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Figure 2a

atgcagaaggaagtggagcagaactctggaccectecagtgttecagagggagecattyg
cctctcfcaactgcacttacagtgaccgaggttcccagtccttcttctggtacagaca
atattctgggaaaagccctgagttgataatgtccatatactccaatggtgacaaagaa

gat: ttacagcacagctcaataaagecagecagtatgtttctetgeteatea

gagactcccagcccagtgattcagccacctaéctctgtgccgttacaaotgacagctg

tt ttt caggttgtggt elele? atccagaac

cctgacccetgeegtgt accagc’tgagagactct aaatccagtgacaagtcetgtetgee
tattcaccgattttgatteteaaacaaatgtgtcacaaagtaaggattetgatgtgta
tatcacagacaaa@gtgctagacatgaggtctatggacttcaagagcaacagtgct

gtggcctggagcaacaaatcetgactttgeatgtgecaaacgecttcaacaa ta

ttecagaagacaccttetteocccageccagaaagttectaa

Figure 2b

atgaacgetggtgteactcagaccccaaaattecaggtectgaagacaggacagagca
tgacactgcagtgtgceccaggatatgaaccatgaatacatgtcecetggtatcgacaaga
cccaggcatggggctgaggctgatﬁcattactcagttggtgctggtatcactgaccaa
ggagaagtcccecaatggectacaatgtetecagatcaaccacagaggattteecegetea
ggctgetgteggetgetecctecccagacatetgtgtact tetgtgecagcaggeeggg
actagcgggagggcgaccagagcagtacttcgggccgggcaccaggctcacggtceiéa
gaggacctgaaaaacgtgttoccaccegaggtegetgtgt ttgagecatcagaageag
agatctcecacacccaaaaggecacactggtgtgectggecacaggettctaceeega
ccacgtggagctgagetggtgggtgaat gca r‘anfnmatc@aca
gacccgcageccetcaaggageagoccgecctecaatgactccagatacgetetgagea

geeged teteggecacettetggecaggacececegeaaccacttocegetgtea
agtccagttcetacgggeteteggagaatgacgagtggacecaggatagggecaaacee
gteacccagategtcagegecgaggeetggggtagagecagactaa
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Figure 3a

K,EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF
GAGTQVVVTP DIQNPDPAVY QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS
DVYITDKCVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS ITPEDTFFRS

PESS*

M

Figure 3b

N,AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTIVTEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VCTDPQPLKE QPATNDSRYA LSSRLRVSAT
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Figure 8a

atgeagaaggaagtggagcagaactetggaccecteagtgttecagagggagecattg
cctetcteaactgeacttac cgaggttoccagtecttottotggtacagaca
atattetgggaaaagccctgagttgataatgtecatatactecaatggtgacaaagaa
gatggaaggtttacagcacagctcaataaagecagecagtatgtttetetgetcatea
gagactcccagcccagtgattcagccacctacctctgtgccgttacaactgacagctg
ggggaaattgcagtttggagcagggacceaggttgtggtcacececagatateccagaac
ccggaEcctgccgtgtaccagctgagagactctaaatccagCQacaagtctgtctgcc
tattcaccgattttgattctcaaacaaatgtgtcacaaagtaaggattctgatgtgta
tatcacagacaaatgtgtgctagacatgaggtetatggacttcaagageaacagtget
gtggeetggageaacaaatetgactttgeatgtgeaaacgectteaacaacageatta
ttceagaagacaccttcttecccageccagaaagttectaa

Figure 8b

atgeaactactagaacaaagtectcagtttetaageatcec: aatctca
ctgtgtactgcaactcctcaagtgttttttecagettacaatggtacagacaggagee
tggggaaggtectgtectectggtgacagtagttacgggtggagaagtgaagaagetg
aagagactaacctttcagtttggtgatgcaagaaaggacagttctctccacatcacty
cggeccagectggtgatacaggeetetacctetgtge: = caaggaaa
tctcatctttggaaaaggeactaaactcetetgttaaaccaaatatccagaacccggat
cetgecgtgtaccaget tctaaatceagtgacaagtctgtetgectattea
ccgattttgattctcaaacaaatgtgtcacaaagtaaggattetgatgtgtatatcac
agacaaatgtgtgctagacatgaggtctatggacttcaagagecaacagtgctgtggee
tggagcaacaaatctgactttgecatgtgeaaacgectteaacaacageattattceeag
aagacaccttcttecccageccagaaagttectaa

Figure 8¢

atggtggatggtggaatcactcagtccccaaagtacctgttecagaaaggaaggacaga
atgtgaccctgagttgtgaacagaatttgaaccacgatgecatgtactggtaccgaca
ggacccagggcaagggetgagattgatctactactcacagatagtaaatgacttteag
aaaggagatatagctgaagggtacagegtcetctegggagaagaaggaatcetttecte
tcactgtgacatecggecc ccgacagetttetatetetgtgecagtagtic
gaggagctectacgageagtacttegggecgggeaccagget cacggt cacagaggac
ctgaaaaacgtgticccaccecgaggtcgetgtgtttgagecatcagaageagagatet
cccacacccaaaaggccacactggtgtgeetggecacaggettetaceccgaccacgt
ggagcetgagetggtgggtgaatgggaaggaggtgeacagtggggtetgeacagacceg
cagcccctea agcecgecectcaatgactecagatacagectgageagecgee
tgagggtcteggecaccttetggeagaacecccgeaaccacttecegetgtecaagteca
gttctacgggeteteggagaatgacgagtggacceaggatagggaecaaacctgteace
cagattgtcagegecgaggectggggtagagcagactaa
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Figure 92

MQLLEQSPQFLSIQEGENLTVYCNSSSVFSSLQWYRQEP
GEGPVLLVTVVTGGEVKKLKRLTFQFGDARKDSSLHIT
AAQPGDTGLYLCAGAGSQGNLIFGKGTKLSVEPNIQNP
DPAVYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDSDVY:
ITDKCVLDMRSMDFKSNSAVAWSNKSDFACANAFNNSI
IPEDTFFPSPESSIE

Figure 9b

MVDGGITQSPKYLFRKEGQNVTLSCEQNLNHDAMYWY
RQDPGQGLRLIYYSQIVNDFQKGDIAEGYSVSREKKESF
PLTVTSAQKNPTAFYLCASSSRSSYEQYFGPGTRLTVTE
DLKNVFPPEVAVFEPSEAEISHTQKATLVCLATGFYPDH
VELSWWVNGKEVHSGVCTDPQPLKEQPALNDSRYSLSS
RLRVSATFWQNPRNHFRCQVQFYGLSENDEWTQDRAK
PVTQIVSAEAWGRAD it
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Figure 14a

atgcaggaggygacacagattcoctgeagetetgagtgteccagaaggagaaaacttgg
ttctcaactgeagttteactgatagegetatttacaacctecagtggtttaggcagga
cectgggaaaggteteacatctetgttgettattecagtcaagtcagagagageaaaca
agtggaagacttaatgectegetggataaatcatc: tagtactttatacattg
cagctteteagectggtgactcagecacctacctetgtgetgtgaggeccacateagy
aggaagctacatacctacatttggaagaggaaccagecttattgtteateegtatate
cagaaccctgaccetgecgtgtaccagetgagagact ctaaat ccagtgacaagtctg
tctgectatteacegattttgattcetecaaacaaatgtgtcacaaagtaaggattetga
tgtgtatatcacagacaaatgtgtgctagacatgaggtctatggacttecaagagcaac
agtgctgtggcctggagcaacaaatetgactttgeatgtgcaaacgectteaacaaca
gcattattcecagaagacaccttcttecccagecc toctaa

Figure 14b
atgggtgtcactcagacceccaaaattecaggtectgaagacaggacagageatgacac
tgecagtgtgccecaggatatgaaccatgaatacatgtectggtategacaagacecagy
catggggctgaggetgatteattacteagttggtgctggtateactgaccaaggagaa
gtccccaatggetacaatgtetocagatcaaceac ttteecgetecaggetge
tgteggetgceteccteccagacatetgtgtacttetgtgecageagttacgtegggaa
caccggggagetgttttttggagaaggetctaggctgacegtactggaggacctgaaa
aacgtgttcccacccgaggtegetgtgtttgageccatcagaagcagagateteccaca
cccaaaaggccacactggtgtgcctggccacaggcttctacccégaccacgtggagct
gagetggtgggtgaatgggaaggaggtgcacagtggggtectgecacagacecgeagece
ctcaaggagcageccgecctcaatgactecagatacgetetgageageegectgaggg
tcteggecaccttetggeaggacecccgeaaccacttecgetgtecaagtecagtteta
cgggetctocggagaatgacgagtggacccaggatagggecaaaceegtcacecagate
gtcagegecgaggccetggggtagageagactaa

aoano

Figure 15a

MQEXTQIPAALSVPEGENLVLNCSFTDSAIYNLQWFRQ
DPGKGLTSLLLIQSSQREQTSGRLNASLDKSSGRSTLYI
AASQPGDSATYLCAVRPTSGGSYIPTFGRGTSLIVHPYI
QNPDPAVYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDS
DVYITDKCVLDMRSMDFKSNSAVAWSNKSDFACANAF
NNSIIPEDTFFPSPESSI

Figure 15b

MGVTQTPKFQVLKTGQSMTLQCAQDMNHEYMSWYRQ
DPGMetGLRLIHYSVGAGITDQGEVPNGYNVSRSTTEDF

PLRLLSAAPSQTSVYFCASSYVGNTGELFFGEGSRLTVL
EDLKNVFPPEVAVFEPSEAEISHTQRKATLVCLATGFYPD
HVELSWWVNGKEVHSGVCTDPQPLKEQPALNDSRYAL

SSRLRVSATFWQDPRNHFRCQVQFYGLSENDEWTQDRA
KPVTQIVSAEAWGRAD I
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Figure 192 Figure 202

atgcaggaggygacacagattectgecagetetgagtgt cecagaaggagaaaacttgy
ttecteaactgeagttteactgatagegetatttacaacctecagtggtttaggeagga
cecetggga: ctcacatetctgttgettattecagtcaagtcagagagageaaaca
agtggaagacttaatgcctcgetggataaatcatcaggacgtagtactttatacattyg
cagettctcagectggtgactcagecacctacctetgtgetgtgaggeecacatcagg
aggaagctacatacctacatttggaagaggaaccagecttattgtteatecgtatate
cagaaccctgaccectgeegtgtaccagetgagagactctaaatecagtgacaagtotg
tctgectattcaccgattttgattetecaaacaaatgtgtcacaaagtaaggattctga
tgtgtatatcacagacaaafiigtgctagacatgaggtctatggacttcaagagcaac
agtgctgtggectggagcaacaaatetgactttgeatgtgeaaacgecttcaacaaca
gecattattccagaagacaccttettecccageccagaaagttectgttaa

Figure 20b

atgggtgtcactcagaceccaaaatteccaggtcetgaagacaggacagagecatgacac
tgeagtgtgeccaggatatgaaccatgaatacatgtectggtategacaagacccagg
catggggctgaggetgattcattactcagttggtgctggtatcactgaccaaggagaa
gtecccaatggctacaatgtctccagatcaaccacagaggatttecegetcaggetge
80 tgteggetgetecceteccagacatetgtgtacttetgtgecageagttacgtegggaa
o M caccggggagetgttttttggagaaggetctaggetgacegtactggaggacetgaaa
RE (J’l ) aacgtgttcccaccegaggtegetgtgtttgagecatcagaageagagateteccaca
cccaaaaggcecacactggtgtgectggecacaggettctaccecgaccacgtggagct
Figure 19b gagetggtgggtgaatgggaaggaggtgcacagtagagt diiacagaccegeagece
ctecaaggagceagcecegecctcaatgactcecagatacgetctgagecagecgectgaggg
teteggecaccttetggeaggaccecegcaaccacttecgetgtcaagtecagtteta
cgggetcteggagaatgacgagtggacccaggatagggecaaaccegteacceagate
gtcagcgacgaggectggggtagagecagactgttaa

ooooad

Figure 21a

MQEXTQIPAALSVPEGENLVLNCSFTDSAIYNLQWFRQ
DPGKGLTSLLLIQSSQREQTSGRLNASLDKSSGRSTLYI
AASQPGDSATYLCAVRPTSGGSYIPTFGRGTSLIVHPYI
QNPDPAVYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDS
DVYITDKCVLDMRSMDFKSNSAVAWSNKSDFACANAF
NNSIIPEDTFFPSPESSC#It

—T
10 20 30 40 50 60 70

Figure 21b
REE (M)

MGVTQTPKFQVLKTGQSMTLQCAQDMNHEYMSWYRQ

DPGMGLRLIHYSVGAGITDQGEVPNGYNVSRSTTEDFP

LRLLSAAPSQTSVYFCASSYVGNTGELFFGEGSRLTVLE
DLKNVFPPEVAVFEPSEAEISHTQKATLVCLATGFYPDH
VELSWWVNGKEVHSGVCTDPQPLKEQPALNDSRYALSS
RLRVSATFWQDPRNHFRCQVQFYGLSENDEWTQDRAK

PVTQIVSAEAWGRADCHIE
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Figure 34a

MKEVEQNSGPLSVPEGAIASLNCTYSDRGSQSFFWYRQYS
GKSPELIMFIYSNGDRKEDGRFTAQLNKASQYVSLLIRDSQP
SDSATYLCAVKGGSGGYQKVTFGTGTKLQVIPNIQNPDPA
VYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDSDVYITDKC
VLDMRSMDFKSNSAVAWSNKSDFACANAFNNSIIPEDTFF
PSPESS{ZIE

Figure 34b

MGVMQNPRHLVRRRGQEARLRCSPMKGHSHVYWYRQLP
EEGLEKFMVYLQKENIIDESGMPKERFSAEFPKEGPSILRIQ
QVVRGDSAAYFCASSPQTGGTDTQYFGPGTRLTVLEDLEN
VFPPEVAVFEPSEAEISHTQKATLVCLATGFYPDHVELSW
WVNGKEVHSGVCTDPQPLKEQPALNDSRYALSSRLRVSAT
FWQDPRNHFRCQVQFYGLSENDEWTQDRAKPVTQIVSAE
AWGRAD 1k . ’
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Figure 39a — T48—C a 84

atgc ggagcagaactctggaccectcagtgttc ca
ttgcctetctcaactgeacttacagtgacegaggtteecagtecttettetggta
cagacaatattctgggaaaagccctgagttgat aatgtecatatactecaatggt
gac aggtttacagcacagct Paa‘}'aaau(‘r‘aar‘r‘nﬂtﬁtgttt
thtgctcatcagagathccagcccagtgatt cagccacctacctetgtgecgt
tacaactgacaget: tgeagtttggage: ccaggttgtggte
accccagatatccagaaccetgacectgecgtgtaccagetgagagactetaaat
ccagtgacaagtctgtctgectattcaccgatttigatteteaaacaaatgtgte
acaaagt aaggattctgatgtgtatatcacagacaa@gtgct agacatgagg
tctatggacttcaagageaacagtgetgtggectggageaacaaatetgactttg
catgtgcaaa.cgccttcaacaacagcattattu. cacettetteeccag
cccagaaagttectaa

Figure 39b — T48—>C o §4
Mo
K,EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY SNGDKEDGRF
TAQLNKASQY VSLLIRDSQP -SDSATYLCAV TTDSWGKLQF GAGTQVVVIP DIQNPDPAVY
K SVCL] DVYITDKCVL DMRSMDFKSN SAVAWSNKSD
FACANAFNNS IIPEDTEFPS PBSS‘

goooad

Figure 42a - L50-> C o $iDNAKS

Atgc tggagcagaactetggacceccteagtgttec:

ttgccteteteaactgeacttacagtgacegaggtteccagtecttettetggta
cagacaatattctgggaaaagcectgagttgataatgtecatatactecaatggt
gacaaagaagatggaaggtttacageacagetcaataaagecagecagtatgtit
ctetgeteatcagagacteccageccagtgattcagecacctacctetgtgeegt
ttgcagttt: jacccaggttgtggte
accccagatatc ctgaccctgecgtgtaccagctgagagactetaaat
ccagtgacaagtctgtetgectatteacegattttgattctcaaacaaatgtgte
acaaagt. aaggattctgatgtgtatatcacagacaaaactgtg@gac atgagg
tctatggacttcaagagcaacagtgetgtggectggagcaacaaatctgactttg
catgtgcaaacgecttcaacaacageattattec: accttcttececag
ccecagaaagttcctaa

tacaactgacage

Figure 42b - L50— C o 873 /B&51

Mo

X;EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF
GAGTQVVVTP DIQNPDPAVY QLRDSKSSDK SVCLFTIDFDS QTNVSQSKDS
DVYITDKTVC DMRSMDFKSN SAVAWSNKSD FACANAFNNS 1IPEDTFFPS PESS*

ooad

Figure 43a — Y10-5C o §

atge ggagcagaactctggaccccteagtgtiee ca
ttgectotetcaactgeacttacagtgaccgaggttoccagtecttettetggta
cagacaatattet cctgagttgataatgtecatatactecaatggt
ttacagcacagetcaataaagecagecagtatgttt

gac: gat:
ctctgeteatcagagacteccageccagtgattcagecacctacctetgtgeegt
tacaactgacagctgggggaaattgeagtttggagcagggacccaggtigtggte
accccagatatccagaaccctgaccctgccgtg@cagctgagagactct aaat
ccagtgacaagtctgtetgectattecaccgattttgatictcaaacaaatgtgte
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgctagacatgagg
tectatggacttcaagagecaacagtgctgtgg atctgactttg
catgt cgectteaacaacageattattor caccttctteccecag
cccagaaagttectaa

Figure 43b - Y105>C o ${

MQ

K,EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLOF
GAGTQVVVIP DIQONPDPAVC QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS
DVYITDKTVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS*
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Figure 40a — T45~> C o $IDNAKLF]

Atgcagaaggaagtggagcagaactctggacccecteagtgttccagagggageca
ttgcetetcteaactgeacttacagtgaccgaggtteccagtecttettctggta
cagacaatattctgggaaaagccctgagttgataatgtccatatactccaatggt
gacaaag ttacagcacagetcaataaagcecagecagtatgttt
ctectgeteat cagagactcccagcccagtgattcagccacctacctctgtgccgt
tacaactgacagcetgggggaaattgeagtttggageagggacccaggttgtggte
accceagatatecagaaccctgacceetgecgtgtaceagetgagagactetaaat
ccagtgacaagtcetgtetgectattecaccgattttgattetcaaacaaatgtgte
acaaagtaaggattctgatgtgtatatcfiigacaaaactgtgetagacatgagg
tetatggacttceaagagcaacagtgetgtggectggagecaacaaatetgactttyg
catgtgcaaacgcettcaacaacageattattccagaagacaccttettececcag
cceagaaagttcctaa

Figure 40b — T45-> C o #5731 /8 5]

MQ

K,EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY SNGDKEDGRF
TAQINKASQY VSLLIRDSQE SDSATYLCAV TTDSWGKLCF GAGTQVVVTP DIQNFDPAVY
QLRDSKSSDK SVCLFTDFDS QINVSQSKDS DVYICDKTVL DMRSMDFKSN SAVAWSNKSD
FACANAFNNS IIPEDTFFPS FESS*

0oood
Figure 41a - S61> C o $iDNAKF]|

Atgcagaaggaagtggagcagaactctggaccectcagtgttecagagggageca
ttgcctctetcaactgeacttacagtgaccgaggttececagtecttettetggta
cagacaatattctgggaaaagcectgagttgataatgtecatatactecaatggt
gacaaagaagatggaaggtttacageacagetcaataaagecagecagtatgttt
ctctgctcatcagagactcccageccagtgattcagecacctacctetgtgeegt
tacaactgacagctgggggaaattgecagtitggagecagggacccaggttgtggte
accceoagatatccagaaccctgaccetgeegtgtaccagetgagagactectaaat

ccagtgacaagtctgtetgectattcaccgattttgattctecaaacaaatgtgte
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgctagacatgagg
tctatggacttcaagageaac@Bgetgtggcctggagcaacaaatctgactttyg
catgtgcaaacgccttcaacaacageattatteccagaagacaccttettecccag
cccagaaagttoctaa

Figure 41b — S61- C o ${7 /R 5

MQ

K;EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF
GAGTQVVVTP DIQNPDPAVY QLRDSKSSDK SVCLFTDFDS QINVSQSKDS
DVYITDKTVL DMRSMDFKSN CAVAWSNKSD FACANAFNNS ITPEDTFFPS PESS*
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Figure 44a - S15-5C o0 ¢

atgeagaaggaagtggageagaactctggaccectcagtgttecagagggageca
ttgcctetetcaactgeacttacagtgaccgaggtteccagteettcttctggta

cagacaatattctgggaaaagccctgagttgataatgtecatatactecaatggt:
gacaaagaagatggaaggtttacagcacagctcaataaagccagecagtatgttt
ctetgeteatcagagacteccageccagtgattcagecacctacetetgtgeegt
tacaactgacagct. ttgeagttiggage ccaggttgtggte
accccagatatccagaaccect: cctgecgtgtaccage aat
ccag’ aagt ttcaccgattttgattcecteaaacaaatgtgte
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgctagacatgagg
tectatggactt C gactttg
catgtgcaaacgcettcaacaacagecattattceagaagacacettettccecag
cccagaaagttectaa

aacagtgctgtggectgg

Figure 44b - S15-5C o §§
MO
K,EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF

GAGTQVVVTP DIONPDPAVY QLRDCKSSDK SVCLFTDFDS QTNVSQSKDS
DVYITDKTVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS*

ooano

Figure45a - L12>C o 8

atgcagaagg ct ccetecagtgttec ca
ttgccetctctecaactgeacttacagtgacegaggttcecagtecttettetggta
cagacaatattctgggaaaagccctgagtitgataatgtecatatactcecaatggt
gacaaagaagatggaaggtttacagcacagetcaataaagccageccagtatgtit
ctetgetecatcagagactcccageccagtgattcagecacctacctetgtgeegt
tacaactgaci ggge tgcagttt )ggacccaggttgtagtc
accccagatatccagaac(:ctgaccctgccgtgtaccag@agagactctaaat
ccagtgacaagtctgtctgectatteacegattttgatteteaaacaaatgtgte
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgcetagacatgagg
tctatggacttcaagageaacagtgcetgtggeetggageaacaaatetgactttyg
catgtgcaaacgcettcaacaacageattattec accttcttocceag
cccagaaagttoctaa

Figare 45b —L12-C o $4
MO
K,EVEQNSGPL: SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF
GAGTQVVVTP DIQNPDPAVY QCRDSKSSDK SVCLFTDFDS QTNVSQSKDS
DVYITDKTVI: DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS*
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Figure 46a ~ V22-C o ${

atgc agaactctggaccectcagtgtta ca
ttgectetetcaactgeactt jgttcccagtecttcttetggta
cagacaatattctgggaaaagecctgagttgataatgtecatatactecaatggt
gacaaagaagatggaaggtttacagcacagctcaataaagecagceagtatgttt

ctetgetoate: tgattcagecacctacctetgtgeegt
tacaactgacagc gttt ccaggttgtggte
ctaaat

accccagatatcecagaaccctgacectgeegtgtaccagety
ce tgectattcaccgattttgatteteaaacasatgtgte
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgctagacatgagg
tctatggactt cagtgetgtggectggagcaacaaatctgactttyg
catgtgcaaacgcettcaacaacagcattattccagaagacaccttettecccecag
cccagaaagttcecetaa

Figure 46b — V22>C o §{

MO

K,EVEQNSGPL, SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF
GAGTQVVVTP DIQNPDPAVY QLRDSKSSDK SECLFTDFDS QTNVSQSKDS
DVYITDKTVL. DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS*
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Figure 47a - M52->C at 8

atgc Jgagcagaactotggaccectaagtgttec
ttgcctctctcaactgcacttacagtgaccgaggttcccagtccttcttctggta
cagacaatattoet: tgataatgtccatatactccaatggt

gacaaégaagatggaaggtttacagcacagctcaataaagccagccagtatgttt
ctetgeteate tecc gtgatteageceacctacctetgtgeegt
tacaactgacagct : tgtggte
accccagatatccagaaccctgacectgecgtgtaccagetgagagactctaaat
ccagtgacaagtctgtctgectattoacegattttgattcetcaaacaaatgtgte
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgctagaciimagg

tttggage

tctatggacttcaagagc gctgtggectggageaac: tetgactttg
atgtgcaaacgccttcaacaacageattattocagaagacaccttcttocceag
cccagaaagticctaa

Figure 47b - M525C o 81
MO
K,EVEQNSGPL SVPEGATAST NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF
GAGTQVVVTP DIONPDEAVY QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS
DVYITDKTVI DCRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS*

Figure 50a—Ser77-> C B ¢4

act atgaaccatgaatacatgtectggtateg
scaggc t attactc tatc
actga o 2

attteceget cggetgetecet ctgtgtacttctg
acttegggeceggge

ac ac gtgttcccace
a ccacacc cactggtgtg

cet tctaccecgaccacgtggagetgagetggt
geac c ccg
cectcaatgactccagatacgetctgEElage tcggccacett

cacttccgetgteaagtecagttetacgggeteteg

gagaatgacgagtggacccaggatagggccaaacccgtcacccagat cgtcageg
tgggg

Figure 50b Sex77—> C 8 &

M

N AGVTQTPKF QVLKIGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSY
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVESG VSTDPQPLKE QPALNDSRYA LCSRLRVSAT
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVIQIVSAEA WGRAD*
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Figure 51a—Ser17-> C 8 #{

at tc agacaggacaga

gc gt atgaacc atcg

i a gaggctgattcattacteagttggtget:
actgacc a
atttecegetcaggetget cecteed cat cttctg

'gac actto

tcac cac C teococ
: e eecacs:
cctggecacaggettc cacqy tgg

g
C tgac C ctegge: t
cf C cacttecgetgtcaagtcc ctcg
agage
Figure 51b Ser17->C B #{

M

N,AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE PCEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LSSRLRVSAT
FWQDPRNHFR CQVQFYGLSE NDEWIQDRAK PVIQIVSAEA WGRAD*

(56)

gad

JP 2005-514006 A 2005.5.19

oono
Figure 48a - Y43>C o 84

atgcagaaggaagtggagcagaactctggacecctcagtgttecagagggageca
ttgcetctetcaactgecacttacagtgaccgaggttecccagtecttettctggta
cagacaatattc cctgagttgataatgtccatatactecaatggt
gacaaagaagatggaaggtttacagcacagetcaataaagecagecagtatgttt
ctctgeteatcagagactcoccageecagtgattcagecacctacetetgtgeegt
tacaactgacagctgggggaaattgeagtttggageagggacccaggttgtggte
acccecagatatecagaaccctgaccctgecgtgtaccagetgagagactctaaat
ccagtgacaagtetgtetgectatteaccgattttgattetcaaacaaatgtgte
acaaagtaaggattctgatgtg tcacagacaaaactgtgctagacatgagg

tctatggactteo agtgctgtggect: aaatctgactttg
catgtgcaaacgecttcaacaacageattattoc acctitcttecccag
cccagaaagttcectaa

Figure 48b — Y43-C o $4
MQ

K\EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG XSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLOF
GAGTQVVVTP DIQNPDPAVY QLROSKSSDK SVCLFTDFDS CINVSQSKDS
DVCITDKIVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS*
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Figure 492 — Ser57—> C 8 84

atgaacgctggtgtcacteagaccecaaaatt ctgaagacaggacaga
gcatgacactgcagtgtgeccaggatatgaaccatgaatacatgtectggtateg
acaagacccaggcatggggetgaggetgatteattactcagttggtgetggtate
actgaccaaggagaagtccccaatggetacaatgtceteocagatcaaccacagagg
atttecegeteaggetgetgteggetget ccctcccagacat ctgtgtacttctg

ctagce

tgceage acttogggecggge
accaggctcacggt ety gtgttcccaccegaggtegetg
tgtttgageccatcagaagecagagatcteccacacccaaaaggecacactggtgtyg
cctggec tctaccccgaccacgtggage tggt tggg

ccctcaatgactecagatacgetetgagecagecgectgagggticteggecacctt
ctggcaggacccccgcaaccacttccgctgtcaagtccagttctacgggctctcg
gagaatgacgagtggacccaggataggge tegtcageg
ccgaggcecetggggtagageagactaa

Figure 49b Ser57—> C f $#{

M

N,AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVIEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VCTDPQPLKE QPALNDSRYA LSSRLRVSAT
FWODPRNHFR CQVQFYGLSE NDEWTQDRAK PVIQIVSAEA WGRAD*
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Figure 52a-Val 13-C g §{

atgaacgctggtgteactcagaccs ttecagg aggacaga
gca gc {sfelele tgaacca tacatgtcctggtateg

caggcatggggc naffaf‘fﬁsn‘fh:atgctggtatc
actgac coc jgctacaatgtetac

attteccegetcaggetgetgteggetget ccctcccagacatctgtgtacttctg

ccagagcagtactteo

gggactage
ggt.ci

ﬁr ttgagccat

ectggecac

sgtegetf

gatctcccacacccaaaaggecacactggtgtg

ggtgggtgaatggg

t acgtgttece:

gacca

a ggggteageacagacce catc

cctoaatgactcocagatacgctetgageageeged ctcggecacett
c ggacceccgeaaccacttoegetgtcaagtccagttetacgggeteteg
gagaatgacgagtggacceaggatagggecaaaccegtcacecagategtcageg
ccgaggectggggtagageagactaa

Figure 52 Val13->C 8 84

M

N,AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVTEDLKN VFPPEVACFE PSEAEISHTQ KATLVCLATG
FYPDHVELSW WUNGKEVHSG VSTDPQPLKE QPALNDSRYA LSSRIRVSAT
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD*

Figure 53a— Asp 59->C B #{
atgaacgctggtgtcactcagaccccaaaatt ccaggtectgaagacaggacaga

atgaatacatgtcctggtateg
cc gaggctgattcattactecagttggtgetgatate

gecatga

actgac ccccaatggetacaatgtetocagatcaaccacagagg
attteceo gc ccet agacatctgtgtacttctg
tgccage cagagcagtact

a cacggtcac cgetg

tgtttgagccatcagaagcagagatcteecacacccaaaaggecacactggtgtg
cct get gtggagctgagcetggtgggtgaatggg

tgca BEEcc

ccctecaatgactecagatacgetetgagcageegect gggtct ctt
< cgeaaccacttocgc ccag toteg
gacc a tecageg
taa
Figure 53b Asp 59—>C 8 81
M

N;AGVTOTPKF QVLXTGQSMT LOCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVIEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG
FYPDHVELSW WUNGKEVHSG VSTCPQPLKE QPALNDSRYA LSSRLRVSAT
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD*
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Figure 54a -~ Arg 79—>C B #{

atgaacgctggtgtcactcagaccccaaaattecaggtectgaagacaggacaga

gcatgacactgcagtgtgeccagg: ateg
acaagacccaggeatggggetgaggetgatteattacteagttggtgetggtate
actgace acaatgtcte agagg
atttcccgctcaggctgctgtcggctgctccctcccagacatctgtgtacttctg
tgo gaccagagcag
accaggctea C gtgtteccac cgctg
tgtttgageccatc: ctcccacacccaaaaggecacactggtgtg
cetggeeac tgg 999
agtgggg! < ccgeagocect

ccctcaatgactccagatacgctctgagcagc@chgagggtctcggccacctt

ctggcaggacccecgcaaccacttecgetgtecaagtecagttctacgggeteteg

gagaatgacgagt Jgccaaa tcacce gtcageg
ctggg: ctaa

Figure 54b Arg 79—>C 8 8

M

N,AGVTQTPKF QVLKTGOSMT LOCAQDMNHE YMSWYRQDPG MGLRLIRYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LSSCLRVSAT
FWQDPRNHFR CQVOFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD*

oooogoag

Figure 55a— Phe 14->C 8 {

atgaa tcact aattccaggtcoc caga
geatgacactgeagtgtge tacatgtcctggtateg
acaagacccaggcatggggetgagge teattact c

actgaccaaggagaagtccccaatggctacaatgtetccagatcaaccacagagg
atttcccgctcaggctgctgtcggctgctccct cccagacatctgtgtacttetg

agc agtacttegggecggge
. gtt cgctyg
tg@nnaanarranaaan ct
ccctc tacgetc t
ct accacttec
gagaatgacgagtggacccaggal cgteageg
Figure 55b Phe 14->C B 8

M

N,AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVTEDLKN VFPPEVAVCE PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LSSRLRVSAT
FWQDPRNHFR CQVQFYGLSE NDEWIQDRAK PVTQIVSAEA WGRAD*

Figure 58a— Glu 15-> C 8 &4

atgaacgctggtgtoactcagaccocaaaattccaggtectgaagacaggacaga

gecatgacactgecagtgtgeccaggatatgaaccatgaatacatgtectggtateg

acaagacccaggcatggggetgaggetgatteatt tggtgetggtatc
ceccaatggetacaatgtetce: =

attteoccgetc tgtecggetgcetec gtgtacttetg
tgccagcaggecgggactagegggagggegaccagageagtacttegggeeggge
accaggctcacggtcacagaggacctgaaaaacgtgt tcocacccgaggtecgetg
tgttttgtccatcagaageagagatcteccacacccaaaaggeccacactggtgtg
cctggecacaggettetaccecgacecacgtggagetgagetggtgggtgaatggg
aaggaggtgeacagtggggtcagcacagaccegeageccetcaaggagcageccyg
cectcaatgactccagatacgetctgageageegectgagggtetecggecacctt
ctggcaggacccccgeaaceacttecgetgtcaagtecagttetacgggeteteg
gagaatgacgagtggacccaggatagggccaaaccegteacccagategteageg
ccgaggectggggtagageagactaa

Figare 58b Glu 15> C 8 84

M

N;AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFC PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSGC VSTDPQPLKE QPALNDSRYA LSSRLRVSAT
FWQDPRNHFR COVQFYGLSE NDEWTQDRAK PVIQIVSABA WGRAD*
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Figure 56a— Gly 55->C 8 #

atgaacgctggtgtcactcagace ttccaggt
tgtg ccatgaatacatgtcetggtateg
acaagacccaggcatggggctgaggctgattcattactcagttggtgctggtatc
caatgtctecagatcaaccacagagg
atttcccgctcaggctgctgtcggctgctccctcccagacatctgtgtacttctg

tg 9 gacc actt
a cacggtcac ot gtgtteccaccegaggtegety
tgtt L. tg
cctggecacaggettotacccegac

teagcacagacccgeageeacta agcceg
cectcaatgactccagatacgetetgageageegectgagggteteggecacett
ctggeaggaccecegeaaccacttcegetgtcaagtccagttetacgggeteteg
agggccaaaccegteacccagategtcageg
cegaggectggggtagageagactaa

Figure 56b Gly 55~C 8 84

M

N,AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVIEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSC VSTDPQPLKE QPALNDSRYA LSSRLRVSAT
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSARA WGRAD*
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Figure 572 —Leu 63— C g §4

ggtgtcactcagaccce cctgaaga
geatgacactgcagtgtgcccaggatatgaaccatgaatacatgtectggtateg
acaagacccagge tactcagtt te
a ccccaatggetacaatgtetccagatcaaccacagagg
attteec cct. ttctg
aggecgggac c tacttcgggecggge
ca ceca cgetg
tgtttgage cteceacacee ggtgtg
ctaccecgace atggg

cgcagead)

t ctt

{ele] gtcaagtccagttetacgggeteteg
gagaatgacga,gtggacccaggatagggccaaacccgtcacccagatcgtcagcg
cegaggectggggtagagcagactaa

Figure 57b Leu 63—>C § &1

M

N;AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVIEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG
FYPDEVELSW WVNGKEVHSG VSTDPQPCKE QPALNDSRYA LSSRLRVSAT
FWODPRNHFR CQVQFYGLSE NDEWTQDRAK PVIQIVSAEA WGRAD*
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Figure 85a
atgggtg 't a ggtectg gaca
ctgecagtgtgeccaggatatgaaccatgaatacatgtectggtatcgacaagacecea
ggca gattcattactcagttggtgetggtat
gaagtececaa aatgt g ] ttteecgcteagg
ctgetgteggetgeteecteccagacatetgtgtacttetgtgecageagttacgte
cc gtttttt ggotet cegta c
ot t ttgagcea C
teccacacec gectggecacaggettctaceecegaccac

gtggagctgagaetggtgggtgaatgagaaggaggtgeacagtggggtetgeacagac
ctcaa

ce agccegeccteaatgactceagatacget

cge gtcteggecaccttetg: ctt
gtccagttctacg_ggctctcggagaatgacgagtggacccaggatagggccaaaccc
gteacc cag agacggatceggtggtggt
ctgaacga e
Figure 85b
MGVTQTPXKFQVLKTGQSMTLQCAQDMNHEETYM
SWYRQDPGMGLRLIKEYSVGAGITDQGEVPNG
YNVSRSTTEDFPLRLLSAAPSQTSVYFCASS
YVGNTGELFFGEGSRLTVLEDLKNVFPPEVA
VFEPSEAEISHTQRKATLVCLATGFYPDHVEL
SWHVNGKEVHSGVCTDPQPLKEQPALNDSRY
ALSSRLRVSATFWQDPRNHFRCQVQFYGLSE
NDEWTODRAKPVTQIVSAEAWGRADGSGGGE
i
goooad
Figure 86a
atggg cccaaaattc
c gtgcccagga’ acatgtcctggtatcgacaagaccca
ggc get tggtgetggtatcactga
gaagtccccaatggctacaatgtctccagatcaaccacagaggatttcccgctcagg
ctgetgteggetgeteecteccagacatetgtgtacttetgt cgtc
tt te gtac
ctgaaaaacgtgttccecacecegaggtegetgtgtttgagecatc C
teccacacccaa ggtgtgectggecacaggettet
gggtga c
ccgel i caatgactccagatacgetet
gggtct tet cacttcegetgtcaa
gtceagttet gacgagtggac
gteacccagal cgga
catcatcaccatcatcactaa
Figure 86b
MGVTQTPXKFQVLEKTGQSMTLQCAQDMNHEEYM
SWYRQDPGMGLRLIHYSVGAGITDOQGEVPNG
YNVSRSTTEDFPLRLLSAAPSQTSVYFCASS
YVGNTGELFFGEGSRLTVLEDLENVFPPEVA
VFEPSEAEISHEHTQRKATLVCLATGFYPDHVEL
SWWYNGKEVESGVCTDPQPLKEQPALNDSRY
ALSSRLRVSATFWQDPRNHFRCQVQFYGLSE
D éDRAKPVTQKVSAEAWGRADGSGGG
i 1k




ooooobao

b3
M1
o
3
“io® 10° T0¢ o Tot
FL2H
Figure 91a. PP LCL NYESO 0 TCR 5pg
8
L m,
a
L
St 0t 107 o 0t

F2H

Figure 91b.PP LCL NYESO 10°“M TCR 5pg

10! 107 107 10

“iod
FL2H

Figure 91¢.PP LCL NYESO 10°M TCR 5pg

(61)
ooooO
ooooo

sakil
L L LYy

goooooboao

+
z
W
8
W
S 10t 0F o010t

FL2H

Figure 91d. PP LCL NYESO 16°M TCR 5pg

©
&
M1
o
-
4 To? o To*

0° 10!
FL2H

Figure 91e. PP LCL NYESO 0 TCR 10ug

32

L3
L3

“ige 107 102 To% Mo+

Figure 91f. PP LCL NYESO 10M TCR 10pg

JP 2005-514006 A 2005.5.19



(62) JP 2005-514006 A 2005.5.19

oooooogoad goooad

- 1 E—r1 / e

18" 10? 10% 10% 10*
FL2H

Figure 91g. PP LCL NYESO 10°M TCR 10pg

0.5.2800m

8
M1
8
L
01 3 0’ 101 0% 18* 2 9 17 24 2 39 47 54
FL2-H
BHEWHML
atgaacgctggtgtceactcagaccccaaaatteccaggtoctgaagacaggacagage o — vem —
atgacactgecagtgtgeccaggatatgaaccatgaatacatgtectggtategacaa A. EE%1¢ B. FETEH
gacccaggeatggggetgaggetgatteattactcagttggtgetggtateactgae kDa t©—71 v—72 kKDa ©—71 bv—272
caaggagaagtccccaatggctacaatgtcteocagatcaaccacagaggattteeeg
ctcaggetgctgteggetgeteecteccagacatetgtgtacttetgtgecageagg
ccgggactagegggagggegaccagagcagtacttegggeegggeaccaggetecacy
gtcacagaggacctgaacaaggtgttccecaccegaggtegetgtgtttgagecatea 50~ —
gaagcagagatctcecacacce cacactggtgtgectyggecacaggette 37~ - 50- L
ttcccegaccacgtggagetgagetggtgggtgaatgggaaggaggtgeacagtggg 3 - —
gtetgeacagacecgeageecct caaggagecageccgeacctcaatgactecagatac 25- - 25
tctetgageageegectgagggtoteggecaccttetggeaggaceeecgeaaccac 1 - oy
ttecgetgteaagtecagttetacgggeteteggagaatgacgagtggacecaggat 10: - 15-
agggccaaacccgtcacceagategtcagegecgaggcctggggtagageagactaa 10- =
1400
A
v—r2
35
1200 1
254
=)
£
1000 Ho 5
ha
& 10-]
5|
80
o]
E
E
s.
]
]
60
B
6 uM sTCR T
00 -1 AU A
280 >
200 ~A2-tax
= = 1
Ko
2
50+
[
[ 2 5 7 e 2 % % 8 21 .
BHBEM(mL)
1240 1280 1220 100 1520 1340 1880

53] y



oad

oo

ooad

at tggtgteac caaaattccaggtec
atgacactgeagtgtgcccaggatatgaaccatgaatacatgtectggtategacaa
ga a gattcattacteagt ggtat

ctecaggetgetgteggetgeteecteccagacatetgtgtacttetgtgecageagy
cegggactagegggagggegaccagageagtacttegggecgggeaccaggeteacy

gtcaca tegetgtgtt ca

ttteceg

ct
tacccegaccacgtggagetgagetggtgggtgaatgggaaggaggtgeacagtggg
cect ct

gtetgceac

tgtc cg cttct C

ttecgetgteaagtec

aggat
tcgteoageg 1 3 aa

agggec: cogt

oono

1800 50

¥—71

1400

1200

oo,

35 42 Ll 86

2
BHEHmL)

ogooo

A
60+

50

T—%:Daint B
ET )L Hypertd

ChP2MoF  =181919
R = 088513

55 (RU)

Pl 11826476 1228154
P2 2139154

T E T T T T

10 15 20
BE (M)

RU 19 uM sTCR EA

450~ >
400

HLA-AZ-tax

xR

+ t t
1240 1260 1280 1300 4320
i}

t i
1340 1360

oo

75-
50- -

37-
25- °

JP 2005-514006 A 2005.5.19

B. FETEMS
v—71

v—r2

1600

1400 v—r2

1200

1000
]
E
g a0
o
S =71

800

400

200

0
0 2 5 7 1 12 15 1 20 2
BHARML)

atgaacgctggtgtcacteagaccecaaaatitccac ctg: cagagc
atgacactgcagtgtgcceaggatatgaaccat arn—w-rngtatcgaéaa
ga gggc tgattcattactecagtt getggtatcactgac

c ccoaatggetacaat

ctcaggetgetgt

tcteccagatcaaccacagaggattteceg

tcecteccagacatetgtgtacttetgtge

cagagcagtact accaggctcacg

gt gtgtteecace tgtttgagccatea
ctecca ccaa acactggtgtgect: acaggcttc
tacceecgaccacgtggag t tgag
gtet agcccct ctcaatgactc c
t G tcteggccacettct cccgoaaceac
tt caagtccagttcta t gacgagtgg
agggc ccagategteage tggggt
1200 50
v—71 45
1000
800
E
s
] 80
a
o
400
2004
[

% 3w 42 48 5
BHARML)



JP 2005-514006 A 2005.5.19

oooogoad

(64)

A. BITEMS

ooooogadg

g
re
o o
o
[ rE
D VOVIVOVOWV WWWYOVIOWY IVIDIVWVIL DOLIOLILIO LIVISLLIOL IILLINWOLL IIIOIVVOIN 1089
VYIDLIVVLL IIIDIILLIIV INWYIOOVLL DLIODDLILL VIOVILIVOY ¥DDLIOVYOL L, OBY D! VUDDOUDWVL  TOSS
Le DIDDLODODL OPOLLIOOYL YIVIDDDVOD WYWODINYLO SIVOPOVILO LLIOHIOHYD WDIOVVYOLL DODIIDVUDDV IVESDIOIOL IWVOWOMOIY — T0PS
- . VOOVVYLIVY LIVVVOODLO LIVOYOIOIY DODISYDLLO IWVILLLIOY DDIVDEOIOL LLIODODYOY HBDIOYDVLL OIVOLIVIDL DDILIOOVDLL — TOE9
] LIDVOVVIDL IODDDVLIVO WYDAIOOLIO OYDIVOOOWY ODVIOLVIVI LVDYDDLIND DLIVLIIOVID DDVOLVIDDD VOIOLIOVOY DVDLINDYIY 1029
= WDLOOVORYD IDIOVVYLLL YODDIOVDLO LOVIIOOVID DINVIVVINI IOVOLLLLLL IVODOINVIY VOVLIOVLIIO VVLILIVIVED DVLILVOVWYL 1019
LLIOLOVINOY IOVYLODYEY HIOYDOIVYY DDOYIDDIOD DVDOVDIODL DOVIVOYINY DIVDIIVWOD VODIOVYODL VOIOOIVVID 1009
re DDVDDHDVVL DOLIBIVYDD YLLIODIVYD LLIOVOYWPD VIVOYODIVD VLLIODLYWY AIVOIODLIV ISVOYOOLLY LIIVIODIVD VOVLIOVIOD 106§
15LIOLIOIY HYOVODOVOY VOYOYOWWDD OVIVOIVODL LOVODDYDLIL VLLIOVOVOY WDOLLIOWDD DDIOVOVOVO LVIVIOIVOV DPPODIOWD 108§
s 2 2 VODLVDIOD IINOWDLIOL IOLLIVOIOOL VIODYIDI¥O SOOLIVYOVY DIIOIOOLLL DDODOVPOVD IVIODDOVIY VWWVINIOOV VIIVOVAIND  TOLS
S < -8 i INLIVIINDD VWUOVVIOLO DYDIOOVDDD LOWWWVBODD DLLIVOVIED DOOLIODBBY IVVVOVWVIV VWVVOVLIIV IOIVWOLLIV IVOVIVODOY 109§
Feys PIVDIOLOLL VIIOOOWOIY LIIVOOWVDL INLIVIVOL LLLIDDLIDL DVIVOIOVIN VDL HOVDYHDDHD ¥ VWUVDRODDL  TOSS
E E WYVYDOOWYD OWOVYVYVOD DL IOOOUDOVIL LIOVILLIDEL YODUDLLOLY DIDVYDDDUD HIODIIVODD VYIOIVOILL DVYODIVOVDL T0%S
o 19IDPOOVLL DINDOVYOLD IJVNWVRODD HSDLIOLIND VWWWOOLIVD LIVDIODISWY WWLLIOVVEY DOVIVOWODD DPDDVIVYIY DPOOVOYYDL  TPES
m 5ODBONDDLE DIOPLIOVOD DVODHDODIY ISIOVIVYEV HIOLINOLOY VADVWYDIOVL DIOHIOVSLD IOLIIIODLY PVVIODOIND DOIVOIOIOY  TOZS
e > L8 LIDIDLINYL WDPIOVVDOV DPSINLISOL WOIOWOIVLL SIOVODI0DD LIOVVIOWWD ¥DIOLIOOIV HODINDISED LIOIOBVILO DODVWVWWWY  TOTS
b OIOLIDIVDD OOOIVOIVOV LIOVEOPHWV DLVSOWWDOD LIOHDOIOHY DILVOLIODD IVIOILIOD IODIOPOVDL SIOOLOOLYO DDINDIINOY  T00§
M [0 eozepnopno 9pPOOWIOND LIVYAOPOOY IVIDVOLOVD DVAVWVEOLD DVVODDOVLL VWDLYDOWELY IODYOWWVDD WOVDWDLILV VOWWINOROD  T06%
= VDIOLIVYDD IDIHLIDIV, ODIDDH0DLL ODIVLLIOVD VLLLDDAYDD DDVOPDYLIY DIOVDIOOVL IOWDIOIVYL INVDDDWWOD DOVOIOVODO  T08%
- [] ©09YY¥EId ¥ODODLLIOD VOVPOVDDOIL DEVOOLVYLL VDLIVPDOPD LISOSOS0DD DIDIONBODY WYDDDYINYD DOEODVOVVD DOOVYOOVED  TOLY
re 8 OVDIOYOLOV POOVODDDUD DOVEOWVEDD DVDHODPOIO EDOVIVILOD VBIOWOLLID DEDOVLIVLO DOVYIVOSLO IOLIVOIOOD DINLIDDSID  TOSP
B [] DLILDILOLY DYDIOBLLLL DIPDIOOILL 12D6PIOOLL DROYLLILLD OPEOPOYND WDDPOWVVVY DDIVIDDDYD DODDOODOVD LODIJDIVEL  T0SP
HLILLIVEDL DOOWOLIOVD IDIODYDDHD LLIODHOIOT DD 1L DIVLODLODD DDLIDEYESD VODWOSODWD WOOWDWYDSD  TOv
LOPOYDDODD VVIHDODIYS, DOYIYDD0D WWVAYDPEVY SDDDLIDNOV DDPDOYYYOY DIVIODWDLD DOVDVIODVL WOWOIOWVOD DVDWIOOWSD  TOE®
Fe [ wwoop¥poLL DOYIDORWDY DVDDIODLIO SHOBHOVVOL DDBPDIAOOS WIPOPBVYIV DOODVLISVL YOOVDWWOLD WODLISOOD VAIDISIODL  T0TY
o OVVIVODORL HUODDLODLD DOIOVOOVLL HLODINVIOD LOLODOIOOY IWDYLIODDID ¥OOWIOLOLD VYOWWOLIOY OOVODOOVLL DWISOOBYID  TOTH
K] [] I6¥IDLIDDI DIDVIVWYOD YIVOVODODY DYDYOLIOD DIOWVIOOWY SODILLLIOL OVYOOYIOOW DVVOIVOH0D DILIOLLIDD ISDDOWIOYL  T00%
8" DDOOVIDVVY VWWVOUVYOD LIDBIODIOL WWISOPOOLO LILLLLIODI VOVDLIDLIO IVDOVYYOIY DYVWVDVLOD DDOVOYDIOD HVOIOVODLL  TOGE
[] ©OLLLIOVBL POVVLIOODL VYWWOOVDIV DIDINWINSL LLLIODINOY DI¥ LI¥ VLLLLIVOLL DWY LIVOVLIIOY — TO8E
m
O
O
INIVINDIOV LLIDVVOOVD WOIDIOVWIO DIIVOOVVAL VOIOVOIODD IOBVIVOVDL DDDIVOVOVO VINVVOOVYD IVODIVIOVY DDOVDIOVSD  TOLE
DOOVODYDYL DIVLIOVIOD INIDDINIDD DBVYISOINS VDDDOPOIOV DOVDOLINOL WIOSOPDIDL HOOISDOVOL DOODOVODLD INWYIVOIOD  TOSE
LIVLLIODIO HOINDOODLL DODDHDIOND HLOLIOWDIY DOYDDLIOVY VINDOODEYD DIVPDIOVOY DYY OPOODDLLOD WIDIOVLINY  TOSE
L & IDYYHOPDLO WYLIVIOVWY DOOOLIOOWY OVVDEDINYD SVIDIODDIN HOYIDVAYOL HDOYPOVEOV WWODVIWODD VWDIVYDIOD WODDOWWEER  TO¥E
LIODINOLIO DEDLOVYISL VDIVDDDODL VOWVAVODLL ILIIOHOOVY IDDYODYYED OVROVOROLV DDWYOVOIOL IOVLIOWWDD POODIOYOWY  TQES
in!\||\1\|\\\\\\ INDISYOIVD DVVIVOODID DLOVOPIVLL VWOWRVVIOV OVOIVOPOIV HOOVLIOIVD SVVVVOWDWD IOVDOVOIOY IOVDLIODLL OVOIWWOWDL  TOZE
DIIVIDYDVL ¥DDODODIOD DIOVVDDVEY VODHEDDHOY HLIVIOOODL VIIVIOH0BD DOISLVIODI DLIOVVVLLL IOVOBYOIVD INWDOLLIID  TOTE
F R OYYOWYBODD DEILLLIOVD VHLIODINEY VIOSDOWOWY DIDIVDHIOV VODIVDYILO ODIOWOONDD IODDLIOWDL VOWWDIODIV DVWWWIOWWY  T00E
HIDDINDOVY YOYDOOVDLO OLLLIIOIDD LIDDBLLILIY OPPOALLILL IDDDLIVLIO DDPOIOIEND LLIVOVVDLL VIOVDIVIOV DVYDOWWWWY 1067
OLIVIVYILVY DIIODLYVVI VYOINDDUYIV VOVHWHIVDL DDODIVIOLY IVWYDLIVOY IVYYIOLIILLI IVWIIIDLIIY 1OD0DWYOHDD H00IOLVYYD 1082
L~ 999DLILION DPAIOOYIDD VODNVWYOLY HLODUDDVIY  VLIIVINIYE LINVILLLIV IDLLIOVILL — TOLZ
ﬂ LILIDLLIVY LILOILLLIL YIDVYVYYDY WYVYODDLIDL VOVILLIOID ¥OVIOOODDL ¥OL DOV DYVODOVDDYD 1082
~ WOLODVIVYL TUDDODLINY OVYYDIVOVY DUOVOUOVID AIDIODIALD IDDILLIYOD YOVDIVYVYIL DIYVUVIOUY IVODVVLIVD OLIYOVIVIY 1082
4 © OVINYVLIIVD ¥ VI LIOYIDODVY WVVOVYDLLL YYVWWYLLLO OVVVOVWYIV VWNWVUVVYOY VOIVVDDOVL  TOPE
o~ _ = o~ oY LIVORLLIYL DIILIDIVIL ILIVILIVLL IDIDIDINVWI LIVVOOOLLL WYIVYODIVD IWYILILLOIY T0€Z
EN t LODIDOPOND YOVLIOVYID IODDLIODDL WDODWDDYLL 1D IV LILLINIOOO OVIVDIODID DODOWWYDDY 1022
| } - = DVODOODOVY VODDYDIVOL DOOWDILLID BYOYDIDLOL YODIDDWDDD DDIDISODYD IHIDHVVOYD VOVLIOOODL ¥OOPODDIOD JOIOLIDDOD  TOTZ
U w BN o ﬂ DVYDLODONDD DVHILODODOY DYWODODIDOW DWHIDDODYD DHVVLIOWIY DODDHIVOLD IOPIDIVYDY IOYDLOIOWD DIOOIVIOONL DIOOVWYWOL T002
| o VYWYVOLYYY. DOOVVYENVY DLIIVVYYVY VDIVVOOOVL IVOVOSOLIO IOLIODLIOL ISOIIDDLID  T06T
= [ u H DIDDIDIOLO WYIDINWOOY IVINIVIONS IVIVOVIOYD WYDLIOLLIO L¥DLLIVVDO ODIOVIVYRY VIIOPOLIOY OPISIDLIOL LILISHWDDL  TO8T
> k =] “mﬁk DDLILODLLD IWILIVOLYD ¥SOLIIOOVI DIVIVLIOOL IOOVIOVIOV IOWHINDOVL OVDOVIYYOD WODDLLOOVL WYWVLILVIVOL YORIOOILLLL TOLT
| " = DDLLISLLIO YWOYOVDDYY DIVWODIYOY WOOVIODIND LIDOLIVVIS VODIOVWIOW WOLIODIVWL DOVOPDLLLL WYYOVWVIOV LLLLIOIOIV - T0ST
u 1 OVODIVIVLY ¥DIOVDIVYY YWADIVIDLD DOOLOIOWYL LODDIOVILLIL DODIVYIVOD DDALIOYIOHL IYVVVVVIOV OWVEILIDIA IDIIIIVYYD TOST
DYOIHIVYDO VLIVIOLOVD LLIVVODIOY IOVEDOO00 VOVINIOIOL INIDDIOLLY ODDOIOLOIY VIOOLIVODL DISOOYOYDD WDDDOBOIOD  TOBT
! @ VLYVOWYIDD DOVYYDILIOD IODPODDIOL IOLIDVIIOL LIDDLISOVL DIODDEVVYY DINOVYIOPL DIINWOVPIV DDIIINDDYD DOVIVOVIOVY  TOET
! ] [[] OOIOLIMIVI BVLIDIOWIO VOWVDIOIVY DPDLLOIOND IOILIDIVYY VOWWIVOODD VWWINWODVS LLIDIDINIY DDOVOOLIOL DINDLIDOWY  ToZT
| v LODINYIDYY DIVVLIVDIOL DODDINDYID OWWHELOLWDY HLIODOIDI DHINVDDOYD LIOIOVIVID LISDOWDOLY DIVDYOOYDV DYIOLOOIVD  TOTT
” : 0w VYOIOIVYIVY IVYOVYDOLL DIDDIOVINY YDOOLILIOODI ID0DIVOBYL IDDVIOIOND WOLLODWYIH IILLIIODIO UU‘UUUHHUU IVINTEDLOL TOOT
i e [ 152000050 I0DILIIOVL LILIIOVOVL WWIMIIOVLI IVDDIVDVIV IOVILIOVL DILIVIOIO VL T06
4 it I¥OBDOVOD LLIVASPORL SIOINDEOWE I0DIDLIAIY ISEOBIVDIO DILINWOVLL IOONVIIVIN VWVWYLLLD YYROSOVVLL INWYUmwes 109
i 0O o [ II¥OIOAVHL VVVVVYLIOD LI¥IODDHOL LIVPOODILL INDOOWVIVI LIVDLLLIOL I¥IOLOPOIO IVIODDWYDI OVDWWDWVDD IOWVYDOLI®  TOL
— g —— LIDIOYODLD WIVYLLIOLL DOVODIOVDD LISOVOILID DOHOILILLID SOUHYIVOID DDOODIVIODD PIOVIOOVOL IODIVOIODD VIIVDLIOYY To9
N : [] VYYYoDODD DIDDVADAOY & SVBDDILODH WLLIODDIOD DEOBOINVYL DIDDYVDISD DODLIIDODD DODLIOOWDD BDIDLLIODL TS
| i O IODDLIDILL DHOLLIDILD HODOBOOYLD DDOIPVODOL IOYOVIOH0D WDISOOWOPD HOVLIODISD INIOPODODD DOSVYLIVDD DPODOVISID  TO¥
a T T < DOHDOOVORD DOERIVVEDND IWVDIODHYD HOHLLOVOVY DDDLIODDOD I¥HIOVDODD DPOVEVYDDD WIVWVIPONOL DOYDDDIILL DOODDIVIVD T0€
¢ D e 2 =3 m m W © _u DVDOLLOODD IVYLIOWYDD DVLIODDDID DD DUDLOOLOOY VDVLIILODL DODODIOYOL IVVOLIVYLIL DOONDIOVLI IODDLIDILIL T0Z
o m m w N LODYIOLOOY LOIOLLIDLD LILLILLILL IODDIMOVIV OJDVOLOVDE VYLIVIOVLO OLIOLIOIDL LIDDILLIID DVYDIVYOVY DOVVIYYDID TOT
w E. m & B @ m D wugez'a’o _u VYIDOVIOOY DIDOYEDIDNL YIVRLVIDOY LOVDIODOLO IVDIVIOONI WIOHOIDOYD DIDIOOVIID HYYOUDIDND HWIDNDIVODL YOOYRLIVYD T
O O
O O



JP 2005-514006 A 2005.5.19

(65)

oooooood

oooooooao

O¥D VINOWOWYYY WUOVIOVWIY IDIMVYLIOD ILOLLLIDLL
LLLL HUBEBE IDIINVLILILL IDILILIVIY ¥WIDOVIIDL IODDLIIIVI DULLIVOWYD DLLOVYDIOV LLIOVODVLL
M“MMWUH.M“UHM M.ﬁwﬂgmﬁ.ﬂ_ﬁé DOOYOVYIOL DDIIPODIOD DILIODYIVL VIDDHYDOWY WDDIWWLODIL YOODWIIOLL IOHDIHOYOYD LOVUVOLIOD
DINOWDIVIV DOOIDIOLIVY YIWOUDIVYD DVVVLLIVYIL WYYOODIOLY YOYDIOIVDD HISWOLIOIY YLLLLLOVOD LUYDODIOLLL IDJDDWDUOD
DIOYOVLIOL VOLIVIOLOD LIDOYDILLL DVOVVIOLIO DOOYLIVOWY ODIODILODY DIVODOYYDD YIDININLIIY HVEDLIODDL IWIIDWIOID
YOIVIODOUD IDIIOVOVOY DLIVOWIYYD 1DD! IO IVD B¢ VILOOWIOOL YYIVYIVILIO YOLLLILLIV DDDIVYINYD
VLIDVIIOVY LIIVIYOOOV LIVOVYYLLL DIOVIVOWIO WHLDDVDUDD DVYDIDLIVDL OVDDIVYVOD OWIDDIODDY ODYHLDDIOD <B§F¢€UM
WIOINYOOVD DIOVYODIND IODIVVLIOOD YODPOVVILD LIDLVYIIUL LIODIVYOLY LOVOVYDOVL VOVDDINOVL LIODIVWIDL GGHUUBHANHU
YOVDDLIVLL IVIODINOYD VLIISYIONID LIDLIOLYDY OWOOOVOVVD VOYOWODOV IVOLVDILLD VODOWDLINL LIOWOVOVYD U.H.Hhuﬂwwwd
ISVOVOYOLY IULDINOVDD DODLOVYEYD DINDIDOOLL YOUDILIOLID LIVDIODIVL HOVIDIVEDD SLIVYDVVOL IDIOHDLLILIOD DDOUOD
IDDDDVIVYY VYIVIOOVYL IVOVOLYOLY LIVLIVODWY VOWWIOLOOV DIDOVOODLO YYYYOOIDOL LIVOVODOND DLIODHDVEY YYOVUVLYYY
YYOVLIIVIO IVYOLIIVIV DVIVOOOVOL VDIDIOLIVLI IODOUIIVLL LEDDYYOLIY LIVIVYOLLIL LIDDILOLOY Bﬁhuﬂhﬁm LIDIVVYIDD
YOVDIO0DYY IVVORPYYYY WYDDIDOINY VWODOUVDDY DVWYWWOOYD IOODIDLLIO DOUIDUDLLL DULLLIDINVD DYOLLIDIVOL DYWODIYIDL
HOIOVDOOVY IOLVOOIIOV DDLVOWLIO IDDDOVLIDL UDHWYDIDLD WYVYOID99D DIIDLIOOVY YUYODLIVOLY DIOPIDVYWY ILIOVYOWOD
YIWDOUDOD0D DOVIVYIVDD HDVOVYDIHO HHOIDOLIOL DDLIOWPDDY DOPODOIVID IOYIVYOVDL JLIVOIOVY) DWVDIOVIOL DDIOVDLOLD
LILIDOIVOW VIODOIYODS LUDLOIOVLI DIDIIVYIVD DIOVUOOUDD DIVLIDOIND JOVDIVLIOL DVODIDONLL HVVIOWYOYD LOLIODLVWOD
DINDLODDIL DIODYLIOHOD OUVWYYYUAL DLIHIVOIDD DIVDIVOVLL HYDDOOVYIL ¥ODYYOODLL HDODIVOUNL IVDLIIOODLY IODLLLODID
DIODOYOIOL DOIODIVIODD IYDLINOYDD IHDODO0ISH HODYIODNOLI VWHODDIOVIVY IOWOIOWDDY INYVODIONY WOODDVLIND IUDOVOIVIO
HYONYYOOYD YOUDLLLYYD WWIVODISVD IOLLIVVODID IOLIOLYIOD IODPODLIND INLLIOWOYL IIODOYDODD WOOOYILWDL DUDLDDVLLD
WDIHIYYLIY YOOOVYODID ¥DIOYDDD0D DVYVYDRLIWD DO ) YODWOPOILID Y IV LIWDDODOLL HOBDDIDDIL DIIODIDWWY
DOOVINYIID DOOVOVYDOD DYYODYOIDY DIDYDIOVDD DVDOIOUYDID WOOWYDODHY DHODDDLIOND DYIVHILOEYD LOYDLLIODD DDVLIVLODD
VYINODIOLO LIVDIOONOI WLIHOOIIDL IIJLISIVOY DIODOLLILDD DHIDOLLLID DDDLDDLIOD OYILLLIDOD OOHDVYDOND DROVIYVYDD
INIDOOVDDD DDDEODYDLD DIODIVOINI ILLIVOOIOD DUDLIOVOLD IDOWDDOOLL IDDPOLINIDD ISVINILIDL YIODIODDOV WUSDHDDDYID
LIODYODPYD DYOSDDVOVD DYOVVODRIILD DPYIDDORWY IODDDIVIOD WOYDODDOVY YOVDDOYYOD DDLIOOIWDD DHODUVUOVDL VILIDU¥RINID
WOUIJOVLYD YDIOYYHIIV OVIODVOOVY DOOVADLLOD VYODDOWIUDY DDINILIODD DODOYYOIID DODIDDOOYD DDDOWYIVDD DDVLIOWIYD
OYPYYOIOYD DLIDOPDDYL IDIHISOLIOY YIVODODIOYW 0DDIDDIODD ISVDOYLIOL . DDINYLODID IDDOIDDYLIY DWIODODDWD HVIHLILOVY
DYYDIIOYDD WIDODVLIOY IOODPYINLO VIOLIDOLAL DYIWYYDOVL VOVODIDUAY DOVOLIONDT OWHIOOYYHD DLLLLIOLOV WODVILDDWDY
YDIVOODDDL LIHLLIODLO HOOYDIYIOD DOYDDVWYVY VYIVWYIOLL OHIODIDINY IOODDOLOLL ILLLIODLYD WALIDLIDIV DOYVYOLVOY
YYYBVIONDD DYOVDISODY HIOVODLIOD LILIOVOIOD WWLIODDIVY WYODVOIYOL O. L LIODIVOVYD JODVIDLVDD YYVYLLIVIL
LIIIVOLIOV VYYLLIVOLL VOVYLLIOVIY IVLVOIDVLI IOVYDOVOYD IOIOWYLODL IYDONYIIVD LOYDIOODLE OVIVOVOLID DIVOYIVOVL

VYYODYYDLY DOIVIOVYOD O OVYODYDYIDL DLV IODDDLOIDD ) DOHBDOIOUYDD YODLLYDIVI DDIDOIOIDD
HIOOOYODIOD DOHYDDINIY VYIVALIODLL WLLIOOIOND LOOODOLIOD J9DDIDONHI DIIDYOOVED VODLIOVVYL YOODDOWODIL VODLOVOVLY
YLIYYOWVDD QDODIIDDVL DIOVLIOVID WUDODOIOWY LLVLOYYVOD DOLIIODVYOV YOODIVYODY IDIDDOLYDD WOOVOVDIND DHYDIUDIWVY
POYLVODDYY DILYYDIDDYD DODWVROOLL ODIYDLIDIO DIOVYIOIVD IVHDODOIVD VYOVODLLLL LIODOOUVID HYDDYVOIOY DOVDODIVDD
VHOUDLDLID VLIDVVOOOD DDIDVOVUIY HIOVHIVIOY VIVDODIOIOL HVODIVLIVY SVOVVIOVOV OIVDODIVOD DYIIDIVIDY WYVWOVOVOLD
¥OOUDLOVIO VOLIEHLIOY BIVWOWOIOL IWIOVOVIVD DDDDDIONDL OVVIOVOVYD £DDDDOOVHL IWIDODIIVL IVIODO000D IOHIVIODIONL
LOVYVLLLID YOOVOIVDIY YDOLLIIOOY WBVYHOOODD DILLIOVOVD LLODIVOVYL DHOOWOIVYOL DIVODIOWYD DIVIVLIIOND IOVROUDDID
ODLIOYDLYD VU¥DLODIVOY VYYIOVYVOL DDLODOYVYD ¥DDOVDLOOL ILILIDIOJLL JDHILIIMOD DDOILLLLID DOILYILIO0D SDISISODLL
TUOUYOLIYL OVDIVIOVOV VODVYYYVOL LVLVYLYVYOL IODLVVYLVD IODDVVIVVD VOVDIUDLIOD DDIVIOIVLY YYOLIVOVIY YYIDILLLIV
LLIOLLIVIO DDDOVYDOOSD DINIVVYAOD HDILLIOVID HIODYDIDWD DVVYWOIVOL ODVODYIVIL LIIVIIVYIY LIVYVILIVY WWYYLIYIVL
LIVIYIVILL VYILLLIYLD LLIDVILILL IIOLIILVYLL IDILLILIYL DVWWVVOVWY WOODLIOIVD VILIIOIOVO WIDDODOLYD DOOLIDLLIY
IOVIDOVYYY IYOWYIOVOY UDOUDDVOND LDD! LY DODDLIVVYOY DY DUYOWOWLILL DIODIOIOLD DLILLYDOWD YOIVUYWIOL
VYVULIDYVIY DOYVLIVDDL IYOVLVIVOVY IVYVLIVOWD OVVVYDVYOV DVILVLLLVI VIVIVDVLLI DYIDDDVYVY VOWUOLLIVY VYYYYLILIODY
YYOUVWIVYY YYYYUUOVYD IVVDDOVLID YL I1L YODLIIVIDL LIIOIVILIL IVLLIVIIIO IHIOIOVLILL
YYDODLIIVY LYYODIVOLIV VIILIOLVIS DLODDIOOWD VIIOVWIOLD DOLIDOIIVD DOVOOVLIOL LIDDIVYIVY IVWDIVOLOIY VILODVIVILL
LLLYIODODY LYDLODINOD DOVYYRIVRY DDDIDOYYYD DDVOLVOION DVDLLLIODY DWDIOIOIVD DIDOVDHDOD IOIDOOVOILD IDOVWOVIYD
YLIOHOOLYD DHOODDIOHLO IDLIOSOIOY HLIDDHIODY DIDDDIONOY WIDHDIDUDY £DDDOOURID WYLIOVINDD DDOIVDLOLID HIDIVYOYILO
WOLDIOYIOL DHILVILIVYD DPOVVVULLID IDOVYDOUDL DODDVIODLID VOIOWINOIO DYIVROWYYD LIOLODODIV YIDVWOIDODI IOVDIVIIOL
DIDYNOYYYD DOODIIWYYY DYVVVYONIY [ 200] o) 4 YO DOWODDVLIY OIVYYYDLVY YYVIUYVWVD
ODOVIIODDL VDIDVOVVWY ) DDLVYOODIY LL YDLLVYIVLO IVYIVIVILL DYLIVOWDIVY VWOYVODLLD LIVIVIDVLL
ILLINOIODEL ODOLIDIVAI ISDLIODOIL IDINDIAIOL DDIDLILINDD HYIOVLILIOD DVIVYIOLLL YOLIIOOLLD IWWDIOLVED DDLVOVOVVY
ILLODOYOOY DDOOYIODOL VIDIODIOYD DIVOWYODHI DIILLLOLOD BIDLLOOIOVY IODIDLIOLD DODIOIDLIV HOOHIIOVOIY YILODYODID
IHIDOYLYID DDVYYDYODL DHIVIVOIYL DIVDDYOUDD DDILIDIVYD HOODYNOVED HULIVOIVYD LOVDOIVVID VOIOWVYIALY IVIOILODLIOD
JVOLOLIOOLO VOLIDIOVOD JDDIVUOOVS WODOWOLIOD IWVVLLIOL) OODOVIOVID HOOOWODIOV IILLIDOVWY DOIVDINDLY WYDDIDDVWY
OOLYDINOPL DYYYODIOLD DIDYIIWIDL VOWWVOOLIO IODODOVIND SLOVWOVDDL IOVYOIYVYD DILLIDIDIOL IIDVIDDIOL 0D
DIDLYDIVOD EDDLYYYVOW VOLLIOWWYY OHLOLOODLLI DOIDLIVYID DOVOHLODYY DIVYOVOUDO DIDDALIOLL VOIVOIVOLD DOMLOVOIOL
DVODDWUALL QDHVOVYIHD DVVODDINLL DIDLLIODDLO OVOIOODILIV DDLISOLLOD IVOVVDHOYD HIHDIIIOOY DYVOVVILYOY IOVOLOLODD
INVIVYYLLL DOVODIODIY IODIVIVINI VIDIVOVDYL VIVIYOWIVIL DOVIVILIVD VOIOVLIOUL VOVIVIOOLL DIJYIYOIVI DUDLIDIWDL
HOLIDOYLLYD HIVOLYYOVL YIOOYOVDIV VOWOLIOOID DODOHIOVVYD DYWVVWVOYY VYYODVYVVV SWVVYYYYYY OVEVYDLIOY DOLODDIVDY
LYDDOOVOYD LIIYIODDDL DIDIYDOOWL LODIOLILIY IPDODIVDLD DLIIVVDVLIL IODWVLIVIV YYVOVYLLLL WYODIDOWVIL IVWVYYOVYIL
LIVOLODYDL VYVYYVILOD LIVIDOOODL LIVODDOLLL IUPDDVWVIVL LIVOILLIOL IVIDIOOIID IVIDOOWYDL OUOVVIVYDD IOVVYIIIID
LIDIOYODLD VYIVYLLIOLL HSOYODLOVDD LIOSOVOLLID DOPOLLLLLO DDVOYIVOLD DOSILYODDD DLOVIOOYDL IODIVHLODD VIIVOLLIOVY
VYYYOIODOVD DIDOVOHOOY LIIODIOVEIL IVOODLIOOD WLLIDDDIOD HOHODIVYVIL DIDOVYOLIOD ODDLILIODDD DBRLIDOYDD OIIDLLIODL
IADLIDLLL DIDLLLODLD HONNODOVID DDOOOYIONL IOYDVYIOOND VWDLOODVYIHD OSOVILOOIOD IHISN0NOOD DOOYVLINDD DDSISYISID
DODDODVODND DOODINVODDD IVYDIOOOYD DDHIIOVOWY DODLLODDDD IVHDDYODI) DDOHVHVYODD YIVVIODODL DOVODOOLLLI JDDDDIVIYD
DYDDLLODDD - IVWLIOYYDD DVLIOOODID DOVYVVOOOL DVOLODIONY VOVLLLIODL HD09DIOVDL IVVOLIVYLLI DOOVOLOVLIL IDDDLIIOLLL
LOOYIDIDOY IDIOILIOLD LLLILILLLLL LODDIVOVLIY DOOVOIOVOL WYIIMIOVLIO DIIOLIDIOL IIDDILILIO DWWDIVUOWY DOVYIVYOILD
VYIDOYLODY DIDDWADIOL VIVDIVODOY IDYDIONOLD IVDIVIOODL YISDODDDUD DIHIOOVLID HYYOUYIODDD OHYIIDIVODL VDOVOILIVYD

TOLS
T092
T0SS
T0%9
T0E9
1029
1019
T009
T06S
TOBS
TQLS
1098
1088
TO¥S
T0ES
1028
TOTS
100S
T06%
TOBY
TOLY
TO9Y
TOSY
0%V
TOED
T02%
TOTY
TO0%
T06E
TOBE

TOLE
T0S€
T0S€E
10%¢€
TOEE
T0ZE
T0TE
100€
T062
T08C
ToLz
1092
TO0SZ
ToPC
TOET
Taze
T0TZ
1002
TO6T
TO8T
TOLT
T09T
TOST
TOPT
TOET
T0ZT
TOTT
TOO0T
106
108
TOL
T09
T0S

TOE
108
T0T

gooooan

oooooao

.nenBINeTATe 18HATPOZd devurpbay zizdriIesien IALNTDSTH usyisndsy ‘utpeTvsAouTn

-nerd 108l Te

QLU MGG ° LM S B0 L— 1L

. BYODL
OVVIOVOWDD YOVIDOHSID DDOYHODS00 WDIADIVOYD DDYDIODO0W WWAODODYIY DOVDDDVODL DYDDVOLIVVD VOPDIDIDDD DOYLOLIOVD

sxxdSVETy BryATpAIL BTYNTORTY I0STRASTINTD IULTEASZd sAqeTvbay devureauidal nTodsvusy RTHIesneT] ATDIALSULUTO
DIOVYDLOLD HODLIOVOOY ¥DHDDD0IYD HYOHHIDLID DYDDDDDINL PSOVHIOND DOWDOYOIOL DODUIWDYDD LOVDINYOLO DODDOIOWDD
TRARTDSAD TH TYLETYASE T T eTYxALE: ' .
VYDDYYIIOND DPWODDDOND YOVDOIDIOD SDLOYDYIDL DOVODYYOSD IVVOIONSID DIODVHLIHY HHIOOVODYD DDDOYIOLID DOVDYOODOL
o84 Xt aqrefotes & TH TeARTOSATAT® usvreadis dizxegneT nipTeAstHdsY 0xgiizeud ATHIULETY:-
DODIOIHOLD ¥DYODOPYYY YDODVOWDDD IDIVOVOWDD WWDYOLYODP VALLIDIOLD DIIOOYSOND YODDLIDIOD VWWWYDIODY DDUDDIOVIO

NeTRADTEANST IGIRTYEAT UTDIYLSTH 1959TINTORTY DTDISFOIL NTHSYATRA BIVIBARTDOIS OIgeudles usysinar dsynipnsqres

D YYDDODLODY 0D IDIDLIOVIH JIHIDIVOUOW DIDIDIDLOD IODHIIOIDD

DDVDINDOVL >
7 NIDATPANL uswATOTeA XALIesIeseTy sADeugxil TRATeSIYL UIHISGOIZRTY BTYISSNST.

162y 195ATONTD
ID0PEYDIOBD DOLIINOBYD VOUDOYYDIV SVDOIDLOIM WDYLIOSOINY DODDIEVVEY PEVVOOVBLO VOIVIOHIOD LODLISVOLD WIIVOLIVOL
neTBIYNeT 0XaoU4dSYNTD IITYLISS SIYASSTEA usvIALATOUSY OIITRARTD ATOuTHdsy IULSTIATORTY ATOTEATOS IAIBTHOTI. -
DODYDIONDD DIYODOVIDD VENVOVEDIV IDOLODIHIV = DLOYIUDIND ) VEVYOIODIO
TOTIYLABH ISSUTHATS TyrsdmaTres

HYDILIVYYY DDDOVENDIO YDLIDODOY
w

QAL URL @ RITITYSHHWEG "G AL RUEMEL T TR © LGB0 L

‘ YD
DIDYYLIODLL . SYVYDYOD0D WODDDLIOLL DOVAYOVVEY DOLIVIINOD YOVYOVUDLL DDBOVWYDDL DIVODLLIOY HIOIVYYONY DOVDDIDIOD
*12I98 D OIJSTISTI IOgUaVUSYSY BTVUSVRIY 84DRTysud deyiogsinusy zesdxiery-
LOIDDIOYVOY VODVEVVDLL DYDDIVIOLD OVOIVOVOWIL DOIOIOINVY DVBWOUOIVL > W LOL VYYOVYYOLO

* [eARTYASS Areya de neTeAsADsd deyaureTr zinreadsy zegdsysiTIes UTHISSTRA USYIUIUTD- -
EGIVDLLLIVO DOVDLLVIOD SIDIOIDIOV VOVDIOVODL WVYIOIOVOV HVOIDDYIDV IOISODOID) LVDDOOOWYD WODLVIVIOD DIVDLIIOLIV

«zogdsyayadsy ayraygne] sddteares sAqdevresies sd1aesdsy BryneTurp zAITRARTVOId ASYOZLUSY UTOSTINAL OTIISTHTBASTI

LIODDVDOVY DOVEVYEDLL L¥DVIODYLIY OVIDDYYORV DOVDIVOYDD DDRYDIDIND LOLOIODYID OVDOBYOIOV DIODIODDYD IDIIOBYOOL

neresIuL ATPBIvATD eugryroageTI 2ALxesATD ATDISSIUL 02dBIYWTRARTY SAOnNeTIAL IuLeryiess dsvATPOIAUTD IeSeTVETY-

INOVIVILLO VISVIOOYOD VDLYOINVVI ¥DDIODDIND OINVIIOVOV YODIOVVOVY VOOVDVOVEY DIOVYAIOVD LIVLIIDOLIS IDIDIVOUOL

»eTIa&Ine 758 A1 deynanieg eTyusynef uTeNTHBIV UTHISSISSUTD STINSTADT NOTISSAUL. -

OLODVYNVODD IDDOVOHYOD HVLLIODIOV ODIDDWYDUL LIVIDOOOVL VOIOWDILLO WOPIOWWOLO LIODLIOVYY VOWDDWYOWD DDIDIOVOLO
dsyutp

LIDYIDEIDL LYDYOVOUDL DOVDOYO;

TOOT
T06

—AL

T06
T08



(66) JP 2005-514006 A 2005.5.19

Ooo0o0oooao Ooooooao
BamHI Agel Sall BamHI
DRBY—#—— GOT| TCR# fik Pyt
O00oo0oogoad

ggatccagecatggtgtgtetgaagetcectggaggetectgeatgacagegetgaca
gtgacactgatggtgctgagctccccactggetttgteeggagacaccggagacace
ggacagaaggaagtggagcagaactctggaccecteagtgttcecagagggagecatt
gecteteteaactgeacttacagtgacegaggtteceagtecttettetggtacaga
caatattctgggaaaagcectgagttgataatgtecatatactecaatggtgacaaa
gaagatggaaggtttacageacagctcaataaagccagccagtatgtttetetgete
atcagagactcccageccagtgattcagecacctacctetgtgeegttacaactgac
agctgggggaaattgeagtttggageagggacccaggttgtggtcaceccagatate
cagaaccctgacectgecgtgtaccagectgagagactectaaatccagtgacaagtet
gtctgectattcaccgattttgattctcaaacaaatgtgtcacaaagtaaggattet
‘gatgtgtatatcacagacaaatgtgtgctagacatgaggtctatggacttcaagage
aacagtgctgtggectggageaacaaatcetgacttigeatgtgcaaacgecttcaac
aacagcattattccagaagacaccttettocccageccagaaagttectaagtegac
ggaggcggt: tagaatcgeceggcet gtga cttgaaagct
cagaactcggagctggegtecacggecaacatgctcagggaacaggtggeacagett
aaacagaaagtcatgaactactaggatce
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ggatccagcatggtgtgtetgaagetecctggaggetectgeatgacagegetgaca
gtgacactgatggtgctgagctcececactggetttgtecggagacaceggagacace
ggaaacgctggtgtcactcagaccccaaaat tccaggtcctgaagacaggacagage
atgacactgcagtgtgcccaggatatgaaccatgaatacatgtectggtategacaa
gacccaggcatggggetgaggetgattecattacteagttggtgetggtateactgace

ggatccageatggtgtgtcetgaageteectggaggetcctgeatgacagegetgaca
gtgacactgatggtgctgagctccccactggctttgtccggagacaccggtggcgga
tctctagttccacgcggtagtggaggcggtggttccggagacacgcgttagtaggtc
gacggaggcggtgggggtagaatcgcccggctggaggaaaaagtgaaaaccttgaaa
gctéagaactcggagctggcgtccacggccaacatgctcagggaacaggtggcacag
cttaaacagaaagtcatgaactactaggatce
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caaggagaagtccccaatggetacaatgtct ccagatcaaccacagaggattteceg
cteaggetgetgteggetgeteecteccagacatetgtgtacttetgtgecageagg
cegggactagegggagggegaccagageagtact tegggecgggeaccaggetcacg
gtcacagaggacctgaaaaacgtgtteccacecgaggtegetgtgtttgagecatca
gaagcagagatcteccacacccaaaaggceacactggtgtgectggecacaggette
taccccgaccacgtggagetgagetggtgggtgaatgggaaggaggtgcacagtggg
gtctgcacagaccegeageccctcaaggageageeegecctcaatgactecagatace
getetgageagecgectgagggtctcggecacet tetggecaggaccccegeaaccac
ttccgetgtecaagtecagttetacgggetetecggagaatgacgagtggacccaggat
agggccaaacccgtcacccagategtecagegecgaggectggggtagageagactaa
gtcgacggaggeggtgggggtagaatcgeceggetggaggaaaaagtgaaaaccttyg
aaagctcagaacteggagetggegtecacggecaacatgectcagggaacaggtggea
cagcttaaacagaaagtcatgaactactaggatcee
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Figure 58a — Glu 15->C B &

atgaacgctggtgtcactcagaccccaaaattccaggtcctgaagacaggacaga
gcatgacactgcagtgtgcccaggatatgaaccatgaatacatgtcctggtatcg
acaagacccaggcatggggctgaggctgattcattactcagttggtgctggtatc
actgaccaaggagaagtccccaatggctacaatgtctccagatcaaccacagagg
atttcccgctcaggctgctgtcggctgctccctcccagacatctgtgtacttctg
tgccagcaggccgggactagcgggagggcgaccagagcagtacttcgggccgggc
accaggctcacggtcacagaggacctgaaaaacgtgttcccacccgaggtcgctg
tgtttfpdccatcagaagcagagatctcccacacccaaaaggccacactggtgtg
cctggcbacaggcttctaccccgaccacgtggagctgagctggtgggtgaatggg
aaggaggtgcacagtggggtcagcacagacccgcagcccctcaaggagcagcccg
ccctcaatgactccagatacgctctgagcagccgcctgagggtctcggccacctt
ctggcaggacccccgcaaccacttccgctgtcaagtccagttctacgggctctcg
gagaatgacgagtggacccaggatagggccaaacccgtcacccagatcgtcagcg
ccgaggecetggggtagagcagactaa

Figure 58b Glu 15>C f 84

M

N,AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGTITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFC PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LSSRLRVSAT
FWODPRNHFR COVOFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD*
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