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SEQID NO:1 R21_VH
QVOLVESGGGYVAPGRELRLSCAASGFTFSSYGMHWVRQAPGKGLEWVAVIWF DEDNKDYADSVKGR
FTISRDNSKNTLYLOMSSLRAEDTAVYYCARDNDILTGYYYYYGMBYWGQGTTVTVSS

SYGMH
SEQ. 13

VIWFDEDNKDYADSVKG
SEQ: 14

DNDILTEGYYYYYGMDY
SEQ: 15

SEQID NO:2 R21_VL
DIQLTQSPSFLSASVGDRVTITCRASQDISSYLAWYQOKPGKAPKLLIYAASTLQRGVPSRFSGSGRGTEF
TLTISSLAQPEDFATYYCQQIENSYPPTFGQGTKVEKK

RASQDISSYLA
SEQ: 18

AASTLOS
SEQ: 17

QALNSYPPT
SEQ: 18

SEQID NG 3 R2-2_VH
QVOLVQSGPEVKKPGASVKVSCKASGYTFTNYGISWVROAPGQGLEWMGWINAYNGNTNYAGKLQGR
VIMTTOTSTSTAYMELRSLRSDDTAVYYCARDGEY GEGTYHNDYYYYYCMDYWGQGTTVTVSS

NYGIS
SEQ: 19

WINAYNGNTNYAQKLQG
SEQ: 20

DGGYGSGTYHNDYYYYYGMDY
SEQ: 21

SEQHI NO4 R2Z VL
EIVLTOSPOFQSMTPEEKVTITCRASQSIGSNLHWYQQKPDQSPKLLIKFASQSISGVPSRFSGSGSGTDF
TLTINSLEAEDAATYYCHQSSSLPFTFGPGTKYDIK

RASQSIGENLH
SEQ: 22

FABQSIS
SEQ: 23

HQSSSLPFT
SEQ: 24

SEQ I NO: 5 RI3_VH
QVOLOESGPGLYKPEETLELTCTVRGGESISSY YWSWIRQAPGKGLEWIGY Y YSGSTNYNPSLKSRVTIS
YDTSKNOFSLKLSEVTAADTAVYYCARDDGSSDYGMBYWGQGTTVIVSSE

SYYWS
SEQ: 25

YIYYSGSTNYNPSLKS
SEQ: 26

DRGESDYGMBY
SEQ: 27

SEQIDNO:6 RZ-3I_VL
AlQLTQSPESLEASVGDRVTITCRASQGISSALAWY QUKPGKAPKLLIYDASSLESGVPSRFTGEGTDFTL
TISSLOPEDFATYYCQQENNYMYTFGQGTKLEK

RASQGISSALA

DASSL

QUFNNYMYT

SEQ: 28

SEQ: 28

SEQ: 30
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SEQIDNG:7 R24_WH
OVOLVQSGAEVRKPGASYKYSCKASGYTFTIYSYTWVROAPGQGLEWMGWINAF BOGNTHYAGQNLADR
VIMTTOTSTSTAYMELRSLRSDDTAVYYCAREEGSGEYEDYYGMBYWGQGTTVTVSS

SYSVT WINAFSGNTHYAGNLGD | EEGSGSYEDYYGMDY
SEQ: 31 SEQ: 32 SEQr 33

SEQIDNG: 8§ R34 VL
DIVMTQTPLSSPVTLGOPASISCRISASLVHEDGNTYLSWLOORPGOPPRLLIVKISNRFSGVPDRFEGS
CAGTDFTLKISRVEAEDVGVYYCOMQTTQEPFTFGPGTRVDIK

RESQSLVHSDGNTYLS | KISNRFE | MQTTQFPFT
SEQ: 34 SEQ:35 | SEQ: 36

SEQID NO: 8§ R2-5_VH
QVOLVQBCAEVKKPGASVTYSCKASGYTFSTYGIWVROQAPGQGLEWMOWISAFNGNANSAGKLQDRY
TMTTOTSTSTAYMELRSLRSDDTAVYYCARGEDFEDYWGQGTLVTVES

YGH WISAFNGNANSAQKLQD | GEDFFDY
SEQ: 37 SEQ: 38 SEQ: 38

SEQ 1D NO: 10 R2.5_VL
DIVMTQTRLSSPVTLOOPASISCRSSOSLVHSDENTYLSWLQORPGQPFRLLIYKVSSRFSGVPDRFSGS
GAGTDFTLKISRVEAEDVGVYYCTOSTOFPFTFGRGTKLEIK

RSSQELVHSDGNTYLS | KVSSRFS | TQSTQFPET
SEQ: 34 SEQ: 40 | SEQ: 41

SEQ D NO: 11 R2-8_¥H
QVQLVQSGAEVKKPGASVKVECKASGYTFLEYGLEWVROAPGQGLEWMGWINAYNGNTNYAGQNLODR
VIMTTOTSTSTAYMELRSLRSDDMAVYYCARWDILTAYYRSDAFDIWCQGTMVTVES

SYGLS WINAYNGNTNYAGNLOD | WDILTAYYSGDAFDI
SEQ: 42 SEQ: 43 SEQ: 44

SEQ D NO: 12 R28_VL
DIVMTQTPLESPVTLGQPASISCRESQSLVHEDGNTYLNWLOORPGOPPRLLIVKYSNRFSGVPDRFEGS
GAGTDFTLKISRVEAEDVGVYYYCTQTTQFPITFGQGTRLEIK

RSSQSLVHEDGNTYLN | KVBNRFS | TOTTQFPIT
SEQ: 45 SEQ: 46 | SEQ: 47
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SEQ 1D RO: 48 R2-5.1 VH
QVOLVOSGAEVKKPGASYTYSCKASGYTFSTYGIIWVRQAPGQGLEWMGWISAFN NANSAQRLQDRY
TMTTDTSTSTAYMELRSLRSDDTAVYYCARGEDFFRYWGQGTLVIVES

TYGI WISAFNSNANSAQKLGD | GEDFFDY
SEQ 37 SEQ: 48 SEQ: 38

SEQ D NG: 50 human igG1 constant domain

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVEWNSGALTSOVHTFPAVLQSSGLYSLSSWT
VPESSLGTATYICNVNHKPSNTKVDKRKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVWVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHADWLNGKEYKCKVSN
KALPAPIEKTISKAKCOPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPEDIAVEWESNGQOPENNYKTTPP
VLBSDGERFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLILSPGK

SEQ 1D RO: 51 human Kappa constant domain

RTVAAPSVFIFPPSDEQLKSGTASYVOLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPYTREFNRGEC

SEQ ID NO:52 >NP_001057.1 tumor necrosis factor receptor superfamily member 1B precursor
{Homo sapiens]

MAPVAVWAALAVGLELWAAAHALPAQVAFTPYAPEPGSTCRLREYYDOQTAOMUOCEKCEPGUHAKVFCTKTSDTVCD
SCEDSTYTQLWNWYPECLSCGSRCSSDAQVETOACTREGNRICTCRPGWYCALSKOQEGCRLCAPLRKCRPGFGVARPG

TETSDVYCKPCAPGTFSNTTSSTDICRPHQICNVVAIPGNASMDAVCTSTSPTRSMAPGAVHLPOPVSTRSQHTQPTPE
PSTAPSTSFLLPMGPSPPAEGSTGDFALPVGLIVGVTALGLLEGYVNCVIMTQVKKKPLCLOREAKYPHLPADKARGTQ

GPEQOHLLITAPSSSSSSLESSASALDRRAPTRNOPOAPGYEASGAGEARASTGSSDSSPGGHGTQVNVTUIVNVESSS

DHSS0CSSQASSTMGDTDSSPSESPKDEQVPFSKEECAFRSOLETPETLLGSTEEKPLPLGYPDAGMEKPS

SEQ D NO:53 =XP_005544817.1 PREDICTED: tumor nacrosis factor receptor superfamily member 18
isoform X1 [Macaca fascicularis]

MAPAAVWAALAVGLELWAAGHALPAOVAFTPYAPEPGGTCRLREYYDOQTAGMCCSKCPPGOHAKVFCTKTIDTVC
DSCEDSTYTOLWNWVYPECLSCGSRCSSDOVETQACTREGNRICTCRPGWYCALSKQEGCRLCAGLRKCRPGFGVARP
GTETSDVVCKPCAPGTFSNTTSSTDICRPHOQICHVVAIPGNASMDAVCTSTSPTROMAPGAVHLPUPYSTROGHTOPTP
APSTAPGTSFLLPVGPSPPAEGSTGDIVLPVGLIVGVTALGLLIGVVNCVIMTQVKKKPLCLORETKVPHLPADKARGAQ
GPEQOHLLTTVPSSSSSSLESSASALDRRAPTRNOPOAPGAEKASGAGEARASTGSSADSSPGGHGTQVNYTCIVNVES
SSBHSSQCSSOASSTMGDTDASPSGSPKDECQVPFSKEESAFREQLETPETLLGSTEEKPLPLGYPDAGMKPS
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SEQ ID NO:54 »NP_$35740.2 tumor necrosis factor receptor superfamily member 1B precursor [Mus
muscutus]

MAPAALWVALVFELOLWATGHTVPAQVYVLTPYKPEPGYECQISGEYYDRKAGMUCCAKCPPGOYVIKHFCNKTSDTVC
ADCEASMYTQVWNQFRTCLSCSSSCTTDOVEIRACTKQONRVCACEAGRYCALKTHSGSCRACMIRLSKCGPGFGVAS
SRAPNGNVLCKACAPGTFSDTTSSTOVERPHRICHLAIPGNASTDAVCAPESPTLSAIPRTLYVSQPEPTRSQPLDQERG
PSQTPSILTSLGSTPHEQSTKGGISLPIGLIVGVTSLGLLMLGLYNCHLVARKKKPSCLORDAKVPHYPDEKSODAVGLEQ
QHLLTTAPSSSSSSLESSASAGDRRAPPGGHPOARVMALAQGFQEARASSRISDSSHGEHGTHYNVTCIVNVCSSSDHS
SQCSSQASATVGDPDAKPSASPKDEQVPFSOEECPSQSPCETTETLOSHEKPLPLGYPDMGMKPSQAGWIDQIAVEY
A

SEQ 1D NS5 »NP_001056.1 tumor necrosis factor receptor superfamily member 14 isoform 1
precursor [Homo sapiens]

MGLSTVPOLLLPLVLLELLVGIYPSGVIGLVPHLGDREKRDSVCPQGKYIHPOGNNSICCTKCHKGTYLYNDCPGRPGADTD
CRECESGSFTASENHLRHCLSCSKCRKEMGQVEISSCTVDRDTVCGCRKNQYRHYWSENLFQCFNCSLOLNGTVHLSC
QEKONTVCTCHAGFFLRENECVSCSNCKIGSLECTKLCLPQIENVKGTEDSGTTVLLPLVIFFGLCLLALLHIGLMYRYQRWK
SKLYSIVCGKSTPEKEGELEGTTTKPLAPNPSFSPTRPGFTPTLGESPYPSSTFTSESTYTPGDUPNFAAPRREVAPPYQGAD
PILATALASDPIPNPLOKWEDSAHKPQSLDTDDPATLYAVVENVPPLRWIKEFVRREGLSDHEIDRLELONGRCLREAQYS
MLATWRRRTPRREATLELLGRVIRDMDLLGCLEDIEEALCGPAALPPAPSLLR

SEC 1D NO:E6 »NP_000585.2 tumaor necrosis factor (Homo sapiens]

MSTESMIRDVELAEEALPKKTGGPOGSRRCLFLSLFSFLIVAGATTLFCLLHFGVIGPQREEFPRDLSLISPLAGAVRSSSRT
PSDKPYAHVVANPOAEGOLOWLNRRANALLANGVELRDNGLVVPSEGLYLIYSQVLFKGQGCPSTHYLLTHTISRIAVS
YQTKVNLLSAIKSPCORETPEGAEAKPWYEPIYLGGVEGLEKGDRISAEINRPOYLDFAESGOVYFGHAL

SEQ 1D NO:57 Membrane-bound tumor necrosis factor [Homo sapiens]

MSTESMIRDVELAEEALPEKTGGPQGSRRCLFLSLFSFUIVAGATTLRCLLHFGVIGPQREEFPROLSLISPLAQAVAHVVA
NPQAEGQLOWLNRRANALLANGVELRDNGLYVPSEGLYLIYSQVLFKGQGCRSTHVLLTHTISRIAVSYOQTKVYNLLSAIK
SPCORETPEGARAKPWYERIYLGGVPQLEKGDRLSAEINRPOYLDFAESGQVYFGHAL

SEG 1D NO: 58 Mouse IgG1 constant domain

AKTTPPSVYPLAPGSAAQTNEMYTLGCLVKGYFPEPVTVTWNSGELSSGYHTFPAVLQSDLYTLESSVTY
PSSTWRSETVTCONVAHPASSTKVDKKIVPRDCGCKPCICTVPEVSSVFIFPPRPRKIVLTITLTPRVTCVWWD
ISKDDPEVQFSWFVDOVEVHTAQTOPREEQFNSTFREVSELPIMHODWLNGKEFKCRVNSAAFPARPIEK

TISKTKGRPKAPQVYTIPPPKEQMAKDRYSLTCMITDFFPEDITVEWQWNGOPAENYKNTOPIMDTDGEY
FVY SKLNVQKSNWEAGNTFTCSVLHEGLHNHHTEKSLSHSPGK
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SEG 1B RO: 59 Mouss lgB2a constant domain

AKTTAPSVYPLARPVOCGDTTGESVTLGCLVKGYFPEPVTLTWNSGELISGVHTFRPAVLQSDLYTLESSVTY
TSSTWPSQSITCNVAHPASSTKVDKKIEPRGPTIKPCPPCKCPAPNLLGGPSVFIFPPKIKDVLMISLSPIVT
CYWVDVSEDDPDVQISWFVNNVEVHTAQTQTHREDYNSTLRVVSALPIGHODWMSGKEFKCKVNNKDL
PAFIERTISKPKGSVRAPQVYVLPPREEEMTKKQVTLTOMVTDFMPEDIYVEWTNNGKTELNYKNTEPVL
DEDGEYFMYSKLRVEKKNWYERNSYSCEVVHEGLHNHHTTKSFSRTPGK

SEQ 1D NO: 60 Mouse IgB1 D285A constant domain

AKTTPPSVYPLAPGSAAQTNSMYTLGCLVKGYFPEPVTVTWNSGSLSSGVHTFPAVLQSDLYTLSSSVTY
PSSTWRPSETVTONVAHPASSTKVDKKIVPRDCGCKPCICTVRPEVSSVFIFPPRKPKDVLTITLTPKYTCOVVYA
ISKDDPEVQFSWFYDDVEVHTAQTUPREEQFNSTFRSVSELPIMHODWLNGKEFKCRYNSAAFPAPIEK
TISKTKGRPKAPQVYTIPPPKEQMAKDKYSLTCMITDFFPEDITVEWQWNGOPAENYKNTORIMDTDGSY
FYYSKLNVOQKSNWEAGNTFTCSVLHEGLHNHHTEKSLEHEPGK
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FIG. 3
A. Second binding
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FG. 9
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FIG. 10
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