTGTARTGTARRATGACTTGARCTTGAATARATGTTCCTGCCTCAGCCTCTTGAATACCAARRARANAALAAR

FiG. 26A

MVLSLILQLSTLCELSLEPWPACRADFTPTAPLASYPOPWLGAHPARAVVTPGINVTLTCRAPQSAWRFALFKSGLVTPLLL
ROVSVELAEFFLEEVTPAQGGS YHCRYRKTDWGPGVWSQPSNVLELLYVTDQLPRPSLVALPGPVVAPGANVSLRCAGRIP
GMSFALYRVGVATPLQYIDSVQPWADFLLIGTHTEPGTYCCYYHTPSAPYVLSORSQPLVISFEGSGSLDYTQGNLIRLGL
AGMVLICLGIIVTCDWHSRSSAFDGLLPOON

FIG. 26B
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GGCACGAGGCAACCTTTTCCTCAGCTCCACGGAGAGTGCCCACCATCGTCCTGTCGCTGATACTCCAGCTGTCGRCTCTC
TGTGAGCTGTCCCTCCCCTGGCCTGCATGCCGTGCTGACTTCACACCARCAGCGCCCCTAGCCTCATACCCCCAGCCATG
GCTGGGAGCTCATCCTGCTGCAGTTGTGACTCCTGGGATCRAACGTGRACCTTGACTTGCCGCGCACCTEARTCTGCCTGGC
GGTTTGCACTCTTCARAAGTGGCCTTETCACCCCTCTGCTCCTCCGGEATGTGTCCGTTGRGC TGGCTGAGTTCTTCCTG
GAAGARAGTGACTCCGGCCCARGGGGGCAGTTATCACTGCCGCTACCGCAAGACAGACTEGEGGGCCAGGTGTCTGGTCTCA
GCCCAGTAATGTTCTGGAACTGCTGGTAACGGATCAGCTCCCCAGACCATCACTGGTGRCACTGCCTGGGCCTEGTGETGG
CCCCGGGAGCCRACGTAAGCCTGCGCTGTGCAGGCCGCATACCGGGCATGAGTTT TGCACTGTACCGCGTAGGCGTGGCR
ACCCCTCTGCAGTATATTGACTCTGTGCAGCCCTGGGUTGACTTCCTTTTGATCGGCACACACACACCTGGCACCTACTG
TTGCTATTACCACACGCCTTCTGCCCCCTATGTGCTATCACAGCGCAGCCAGCCACTGGTCATCAGTTTCGAAGGTRAGA
AGCTCTGGCTCTCCTCCTTCAGACCCAGGCGACCAGGGGACATCARCTCCATTAARCTTAGAGACARCTCCATCTGTGTG
TCAGARACACAGAARAGC AACAAGACTCTGGGATACAGBACCARCACCCTGTCTCCCTCGTTT TGGCTCGCAGETTCT GG
CTCCTTGGACTATACCCAGGGAARCCTCATCCG TTTGRGGCTGGCAGGAATGETCCTCATCTGCTTGGGCATCATAGTTA
CTTGTGATTGGCACAGCAGGAGC TCTGCCTTTGATGGTCTCCTGCCCCAGCAARAC TEGRAAGAGAL TGLCTGGAGATGGAC
AGAGRAGCTGGGATCCTTGGTGACCAGCCCCTCTGAAACACTCTAGGCCTCCAGACTCCACCAGATACTCATTCTTCACC
ACACTGTCAGGCTTGTTGARGGAT TAAAGGARGTGACTGGCCTGTGGTAARTGATGTTCAGCTARTGTTAGTGACTTTAT
CCTCCCTTGAARACCTCTAT T TCCTTCLTGTZCCTTATTTCCGGCTCCCCACCTCTCCTTTCT TTTTCTTTCTGGCCGLG
TTGGGATCATAGGTTCATTCTACCACACCCAGCARARATTTCTAATTCCATATTT TARGGGTAATACCCAGGCCTCAGCC
GTGTGTAGAGGCARAAARGACRACTTCCAGGAGT TGATTTTCTCTGTCCATCCTGTAGETCCTAGEGTTT GARCTCAGGC
TGCCAGGCTTAGCCACARCARCTTTACCCACTGAGCCATCTGGCTGGUTCCTARGTAATTTATGTTTTTATATATATGAA
TGCTTTGCCTGTATGCATGTAGGCCTCGCTCUCCARGGARGCCAGAAGARGGCATCTGATCTCTTCGAATTAGAGTTACR
GATGGGTGTGAGCCACCATGTAGTGCTAGAAGCCCCAACCAAGGTCCTCTAGRAGAGTAGCCAGTACTCTTAACTGCTAR
GCCATCTCTCCAAGGCCCCCAMMTC TATAAGAT TAAAGTACTCATTCTCTCTTCTCTTCCAATGTTTTGGEGGTTTGTTC
GTTTGTTTTTTAGTGCAATTTTTTAGTATTGAACCCAGGTCCTTCTACGTGCTAGGCARGTACTTTACCCTGTGCTACAA
TCCCATCTCCCAGGTAATTTTTABAAAATTARTCATARATTTTTGATGTTTTGGAARACAGTCTTATTCTGTARTGTAARA
TGACTTGAACTTGAATABATGTTCCTGCCTCAGCARAAARAAAARARNARAARA

FIG.27A

MVLSLILQLSTLCELSLPWPACRADFTPTAPLASYPQPWLGAHPARVVTEGINVTLTCRAPQSAWRFALFKSGLVTPLLL
RDVSVELAEFFLEEVTPAQGGS YHCRYRKTDWG PGVHSQPSNVLELLVTDOLPRPS LVALPGPVVAE GANVSLRCAGRIP
GMSFALYRVGVATPLQYIDSVQPWADFLLIGTHTPGTYCCYYHTPSAPYVLSORS OPLVI SFEGKKLWLS SFRERRPGDI
NSIKILRDNSICVSETQKSNKTLGYRTNTLSPSFWLAGSGSLDYTQGNLIRLGLAGMVLICLGI IVTCDWHSRSSAFDGLL
PQON

FIG.27B
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