Confidencial

Carrera 11 No. 86-53, Piso 3

Edificio Segovia
Clarke + 110221 Bogota, Colombia

T (+57) 1618 10 88
MOdet F (+57) 1 635 08 24

P-2020/54034

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIRECCION DE NUEVAS CREACIONES
E. S. D.

Ref.: Expediente No. NC2020/0016619
Solicitud de Patente a nombre de COMPUGEN LTD

1. Yo, CAROLINA DAZA MONTALVO, identificada como aparece al pie de mi firma,
domiciliada en la Carrera 11 No. 86-53, piso 3, obrando como apoderada de la sociedad
solicitante de la patente que se tramita en el expediente de la referencia, dando alcance a la
solicitud de patente radicada ante esa entidad el dia 30 de diciembre de 2020, les solicito tener en
cuenta las 347 figuras adjuntas a este memorial

Teniendo en cuenta que al momento de radicar la solicitud no fue posible subirlas 347 figuras una a
una en jpj, nos vimos en la necesidad de radicarlas como un complemento de informacion
inmediatamente después de la radicacion de la solicitud.

En consecuencia, me permito solicitar se sirva tener en cuenta las 347 figuras en el tramite de esta

solicitud.

ALVQO
C.C. 66.783.790 de Palmira Valle
TP-141563 CSJ

noftificaciones@clarkemodet.com.co

clarkemodet.com
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Figura 1

PVRIG humano WT de longitud completa

Secuencia de PVRIG humano gue comienza desde la metionina alternativa en posicion 21 (Longitud
parcial )

MGHRTLVLPWVLLTLCNTAG
TLAVIHPERGIROWAPARQARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACGSLPPS
SDPGLSAPPTPAPILRADI AGILGYSGVYLLFGCVYLLHLLRRHKHRPAPRLQPSRTSPQAPRARAWAP
SQA

(SEQ ID NO: 1)

Secuencia de PVRIG humano gue comienza desde la metionina en posicion 1 (Longitud parcial)

MRTEAQVPALOQPPEPGLEGAMGHRTLVLPWVLLTLCVTAGTPEVWVOVEMEATELSSFTIRCGFLG
SGSISLVTVSWGGPNGAGGTTLAVI HPERGIROWAPARQARWETQSSISLILFGSGASSPCANTTFC
CKFASFPEGSWEACGSLPPSSDPGLSAPPTPAPILRADI AGILGVSGYLLFGCVYLLHLLRRHKHRPA
PRLOPSRTSPQAPRARAWAPSQA

(SEQID NO: 2)

Proteina transmembrana PVRIG de longitud completa [Homo sapiens]

Secuencia de referencia de NCBI: NP 076975.

1 mrteagvpal gppepalega mghrthvipw vilticvtag tpevwwgurm eatelssfti

61 rcgflgsgsi slvivswggp ngaggitlav Ihpergirgw apargarwet gssislileg
121 sgasspcant tfcckfasfp egsweacgsl ppssdpalsa pptpapilra dlagilgvsg

181 viifgevyll hilrrhkhrp aprigpsris pgaprarawa psgasgaalh vpyatintsc
241 rpatidtahp hggpswwasl pthaahrpgg paawastpip argsfvsven glyagagerp

301 phtgpgltif rgprame gplgvr
(SEQ ID NO: 3)



21347

Figura 2
PVLR2 humano iscforma alfa

>gi|5360210 | ref |NP_002847.1| precursor de nectina 2 iscforma alfa [Homo
sapiens]

MARARAATLPSESFPTPLLWPLLLLLLLETGAQDVEVOVLPEVREGQLGGTVELEPCHLLPEVEGLY ISLVTH
QRPDAPANHONVARFHPEMGPSFPSPEPGSERLSEFVSAKQSTGODTEAELQDATLALHGLTVEDEGHYTC
EFATFPEGSVEGMTWLEVIAKPENQAERAQKVTFSQDPTTVALC ISEEGRPPART SWLSSLDWEAKETOVS
GTLAGTVIVISREFTLVPSGRADGVTVICEVEHESFEEPALT PV TLSVEY PPEVSISGYDDNWY LGRTDAT
LSCDVESHPEPTGYDWSTTSGTFPTSAVAQGSQLVIHAVDSLFNTTEVCTVTHAVGMGRAEQVIFVREETE

RASPREDVGPLVWGAVGGTLLVLLLLAGGSLAFILLEVERRRE SPGGAGGGASGDGGFY DPEAQVLGNGDP

VEWITPVVPGPMEPDGEDEEEEEEEEFAERKGLMLPPPPALEDDMESQLDGSLISRRAVYV

(SEQ ID NO: 4)

EVLEZ? humano isoforma delta

>g1 112789532 |ref |[NP_001036189.1| precurscr de nectina 2 isoforma delta
[Homo sapiens]

MARRARRAT LPSRSPPTPLLWPLLLLLLLETGAQDVEVOVLPEVREGOLGGTVELPCHLLPEVEPGLY ISLVTH
QRPDAPANHONVARFHPEMGPSFPSPEPGSERLSFVEAKOSTGODTEAELODATLALHGLTVEDEGHYTC
EFATFPEGSVRGMTWLEVIAKPENOAEROEVTFSODPTTVALCI SEEGRPPART SWLSSLDWEAKETOVS
GTLAGTVIVIEZREFTLVPSGRADGYVIVICEVEHESFEEPALIPVTLSVEYPPEVSISGYDDNWYLGETDAT
LECDVRSHPEPTGYDWSTTSGTFPTSAVAQGSOLVIHAVDSLFNTTEFVC TVTHAVGMGRAEQVIFVEETPE
NTAGAGATGGIIGGITAAT TATAVAATGILICROOREEQTLOGAEEDEDLEGPPSYRPPTPEAKLEAQEM
PEQLFTLGASEHSPLETPYFDAGASCTEQEMPRYHELPTLEERSGPLHPGATSLGSPIPVEPGPPAVEDW
SLDLEDEEGEEEEEYLDEINFIYDALSY

(SEQ ID NO: 5)
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Figs 9A-9C
IgG1 (SEQ ID NO: 1354):

AETHEGESVED
GLY3SLSSWWT
PEVFLFEPEEP
STYRVVSVLT
LTENQVSLTC

LAPSSKSTEG
VP3SSLGTQT
EDTLMISETE
VLHQDWLNGE
LVEGFYPSDI

QOGHNVESCSYV MHEALHMHYT

IgG2 (SEQ ID NO: 1355):

ASTEGPSEVEP LAPCERSTEE
GLY3LSSVVT VP33NFGTQT
LFPPEEFEDTL MISRTEEVTC
VVEVLTVVH] DWLHNGEEYKC
GVSLTCLVEG FYPSDIAVEW
VFSCSVMHER LHMHYTQESL

IgG3 (SEQ ID NO: 1356):

ASTHEGEPSVEP LAPCERSTEG
GLYSLSSVWT VP3SSLGTQT

DTPPPCFRCP
LMISRTFEVT

QDWLHGEEYE
GFYPSDIAVE

EPESCDTEFEER
CVVWVIDVSHED
CEV3NEALPA
WESSGOFENN

ALHNRFTQES LSL3PGE

IgG4 (SEQ 1D NO: 1357):

ASTEGPSVEP LAPCESRSTEE
GLY3SLSSVWT VP33SLGTKT
FLFFPEFEDT LMISRTEEVT
EVVSVLTVLH QDWLNGEEYK
HOVSLTCLVE GFYPSDIAVE
NVFSCESVMHE ALHMHYTQHKS

GTAALGCLVE
YICHVNHEPS
EVTCWWWDVE
EYECEVSNER
AVEWESNGQP
QESLELSPGK

STAALGCLVE
YTCHVDHEPS
WWWDWVSHEDE
EVENEGLEAF
ESHGQFENNY
SLEPGE

GTAALGCLVE
YTCHVNHEPS
CPRCPEPESC
PEVQFEWYVD
PIEETISKTE
YNTTPEMLDS

STAALGCLVE
YTCHVDHEPS
CVWVDVESQED
CEVSHNEGLPS
WESHGQPENN
LSLSLGE
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DYFFEPVTVSE
NTEVDEEVEP
HEDPEVEFHW
LPAFIEKTIS
ENNYETTEEV

DYFPEPVTVS
NTEVDETVER
EVQFHNWYVDG
IEETISKETEG:
ETTPEMLDSD

DYFEEPVTVS
NTEVDERVEL
DTPEPCERCE
GVEVHNAKTE
GOPREPOVYT
DESFFLYSEL

DYFFEPVTVSE
NTEVDERVES
PEVQFNWYVD
SIEKTISKERE
YETTPEVLDS

WHSGALTSGV
ESCOKTHTCE
YVDEVEVHNA
KARGOPREER(
LDSDGSFELY

WHSGALTSGV
KCCVECPECE
VEVHNAKTEP
OEREPQVYTL
GSFFLYSKLT

WHSGALTSGY
KETPLGOTTHT
APELLGGESV
FREEGYNSTE
LEPSREEMTE
TVDESEWGOG

WHSGALTSGV
KYGEPCPSCE
GVEVHNAKTE
GOPREPOVYT
DGESFFLYSRL

HTFPAVLOSE
PCPAPELLGG
KTKEFREEQYN
VYTLPFSRDE
SELTVDESEW

HTFEAVLOSS
APPVAGESVE
REEQFHSTER
PESREEMTEN
VDKSRROOGH

HTFPAVLOSE
CPRCPEFESC
FLFFPKFEDT
RVVEVLTVLH
HOVSLTCLVK
HIFSCEVMHE

HTFPAVLOSE
APEFLGGPSV
PFREEQFHETY
LEFFSQEEMTE
TVDESEWQEGS

L1
120
180
240
300
330

&l
120
180
240
300
3Ze

&l
120
180
240
300
3a0
377

L1
120
180
240
300
327
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Figura 10

PVRIG ECD Fragmento A  TTLAVLHPERGIRQOWAPARQA (SEQ ID NO: 1358)

PVRIG ECD Fragmento B TTLAVLHPERGIRQWAPARQARWETQSSISLILE (SEQ ID NO: 1359)
PVRIG ECD Fragmento C ARQARWETQSSISLILE (SEQLID NO: 1360)

PVRIG ECD Fragmento D TFCCKFASFPEGSWEA (SEQLID NO: 1361)

PVRIG ECD Fragmento E TFCCKFASFPEGSWEACGSLPPSS (SEQ, 1D NO: 1362)

PVRIG ECD Fragmento F EATELSSFTIRCGFL (SEQ ID NO: 1363)

PVRIG ECD Fragmento G = EVWVOVRMEATELSSFTIRCGF (SEQ 1D NO: 1364)

PVRIG ECD Fragmento H FTIRCGFLGSGSISLVTVS (SEQ ID NO: 1365)

PVRIG ECD Fragmento | SISLVTVSWGGPNGAGGTTLAVLH (SEQ 1D NO: 1366)

PVRIG ECD Fragmento ] SISLILEGSGASSPCANTTFCCKFAS (SEQ ID NO: 1367)
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Figura 13: Pares de CHA.7 VH-VL humanizados
Anticuerpo CHA.7.518

WVH WL
ch518 VH quim VL quim
h518-1 h518HH1 h518HL1 (opcional)
h518-2 h518HH2 h518HL2
h518-3 h518HH3 h518HL2
h518-4 h518HH3 h518HL3
h518-5 h518HH4 h518HL3
Anticuerpo CHA.7.524

VH WL
ch524 VH guim VL guim
h524-1 h524HH1 h524HL1 (opcional)
h524-2 h524HH2 h524HL2
h524-3 h524HH3 h524HL3
h524-4 h524HH4 h524HL3
Anticuerpo CHA.7.530

WVH WL
chs30 VH quim VL quim
h530-1 h530HH1 h530HL1 (opcional)
h530-2 h530HH2 h530HL2
h530-3 h530HH3 h530HL1
h530-4 h530HH3 h530HL2
h530-5 h530HH4 h530HL2
Anticuerpo CHA.7.538_1

VH WL
ch538.1 VH quim VL quim
h538.1-1 h538.1HH1 h538.1HL1 (opcional)
h538.1-2 h538.1HHZ h538.1HLZ
h538.1-3 h538.1HH3 h538.1HLZ
h538.1-4 h538.1HH4 h538.1HLZ
Anticuerpo CHA.7.538_2

VH WL
ch538.2 VH guim VL guim
h538.2-1 h538.2HH1 h538.1HL1 (opcional)
h538.2-2 h538.2HHZ2 h538.1HLZ

h538.2-3 h538.2HH3 h538.1HLZ2
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Figura 14A
*PVRIG_NP_076975_de_41_a_171_Secuencia_de_WT_ECD_Humano_(sin_SP) SEQ ID NO: 1463

TPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIROWAPARCARW
ETOSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACGSLPPSSDPGLSAPPTPAPILRAD

Figura 14B
>PVRIG_NP_076975_de_21_a_171_Secuencia_de_WT_ECD Humano_(con_SP) SEQ ID NO: 1464

MGHRTLVLPWVLLTLCVTAGTPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLA
VILHPERGIROWAPAROQARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACGSLPPSSDPGL
SAFPPTPAPILRAD

Figura 14C
=PVRIG_NP_076975 de_43 a_146_Secuencia_de_Dominio_lgs ec. con nim. de ident.: 1465

EVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIROWAPARCARWET
QSSISLILEGSGASSPCANTTFCCKFASFPEGSWEA

Figura 14D
>PVRIG_Splice_Variant_P6 SEQ ID NO: 1466

MGHRTLVLPWVLLTLCVTAGTPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLA
VILHPERGIROWAPAROQARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACGSLPPSSDPGL
SAPPTPAPILRADLAGILGVSGYLLFGCVYLLHLLRRHKHR

Figura 14E
>PVRIG_Splice_Variant_P8 SEQ ID NO: 1467

MGHRTLVLPWVLLTLCVTAGTPEVIWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLA
VILHPERGIROWAPARQARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACGSLPPSSDPGL
SVPPTPAPILRADLAGILGVSGVLLFDCGYLLHLL CROKHRPAPRLOPSHTSS
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Figura 14F
>PVRIG_Splice_Variant_P4 SEQ ID NO: 1468

MGHRTLVLPWVLLTLCVTAGTPEVWVOVRMEATELSSFTIRWLSAPPTPAPILRADLAGILGVSGVLLFGC
VYLLHLL RRHKHRPAPRLOPSRTSPOAPRARAWAPSOASQAALHVPYATINTSCRPATLDTAHPHGGPS
WWASLPTHAAHRPOGPAAWASTPIPARGSFVSVENGLY AQAGERPPHTGPGLTLFPDPRGPRAMEGPL
GVR

Figura 14G
>PVRIG_Splice_Variant_P7 SEQ ID NO: 1469

MGHRTLVLPWVLLTLCVTAGLSAPPTPAPILRADLAGILGVSGVLLFGCVYLLHLLRRHKHRPAPRLOPSR
TSPOQAPRARAWAPSQASOQAALHVPYATINTSCRPATLDTAHPHGGPSWWASLPTHAAHRPOQGPAAWA,
STPIPARGSFVSVENGLY AQAGERPPHTGPGLTLFPDPRGPRAMEGPLGVR

Figura 14H

>PVRIG_Splice_Variant_P14 SEQ ID NO: 1470

MGHRTLVLPWVLLTLCVTAGLSVPPTPAPILRADLAGILGYSGVLLFDCGYLLHLL CROKHRPAPRLOPSH
TSS

Figura 141
>PVRIG_Splice_Variant_P3 SEQ ID NO: 1471

MGHRTLVLPWVLLTLCVTAGTPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLA
VLHPERGIROWAPARQARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACGSLPPSSDPGG
AGARGPGGOGGARELATHLILVSVPRALCPADSCPHSAGRPGROLGGLRSPPLWLCLPPSSAAPT

Figura 14J
>PVRIG_Splice_Variant_P10 SEQ ID NO: 1472

MGHRTLVLPWVLLTLCVTAGTPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLA
VLHPERGAQISPRGPKIGGPPCPRPGPAGKPRAASLSSWHALGPAAPAPTPPSAASLRPSQAALHVPYA
TINTSCRPATLDTAHPHGGPSWWASLPTHAAHRPOGPAAWASTPIPARGSFVSVENGLY AQAGERPPH
TGPGLTLFPDPRGPRAMEGPLGVR

Figura 14K
>PVRIG_Splice_Variant_P13 SEQ ID NO: 1473

MGHRTLVLPWVLLTLCVTAGTPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLA
VLHPERGIROWAPARQARWETOQSSISLILEGSGASSPCANTTFCCKFASFPGCSSRPLCHY QHOLPPSY
FGHSSPPWGAVLVGVTPHPRCTPAPGPCRLGLHTHPCTWQOLCLC

Figura 14L
>PVRIG_Splice_Variant_P3_ECD SEQ ID NO: 1474

TPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGT TLAVLHPERGIRQWAPARCARW
ETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACGSLPPSSDPGGAGARGPGGOGGARELATHL
ILVEVPRALCPADSCPHSAGRPGRDLGGLRSPPLWLCLPPSSAAPT
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Figura 14M
>PVRIG_Splice_Variant_P10_ECD SEQ ID NO: 1475

TPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGAQISPRGPKIGGPP
CPRPGPAGKPRAASLSSWHALGPAAPAPTPPSAASLRPSQAALHVPYATINTSCRPATLDTAHPHGGPS
WWASLPTHAAHRPOQGPAAWASTPIPARGSFVSVENGLYAQAGERPPHTGPGLTLFPDPRGPRAMEGPL
GVR

Figura 14N
=PVRIG_Splice_Variant_P13_ECD SEQ ID NO: 1476

TPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGT TLAVLHPERGIROWAPAROARW
ETQSSISULEGSGASSPCANTTFCCKFASFPGCSSRPLCHYQHOQLPPSYFGHSSPPWGAVLYGVYTPHP
RCTPAPGPCRLGLHTHPCTWQLCLC

Figura 140

>PVRIG_Splice_Variant_P3_ECD_Unique SEQ ID NO: 1477
GAGARGPGGQGGARELATHLILVSVPRALCPADSCPHSAGRPGRDLGGLRSPPLWLCLPPSSAAPT
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Figura 14P

>PVRIG_Splice_Variant_P10_ECD_All_Unique SEQ ID NO: 1478

AQISPRGPKIGGPPCPRPGPAGKPRAASLSSWKAL GPAAPAPTPPSAASLRPSQAAL HVPYATINTSCRP
ATLDTAHPHGGPSWWASLPTHAAHRPOGPAAWASTPIPARGSFVSVENGLY AQAGERPPHTGPGLTLF
PDPRGPRAMEGPLGVR

Figura 14Q

=PVRIG_Splice_Variant_P10_ECD_Unigue_sin_intracelular SEQ ID NO: 1479
AQISPRGPKIGGPPCPRPGPAGKPRAASLSSWHALGPAAPAPTPPSAASLRP

Figura 14R

=PVRIG_Splice_Wariant_P13_ECD_Unigue SEQ ID NO: 1480
GCSSRPLCHYOQHOLPPSYFGHSSPPWGAVLVGVTPHPRCTPAPGPCRLGLHTHPCTWAOLCLC
Figura 14S

>PVRIG_NP_0T6975_de_41_a_169_variacion_de_ECD_(sin_SP) SEQ ID NO: 1481

TPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIROWAPARQARW
ETOSSISUILEGSGASSPCANTTFCCKFASFPEGSWEACGSLPPSSDPGLSAPPTPAPILR

Figura 14T
>PVRIG_NP_076975_de_41_a_170_variacion_de_ECD_(sin_SP) SEQ ID NO: 1482

TPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIROWAPARQARW
ETOSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACGSLPPSSDPGLSAPPTPAFILRA
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Figura 14U
>PVRIG_NP_076975_de_41_a_172_variacion_de_ECD_(sin_SP) SEQ ID NO: 1483

TPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPARCARW
ETQSSISULEGSGASSPCANTTFCCHFASFPEGSWEACGSLPPSSDPGLSAPPTPAPILRADL

Figura 14V
>PVRIG_NP_076975_de_41_a_173_variacion_de_ECD_(sin_SP) SEQ ID NO: 1484

TPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIROWAPARQARW
ETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACGSLPPSSDPGLSAPPTPAPILRADLA

Figura 14W
=PVRIG_NP_076975_de_41_a_144_variacion_de_lg_Dominio SEQ ID NO: 1485

TPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIROWAPARQARW
ETQSSISLILEGSGASSPCANTTFCCKFASFPEGSW

Figura 14X
>PVRIG_NP_076975_de_41_a_145_variacién_de_lg_Dominio SEQ ID NO: 1488

TPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIROWAPARQARW
ETQSSISULEGSGASSPCANTTFCCKFASFPEGSWE

Figura 14Y
=PVRIG_NP_076975_de_41_a_146_variacion_de_lg_Dominio SEQ ID NO: 1487

TPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIROWAPARQARW
ETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEA
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Figura 142
>PVRIG_NP_076975_de_41_a_147_variacién_de_lg_Dominio SEQ ID NO: 1488

TPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVEWGGPNGAGGTTLAVLHPERGIROWAPARCARW
ETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEAC

Figura 14AA
>PVRIG_NP_076975_de_41_a_148_variacion_de_lg_Dominio SEQ ID NO: 1489

TPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVEWGGPNGAGGTTLAVLHPERGIROWAPARQARW
ETQSSISLLEGSGASSPCANTTFCCKFASFPEGSWEACG

Figura 14AB
>PVRIG_NP_076975_de_42_a_144_variacién_de_lg_Dominio SEQ 1D NO: 1480

PEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPARQARWE
TASSISLILEGSGASSPCANTTFCCKFASFPEGSW

Figura 14AC
>PVRIG_NP_076975_de_42_a_145_variacion_de_lg_Dominio SEQ 1D NO: 1491

PEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVEWGGPNGAGGTTLAVLHPERGIROWAPARQARWE
TOSSISLILEGSGASSPCANTTFCCKFASFPEGSWE

Figura 14AD
>PVRIG_NP_076975_de_42_a_146_variacién_de_lg_Dominio SEQ ID NO: 1492

PEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIROWAPARQARWE
TQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEA

Figura 14AE
>PVRIG_NP_076975_de_42_a_147_variacién_de_lg_Dominio SEQ ID NO: 1493

PEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVEWGGPNGAGGTTLAVLHPERGIROWAPARQARWE
TOSSISLILEGSGASSPCANTTFCCKFASFPEGSWEAL

Figura 14AF
>PVRIG_NP_076975_de_42_a_148_variacion_de_lg_Dominio SEQ ID NO: 1494

PEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIROWAPARQARWE
TQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEALCG

Figura 14AG
>PVRIG_NP_076975_de_43_a_144_variacién_de_lg_Dominio SEQ ID NO: 1495

EVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPAR
QARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSW
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Figura 14AH
=>PVRIG_MNP_076975_de_43 a_145_variacion_de_lg_Dominio SEQ 1D NO: 1496

EVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPAR
QARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWE

Figura 14Al
=>PVRIG_MNP_076975_de_43 a_147_variacion_de_lg_Dominio SEQ 1D NO: 1497

EVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPAR
QARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEAC

Figura 14AJ

=>PVRIG_MP_0TG6975_de_43_a_148_variacion_de_|lg_Dominio SEQ 1D NO: 1498

EVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPAR
QARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACG

Figura 14AK
*PVRIG_MP_0TG6975_de_44_a_144 variacion_de_lg_Dominio SEQ 1D NO: 1499

VIWWVQVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPARQ
ARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSW

Figura 14AL
*PVRIG_MP_0TG975_de_44_a_145 variacion_de_lg_Dominio SEQ 1D NO: 1500

VIWWQVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPARQ
ARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWE

Figura 14AM
>PVRIG_MP_0TG975_de_44_a_146_variacion_de_lg_Dominio SEQ 1D NO: 1501

VIWWQVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPARQ
ARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEA

Figura 14AN
=>PVRIG_MNP_076975_de_44 a_147_variacion_de_lg_Dominio SEQ 1D NO: 1502

VIWWQVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPARQ
ARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEAC

Figura 14A0
=>PVRIG_MNP_076975_de_44 a_148_variacion_de_lg_Dominio SEQ 1D NO: 1503

VIWWQVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPARQ
ARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACG
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Figura 14AP
=PWVRIG_NP_076975 de_45 a_144 variacion_de_lg_Dominio SEQ ID NO: 1504

WWVOVREMEATELSSFTIRCGFLGEGSISLVTVSWGGPNGAGGTTLAVLHPERGIROWAPARQA
RWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSW

Figura 14AQ
=PWVRIG_NP_076975 de_45 a_145 variacion_de_lg_Dominio SEQ ID NO: 1505

WWVOVREMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPARQA
RWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWE

Figura 14AR

=PWYRIG_MNP_076975 de_45 a_146_variacion_de_lg_Dominio SEQ ID NO: 1506

WWVOVREMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPARQA
RWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEA

Figura 14AS

=PWRIG_NP_076975_de_45 a_147_variacion_de_lg_Dominio SEQ ID NO: 1507

WVQWVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPARQA
RWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEAC

Figura 14AT
=PWRIG_NP_076975_de_45 a_148_variacion_de_lg_Dominio SEQ ID NO: 1508

WVQWVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPARQA
RWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACG

Figura 14AU

>PVRIG_XP_006544085_PREDICTED_proteina_transmembrana_similar
a_PVRIG_isoforma_X2_[Mus_musculus] SEQ ID NO: 1509

MRTGNTQAAHATNMGAQMQTLVLFSTLLTLCYSEASPEVWY OVAOMEATNLSSFSVYHCGVLGY'S
LISLVTVSCEGFVDAGRTKLAVLHPEFGTQQWAPARQAHWETPNSVSVTLTMGOSKARSSLA
NTTFCCEFVTFPHGSRVACRDOLHRSDPGLSAPTPALNLOADLVRILGTSGVFLFGFIFILCLRWOQ
ORHWCLSKSOPSLTSTOAQVETOPPHLASTHSSFISMENGLYALA

Figura 14AV

>PVRIG_2do_Met_Raton_WT SEQ ID NO: 1510

MGOMOTLVLFSTLLTLCVSEASPEVWYQVOMEATNLSSFSVHCGVLGY SLISLVTVSCEGFVD
AGRTKLAVLHPEFGTQOQWAPARQAHWETPNSVSVTLTMGOSKARSSLANTTFCCEFVTFPHG
SRVACRDLHRSDPGLSAPTPALNLOQADLVRILGTSGVFLFGFIFILCLRWQQRHWCLSKSQPSL
TSTQAQVETQPPHLASTHSSFISMEMGLYALA
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Figura 14AW

>PVRIG_Ratén_WT_ECD_(sin_SP) SEQ ID NO: 1511

SPEVWVOVOMEATNLSSFSVHCGYLGY SLISLVTVSCEGFVDAGRTKLAVLHPEFGTQOWAP
ARQAHWETPNSVSVTLTMGQSKARSSLANTTFCCEFVTFPHGSRVACRDLHRSDPGLSAPTP
ALNLOQAD

Figura 14AX
>PVRIG_Ratén_WT_ECD_(con_SP) SEQ ID NO: 1512

MGOMOTLVLFSTLLTLCYSEASPEVWVOVOMEATNLSSFSVHCGVLGY SLISLVTVSCEGFVD
AGRTKLAVLHPEFGTQQWAFPARQAHWETPNSVSVTLTMGQSKARSSLANTTFCCEFVTFPHG
SRVACRDLHRSDPGLSAPTPALNLOAD

Figura 14AY

=PVRIG_HH-1_(Humano_ECD_+_humano_lgG1_Fc_mutado_C2205_en_bisagra) -_sin_SP
SEQ ID NO: 1513

TPEVWWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPA
ROARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACGSLPPSSDPGLSAPPTPAPI
LRADEPKSSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKF
NWYWVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISK
AKGOPREPQVYTLPPSRDELTKNOVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Figura 14AZ

=PVRIG_HH-1-
1_(Humano_ECD_con_C127F_y_C1475_mutaciones_+_humano_lgG1_Fc_mutado_C220S_e
n_bisagra)_-_sin_SP SEQ ID NO: 1514

TPEVWWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPA
ROARWETQSSISLILEGSGASSPFANTTFCCKFASFPEGSWEASGSLPPSSDPGLSAPPTPAPI
LRADEPKSSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKF
NWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKE Y KCKVSNKALPAPIEKTISK
AKGOPREPQVYTLPPSRDELTKNOVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWOQQGNVFSCSYMHEALHNHY TAKSLSLSPGK
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Figura 14BA

>PVRIG_HH-
2_(Humano_ECD_+_Humano_lgG1_Fc_mutado_en_C2205,_C2265,_C2295_de_bisagra)_-
_sin_SP SEQ ID NO: 1515

TPEVWVQVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGAGGTTLAVLHPERGIRQWAPA,
ROARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEACGSLPPSSDPGLSAPPTPAPI
LRADEPKSSDKTHTSPPSPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCWWYDVSHEDPEVKF

NWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEY KCKVSNKALPAPIEKTISK

AKGOQPREPQOVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TOKSLSLSPGK

Figura 14BB

=>PVRIG_HH-2-1-
1_(Humano_ECD_con_C127F_mutacion_+_Humano_lgG1_Fec_mutado_en_C2205,_C2265, _
C2295_de_bisagra,_codificado_por_codones_natural_en
lugar_de_codones_optimizados_para_células_CHO)_-_sin_SP SEQ ID NO: 1516

TPEVWVOQVRMEATELSSFTIRCGFLGSGSISLYVTVSWGGPNGAGGTTLAVLHPERGIRQWAPA,
ROARWETQSSISLILEGSGASSPFANTTFCCKFASFPEGSWEACGSLPPSSDPGLSAPPTRARI

LRADEPKSSDKTHTSPPSPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCWVVYDVSHEDPEVKF

NWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISK

AKGOQPREPQOVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPYLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TOQOKSLSLSPGK

Figura 14BC
>PVRIG_MM-1_(Ratén_ECD_+_ratén_lgG2a_Fc)_-_sin_SP SEQ ID NO: 1517

SPEVWWVOVOMEATNLSSFSVHCGYLGYSLISLVTVSCEGFVDAGRTKLAVLHPEFGTQOQWAP
ARQAHWETPNSVSVTLTMGQSKARSSLANTTFCCEFVTFPHGSRVACRDLHRSDPGLSAPTP
ALNLOADEPRGPTIKPCPPCKCPAPNLLGGPSVFIFPPKIKDVLMISLSPINTCVVVDVSEDDPDV
QISWFVYNNVEVHTAQTAQTHREDYNSTLRVVSALPIQHODWMSGKEFKCKWVNNKDLPAPIERTI
SKPKGSVRAPOQVYVLPPPEEEMTKKQVTLTCMVTDFMPEDIYVEWTNNGKTELNYKNTEPVLD
SDGSYFMYSKLRVEKKNWVERMSYSCSVVHEGLHNHHTTKSFSRTPGK
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Figura 14BD

=PVRIG_MM-1-1_{Ratén_ECD_+_raton_lgG2a_Fc_con_3_C_mutado_a_S_en_bisagra)_-
_sin_SP SEQ ID NO: 1518

SPEVWWVOVOMEATNLSSFSVHCGYLGYSLISLVTVSCEGFVDAGRTKLAVLHPEFGTQOQWAP
ARQAHWETPNSVSVTLTMGQSKARSSLANTTFCCEFVTFPHGSRVACRDLHRSDPGLSAPTP
ALNLOADEPRGPTIKPSPPSKSPAPMLLGGPSVFIFPPKIKDVLMISLSPIVTCVVVDVSEDDPDV
QISWFVYNNVEVHTAQTAQTHREDYNSTLRVVSALPIQHODWMSGKEFKCKWVNNKDLPAPIERTI
SKPKGSVRAPOQVYVLPPPEEEMTKKQVTLTCMVTDFMPEDIYVEWTNNGKTELNYKNTEPVLD
SDGSYFMYSKLRVEKKNWVERMSYSCSVVHEGLHNHHTTKSFSRTPGK

Figura 14BE
=Humano_Fc_(lgG1) SEQ ID NO: 1519

EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCYVYVDVSHEDPEVKFNWY

VDGVEVHNAKTKPREEQYNSTYRVWSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKG

QPREPQVYTLPPSRDELTKMOVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Figura 14BF
>Humano_Fc_(lgG1)_C2205 SEQ ID NO: 1520

EPKSSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVYDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Figura 14BG

=Humano_Fc_(lgG1)_con_el_C2205_(en_bisagra)_y_mutaciones_N297A SEQ ID NO: 1521

EPKSSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVYDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
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Figura 14BH

>Humano_Fc_(lgG1)_sin_bisagra SEQ ID NO: 1522

APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPRE
EQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOQPREPQVYTLPPSRD
ELTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQ
GNVFSCSVMHEALHMHY TOAKSLSLSPGK

Figura 14BI
=Ratén_Fc_(lgG2a) SEQ ID NO: 1523

EPRGPTIKPCPPCKCPAPNLLGGPSVFIFPPKIKDVLMISLSPIVTCVVVDVSEDDPDVQISWFVN
NVEVHTAQTQTHREDYNSTLRVVSALPIQHQDWMSGKEFKCKVNNKDLPAPIERTISKPKGSY
RAPQVYVLPPPEEEMTKKQVTLTCMVTDFMPEDIYVEWTNNGKTELNYKNTEPYVLDSDGSYF
MY SKLRVEKKNWWVERNSYSCSVWVHEGLHNHHTTKSFSRTPGK

Figura 14BJ
=Raton_Fc_(lgG2a)_Fc_con_la_mutacion_N297A SEQ ID NO: 1524

EPRGPTIKPCPPCKCPAPNLLGGPSVFIFPPKIKDVLMISLSPIVTCVVVDVSEDDPDVQISWFVN
NVEVHTAQTOTHREDYASTLRVVSALPIQHODWMSGKEFKCKYNNKDLPAPIERTISKPKGSY
RAPQVYVLPPPEEEMTKKQYVTLTCMVTDFMPEDIYVEWTNNGKTELNYKNTEPVLDSDGSYF
MYSKLRVEKKNWWVERNSYSCSWVWVHEGLHNHHTTKSFSRTPGK

Figura 14BK

=Raton_Fc_(lgG2a)_sin_bisagra SEQ ID NO: 1525

APNLLGGPSVFIFPPKIKDVLMISLSPIVTCVVWDVSEDDPDVQISWFVNNVEVHTAQTQTHRED
YNSTLRVVSALPIQHQDWMSGKEFKCEVNNKDLPAPIERTISKPKGSYRAPQVYVLFPPPEEEM

TKKQVTLTCMVTDFMPEDIYVEWTNNGKTELNYKNTEPYLDSDGSYFMY SKLRVEKKNWYER
NSYSCSVWVHEGLHNHHTTKSFSRTPGK
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Figura 14BL

>Humano_Fc_(lgG1)_con_las_mutaciones_C2205_C2265_C2295_(en_bisagra) SEQ 1D NO:
1526

EPKSSDKTHTSPPSPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Figura 14BM

>PVRIG_PRIMER_200-554_m15029_F  SEQID NO: 1527
CCACCAACCTCTCGTCTTTC

Figura 14BN

>PVRIG_PRIMER_200-553_m15029_R  SEQID NO: 1528
TCATGCCAGAGCATACAG

Figura 14BO

>PVRIG_PRIMER_200-571_m15029_F = SEQID NO: 1529
CAGTGCCTCTAACTGCTGAC

Figura 14BP

>PVRIG_PRIMER_200-572_m15029_R  SEQID NO: 1530
TCACTGTTACCAGGGAGATGAG
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Figura 14BQ
>PVRIG_PRIMER_200-549_m15029_F  SEQID NO: 1531
CACAGGCTGCCCATGCAAC
Figura 14BR
>PVRIG_PRIMER_200-551_m15029_R  SEQID NO: 1532
TGCCTGGGTGCTAGTGAGAG
Figura 14BS
>PVRIG_PRIMER_200-554_m15029_F  SEQID NO: 1533
CCACCAACCTCTCGTCTTTC
Figura 14BT
>PVRIG_PRIMER_200-546_m15029_R  SEQID NO: 1534
GACCCTGTTACCTGTCATTG

Figura 14BU
>PVRIG_flag_proteina SEQ 1D NO: 1535

MGHRTLVLPWVLLTLCVTAGTPEVWVOVRMEATELSSFTIRCGFLGSGSISLVTVSWGGPNGA
GGTTLAVLHPERGIRQWAPARQARWETQSSISLILEGSGASSPCANTTFCCKFASFPEGSWEA
CGSLPPSSDPGLSAPPTPAPILRADLAGILGVSGYLLFGCVYLLHLLRRHKHRPAPRLOQPSRTS
POAPRARAWAPSQASQAALHVPYATINTSCRPATLDTAHPHGGPSWWASLPTHAAHRPQGP
AAWASTPIPARGSFWSVENGLYAQAGERPPHTGPGLTLFPDPRGPRAMEGPLGVYRDYKDDDD
K
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Figura 14BV

=PVRIG_Ratén_Primera_Metionina_ péptido_ sefial -Flag-ECD SEQ ID NO: 1536

MRTGNTOQAAHATNMGAQMQTLVLFSTLLTLCVSEADYKDDDDKSPEVWVQVAOMEATNLSSFSY
HCGVLGYSLISLVTVSCEGFVDAGRTKLAVLHPEFGTQOWAPARQAHWETPNSVSVTLTMGO
SKARSSLANTTFCCEFVTFPHGSRVACRDLHRSDPGLSAPTPALNLOADLVRILGTSGVFLFGF
IFILCLEWQORHWCLSKSOPSLTSTOAQVETAOPPHLASTHSSFISMENGLY ALA

Figura 14BW
=PVRIG_Ratén_Tercera_Metionina_sin etiqgueta SEQ ID NO: 1537

MQTLVLFSTLLTLCVSEASPEVWVOVAMEATNLSSFSVHCGVLGY SLISLVTVSCEGFVDAGR
TKLAVLHPEFGTQOWAPARQAHWETPNSVSVTLTMGQSKARSSLANTTFCCEFVTFPHGSRY
ACRDLHRSDPGLSAPTPALNLQADLVRILGTSGVFLFGFIFILCLRWQOQRHWCLSKSQPSLTST
QAQVETOPPHLASTHSSFISMEMNGLYALA

Figura 14BX
>PVRIG_Ratén_Tercera_ Metionina_péptido sefial-Flag-ECD SEQ ID MO: 1538

MOTLVLFSTLLTLCVSEADYKDDDDKSPEVWYVOVOMEATNLSSFSVHCGVYLGY SLISLVTVSC
EGFVDAGRTKLAVLHPEFGTQOWAPARQAHWETPNSVSVTLTMGOSKARSSLANTTFCCEFV
TFPHGSRVACROLHRSDPGLSAPTPALMNLOQADLYVRILGTSGVFLFGFIFILCLRWQQRHWCLSK
SOPSLTSTOQAQVETQPPHLASTHSSFISMENGLYALA
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Figura 18: Pares de CHA.7 VH-VL humanizado
Anticuerpo CHA.7.518

WH VL
ch&18 VH guim VL quim
h518-1 h518HH1 h518HL1 (opcional)
h518-2 h518HH2 h518HLZ2
h518-3 h518HH3 h518HLZ2
h518-4 h518HH3 h518HL3
h518-5 h518HH4 h518HL3
Anticuerpo CHA.7.524

VH VL
ch524 WH quim VL guim
h524-1 h524HHA1 h524HL1 (opcional)
h524-2 h524HH2 h524HLZ2
h524-3 h524HH3 h524HL3
h524-4 h524HH4 h524HL3
Anticuerpo CHA.7.530

WH VL
ch530 VH guim VL quim
h530-1 h530HH1 h530HL1 (opcional)
h530-2 h530HH2 h530HLZ2
h530-3 h530HH3 h530HL1
h530-4 h530HH3 h530HLZ2
h530-5 h530HH4 h530HLZ2
Anticuerpo CHA.7.538_1

WH VL
ch538.1 WH guim VL guirm
h538.1-1 h538.1HH1 h538.1HL1 (opcional)
h538.1-2 h538.1HH2 h538.1HLZ2
h538.1-3 h538.1HH3 h538.1HLZ
h538.1-4 h538.1HH4 h538.1HLZ
Anticuerpo CHA.7.538_2

VH VL
ch538.2 WH quim VL guim
h538.2-1 h538.2HH1 h538.1HL1 (opcional)
h538.2-2 h538.2HHZ2 h538.1HLZ

h538.2-3 h538.2HH3 h538.1HL2
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Figura 20A
AB-407 (BOJ-5G4-F4)
Cadena pesada: Secuencia de aminoacidos (SEQ 1D NO: 1618)

MEWNWVFLFLLSVTAGVHSOVALOQSGAELAKPGSSVYMISCKASGYTFTN
YAVHWIKOTTGOALEWTGYIAPGSGVTKYNEKFKGKATLTVDKSSTTAYMOLSSLTPVDTAVYYCASGTT
RFAYWGOGTLVTVSSAQTTAPSVYPLAPGCGDTTSSTVTLGCLVKG

Figura 20B
AB-407 (BOJ-5G4-F4)
Cadena pesada: secuencia de ADN (SEQ ID NO: 1619)

ATGGAATGGAACTGGGTCTTTCTCTTCCTCCTGTCAGTAACTGCAGGAGTCCACTCCCAGGTCCAGC
TGCAGCAGTCTGGAGCTGAGCTGGCAAAGCCTGGCTCTTCAGTGATGATTTCCTGCAAGGCTTCTG
G
TTACACCTTTACCAACTATGCTGTGCACTGGATAAAGCAGACGACTGGACAGGCCCTTGAGTGGACT
GGATATATTGCTCCTGGAAGTGGAGTTACTAAATACAATGAGAAGTTCAAGGGCAAGGCCACATTGA
CTGTAGACAAATCCTCAACCACAGCCTACATGCAACTCAGCAGCCTGACACCTGTGGACACTGCGGT
CTATTACTGTGCAAGCGGAACTACGAGGTTTGCTTATTGGGGCCAAGGCACTCTGGTCACTGTCTCT
TCA GCCCAAACAACAGCCCCATCTGTCTATCCACTGGCTCCTGGATGTGGTGATACAACCAGC
TCCACGGTGACTCTGGGATGCCTGGTCAAGGGC

Figura 20C

AB-407 (BOJ-5G4-F4)
Cadena ligera: Secuencia de aminoacidos (SEQ 1D NO: 1620)

METDTLLLWVLLLWVPGSTGDIVLTOSPALAVSLGARATISCRASQSVSLSSYNLMOWY QOKPGQEP
KILIYDASNLPSGIPARFSGSGSGTOFTLTIDPVQADDIATYYCQQSKDDPLTFGSGTKLEIK

Figura 20D
AB-407 (BOJ-5G4-F4)
Cadena ligera: secuencia de ADN (SEQ ID NO: 1621)

ATGGAGACAGACACACTCCTGCTATGGGTGCTGCTGCTCTGGGTTCCAGGCTCCACTGGTGACATT
G
TGCTGACCCAGTCTCCTGCTTTGGCTGTGTCTCTAGGGCAGAGGGCCACAATCTCCTGTAGAGCCA
G
CCAAAGTGTCAGTTTATCCAGCTATAATCTCATGCAGTGGTACCAACAGAAACCAGGACAGGAACCC
AAAATCCTCATCTATGATGCATCCAACCTACCATCTGGGATCCCTGCCAGGTTCAGTGGCAGTGGGT
CTGGGACAGACTTCACCCTCACCATTGATCCTGTGCAGGCTGATGATATTGCAACCTATTACTGTCA
GCAGAGTAAGGATGACCCGCTCACGTTCGGTTCTGGGACCAAGCTGGAGATCAAA
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Figura 21A

Regidn constante de 1gG1 humana

ASTEGPSVFPLAPSSKSTSGETAALGCLVEDY FPEPVTVSHNSGALTSGVHTFPAVLOSSGLY SLESSVVT
VESS5LGTOTY ICHNVHNHE PSHNTEVDEKVEPESCDETHTCPPCPAPELLGGPSVFLFPPEPEDTLMISETE
EVTCVWWVDVSHEDPEVEFNWYVDGVEVHNAKTKPREEQY NS TY RVVSVLTVLHQDWLNGEEYKCEVSHEA
LEAPTEKETISKAKGQFREPOVY TLEPSREEMTENOVSLTCLVKEGEY PSDIAVEWESNGOPENNYETTEEV
LDSDGSFEFLY SELTVDESEWQQGHVESCSVMHEATHNHY TQESLSLSPGE (SEQ ID HO: 1622)

Regidn constante de |gG1 D265A humana

ASTEGPEVEFPLAPSSKESTSGGTAALGCLVEDY FPERVTVSWNSGALTSGVHTFPAVLOSSGLYSLESVVT
VESS5LGTOTY ICHNVNHE PSHNTEVDEKVEPESCDETHTCPPCPAPELLGGPSVFLFPPEPEDTLMISETE
EVTCU??EFSHEDPEUKFNHYVDGUEVHNAHTKPREEQYNSTYRUUSULTVLHQDHLNGKEYKCHVSNKA
LEAPTEETISKEAKGOPREPOVY TLEPSREEMTENOVSLTCLVEGFY PSDIAVEWESNGOPENNYETTEEV
LDSDGSFFLY SELTVDESEWQQGNVESCSVMHEATHNHY TQESLSLSPGE (SEQ ID HO: 1623)

Regidn constante de |[gG1 N297A humana

ASTEGPEVEFPLAPSSKSTSGETAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLESVVT
VESS5LGTQTY ICHVHNHE PSNTEVDEEKVEPESCDETHTCPPCPAPELLGGPSVELFPPEPEDTLMISETE
E?TCUVVDUSHEDPEVKFNHY?DG?E?HHAKTKPREEQYE@TYRHVSVLTVLHQDHLHGKEYHCK?SNKA
LEAPTEKETISKAKGQFREPOVY TLEPSREEMTENOVSLTCLVKEGEY PSDIAVEWESNGOPENNYETTEEV
LDSDGSFEFLY SELTVDESEWQQGHVEFSCSVMHEATHNHY TQESLSLSPGE (SEQ ID HO: 1624)

Regidn constante de |lgG2 humana

ASTEGPEVEFPLAPCSRSTSESTAALGCLVEDY FPERVTVSWNSGALTSGVHTFPAVLOSSGLY SLESVVT
VESSNFGTQTYTCHNVDHEPSHNTEVDETVERKCCVECEFPCPAPPVAGPSVFLFPPEFEDTLMISRTPEVTC
VVVDVSHEDPEVOFNWYVDGVEVHNAKTEPREEQFN STERVVSVLTVVHODWLNGEEYKCEVENEGLEAP
IEKTISKTEGQPREPOVY TLEPSREEMTENQVSLTCLVEGFYPSDIAVEWESHNGQPENNYKTTPEMLDSD
GEFFLYSKLTVDESEWOQQGHVEFSCSVMHEATHNHYTQESLESLSPGE (SEQ ID HO: 1625)

Regicn constante de |gG3 humana

ASTHEGPSVEFPLAPCSRSTSGGTAALGCLVEDY FPEEVTVSHNSGALTSGVHTFPAVLOS SGLYSLESVVT
VESSSLGTOTY TCHVHHE PSHTEVDERVELETELGDTTHTCPRCPEPESCODTEFPPCERCPEFESCODTPED
CERCPEPKSCDTEPPCPRCPAPELLGGESVEFLFPPEEFEDTLMI SRTPEVTCVVVDVSHEDPEVQEFERYVD
GVEVHHNAKTEPREEQYNSTFRVVSVLTVLHQDWLNGEEYKCEVSHNEALPAPTEKTISETEGOPREPQVYT
LEPSREEMTENOVSLTCLVEGFYPSDIAVEWESSGOEPENNYNTTPPMLOSDGSFEFLY SELTVDESRHQQG
NIFSCSVMHEATLHNRFTQESLSLSEGE (SEQ ID HO: 1626)
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Figura 21B

Region constante de |gG4 humana (tipo salvaje)

ASTEGPSVFPLAPCSRSTSESTAALGCLVEDY FPERVTVSWNSGALTSGVHTFPAVLOSSGLY SLSSVVT
VESSS5LGTRTY TCHVDHEPSHTEVDERVESEY GPPCESCPAPEFLGGESVEFLFPPEPEDTLMI SRTEEVT
CVWVDV SQEDPEVO FNWY VDGVEVHNAK TEPREEQFNS TYRVV SVLTVLHODWLNGEEY KCEVSNEGLEPS
SIEKTISKARGOPREPOQVY TLPPSQEEMTENQVSLTCLVEGEY PSDIAVEWESHGQPENNYETTPPVLDS
DGSFFLYSRELTVDESEWQEGHVESCSVMHEALHNHY TQESLSLSPGE (SEQ ID WNO: 1627)

Region constante de |gG4 humana (bisagra mutante 5241F)

ASTEGPSVFPLAPCSRSTSESTAALGCLVEDY FPERVTVSWNSGALTSGVHTFPAVLOSSGLY SLESVVT
VPSSSLGTKTYTCNVDHEPSHTHUDERVESKYGPPCH@CPRPEFLGGPS?FLFPPKPKDTLMISRTPEVT
CVVDV SQEDPEVO FNWY VDGVEVHNAK TEFREEQFNS TYRVV SVLTVLHQDWLNGEEY KCKVSNEGLES
SIEKTISKARKGOPREPOVY TLEPPSQEEMTENQVSLTCLVEGEY PSDIAVEWESHNGOPENNYKTTPEVLDS
DGESFFLY SELTVDESEWQEGHVESCSVMHEALHNHY TQESLSLSPGE (SEQ ID WNO: 1628)

Cadena ligera kappa humana

RTVAARPSVFIFPPSDEQLESGTASVVCLLNNEY PREAKVOWEVINALQSGNSQESVTEQDSKDSTYSLES
TLTLSEADYEEHEVYACEVTHQGLSSEVTESFNRGEC (SEQ ID NO: 1623)

Cadena ligera lambda humana

GOPEAAPSVTLFPPSSEELQANEATLVCLISDEY PGAVTVAWNEADSSEVEAGVETTTPSEQSHHNEYAASS
YLSLTPEQWESHRSYSCOVTHEGSTVEKTVAPTECS (SEQ ID NO: 1630}
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Figura 22
TIGIT ECD Humano

MMTGTIETTGNISAEKGGSI ILOCHLSS TTAQVTOVHNWEQQDOLLATCHADLGWHIS PSFEDEVAPGEGL
GLTLOSLTVNDTGEYFCIYHTY PDGTYTGRIFLEVLESSVAEHGARFQIF (SEQ ID HO: 1631)

TIGIT ECD Cyno macague

MMTGTIETTGNISAKKGGSVILOCHLSS TMAQVTOVHNWEQHDHSLLAIRNAELGWHIYPAFKDEVAPGEG
LGLTILOSLTMNDTGEYFCTYHTYPDGTYRGRIFLEVLESSVAEHSARFQIP (SEQ ID HO: 163Z)

PVR ECD Humano

DWWV ORPTOVPGFLGDSVTLECY LOVENMEVTHYV SQLTWARHGES GSMAVEFHOTQGPSY SESKRLEFVAR
RLGAELENASLEMFGLEVEDEGNY TCLEVTFPOQGSRSVDIWLEVLAK FONTAEVQEVOLTGEFPVEMARCY
STGGRPPAQITWHSDLGGMPNT SQVPGFLEGTVIVT SLWILVESSOVDGENVTCEVEHESFEKPQLLTVN
LTVYYPPEVSISGY DNNWY LGONEATLTCDARSNPEPTGYNNSTTMGELPPFAVAQGAQLLIRPVDEEIN
TTLICHVTHALGARQAELTVOVEEGPPSEHSGMSEN (SEQ ID NO: 1633)
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