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88 Light chain DNA sequence (variable region + Kappa confant)
Atgagtgtgztcactcaggtcctggcgttgctgi:tgctgtggcﬂacaggtgccagatgtgacatccagatgéctcagtctcmax:ctccctatctg
catr:tgtgggagaaacrgtcaccattacatgmgaacaagtgagaatattcacaattttttaac;atggtatcagcagaaacagggaaaammct
cagptecigptctataatgcaaaaacctiaccagatgpteteccateaaggticagtgecagtepatcagzaacacaatatictetcaagateaa
capcctgcagoctpaagatitigegactiattactgtcaacatttttggagtagtccgtegacgticgetggaggcaccaagetggaaatcaaa
cetacggiagegocatetgtcticatcticcogecatctgatgagtagtigaaatcigg sactpecictgtigtpigectgcigaataactictatee
cagagaggceasagtacagtggaaggtggataacgrectcoaategegtaactcccaggagagtgicacagagraggacageaaggacage
acctacagectcageageaccetgacgcigageaasgcagactacgagasacacasagtctacgoctgegaagtcacceateagggoctgage
tcgeecgtcacaaagageticaacagegeagagtpt k

88 Light chain protein sequence {variable region + Kappa contant)
MEVLTOVLALLLIWL TCARC DI OMT QS ETELEASVEETVTITCRTSENTHNFLTWY QUKD

GRS POVLVYNAR T LP DGV SRF8GSGEGTOY S LR INS LQPEDFETY Y CQHEWS SPWNTEGG
ETRLEIXRTVADSVF P DS DECLES S TA SV LINNEY PREAR VOWKVDNALOSGNS O
SVTEQDSKDE T AL S TL T LR A DY EHEEVY ACEVTHOG LS SPVTHEFNREEC

Heavy chain DNA sequence of i88v1 (variable + ‘improved’ v1 constant
region)
atgtacttggeacigaactgtgtaticatagttittctcitasatgetgtccagagtgaagtgaaactcgaggagtciggageagectiggtecaa
cetggaggatccatgaaactctetighgctgectetggaticactitiagtgacgectggatgaactgggtocgecagteteccagagaagggectt
gaptggetigctgaaattagaagcaaagttattaatcctgcaatatactatgcigagictgigaaagagaggticaccatatiaagagatgatic
taaaaglagigtctaccigeaaalgaacagctiaagagcigaagacactggaatitatiactgitccaggtciactatgatlacgacaagggace
cgttccggtacttcgatgtctggggcgr:a;gggaccaaggtcaccgftﬁccagcgcttccaccaa‘ggg«cgcattggttttccccctggcactctmt
~ccaagagcau:tc”tgggggcacagcggccctgggctgcmtggtcaaggarftﬂcﬁccccgaaccggtgacggtgtcgtggaactcaggc:gccz:‘{
gaccagtggtgtgcacam:tctcggctgtcdaﬁagtcctsaggactctar:m:ctn:agfcagcgtggtgaccgtgccﬁccag&agcttgggca
:cctagacﬂtacatctgcaacgtgaatc;aaaagcccagcaacamaaggtggacaagaaagttgagmcaaatmgtga&:aaaaztsacat:&t
gcccaccptgeccagcaccigaactoctgggeggaccgtoagtcticetettocccooccagaacceaaggacacccteatgatcicccggacoect
paggtcacatgegtggtegtpgacgtgagecacgaagaccctgapgteaagticaactgatacptppacgaoptggaggtgcatacagecteg
acacageocccgigaagagragtacaacagtacctaccgagtgetcagtgtectcacegtoctigeaccaggactgectgastggcaaggagtac
gagtgcaaggictccaacaaageccicoccagecoccategagaaaaccatciccaaacceaaaggaagageccagacaccicaagtatacacc
atam:ﬂ:cacctcgtgaacaaa‘tgtcmagaagaaggﬁagtctgaﬁctgcttggtcsactaacttcttcti:tgaagccatcagtgtggagtggga
gapcaatggecagecggagaacaactacaagaccacgcctocegiactegactccgacggctecticticctetacageaageteaccatggac
aagagtaggtggtagcaggggaacgtcttctcatgcttcgtgatgcatgaggctctgca caaccactacacgeagaagagecictecetgictce
geetaaa

Heavy chain Protein sequence of i88v1 (variable + ‘improved’ v1 constant
region)

MYLGLNCYEIVELLNGVOSEVE LEES CGELVOPEESMELSCARSCFTESDANMNWVEQSE
ERGLEWVAEIRSKVINDAIYYAESVRERFTILRDDSKSSVYLOMNSLRAEDTGIYTCSRE

TMITTRD PSRy FIVHGAG T TV IV S S AR TRGESVFPLAPS SRETSCETARLGCLVEDYFPE

PV TV NN S AL T S GVE T PAVLOS SG LY SLE SV TVES S S LETOTY TENVNHERSNTEVD
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VRENWLVDGVEVETAWT QP REEQY NS TY RV VSV LTV LHODWLNGKETKCEV SNFEALDADT
EXTISKPRGRACTPOVYTI PPPREQMSKRRY ST IO LV TNFPSEAT SVEWE SHEODENTYE.
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Heavy chain DNA sequence of i88v2 (variable + ‘improved’ v2 constant
region)

Atgtamttgggattga actgtgtattcatagtittictctiaaatggigtccagagigaagtgaaactcgaggagtctggaggaggctiggtgcaa
cciggageatccatgaaactictictistgote ::ctctggattcacttttégtga cgcctggatgaacigggtocgeoagtctccagagaagggectt
gagigpgttgctgaaatiagaagoaaagtiatiaatectgcaatatactatgctgagicigigaaagagagsticaccatatiaagagatgatic
caaaagtagigictaccigcaaatgaacagcttaagagetgaagacactggaatiiattactgticcaggtctactatgatiacgacaagggace
cgtoccggtacticgatglctgggprgcagggaccacggtcacegiciccagopcticcaccaagggecratcggieticcecciggeaccetert
ccaagagcacctcigggegoacagrggocctggectgoctggteaaggactacticocecgaaccggtgacggtgtogtggaacteaggegeect
gaccagceggegigeacaccttccoggetgtoctacagicetcagga ctctact’cs:ttcagcagcgtggtgamgtgtmtcca geagetigggca
cccagacctacatctgcaacgigaatcacaagcocageaa cacca aggtggacasgaaagtigagoccaaatottgtgacaaaactcacacat
gm{:aﬁcgtgmtagcaﬂctgsactcctggggggaccgtcagtcttcctr:ttmccmaaaa cccaaggacacccicatgatctcceggaccect
paggtcacatgegtegtggtegacgigagocacgaagaccetgaggtcaagticaactggtacgtggacggcgtggaggtgcatacagectgg
acacagecccgtgaagagcagtataacagtacctaccgagtgetcagtgtecteaccgtectgeaccaggactggctgaatgecaaggagtac
daptgcaagpiciccaacaaageoctcccagrecceatcgagaaaaccatciccaaagoraaaggaagagoccgaacacctcaagtatacac
catacccecatcocgtgatgagetgtccaagaagaaggttagtctgaccigectggtcaaaaactictaticigaagecatcagtgtggagtagg
dgagraatggecagrcggagaacaactacaaga ccatgcctcc«;gtgctgga ctocgacggetecticticcictacageaageteaccgtigga
caagagcagetegeageaggggaacgtcticteatgetecgtgatgeatgagectctgeacaaccactacacgeagaagagectetecetgtote
cgegtaaa

Heavy chain protein sequence of i88v2 (variable + ‘improved’ vZ constant
region}

MYLGLNCVELVELLNGVOSEVRE LEESGECLVOPGGEMELSCARSCEFTESDAMMNTVEROS
ERGLEWVAEIRSKVINDAIYYAESVRERFTILRODSKSSVY LOMISLEAEDTCIYYCSRS

TMITTRDP SRy FDVWGAGTIVIVESASTRGPEVFPLADESKSTECCTARLGCLVEDYEFPE

VTV SN S AL T SCVHTFPAVLOS BCLY S L SVVTVEESELGTQTY ICHVNHRPSNTEVD
EKVEDESCDETHTC DDCPAPEL LEGD SVFLEDEKPKD TLMI SRTPEVTIOVVVDVEREDDPE
VEENWYVDGVEVETAWTOPREECYNS TYRVVSVLTVLHODWLNGREYRCKVENEALPART
EK’EISE{AEGRAE‘TPQV‘{TIPPSRDELEW&VSLTCLWMFYSEAESVEWESNG@PENNYK
TTPEVLDSDESFFLY SKLTVIESEWOQGNY FSCS%ERLHNHYTQKBLSLS PR

Heavy chain DNA sequence of i88v3 (variable + ‘improved’ v3 constant
region}
atgtactigggactgaactgtgtaticatagtttttctcttaaatggtgiccagagtgaagtgaaacicgaggagictggaggagectiggtgcaa
cctggaggatccatgaaactcicttgtgotgectetggaticactittagtgacgoctggatgaaciggetccgocagictccagagaaggeectt
gagtgggtigctgaaatiagaagcanagtiattaatcctgcaatatactatgetgagticigtiganagagageticaccatattaagagatgatic
caaaagtagtgtctaccigraaatgaacagcttaagagctgaagacaciggaattiatiactgttccagptctactatgattacgacaagggace
~cgtx:tﬁgg‘ta~r:ttcgatgtctggggﬂgcagggactacggtcaccgtctccagcgctttcec«:aagggccmtcggtcﬁccccctggcaccttcﬁ
ccaagagcacctctgggegeacagegecectgggctgoctggtcaaggactacttcococcgaaccggtgacgetigtogtggaacteaggegeect
gaccagegegcgtgcacaccticceggetgtectacagtoctcagega ctctactmctcag~cagngtggtgaccgtgtcctazcagcagcttgggca
ccragacctacatcigeaacgtgaatcacadgeccageaacaccasggtggacaagaaagtigagoccaaatettgtgacaaaactcacacat
geecaccgtgoccagoacctgaactectgggeggaccgicagtettccteitcccoccaaaacccaaggacaceetcatgatetoccggaccoct
paggtcacatgcgtgatestggacpigagccacgaagaccctgaggtcaagticaactggtacgtggacggcgtagaggtpcataatgecaag
ataaagccccgtgaagageagtacaacagtacctaccgagtggteagtgtoctcaccgtcctgraccaggactggctgaatggcaaggagtac
aagtgcaagetciccaacaaagorctoecageccccategagaasaccatetcraaagecaaaggaagageocgaacacctcaagtatacac
cctgcc»cccatcccgtgatgagctgaccaagaagaaggttagtctgacu:tgcctggtcaaaggcttctaﬁ:ctagcgﬂﬁatcgscgtggagtggg
agagcaatgggcagorggagaa ca’actataaga ﬁcaw:gcctcacgtgctggacmr,gacggetccttc’ttcctctacagcaagctcaccgi‘gga
caagaﬁgcaggtggcagmggggaa cgtetictcatgetecgtgatgcatgaggctetgcacaaccactacacgcagaagagectcteectgtcte
cgggtaaa

Figure 15B
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Heavy chain protein sequence of i88v3 (variable + ‘improved’ v3 constant
region)
MYLGLNCVEIVELLNGVOSEVELEESCOGLVO PGESMELSCAASCFTESDANMIWVERCSD
ERELEWVAEIRSEVINEAI Y Y AR SVEERFTILRDD SRS SVY LOMNSLRAEDTGIYYCSRS
TMITTRDESRY FOVHGACT TV TVE SASTRGPSVEPLAPS SRS TEEGTAALGCLVEDYERE

P TSNS CAL TS CVETF P AV L OS S C LY S LBV VIVE S S8 LETOTY ICNVNER DS NTE VI
REVEDESCDKTETC DBCDADELLCCDSVELEPPRERDTLMI SRT DEV TV VI VEHEDDE

EENW VLG VEVHN AR TEPREECYNET Y RVVEVLTVLHODWINGEEYRCEVENFATLDAPT
ERTISRARCRART DOV TL DS RDELTREEVELTC LVECSEY S8 A TAVEWE SNCODENNYE
TTEPVLDSDESFFLY SRLTVDKSRWOOGNVESCSVMHEAT HNHY TORSLSLSPG!

Figure 15C
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129 Light chain DNA sequence (variable region + Kappa contant)

atgga attaﬁga:ctuaggttdcatgtcmtgttgﬁdgggtatctawcd:gtggggattgtgatgacacagmccatvtttccchgactgtga
cagoagoagagnacgtactatgnectocaaptccagtoagaptrtottasacactopaantcaaaapaactacttgaccigotaccagoags
sarcagggragcricctasagtgttgatttactgescatrcactagegantctgeeptcoctgatogctcacaggagtgEatctggancagat
ttcactctoaccatcagragtgtecagecigaagatciggoagtitatiacigtcagaatgatiatagticiccaticacg ticggctogeggacaa
agttggaaataaaaﬁgtatggtagcggc«:v:catctgtr.m:atn:ttcmgamatgagagﬁgaaatdggaamgmdgttgtgtgcd
gctgaataacttdaﬁn:fcagagaggaaaagfaaagtggaaggtggaﬁaacgccctcmatEgggtaamtcaggagagtgtzaiagagm
ggamga:aaggatagmccﬁazmg{:ctmgmgm&cttgakcgctgagcaaagﬁga\ttacgagaaatamaagtﬁatgcctg»cga@gfita
rocatcaggecctoagcicecorptcacasagagttcaacapeesapagtat

129 Light chain protein sequence (variable region + Kappa contant}
MESQTOVLMSLLEWVSTCGDIVMIQS PSS LTVIAGERVIMSCKSSOSLINSGROENYLTH
YOOKPEOPPRVLITWASTRESGV P DRFTGS6SG TDOFTLT I SSVOAE DLAVY YUORDYSSE.
FIEGSCTHLE IR TV ARD SV EIE PP DECLKSCIAS VO LLERF Y PRERE VNV INELD
SENSQESVIEQDSEDSTY SLESTLILSEADYERHEVY ACEVIHQELSSEVIKSFNRGEC

Heavy chain DNA sequence of i129v1 (variable + ‘improved’ v1 constant
region} ‘ ,
Atpcigttpgegcipaagiggetittcitigtiptittitatcangetgtecatigizapptgragctigtipagtcigetpgagpattgatpcagect
@aaggetcatigsaacicicalgtgagccictggaticaccttcaatacclacgrcatgaactggetccgccaggctccaggannggatitegs
atgggttg’ctcgcataagaagfcaaaagmataﬁam‘&gmamtattatgﬂccgﬁttgﬂbgaaag&taggttcacx:aﬁtt«cagagatgamat
sasgratgctctatcigcaaatgaacasctiganadaggaggacacagccatetattactstetaggetacegtagtaggegaaactactege
,gtfaaggaa'cttcagttactgtdﬁtagcgmtacmaggg{ccatcg‘g?tcttctEcctggcau:d:?cv:ctt:aag&gmﬂ:tm‘gggggcam~
;ga:ggccr:tgggyz:tgca:tgg’ﬁmaggﬁcia«:ﬁic-:cs:gaac’cggt{g‘a cgetatrgtegaartcaggcpecctgaccagegaretacacacctece
gggctgttctamgﬁccttaggactda«:ttﬁch:ag{égcgtggtgfaccgtgccctccagmgc‘ttggg:amcaga«cctamtctgcaaqgtga
strareagcooagoaacaccaaggtiggacaagaaagitgagoocasatctiztgacaaaactcacacatgorcacegtgroragcaccigaac
toctppppegacogtoagtcticctcttoocoorasasccoasggacaccchcatgatctorcpeaccoctgagptoacatgogtppteptpgac
: gtg&gc«:ar;gaagatcctgaggh:aagﬁtcaackggtacgtggatgg::tggaggtgtafamgcﬂgga cacagooocgigsagagoagiac
aac:agtacc&accgagtggtcagi:gtc:r:ttaccgtcﬁgcacmggadggdgaatggmaggagtacaagtgcaaggtcttmacaaagmc
tctmgcccccat@gagaaaacmtctccaaaccmaaggaagagm:agamo:fmagtataca;:«:atamccca&cttgtgaacaaatgt
n:mﬁgaag‘aﬁ§gtﬁgfdgac‘dgttﬁg§tcaLmacﬁcthatrtgﬁagtcétmﬁgtgtggag&gggagagmaigggtaga:aggagaacaa
ctataagaﬂcatgcttcccg’tgc’nggarzt?a:gacg;g::ttt&tﬁr:cttﬁgszaa;gcttaccgtggamagagmggtggtagcaggggaac
giottctoatgctocgtpatgoatpagedictecaceaccactacacgragaagagoctctococtetctoogegtaaa

Heavy chain Protein sequence of i129v1 (variable + ‘improved’' vl constant
region)

ML LG ERVE F YV F Y O GVHCEVOLVE SE66LVOPKGS LEKLSCARSCF TFNT Y AMNWVROLP
GHOLEWVAR IESKENNTRTYYADSVEDRET ISRI?E**Q%&LQ}%@%MBIM qCVEE
GSCENYRGOGTSVIVES )
ASTHGESVFPLAPSSKSTSE6TAALGCLVKDYFPEEVIVSWNSGALTSGVHIFPAVLOSS
GLYSLSSVVIVESS5LETOTITICH NP SN IV IKEVEPKSCONTHICEECPARELLGE
DEVFLFPEREPRDTIMI SRTPEVICVVVIVSHEDEEVEF WYV DGVEVATRWIOEREEQYH
BTIEVVEVL VLA DWLNGHE YRV SHKLLEAFIE KTISKPHCPERQTEOVITIDEERED
MEEREVILICLA ’TKEFF&E@CWM'E NCQPEMI IHITPPVLDSDGEFFLYSKLTVDESHE
RGNV ESCSVHHERLANAY IORSLALSPEE

Figure 16A
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Heavy chain DNA sequence of i129v2 (variable + 'improved’ v2Z constant
region}
Atgctgttggecigaagtegetitictitptiptittitatcaagetatecattpteagetgragctigtteagtetzstozageattzgteacagect
anogeggtcattzaaactctcatetocapcctcteeattcaccticaatacctacgocatgaactpeetorgroagectcragganageetitons
aigggttgtt-&:gmdaagaagtaaaagtaataaﬁatgcaacata‘:ttatgcc’gaﬁ!:ag%gaaagacatggttmmaia‘tv:ﬁagagatgatttac
aaagﬁatg;tda!t{tgmaatgaacaacﬁgaa;aaaggaggammgcﬁtgmttaﬁtgtgtaggg{afggtagtgggggaaaﬁaﬁggg
«;gtcaa;g;gaacctcagtﬂ:‘atEgt;ds:cﬁgtgﬁttcﬁcmaggigts:ca;tcggf;ma:cccs:tggcatc:tcctcmaga’gcaﬁ:cmgggg;aca
geegccctggactecctegtcaaggactacticeocgaaccgateacgetatoptagaactcagececcctgaccagcgecgtacacacctteee
pectptoctacagtcctcaggactctactcoctcagrageptepteaccatpecctcoagcagctigpoacceagacctacat ctgcaacgtpa
atcar:aaxg{tmgmatacmagg’éggamagaaa«gﬁgﬂgmmmtcﬁgtga{aaaad{a{acaﬁg{{mtcgig{tﬁag{acGtg&aac
toctgegegaccgtragtciboctcttcoococaaaacocaagEacaccotcatgatchoccggaccoctgagetcacatgcgigetoptogac
‘g'igagccacgaagaccctgaggtcaagttmactggmcgtgga{ggcgtggaggtgcatacagcctggac&cagtcccgtgaag&gc&gﬁn:
aaﬁagtacttactgagtggﬁcagtgtctttacr.gtg:ctgcaccaggactggctga&tggcaaggagtacaagtgtaaggtcttmacaaagﬂ:m:
tc:cagtccc-:atcgagaaaaccatrtcmaagﬁcaaaggaagagtctgaacacttcaagtatacacmta{c{cratcccgtg&tgagc‘tgbc
agaagaa‘ggﬂagﬂ:tga;:ttg;ichggtﬁaa@aﬁm?ctctgaagﬁatmgtgtggagj‘tg;ggagagtaatgggcagccggagaama
cl::asagﬁ{ma:gc»ctztcgtggdggatﬁttgac;ggcittttttt{mtamgcaagttcattgtggat:aafgagcaggtggfagca@gggaac
gtottcicatectocgtesteratpagericioracaaccactacacgcagangagoctctooctgtctocgentasa

Heavy chain Protein sequence of i129v2Z (variable + ‘improved’ vZ constant

regmn] ! -

ML ERVEEVVE Y OCVHCEVOLVE SGGEL VO PR LEL SCAASCF TFNTY AMNWVRQAD
SR LEWVER IS S NN R T Y YATSVEIRFTISHD LEQEMLY L@W&@%ﬁm&fm&%ﬁfﬁi :
BEGEENITWEIGTEVIVES

LS THGPSVEPLAPSSKSTSGGTRALEC VDY FPEEV TV SWHSEAL TSAVATFRAVLOSS
GLYSLASVV VPSS LT QY ICHVHHE P SN THVIRHVEPKSCIKTHICEPCPAPELLES
PSVELEFPKPKUTLMISRIPEVICVVVDVSHEDPEVEFNWY VDEVEVRIAWTOPREEQYH
STIW%M%?FLHMDWEG@Y&LWMWM @IEET:SMGR&E”P&’HI’IPP SLDE
LRV LT CLVENE Y SEAT SVEWE SN PENN YT TEEVLDS DESFFL Y SELTVIKSEW
QREHVE S“b&MLHNﬂETQMIQL;PE K

Heavy chain DNA sequence of 11293 (variable + ‘improved’ v3 constant
region)
Atgctgttgggecigaagtzeptittctitetiptittitatcaagstgtacatigigagstacagritgtigagttegtasaggatteatecagect
aaagggttattgaaa&ctw:ttgtgcagc‘cmiggattcacmaaaEacr:itaggccatgaactgggtccgtcaggcts:tagg;aaaggzgtttgga
ategettpcicpratasgaagtasasptastastiaipcaacatatiatorceaticagtzasagacageticaccatatc cagagatgaticac
aaa,gmtgttcta’tctgcaaatgaacaacttgaaaaaggaggacacagcmtgtaﬁactg!gtagggtacggtagtgggggaaattactggg
gttaaggaacftcagtcatcgtctr.tag:gmctacnmgcccatcggtcﬁmctﬂggcactc‘tcctttaagagcatﬂctgggggtaca
g&ggacﬁgggﬁgcdggtmaggammcccrgaaccggtgafggtgtcgtggaactcaggtgccctgaccagcggtgtgcacacct!‘:occ
ggttg‘tcctamgtcctcaggactdaftccctcagtag:gtggigamgtgczdmagcagdtgggcacmgatctatatctgtaacgtga
atcacaagcmgcaacacmaggtggacaagaaagttgagcc:aaatcttgtga{aaaactx:amt&tgcccaccg%gct:agmcr:tgaac
toctgppepraccgtagtcticctcticoccorasaacocaaggacacoctcatgatctoccegaccctgapetcacatprgteptoptonac
g‘»tgagccacgaagacc{tgaggh:aazgttuaaitggtacgiggacggtgtggaggtgcataatgcmagataaagmzcgtgaagagcagta
caacagtacctaccgagtggteagtgtocteaccgtoctgcaccaggactgectgaatggcangeagtacaagtgcaagetctccaacasagec
ciccoagocoocatcgagss aaocﬁtctccaaagvxaaaggaagagc‘mggaamactmgta’gacaactgccctt:étcccgtg,atgagctg
accaagaagasgettagtctzacctecctestraaagectictatictagrecoatcercetgeagtegeagagraataggcagccEgagaac
‘mactacsagaccacgroicoogtgctgpactorgargeciccticttcctcincapreapcicacpispacaagagragptEET B (A gEEEa
acgictictcatectocptgatocatgaggrtctigoaraaccactacacgragaagagoctctoccigicticepetaan

Figure 16B
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Heavy chain Protein sequence of i129v3 [variable + ‘improved’ v3 constant
region}

ML G L eV E BV EV L VE S CECL VO PGS LI LS C AL SEFTRRT YA MNITVR AR
GHGLEWVARIBSKSNNYATYY ADSVKDRFT ISRDD5QSMLYLOMNNLKKEDTAMYYCVEY
GECENYREQETIAVIVES ;
ASTHGPSVFPLAPSSKST56GTAALGCLVKDYF PERVIVSWNS GALTSGVHTFPAVIOSS
GLYSLSSVVIVESS5LETOTY ICHYNHKPSNTEVIKEVEPKSC IR THICEFCPARELLGS
BSVELFPPEPKDTLMI SRIPEVICYVVDVSHEDPEVEENWYVDEVEVENARTREREEQTH
TRV VL TVLE WL R E Y KK S HHA LB A PIEK T IS AR GRARTPOVY TLEESELE
LT RV LT CLVE G Y 5SS AT AVERNE SHGOPENTY K TTEEVL DS DESFFLYSKLIVIESEH
COGHVESCSVMHEALHNHY TOKSLSLEPGH

Figure 16C
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27 Light chain DNA sequence (variable region + Kappa contant)
atgaagtigectgtiaggetgtiggtgctgatgtictggaticeigeticecatcagtgatgtitigatgacecaaactcca ctctccctgcatgtcagi
cttggagatcaagectceatetctigecagatotagtcagatcatigtacatactaatggaaacacctattiagaatggtacctgeagaaaccagge
cagtctccaaaccicotgatcta caa-agtttccaacx:gﬁattttctggggt?cmag‘a‘caggttcagtggcagtgga‘tcagggatagiamcaca ctc
aagatcagcagagtggaggctgaggatctgggagtitattactgetttcaaggticacatgticeattcacgticggctcggagacaaagtigga
aataaaacgtacgetagcggocccatetgtoticatcttcecgoratcigateageagtigaaatciggaactgoctetgtigigtgectgctgaat
aactictatcccagagagpccaaagtacagiggaaggtggataacgoectceaatcgggtaactcccaggagagtgtcacagageaggacage
aaggacag::am:tacag{:&:’(ca’gﬁagcact:ctgacg;:tgagcaa agcagactacgagaaacacaaagtctacgectgegaagtcacceatea
gegcctgagetcgcccgtcacaaagageticaacageggagagtgt k

27 Light chain protein sequence (variable region + Kappa contant)
MXLPVRLLVLMFWIPASISDVLMIOTPLSLPVSLGDOASISCRSSOI IVHTNGNTYLEWYL
ORPGOSPNLLITKVSNRFSGVPDRFSGSCEGIDFTLEISRVEAEDLGVY YCFOGSHVPETE
GSGTRLEIRRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF Y PREARVOWKVDNALOSGNS
OESVTEQDSEDSTYSLeSTLT LS FAD Y ERHEVY ACEVTHOC LS SOVTRSENRGED

Heavy chain DNA sequence of i27v1 {variable + ‘improved’ vl constant
region)
atgaactictggctcagottgattttcctigtoctigtttianaagetatocagtetgaagtzaagctgetpeagictgegegapecttagtacage
ciggaggglocctgaaacictectgtgeaacciciggaticactitcagtcactattacatgtatigggticgecagactccagagaagaggcetgg
agitgegtcgoatacatiagtaatgatggtgataacacctattatccagacactataagegggecgalicacestciccagagacaalgocaggaa
caccotgtacctgeaaatgagoegtctgaagtetgaggacacagecatgtattactgtgeaagaggeaaptacgacgggecetpettigcttact
gegeccaagggactetggtea ctgtf:tk:ta'gcgcttccaccaagggcccatc:ggtcttcu:t:cctggxacsctcc:tccaagagcatét‘ﬁtggg,ggf
acagcggccctggEctgactgeicaaggactacticcecgaaccggtgacgetgtcgtggaacicaggrgecoigaccageggegtgeacacct
tccogsctgtectacagtoctcageactctactoectcageagegtgeteacegtpoectccageagettggecacccagacetacatctgeaace
tgaattacaapgCccagtaacaccaaggiggacaagaaagitgagoccaaatctigigacaanactcacacatgiccaccgtgoccagiaccig
aactcctggegpgaccgteagicticetettcoccocaaaacceaaggacacectcatgatetoccggaccectgaggtcacatggipptgets
gacgtgaga:cacgaagaz:tctgaggtcaagttc:aaEfggta;gtggafcggcgtggagg%gcatacagcctggavcacagccccgtgaagagsa
gtacaacagtacctaccgagtggteagtgtectcaccgtoctgea Etag_gac:tggq:tgaatggca aggagtacaagigcaaggtcteccaacaaa
gooctcccagoococatcgagaaaaccateiccaaacccaaaggaagagoccagacaccicaagtatacaccatacecocacctegtgaacaa
atgtu:caagaagaaggttagtctgacn:tgn:t:tggtcax:cfaa(%ttejttctctg’aagcﬂatcagtgtgg;agtgggagagcaatgggcagac'ggaga
acaactacaagaccacgoctcocgtgetggactoogacggetecticticctitacageaagetcaccgtggacaagageagatggragcages
gaacptctictcatgetecgtgatgeatgagpcictgcacaaccactacacgragaagagectcteccigicteeggptaaa

Heavy chain Protein sequence of i27v1 (variable + ‘improved’ v1 constant
region)

MNEWLS T IFLVLVLKGVOCEVELVE SEECLVODEEE LKL SCATSCY TFEHY YMYWVEDTD
ERRLEWVAYISNDGDNTYYPDTIRGRETISRINARNT LY LOMSRLKSEDTAMY Y CARGEY
TEAWERTWCOGTIVTVES ' ‘
A STRGDSVE DL A DS SRS T e T AL VR DY PP E DV TV SN CAL TS CVH TFDAVLOSS
GLYELSSVVIVES S8 LT Ty ICNVNHEF SNTRVDERVEPKSCDETHTC P ECPAPELLGE
DEVFLFE DR PR T LM SR T D EY T CVW VDV EHED PEVEFNR Y VDEVEVHTAWTOPREEQYN
STYRVVSVLTVLHODWLNGREYKCKVENRALPAPIERTISKPRGREQTPOVY TIPPERED
MERKEV S LT LV TN EFSEA TSV ENE S NGO DENNYET TP VL DEDCSFFLY SEL TVDRSEW
COCNVESCSVMHEEALENHY TORSLELEDEK '

Figure 17
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Figure 18E

Heavy chain protein sequence of ‘i'trastuzumab v1 and v2 (variable and
‘improved’ v1 and v2 constant region)

Light chain protein sequence of iTrastuzumabvl and
iTrastuzumabv2
DIOMTQSPSSLSASVGDRVTITCRASQDVNTAVAWYQQKPGKAPKLLIYSASFLYSGVPS
REFSGSRSGTDFTLTISSLOPEDFATYYCOQOHYTTPPTEFGQGTKVEIKRTVAAPSVEIFPP
SDEQLKSGTASVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLT
LSKADYEKHKVYACEVTHQGLSSPVTKSEFNRGEC

Heavy chain protein sequence of iTrastuzumabvl
EVQLVESGGGLVQPGGSLRLSCAASGFNIKDTYIHWVRQAPGKGLEWVARIYPTNGYTRY
ADSVKGRFTISADTSKNTAYLOMNSLRAEDTAVYYCSRWGGDGFYAMDYWGQGTLVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHTAWTQPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKPKGRAQTPQVYTIPPPREQ
MSKKKVSLTCLVTNFEFSEAISVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW
QQGNVFESCSVMHEALHNHYTQKSLSLSPGK

Heavy chain protein sequence of iTrastuzumabv2
EVQOLVESGGGLVQPGGSLRLSCAASGFNIKDTY IHWVRQAPGKGLEWVARIYPTNGYTRY
ADSVKGREFTISADTSKNTAYLOMNSLRAEDTAVYYCSRWGGDGEFYAMDYWGQGTLVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEFNWYVDGVEVHTAWTQPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGRARTPQVYTIPPSRDE
LSKKKVSLTCLVKNEFYSEAISVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW
QOGNVFESCSVMHEALHNHYTQKSLSLSPGK

Figure 19



PCT/EP2020/071724

40/40

WO 2021/019094

0Z a.nb14
a
TOTTYHQ OU -TYdddTLAA {79°9) TOTTHA-FudddILAN 8LE-6EEQS
Zia
adoyds TOYOYQ OU - 451ATIL1 {vt¥) TOPOYA-44NLIATOL 8/E-6EEAS
adoyds sy vl pezusioy Tia
3q {|im sjje0 | Aue 05 “sousnbas uBINLY 03 [EIRUBP! MOU ~AYTLSNADT {1°0) TOL0IQ -AALSNADY 90£-9870S
{18'T) TOE0HA-NTMATOHTAT
{zz'v) TOV0YA “(£°€) TOE0HA- HIALTWSAA
(80°0) TOLOYA- LTWSAAYAL
adoyda sy 03 pazuajol {6's) ToeTda ‘[s'e) TosTHA (¥ T) 1a
aq [jim sjj20 | Aue 0s ‘aausnbas ueIny 0} [e3USPI MOU ~ ALTASAAYA | TOSOMA (€0°0) T020¥A (ST} TOVOYA "(96°0) TOTHA - ALTYSAAYA 90£-9820S
ajusnbas
uewnyg 03 ¥oeq (S[qe) ul pautpiapun Juswud|je Ul saX0q [enpinput} 13PULY [IDHIN Yeam 10T-T 24008 Lapulq jIHHIA Suosls 1 » 81008 1a
sanpisos £oju pajoalas Jo uojsional Jaye sishjeus gOl asuanbas asnow o3 pasedwon aduanbas uewny :sisAjeue go3i uigwopgng

¥ Sx Txxpwxxy: iy wyxlxwxxw °

*owow . -

8LE-G9¢E 1¢ 1=1shP

TOLTSANN SHOHId ddILAADALOTIDH
TOLTSADIBILTRAES dd[ILAADATI 40D

THN KRNI ARRERRERR T FRNE ¥R xyex EIIIRE
mHBmmHmme¢£zz>£0KhmmwmsanamOHL_mmb>m”
[STIMATIAVATYANSAMOMATNDNIMADH'T I TAS AN

Ja0LMvL| eobrwigLe-982]
19614yl8LE~982]

.m_

EEEININEN
STE-Y6Z 1T J2snp



