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mAb806 VH Chain (including signal peptide): Nucleic Acid and Amino Acid Sequences

Nucleic Acid

ATGAGAGTGCTGATTCTTTTGTGGCTGTTCACAGCCTTTCCTGGTGTCCTGTCTGATG
TGCAGCTTCAGGAGTCGGGACCTAGCCTGGTGAAACCTTCTCAGTCTCTGTCCCTCA
CCTGCACTGTCACTGGCTACTCAATCACCAGTGATTTTGCCTGGAACTGGATCCGGC
AGTTTCCAGGAAACAAGCTGGAGTGGATGGGCTACATAAGTTATAGTGGTAACACT
AGGTACAACCCATCTCTCAAAAGTCGAATCTCTATCACTCGAGACACATCCAAGAAC
CAATTCTTCCTGCAGTTGAATTCTGTGACTATTGAGGACACAGCCACATATTACTGT
GTAACGGCGGGACGCGGGTTTCCTTATTGGGGCCAAGGGACTCTGGTCACTGTCTCT

GCA (SEQ ID NO:1)
FIG.14A

Amino Acid

MRVLILLWLFTAFPGVLSDVQLQESGPSLVKPSQSLSLTCTVTGYSITSDFAWNWIRQFP
signal peptide

GNKLEWMGYISYSGNTRYNPSLKSRISITRDTSKNQFFLQLNSVTIEDTATYYCVTAGRG

FPYWGQGTLVTVSA (SEQ ID NO:2)

FIG.14B
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mAb806 VL Chain (including signal peptide); Nucleic Acid and Amino Acid Sequences

Nucleic Acid Sequence

ATGGTGTCCACAGCTCAGTTCCTTGCATTCTTGTTGCTTTGGTTTCCAGGTGCAAGAT
GTGACATCCTGATGACCCAATCTCCATCCTCCATGTCTGTATCTCTGGGAGACACAG
TCAGCATCACTTGCCATTCAAGTCAGGACATTAACAGTAATATAGGGTGGTTGCAGC
AGAGACCAGGGAAATCATTTAAGGGCCTGATCTATCATGGAACCAACTTGGACGAT
GAAGTTCCATCAAGGTTCAGTGGCAGTGGATCTGGAGCCGATTATTCTCTCACCATC
AGCAGCCTGGAATCTGAAGATTTTGCAGACTATTACTGTGTACAGTATGCTCAGTTT
CCGTGGACGTTCGGTGGAGGCACCAAGCTGGAAATCAAACGT (SEQ ID NO:3)

FIG.15A

Amino Acid Sequence

MVSTAQFLAFLLLWFPGARCDILMTQSPSSMSVSLGDTVSITCHSSQDINSNIGWLQQRP
Signal Peptide
GKSFKGLIYHGTNLDDEVPSRFSGSGSGADYSLTISSLESEDFADYYCVQYAQFPWTFGG

GTKLEIKR (SEQ ID NO:4)

FIG.15B
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BEQ ID WOL7 pREN chEgs LT Neo Vacotor

Xho I
1 CTCGAGAGCEGGCAGTRAGCCTAACGCARTTAATS TCAGTTAGDTCALTC
51 AT TAGGCACCCCAGEC T TTACACTTTATECTCCCGECTCGTATSTTGTOT

EocoRI  EFlg promober
101 SEAGATTCTCAGCEGATAACAATTTCACACAGAATTCETGAGGLTCCGEY

151 GCCLETCACTGEGCAGAGUGCACATCGCCCACAGTICCIGAGRAAGTTGES
201 GERGAGGGRTCGGCAATTGAACCGGTGCUTAGACGAAGETGGCEOGGEGETAA
251 ACUTGGCARACTGATGTCCTGETACTEGCTCCOUCTTTTTCCOGAGERETEGE
361 GCAGAACCEGTATATAAGTCCAGTAGTCGICGTCARCIGTTUTTTITTCECAA
351 CLOGTTTECCOCCACGAACACAGETAAGTEUCGTCTETEETTCOUGCGEEC

40% CTRGCOTCTTTACGEGTTATGEICCTTCCETECCTTEAATTAQTTCCRIG

451 CUCCTEECTGCAGTACGTGCATTITTGATCLCGAGOUTTUGLRGTTGEAAGTG
GoL GUTGEEAGAGTTCCAGCLCTTGCECTTAAGSAGUCLCTTCGCLTCGTGLT

551 TGACTTGAGGCCTOGCCTEEECECTEREECCEUCELATECCAATCTEETS
601 GCACCTTCGCELOTETCTCCUTECTTTCCGATAAGTCTCTAGCCATTTAAL

851 ATTTTTGATGACCTGOTCCGACSOTTTTTITPCTGECARGATAGTCTTETA

G2

TGl AATGCGGOCCAAGATOTGUACACTGETATTTCEETTTTTGEEEUUGLGEG

751 COGOGACGHEEERCCETOCETCCCAGCETACATGTTCGHUGAGGCEGEGCT

&01 TECGAGCGUGECCACCGAGAATCECACGGGRGETAGTCTUAAGCTCGOCESG

20 L GGUAAGGCTEOCCCEGETCGGCACCAGTTECGTCAGIGGARAGATGEGRICGC
§51 TTCCCGGECCCTECTGCAGGHGAGCTCAARATOGAGGACGCRELGCICGEEA

1001 GAGCGEECCGETGAGTCACCCACATAARGGARRAAGGECCTTTCCGRTCCTC

FIG.49
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fosh.
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et
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GITCTCGAGCTTTTGOAGTACGTCGTCTTTAGGTTGEGEEGAS

L1581 GOGTTTTATGCGATGGAGTITCCCCACACTOAGTECRTCCAGACTGARGT

1301 TAGGCCAGCTTGECACTTCGATSTAATTCTCCTTEGCAATTTIGCCCTTTIITG

12351 ASTTITCGATC I PGSO TTCATTCTCARGCCTCAGACASTOGTTCAAASTTTT
Miul Hludlll Pmel
13341 T T AT T CAGETETACGCOTOTCGEHAAGUTTTACT T TRAACGCT

1351  GCCACCATGGTGTCCACAGCTCAGTTICCTTGCATTCTTEGTTGOTTTGOT T

¥ vV &8 T &4 Q F L & F L L L W

N

g

%

1401 CCAGGTGCAAGATGTGACATCCTGATCGACCCAATCTCCATCCTCCATETC
P ¢ A R € D I L ¥ T @ s P 8 8 M B

¥

1451 GTATCTCTGGGAGACACAGTCAGFATCA TWCCCPTTﬁAAG CAGGACATT
VB8LOGDIVIITCHISSORE

1501 AACAGTAATATAGGGTGGTTGCAGCAGRGACCAGGEAAATCATITAAGGGC
¥ § 8 ¥ &8 W L g ¢ R P & B 8 F K G

1581 CPGATCTATCATGGAACCAACTTGGACGATGAAGTTICATCAAGGTTCAGT
EIYHGINLDDEYPSRES

1601 CGGCAGTGGATCTGGAGCUGATTATICTCTCACCATCAGK AG CTGGARTOT
GSOCSCADYSLTISSLES

1651  GRACGATTTIGCAGACTATTACTGTETACAGCATGUTCAGTITCOGTGGACS
EDFAD??CVQH&QFPWT
BawmHI
1701 TTCCETCGASCCACCAAGCTECARATCAAALGEETCAGTCGATCCATCTGSE
F ¢ ¢ &§ T X L B I X R

1751 ATAAGCATGOTETTTTICTGTCTGTCOUTAACATEC LU TG TGAT TATECGUAAL
1801 CRACRCACCCAAGEGLAGAACTTIGITACTTAARCACCATCCTRTTINCTTICTT

1851  TCCTCAGGAAUTGTGGCTOUACCA
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CTGTCTTCATCTITCCCOCCATCIGATCAGCAGTTGAARTCTGGARCTG
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1828 CTCTETTETGTGCCIGUTGAATAACTTCTATCCCAGAGAGGUCABAGTAC
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1978 AGTCGAAGETGGATAACGCCCTCCRATCEGGTRACTCCCAGGAZAGTGTC
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2026 ACACAGCAGGACAGUAAGGACAGCACCTACAGUCTCAGCAGCACCOTEAL
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2076 GUTGAGCARAAGCAGACTACGAGRAACATUAAAGTUTACGCCTCECGAAGTCA
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2128 COCATCAGGGCOTGAGCTICGCCCCTCACAAAGAGUTTCAACAGGEGAGAS
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2178 TOTTEAGCTAGARCTAACUTARUTAACCTAGCRAACGETTTICCOTCTAGCGE
¢ o+ '

2224 BATCARTTCCOEICCUCCCICCUTAACGTTACTGEUCGAAGTCGUTTEGEAA
2276 TAAGCUCGETETGCGTTICICTATATETTATITICCACCATATTECCGTC
2328 TIPTCGOAATGTGAGGGCCCGGRAACCTGECCOTGTCTTOTTGACGAGCA
2378 TTCCTACGOETOTTTCCCCTUTCGUCABAGGAATGCAAGETCTSTTGAAT
24246 GTCOTGRAGEA GTTCCTOTEEAAGUTTCTTCAAGACAAATRALGETC

2476 TETRGCGACCOTTTECAGGCAGCGGAACCCCCCACOTEGLGACAGGTECC
2526 TOTCCGECCARAAGCCACGTETATAAGATACAC CRAAGGOGEECAL
2576 CCCCAGTGUCACOTIGTGAGTTCEATAGTTGTGEAARGAGTCARATGEIT
3828 LTCCTCAAGCHTATTCAACAAGGGGUTCAAGGATGUCCAGAAGET

2876 ATTUTATCGCGATCTGATCTRGGGCCTCEOTECACATGCTITTACETGTIGTT

2751 TAQTCCAGGTTAAAARAACGTOTAGGCCUCCCCAACCAUGEABACETEETT
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2801 TTCOTTTCGAARRACACGATARTACCATGGTTCGAACARAGATGEATT
28581 CAGETTCTCCGECUGCTIGGETGGAGAGGUTATTCHECTATGALTGGEECA
2201 CRACAGACARATOGGCTECTCTCGATGCCGCLGTETITCCGECTETCAGCEIA

2951 CGeGECECCCEETTCITTITCTCAAGACCOACCTGTLCEGTGUUCTGRAATG
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3081 AACUTCCAGGACGAGSCARCGCEGUTATCGTGGUTGRCCACHACHEGTGETT
3081 CCTTGCGLAGITGETCCTCOGACGTTETCACTEAAGUGEEAAGBGEALTELCT

3101 GOTATTGCCCGAAGTCCCGEGGUAGGATC TCOTETCATI TCACCTTEOTC
3151 CTGCCCAGARARAGTATCCATCATCSOTCATGUAATOCGHUGGUTGCATA:
320L CTTG&TCCGGCT&CCTGCCC&TTEGRCCACCAAGCG&A&&%TCGCATCG&
251 GUGAGCACGTACTCGRATGEAAGCCGETCTTSTCGATCAGEATGATCTIGE

3301 ACGAAGAGCATCAGEEGUTCLCGCCAGCLGAAUTGTTCGUCALGGUTCAAG
3381  SOGCGCATGCCCGACGRCCAGGATCTCATCATECACCCATEGCGATECCTS
3401 COPTRCCGAATATCATGETOCAAANTESCCECTTITCTGCATTCATCGALT
3451 GTGGQCGGUIGECTOTCHUEEACUGLTATCAGGATATAGUGTIGGUTALT
3501 SGTGATATIGUTGRAGAGCTTGGCCECEAATGERUTEGACCEGLTTCOTCGT
3851 GUTTTACGOTATCACCEUTCCCGATTCGCAGCGCATCGCOTTOTATCGCC
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CAGCETCACCCCTACACTTEICAGCGCCQTAGCGLCCGUTCLTTTIGCTT
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3891  TPOTTICCCTTCCTTICTCGCCACGTTCGUCGGUTITCCCCGTCAAGUTCTA
3851  BATOGGGEGECTCCCTTTAGGGTTCCGATTTAGTGCTTTACAGCACCTCGA
3901 COCCARAMAACTTGRTTAGGOTCATGOTTCACHTAGTGAGCCATOECLUT
951 GATAGACGOTTITPCOOOCTTTEACGT TEEASTCCACETTCTTTAATAGTS
4001 GACTCTTGTTCCAARAITCERACAACACTCAACCOTATOTCAETCTARTTS
4051  TAAGGGATTTTGCCGATTTCRGCOTATTGGTTAAAARATGAGCTGATTTA
41401 CAARRTTTAACGUGAATTITAACAARAATATTAACGUTTACAATTTAGGET
4151  GECACTTTTOGLOEARATETGCGCGGAR CTATATTTIGTTTATTTTTC
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TAAATACATTCAAATATETATCCECTCATCGAGACAATRACCUPGATARAT
GCTTCAATAA?ATTGAAAAA"G%AGAGTATGAGTATTCAAQATTTCCGT@
TCGCCCTTATTCCOTTTTTTGIGGLATTTTCCUTTACTGTTT T TGOTCAL
CCAGARACGUTOGTGAARGTARAAGATCGUTGAAGATCAGTTEEETGCALG
AGTGGETTACATCGAACTCGATCTCAACAGCGETAAGATCOTTEAGASTT
TTCGQCCCEARCAACGTTITCCAATOATRAGCROTT I TAAAGTTOTGCTA
TETCGCGUGGTATTATCCLETATTGACGCCGGRECAAGAGCAALTCRGTIG
COGCATACACTATTCTCAGAATGACTTCGTTGAGTACTCACCAGTCACAG
AJRRAGUATATTACCGATCRCATGACAGTAAGAGAAT TATGCAGTEOTGECC
ATAACCATGAGTGATAACACTOOGECCAACTTACTTOTGACARCGATCGE
AGGACCGAAGGAGCTAALCCGLTTTTTTGCACAACATEGGEGATCATGTAA
CTCGCCTTGATCGTT"GGAACCGGAGETGAATGAAGQCAT&@CRAACGAé
GAGCOTGACACCACGATGLOTGTAGUAATGEUCAATAALGTTCCGCARALT
ATPARACTEECEAAITACTTACTOTAGCTTCCCEGCRACAATTAATAGACT
GGATGGAGGLOCATARAGTTGCAGSACCACTTOTGRECTCAGRCCTTCCG
COTSGOTEETTTATTGOTCGATAAATCTGEAGCCGATGAGCGTEGETUTCG
CEETATCATTGCAGCACTGGGEICAGATGGTARGCOCTCCCGTATCLRTAG
TTATCTACACCGACGEGEAGTCAGCGCAACTRATCEGATGRALGAAATAGACAS
ATCGCTGAGATAGGTGUOTCACTGATTAAGCATTCETAACTE PCAGACCA
AGTTTACTCATATATACTTTAGAT TGATITAAAAUTTCATTTITAATITA
AARGGATCTAGGTGAAGATCCTTTTTGATARATCTCATGACCARRATCCCT
TﬁACGTGASTTTTC@T?CCACTGAGCGTCASRCCCCG?AGAAAAGRTC&A

AGGATGTTCTTIGACGATCCTITITTICTGCACCTAATCTGCTCCTTGCAAR
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3351 CAAAAAACCACCGUTACCAGUGETGATTTICTTTEUCHGATCAAGAGUTAL

0L CRACQTCOTTTTTCLOGARAGGTARCTLECCTTCAGUAGAGCECAGATACCARAY

3453 AQTGTOUTTCTAGTGTAGUUETAGTTAGGCCACCACTTCAAGAACTUIGY

501 AGCATCGLCTACATACCTCGUTOTSCTAATCCTGT TACTAGTGECTEITE

8851  CCAGTGOUOGATAAS T~“\GTCTTACGsCGTT<«RCTC“KSAﬂ& 3TTA
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CLEGCTCRAACCEEEGETTOGTRCACACAGCY

&1 CAGCTTCGEAGUGAACGACUTACACCCAAUTEAGATACCTACABIGTEAGC

GAAGGGAGRAAGHUGGACAGUTATICG

701 TATGAGARAGCHOCACGCTTCN

2751 GTABRGCGEUAGGETOGGARTAGGAGAGCGCACCAGGEBAGLTTCCAGGGEG

801 ARACGCOTGSTATCTTTATAGTUCTGTCREETTTOGCCACCTOTEALTYG

851 AGCGTUGATTTITETGATGCTCGTCAGGGGGECRGAGUUTATGLRAAAAND

20 T SCCAGC"”ECGG‘”“M TTACGETTOUTGRUCTTTTISUTEECOTTITRR
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TCRZATGTTCTTTCCTRUGETATCODCTGATTCTECTGEATAACCGTATTA

COGCUTTTGAGTCASCTEATACCCGUTCEIOGCAGQIUGARALGACCEAGIGT

W
fesd

051 AGUGAGTCAGTCAGCCAGGRAAGCLGGAAGAGCOLCLBATACGCARALLGCC

1 TOTCCCCGUEUESTTECCOCATTCAT TAATGCAGGTAT AL GGCOCTTT
31 CEPOTTIAL

FI1(G.49 continued



WO 2010/096434 58/154 PCT/US2010/024407
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Xho X
CTCCAGAGCUEGETAGTGAGCGCAALCGCAATTAATGTGAGTTAGCTCALTC

2 ATTAGGCACCCCAGSCTTTIACACTTTATECTCCCGECPCETATETTETST
FooRI  EfFiwg promoter

G2 GEAGATTCTGACCEEATAACAR TTTLACACAGAATT CCTRAGGLTCCGET
52 GUOCGTCAGTGEGUAGAGCGCACATCOCLCALASTOUCCGAGAAGT TGRS

GGEEAGCGETCGGCAATTGAACCGETCGCCTAGAGRAGETCGCGCGHEETAR

o
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52 AUTGECAAAGTGATGTCRTETACTCGCTCCECLTTTTTCCCCAGGETGGEE

83 GEACAACCGTATATAAGTGCAGTAGTCHUOGTCGAACGTTUTTITTCGUAN

151
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CGGOTTTECCCCCAGAACACASGTRAGTECCETATETGETTCCCGIGEGEC
Q% CTESCOTCTTTACGOETTATGECCOT TGOS TGCOCTTGAATTACTICCAZG

52 CCCCPGEOTGCAGTACCTGATTCTTGATCCCGAGCTTCGHETTRGAARGTE

62 GETGECARAGTTCGAGHUOTTGUCCTTAAGRAGUCCCT TCECCTOGFTGOT
20 TCAGTTGRAGGCCTEEIOTREECEITGREECLGCLGUGTECRANTITRGTE

U3 GCACCTTCGUGTOTGTOTCEUTGUTTICCGATAAGTCTOTAGCCATTTARA
82 ATTTTTGATCACCTECTSCGACGCTTTTTTTCTGCCARGATAGTOTTGTA
2 AATGCGGECCARGATCTGCACAUTGETATTTCGETTITTIGEGECCGURGE

52 CEECGACGEERUICETECETCOCAGCSCACATET TCOECGABECEGEETT

G2 COTECTCTEETECCTRGCOTCGLECLRUCETETATIGUCCCEICCTEAEaC
232 GGUARBGCTEECCCGETCGGCACCAGTTGCETGRAGUGEAAAGATAGRIGC
&3 TTCCCERECCCTGUTECAGGGAGCTCAARATGRAGGACGCEECEITOGEGA

00%  GAGCEBGECCCHTEAGTCACTCACACAAAGGAARAGGRLCTTTCCETCCTC
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1052 AGCCCTCGQTTCATOTGACTCCACSGAGTACCGGRCGUOGTCCAGELAQT

1192 TCOATTAGTTOTCGAGCTTTTGCAGTACSTCSTOTTITAGGTTGOCGEEAS
1152 GEOTITTATGUCGATGGAGTTTCCCOACACTOAGTREETGEAGAUTGEARGT

1208 TAGGCCAGCTTCGCACTTGATETAATICTCCTTIGRATTIOCCCTTITITTG

1251 AGTUTTEGATCOTTEETTCATTOTCAAGLOTCAGALZAGTGE TmCAAnCmT T
Mlul HindIix Pmel

1302 TTTCTTOCATT TCAGETETACGLGTUTCOGRARECTTYA bTTTAA&

1382 S A AT GAGAGS TG TR TTICTT I T IETCECTGTTCACAROOTTTICCTGAT
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1401 GTOCTOTCTGATSTCCAGCTTCAGGAGTCGHREGACCTAGCCTOETRAARLDT
¥V L8 P ¥ @ L Q& B B & P 8 L ¥V K P

1451 TOPCABACTOTGTCCCTCACOTGLACTETCACTOECTACTC AATCACCAST

1501 GATTTTGOCTGGAACTEEATCCGECAGTTTCCAGCARACARGCTORAGTSG
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1601 AGTOGRATCTCTATCACTCGAGACACATCCAAGAACCRAATTCTTCOYGUAG
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1651 TTCAATTUTGIGACTATTGAGGACACAGCCACATATTACTETGTAACGGECG
LH N & ¥V ¥ I B D T A& T Y Y O ‘

] _ BamHi
1781 CAGTCAGTGGEATCCTUTGOECCTERGRCTAGCTITETC

1801 CUACACCOLUEGTCACATGECACCRACCTUTCTTGIAGCUTCOACCARGRGT
8 T K &
1881 COATCOSTOTTCOCCCTEECACCOTCOTCOARGASCACUTO TGRGRGCAD
p 8 v £ p 1l &= p &#8 8 k 8 ¢t & g g t
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1 CCCOTCAGSTCACATGCGTEETEETECALGTGAGCCACGAAGALLUTEAG
P E NV T OV V¥ V o v 8 H B D B E

1 GTCAAGTTCRACTOGTACGTOCACCEORTGHAGETCCATAACZGCCAAGAL

v XK F N W Y ¥V I @ v E vV H ¥ A K T

2351  BAAGUCCUGOGAGCAGCASTACRACAGCALGTACCGEETGETCAGCETCC

C
K P R BE B ¢ ¥ ¥ 58 7T ¥ R V¥V V & VvV L

2401 TCACUGTUOTSCACCAGHACTEGCTEAATOGCAAGSAGTACRAGTGE A
L

CaT
T vV L B Q@ D W N & K E ¥ K ©C K

.-"i{ Nk
A Xan

TCCAACARAAGCCUTCCCAGUCCCCATCGAGARAADCATCTCOAARGT
¥V &8 ¥ K A L ¥ A P I E B T I & K A&

2501 CAAAGUGCAGCCUCGAGARCCACAGETETACACLUTHRCCCCCATOUCRGE
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2831 ARACGETTTCCOTCTAGCGGEATIAATTCOSCCOCCCUCCTUCTARCGTTAC
2805 TEGUCGRAGLUGCTTGCAATAAGGUCGHTIGTGLGTTTGTUTATATGTITAT
95 TTTCCACCATATTGCOGTUTTTTGCGCAATCTGAGGECCUGGARALCLITEEL
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COTETQTTCTTCACGAGCATTQUTAGGGETCTTTCCOCTCTCAGIAARGG
I0SL AATGCAAGETCTETTCGAATETCETGAAGGAAGCAGTTUCTOTEGAAGITY
3101 CITGRAGACARAARCAACRTCTCTAGCRACCOTTTEUARRIAGCEGAALZCCT
3151 CORCCTGOCGACAGETGUOTCTGCGECCAARAGCLACGTETATAAGATAL
3201 ACCTGCARAAGCCGEUACBACCOCAGTGCCACETTEVCAQTTEBATAGTTS
3251 TOCAAAGAQTCAAATGGCTUTCCTCAAGUSTATTCAACRAGGEGLTREAAL
3301 GATGUCCACAAGCTACCCIATTGTATGGGATCTCATITTEREECUTIGETE

CATATSCTTTACGTGTIGOTTTAGTCCGAGE T TARARARALGTOTAGGUICCCC
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3451 CGACCATTGAACTECARTCOTOGCCETGTCCTAARATATEGEEATTEGCAA
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GRACGGAGACCTACCLTGECCOTCOGUTCAGGAATGALGTTCAASTALTYOLD

AAAGRATGACCACRACCTOTTCAGTSGAAGGTARRCAGAATCTEGTEATTY

ied
(B
192
ot

Ll
i
o>

ATGGCTAGCAAAACCTSETTCTCCATTCOTGAGAAGARTOGAZCTTTAAA
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CGACRAGAAT AR TGGTTOGATATAGT TU TCAGTAGAGRACTCARAGAALT
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3701 ACCACGAGGAGCTCATTITOTTCUCARABAGTITGEBATGATGCCTTAAGAC

51 TTATTGARCAACCHGAATTGGCRAGTAAAGTAGACATGETTTGEATALGTC
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3851

3501

GEAGGCARTTCTGTTTACCAGGAAGCCATGAATCARCCAGGLCACCTCAG
ACTCTTTOTGACAAGGATCATGCAGGARTTTGAAAGTGACACSTTTTTCLC
CAGAAATTGATTTOGGARATATARACTTCTCCCAGAATACCCAGACHTC
CTCTCTGAGSTOCAGGAGGARAAAGGCATCAAGTATAAGTTTGAAGTCTA

CHAGAAGARAGACTAACAGAAAGATGCT T TCAAGT TOTC DA TCCCOTOC
Blunt end
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42401
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TARAGUCTATGCATTTTTATARGACCATGREACTITTGCTGETCRATCORAL

CTGEOGTAATAGCGAAGAGGCCCCLACCHATCECCCTTCCCAACACTTEC
GUAGCOTCGAATGCCGRATGGGACGCECUOTH TAGUGGIGCAT TARAGCGECE
SUGGETETGETEETTACGCGUAGLETGACCGUTACACT TECCAGCGLCOT
AGCGCCCGCTCOTTTQECTTTCTTCCOTTCCTTTCTCQCIACGTTCRICG
GCTTTCOCOCETCAAGCTUTARATCHCGEEOTCCCT T TAGGGTTCCEATTTY
AGTCCTTTACGGLACCTCCACCCCAAARARACTTGATTAGGSTGATEETTY
AUGTACTGEGCCLATCGOCITGATAGACGETITTTTCOCCTTITCACETTIGGA
GUUCACGTTUTTTAATAGTEGACTCTTETTCCAAACTGSAACAACALTCA
ACCQTATCTOGGTOTATTTATAAGCCATTTTGCCGATTTCGGOOTATTGS
TT&AAAAATG&GQTGRTTTAACA%AATTTAACGCGAATTTTAACAAAATA
TTAACGCTTACAATTTACGTGECACTITTIGGECAMATETECEIGGAALC
CCTATATTTGTTTATTTTTCTABATACAT TCARATATGTATCCGUTCATG
AGACAATAACCUTGATARATGUTTCAATAATATTCGAAARAGGARGAGTAT
GAGTATTCAACATTTOOGTGTCGCCCTTATTCCCTTTTTIGOCGIATTTT
OO T TACTAT T T T TECTCACCCAGRAACHCTEGTCARAG TAAAAGATGCT
CAAGATCAGTTERGTECACGAGTEGETTACATCEARCTECATCOTCRACAS
C@GT&Q@ATCCTTGAGAGTTTTCGCCCCGAA5RACGTTTTCCAATGATGA
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4851 GUACTITTAAAGTTCOTGCTATETGEGUGUGETATTATCCCGTATITGACRCT
5001 GEGCRAGAGCAACTCOGTCGUCHCATARAITATTOTCAGAATCGACTTEE!
5651 CGRGTACTCACCAGTCACAGARAAGCATATTACGGATEGCATCGATAGTAA
5101 GAGRATTATGCACTGUIGCCATAACCATGACTGATARCACTGCERUCAAL
5151  TTACTTCTGACAACUGATCGGAGGACCEARGGAGCTAACCGOTTTTITGCA
5201 CAACATGGGOCATCATETARCTCHUCTTEATUGTTCGCAACCEGAGUTEA
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ATGAAGCCATACCAAACGACGAGCCTGRCACCACGATGOLTATAGUANTG

5301 GCAARTARLCTTGCHTAAACTATTAACTEGOGAACTACTTACTOTAGITTC
§3851 CUGCCAACAATTAATAGACTORATGGAGGUGGATAMAGTTCCAGGACCAL

TTOTECECTOERUCCTTCCHGCTOECTEGTTTATTGUTCATAAATUTGGA
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TEGATAACHRAATAGACAGATCGCTGAGATAGETGOUTLACTGATTAARG
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CATTEETAACTOTCAGACCAAGTTITACTCATATATACTTTAGATTGATTIY

ARBRACTTCATTTTTAATTTAAAAGGATCTRGGTGAAGATICTTITTGATA
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GACCCCGTAGARRAGATCARAGGRTIGTICTTGAGATUCTTITITTTCTRS

5801  CETARATCTGCTGUTITGUAAACAARARACCACCGUTACCAGCEGTRETTTG
S851  TITGCCGCATCAAGAGUTACCAAUTCOTITITCCCRAGGTAACTGEITTCA
5201  GCAGAGCGCCAGATACCAAATACTGTCCTTUTAGTCTAGUIGTAGTTAGGC
5851 CACCACTTUAAGAACTCTGTAGCACLGCCTACATACCTCGOTCTGCTAAT
8461 CQUIGTTACCAGTSGOTCCTECCAGTEGECEATAAGTCETGTUTTACCGRGT

5081 TOGACTCOAAGACLGATAGTTAUCGHATARGGUGCAGCRETCHEGCTEAALG
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101  GRGGETTCGTCCACACAGCCTAGCTTGEAGCEAALGACCTACALTGAALT
§1%1 GASATACCTACAGUGTCAGUTATEAGRAAGCGCCAIGCTICCCCANGEGA
6201 CGABAGGUGGACAGGTATCCGLTAAGUCGHUAGGETCCCAACAGGAGAGLGC

51 ACGAGGRAGCTTCCAGGEGGAAACGCUTGHTATUTTYATASTCCTETCGE
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GITTUGCIACCICTCACTTGRAGUGTCBATTTTIOTGATG C"T‘ CETCAGES
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GGCGEAGRUTATCGEAAAAALGCCAGCAACGUGLRCTTTTTACGHTTCOTG
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£401 GUOTTTTGUIGECCTTITGOTCACATGCTICTTTCCTIGUGTTATORCCTEA

§451 TTUTGYGGATAALCE I‘ TTACCGOOTTTGAGTGAGUTGATACCGCTOGCT
541 GUASCUGAACGACCGAGUGCAGCEGAGTCAGTGAGCCAGRARGUGEAR
6551 QECCCAATACGUAARACCRUCTCTCCUCGLECETTEHRICEATTCATTAATG

S801 CAGETATCACGAGGLICTTTCCTCTTCAR
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Yolumetric product concentration and B) viable cell concentration of GS-
CHO (14D8, 15B2 and 40A1() and GS-NSO (36) huB06 transfectants in small scale
{100mL) shake flasks cultures. Product concentration was estimated by ELISA using the
806 anti-idiotype as coating antibody and ch806 Clinical Lot: J06024 as standard.
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Size xclusion Chromatography (Biosep SEC-3000) Analysis of Protein-A purfied hubl8 anthady construsts producsd by small scele
cultare and conirol chB0E and malb 806, Chromatograms 2t A2t4nm are prasentad i the upper panels and at AZR0nm
intha lower panel of each Fgure,
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Figure 3. Size Exclusion Chromatography (Biosep SEC-S3000) Analysis of Profein-A
purified huB06 antibody construct 40A10 following large scale production and protein A
purification. chromatogram al A214nm is presented indicating 98.8% purity with 1.2%
aggregate present.
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Precast 4-20% Tris/Glycine Gels from Novex, USA were used under standard
SDS-PAGE conditions to analyse purified transfectant hu806 preparations (Sug) G5
CHOG {1408, 15B2 and 40A10) and GS-NSO (36) huB06 under reduced conditions.
Proteins detected by Coomassie Blue Stain.

HuB0E Clones Reduced

40A10 36.6 1582

250kDa
148kDa

88kDa
8dkDa

50kDa
36kDa

22kDa
16kDa
gkDa

4kDa
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Prepast 4-20% Tris/Glyoene Gels were used under standard SDS-PAGE
conditions to analyse purified transfectant huB08 preparations (5ug) GS CHO (1408,
1582 and 40A10) and GS-NSO (36) under non-reduced conditions. Proteins detected by
Coomassie Blue Stain,

huB08 Clones Non-Reduced

38 1582 1408 40A10

250kBa
148kDa
98kDa
64iDa

FIG. 80
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Precast 4-20% Tris/Glycine Gels were used under standard SDS-PAGE
conditions to analyze purified transfectant hu806 GS CHO 40A10 (5 ug) following large
scale production. Proteins detected by Coomassie Blue Stain.
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Isoelectric Focusing gel analysis of purified wansfectant bhu806 GS CHO
40A10 (5 pg) following 15L production. Proteins detected by Coomassie Blue Stain.

-~

Lane I, pl markers; Lane 2, hu806 {three isoforms, pl 8.66 to 8.82); Lanc 3, pl markers.
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] Binding to A431 cells: Flow Cytometry analysis of Protein-A purified ho806
antibody preparations (20 ug/ml), and isotype control huA33 (20 ug/ml). Conirols
mclode secondary antibody alone (green) and ch806 (red). HuBO6 constructs were
produced by small scale culure.
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WO 2010/096434 143/154

Binding to A431 cells: Flow Cytometry analysis of purified mAbE06, ch806

and 806 40A10 antibody preparations (20 ug/ml} that bind ~ 10% of wild type EGFR
on ccll surface, 524 {(binds both wild type and de2-7 EGFR) and irrelevant control

antibody (20 pg/ml) as indicated.

o]
=y
=
7 N
] A
1 \\ \I\\\\
D S 88
& AR
N e
. N
7 N
- ] NN
T o NN
§ RN
04 NN N
3 ; N
g ] RNRINY
ez NN
§f NN N
PO 3 N
¥ 3 N N
ag SR S S
i NI N & N
- SR ¥ O3
¥ 3§ §) L\
NN
o

///4'/

: 10° 10

Kay Parametar Gate
N FL1-H No Gate
N
V.
.
A = N Sinl
EANSAARARAY o - i e
Addd
AN h \‘

FI1G.84



144/154 PCT/US2010/024407

WO 2010/096434

fied

o~
L

sis of puri

analy

n}AbSOé, ch806 and hu806 40A10 antibody preparaticns (20 pg/mi) and 528 anti-EGFR

and irreleva

Y
J

fioma cells. Flow Cytomety

T
-1

Binding to UR7MG.de2-"

f=3

135

/
/
/

(20 pg

o

t controd antibody

L

<t
o
—
] o3
A2
B -
g A i [ A
Q\\\\\\ it e §
gy it
i, \\\\\\\\\\\\\\\\\\\\\\\\\\\t\\
. \ S i, et g, (¥
V\\\\\\\M\ \\\$\\b\\§\\b\\\$\\\ \\\\\\\&W\\\\\ g 10
% ., 2
\\\\3\\\3\\\\\\5\\\\\\\\3 » \\\\\\\.......... s .\\\Q\\\\\“ -
ittty R
g b
g

i 0g Y ok AEA 0
BN

Gate

Parameter

FLi-H

Name

Key

Bate

MNo

UB7MG.d2-7 28.008

N

%

7
%
%
%
%

RS

A

EREREERY

FIG.85



WO 2010/09

FIG.86

Specific Binding {%)

6434

145/154

PCT/US2010/024407

Specific hinding of 'Pf-radiolabelled 806 antibody constructs to:
AY USTMG.de2-7 glinma cells and B)Y A431 carcinoma cells.
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Figure 12. Scatchard Analyses: "I radiolabelled A} ch806 and B) hu806 antibody
constructs binding to US7MG.deZ-7 celis.
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Response

Response

BlAcore analysis of binding to 287-302 EGFR 808 peptide epitope by A)
hufi06 and B) ch808 passing over the immobilised peplide in increasing concentrations of
50nM, 100nkd, 150nM, 200nk, 250nM and 300nM.
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] Ch806- and huB6- mediated Antibody Dependant Cellular Cytotoxicity on
target A431 cells determined at Ay | pg/ml ecach antibody over a range of eifector to
target cell ratios (E:T = 0.78:1 to 100:1}; By at E:'T = 50:1 over a concentration range of
cach antibody (3.15 ng/ml - 10 pg/ml}.a on target A431
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7 Treatment of established A431 xenografts in BALB/c nude mice. Groups of 5
mice received 6 X 1 mg dose over 2 weeks antibody therapy as indicated (arrows}. Mean
+ SEM tumour vohime is presented uniil study termination.
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Figure 17, Treatment of established UR7MG.de2-7 xenografis in BALB/c nude mice.
Groups of 5 mice received 6 x 1 myg dose over 2 weeks antibody therapy as indicated
(arrows). Mean + SEM tumnour volume is presented unti] study termination.
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