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Figure 2a

atgcagaaggaagtggagcagaactotggaccecteagtgttecagagggagecattg
cctctcﬁcaactgcacttacagtgaccgaggttcccagtccttcttctggtacagéca
atattectgggaaaagecctgagttgataatgtecatatactecaatggtgacaaagaa
gatggaaggtttacagcacagctcaataaagccagecagtatgttictetgeteatea
gagactcccagcccagtgattcagccacctaéctctgtgccgttacaactgacagctg
ggggaaattgecagtttggagecagggacccaggttgtggtcaccecagatateccagaac
cctgacectgeegtgtacecagetgagagact ctaaatccagtgacaagtctgtectgee
tattcaccgattttgattctcaaacaaatgtgﬁcacaaagtaaggattctgatgtgta
tatcacagacaaaggggtgctagacatgaggtctatggacttcaagagcaacagtgct
gtggecctggagceaacaaatcectgactttgeatgtgeaaacgecttcaacaacageatta

ttccagaagacaccttctteececcageecagaaagtcctaa

Figure 2b

atgaacgetggtgtcactcagaccccaaaattcecaggtectgaagacaggacagagea
tgacactgcagtgtgeccaggatatgaaccatgaatacatgteetgatatecgacaaga
cccaggcatggggctgaggctgatpcattactcagttggtgctggtatcactgaccaa
ggagaagtccccaatggetacaatgtctecagatcaaccacagaggattteecgetca
ggctgctgteggetgeteocctococcagacatctgtgtacttetgtgecageaggeeggg
actagcgggagggcgaccagagcagtacttcgggccgggcaccaggctcacggtcééa
gaggacctgaaaaacgtgttocecaccegaggtegetgbigtitgageecatcagaageag

agatctceccacacccaaaaggccacactagtgtgoectggoecacaggettctaceceega

ccacgtggagcetgagetggtgggtgaatgggaaggaggtgocacagtggggtcggeaca
gaccecgcageccctecaaggagecagececgecctcaatgactccagatacgetetgagea
geccgectgagggteteggecaccttetggeaggaceececgeaaccactteegetgtea
agtccagttetacgggetcteoggagaatgacgagtggacecaggatagggecaaacee

gtcacccagategtcagegeogaggectggggtagageagactaa
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Figare 3a

MQ 1
KEVEQNSGPL SVPEGAIASI: NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF
GAGTQVVVTP DIONPDPAVY QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS
DVYITDKCVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS LIFPEDTFFPS
PESS*

Figure 3b

M

N,AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE FSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VCTDPQPLKE QPALNDSRYA LSSRLRVSAT
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVIQIVSAEA WGRAD*
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Figure 4
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A. Reducing conditions B. Non-reducing conditions
peak1 peak2 shoulder peak1 peak2 shoulder
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Figure 5
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Figure 6
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Figure 8a

atgcagaaggaagtggagcagaactciggaccectecagtgttecagagggagecatty
cctetectecaactgeacttacagtgacegaggttoccagtecttettetggtacagaca
atattctgggaaaagccctgagtigataatgteccatatactecaatggtgacaaagaa
gatggaaggtttacagcacagctcaataaagecagecagtatgtttetekgetcatea
gagactcoccageccagtgattcagecacetacctetgtgecgt tacaactgacagety
gagggaaalttgcagtttggagcagggacccaggttgtggtcacceecagatatecagaac
ccﬁgaEcctgccgtgtaccagctgagagactctaaatccagtgacaagtctgtctgcc
tattcaccgattttgattctoaaacaaatgtgtcacaaagtaaggattctgatgtgta
tatcacagacaaatgtgtgetagacatgaggtctatggactteaagagcaacagtget
gtggectggagecaacaaatetgactttgecatgtgeaaacgecttcaacaacageatta
ttccagaagacaccttctteeccageccagaaagttectaa

Figure 8b

atgcaactactagaacaaagtcctcagtttctaagcatccaagagggagaaaatetea
ctgtgtactgcaactecteaagtgtittitecagettacaatggtacagacaggagee
tggggaaggtectgtectectggtgacagtagttacgggtggagaagtgaagaagetyg
aagagactaacctttecagtttggtgatgeaagaaaggacagttetetecacateacty
cggeccagectggtgatacaggectetacctectgtgoaggagegggaagoccaaggaaa
tcteatctttggaaaaggcactaaacteteotgttaaaccaaatatccagaacceggat
cctgeegtgtacecagetgagagactctaaatccagtgacaagtetgtetgectattea
ccgattttgattctcaaacaaatgtgtcacaaagtaaggattotgatgtgtatatceac
agacaaatgtgtgctagacatgaggtctatggacttcaagagcaacagtgetgtggee
tggagcaacaaatctgactttgcatgtgeaaacgecttcaacaacagcattattecag
aagacaccttetitececcageccagaaagttectaa

Fignre 8¢

atggtggatggtggaatcactecagtccccaaagtacctgttcagaaaggaaggacaga
atgtgaccctgagtigtgaacagaatttgaaccacgatgecatgtactggtacegaca
ggacccagggcaagggetgagattgatctactactcacagatagtaaatgactttcag
aaaggadatatagctgaagggtacagegtctctcgggagaagaaggaatecctttecte
tcactgtgacatcggeccaaaagaaccegacagetttetatetectgtgecagtagtte
gaggagctcctacgageagtacttcgggecgggcaccagget cacggtcacagaggac
ctgaaaaacgtgttceccaccegaggtegetgtgtitgagecatcagaagcagagatet
cccacacccaaaaggecacactggtgtgoectggecacaggettetacecegaccacgt
ggagctgagetggtgggtgaatgggaaggaggtgeacagtggggtetgecacagacecg
cagcccectecaaggageageccgeectcaatgactecagatacagectgagecagecgee
tgagggtcteggecaccttetggeagaacceccgeaaccacttcegetatcaagteca
gttctacgggetcteggagaatgacgagtggacecaggatagggecaaacctgtcace
cagattgtcagegecgaggectggggt agagcagactaa
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Figure 9a

MQLLEQSPQFLSIQEGENLTVYCNSSSVFSSLQWYRQEP
GEGPVLLVTVVTGGEVKKLKRLTFQFGDARKDSSLHIT
AAQPGDTGLYLCAGAGSQGNLIFGKGTKLSVKPNIQNP
DPAVYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDSDVY..
ITDKECVLDMRSMDFKSNSAVAWSNKSDFACANAFNNSI
IPEDTFFPSPESS Stop

Figure %

MVDGGITQSPKYLFRKEGQNVTLSCEQNLNHDAMYWY
RQDPGQGLRLIYYSQIVNDFQKGDIAEGYSVSREKKESF
PLTVTSAQEKNPTAFYLCASSSRSSYEQYFGPGTRLTVTE
DLENVFPPEVAVFEPSEAEISHTQKATLVCLATGFYPDH
VELSWWVNGKEVHSGVCTDPQPLKEQPALNDSRYSLSS
RLRVSATFWQNPRNHFRCQVQFYGLSENDEWTQDRAK
PVTQIVSAEAWGRAD Siop
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Figure 11

kDa A. Reducing conditions B. Non-reducing conditions
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Figure 14a

atgcaggaggygacacagattoctgeagetetgagtgteccagaaggagaaaacttgg
ttctecaactgeagttteactgatagegetatttacaacctecagtggtttaggeagga
cectgggaaaggtotcacatetctgttgettattcagtcaagt cagagagageaaaca
agtggaagacttaatgectegetggataaatcatcaggacgtagtactttatacatty
cagcettcteagectggtgactcagercacectacctetgtgetgtgaggeccacateagg
aggaagctacatacctacatttggaagaggaaccagecttattgtteatecgtatate
cagaaccctgaccctgecgtgtaccagetgagagactctaaatcecagtgacaagtetyg
tctgectattecaccgattttgattctecaaacaaatgtgtecacaaagtaaggattetga
tgtgtatatcacagacaaatgtgtgetagacatgaggtctatggacttcaagagcaac
agtgctgtggectggagcaacaaatctgactttgeatgtgecaaacgecttcaacaaca
gcattattecagaagacaccttcttececcageccagaaagttectaa

Figure 14b

atgggtgtcactecagaccceaaaattocaggteectgaagacaggacagageatgacac
tgeagtgtgeccaggatatgaaccatgaatacatgtectggtatcecgacaagacccagy
catggggectgaggetgatteattactecagttggtgetggtatecactgaccaaggagaa
gtececcaatggetacaatgtetecagatcaaccacagaggattteecgetcaggetge
tgteggetgeteocteccagacatetgtgtacttetgtgecageagttacgtegggaa
caccggggagcetgttttttggagaaggetctaggetgacegtactggaggacctgaaa
aacgtgttceccaceccgaggtegetgtgtttgagecatecagaageagagatetececaca
cccaaaaggecacactggtgtgectggecacaggettetacccegacecacgtggaget
gagctggtgggtgaatgggaaggaggtgcacagtggggtctgcacagaccegecagecc
ctcaaggagcageccgecectcaatgactecagatacactetgagecagecgectgaggg
tctcggecaccttetggeaggaceccegeaaccacttecgetgtecaagtecagttceta
cgggetetcggagaatgacgagtggacccaggatagggecaaaceegtecacccagate
gtcagegecegaggectggggt agageagactaa

Figure 15a

MQEXTQIPAALSVPEGENLVLNCSFTDSAIYNLQWFRQ
DPGKGLTSLLLIQSSQREQTSGRLNASLDKSSGRSTLYI
AASQPGDSATYLCAVRPTSGGSYIPTFGRGTSLIVHPYI
QNPDPAVYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDS
DVYITDKCVLDMRSMDFKSNSAVAWSNKSDFACANAF
NNSIIPEDTFFPSPESS Stop

Figure 15b

MGVTQTPKFQVLKTGQSMTLQCAQDMNHEYMSWYRQ
DPGMetGLRLIHYSVGAGITDQGEVPNGYNVSRSTTEDF
PLRLLSAAPSQTSVYFCASSYVGNTGELFFGEGSRLTVL
EDLKNVFPPEVAVFEPSEAEISHTQKATLVCLATGFYPD
HVELSWWVNGKEVHSGVCTDPQPLKEQPALNDSRYAL
SSRLRVSATFWQDPRNHFRCQVQFYGLSENDEWTQDRA
KPVTQIVSAEAWGRAD Stop
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Figure 16
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Figure 17
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Figure 192
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Figure 20a

atgcaggaggygacacagattcctgecagetetgagtgtcoccagaaggagaaaacttgy
ttctcaactgcagtttcactgatagegetatttacaacctecagtggtttaggcagga
cectgggaaaggtcteacatetetgttgettattecagtcaagtcagagagagcaaaca
. agtggaagacttaatgcctegetggataaatcatcaggacgtagtactttatacattg
cagctteteagectggtgacteagecacetacctctgtgetgtgaggeccacatcagg
aggaagctacatacctacatttggaagaggaaccagecttattgtteateegtatate
cagaaccctgaccctgeegtgtaccagetgagagactctaaatccagtgacaagtetyg
tctgectattecaccgattttgattetcaaacaaatgtgtcacaaagtaaggatteotga
tgtgtatatcacagacaaaﬂﬁggtgctagacatgaggtctatggacttcaagagcaac
agtgctgtggeoctggageaacaaatetgactttgeatgtgcaaacgecettcaacaaca
geattattocagaagacaccttettecccageeccagaaagttoctgttaa

Figure 20b

atgggtgtcactecagaccecaaaattccaggtecctgaagacaggacagagcatgacac
tgcagtgtgeccaggatatgaaccatgaatacatgtectggtategacaagacccagy
catggggctgaggctgattcattactcagttggtgetggtatcactgaccaaggagaa
gtccccaatggctacaatgtctecagatcaaccacagaggatttecegetcaggetge
tgteggctgeteccteccagacatectgtgtacttetgtgecagecagttacgtegggaa
caccggggagetgttttttggagaaggetctaggetgacegtactggaggacctgaaa
aacgtgttcccacecgaggtegetgtgtttgagecatcagaageagagatcteccaca
cccaaaaggccacactggtgtgectggecacaggettetaccecegaccacgtggaget
gagctggtgggtgaatgggaaggaggtgcacagtggggtcﬁﬂgacagacccgcagccc
cteaaggagcagecegeccteaatgactecagatacgetoetgagecagecacctgaggg
teteggecaccttetggecaggacceccegeaaccacttcecgetgtecaagtecagtcta
cgggctetocggagaatgacgagtggacccaggatagggecaaacccgtcacccagatce
gtcagegeegaggectggggtagagcagactgttaa

Figure 21a

MQEXTQIPAALSVPEGENLVLNCSFTDSAIYNLQWFRQ
DPGKGLTSLLLIQSSQREQTSGRLNASLDKSSGRSTLYI
AASQPGDSATYLCAVRPTSGGSYIPTFGRGTSLIVHPY]I
QNPDPAVYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDS
DVYITDKCVLDMRSMDFKSNSAVAWSNKSDFACANAF
NNSYIPEDTFFPSPESSCStop

Figare 21b

MGVTQTPKFQVLKTGQSMTLQCAQDMNHEYMSWYRQ .
DPGMGLRLIHYSVGAGITDQGEVPNGYNVSRSTTEDEFP
LRLLSAAPSQTSVYFCASSYVGNTGELFFGEGSRLTVLE
DLKNVFPPEVAVFEPSEAEISHTQKATLVCLATGFYPDH
VELSWWVNGKEVHSGYVCTDPQPLKEQPALNDSRYALSS
RLRVSATFWQDPRNHFRCQVQFYGLSENDEWTQDRAK
PYTQIVSAEAWGRADCSiop
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Figure 30

KD = 18.08 +- 2.075
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Figure 31
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Figure 32

KD =225 +-4.0692
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Figure 33a

atgaaggaggtggagcagaattetggaccectcagtgttceagagggagecattg
cctetetecaactgeacttacagtgacegaggtteccagtecttettctggtacag
acaatattctgggaaaagcectgagttgataatgttcatatactocaatggtgac
aaagaagatggaaggtttacagcacagctcaataaagecagecagtatgtttete
tgct catcagagactceccageecagtgattecagecacctacetetgtgeegtgaa
gagaggggtctgggggttacecagaaagttacctitggaactggaacaaagctecaa
gtecateccaaatateccagaacceggatectgocgtgtaccagetgagagactcta
aatccagtgacaagtctgtetgectattcacegattitgattctecaaacaaatgt
gtcacaaagtaaggattctgatgtgtatatcacagacaaafgtgetagacaty
aggtctatggactteaagagcaacagtgetgtggeectggagecaacaaatctgact
ttgcatgtgecaaacgecttcaacaacagcattattccagaagacaccttetteee
cagcccagaaagttcctaa

Figure 33b

atgggegtcatgeagaacccaagacacctyggt caggaggaggggacaggaggeaa
gactgagatgcagceccaatgaaaggacacagteatgtttactggtateggeaget
cecagaggaaggtetgaaatteatggtttatctecagaaagaaaatatcatagat
gagtcaggaatgccaaaggaacgattttctgctgaatttcccaaagagggcécca
gcatecctgaggatcoecagcaggtagtgegaggagatteggecagettatttetygtge
cagetcaccacagacagggggcacadatacgeagtattttggeccaggeaccegy
ctgacagtgctcgaggacctgaaaaacgtgttceccaccegaggtegetgtgtttg
agccatcagaagcagagatctoccacacccaaaaggecacactggtgtgeetgge
cacaggettetaccecgdccacgtggagetgagetggtgggtgaatgggaaggag
gtgcacagtggggt cagacccgcagecccteaaggagecageecgeectca
atgactcecagatacgetetgagecagecgoectgagggteteggecacettetagea
ggacccccgeaaccacttecgetgtcaagtecagttctacgggeteteggagaat
gacgagtggacccaggatagggccaaacccgtcacccagatcgtcagcgccgagg
cctggggtagagcagactaa

Figure 34a

MKEVEQNSGPLSVPEGAIASLNCTYSDRGSQSFFWYRQYS
GKSPELIMFIYSNGDKEDGRFTAQLNKASQYVSLLIRDSQP
SDSATYLCAVKGGSGGYQKVTFGTGTKLQVIPNIQNFPDPA
VYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDSDVYITDKC
VLDMRSMDFKSNSAVAWSNKSDFACANAFNNSIIPEDTFF
PSPESS Stop

Figure 34b

MGVMQNPRHLVRRRGQEARLRCSPMKGHSHVYWYRQLP
EEGLKFMVYLQKENIIDESGMPKERFSAEFPKEGPSILRIQ
QVVRGDSAAYFCASSPQTGGTDTQYFGPGTRLTVLEDLKN
VFPPEVAVFEPSEAEISHTQKATLVCLATGFYPDHVELSW
WYNGKEVHSGVCTDPQPLKEQPALNDSRYALSSRLRVSAT
FWQDPRNHFRCQVQFYGLSENDEWTQDRAKPVTQIVSAE
AW GRAD Stop



27 FEB 2006

WO 83/620763 PCT/GRB02/03986

28/81

Figure 35
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Figure 38
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Figure 39a— T48—>C q chain
atgcagaaggaagtggagcagaactctggacceetcagtgttcecagagggageca
ttgectetcteaactgeacttacagtgacegaggtteccagtecttetictggta
cagacaatattctgggaaaagccetgagttgataatgtccatatactecaatggt
gacaaagaagatggaaggtttacagcacagctcaataaagccagecagtatgtit
ctctgecteatcagagacteccageccagtgattcagecacctacectetgtgeegt
tacaactgacagctgggggaaattgeagtttggagcagggacccaggtigtggte
accccagatateocagaaccetgacectgecgtgtaccagetgagagactctaaat
ccagtgacaagtctagtcetgectattcacegattttgattetecaaacaaatgtgte
acaaagtaaggattctgatgtgtatatcacagacaaaffifggtgctagacatgagy | .
tctatggacttceaagagcaacagtgetgtggectggagecaacaaatetgactttg
catgtgcaaacgecttcaacaacagcattattecagaagacacctietteececag
cccagaaagttcctaa

Figure 39b — T48—-C a chain

MQ

K;EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY SNGDKEDGRPF
TAQLNKASQOY VSLLIRDSQP -SDSATYLCAV TTDSWGKLQF GAGTQVVVIP DIQNPDPAVY
QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS DVYITDKCVL DMRSMDFKSN SAVAWSNKSD .
FACANAFNNS IXPEDTFFPS PESS*

Figure 402 — T45->C alpha chain DNA Sequence

Atgcagaaggaéétggagcagaactctggacccctcagtgtthagagggagcca
ttgectctetcaactgeacttacagtgaccgaggtteccagtecttcttetggta
cagacaatattctygggaaaagccetgagttgataatgtcecatatactecaatggt
gacaaagaagatggaaggtttacagcaéagctcaataaagccagccagtatgttt
ctcotgetceatcagagactececageecagtgatteagecacctaceteotgtgecat
tacaactgacagetgggggaaattgecagtttggagcagggacccaggttgtggte
accecagatatccagaacectgaccctgeecgtgtaceagectgagagactectaaat
cecagtgacaagtctgtcectgectattcaccgattttgattetcaaacaaatgtgte
acaaagtaaggattctgatgtgtatatcﬁgﬁgacaaaactgtgctagacatgagg
tctatggacttecaagagcaacagtgetgtggectggagcaacaaatetgactttg
catgtgcaaacgccttcaacaacageattattecagaagacaccttettecccag
cccagaaagttoctaa '

Figure 40b — T45->C alpha chain Amino Acid Sequence

MO

KEVEQNSGPL. SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY SNGDKEDGRF
TRAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF GAGTQVVVTP DIONPDPAVY
QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS DVYICDKTVL DMRSMDFKSN SAVAWSNKSD

TR VR T Ty wr Moo
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Figure 412 — S61->C alpha chain DNA Sequence

Atgcagaaggaagtggagcagaactctggaccectcagtgttccagagggageca
ttgectetcteaactgeacttacagtgacegaggtteccagtecttettetggta
cagacaatattctgggaaaagcecctgagttgataatgtcecatatactecaatggt
gacaaagaagatggaaggtttacagcacagctcaataaageccagecagtatgttt
ctctgeteateagagacteccageccagtgattcagocacctacetctgtgecgt
tacaactgacagetgggggaaattgcagtttggageagggaccecaggttgtggte
accccagatatcecagaaccctgacectgeegtgtaccagetgagagactetaaat. |
ccagtgacaagtcetgtetgectattcacegattitgattctcaaacaaatgtgte
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgetagacatgagg
tctatggacttcaagagcaac!!ﬁgctgtggcctggagcaacaaatctgactttg
catgtgcaaacgecttcaacaacagcattattocagaagacaccttettecccag
cccagaaagttectaa

Figure 41b — S61—>C alpha chain Amino Acid Sequence

MO .

X;EVEQNSGPL SVPEGATIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF
GAGTQUVVTP DIQNPDPAVY QLRDSKSSDK SVCLFTIDFDS QTNVSQSKDS
DVYITDKTVL DMRSMDFKSN CAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS*

Figure 42a — L50—C alpha chain DNA Sequence

Atgcagaaggaagtggageagaactetggaccccteagtgtteccagagggageca
ttgcetetcoteaactgeacttacagtgaccgaggttcecagteettettetggta
cagacaatattctgggaaaagecctgagttgataatgtceatatactecaatggt
gacaaagaagatggaaggtttacagcacagctcaataaagecagecagtatgttt
ctectgceteatecagagactcccageccagtgattcagecacctacctetgtgeegt
tacaactgacagctgggggaaattgcagtttggageagggacccaggttgtagte
accccagatatecagaacccetgaccectgecgtgtaccagetgagagactetaaat
ccagtgacaagtctgtetgectatteaccgatttigattetcaaacaaatgtgte
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgEgtigacatgagy
tctatggacttecaagagecaacagtgetgtggectggagcaacaaatetgactttyg
catgtgcaaacgecettcaacaacageattattecagaagacacettetteeccag
cccagaaagttectaa

Figure 42b — L50—C alpha chain Amino Acid Sequence

MO
K;EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY

SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF
GAGTQVVVTP DIQNPDPAVY QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS
DVYITDKTVC DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS*
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Figure 43a - Y10 C a chain

atgcagaaggaagtggagcagaactctggaccectcagtgttecagagggageca
ttgectetcetcaactgeacttacagtgaccgaggtteccagtecttettetggta
cagacaatattctgggaaaagecetgagttgataatgtecatatactecaatggt
gacaaagaagatggaaggtttacagcacagctcaataaagccageccagtatgttt
ctctgcetcatcagagacteccageccagtgat teagecacctacetectgtgocgt
tacaactgacagectggggagaaat tgecagtttggagcagggaccecaggttgtggte
acccecagatatccagaaccctgacectgeegt agctgagagactcectaaat
ccagtgacaagtctgtctgectatteaccegattttgattetecaaacaaatgtgte
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgctagacatgagg
- tctatggacttcaagagcaacagtgctgtggectggageaacaaatctgacttig
catgtgcaaacgccttcaacaacagecattatteocagaagacaccttetteceecag
cccagaaagttectaa ‘

Figure 43b — Y10>C o chain
MQ .
K:EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF
GAGTQVVVTP DIQONFDPAVC QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS
DVYITDKIVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS ITPEDTFFPS PESS*

Figure 44a — 815—-5C o chain

atgcagaaggaagtggagcagaacteotggacccctcagbgtteccagagggageca
ttgectetetcaactgeacttacagtgacegaggtteccagtecttetictggta
cagacaatattctgggaaaagecctgagttgataatgteccatatactoecaatggt
gacaaagaagatggaaggtttacagcacagctcaataaagccageccagtatgttt
ctctgeteatcagagacteccageccagtgattcagecacctacctectgtgeegt
tacaactgacagctgggggaaattgeagtttggagecagggacccaggttgtggte
accccagatatccagaaccctgagcetgecgtgtaceagetgagagachagaaat
ccagtgacaagtctgtctgectattecacegattttgattetcaaacaaatgtgte
acaaagtaaggattcetgatgtgtatatcacagacaaaactgtgectagacatygagg
tctatggacttceaagagcaacagtgetgtggectggagcaacaaatctgactttg
catgtgcaaacgeettcaacaacagcattattcecagaagacacecttettecccag
cccagaaagttectaa

Figure 44b — 815-C a chain
MO
K:EVEQNSGPL SVPBGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF
GAGTQVVVTP DIQNPDPAVY QLRDCKSSDK SVCLFIDFDS QTNVSQSKDS
DVYITDKTVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS*
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Figure 45a — 112->C o chain

. atgcagaaggaagtggagcagaactetggaccectecagtgttccagagggageca
ttgecteotctecaactgeacttacagtgacegaggtteecagtecttettetggta
cagacaatattetgggaaaagccctgagttgataatgtecatatactecaatggt
gacaaagaagatggaaggtttacagcacagctcaataaagecageceagtatgttt
ctetgetcateagagacteccageeccagtgattcagecacctacctectgtgeegt
tacaactgacagectgggggaaattgeagtttggageagggacceaggttgtggte
accccagatatecagaacéctgaccctgecgtgtaccagy
ccagtgacaagtctgtetgectattcaccgattttgattetcazacaaatgtgte
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgctagacatgagg
tctatggacttcaagagcaacagtgetgtggeetggagcaacaaatctgactttg
catgtgcaaacgecttcaacaacagecattattccagaagacaccttettececag
cecagaaagttectaa ' '

Figure 45b — L12—C a chain

MO

K;EVEQNSGPL SVPEGATIASL NCIYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDEEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF
GAGTQVVVTP DIONPDPAVY QCRDSKSSDK SVCLFTDFDS QTNVSQSKDS .
DVYITDKTVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS*

Figare 46a — V22-5C o chain

atgcagaaggaagtggagcagaactetggacecctcagtgttccagagggageca
ttgcctetcectcaactgeacttacagtgacegaggtteccagtecttettetggta
cagacaatattctgggaaaagecctgagttgataatgtccatatactceccaatggt
gacaaagaagatggaaggtttacagcacagectcecaataaagecagecagtatgttt
ctetgetcatcagagacteccageccagtgattcagecacctacetetgtgeegt
tacaactgacagctgggagaaattgeagtttggageagggaceccaggttgtagte
accccagatatecagaaccectgaccectgeegtgtaccagetgagagactctaaat |
ccagtgacaagtctﬂﬂgtgcctattcaccgattttgattctcaaacaaatgtgtc
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgetagacatgagg
tctatggacttcaagagcaacagtgetgtggectggageaacaaatetgactttg
catgtgcaaacgecttecaacaacageattattocagaagacaccticttececag
cecagaaagttectaa

Figare 46b — V22—>C a chain

MQ
K:EVEQNSGPL SVPEGATASI: NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY

SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQOF
GAGTQVVVTP DIQNPDPAVY QLRDSKSSDK SEICLFTDFDS QTNVSQSKDS
DVYITDKTVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS*
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Figure 47a - M52—-C o chain

atgcagaaggaagtggagcagaactctggaccecctcagtgttecagagggageca
ttgectetcetcaactgeacttacagtgacegaggtteccagtecttecttetggta
cagacaatattctgggaaaagecctgagttgataatgtocatatactecaatgat
gacaaagaagatggaaggtttacagcacagctcaataaagecagecagtatgtit
ctetgeteatcagagactceccageccagtgattocagecacetacctectgtgeegt
tacaactgacagctgggggaaattgcagtitggagecagggacccaggtigtagtce
accccagatatccagaaccetgaccectgeegtagtaccagetgagagactctaaat
ccagtgacaagtctgtetgectattecacegattttgattetcaaacaaatgtgte
acaaagtaaggattctgatgtgtatatcacagacasaactgtgctagaciigiagg.
tctatggacttceaagageaacagtgetgtagectggagecaacaaatetgacttig -
catgtgcaaacgecttcaacaacageattattccagaagacaccttcecttececag
cccagaaagttcectaa

Fignre 47b — M52—-C a chain
MO
K;EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLOF
GAGTQVVVTP DIQNPDPAVY QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS
DVYITDKTVL DCRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS*

Figure 48a — Y43—C o chain

atgcagaaggaagtggagcagaactctggaccccteagtgtticcagagggageca
ttgcectetceteaactgeacttacagigaccgaggtteccagtecttettetgata
cagacaatattetgggaaaagecectgagttgataatgteccatatactecaatggt
gacaaagaagatggaaggtttacagcacagctcaataaagecagecagtatgttt
ctetgeteatcagagacteccageccagtgattcagecacctacectetgtacegt
tacaactgacagctgggagaaat tgcagtttggagecagggaceccaggttgtggte
-acecccagatatccagaacoctgaccectgecgtgtaccagetgagagactcectaaat
ccagtgacaagtetgtetgectattcacegattttgattetcaaacaaatgtgte
acaaagtaaggattctgatgtglftat cacagacaaaactgtgetagacatgagg -
tctatggacttceaagagraacagtgctgtggectggagecaacaaatetgactttyg
catgtgecaaacgecettcaacaacagecattattcecagaagacaccttettececag
cecagaaagttectaa

Figure 48b — Y43-5C a. chain

MQ

K,EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF
GAGTQVVVTP DIQNPDPAVY QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS
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Figure 49a — Ser57->C B chain

atgaacgctggtgteactcagaccccaaaattcecaggtcctgaagacaggacaga
gcatgacactgecagtgtgceccaggatatgaaccatgaatacatgtectggtatcg
acaagacccaggcatggggetgaggetgattcattactcagttggtgetggtatce
actgaccaaggagaagtceccaatggetacaatgtcet ceagatcaaccacagagg
atttececgeteaggetgetgteggetgecteecteccagacatetgtgtacttotg
tgccagcaggecgggactagoegggagggcgaccagagcagtacttcgggeecggge
accaggetcacggtcacagaggacctgaaaaacgtgtteccacccgaggtegety
tgtttgagccatcagaagcagagatetcocacacccaaaaggecacactggtgtyg
cetggecacaggcttctaceccgaccacgtggagetgagetggtgygtgaatggg
aaggaggtgcacagtgggat cagaccoegeageccctcaaggageageccd
ccctcaatgactccagatacgctctgagéagccgcctgagggtctcggccacctt
ctggcaggaccccegecaaccactteoegetgteaagteccagttetacgyggetetey
gagaatgacgagtggacccaggatagggccaaaccegteacccagategtcageg
ccgaggectggggtagageagactaa

Figure 49b SexS7—>C B chain

M

© NHAGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV -
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AMPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE PSEARISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VCTDPQPLKE QPALNDSRYA LSSRLRVSAT
FWQDPRNHFR CQUVQFYGLSE NDEWTQDRAK PVTQIVSAEAR WGRAD*

Figure 50a — Ser77->C p chain

atgaacgctggtgtcactcagaccccaaaattccaggtcctgaagacaggacaga
gcatgacactgecagtgtgeccaggatatgaaccatgaatacatgtectggtateg
acaagaccceaggcatggggetgaggetgattcattactecagttggtgetggtate
actgaccaaggagaagtcecccaatggetacaatgtctecagatcaaccacagagg
atttcecgeteaggetgetgteggetgeteceteccagacatctgtgtacttotg
‘tgccageaggeegggactageggaagggegaccagageagtact t egggeeggge
accaggetcacggtcacagaggacctgaaaaacgtgttceceacccgaggtegetg
tgtttgagecatcagaageagagatcteccacacccaaaaggecacactggtgtg
cctggecacaggettetaccecgaccacgtggagetgagetggtgggtgaatggag
aaggaggtgcacagtgaggtcageacagaccegecagecectcaaggageageecyg
ccetcaatgactcecagatacgetetgfidbagecgoctgagggt cteggecacett
ctggcaggacceccgeaaccacttecgetgtcaagtecagttctacgggeteteg
gagaatgacgagtggacccaggatagggecaaaccegtcaceccagategtcageg

ccgaggcctgaggtagagcagactaa .

Figure 50b Ser77—>C P chain

M

N;AGVTQTPKF QVLKTGQSMT LOCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYPGPGT RLTVTEDLEKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LCSRLRVSAT
PUQDPRNHFR CQVOFYGLSE NDEWTODRAK PVIQIVSAEA WGRAD*
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Figure 51a — Ser17->C B chain

atgaacgcetagtgtcacteagaccecaaaattoccaggtecctgaagacaggacaga
geatgacactgecagtgtgeccaggatatgaaccatgaatacatgtectggtateg
acaagacccaggeatggggetgaggetgattcattactcagttggtgetggtate
actgaccaaggagaagtccecaatggetacaatgtetecagatcaaccacagagg
atttecegetecaggetgetgteggetgeteceteccagacatetgtgtacttetg
tgccageaggecgggact agegggagggegaceagagecagtact tcgggeeggge
accagget cacggtcacagaggacctgaaaaacgtgttocecaccegaggtegetg
tgtttgagccaﬁﬁﬁgaagcagagatotcccacacccaaaaggccacactggtgtg
cctggeecacaggettetaccecgaccacgtggagetgagetggtgggtgaatggg
aaggaggtgcacagtggggtoagcacagaccecgecagoccct caaggagecagoedy
cectcaatgactceagatacgectetgageagecgectgagggtecteggecacett
ctggcaggacecccgeaaccacttecgetgteaagtccagttectacgggetctog
gagaatgacgagtggacccaggatagggcocaaacecgtcacccagategtcageg
ccgaggectggggtagageagactaa '

Fignr_e 51b Ser17->C P chain

M . .

N,AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVIEDLKN VFPPEVAVFE PCEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPFALNDSRYA LSSRLRVSAT
FWODPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD*

Figure 52a - Val 13-C p chain

atgaacgctggtgtcactéagaécpcaaaattccaggtcctgaagacaggacaga
gecatgacactgcagtgtgeccaggatatgaaccatgaatacatgtectggtateg
acaagacccaggcatggggcetgaggetgatteattactcagttggtgetggtate
actgaccaaqggagaagtccecaatggetacaatgtecteocagatcaaccacagagg
attteccegeteagactgetgteggetgeteceteccagacatctgtgtacttetyg
tgccagcaggecgggactagegggagggcgaccagagecagtacttecgggecgage
accaggctcacggtcacagaggacctgaaaaacgtgttcccacccgaggtcgctﬁ
Eﬁtttgagccatcagaagcagagatctcccacacccaaaaggccacactggtgtg
cctggecacaggettctaccecgaccacgtggagetgagetggtgggtgaatagg
aaggaggtgcacagtggggtcagcacagacccgeageccctcaaggagcageocy
cccteaatgactecagatacgetetgageageegectgagggt cteggecaccett
ctggcaggaccecegcaaccactteegetgtcaagtccagttetacgggeteteg
gagaatgacgagtggacccaggatagggccaaaccegtcacceagategtcageg
ccgaggectggggtagageagactaa

Figure 52 Val 13->C B chain

M

R, AGVIQTPKF QVLKTGQSMT LOCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYPGPGT RLTVIEDLKN VFPPEVACFE PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LSSRLRVSAT
FWODPRNHFR CQVQFYGLSE NDEWTQDRAK PVIQIVSAEA WERAD*
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Figure 53a — Asp 59->C B chain

atgaacgctggtgtcactcagaccecaaaattecaggtcctgaagacaggacaga
geatgacactgeagtgtgeeccaggatatgaaccatgaatacatgtectggtateg
acaagacccaggcatggggetgagactgatteattactecagttggtgetggtate
actgaccaaggagaagtcccecaatggetacaatgtetccagatcaaccacagagg
attteecgctecaggetgetgteggetgcteccteoccagacatetgtgtacttety
tgcceagcaggecgggact agegggagggegaccagagcagtacttegggecggge
accaggctcacggtcacagaggacctgaaaaacgtgtteccaccegaggtegetyg
tgtttgagccatcagaagcagagatcetoccacacccaaaaggeccacactggtgtg

. ectggecacaggcettctaccecegaccacgtggagetgagetggtgggtgaatagg -
aaggaggtgcacagtggggtcagcacaﬂgﬁccgcagcccctcaaggagcagcccg
cecteaatgacteeagatacgetetgagcagecgectgagggtcteggecaccett
ctggeaggacccecgcaaccacttecgetgt caagtecagttetacgggeteteg
gagaatgacgagtggaccecaggatagggccaaaccegtecacccagategteageyg
cegaggoectggggtagagcagactaa

Fignure 53b Asp 59—C P chain

M

N;AGVTOTPKF QVLKTGQSMT LOCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYPGPGT RLTVIEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VSTCPQPLKE QPALNDSRYA LSSRLRVSAT
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD*

Figure 54a — Arg 79—>C P chain

.- atgaacgetggtgteactcagacececaaaat teccaggt cctgaagacaggacaga
gcatgacactgcagtgtgecccaggatatgaaccatgaatacatgtectggtateg
acaagacccaggeatggggetgaggetgattcattacteagttggtgetggtate
actgaccaaggagaagtccccaatggetacaatgtctecagatcaaccacagagg
atttecegeteaggetgetgteggetgeteecteccagacatectgtgtacttetyg
tgccagcaggecgggactagegggagggegaccagagecagtact tegggecggge
accaggcetcacggt cacagaggacctgaaaaacgtgttcecaccegaggtegetg
tgtttgagecatcagaagcagagatctcecacacccaaaaggecacactggtgtg
cctggecacaggettctaceceegaccacgtggagetgagetggtgggtgaatggg:
aaggaggtgceacagtgggatcagecacagacccgcagecectcaaggagcageccy
ccctcaatgactccagatacgctctgagcagcﬁﬁﬁctgagggtctcggccacctt
ctggeaggaccceccgecaaccactteccgetgtcaagtecagttectacgggeteteg
gagaatgacgagtggacceaggatadgggccaaaccegtcacceagategtecageyg
cegaggectggggtagageagactaa

Figure 54b Arg 79->C B chain

M

N, AGVTQTPKF QVLKTGOSMT LOCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTIVTEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LSSCLRVSAT
FHWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVIQIVSAEA WGRADY
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Figure 55a - Phe 14->C f chain

atgaacgctggtgtceactcocagaccccaaaattccaggtcectgaagacaggacaga
gceatgacactgecagtgtgccecaggatatgaaccatgaatacatgtectggtateg
acaagacccaggeatggggetgaggetgattecattacteagttggtgetggtatce
actgaccaaggagaagtecccaatggetacaatgtetccagatcaaccacagagy
attteeegetecaggetgetgteggctgeteocceteccagacatectgtgtacttetg
tgccagcaggcegggactagegggagggegaccagagecagtacttegggeeggge
accaqggctcacggtcacagaggacctgaaaaacgtgtteccacccgaggtegetg
tgﬂgﬁgagccatcagaagcagagatctcccacacecaaaaggccacactggtgtg
cctggecacaggettetacecegaccacgtggagetgagetygtgggtgaatggy
‘aaggaggtgceacagtggggtcageacagaccoegcageccctcaaggagecageecg
ccctcaatgacteccagatacgetcotgagcageegeetgagggteteggecacett
ctggcaggacececcgecaaccactteegetgtcaagtecagttetacgggeteteg
gagaatgacgagtggacccaggatagggoecaaaccegteacecagategteageg

ccgaggectggggtagageagactaa
Figure 55b Phe 14-C P chain

M

N\AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVIEDLKN VFPPEVAVCE ' PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LSSRLRVSAT
FWQDPRNHFR COVQFYGLSE NDEWTQDRAK PVTQIVSREA WGRAD#*

Figure 56a — Gly 55->C p chain

atgaacgetggtgtoactecagaccecaaaattececaggtoctgaagacaggacaga
gcatgacactgeagtgtgeccaggatatgaaccatgaatacatgtectggtateg
acaagécccaggcatggggctgaggctgattcattactcagttggtgctggtatc
actgaccaaggagaagtcecccaatggetacaatgtctecagatcaaccacagagg
atttecegetecaggetgetgtegactgetcecteccagacatetgtgtacttetyg
tgecagcaggeegggactagegggagagcegaccagagecagtact tegggeeggge
accaggctcacggtcacagaggacctgaaaaacgtgttoccaceegaggtegetyg
tgtttgagccatcagaagcagagatctcocacacccaaaaggecacactggtgty
cctggecacaggettetacecegaccacgtggagetgagetggtgggtgaatggg
aaggaggtgcacagtﬁﬁﬁgtcagcacagacccgcagcccctcaaggagcagcccg
ccctcaatgactecagatacgetctgagecageegectgagggteteggecacctt
ctggeaggacccecegeaaccacttcegetgltecaagtccagttetacgggetcteg
gagaatgacgagtggacccaggatagggcocaaaccegteacecagategtcageyg

ccgaggectggggtagageagactaa
Figure 56b Gly 55> C P chain

M .
N, AGVTQTPKF QVLKTGOSMT LQCAQDMNHE YMSWYRQDEG MGLRLIHYSV
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG
FYPDHRVELSW WVNGKEVHSC VSTDPQPLKE QFALNDSRYA LSSRLRVSAT
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD*
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Figure 5§7a — Leu 63—>C P chain

atgaacgctggtgtcactcagaccecaaaattccaggtcctgaagacaggacada
gcatgacactgcagtgtgeccocaggatatgaaccatgaatacatgtcctggtateg
acaagacccaggcatggggectgaggetgattocattactcagttggtgectggtate
actgaccaaggagaagtccccaatggctacaatgtcteccagatcaaccacagagg
atttccecgetcaggetgetgteggetgeteccteccagacatetgtgtactictg
tgccagcaggeccgggactagegggagggegaccagageagtacttegggecggge
accaggctcacggtcacagaggacctgaazaaacgtgttecccaccegaggtegetyg
tgtttgagccétcagaagcagagatctcccacacccaaaaggccacactggtgtg
cctggccacaggcttctaccocgaccacgtggagetgagetggtgggtgaatggg
aaggaggtgcacagtggggtcageacagaccegcagecciiiaaggagcageccy
ccctcaatgacteoccagatacgetctgagecagecgectgagggtetcggecacctt
ctggcaggacccccgcaaccacttecgetgtcaagteccagttetacgggeteteg
gagaatgacgagtggacccaggatagggecaaaccegtcacccagatecgtcageg
ccgaggcctggggtagagcagactaa

Figure 57b Leu 63— C p chain

M

N;AGVTQTPKF QVLKTGQRSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV
GAGITDQOGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVESG VSTDPQPCKE QPALNDSRYA LSSRLRVSAT
FWQDPRNHFR COVQFYGLSE NDEWTODRAK PVTQIVSAER WGRAD*

Figure 58a — Glu 15— C B chain

atgaacgctggtgtcactcagaccccaaaattccaggtectgaagacaggacaga
gcatgacactgecagtgtgececcaggatatgaaccatgaatacatgtcectggtatceg
acaagaccoaggcatggggctgaggectgattcattactcagttggtgetggtatce
actgaccaaggagaagtccccaatagetacaatgtetercagatocaaccacagagyg
atttcecgectecaggetgetgteggetgetececctoceccagacatectgtgtacttetg
tgcecageaggecgggactagegggagggcgaccagagecagtacttcgggoegggc
accaggactcacggtracagaggacctgaaaaacgtgttcccaccegaggtegetg
tgtttﬁﬂjccatcagaagcagagatctcccacacccaaaaggccacactggtgtg
cctggeccacaggottectaccocgaccacgtggagetgagectgotgggtgaatggg
aaggaggtgcacagtggggtecagcacagaccegecageocectcaaggagcagocog
ccctecaatgactccagatacgetctgagocagecgectgagggtecteggecacott
ctggraggaccocoogeaaccacttccgetgtcaagtccagttctacgggecteteg
gagaatgacgagtggacccaggatagggccaaaccegtcaceccagatecgtcageyg
ccgaggcctggggtagagcagactaa

Figure 58b Glu 15—C P chain

M

N AGVTQTPKF QVLXTGQSMT LQCARQDMNHE YMSWYRQDPG MGLRLIRYSY
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSOTSVYF CASRPGLAGG
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFC PSEAEISHTQ KATLVCLATG
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LSSRLRVSAT
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD*
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Figure 59: AE column Thr48/Ser57

LI Sl B RLIA B BN BN S |

Elution time

Figure 60: AE column Thrd5/Ser77

0.D.280nm
b
8

1000

500 4

oml_‘fllllIil
+ B 15 21 28 35 41 4 55 ©

Eltion volume (mi)



27 FEB 2006

WO 03/020763 PCT/GBO2/03936

43/81

Figure 61: AE column Tyr10/Ser17 ¢

Figure 62: AE column Thr45/Asp59
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peak1 peak2 shouider  peak1 peak2 shoulder

T B, by

,.r L
KDa
50- »Ow»
25-
-=Bes
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Figure 66: SDS PAGE Thr 45 / Ser 77
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A. Reducing conditions B. Non-reducing conditions
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Figare 68 SDS PAGE Thr 45 / Asp 59
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Figure 70: SDS PAGE Ser 15/Glu 15
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Figure 85a

atggqgtgtcactcagaccccaaaattecaggtocctgaagacaggacagageatgaca
ctgragtgtgeccaggatatgaaccatgaatacatgtectggtategacaagaceca
ggcatggggctgaggetgattoattacteagttaggtgetggtatcactgaccaagga
gaagtceccaatggetacaatgtcetecagatcaaccacagaggatttecegeteagg
ctgetgteggetgeteccteccagacatetgtgtacttotgtgecagragttacgte
gggaacaccygggagetgttttttggagaaggetctaggctgaccgtactaggaggac
ctgaaaaacgtgttocecaccegaggtegetgtgtttgagecatcagaageagagatce
tcccacacccaaaaggecacactggtgtgectggecacaggettctaccecgaceac
gtagagetgagetggtgggtgaatgggaaggaggtgcacagtggggtectgeacagac
ccgeageccctcaaggageagecegeactcaatgacteccagatacgetctgageage
cgectgagggtetcggecaccttetggcaggacccecgeaaccactteegetgteaa
gteceagttetacgggctecteggagaatgacgagtggacccaggatagggccaaacoc
gtcacccagatcgtcagcgccgaggcctggggtagagcagacggatccggtggtggt
ctgaacgatatttttgaagctcagaaaatcgaatggecattaa

Figure 85b
MGVTQTPEKEFQVLEKTGQSMTLOCAQDMNHEYM
SWYRQDPGMGLRLIHYSVGAGITDQGEYVPNG
YNVSRSTTEDFPLRLLSAAPSQTSVYFCASS
YVGNTGELFFGEGSRLTVLEDLKNVFPPEYVA
VFEPSEAEISHTOKATLVCLATGFYPDHYVEL
SWWHVNGKEVHSGVCTDPQPLKEQPALNDSESRY
ALSSRLRVSATFWOQDPRNHFRCQVQFYGLSE
NDEWTOQDRAKPVTQIVSAEAWGRADGSGGGE
TR L FH Stop -
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Fignre 86a

atgggtgtcactcagaccccaaaattecaggtoctgaagacaggacagagecatgaca
ctgcagtgtgeccaggatatgaaccatgaatacatgteetggtatcgacaagaccea
ggeatgaggctgaggetgatteattacteagttaggtgctagtatcactgaccaagga
gaagtccccaatggetacaatgtecteccagatcaaccacagaggattteecgeteagg
ctgctgteggetgcteccteccagacatetgtgtacttetgtgocageagttacgte
gggaacaccggggagetgttttttggagaaggetectaggetgaccgtactggaggac
ctgaaaaacgtgttcecaccecgaggtegetgtgtttgagecatcagaagecagagate
tecccacacccaaaaggocacactggtgtgectggecacaggettoctaceceegaccac
gtggagetgagetggtgggtgaatgggaaggaggtgeacagtggggtetgecacagac
ccgeageccectcaaggageagecegeectcaatgactccagatacgetetgageage
cgcctgagggt cteggecaccttetggeaggacceccgeaaccacttecgetgteaa
gtcecagttctacgggeteteggagaatgacgagtggacecaggatagggecaaacee
gtecacccagatcgtecagegeegaggectggggtagageagacggatceggtggtggt
catcatcaccatcatcactaa

Fignre 86b

MGVTQTPRKFQVLEKETGQSMTLQCAQDMNHETYM
SWYRQDPGMGLRLIHYSVGAGITDQGEVPNG
YNVSRSTTEDFPFPLRLLSAARPSQTSVYFCASS
YVEGNTGELFFGEGSRLTVLEDLKNVFPPEVA
VFEPSEAEISHTQKATLVCLATGFYPDHVEL

.SWWVNGKEVHSGVCTDPQPLEKEQPALNDSRY.
ALSSRLRVSATFWQDPRNHEFRCQVQFYGLSE
NDEWTQDRAKPVTQIVSAEAWGRADGSGGG E
EYESTERE svop
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Figare 91h. PP LCL NYESO 10°M TCR 10pg

atgaacgctggtgtcactcagaccccaaaattccaggtectgaagacaggacagage
atgacactgcagtgtgeccaggatatgaaccatgaatacatgtectggtategacaa
gacccaggcatggggctgaggctgattcattactcagttggtgctggtatcactgéc
caaggagaagtcecccaatggetacaatgtctecagatcaaccacagaggattteceg
ctecaggetgetgteggetgeteccteccagacatetgtgtacttetgtgecageagg
ccgggactagegggagggegaccagagcagtacttegggecgggeaccaggectcacy
gtcacagaggacctgaacaaggtgtteocaccegaggtcgetgtgtttgagecatea
gaagcagagatctocceacacccaaaaggecacactggtgtgectggecacaggette
ttcececgaccacgtggagetgagetggtgggtgaatgggaaggaggtgcacagtggy
gtetgeacagaccoegeageocct caaggageagecegeactcaatgactecagatac
tctctgageageegectgagggteteggecacettctggeaggacecocogeaaccac
tteecgcetgtecaagteccagttectacgggacteteggagaatgacgagtggaccecaggat
agggccaaacccgteacceagategtcagegecgaggecetggggtagageagactaa

Figure 92
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Figure 97

atgaacgctggtgtcactcagaceccaaaattececaggtcctgaagacaggacagage
atgacactgecagtgtgcccaggatatgaaccatgaatacatgtectggtategacaa
gacccaggcatggggctgaggetgattcattacteagttggtgetggtateactgace
caaggagaagtccccaatggcetacaatgtcteoecagatcaaccacagaggattteceg
ctecaggetgetgteggetgetececteccagacatetgtgtacttetgtgecageagg
ccgggactagegggagggegaccagageagtacttegggecgggeaccaggetecacyg
gtcacagaggacctgaaaaacgtgtteccaceccgaggtegetgtgtttgagecatea
gaagcagagatcteccacacccaaaaggecacactggtgtgoctggecacaggette

tacccegaccacgtggagetgagetggtgagtgaatgggaaggaggtgeacagtggg

gtetgeacagaccogeageccctcaaggagcagececgecctcaatgactecagatac
tgtetgageageegectgagggt et eggecacettoctggecaggacceoecgcaaccac
ttecgetgtecaagtecagttetacaggctcteggagaatgacgagtggacccaggat
agggccaaaccegteacccagategtcagogecgaggectggggtagagecagactaa
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Figure 102

atgaacgctggtgtcactecagaccocaaaatt ccaggtcetgaagacaggacagage
atgacactgcagtgtgeccaggatatgaaccatgaatacatgtectggtategacaa
gacccaggceatggggetgaggctgatteattacteagttggtgetggtatecactgac
caaggagaagtccccaatggctacaatgtctccagatcaaccacagaggatttcccg
ctecagactgctgteggetgeteccteccagacatetgtgtacttectgtgecageagy
cegggact agegggagggegaccagageagt act tcgggecgggeaccagget cacy
gtcacagaggacctgaaaaacgtgttcecacecgaggtegetgtgtttgagecatea
gaagcagagatcteccacacccaaaaggecacactggtgtgectggecacaggettc
tacccegacceacgtggagetgagetggtgggt gaatgaggaaggaggtgeacagtggg
gtctgcacagaccegcageccetcaaggagecageecgecctcaatgactoeagatac
tctetgageagecgectgagggt et eggecaccttetggecaggaceeccegeaaccac
ttecgetgtcaagtecagttetacgggetcteggagaatgacgagiggaceccaggat
agggccaaacccegteaccecagatcgtcagegecgaggectggggtagagecagactaa
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Figure 106
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Figure 111

Figure 112

ggatccagecatggtgtgtctgaageteectggaggetecctgeatgacagegctgaca
gtgacactgatggtgetgagetocccactggetttgtecggagacaccggtggegga
tetetagttecacgeggtagtggaggeggtggt tecggagacacgegttagtaggte
gacygaggeggtggaggtagaategeccggetggaggaaaaagtgaaaaccttgaaa
getcagaactcggagetggegtecacggccaacatgetcagggaacaggtggeacag
cttaaacagaaagtcatgaactactaggatec

Figere 113

BamHI _ Agel Sall BamHI

DRP Leader — GDT TCR chain  Step Zipper
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Figure 114

ggatccageatggtgtgtctgaagetceectggaggetectgecatgacageactgaca
gtgacactgatggtgetgagcteccecactggetttgtecggagacaceggagacace
ggacagaaggaagtggagcagaactetggaccectecagtgttccagagggagecatt
geetectetecaactgeoacttacagtgacegaggttceccagtecttettetggtacaga
caatattctgggaaaagecectgagttgataatgtecatatactecaatggtgacaaa
gaagatggaaggtttacagcacagetcaataaagccagecagtatgtttetetgete
atcagagactcccageccagtgattcagecacctacetetgtgecgtitacaactgac
agcetgggggaaattgeagtitggageagggacecaggttgtggteaceccagatate
cagaacccetgacectgecgtgtaccagetgagagactctaaatccagtgacaagtot
gtctgectattcaccgattttgattectcaaacaaatgtgtcacaaagtaaggattct
‘gatgtgtatatcacagacaaatgtgtgetagacatgaggtetatggactteaagaac
aacagtgetgtageoctggagcaacaaatetgactttgeatgtgeaaacgectteaac
aacagcattattcecagaagacaccttettececageccagaaagttectaagtegac
ggaggcggtgggggtagaatcgcccggctggaggaaaaagtgaaaaccttgaaagct
cagaacteggagetggegteccacggeccaacatgetcagggaacaggtggcacagett
aaacagaaagtcatgaactactaggatcc

Figure 115

ggatccagcatggtgtgtctgaagctecetggaggetectgeatgacagegetgaca
gtgacactgatggtgetgagetecccactggetttgtccggagacaceggagacace
ggaaacgctggtgteactcagaccecaaaatteccaggtcctgaagacaggacagage
atgacactgcagtgtgeccaggatatgaaccatgaatacatgtectggtatcgacaa
gacccaggcatggggctgaggectgattecattactecagttggtgetggtateactgac
caaggagaagtcccceaatggetacaatgtceteccagatcaaccacagaggatttoceg
ctcaggctgetgteggetgectececteccagacatectgtgtacttetgtgecageagg
ccgggactagegggagggcgaccagagcagtacttogggecgggcaccaggetcacy
gtcacagaggacctgaaaaacgtgtteccaccegaggtegetgtgtttgagecatea
gaagcagagatctcoecacaccecaaaaggecacactggtgtgectggecacaggette
tacccecgaccacgtggagetgagetggtgggtgaatgggaaggaggtgcacagtggy
gtcotgecacagacceegeageecctecaaggageageccgeecctecaatgactecagatace
gctetgageagecgectgagggtctcggecaccttetggeaggacccccgeaaceac
ttecgetgtcaagtoecagttetacgggetctocggagaatgacgagtggacecaggat
agggccaaacccegtcaccecagat cgtcagegeegaggectggggtagageagactaa
gtegacggaggeggtgggggtagaat cgeceggectggaggaaaaagtgaaaacetty
aaagctcagaacteggagetggegtecacggoecaacatgetcagggaacaggtggea
cagcttaaacagaaagtcatgaactactaggatcc
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Figure 116
Bacterial Insect
ds A6 TCR ds A6 TCR
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Key:
R: Reduced
NR: Non-reduced

Mab against: chain  chain  chain  chain



