FIGURA 1

Alineamiento de secuencias que muestra las CDR en cajas

Alineamiento de secuencias de las secuencias del dominio VH del anti-FIX del linaje de 0-1998:

mABO-1988_VH
mAbl-4857_VH
mAbl-4861_VH
mAb1-7977_VH
mAbl-8459_VH
mAb1-8467_VH
mAbl-8543 VE
mREb1-8679_VH
mAb1-8780 VH
mAb1-8782_VH
mAb1-8785 VH
mAb1-9002_VH
mAb1-9015_VH
mAbl-9016 VH
mAb1-9058_VH
mAbl1-9134 VH
mhb1-9285_VH
mAb4-5923 VH
mab4-7687_VH
mAb4-7786_VH
mAbS5-0057_VH
mAbS-1409_VH

EVQLVESGGGELVQFGRSLKLSCRASGFTFODY AMH
EVQLVESGGGELVYPGRSLKLSCALSGETFODYAMH
EVQLVESGGGELVQPGRSLKLSCRLSGFTFODY AMH
EVQLVESGEELVYPGRSLKLSCALSGFRFODYAMH
EVQLVESGGELVOPGRSLELSCARSCFTFODY RMH
EVQLVESGGGELVQFGRSLKLSCRLSKFRFODY AMH
EVQLVESGGGLVQPGRSLELSCALSKFRFODYAMH
EVQLVESGGELVOPFGRSLKLSCRASGFTFODY AMH
EVQLVESGGGELVQPGRSLELSCALSGET FHDYAMH
EVQLUESGGGLVQEGRSIKLSCMSGFTI:'%HHH
EVQLVESGGGELVQPGRSLELSCALSGET FHD Y AMH
EVQLVESGGELVQPGRSLELSCAASKETFODY AMH]
EVQLVESGGELVQPFGRSLKLSCRASGEFTFODY AMH
EVQLVESGGGELVQPGRSLELSCALSGETFODYAMH
EVQLVESGEELVQPGRELELSCARSGFTFHDYRMH
EVQLVESGGGELVQPGRSLELSCALSGETFODYAMH
EVQLVESGGELVQPGRILKLSCARASGFTFODY AMH
EVQLVESGGELVQPGRSLKLSCALSGET FODYAMH
EVQLVESGGGELVYPGRSLKLSCALSGFTFODYAMH
EVQLVESGGELVQFGRELKLSCRASCFTFHDY AMH
EVQLVESGGELVOPGRSLKLSCALSGET FHD Y AMH
EVQLVESGEELVOPGRSLELSCARSCFTFHDY RMH
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WWVROVEGKGLEWVS
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[WWROVEGKGLEWVS
IWVROVEGKGLEWVS
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IRV EGKGLEWVS
VROV EGKGLEWVS
TRV EGKGLEWVS
VROV BGKGLEWYS
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Alinemiento secuencias de las secuencias del dominio VL del anti-FIX del linaje de 0-1998

mAb0-1998_VL
mibl-4857 VL
mibl-4861 VL
mAb1-T9T7_VL
mAbl-8459 VL
mAb1-8467_VL
mAbl-8543_VL
mAbl-867% VL
mAbl-8780 VL
mAbl-8782 VL
mAbl-8785 VL
mAbl-$002_VL
mAb1-2015 VL
mAbl-2016 VL
mAb1-9058 VL
mAbl-9134_VL
mAbl-9285_VL
mAb4-5925_VL
mAb4-TE8T_VL
mAb4-7786_VL
mAb5-0057_VL
mAb5-140% VL

DIQMTQSPSTLSASAGDRVT ITCRASQST SSWLANY QUK PGRAPKFLIY]
DIQMTOSPSTLSASAGDRVTITCRASQSISSWLAWY QOKPGKAPKFLIY]
DIQMTOSPSTLSASAGDRVTITCRR Y QOKPGKAPKFLIY]
DIQMTQSPSTLSASVGDRVTITCRE QOKPGKAPKFLIY]
DIQMTQSPSTLSASAGDRVTITCRE QOKPGKAPKFLIY]
DIQMTQSPSTLSASAGDRVTITCRE QOKPGKAPKFLIY]
DIQMTQSPSTLSASAGDRVTITCRE QOKPGKAPKFLIY]
DIQMTQSPSTLSASVGDRVTITCRE QOKPGKAPKFLIY]
DIQMTQSPSTLSASAGDRVTITCRE QOKPGKAPKFLIY]
DIQMTQSPSTLSASAGDRVTITCR QOKPGKAPKFLIY]
DIQMTQSPSTLSASAGDRVTITCR /QOKPGKAPKFLIY]
DIQMTQSPSTLSASAGDRVTITCR Y QQKPGHAPKFLIY]
DIQMTRSPSTLSASAGDRVTITCRE QOKPEKAPKFLIY]
DIQMTQSPSTLSASAGDRVTITCRE QOKPGKAPKFLIY]
DIQMTQSPSTLSASAGDRVTISCRE QOKPEKAPKFLIY]
DIQMTQSPSTLSASAGDRVTITCRE QOKPGKAFKFLIY]
DIQMTQSPSTLSASAGDRVTITCRE QOKPGKAPKFLIY]
DIQMTQSPSTLSASAGDRVTITCRE QQKPGKAPKFLIY]
DIQMTQSPSTLSASAGDRVTITCR
DIQMTQSPSTLSASAGDRVTITCRE
DIQMTQSPSTLSASAGDRVTITCRE
DIQMTQSPSTLSASAGDRVTITCRE

FRSSLES
FRSRLER
FRASRLER
FASRLDR
FKAERLER
FASELER]
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FRSRLER
FLRSRLDE
FLRSRIDR
FLRSRLDR
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KASRLDR

EFHEHEERAEAEREET WEREHAEE - W[ EEE - AR EAE AR A TR EA T TR

FVPSRFSGSGSGTEFSLTISSLOPDDFATYYC
GVPSRFSGSGSGTEFSLTISSLOPDDFATYYC
GVPSRFSGSGSGTEFSLTISSLOPDDFATYYC
GVPSRESGSGSGTEFSLTISSLOPDDEATYYC
EVPSRESGSGSGTERSLTISSLOPDDEATYYC
EVEPSRESGSGSGTEFSLTISSLQPDDEFATYYC
DVEPSRESGSGSGTEFSLTISSLQPDDEFATYYC
GVPSRESGSGSGTEFSLTISSLQPDDEFATYYC
FVEPSREFSGSGSGTEFSLTISSLQPDDEATYYC
GVEPSRFSGSGSGTEFSLTISSLQPDDEATYYC
CVPSRFSGSGSGTEFSLTISSLOPDDEATYYC
GVPSRESGSGSGTEFSLTISSLOQPDDEATYYC
EVEPSRESGSGSGTEFSLTISSLQPDDEATYYC
EVPSRESGSGSGTEFSLTISSLQPDDEATYYC
EVPSRESGSGSGTEFTLTISSLQPDDEATYYC
EVPSRESGSGSGTEFSLTISSLQPDDEATYYC
EVPSRESGSGSGTEFSLTISSLQPDDEFATYYC
FVPSRFSGSGSGTEFSLTISSLQPDDFATYYC
GVPSRFSGSGSGTEFSLTISSLOPDDFATYYC
FVPSRFSGSGSGTEFSLTISSLOPDDFATYYC
FTPSRESGSGSGTEFSLTISSLOPDDEATYYC
FTPSRESGSESGTEFSLTISSLOPDDEATYYC
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Alineamiento de secuencias de las secuencias del dominio VH del anti-FIX del linaje de 0-1886:

mAb0-1886_VH
mAb1-4071_VH
mAbl-4624_VH
mRB1-5734_VH
mRb1-5781_VH
mAbl-5783_VH
mAbl-5796_VH
mAbl-5737_VH
mAbl-6566_VH
mAbl-6582_VH
mAbl-6584_VH
mAbl-6586_VH
mAbl-6580_VH
mAb1-6592_VH
mibl-6606_VH
mAbl-6609_VH
mBb4-T756_VH
mAb4-7758 VH
mAb4-TTE2_VH
mAb4-TT8Y_VH
mAb4-TTE1_VH

IDFPSDSYTDYGPSEFRG
{IDPSDSYTDYGPSFRG

EVQLVQSGAEVEKFGESLRISCEGSGYSET
EVQLVOSGAEVEKPGESLRISCKGSGYS
EVQLVOSGRAEVEKPGESLRISCKGSGYRETE
EVQLVOSGAEVEKPGESLRISCKGSGYSER

EVQLVQSGAEVEKFPGESLRISCEGSGYS
EVQLVQSGREVEKPGESLRISCKGSGYSFR

EVQLVOSGAEVEKFPGESLRISCKGSGYSER

EVQLVOSGAEVEKPGESLRISCHGSGYRETE
EVQLVOSGREVEKPGESLRISCKGSGYSER
EVOLVQSGREVEKPGESLRISCKGSGYSFR
EVQLVOSGAEVEKPGESLRISCKGSGYSER
EVQLVQSGAEVEKPGESLEISCEGSGYR
EVQLVOSGAEVEKEPGESLRISCKGSGYSER
EVQLVOSGREVEKPGESLRISCKGSGYSER
EVQLVSGAEVEKPGESLRISCHGEGYSER
EVQLVOSGAEVEKPGESLREISCEGSGYR
EVQLVOSGAEVEKPGESLRISCKGSGYSER
EVQLVOSGAEVEKPGESLRISCKGSGYSER
EVOLVOSGAEVEKPGESLRISCHGSGYSER
EVQLVOSGAEVEKPGESLRISCKGSGYSER
EVQLVQSGAEVEKPGESLRISCKGSGYSFR
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IDFSDSYTDYGPSEFRG
IDESDSYTDYGPSFRG
IDFSDSYTDYGPSFHG

{IDESDSYTDYGPSFEG
IDESDSYTDYGPSFEG
IDPSDSYTDYGPSERG
IDFTDSYTDYGPSFHG
{IDPSDSYTDYGPSFEG
{IDESDSYTDYGPSEFRG
{IDESDSYTDYGRSFEG
IDFTDSYTDYGPSERG
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VT ISRDKSISTRAYLOWSSLEASDTAMYYCH
VT ISADKSISTAYLOQWSSLEASDTAMY YCR
VT ISADKS ISTAYLQWSSLEASDTAMY YCH
VT ISADKSISTAYLOWSSLEASDTAMYYCH
VT ISRDKSISTRYLOWSSLEASDTRMYYCH
VT ISRDKSISTAYLOWSSLEASDTRMYYCH
VT ISADKSISTAYLOQWSSLEASDTAMYYCH
VT ISADKSISTAYLOWSSLEASDTAMYY
VT ISADKSISTAYLOWSSLEASDTAMY 'E'Ch
VT ISRDKSISTAYLOWSSLEASDTAMY YCRE

VTISADKSISTAYLQWSSLEASDTAMYYCA
VT ISADKSISTAYLOWSSLEASDTAMYYCH
VTISADKSISTRAYLOWSSLEASDTAMY YCR
VTISADKSISTAYLOWSSLEKASDTAMY YCH
VTISADKSISTAYLOWSSLEASDTAMY YCA
VTISADKSISTAYLQWSSLEASDTAMYYCA
VT ISADKS ISTAYLOWSSLEASDTAMYYCH
VT ISADKSISTAYLOWSSLEASDTAMYYCH
VT IEADKSISTAYLOWSSLEKASDTAMY YCH
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Alineamiento de secuencias de las secuencias del dominio VL del anti-FIX del linaje de 0-1886

mAb0-1886 VL
mAb1-4071_VL
mibl-4624_VL
mAbl-5754 VL
mAb1-5781 VL
mab1-5783_VL
mAbl-5796_VL
mAbl-5797_VL
mAbl-6566_VL
mabl-6582_VL
mAbl-6584 VL
mibl-6586_VL
mahl-6580_VL
mAbl-6592 VL
mAbl-6606 VL
mAb1-6609_VL
mah4-T7756_VL
mAb4-7758"VL
mibd4-7762_VL
mab4-7789_VL
mhb4-TT61_VL

DIVMTQSPLSLEVIPGEFPASIS
DIVMTQSPLSLEVIPGEPASIS
DIVMTQSPLSLEVTPGEPASIS
DIVMTQSFLSLEFVIFGEFASIS
DIVMTQSFPLSLEVIFGEFASIS
DIVMTRSFLSLEVIFGEFASIS
DIVMTQSFLSLEFVIFGEFASIS
DIVMTQSPLSLEVIPGEPASIS
DIVMTQSPLSLEVTPGEPASIS
DIVMTRSPLSLEVITPGEPASIS
DIVMTQSFLSLEVTPGEFPASIS
DIVMTQSPLSLEVTPGEPASIS
DIVMTQSFLSLFVTFGEFASIS
DIVMTQSPLSLFVIFGEFASIS
DIVMTQSPLSLEFVIPGEPASIS
DIVMTQSPLSLEVTPGEPASIS
DIVMTQSPLSLEVTPGEPASIS
DIVMTQSPLSLEVIPGEPASIS
DIVMTQSPLSLEVTPGEPASIS
DIVMTQSPLSLEVTPGEPASIS
DIVMTQSPLSLEVIPGEFPASIS

SSQSLLHSTGYNYLN
SSQRLLHESTGYNYLN
SEQELLESTWYNYLN
SSQRLLHSTGYNYLN
SSQSLLHRTWYNYLN
SSQSLLERTWYNYLN
SSQSLLHSTWYNYLN
SSQSLLESTWINYLE
SSQSLLERTWYNYLN
SSQSLLEHSTWYNYLN
SEQSLLHSTWYNYLN
SEQSLLESTWYNYLN
SEQSLLEHSTWYNYLN
SSQSLLHSTWYNYLN
SSQSLLESTWYNYLN
SEQSLLESTWYNYLN
S5QSLLHSTWYNYLN
SSQSLLESTWYNYLN
SSQSLLESTWYNYLN
S5QSLLHSTWYNYLN
SSORLLHRTGYNYLN
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YLOKEGQSPQLLIY
WY LQKPGOSEPQLLIY
YLQKPGQSPQLLIY
Y LOKPGQSFQLLIY
YLQKEGQSEQLLIY
Y LOKPGOSEQLLIY
WYLQKPGQSFQLLIY
Y LOREGQSPQLLIY
YLOKEGOSEOLLIY
Y LOKPGOSEQLLIY
prYLQKPGEQSEQLLIY
Y LOKEGOSEOLLIY
P LOKPGOSPQLLIY
Y LOKPGQSPQLLIY
YLOKEGOSPOLLIY
Y LOKEGOSEOLLIY
PYLOKPGOSPOLLIY
WY LOKPGOSPQLLIY
Y LOKPGOSPOLLIY
Y LOKPGOSPOLLIY
YLOKEGQSPQLLIY
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LGSNRAS
LGSRRAS
LGSNRAS
LGEKNERS
LGENRAS
LGRINERAS
LGKNERS
LGSRRAS
LGRNRAS
LGKNRRAS
LGKNERS
LGENRAS
LGSRERS
LGSREAS
LGSNRAS
LGSNRAS
LGHENRAS
LGENRAS
LGENRAS
LGENRAS
LGSERAS

EVEDRFSGSGSGTDFTLKISRVEREDVGVY Y
GVPDRFSGSGSGTDETLEISREVEREDVGYYY(
GVPDRFEGSGSGTDFTLEISRVEAEDVGYY Y]
GVFDRFSGSGSGTDFTLEKISRVEAEDVGEVYY(
EVFDRFSGSGSGTDFTLEISRVEREDVGVYY(
GVEFDRFSGSGSGTDFTLKISRVEAEDVGVYY(
GVFDRFSGSGSGTDFTLKISRVEAEDVGEVY Y
EVEDRFSGSGSGTDETLEISRVEREDVGVY Y
GVEPDRF3GSGSGTDETLEKISRVEAEDVGYYY(
GVPDRFSGSGSGTDEFTLEKISRVEAEDVGVYY(
GVEDRFSGSGSGTDFTLEISRVEREDVGEVY Y
GVPDRF3GSGSGTDFTLEKISRVEAEDVGYYY(
GVFDRFSGSGSGTDFTLEKISRVEAEDVGEVYY(
GVFDRFSGSGSGTDFTLEISRVEAEDVGVY Y
EVEPDRFSGSGSGTDETLEISRVEREDVGYYY(
GVPDRF3GSGSGTDFTLEISRVEAEDVGYY Y
GVPDRFSGSGSGTDFTLEISRVEAEDVGYY Y]
GVEDRFSGSGSGTDETLEKISRVEAEDVGVY Y
GVPDRFSGSGSGTDETLEKISRVEAEDVGVY Y
GVFDRFSGSGSGTDFTLEISRVEAEDVGVY Y]

EVEDRFSGSGSGTDFTLKISRVEREDVGEVY Y
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MORLHIPYT
MOVLHIFYT
MOVLHIEYT
MOVLHIFYT
MOVLHIFYT
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MOVLHIFYT
MOVLHIEYT
MOVLHIPYT
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MOVLHIPYT
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MOVLHIPYT
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MOVLHIEYT
MOVLHIPYT
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Alineamiento de secuencias de las secuncias del dominio VH del anti-FIX del linaje de 1-1307
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TF.FLbl—-i?ET:‘FH EVOLVESGEELVOPGRSLELSCARSGEFT D Y AME "JRQFLE‘EHELEPFJ&EE SWVEGSIGYARSVEGRITISRINAKNSLYLOMNSLRAEDTALYYCA GRETTVIVSS
mhbl1-47E3_VH EVQLVESGEELVOPGRSLELSCARSGFTFRDYAM “JRQHPGE'{GLEWISISI SWNEGSIGYAKSVEGRFTISRDNAFNSLYLOMNSLRAEDTALYYC IGRGETTVIVSS
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mhb1-1307 VL DIOMTQSPSSLSASVGEDRVTIT SQSISEYLN
mAb1=4707 VL DICMTOSPSSLESASVEDRVTIT
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Alineamiento de secuencias de las secuencias del dominio VH del anti-FIX de otro linaje:

TI:EB'."U—ZEIUEI_‘JH EVOLVESGGELVOPGRILELTCARSGET DY,
J'PAbC'-ZU':'l_"-"H EVQLVESGGELVQPERSLRLICAASRFTEFODYA
mAB0-2003_VH  EVQLVESGGGLVQPGRSLRLSCARSGFIFIDY,

ROVPGHGLEWVSGI SWNGDN IGYVESVEGRET ISRDNDENSLELELNSLRPEDTALY FCAR
ROVEGKGLEWVGI SWNSDNIGYADSVEGRFT ISRDNAKNSLYLOMNSLRAEDTALYYC,
ROV GG LEW ST SWN S DN I G YV DS VR FT I SRDNAKN S LY LOMNS LR IEDTAL YYCAS
mAbl-0072 VH RVRLOOSGRELVRPGSSVKISCKASAYEFS KGR PG G LEWV R I Y PGDGD TN Y NREFRGHRATLTADKSSSTRYMQLSSLTSEDSAVIEC,
mAbl-0073_VH  QVOLOOSGRELVRPGSSVEKISCKASGYAFSH W R P GG LEN I I Y PCDG D IN YNGR ERKGRATLTADK S SSTRYMOLSSLTSEDSAVY FCAF
mAbl-09T0_VH =QSLAESGGRLVTPGTFLTLTCTAPGEFT IGGYHM MQAPGKGLEWIGLI N-NGGSTAYANWVRGRFTIS--KTSTTVDLELTSLTSEGTATYFEC,

mAbl-0982_ VH EVOLVESGEELVQPGRSLELSCRRSGET i ROVEGHGLEWVAGI SWN DN IGYVDSVEGRET ISRDNAKN SLYLOMNSLRTEDTALY Y CAS
mabl-0985 VH EVOLVESGGELVOPGRILELSCAASGET FL DY AMBEWVRGVPGRGLEWVSGI SWNGDN IGY VD SVEGRET ISRDNAKN SLYLQLNSLRAEDTALYYCVE
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YESGSY--YNAFDS HG‘QG"LVT'\FSS
EGEESY--‘;TIGFD'L'H TLVIVSS
rssssv__gusrnahsganurvss
!GYDEE-—YYGED‘LI'!G‘QG"SVTVSS
YGYNEE--YYSLDYMGOCTSVTVSS
GYAGD--GYG-DIWGQGTLVIVSS
E'GEGEY--E'HGFD‘;LJIGQCP.L‘JT‘JES
YGIEEF--YNAFDIWGRGTLVIVES
LNYDDYENYYGMDRWGPGTLYVTVSS
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mAb0-2000_ VL =DIgMTQSFSTLSASAGDRVT ITORE
mhb0-2001_VL =DIQMTQEFSTLSRSAGDRVTISORE
mAb0-2003_VL -DIgMTQSPSTLSASAGDRVIISURE
mAbl-0072 VL =-DIGMTQSFASLSASVGEAVTITOR

mAbl-0073 VL =-DIgMTRSFASLSASVGETVIITOH
mAbl-DQ?U_‘J’L ADIVMTQTPASVSARVGETVTFEOQR
mAR1-0982_VL  -DIQMTQSPSTLSASVGDRVIITCHR

W K FGRAFKE LI YR RS S LESGVE SRFSGIGSGTEFSLT ISSLOFDDFRATYYCQLEYS----5Y IRTIFGQGTEVEIK
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WY QK PGP LLIYPRAFD LA GGV R ERFEGSGSGTQFTLT ISDLESADARTY YO SYYYAS - 58 5Y HFGGETEVVVE
I K PG AR L LI YRS S LEEV P S RFSGSGSGTEFTLT ISSLOPDDERTY Y OEQYR--- - SYSRIFGGGTKVEIK
mAbl-0985 VL -DIgMTQEPSTLSASVGDRVT ITORE OKPGRAPKLLIYKASS LESGVPSRFSGEGESGTEFTLTISSLOPDDFATYYCLOYR - ---SY SRTIFGGGTEKVEIK
mAb0-1448 ‘J'L =DVVMTQTESSVSRRVGETVT IKG WY oK FGOP PR L LI Y ERASNLASGVFDRFSGSGSGTQFTLT ISGVOCDDART Y YOLGSFDDDVDYENKE GGGTEWVVVE

e WRW iRy zoEWs W wie W 0 e e EoledewE ®e woaWwaw| W W lewdR ww WEWEWER Rew W e ® o wow . e wwa e




Alineamiento de secuencia de las secuencias del dominio VH del anti-FIX:

mAD1-6723 VH
mAb1-6705_VH
mAb1-£716_VH
mAb1-6721_VH
mAB1-6730_VH
mAbl1-E731_VH
BAb1-6737_VH
mAb1-E754_VH
mAbl1-7378_VH
mAbl-7388_VH
BAB1-7413 VH
BAb1-7424_VH
mAb1-7441 VH
mAb1-7447_VE
mAbl-T449 VH
mAbl-7462_VH
BAB1-7466_VH
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