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Figura 27

>sp| PO7766|CD3E_HUMAN T-cadena épsilon de glicoproteina CD3 de la
superficie de células T

(SEQ B NO:130)

MOSGTHWRVLGLELLSVGYWGODGNEEMGGITQTPYKVSISGTTVILTCPQYPGSEILWQ
HNDKNIGGDEDDKNIGSDEDHLSLKEFSELEGSGYYVCYPRGSKPEDANFYLYLRARVCE
NCMEMDVMSVATIVIVDICITGGLLLLVYYWSKNRKAKAKPVTRGAGAGGRORGONKERP

PPVFNPDYEPIRKGQRDLYSGENORK!
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Figura 28

Secuencia de CD38 humana, "/" indica la unién con el dominio extracelular (ECD)

{ D NO:

MANCEFSPVSGDKPCCRLSRRAQLCLGVSILVLILVWWYEAVV/VPRWRAOWSGFGTTKRFP
ETVLARCVKYTEIHPEMRHVICOSVWDAF KGAFISKHPCNITEEDYQPUMKLGTATVPCN
KILLWSRIKDLAHOFTOQVORDMFTLEDTLLGYLADDLTWECGEFNTSKINYQSCPDWRKDC
SNNPVSVFWKTVSRRFAEAACDVVHVMLNGSRSKIFDKNSTFGSVEVHNLOPEKVQTLEA

WVIHGGREDSRDLCQDPTIKELESHSKRNIQFSCKNEYRPDKFLQCVKNPEDSSCTSE

Dominio ECD (SEQ ID NO:132)

VPRWRCGOWSGPGTTKRFPETVLARCVKYTEIHPEMREVDCQSVWDAFKGAFISKHPCNITEEDYOPLMKLGTOTVPC
NKILLWSRIKDLAHOFTOVGRDMEFTLEDTLLGYLADDLTWCGEFNTSKINYQSCPDWRKDC

SNNPYSVFWKTVSRRFAEAACDVVHYMLNGSRSKIFOKNSTFGSVEVHN LQPEKVOTLEA

WVIHGGREDSRDLCODPTIKELESHSKRNIGFSCKNEYRPDKFLGCVKNPEDSSCTSE]

OJA DE REEMPLAZO (REGLA 26)
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Figura 29A
Monémero 1 Monoémero 2

FADSA T394F

S364D Y349K

S364E L368K

S3B4E 349K

S3R4AF K3706

$364H Y 346K

S364H Y34GT

S364Y K370G

T411K K370E
Y3975/FA05A T394F

K370R/T411K K370E/T411E
L351E/5364D ¥345K/L351K
L351E/5364E 349K /1351K
L351E/T366D L351K/T366K
PIOST/AIS7S/FADSA T304F
S364D/K3706 5364Y/K370R
SZRAD/T394F Y34GK/FA05A
S364E/FA05A ¥ 340K/ T394F
S364E/F4055 Y349K/T394Y
SIGAE/T411E ¥349K/D401K
$364H/D401K Y349T/T411E
$364H/F405A Y349T/1394F
S364H/T394F Y349T/FAQSA
Y349C/5364E Y¥349K/S5354C
L351E/S364D/FA05A Y348K/1301K/T394F
1351K/S364H/DA0TK ¥A4RT/A3G1E/TATLE
S364E/T411E/FA05A 349K/ T394F/D401K
S364H/D401K/FAUSA Y349T/1394F/T411E
S2BAH/FAQ5A/TALIE YIAGT/TIG4F/DATLIK

OJA DE REEMPLAZO
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Figura 29B
Mondémero 1 Monémero 2
K370E/T411D Ta11K
L368E/K400F lL368%
Y349T/T394F/S354C < 36AH/FADSASY34SC
T411E IDleK

T411E IDA0IR/TA11R
0347E/K350E Q3478

L268E $364K
L36RE/K3705 $354K
L368E/K370T 5364K
L368E/DA01R 5364K
L36BE/D4DIN $364K

L368E lE3575/5364K
L368E S364K/KA409E
L363F $364K/K400V
L3680 5364K
L368D,/K3705 S364K

L268D /K705 S3GAK/ESTL
L268D/K3705 SI64K/E3S70
T411E/K350E/Q362E Ipanik

K3705 S364K
L368E/K3705 S364K/F3570
K370S S364K/FASTO
T411E/K360D Imu:-x

TA11E /K360 |D401K
T4118/Q362E |D401K
T411E/N390D |mn1|<

T411E Imo:x/o_aaw
T411E |D4m K/Q347R
T411E/K3600/Q362¢ |D401K

OJA DE REEMPLAZO
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Figura 29C
Monémero 1 Wonémero 2
T411E/K360E/N390D ID4DJK
T411E/Q362E/N390D lmmx
T411E/Q347R immmssam
T411E/Q347R ID401|<;|<359£
T411E/K360 imowaaa?x
T411E/K3600 ID401I<[Q34‘VR
T411E/K360E ID4D'.1I</Q34'?K
TA11E/K360E Imolmqaam
T411E/S364K |D40:l|(_jl(37§]s
T411E/K3708 IDdD]I(jS354I<
Q347F IF.357Q
Q347E {E3570/Q262K
K360D/Q362E 03478
K260D/Q362E ID4D1K
K360D/0362E Q347R/DAOIK
K350E/Q262E 02478
K3IG0F/Q262E ID4D1K
K360E/DQ362E Q347R/DA0IK
(1362E/N390D |D401K
(347E/K360D [Danin
K350D 1347 R/N390K
K3600 IN290K/DA01N
K360F Y3494
K370S/Q347C 364K
K370S/E3S7L K364K
K3708/E3570Q2 5364K
K3708/Q347E/E357L 5364K
K3708/0Q347E/E357Q S364K

OJA DE REEMPLAZO
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Solicitud Divisional A

P2017/000093
Figura 29D
Mondmero 1 Monomero 2

L368D/K3705/Q347E S364K
L3568D/K3705/E357L S364K
L368D/K370S/EI570 S364K
L368D/K3705/Q347F/E3571 364K
L368D/K3705/QA4TE/EIS TR $364K
L368E/K3705/0347E S364K
L368E/K370S/E357L S364K
L36BE/K3T70S/ERST S364K
L368E/K3705/Q347E/E357L 5364K
L368E/K2705/Q247E/E357Q $364K
L368D/K370T/Q347E S364K
L3680/K370T/E357L 5364K
L3680/K370T/E357Q S364K
L3680/K370T/C347E/E357L S364K
L368D/K370T/Q347E/E3570 S364K
L36RE/KI70T/QB47E 5364K
L3BRE/KITOT/EZSTL $364K
L368E/K37OT/EIB7Q $364K
L36RE/K370T/Q347E/E357L 5364K
L368E/K370T/Q347E/E3570 $364K
TAL1E/Q362E anolemlzx
T411E/N390D Emmm«mx
T411E/Q352€ ED401R;"T411R
T411E/N390D DADIR/T41IR
Y4077 1356

FA054 394w
T356Y/F405A T304W/Y40TT
Y4074 T366W
T3665/L36BA/YALTV T366W
T366S/L368BA/YAD7V/Y3AGT T366W/S354C

OJA DE REEMPLAZO
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Expediente No.: NC2017/0005388
Solicitud Divisional A

P2017/000093
Figura 29E
Monoémero 1 Mondémero 2
K392D/K409D E356K/D399K
K370D/K392D/K409D E356K/F357K/D399K

119ST/NZ03D/K247Q/R3550/N38BAS/K392N/V397M/Q419E /K447 _

Q196K 1199T/P217R/P2ZBR/NZTS

1199T/N203D/K247Q/R355Q/N3B45/K39ZN/V3ITM/Q419E/K447

Q196K/1199T/N2T76K

N384S/K392N/N397M/Q419E N2 75K

D22 1E/P228E/L36BE D221R/P228R/KA09R
C220E/P228E/1368F C220R/E224R/P228R/KAGIR
F405L K&O9R
T3661/K392M/T3%4W FAO5A/YA07V

T366V/KA0%F L351Y/Y407A
T366A/K392E/KA09E/TALLE DASOR/S400R/YA07A

L351K (2S1E

1199T/N203D/K247Q/R355C/Q419E/K447

Q196K/1299T/P217R/P228R/N276K

F198T/NIO3D/R247Q/RASEC/GAL9E/K447

Q196K /1199T/N2TEK

F198T N2030 K274 R3550 N3B4S K392N va87M Q419E BELEGY

N2DED G255E N3BAD Q418E N4Z 1D

N2O8D Q295K Q418K Na21D

Q196K 1199T P217R P228R N276K

QLOGK EL20T N276K

E200CE272C E2B3Q E357Q

E2569C E272(3 E2830)

E2500 E272C

E250C E283C

E272(3 E283(}

£255Q

OJA DE REEMPLAZO
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Expediente No.: NC2017/0005388
Solicitud Divisional A

P2017/000093

Figura 30 Variantes de pl
Reqgidon constante variante Sustituciones

pl_150(-) 11997 NZ03D K274Q R355(] N384S K392N V397M O419F DELA4T

pl_[-)_isosteric_A M208D Q29%E N384D Q418E N421D

pi_(-}_isosteric_B N208D Q295E Q418E N4Z1D

i ISO{+RR) Q106K 11997 P217R P228R N275K

pl_ISO{+} Q196K 1195T N276K

pl_(+]_isosteric_A E265Q E2720 E2830Q E357(

pl_(+}_isosteric_B E2GO90 E2720 E2830

pl_{~]_isosieric_E269Q/E272Q0  E269Q E272Q
pl_(+)_lsostaric_E269Q/E283Q E26901 E283Q
pl_(+)_isosteric_E272Q/E283Q E272Q E233Q

pl_(~+)_isosteric_E269Q E2650

OJA DE REEMPLAZO (REGLA 26)



Figura 31 Variantes de anulaciéon

Expediente No.: NC2017/0005388

Solicitud Divisional A
P2017/000093

Variante Variante(s), cont.
G236R P329K
$2396G 183301
$239K A3305/P3315
52390 1332K
$239R 1332R
V256D V266D/A327Q
$267K V266D/P329K
S267R S267R/A3ZTQ
H288K 5267R/P329K
E269R G236R/L328R
299R E233P/1234V/L235A/G23bdel /5239K
298K E233P/1234Y/L2354/G236del /426K
K322A E233P/L234V/1235A/G236del /S239K/AI27G
A327G E233P/L234V/L235A/G236del /S267K/A327G
A327L E233P/1234Y/L235A/G236de|
A327N S239K/$267K
A327Q 287K/ PI29K
L328E
L328R
P323A
P329H

OJA DE REEMPLAZO
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Expediente No.: NC2017/0005388
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Figura 32

Monomero de scFv (+)

Monémero Fab (-)

Variantes de pl de heterodimerizacion
S364K/E357Q

\Variantes de pl de heterodimerizacion L368D/K370S

Enlazador cargado de scFv opcional
incluyendo, pero sin limitacion (GKPGS)4
(SEQ ID NOS 142 & 158)

Sustituciones de pl/isostéricas
N208D/Q295E/N384D/Q418E/N421D

FcKO
E233P/L234V/L235A/G236del/S26 7K

FcKO E233P/L234V/L235A/G236del/S267K

+ 428L/434S para FcRn

+ 428L/4348S para FcRn

scFv de anti-CD3

Secuencias de Fv para anti-CD38

Monomero de scFv

Monamero Fab

Variantes de pl de heterodimerizacion
S364K/E357Q

Variantes de pl de heterodimerizacién L368D/K370S

Enlazador cargado de scFv opcional
incluyendo, pero sin limitacion (GKPGS)4
(SEQ ID NOS 142 & 158)

Sustituciones de pl1199T N203D K274Q R355Q Q419E
K447del

FcKO
E233P/L234V/L235A/G236del/S26 7K

FcKO E233P/L234V/L235A/G236del/S267K

+ 428L/434S para FcRn (opcional)

+ 428L/434S para FcRn (opCional)

scFv de anti-CD3

scFv de anti-CD38

OJA DE REEMPLAZO
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Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 33A

Enlazadores de scFv con carga positiva

SEQID

. . NO:
Nombre Secuencia Longitud Carga
Gly-Ser 15 GOGGSGEGGESEGEES 15 0 133
Enlazador GSTSGSGKPGSGEGSTKG 13 +1 134
whitlow
Gpaxd_1{+A) FRPRAIGGSKPRYA i4 +4 135
+8 GXGGSGKGGSGRGES 15 +3 135
+C GGKGSGOKGSGEKEGS 15 +3 137
+[ GOGKSGOGKSGGGEKS 15 +3 128
+E GHGKSGKGKSGKGKS 15 +6 139
+F GGOKSGGKGSGRGES 15 +3 140
+G GXPGSGKPGSGKPES 15 +3 141
+H GKPGSGKPGSGEKPGSGKPGS 20 +4} 142
+ GRGKSGKGKSGKGKSGKGKS 20 +8 143
Enlazadores de scFv con carga negativa

SEQ D

: . NO:
Nombre Secuencia Longitud Carga
Gly-Ser 15 GOOGSGRGESGHEGSGGGES 20 0 144
3hse 2 {-A} STAGDTHLGGEDFD 14 -4 145
-B GEGGSGEGGSGEGGS 15 -3 146
-C GGEGSGGEGSGGEGS 15 -3 147
-D GGGESGGGESGGGES i5 -3 148
-E GEGESGEGESGEGES 15 -6 149
-F GGGESRGEGSGEGGS 15 -3 150
-G GEGESGEGESEEGESGEGES 20 -8 151

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 33B

Enlazadores de scFv

GGGESGGEGESGEEGEES (SEQ ID NO:152)
GOGGSGGEGRSGEGGIGGEGS  (SEQ 1D NO:133)}
GSTRGSGKPGSGEGSTKG [SEQID NO:154)
PRGASKSGSASQTGSAPGS [SEQID NO;155}
GTAAAGAGAAGGAAAGAAG [SEQID NO:156)
QTIGSSGSGSEESGIGEE6 (SED ID NO:I57)

GKPGSGKPGSGKPGSGKPGS (SEQ ID NO:158)

OJA DE REEMPLAZO (REGLA 26)



Figura 34

XENP

12757

12758

1276C
12761
12486
12511
1284G
12841
12854
12885

1285¢

12801

Variante de sesgo
hacia heterodimero,
Cadena 1

ninguna

L368D/K370S
1368D/K370S
1368D/K370S
T411E/K360E/Q362E
L368E/K3708
K3705
1368E/K370S
K370S
1368E/¥3705
¥3705

L368E/K370S

K37G5

OJA DE REEMPLAZO

Variante de sesgo
hacia heterodimero,
Cadena 2

ninguna
S354K
S364K/E357L
S364K/E3570
£401K
S364K
S364K
S364K/E3570
5304K/E3570
5364K
S364K
S364K/E357Q)

$364K/E357Q

Expediente No.: NC2017/0005388

Rendimiento
de

Solicitud Divisional A
P2017/000093

CH3Tm

heterodimeros (°C)

(%)
52.7

94.4
90.2
95.2
85.6
91.5
59.9
59.5
90.4
41.0
493
73.9

879

(REGLA 26)

83.1
76.6
77.2
77.5
80.6
n.d.
n.d.
n.d.
n.d.
n.d.
n.d.
n.d.

n.d.
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Figura 35
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Rendimiento (mg/l)

13243 14419 14420 14421 14422 14423
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Figura 36
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Figura 37
Ensayo LDH RTCC fluorescente
10 k células RPMI8226 y 400 k células T (24 h)

69

504

204
. & 13222
8 B 14219
o 30 e 142420
ud @ 14221
ac e 14222

294

10

0+

0.001 0.014 b.1 1 10 100 1060 10000

Concentracién de biespecificos (ng/ml)
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Figura 38
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eubii 0081 6. w1 1 i 160 1000 §8005 150600
Concentracién (ng/ml)
B XEHFIE2NE Al CDAY & Anh-C U FabestFuFo
dhe HEKPIZ5EN 5ebi-0D3B & enli-CD3 FplicoFveFo
W xexnris429 amrcRas ¥ prC 2 mMAD scFv de un brazo
F- XEnWF15412 2t C 038 x wnn.CO3cENtralscFv de un brazeo
B XEHFIEARE ALh-SDIE x ANl EED mAbsLFy
G HEKNPIEAE 3rti-CDIS x wnti-DD3 centralseFy
a8
¥
L
e
-
=
.
T - T T T v
w001 v A i 10 149 600 10600  1GR0%E

Concentracién (ng/ml)
M KEHPI4TT anli-CD38 x anlhGO N FokoooFeFr
W LENPI4TOR #nt-CD33 2 anliCG D2 Frb-scFv-Fe
W xenpIsaET G086 ¥ amtkC U Y mAD seFv de un brazo

¥ XENP 15430 antkc 30 ¥ arni-C 0 scentral-scFv de un brazo
A XENFILAED 3A0-ED5E 1 snleE 0¥ MABLCFY

£ KEHP 14438 anleC OB 5 5 bi-00 3 centralscFy

OJA DE REEMPLAZO
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108
50
; . =
¥ “@Wﬁ e
0 ‘\%‘:. ""*‘\ .g
o.an ']:Il llli ll 1’0 ma unn uunn Iﬂ!lﬂln
Cancentracion (ng/ml)

B KEMPIE0ES ant-CO 6 x anti-C0 0 Fan-seFy-Fe
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Figura 39

KENP14419 Anti-CD38 (OKT10_H1L1) X Anti-CD3 {H1.30_11.47) mAb-scFv
HC 1 (SEQ 1D NO:159)

EVOLVESGGGLVOPGGSLRLSCAASGFDESREWMNWYROAPGRGLEWVSEINPDSSTINYATSVKGRFTISRDMNSKNT
LYEOMNSERAFDTAVYYCARYGNWFPYWGQG TEVTVSS/ASTKGPSVFPL APSSKSTSGGTAAL GCLVKDYFPEPVYTVS
WNSGALTSGYHTFPAVLOSSGLYSLSSYVTVRSSSLGTOTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAG
PSVELFPPKPKDTLMISRTREVTCVVYDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWLN
GREYKCKVSNKALPAPIEKTISKAKGQPREPOVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGOPENNYKTTP
PVEDSDGSERLYSKLTYRKSRWEQGEVFSCSYMHEALHNHYTQRSLSESPGK

HC 2 (SEG 1D NO:160)

EVOUVESGGGIVOPGGSLALSCAASGFDESRSWMNWYROAPGKGL EWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSERAEDTAVYYCARYGNWFPYWGQG TLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLOSSGLYSLSSVVIVESSSLGTOTYICNVNHKPSNTIVDKKVE PSCOKTHTCPPLPAPPVAG
POVELFPPRPKETLMISRTPEVTOVYYDVKHEDPEVKFNWYVDGVEVHNAKTKPREEGYNSTYRVWVSVITVEHGDWIN
GKEYKCKYSNKALPAPIERTISKAKGOPREPOVYTLPPSREGMTRNOVKLTCLVKGRYPSDIAVEWESNGOPENNYKTT
PPVLDSDGSFFLY SKLTVDKSRWOOGNVFSCSVMHEALHNHYTOKSLSLSPGKGGGGEGG5G6HGS/EVQLVESG
GGLVOPGGSLRLSCAASGFTFSTYAMNWYROAPGEGLEWVGRIRSKYNNYATYYADSVKGRFTISRDOSKNTLYLOM
NSLRAEDEAVYYOVRHONFGDSYVSWFAYWGOGTLVIVSSGKPGSGKPGSGRPGESGKPGSOAVVIQEPSLIVIPGGT

NHWYEGGGTRLTVE
LC (SEQID NO:161)

DVMTOQSPSSLSASYGDRVTITCRASONVD TNVAWYQOKPGOSPKALIYSASYRYSGVPDRFTGSGSGTIFTLTISSLOP
EDFATYFCQQYDSYPITFGGGT/KLEK RTVAAPSYHIFPPSDEQLKSGTASVVCLLNNFYP REAKVOIAKVDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKYYACEVIHOGLSSPVTKSENRGEC
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Figura 40

XENP14420 Anti-CD38 (OKT10_H1L1) x Anti-CD3 {H1.30_L1.47) mAb-Fv
HC 1 (SEQLID NO:162)

EVOLVESGGGLVOPGGSLRLSCAASGFDFSRSWMNWVROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWFPYWGQGTIVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGYHTFPAVLOSSGLYSLESVVIVPSSSLGTQTYICNVNHKPSDTRVDKKVEPKSCOKTHTCPPIPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVWYDVKHEDPEVKFNWYVDGYEVHNAKTKPREEEYNSTYRVVYSVLTYLHODWLN
GREYRCKVSNKALPAPIEKTISKAKGGPREPOVYTLPPSREEMTKNQVSLTCDVSGEYFSDIAVEWESDGOPENNYKTTP
PVLDSDGSFELYSKLTYDKSRWEQGDVFSCSYMHEALMNKYTOQKSESLSPGKGGGGSGGEGSGGGGS/EVQLYESGG
GLVQPGGSLRLSCAASGFTFSTYAMNWYRCQAPGKGLEWVGRIRSKY NNYATYYADSVKGRFTISREDSKNTLYLQMN
SLRAEDTAVYYCVRHGNEGDSYYSWEAYWGQGTLVTVSS

HE 2 (SEQL 1D NO:163)

EVOLVESGGGLVOPGGSLRLSCAASGFDFSRSWMMNWVROAPGKGLEWVSEINPDSSTINYATSVIKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWEPYWGOGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WHNSGALTSGVHTFPAVLGSSGLYSLSSVVTVPSSSLGTOTY ICNVNHKPSNTKVD KKVEPKSCOKTHTCPPCPAPPVAG
PSVELFPPKPKDTLMISRTPEVTCOVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLITVLHODWLN
GKEYKCKVENKALPAPIEKTISKAKGGPREPQVYTLP PSREQMTKNOQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSEFLYSKETVDKSRWOQQGNVFSCOVMHEALHNHYTOKSLSESPGKGGGGSGGG GSGE GGS/QAVVTOE
PSLTVSPGGTYTLTCGSSTGAVITSNY ANWVOQOKPGKSPRGLIGGTNKRAPGVPARFSGSLLGG KAALTISGACQPEDEA
DYYCALWYSNHWVFGGGTKLTVL

LC (SEQ 1D NO:164}

DAVMTOSPSSLSASVGDRVTITCRASONVDTNVAWYOOKPGQOSPKALIYSASYRYSGVPDRFTGSGSGTRFTLTISSLOP
EDFATYFCOQQYDSYPLTFGGGT/KLEIKRTVAAPSVFIFPPSDEQLKSGTASYVCLLNNFYPREAKVOWKYDNALQSGNS
QESVTECDSKDSTYSLISTLILSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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Figura 41

KENPL4421 Ang-CD38 (OKTI10_HILL) x Anti-CD3 {H1.30_1L1.47) central-scFv
HC 1 {SEQHID NO:165)

EVOLVESGGGLVOPGGSLRESCAASGFDFSRSWMNWVROAPGKGLEWVSEINPDSSTINY ATSVKGRFTISRDNSKNT
LYLOMMNSLRAEDTAVYYCARY GNW FPYWGOGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPYTVS
WNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTOTYICNVNHKPSDTKVDKKVEPK SCDKTHTCPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVOVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLITVLHGDWLN
GKEYKCKYSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDYSGFYPSDIAVEWES DGOPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHY TGKSLSLSPGK

HC 2 {SEQ D NO:166)

EVQIVESGGGLVAPGGSLRLSCAASGFDFSRSWMNWYROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNW FPYWGOGTLVTVSS/ASTKGPEVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNYNHKPSNTKVD KKVEPKSCGGGGSGGGGES/EVOLY
ESGGGLVOPGGSLRLSCAASGFTFSTYAMNWVROQAPGRGLEWVGRIRSKYNNYATYYADSYKGRFTISRDISKNTLYL
OMNSLRAEDTAVYYCYRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVYTOEPSLTVSP
GETVTLTCGSSTGAVT TONYANWYVOOKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAGPEDEADYYCAL
WYSNHWYFGGGTKLTVL/GGGGSGGEGSKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVYDVKHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVIHODWLNGREYKCKVSNKALPAPIEK TISKAKGOPREPQVY
TLPPSREGMTKNQWKLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGS FRLY SKLTVOKSRWOQGNVFSCSY
MHEALHNHYTQKSLSESPGK

LC {SEQL 1D NG: 167}

DIVMTOSPSSLSASVG DRVTITCRASONVDTNVAWYQOKPGOSPKALIYSASYRYSGYPDRFTGSGSGTDFTLTISSLOR
EDFATYFCQQYDSYPLTFGGGT/KLEIKRTVAAPSVFIFPPIDEGLKSGTASYVCLLNNFYP REAKVOWKVDNALQSGNS
QESVTEQDRSKDSTYSISSTLTLSKADYEXHKYYACEVTHOGLSSPVTKSFNRGEC
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Figura 42

XENP14422 Anti-CD38 (OKT10_H1L1) x Anti-CD3 (H1.30_11.47) one-arm centrai-scFy
HC 1 {SEG ID NO:168)

EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPEDTLMISRTPEVTCOVWVEVKHEDPEVKFNWYYDGVEVHNAKTKPREEE
YNSTYRVVSVETVIHODWINGKEYKCKVSNKALPAPIEKTISKAKGOQPREPOVYTLPPSREEMTKNQVSLTCOVSGFYPS
DIAVEWESDGOPERNYKTTPPVLESDGSFRLYSKETVDKSRWEGGDVESCSVIMHEALHNHYTGKSLSLS PGK

HC 2 {SEQ ID NO:169)

EVOLVESGGGLVGPGGSLRLSCAASGFDFSREWMNWYRQAP GKGLEWYVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSERAEDTAVYYCARYGNWFPYWGQGTLVTYSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVK DYFPEPVTVS
WNSGALTSGYHTFPAVLQSSGLYSLSSVVTYPSSSLGTATYICNVMHKPSNTKVD KKVEPKSCGGGGSGOGGRS/EVALY
ESGGGLVOPGGSLRESTAASGFTFSTYAMNWYROAPGKGLEWVGRIRSKYNMYATYYADSYKGRFTISRDOSKNTLYL
QMNSLRAEDTAVYYCVREGNFGDSYVSWEAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVITSNYANWVQOKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPLLEADYYCAL
WYSNHWYFGGGTKLTVL/ GGG GSGEGGSKTHTCPPCPAPPVAGPSVELFPPKPKDTLMISRTREVTCYWWIDVKHEDP
EVRENWYVDGYEVHNAKTIKPREEQYNSTY RVVIVLTVLHOQDWINGKEYKCKVENKALPAPIEKTISKAKGOPREPOVY
TLPPSREGMTKNCGVKLTCLVRGRY PSIHAVEWESNGOPENNYKTTPPVLDSDGSFRLYSKLTVDESRWOGGNVFSCSY
MHEALHNHYTOKSLSLSPGK

LC {SEQH ID NO:170)

DIVMTOSPSSLSASVGDRVTITCRASONVD THNVAWY GOKPOGSPKALIYSASYRYSGYPDRFTGSGSGTOFTLTISSLOR
EOFATYFCOQYDSYPLIFGGGT/KLEIKRTVAAPSVRIFPPSDEQLKSGTASVVILLNNFYPREAKVOWEKVDNALOSGNS
QESVTEODSKDSTYSLSSTLTLSKADYEKHRKVYACEVTHOGLSS PVTKSENRGEC
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Figura 43

XENP14423 Anti-CD3I8 {OKT10_H1L1)} x Anti-CD3 {H1.30_L1.47} cantral-Fv
HC  (SEQ ID NO:171}

EVOLVESGGGLYOPGGSLRLSCAASGFDFSRSWMNWYVROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOVINSLRAEDTAVYYCARYGNWFPYWGOGTLVTYSS/ASTK GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTOTYICNVNHKPSOTKVORKVEPKSCOGGGSGGGGES/EVOLY
ESGGGLVOPGGSLRLSCAASGFTFSTYAMNWYROAPGKGLEWVGRIRSKYNNYATYYADSYKGRFTISRDDSKNTLYL
GMNSLRAEDTAVYYCVRHGNFGDSYVEWEFAYWGOGTLVTVSS /GGG ESEGGESKTHTCPPLPAPPVAGPSYFLFRP
KPKDTLMISRTPEVTOVVYDVEHED PEVKFNWYVDGYEVHNAKTKPREEEYNSTYRVVSVLTVLHODWILNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCOVSGFYPSTHAVEWESDGQPENNYETTPPYLDSD
GSFFLYSKLTVEKSRWEQGDVFSCSVMHEALHNRYTQKSISLSPGK

HC 2 (SEQ 1D NO:172)

EVOLVESGGGLVOPGGSLRLSCAASGFDFS REWMNWYROQAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWEPYWGOGTIVTYSS/ASTKGPSYFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGYHTFPAVLOSSGLYSLSSVVTVPSSSLGTUTYICNVINHKPSNTKVDRKVEPKSCGGOGSGEAGS/QAVY
TQEPSLTVSPGGTVTLTCGSSTGAVITONYANWYGOKPCKSPRGLUIGGTNKRAPGVPARFSGELLGGKAALTISGAQPE
DEADYYCALWYSNHWVYFGGGTILTVL/GGGGSGGGGSKTHTCPPCPAPPYAGPSVFLFPPKPKDTLMISRTPEVTCYY
VOVKHEDPEVKENWYVDGVEVHNAKTKPREECYNSTYRWWSVLTVLIHQDWLNGKEYKCKVENKALPAPIEKTISKAKG
GPREPQVYTLPPSREQMTKNQVKETCLVKGFYPSDIAVEWESNGQPENNYKTTPPYLDSDGSFFLYSKLTVEKSRWQQ
GNVFSCSVMHEALHNHYTCKSLSLSPGE

LC (SEQ I NO:173)

DIVMTOSPSSLSASVGDRVTITCRASGNYDTNVAWYCQOK PGGSPIALIY SASYRYSGVPDRFTGSGSGTOFTLTISSLGE
EDFATYFCQQYDSYPLTFGCEGT/KLEIKRTVAAPSYFIFPPSDEQLKSGTASYVCLLNNFYPREAKVOWKVDNALOSGNS
GESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOGLSS PYTIKSFNRGEC
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Figura 45
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Figura 47

Transformada de flujo medio de grupo frente al tiempo
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Imagenes bioluminiscentes (Dia 10)
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Células T CD8
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Figura 52

XENPL5427 Anti-CD38 (OKT10_H1L1) x Anti-CD3 {H1.31_L1.47} mAb-scFv de un brazo
HC 1 {SEQ D NO:174)

EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEE
YNSTYRVVSVLTVIHODWEINGKEYKCKVSNKALPAPIEKTISKAKGOPREPOVYTLPPSREEMTKNQVSLTCDVSGFYPS
DIAVEWESDGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (SEQID NO:175)

EVOLVESGGGLVAPGGSLRLSCAASGFDFSRSWMNWYRQAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWEPYWGQGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLYKDYFPEPVTVS
WNSGALTSGYHTFPAVLOSSGLYSESSVWTVRSSSLGTOQTYICNVYNHKPSNTKYDKKVEPKSCOKTHTCPPCPAPPVAG
PSVELFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGYVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWIN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLYKGFYPSDIAVEWESNGOPENNYKTT
PPVLDSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSLSLSPGKGGGGSGGGGSGGGGESEVOLVESG
GGLVQPGGSLRISCAASGFTFSTYAMSWYROAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNTLYLOM
NSLRAEDTAVYYCVRHGNFGDSYVSWEFAYWGQGTLYTVSSGKPGSGKPGSGKPGSGKPGSOAVVTOEPSLTVSPGGT
VTLTCGSSTGAVTTSNYANWVOOKPGKSPRGLIGGTNKRAPGYPARFSGSLLGGKAALTISGAQPEDEADYYCALWYS
NHWVFGGGTKLTVL

LC (SEQ D NO:176)

DIVMTQSPSSLSASVGDRVTITCRASQNVE TNVAWYQOKPGOSPKALIVSASYRYSGVPDRFTGSGSGTDFTLTISSLOP
EDFATYFCOQQYDSYPLTFGGGTKLEIK/RTVAAPSYFIFPPSDEQLKSGTASVVCLENNFYPREAKVOWKVDNALOSGNS
GESVTEQDSKDSTYSLSSTLTLSKADYEKHIKVYACEVTHOGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 53
KENP15428 Anti-CD38 (OKTL10_HIiL1) x Anti-CD3 (H1.33_L1.47} mAb-scFv de un brazo
HC 1 {SEQ 1D NO:177)

EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLEMISRTPEVTCVVVDYKHEDPEVKFNWYVDGVEVHNAKTKPREEE
YNSTYRVVSVLETVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPS
DIAVEWESDGOPENNYKTTPPVLDSDGSFRLYSKETVDKSRWEQGDVFSCSVIMH EALHNHY TQKSLSLSPGK

HC 2 {SEQID NO:178)

EVOLVESGGGLYQPGGSLRLSCAASGFDFSRSWMNWYRQAPGKGLEWYSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWFPYWGQGTLYTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGYHTFPAVLOSSGLYSLSSVYTVYPSSSLGTQTYICNYNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPPVAG
PSVELFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTYLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGKGGGGSGGGGSGGGGSEVOLYESG
GGLVQPGGSLRLSCAASGFTFSIYAMNWYROAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNTLYLOM
NSLRAEDTAVYYCVRHGNFGDSYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSPGGT
VTLTCGSSTGAVTTSNYANWVQOKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWYS
NHWVFGGGTKLTVL

LC (SEQ 1D NO:179)

DIVIMITOSPSSLSASVGDRVTITCRASQNVDTRVAWYQOQKPGOSPKALIYSASYRYSGVPDRFTGSGSGTDFTLTISSLGP
EDFATYFCQQYDSYPLTFGGGTKLEIK/RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVENALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 54
XENP15429 Anti-CD38 (OKTL0_HiL1l) x Anti-CD3 (H1.30_L1.47) mAb-scFv de un brazo
HC 1 {SEQ ID NO:180)

EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEE
YNSTYRVVSVLTVLHODWENGKEYKCKYVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNGVSLTCOVSGFYPS
DIAVEWESDGOPENNYKTTPPVLDSDGSFRLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTGQKSLSLSPGK

HC 2 (SEQID NO:181)

EVOLVESGGGLYQPGGSLRLSCAASGFDFSRSWMNWYROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWEPYWGQGTLVTVSS/ASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVIVS
WNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTOTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPPYVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVYDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVEHODWLIN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQOPENNYKTT
PPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGKGGGGSGGGEGSGGGGSEVOLVESG
GGLVOAPGGSLRLSCAASGFTFSIYAMNWVROAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNTLYLQM
NSLRAEDTAVYYCVRHGNFGDSYVSWEFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSPGGT
VTLTCGSSTGAVTTSNYANWVQOKPGKSPRGLIGGTNKRAPGYPARFSGSLLGGKAALTISGAQPEDEADYYCALWYS
NHWVFGGGTKLTVL

LC {SEQ ID NO:182)

DIVMTQSPSSLSASVGDRVTITCRASGNVDTNVAWYGOKPGOSPKALIYSASYRYSGVPDRFTGSGSGTDFTLTISSLOP
EDFATYFCQQYDSYPLTFGGGTKLEIK/RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKYDNALOSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPYTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 55

XENP15430 Anti-CD38 {OKT10 HI1L1) x Anti-CD3 (H1.31_11.47} central-scFv de un brazo
HC 1 (SEQ ID NO:183)

EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEE
YNSTYRVVSVLTVLHODWIENGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNGQVSLTCDVSGFYPS
DIAVEWESDGOPENNYKTTPPYLDSDGSFRLYSKETV DS RWEQGDVFSCSVIVIHEALHNHY TQKSESLSPGK

HC 2 {SEQ ID NO:184)

EVOLVESGGGLVAPGGSLRLSCAASGFDFSRSWMNWVYROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWEPYWGQGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTOTYICNVNHKPSNTKVDKKVEPKSCGGGGSGGGGSEVALVE
SGGGLVQOPGGSLRLSCAASGFTFSTYAMSWVYROQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNTLYLOQ
MNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLYTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSPG
GTVTLTCGSSTGAVITSNYANWVQOKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALW
YONHWVFGGGTKLTVLGGGGSGGGGSKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVK
FNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREGMTKNQVKLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQGGNVFSCSVMH
EALHNHYTQKSLSLSPGK

LC (SEQLID NO:185)

DIVMTOQSPSSLSASVGDRVTITCRASONVDTMVAWYOQOKPGOSPKALIYSASYRYSGVPDRFTGSGSGTDFTLTISSLOP
EDFATYFCQQYDSYPLTFGGGTKLEIK/RTVAAPSVHFPPIDEQLKSGTASVVCLENNFYPREAKVOWKVDNALOSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPYTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 56

XENP15431 Anti-CD38 (OKT10_Hill) x Anti-CD3 (H1.33_11.47) central-scFv de un brazo
HC 1 {SEQ ID NO:186)

EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTEMISRYPEVTCVWVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEE
YNSTYRVVSVLTVLHODWINGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPS
DIAVEWESDGOPENNYKTTPPVLDSDGSFRLYSKLTVDKSRWEGGDVFSCSVMHEEALHNHYTQKSLSLSPGK

HC 2 {SEQ 1D NO:187)

EVOLVESGGGLYQPGGSLRLSCAASGFDFSRSWMNWYRQAPGKGLEWYSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARY GNWEPYWGQGTLVTVSS/ASTKGPSYFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGYHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKYVDKKVEPKSCGGGGSGEGESEVQLVE
SGGGLVOPGGSLRLSCAASGFTFSIYAMSWVROAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNTLYLO,
MNSLRAEDTAVYYCVRHGNFGDSYVSWFERAYWGOGTLVTVSSGKPGSGKPGSGKPGSGKPGSCAVVTQEPSLTVEPG
GIVTLTCGSSTGAVTTSNYANWYQOKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALW
YSNHWYFGGGTKLTYLGGGGSGGGGSKTHTCPPCPAPPVAGPSVELFPPKPKDTLVISRTPEVTCVVVEVKHEDPEVK
FNWYVDGVEVHNAKTKPREEQYNSTYRVVEVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPOVYTLP
PSRECMTKNQVKLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

LC (SEQLID NO:188)

DIVMTQSPSSLSASVGDRVTITCRASONVD TNVAWYQOKPGQOSPKALIYSASYRYSGVPDRFTGSGSGTDFTLTISSLGP
ECFATYFCQOYDSYPLTFGGGTKLEIK/RTVAAPSVHIFPPSDEQLKSGTASYVCLLNNFYPREAKVOWKVDNALOSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 57
XEMP15432 Anti-CD38 (OKT10_HIL1} x Anti-CD3 (H1.30_L1.47) central-scFv de un brazo
HC 1 {SEQ ID NO:189)

EPKSSDKTHTCPPCPAPPYAGPSYFLFPPKPKDTLMISRTPEVTCVVVDYKHEDPEVKFNWYVDGVEVHNAKTKPREEE
YNSTYRVVSVLTVLHODWINGKEYKCKVSNKALPAPIEKTISKAKGOPREPOVYTLPPSREEMTKNQVSLTCDVSGFYPS
DIAVEWESDGQOPENNYKTTPPVLDSDGSFRLYSKLTYVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 {SEQ 1D NO:190)

EVOLYESGGGLYQPGGSLRLSCAASGFDFSRSWMNWYROQAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWFPYWGQGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGYHTFPAYLOSSGLYSLSSVVTYPSSSLGTQTYICNYNHKPSNTKVDKKVEPKSCGGGGSGGGGSEVQLVE
SGGGLYQPGGSIRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSYKGRFTISRDDSKNTLYLG
MNSLRAEDTAVYYCVRHGNFGDSYVSWRAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVYTQEPSLTVSPG
GIVTLTCGSSTGAVITSNYANWVOQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAGPEDEADYYCALW
YSNHWYFGGGTKLTVIGGGGSGGGGSKTHTCPPCPAPPYAGPSVFLFPPKPKDTLVISRTPEVTCVVVDVKHEDPEVK
FNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKYSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVFSCSVMH
EALHNHYTQKSLSLSPGK

LC (SEQ 1D NO:191)

DIVMTOQSPSSLSASVGDRVTITCRASQNVD TNVAWYQOKPGQSPKALIYSASYRYSGVPDRFTGSGSGTDFTLTISSLOP
EDFATYFCQQYDSYPLTFGGGTKLEIK/RTVAAPSYFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 58
XENP15433 Anti-CD38 (OKTL0_HI1L1} x Anti-CD3 (H1.31_L1.47) mAb-scFv
HC 1{SEG ID NO:192)

EVOLVESGGGLVQPGGSLRLSCAASGFDFSESWMNWVROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWEPYWGQGTLYTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLUSSGLYSLSSVVTVPSSSLGTQIYICNYNHKPSDTRVDKKVEPKSCDKTHTCPPCPAPPYAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHGDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVYSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSYMHEALHNHYTQKSESLSPGK

HC 2 {SEG 1D NO:193)

EVQLVESGGGLYQPGGSLRLSCAASGFDFSRSWMNWYROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLQMNSLRAEDTAVYYCARYGNWFPYWGQGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGYHTFPAVLOSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSYMHEALHNHYTOKSLSLSPGKGG GGSGGGGSGGGGSEVOLVESG
GGLVAPGGSLRLSCAASGFTFSTYAMSWVRQAPGKGLEWVGRIRSKYNNYATYYADSYKGRFTISRDDSKNTLYLOM
NSLRAEDTAVYYCVRHGNEGOSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSUAVY TUEPSLTVSPGGT
VTLTCGSSTGAVITSNYANWY GOKPGKSPRGLIGGTNKRAPGYPARFSGSLLGGKAALTISGAQPEDEADYYCALWYS
NHWVFGGGTKLTVL

LC (SEQID NO:184)

DIVMTQSPSSLSASVGDRVTITCRASONVDTNVAWYQOKPGQOSPRALIYSASYRYSGVPDRFTGSGSGTDFTLTISSLOP
EDFATYFCQQYDSYPLTFGGGTKLEIK/RTVAAPSVFIFPPSDEQLKSGTASYVCLLNNFYPREAKVOQWKVDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 59
XENP1I5434 Anti-CD38 {OKT10_HIL1} x Anti-CD3 (H1.33_11.47) mAb-scFv
HC 1 {SEQ 1D NO:195)

EVOLVESGGGLYOPGGSLRLSCAASGFDFSREWMNWYROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGN W FPYWGQGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGYHTFPAVLOSSGLYSLSSWWTVPSSSLGTATYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTF
PVLDSDGSFFLYSKLTVDKSRWEGGDVFSCSVMHEALHNHYTGKSESLSPGK

HC 2 (SEQ 1D NO:196)

EVOLVESGGGLVQPGGSLRLSCAASGFDFSRSWMNWYROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLQMNSLRAEDTAVYYCARYGNWFPYWGQG TLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVWTVPSSSLGTATYICNVNHKPSNTKVDKKVEPKSCOKTHTCPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVYDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNG P ENNYKTT
PPVLDSDGSFFLYSKLTVDKSRWOQAGNVFSCSVMHEALHNHYTQKSLSLSPGKGG GGSGEGGSGGGGSEVALVESG
GGLVOPGGSLRLSCAASGFTFSTYAMNWYRQAPGKGLEWVGRIRSKYNNYATYYADSYKGRFTISRDDSKNTLYLQM
NSLRAEDTAVYYCVRHGNEGDSYVSWEDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVWTQEPSLTVSPGGT
VTLTCGSSTGAVTTSNYANWYQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWYS
NHWVFGGGTKLTVL

LC (SEQLID ND:197)

DIVMTOSPSSLSASVGDRVTITCRASONVD TNVAWYCGOKPGQSPKALIYSASYRYSGYPDRFTGSGSGTDFTLTISSLGR
EDFATYFCQQYDSYPLTFGGGTKLEIK/RTVAAPSVFIFPPSDEQLKSGTASYVCLLNNFYPREAKVOWKYDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPYTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 60
XENPL5435 Anti-CD38 (OKTLIO_HIL1)} x Anti-CD3 (H1.30_L1.47) mAb-scFv
HC 1 {SEQ 1D NO:198)

EVOLVESGGGLVOPGGSLRLSCAASGFDFSREWMNWVROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWERYWGQGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGYHTFPAVLOSSGLYSLSSVVTYVPSSSLGTQTYICNVNHKPSDTKYDKKVEPKSCOKTHTCPPCPAPPVAG
PSVFLFPPKPKDTLMHSRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHGDWLN
GKEYKCKVENKALPAPIEKTISKAKGOPREPOQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKETVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (SEQ 1D NO:199)

EVQIVESGGGLVQPGGSLRLSCAASGFDFSRSWMNWVYROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWFPYWGQGTLVTVSS/ASTKGPSVFPLAPSSKSTSGG TAALGCLVKDYFPEPVTVS
WNSGALTSGYHTFPAYLOSSGLYSLSSYVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEGYNSTYRVWSVLTVLHGDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTOKSLSLSPGKGGGGSGGGGSGGGGSEVALVESG
GGLVOPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNTLYLQM
NSLRAEDTAVYYCVRHG NFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSOAVVTQEPSLTVSPGGT
VTLTCGSSTGAVTTSNYANWYGOKPGKSPRGLIGGTNKRAPGVPARFSGSLEG GKAALTISGAQPEDEADYYCALWYS
NHWVFGGGTKLTVL

LC (SEC 1D NG:200}

DIVMTQSPSSLSASVGDRVTITCRASONVD TNYAWYQOKPGQOSPKALIYSASYRYSGYPDRFTGSGSGTDFTLTISSLOP
EDFATYFCQQYDSYPLTFGGGTKLEIK/RTVAAPSVFIFPPSDEQLKSGTASYYCLLNNFYPREAKYQWKYDNALQSGNS
QESVTEQDSKDSTYSLSSTLTISKADYEKHKVYACEVTHOGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 61
XENP15436 Anti-CD38 (OKT10_HiLl) x Anti-CD3 (H1.31_L1.47) central-scFv
HC 1 {SEQ ID NO:201)

EVOLVESGGGLVOPGGSLRLSCAASGFDFSREWMNWYVROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWEFPYWGQGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGYHTFPAVLOSSGLYSLSSYVTVRSSSLGTOTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHCGDWLN
GKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGOPENNYKTTP
PVLDSDGSFRLYSKLTVDKSRWEGGDVFSCSYMHEALHNHYTQKSLSLSPGK

HC 2 (SEG 1D NO:202)

EVOLVESGGGLVOPGGSLRLSCAASGFDFSRSWMNWYROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWFPYWGQGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLOSSGLYSLSSVVITVPSSSLGTQTYICNYNHKPSNTKVDKKVEPKSCGGGGSGGGGESEVQLVE
SGGGLVOPGGSIRLSCAASGFTFSTYAMSWVYRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNTLYLQ
MNSLRAEDTAVYYCVRHGNFGBSYVSWFAYWGOGTLYTVSSGKPGSGKPGSGKPGSGKPGSOAVVTQERSLTVSPG
GTVTLTCGSSTGAVTTSNYANWYQOKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALW
YSNHWYFGGGTKLTVLGGGGSGGGGSKTHTCPPCPAPPYAGPSVFLFPPKPKDTLMISRTPEVTCVVYDVKHEDPEVK
FNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHADWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPGVYTLP
PSREGMTKNCOVKLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFRLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSESPGK

LC (SEQ 1D NG:203)

DIVMTOSPSSLSASVGDRVTITCRASONVDTNVAWYQOKPGOSPKALIYSASYRYSGVPDRFTGSGSGTDFTLTISSLOP
EDFATYFCQQYDSYPLTFGGGTKLEIK/RTVAAPSVFIFPPSDEQLKSGTASYVCLLNNFYPREAKVQWKVDNALQSGNS
QESVTEQDSKDSTYSESSTLTLSKADYEKHKVYACEVTHOGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 62
XENP15437 Anti-CD38 (OKT10_H1L1) x Anti-CD3 {H1.33_11.47) central-scFv
HC 1 {SEQ 1D NC:204)

EVOQLVESGGGLVOPGGSLRLSCAASGFDFSRSWMNWVROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSERAEDTAVYYCARYGNWEPYWGQGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGYHTFPAVLOSSGLYSLSSVVTVPSSSLGTOTYICNVNHKPSDTKYDKKVEPKSCDKTHTCPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVYDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHGDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPOVYTLPPSREEMTKNGVSLTCDVSGFY PSDIAVEWESDGUPENNYKTTP
PYLDSDGSFFLYSKLTVDKSRWEGGDVFSCSVMHEALHNHYTGKSLSLSPGK

HC 2 (SEQ D NO:205)

EVOLVESGGGLVOPGGSLRLSCAASGFDFSRSWMNWVROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWFPYWGOGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTQTYICNYNHKPSNTKVDKKVEPKSCGGGGSGGGESEVOLVE
SGGGLVOPGGSIRLSCAASGFTFSTYAMSWVRCAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNTLYLQ
MNSLRAEDTAVYYCVRHGNFGDSYVSWFEAYWGOGTLVTVSSGKPGSGKPGSGKPGSGKPGSOAVVTOEPSLTVSPG
GTVTLTCGSSTGAVTTSNYANWVYOOKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALW
YSNHWYFGGGTKLTVLGGGGSGGGGSKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVK
FNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLP
PSREGMTKNOVKLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFRLY SKETVDKSRWQQGNVFSCSYMH
EALHNHYTQIGSLSLSPGK

LC {SEQ 1D NO:206)

DIVMTQSPSSLSASYGDRVTITCRASONVDTNVAWYGOKPGOSPKALIYSASYRYSGVPDRFTGSGSGTDFTLTISSLGP
EDFATYFCQQYDSYPLTFGGGTKLEIK/RTVAAPSVFIFPPSDEQLKSGTASYVCLENNFYPREAKVQWKYDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 63

XENP15438 Anti-CD38 (OKT10_H1L1) x Anti-CD3 (H1.30_L1.47) central-scFv
HC 1 {SEQ ID NO:207)

EVOLVESGGGLVOPGGSLRLSCAASGFDFSREWMNWVROAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLOMNSLRAEDTAVYYCARYGNWEPYWGQG TLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLYKDYFPEPYTVS
WNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTOTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHGDWLN
GREYKCKVSNKALPAPIEKTISKAKGGPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKETVDKSRWEQGDVFSCSYMHEALHNHYTQKSLSLSPGK

HC 2 (SEQ I NO:208)

EVQLVESGGGLVOPGGSLRLSCAASGFDFSROWMNWYRCQAPGKGLEWVSEINPDSSTINYATSVKGRFTISRDNSKNT
LYLQMNSLRAEDTAVYYCARYGNWFPYWGQGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPYTVS
WNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTQIYICNVNHKPSNTKVDKKVEPKSCGGGGSGGGESEVQLVE
SGGGLVOPGGSLRLSCAASGFTFSTYAMNWYRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNTLYLQ
MNSLRAEDTAVYYCVRHGNEGDSYVSWEAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSOAVVTQEPSLTVSPG
GTVTLTCGSSTGAVTTSNYANWVOOKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALW
YSNHWVYFGGGTKLTYLGGGGSGGGGSKTHTCPPCPAPPYAGPSYFLFPPKPKDTLMISRTPEVTCVVYDVKHEDPEVK
FNWYVDGVEVHNAKTKPREEQYNSTYRVVIVLTVLHODWLNGKEYKCKYSNKALPAPIEKTISKAKGOPREPQVYTLP
PSRECGMTKNGVKLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKETVRKSRWOQGNVFSCSVMH
EALHNHYTGKSLSESPGK

LC (SEQ 1D NO:208)

DIVMTOSPSSLSASVGDRVTITCRASONVD TNVAWYQOKPGOSPKALIYSASYRYSGVPDRFTGSGSGTDFTLTISSLQP
EDFATYFCQQYDSYPLTFGGGTKLEIK/RTVAAPSVFIFPPSDEQLKSGTASYVCLLNNFYPREAKVOQWKVDNALQSGNS
QESVTEODSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Figura 64

Expediente No.: NC2017/0005388
Solicitud Divisional A

P2017/000093

Afinidad |[oCD32

por Fy-F Kp Disminucién en veces en la
XENP cD3g  [or¥re (niviy* | Union a CD3 por H1.30_L1.47
12243 baja H1.30 _L1.47 | 491 1
14701 baja H1.31 11,47 | 1640 330
14702 alta H1.31 1147 | 1640 330
14703 muy baja [H1.31_L1.47 | 1640 330

OJA DE REEMPLAZO

(REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A

P2017/000093
Figura 65
Cantidad de ADN (%)

Con- | cadena HCI {Fab-Fc} | HCZ (scFv-Fc} | Heterodimero Heterodimero
J;;n' ligera XENP13243 (%) XENP13551 (%)
A 47.4 316 211 65.6 57.6

B 42.9 28.6 28.6 61.2 835

C 375 25.0 37.5 96.2 90.5

D 333 22.2 444 92.8 84.4

E 545 27.3 18.2 - 65.7

F 50.0 25.0 25.0 3.0 91.1

G 44.4 22.2 333 35.7 39.6

H 40.0 20.0 40.0 85.0 100.0

OJA DE REEMPLAZO (REGLA 26)



Figura 66
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Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 67A

IDVH ID VL Sustituciones en VH Sustituciones en VL

Hi i1.4

H1.20 L1.47 N305/N100D QA2K/A435/LT51/ERSD/LISH
Hi.33 L1.47 N205/N10OD/ALDLD QAZK/A435/L751/EBSD/LO5H
H1.31 L1.47 N20S/N355/N100D Q42K AA2S/LT51/ERSD/LA5H
H1.32 L1.47 N30S/YS2CA/NIDGD Q4ZK/A435/L751/E850/195H
Hi &R 11.47 Y305/ N1OGP Q42K AAZS/LTSI/FRED/I95H
H1.89 L1.47 N3OS/ N1GOD/SI00AE Q42K AA3S/L75 I/ ERED/1LB5H
H1.90 11.47 N335/N130D/5100AP GAZK/A435/751/E85D/iI85H
H1.91 L1.47 N30S/YSZCA/NIDOD Q42K/ 8435/ 751/ER5D/195H
Hi.92 i1.47 N305/Y58A/NTO0D GAZI AAR5/1THI/EBSD/IG5H
H1.93 11.47 MN3OS/M1G0E Q4A2K/A435/1 75/ERS D15
H1.94 11.47 N30S/N10OG Q4A7K/A43S/1 751/ERSD195H
H1.36 L1.47 N3OS/N1O0D/S100AN CAZK/AL3S/LTSI/EBS D/LYGH
H1.97 L1.47 NAOS/N100D/S100AC Q421/8435/L751/EBSD/LO5H
H1.98 L1.47 MN30S/YS2CA/MNIDOD/ALGLID G42K/A435/L751/E8ED/LO5H
H1.29 11.47 MN30S/YE8A/NIDOD/ALOLD 042K/ A438/1 751/E85D/195H
Hi.100  L1.47 N30S/NL100A/ALOLD QA 2K/ AA3S/LT51/E85D/L95H
H1102 L1.47 M30S/NI100GQ/ALOLD A2/ AARS/L7RIfTRED/IGAH
H1.1.02 1.1.47 N30S/N100D/S100AR/ALG1D Q42K AA3S/1L751/ERSD/195H
H1.103  11.47 N305/N100D/S1O0ANSATOLD QAZK/A435/1 751/EB5D/iBEH
H1.104 1147 N2OS/NI1G0D/S100AR/AL01D Q42K/A43S/L751/ER5D/LO0H
Hi.103  i1.47 N305/N1UOD/SIN0AG/ATGTD QA2K/A435/1751/FB3D/195H

OJA DE REEMPLAZO

(REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A

P2017/000093
Figura 67B
IDVH IDVL Sustituciones en VH Sustituciones en VL
Hi1106  L1.47 N305/YS2ZCA/YS8A/NIOGD (4 2K/ A435/LT01/EBSD/LS5H
H1.107 L1.47 N305/Y52CA/YSBA/NIDOA Q42K/AA3S/L751/ERSD/LYSH
Hi.108  L1.47 N305/YS2CA/YSRA/NIDGO CAZK/A435/L751/EBSD/LO5H

H1.109 L1147 N20S/YS2CA/NGEA/NIDOD/AL0LD  QA2K/AA3S/L751/E85D/195H

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 68A: secuencias anti-CD3

H1 11.4

SECQLID NO218

EVQLVESGOGLVP GG SLRLSCAASGF TRS TYAMNWVRGAPGKGLEW VG RIESKYNNYATYYADSYEGRFTISRDDS
KNTLYLOMNSLRAEDTAVYYOVRHENFGDSYVSWFAYWG OGTLVTVSSGKPGEGKPGSGKPGEGKPGSOAVVTOE
PSLTVSPGOTVTLTCOS TG AYT TSNY ANWYOGKPGRSPRGLIGGTNKRAPGVPARFSGELLGEGRAALTISGAGPEDE
ADYYCALWYSNHWVFGGGTKLTVLGSHHHHHEH

SEQID MNO:211

EVOLVESGOGLVGPOGSLRISCAASGFTRSTYAMNWYRGAPGKGLEWYVGRIRSKY NNYATY Y ADSVEGRFTISRDDS
KNTLYLOMNSLRAEDTAVYYCOVRHGNFGDSYVSWFAYWG QG TLVTYSSGKPESGKPGSGKPGSGKPGSOAVVTOE
PSLTVSPGOTVTLTCGSS TG AVT ISNYANWY OOKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAGPEDE
ADYYCALWYSNHWWVIGGETKLTVL

SEG D NO:21Z

EVOIVESGOGLYGPGGSLRLSCAASGR TS TYAMBNWVROGAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDS
KNTLYLOMNSLRAEDTAVYYOVRHGNFGRSYVYSWEAYWGOGTLYTYSS

SECQHID NG:213

OAVVTOEPSLTYSPGETVTLTCGESTCAVTITENYARNWYVROYPGKSPRGLIGG TNKRAPGYPARFSGELL GGKAALTIS
GAQPEDEADYYCALWYSNHWVFGGGETKETVL

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 68B

H1.30_L1.47

SECID NG:14

EVOLVESGGGLYOPCGSLRLSCAASGFTRSTYAMNWYROAPGKSOLEW VG RIRSKYNNYATYYADSVKGRIFTISRDDS
KNTLYLOMNSLRAEDTAVYYOVRHGNFGESYVEWFAYWGQGTIVTVESGKPGEGKPGSGKPGSGKPGECAVVTAOL
PSLTVSPGOTVTLTTGSSIGAYTTSNYANWYVOGKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISQAGREDE
ADYYCALWYSNHWVYFGGETKLTVIGSHHHHHH

SEGQ IDNO:215

EVGLVESGGGLVGPGGSLRLSCAASGFTRSTYAMNWYRGAPGKGLEWYVGRIRSKYNNYATYYADSVKGRFTISRDDS
KNTLYLOMNSERAEDTAVYYCVYRHGNEGRSYVEWFAYWGOGTLYTVSSGKPGSGKPGSGIFGSGHPGEUAVVTOE
PSLTVSPGGTVTILTCGSSTGAVTISNYANWYOQOKPGKSPRGUGGTNKRAPGYPARFSGSLLGGKAALTISGAOPEDRE
ADYYCALWYSNHWYFOGGTKLTVL

SEGQIDMNO:21B

EVOLYESGGGELVOPGGSLRLSCAASGFTIS TYAMNWYRGAPGKGLEWYVG RIRSKYNNYA T YYADSVRKGRFTISRDDS
KNTLYLOMNSLIRAEDTAVYYOVYRHGNFGDSYVEWEFAYWGOGTLVIVES

SECHID NO:217

CAVVTOEPSLTVSP GG IVTLTCRESTGAVT TSNYANWVOOKPGKS PRGLIGE T NKRAPGY PARESGSLLEGRAALTIS
GAQPEDEADYYCALWYSNHWVFGGGTKLTVL

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 68C

H1.33_L1.47

SEQIDNG:218

EVQGIVESGGGLVGPCGSLRLSCAASGRTFETYAMNWYVROAPGKGLEWYVGRIRSKYNNYATYYADSVKGRFTISRDDS
KNTLYLOMNSLRAEDTAVYYCOYRHGNFGRSYVSWFDYWGQGT LVTVSSGEPGSGRPGSGKPGSGKPGSCAVVTOR
PSLTVSPGOTVILTCGSSIGAV T ANYANWYOOKPGKSPRGLIGGT N KRAPGVYPARFSGSLLGGRAALTISGAGPEDE
ADYYCALWYSNHWVYFGQGGTKITYVLGSHHHHHH

SEQ 1D NO:219

EVOLVESGGGLVGPGGSLRLSCAASGFTFSTYAMNWYROAPGKGLEWYGRIRSKYNNYATYYADSYKGRFTISRDDS
KNTLYLOMNSERAEDTAVYYOVRHGNEGDSYVSWIEDYWGOGTLVTVESGEPGEGI(PGSGKPESGPGSOAVVTOE
PSLTVSPGOTVTLTCGSSIGAY T SNYANWYOOKPGKSPRGLIGGTNKRAPGYPARFSGSLLGGKAALTISGAGPEDE
ADYYCALWYSNHWYFGGOTKLTYL

SEGQ 1D NO:220

EVOLVESGGGELVGPGGSIRISCAASGFTFSTYAMNWYRGAPGKGLEWYVGRIRSKYNNYATYYADSYKGRFTISRDDS
KNTLYLOMNSLIRAEDTAVYYOYRHENFSDSYVEWEDYWEOGTLVTVSS

SECHID NO:221

QAVVIGEPSLTVSPGG IV TLICEESTGAV T TSNY ANWVOORPGKS PRELIGG T NKRAPGVPARESGS LLGGRAALTIS
GAQPEDEADYYCALWYSNHWVFGGGTKLTVL

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 68D

H1.31_L1.47

SECQ D NG:222

EVOLVESGGGLVOPGGSLRLSCAASGRTFSTYAMSWYVROAPGRGLEWVGRIRSKY NNYATYYADSVKGRFTISRDDS
KNTLYLOMNSLRAEDRTAVYYOVRHGNFGRSYVEWRAYWGOGTIVTVESGKPGLGKPGSGKPGSGRPGECAVWTQE
PSLTVSPGGTVTLTCASSTGAVTTINY ANWYOGRPOKSPRGLIGEGTNKRAPGYPARFSGSLLGGRAALTISGAGFEDE
ADYYCALWYSNHWYFGGETKLTVIGSHHEHHY

SEQ 1D MNO:323

EVQLVESGGGLVGPGGSLRLSCAASGFTFETYAMOSWVROAPGKGLEWVGRIRSKY NINYATYYADSVKGRFTISRDDS
KMNTLYLOMNSERAEDTAVYYCVYRHGN FGDSYVEWRAYWG OGTLY TVSSGKPGSGKPGSGPGSGKPGSGAVWTOE
PSLTVSPGGTVTLTCGSSTGAYTTSNY ANWYOOKPGKSPRGLIGGTNKRAPGYPARFSGSLLGGKAALTISGAGPEDE
ADYYCALWYSNHWYFGGGTKLTVL

SEQ 1D NO:224

EVGLYESGGGLVOPGGSLRISCAASGFTRSTYAMSWVROAPGKGLEWYGRI RS RY NNYATYYADSVKGRFTISRDDS
KNTLYLOMNSLRAEDTAVYYCVRHENFGDSYVEWEAYWGOGETLVTVSS

SECHID NO:Z25

AVVIGEPSLTVSEGG IVTLTCGSS T GAVTISNYANWYOOKPGKS FRGLIGG INKRAPGY PARFSGSLLGGRAALTIS
GAQPEDEADYYCALWYSNHWYFGGGTKLTVL

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 68E

H1.32 1147

SEG D NO:32E

EVOLVESGOGLVGPGOSLRLSCAASGRTFSTYAMNWYRUAPGKGLEWVGRIRSKANNYATYYADSVRGRFTISRDDS
KNTLYLOMNSLRAEDTAYYYCYRHGNFGDSYVEWFAYWGQGTIVTVSSGKPGSGKPGSGKPGSGRPGEOAVVTOER

PSLTVSPGETVILTCGSSIGAYITINY ANWYOOKPGKSPRALIGGTNKRAP GYPARFSGSLLGGKAALTISGAGPEDE

ADYYCALWYSNHWYFRGGTKLTVLGS HHHHHH

SEGID ND:I2T

EVOILVESGGGLVGPGGSLRLSCAASGRTFSTY AMNWYROAPGKGLEWVGRIRSKANNYATYYADSVKGRFTISRDDOS
KNTLYLOMNSE RAEDTAVYYOVRHGNEGDSYVSWEAYWG OGTIVTVSSGKPGSGKPGSGKPGSGHPGSOAVVTOE
PSLTVSPGOTVILTCGSSTGAYTTSNYANWYOOKPGKSPRGLIGGTNKRAPGYPARFSGSLLGGKAALTISGAQPEDE
ADYYCALWYSNHWYFGGOTKLTVL

SEQ D NO:328

EVOLVESGGGLVGPGGSLRISCAASGRTFSTYAMNWVROAPGKGLEWYVGRIRSKANNYATYYADSVKGRFTISRDDS
KNTLYLOMNSIRAEDTAVYYOVRHGNFGDSYVEWEAYWGQGTLVTVSS

SECHID NO:229

OAVVTOEPSLIVSPGE TV LTRSS TGAVTTINYANWVOOKPGKS PRGLIGG T NKRAPGY PARESGSLLGGRAALTIS
GAQPEDEADYYCALWYSNHWVEGGGTKLTVL

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 68F

H1.88_L1.47

SEC D NG:330

EVGLVESGGGLVGPGOSLRLSCAASGRTFSTYAMNWYVRGAPGKSLEWVGRIRSKYNNYATYYADSVKGRFTISRDDS
KNTLYLOMNSLRARDTAVYYOYRHGNFGP SYYSWEAYWGQGTEVTVSSGRPGLGKPGSGEPGSGRPGSQAVVTOE

PSLTVSPGETVILTCGSSTGAY T INY ANWYOOKPGKSPRALIGGTNKRAP GYPARFSGSLLGGKAALTISGAGFEDE
ADYYCALWYSNHWYFRGGTKLTVLGS HHHHHH

SEGQ D NO:23T

EVOLVESGGGLVOPGGSLRLSCAASGFTFSTYAMNWYROAPGKGLEWYGRIRSKYNNYATYYADSYKGRFTISRDDS
KNTLYLOMNSI RAEDTAVYYOVRHENFGPSYVSWEAYWRQGTEVTVSSGKPGSGHPGEGEPGEGKPGSOAVVTAOE
PSLTVSPGOTVTLTCGSSTGAY T SNYANWYOOKPGKSPRGLIGGTNKRAPGYPARFSGSLLGGKAALTISGAGPEDE
ADYYCALWYSNHWYFGGGTKLTVL

SEGQ D NO:332

EVGLVESGGGLVEPGGSLRISCAASGRTFSTYAMNWYROAPGKGLEWVGRIRSKYNNYA T YYADSVKGRFTISRDDS
KNTLYLOMINSLRAEDTAVYYOVYRHGNFGPSYVYSWEAYWGLETEVTVES

SECHED NO:233

QAVVTOEPSLIVSPGETVTLICGES TGAVTTSNYANWVQOKPGKS PRELIGE I NKRAPGY PARFSGSLLGGRAALTIS
GAQPEDEADYYCALWYSNHWVFGGGTKLTVL

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 68G

H1.89_L1.47

SEC D NO234

EVOLVESGGGLVCPCOSLRLSCAASGRTRSTYAMNWYRCGAPGKSLEW VG RIRSKYNINYATYYADSVKGRFTISRDDS
KNTLYLOMNSIRAEDTAVYYOYRHGNFGDEYVOWFAYWGQGT LVTVSSGEPGEGKPGSGKPGSGKP GECAVVTOE
PSLTVSPGGTVTLTCGESSTGAVTT SNYANWYOOKPGKSPROLIGGTNKRAPGYPARFSGSLLGGKAALTISGAGREDE
ADYYCALWYSNHWVYFGGOTKLTVIGSHHHHHH

SEG 1D NO:235

EVOLVESGGGLVGPCGSLRLSCAASGFTRSTYAMNWYRGAPGKGLEW VG RIRSKY NINYATYYADSVKGRFTISRDDS
KNTLYLOMNSLRAEDTAVYYCVRHGNEGDEYYEW FAYWGOGTLVTVSSGKPGEG KPGSGKPGSGKPGSOAVWTQE
PSLTVSPGGTVTLTCGSSTGAVTT SNY ANWYOOKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAGPEDE
ADYYCADWYSNHWYRGGGTKITVL

SEGQ 1D NO:236

EVOLVESGGGLVOPGGSLRISCAASGFTRSTYAMNWYROAPGKGLEWYVG RIRSKYNINYATYYADSVKGRFTISRDDS
KNTLYLOMNSLRAERTAVYYCVRHENEGDEYVESWEAYWGOGTLVIVSS

SECHID NO:237

QAVVTGEPSLIVSPGG IV TLTCGESIGAY T TSNYANWYOOKPGKSPRG LIGG TN KRAFGVPARESGSLLGGKAALTIS
GAQPEDEADYYCALWYSNHWYFGGGTKLTVL

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 68H

SEGIDNDG:238

EVQLVESGGGLVGPEGSLRISCAASGF TS TYAMNWYVROAPGKGLEW VG RIASKY N NYATY YADSYKGRFTISRDDS
KNTLYLOMNSLRAEDTAVYYOVRHGNFGDPYVOWFAYWGQGTLVTYSSGKPGSGKPGSGKPGSGKPGSOAVVTQE
PSLTVSPGOTVTLTCGESTGAVT TSNYANWYOGKPGRSPRGLIGGTNKRAPGYPARFSGELLGGRAALTISGAGPEDE
ADYYCALWYSNHWVFGGGTKLTVLGSHHHHRH

SEQIDNG:235

EVOLVESGOGLVGPOGSLRLSCAASGRTFSTYAMNWYRGAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDS
KNTLYLOMNSLRAEDTAVYYOVRHENFGDPYVOWFAYWOQGTLVTVSSGKPGSGRPGSGKPGSEKPGSQAVVTQE
PSLTVSPGOTVTLTCASA TGAVTTSNYANWYQOKPGKSPRGLIGGTNKRAPGYPARFSGSLLGGKAALTISGAGPEDE
ADYYCALWYSNHWVFGGETKLTVL

SECQLID NO:240

EVGIVESGGGIVGPGEGSLRISCAASGRTRSTYAMNWYVRGAPGKGLEW VG RIZSKYNNYATYYABSVKG RETISRDDS
KNTLYLOMNSLRAEDTAVYYOVRHGMFGDPYVOWFAYWGOGTLYTYSS

SECQID NG: 241

OAVVTOEPSITVAPGGTVTETCOSSTGAVTTANYANWYVROKPGKSPRGLIGG TN KRAPGYPARFSGSLL GGKAALTIS
GAQPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEGID NG:242

EVQLVESGOGLVOPGGEILR BCAASGFTRS IYAMNWVROAPGKGLEWVGRIASKANNYATYYADSVEGRFTISHDDS
KNTLYLOMNSLRAEDTAVYYOVRHENFGDSYWOWFAYWG OGTLVTYSSGKPGSGKPGSGKRGEGKPGSOAVWTOE
PSLTVORGOTVTLTCGS S TCAVT TSNYANWYOGKPGKSPRGLIGGTNKRAPGYPARFSGELLGGKAALTISGACGPEDE
ADYYCALWYSNHWVFGGGTKLTVLGSHHHHHH

SEGID NG:243

EVOLVESGOGLVGPOGSLRISCAASGFTRSTYAMNWYRUAPGKGLEWY GRIRSKANNYATYYADSYRKGRFTISRDDS
KNTLYLOMNSLRAEDTAVYYCVRHENFGRSYVOWFAYWGOGTLVTYSSGKPGSOKPGSGKPGRGRPGSOAVYTOE
PSLTVSPGGTYVTLTCASS TGAVT TSNYANWYOQOKPGKSPRGLIGGTNKRAPGYPARFSGSLLGGKAALTISGAGPEDE
ADYYCALWYSNHWVFGGETKLTVL

SEGID NO:244

EVOLVESGOGIVGPOGESLRISCAASHGRTFSTYAMNWYVROAPGKGLEWVGRIRSKAN NYATYYADSVYKGRFTISRDDS

KNTLYLOMNSLRAEDTAVYYOVRHENFGDSYWOWEAYWGOGTLVTYSE

SEC 1D NG:245

OAVVTOERPSLTYAPGETVTLTCESSTGAVTTSNYARNWYOOKPEKSPRGLIGS TNKRAPGY PARFSGELLGGKAALTIS
GAQPEDEADYVCALWYSNHWVFGGGTKLTVL
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SEGH D NO:24a6

EVOIVESGOGLVOPCGELRLSCAASGRT S IYAMKNWYVRGAP GKOLEWVGRIESKY MNYATAYADSYEGRFTISEDDS
KNTLYLOMNSLRAEDTAVYYOVRHG N FGDSYWSWFAYWG OGTIVTYSEGK PG SGHPGSGKPGIGKPGSOAVVTOE
PSLTVOPGOTVTITCGSSTOAVT T SNYANWYOGKPGKSPRGLIGGTNERAPGVPARFSGSLLGGKAALTISGAGPEDE
ADYYCALWYSNHWVFGGGTKITVLGSHHHHAH

SEQID NQ:247

EVOLVESGOGLVOPOGSLRLSCAASGRTFSTYAMNWYRGAP GRGLEWVGRIRSKY NMNYATAYADSYRGRFTISRDDS
KNTLYLOMNSLRAEDTAVYYOVRHGNFGDSYWESWFAYWGOGTIVTYESGKPGEE0KPGSGKPGRGKPGSOAVVTOE
PELTVSPGGTVTLTCGSSTGAVT TSNYANWYOOKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAGREDE
ADYYCALWYSNHWVEGGGETKLTVL

SEQLID NO:248

EVGIVESGGGIVGPGGESLRISCAASGETFSIYAMNWYVRGAPGKGLEWVGRIRSKYNNYATAYADSVKGRFTISRDDS
KNTLYLOMNSLRAEDTAVYYOVRHGNFGRSYVSWIEAYWGOGTIVTVSE

SEQH 1D NG:249

OAVVTOEPSITYAPGETVTETCOSSTCAVTTSNYANWYVROYPGRSPRGLIGGTNKRAPGYPARFSGSLECGKAALTIS
GAQPEDEADYYCALWYSNHWVFGGGETKLTVL
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SECLID NG:250

EVQLVESGOGLVGPCGSLRISCAASGF TP TYAMNWYRGAPGKGLEW VG RIESKY R MNYATYYADSYKGRFTISRDODS
KNTLYLOMNSLRAEDTAVYYCVRHGNFGESYVSWEAYWGQCETLYTVSSGKPGEGKP GEGKPGEGKPGSCAVYTOE
PSLTYVOPGOTVTLTCOS TCAYTISNYANWYOCKPGRSPRGLIGGTNKRAPGYPARTFSGELLGORAALTIZGAGFEDE
ADYYCALWYSNHWVFGGGTELTVIGSHHHHHH

SEQID NG:251

EVGLVESGOGLVGPOGLRLSCAASGR TSI YAMMNWYRGAPGKELEWVGRIRSKY RN NYATYYADSVKGRFTISRDDS
KNTLYLOMNSLRAEDTAVYYCVRHE N FGESYVSWEAYWGQETLYTVESGKPGEGKP GRGKPGEGKPGSCAYYTOE
PSLTVAPGGTVTLTCASS TGAVT TSNYANWYQOKPGKSPRGLIGGTNKRAPGYPARFSGSLLGGKAALTISGAGPEDE
ADYYCALWYSNHWVFGGETKLTVL

SEQID NO:2532

EVGIVESGOGIVGPEGSLRISCAASGRTFSTYAMNWYVROAPGKGLEWVG RIASKYNNYATYYADSVKGRETISRDOS
KNTLYLOMNSLRAEDTAVYYOVRHGNFGESYYIWEFAYWGQGTLVTVSS

SECHID N(:253

OAVVTGEPSLTVAPGETVTLTCGES TGAVTTSNY AR WYL OKPGKSPRGLIGGTNKRAPGYPARFSGSLEGGKAALTIS
GAQPEDEADYYCALWYSMNHWVFGGGETKLTVL
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SEQ ID NO:254

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGQSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVLGSHHHHHH

SEQ ID NO:255

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLOMNSLRAEDTAVYYCVRHGNFGQSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVL

SEQ ID NO:256

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLOQMNSLRAEDTAVYYCVRHGNFGQSYVSWFAYWGQGTLVTVSS

SEQ ID NO: 257

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 258

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN

TLYLOQMNSLRAEDTAVYYCVRHGNFGDNYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVLGSHHHHHH

SEQ ID NO: 259

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN

TLYLOMNSLRAEDTAVYYCVRHGNFGDNYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVL

SEQ ID NO: 260

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDNYVSWFAYWGQGTLVTVSS

SEQ ID NO: 261

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 262

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN

TLYLQMNSLRAEDTAVYYCVRHGNFGDQYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL

WYSNHWVFGGGTKLTVLGSHHHHHH

SEQ ID NO: 263

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN

TLYLOMNSLRAEDTAVYYCVRHGNFGDQYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL

WYSNHWVFGGGTKLTVL

SEQ ID NO: 264

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLOMNSLRAEDTAVYYCVRHGNFGDQYVSWFAYWGQGTLVTVSS

SEQ ID NO: 265

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 266

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATYYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWEDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVLGSHHHHHH

SEQ ID NO: 267

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATYYADSVKGRFTISRDDSKN
TLYLOMNSLRAEDTAVYYCVRHGNFGDSYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVL

SEQ ID NO: 268

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATYYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWEDYWGQGTLVTVSS

SEQ ID NO: 269

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 270

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATAYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWEDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVLGSHHHHHH

SEQID NO: 271

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATAYADSVKGRFTISRDDSKN
TLYLOMNSLRAEDTAVYYCVRHGNFGDSYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVL

SEQ ID NO: 272

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATAYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWEDYWGQGTLVTVSS

SEQ ID NO: 273

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 274

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLOQMNSLRAEDTAVYYCVRHGNFGASYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVLGSHHHHHH

SEQ ID NO: 275

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLOMNSLRAEDTAVYYCVRHGNFGASYVSWEFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVL

SEQ ID NO: 276

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGASYVSWEDYWGQGTLVTVSS

SEQ ID NO: 277

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 278

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGQSYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVLGSHHHHHH

SEQ ID NO: 279

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLOMNSLRAEDTAVYYCVRHGNFGQSYVSWFEDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVL

SEQ ID NO: 280

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLOQMNSLRAEDTAVYYCVRHGNFGQSYVSWFDYWGQGTLVTVSS

SEQ ID NO: 281

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 282

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDEYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVLGSHHHHHH

SEQ ID NO: 283

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLOMNSLRAEDTAVYYCVRHGNFGDEYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVL

SEQ ID NO: 284

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDEYVSWFDYWGQGTLVTVSS

SEQ ID NO: 285

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 286

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN

TLYLQMNSLRAEDTAVYYCVRHGNFGDNYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL

WYSNHWVFGGGTKLTVLGSHHHHHH

SEQ ID NO: 287

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN

TLYLOMNSLRAEDTAVYYCVRHGNFGDNYVSWFEDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL

WYSNHWVFGGGTKLTVL

SEQ ID NO: 288

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDNYVSWEDYWGQGTLVTVSS

SEQ ID NO: 289

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 290

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDPYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVLGSHHHHHH

SEQID NO: 291

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLOMNSLRAEDTAVYYCVRHGNFGDPYVSWEDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVL

SEQ ID NO: 292

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDPYVSWEDYWGQGTLVTVSS

SEQ ID NO: 293

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 294

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDQYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVLGSHHHHHH

SEQ ID NO: 295

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLOMNSLRAEDTAVYYCVRHGNFGDQYVSWEFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVL

SEQ ID NO: 296

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKN
TLYLOQMNSLRAEDTAVYYCVRHGNFGDQYVSWFDYWGQGTLVTVSS

SEQ ID NO: 297

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 298

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKN
TLYLOQMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVLGSHHHHHH

SEQ ID NO: 299

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKN
TLYLOMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVL

SEQ ID NO: 300

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSS

SEQ ID NO: 301

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 302

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGASYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVLGSHHHHHH

SEQ ID NO: 303

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKN
TLYLOMNSLRAEDTAVYYCVRHGNFGASYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVL

SEQ ID NO: 304

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGASYVSWFAYWGQGTLVTVSS

SEQ ID NO: 305

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 306

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGQSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVLGSHHHHHH

SEQ ID NO: 307

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKN
TLYLOMNSLRAEDTAVYYCVRHGNFGQSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVL

SEQ ID NO: 308

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKN
TLYLOQMNSLRAEDTAVYYCVRHGNFGQSYVSWFAYWGQGTLVTVSS

SEQ ID NO: 309

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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SEQ ID NO: 310

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWEDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVLGSHHHHHH

SEQID NO: 311

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKN
TLYLOMNSLRAEDTAVYYCVRHGNFGDSYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTV
SPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCAL
WYSNHWVFGGGTKLTVL

SEQ ID NO: 312

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKN
TLYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWEDYWGQGTLVTVSS

SEQ ID NO: 313

QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGA
QPEDEADYYCALWYSNHWVFGGGTKLTVL
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XENP15049 Anti-CD19 (4G7_H1.227_L1.199) x Anti-CD3 (H1.30_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 314)

EVQLVESGGGLVKPGGSLKLSCAASGYTFTSYVMHWVRQAPGGGLEWIGYINPYNDGTKYNEKFKGRVTISSDKSKSTAY
MELSSLRSEDTAVYYCARGTYYYGTRVFDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 315)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLOQMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 316)

DIVMTQSPATLSLSPGERATISCRSSKSLONVNGNTYLYWFQQKPGQSPKLLIYRASNLNSGVPDRFSGSGSGTEFTLTISSLE
PEDFAVYYCMQHLEYPITFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQE
SVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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XENP15051 Anti-CD19 (4G7_H1.227_L1.199) x Anti-CD3 (H1.31_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 317)

EVQLVESGGGLVKPGGSLKLSCAASGYTFTSYVMHWVRQAPGGGLEWIGYINPYNDGTKYNEKFKGRVTISSDKSKSTAY
MELSSLRSEDTAVYYCARGTYYYGTRVFDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 318)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMSWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLOQMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 319)

DIVMTQSPATLSLSPGERATISCRSSKSLONVNGNTYLYWFQQKPGQSPKLLIYRASNLNSGVPDRFSGSGSGTEFTLTISSLE
PEDFAVYYCMQHLEYPITFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQE
SVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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XENP15050 Anti-CD19 (4G7_H1.227_L1.199) x Anti-CD3 (H1.33_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 320)

EVQLVESGGGLVKPGGSLKLSCAASGYTFTSYVMHWVRQAPGGGLEWIGYINPYNDGTKYNEKFKGRVTISSDKSKSTAY
MELSSLRSEDTAVYYCARGTYYYGTRVFDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 321)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 322)

DIVMTQSPATLSLSPGERATISCRSSKSLONVNGNTYLYWFQQKPGQSPKLLIYRASNLNSGVPDRFSGSGSGTEFTLTISSLE
PEDFAVYYCMQHLEYPITFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOQWKVDNALQSGNSQE
SVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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XENP13676 Anti-CD20 (C2B8_H1L1) x Anti-CD3 (H1.30_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 323)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQGLEWMGAIYPGNGDTSYNQKFQGRVTITADKSIST
AYMELSSLRSEDTAVYYCARSTYYGGDWYFNVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 324)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLOQMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 325)

QIVLTQSPSSLSASVGDRVTITCRASSSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLOQPEDFATY
YCQQWTSNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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XENP14696 Anti-CD20 (C2B8_H1L1) x Anti-CD3 (H1.31_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 326)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQGLEWMGAIYPGNGDTSYNQKFQGRVTITADKSIST
AYMELSSLRSEDTAVYYCARSTYYGGDWYFNVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 327)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMSWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLOQMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 328)

QIVLTQSPSSLSASVGDRVTITCRASSSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLOQPEDFATY
YCQQWTSNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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XENP15629 Anti-CD20 (C2B8_H1L1) x Anti-CD3 (H1.32_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 329)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQGLEWMGAIYPGNGDTSYNQKFQGRVTITADKSIST
AYMELSSLRSEDTAVYYCARSTYYGGDWYFNVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 330)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKANNYATYYADSVKGRFTISRDDSKNT
LYLOQMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 331)

QIVLTQSPSSLSASVGDRVTITCRASSSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLOQPEDFATY
YCQQWTSNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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XENP15053 Anti-CD20 (C2B8_H1L1) x Anti-CD3 (H1.33_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 332)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQGLEWMGAIYPGNGDTSYNQKFQGRVTITADKSIST
AYMELSSLRSEDTAVYYCARSTYYGGDWYFNVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 333)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 334)

QIVLTQSPSSLSASVGDRVTITCRASSSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLOQPEDFATY
YCQQWTSNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 78

XENP15630 Anti-CD20 (C2B8_H1L1) x Anti-CD3 (H1.88_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 335)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQGLEWMGAIYPGNGDTSYNQKFQGRVTITADKSIST
AYMELSSLRSEDTAVYYCARSTYYGGDWYFNVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 336)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGPSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 337)

QIVLTQSPSSLSASVGDRVTITCRASSSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLOQPEDFATY
YCQQWTSNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 79

XENP15631 Anti-CD20 (C2B8_H1L1) x Anti-CD3 (H1.89_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 338)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQGLEWMGAIYPGNGDTSYNQKFQGRVTITADKSIST
AYMELSSLRSEDTAVYYCARSTYYGGDWYFNVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 339)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDEYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 340)

QIVLTQSPSSLSASVGDRVTITCRASSSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLOQPEDFATY
YCQQWTSNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 80

XENP15632 Anti-CD20 (C2B8_H1L1) x Anti-CD3 (H1.90_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 341)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQGLEWMGAIYPGNGDTSYNQKFQGRVTITADKSIST
AYMELSSLRSEDTAVYYCARSTYYGGDWYFNVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 342)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDPYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 343)

QIVLTQSPSSLSASVGDRVTITCRASSSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLOQPEDFATY
YCQQWTSNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 81

XENP15633 Anti-CD20 (C2B8_H1L1) x Anti-CD3 (H1.91_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 344)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQGLEWMGAIYPGNGDTSYNQKFQGRVTITADKSIST
AYMELSSLRSEDTAVYYCARSTYYGGDWYFNVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 345)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKANNYATYYADSVKGRFTISRDDSKNT
LYLOQMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 346)

QIVLTQSPSSLSASVGDRVTITCRASSSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLOQPEDFATY
YCQQWTSNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
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P2017/000093

Figura 82

XENP15634 Anti-CD20 (C2B8_H1L1) x Anti-CD3 (H1.92_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 347)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQGLEWMGAIYPGNGDTSYNQKFQGRVTITADKSIST
AYMELSSLRSEDTAVYYCARSTYYGGDWYFNVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 348)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATAYADSVKGRFTISRDDSKNT
LYLOQMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 349)

QIVLTQSPSSLSASVGDRVTITCRASSSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLOQPEDFATY
YCQQWTSNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 83

XENP15635 Anti-CD20 (C2B8_H1L1) x Anti-CD3 (H1.93_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 350)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQGLEWMGAIYPGNGDTSYNQKFQGRVTITADKSIST
AYMELSSLRSEDTAVYYCARSTYYGGDWYFNVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 351)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLOQMNSLRAEDTAVYYCVRHGNFGESYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 352)

QIVLTQSPSSLSASVGDRVTITCRASSSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLOQPEDFATY
YCQQWTSNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
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Figura 84

XENP15636 Anti-CD20 (C2B8_H1L1) x Anti-CD3 (H1.94_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 353)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQGLEWMGAIYPGNGDTSYNQKFQGRVTITADKSIST
AYMELSSLRSEDTAVYYCARSTYYGGDWYFNVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 354)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGQSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 355)

QIVLTQSPSSLSASVGDRVTITCRASSSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLOQPEDFATY
YCQQWTSNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)
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Solicitud Divisional A
P2017/000093

Figura 85

XENP15638 Anti-CD20 (C2B8_H1L1) x Anti-CD3 (H1.95_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 356)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQGLEWMGAIYPGNGDTSYNQKFQGRVTITADKSIST
AYMELSSLRSEDTAVYYCARSTYYGGDWYFNVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 357)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDEYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 358)

QIVLTQSPSSLSASVGDRVTITCRASSSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLOQPEDFATY
YCQQWTSNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)
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Figura 86

XENP15639 Anti-CD20 (C2B8_H1L1) x Anti-CD3 (H1.96_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 359)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQGLEWMGAIYPGNGDTSYNQKFQGRVTITADKSIST
AYMELSSLRSEDTAVYYCARSTYYGGDWYFNVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT

VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 360)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDQYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVS
PGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALW
YSNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKN
QVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSL
SLSPGK

LC (SEQ ID NO: 361)

QIVLTQSPSSLSASVGDRVTITCRASSSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLOQPEDFATY
YCQQWTSNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 87

XENP13677 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.30_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 362)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS

DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 363)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLOQMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 364)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 88

XENP14388 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.31_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 365)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS

DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 366)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMSWVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLOQMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 367)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 89

XENP14389 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.32_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 368)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS

DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 369)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKANNYATYYADSVKGRFTISRDDSKNT
LYLOQMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 370)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 90

XENP14390 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.33_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 371)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS

DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 372)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 373)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 91

XENP14391 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.88_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 374)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS

DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 375)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGPSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 376)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 92

XENP14392 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.89_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 377)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS

DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 378)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDEYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 379)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 93

XENP14393 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.90_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 380)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS

DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 381)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDPYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 382)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 94

XENP16366 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.98_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 383)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS

DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 384)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKANNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 385)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 95

XENP16367 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.99_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 386)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS

DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 387)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATAYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 388)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 96

XENP16368 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.100_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 389)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 390)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGASYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 391)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)
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Figura 97

XENP16369 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.101_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 392)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS

DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 393)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGQSYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 394)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)
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Figura 98

XENP16370 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.102_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 395)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS

DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 396)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDEYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 397)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)
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Figura 99

XENP16371 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.103_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 398)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 399)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDNYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVS
PGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALW
YSNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKN
QVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSL
SLSPGK

LC (SEQ ID NO: 400)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)
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Figura 100

XENP16372 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.104_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 401)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 402)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDPYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 403)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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Figura 101

XENP16373 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.105_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 404)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 405)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKYNNYATYYADSVKGRFTISRDDSKNT
LYLOQMNSLRAEDTAVYYCVRHGNFGDQYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVS
PGGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALW
YSNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKN
QVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSL
SLSPGK

LC (SEQ ID NO: 406)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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Figura 102

XENP16374 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.106_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 407)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 408)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 409)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

OJA DE REEMPLAZO (REGLA 26)
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Figura 103

XENP16375 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.107_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 410)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 411)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGASYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 412)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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Figura 104

XENP16376 Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.108_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 413)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQ ID NO: 414)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWYVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGQSYVSWFAYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 415)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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Figura 105

Anti-CD20 (C2B8_H1.202_L1.113) x Anti-CD3 (H1.109_L1.47) Fab-scFv-Fc

HC 1 (Fab-Fc) (SEQ ID NO: 416)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQRLEWMGAIYPGNGATSYSQKFQGRVTITADTSAST
AYMELSSLRSEDTAVYYCARSYYMGGDWYFDVWGAGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSDTKVDKKVEPKSCDKTHTCPPCPAPPVAGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDS
DGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

HC 2 (scFv-Fc) (SEQID NO: 417)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQAPGKGLEWVGRIRSKANNYATAYADSVKGRFTISRDDSKNT
LYLQMNSLRAEDTAVYYCVRHGNFGDSYVSWFDYWGQGTLVTVSSGKPGSGKPGSGKPGSGKPGSQAVVTQEPSLTVSP
GGTVTLTCGSSTGAVTTSNYANWVQQKPGKSPRGLIGGTNKRAPGVPARFSGSLLGGKAALTISGAQPEDEADYYCALWY
SNHWVFGGGTKLTVLEPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQ
VKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK

LC (SEQ ID NO: 418)

QIVLTQSPSSLSASVGDRVTITCRASWSVSYIHWFQQKPGKSPKPLIYATSNLASGVPVRFSGSGSGTDYTLTISSLQPEDFAT
YYCQQWTHNPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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Figura 106

>sp/P11836/CD20_HUMAN antigeno CD20 de linfocito B

SEQIDNG: 419
MTTPRNSVYVNGTFPAEPMKGPIAMOSGPKFLFRRMSSLYGPTOSFFMRESKTLGAVOIMNG
LFHIALGGLLIMIPAGIVAPICYVTYWYPLWG GIMYIISGSLLAATEKNSRKCLY KGKMIMN
SLSLFAAISGMILSIMIDINIKISHFLKMESINFIRAHTPYINIYNCEPANPSEKNSPST
QYCYSIGSLFLGILSVMLIFAFFQELVIAGIVENEWKRTCSRPKSNIVLLSAEEKKEQT!

EIKEEVVGLTETSSQPKNEEDIEHPIQEEEEEETETNFPEPPQDOESSPIENDSSP

>sp /P26951 | IL3RA_HUMAN subunidad alfa del receptor de interleucina 3(CD123)

SEQ ID NO: 420
MVLLWLTLLLIALPCLLOTKEDPNPPETNLRMKAKAQOQLTWDLNRNVTDIECVKDADYSM
PAVNNSYCQFGAISLCEVTNYTYRVANPPFSTWILFPENSGKPWAGAENLTCWIHDYDFL
SCSWAVGPGAPADVOYDLYLNVANRRQQYECLHYKTDAQGTRIGCRFDDISRLSSGS5Q5S
FILVROGRSAAFGIPCTERKFVVESGIEILTPPNMTAKCNKTHSF MHWKMRSHFNRKFRYEL
QICKRMOPVITEQVRDRTSFOQUINPGTYTVOIRARERVYEFLSAWSTPORFECDOEEGAN
TRAWRTSLUALGTLLALVOCVRVICRRYEVMORLFPRIPHMED PIGDSFONDKLVVWEAG

KAGLEECLVEEVOAWYOKT
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Figura 108
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Figura 110
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Figura 111
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0 B O -~ SN .. BESPROPSP Y SRS srerce . - .
o.01 E 1008

Concentracion (ug/ml)

4 15040 Anii-CDI0 (4GT_H1.207_L1.198) x Arli-CD3 (H1.30_L1.47) Fab-scFv-Fc
B 15050 AntLC DG (4GT_H1.227_L1.168) x AnlkCD3 (H1.33_L1 47) Fat-scfv.Fe
& 15057 ARUFCD19 (4GB7_KH1 227_L1.188) X Ant-CD3 (41 31_L1 47) Fab-scFv-Fc

250807

20000

15000

2° PE [MFI]

100004

5060+

0.01 .1 1 10 190 1000
Concentracion (ug/ml)

B 15048 Ant-CD1D (£GT_HT.227_L1.166) x Anii-CD3 (M1 20_L1.47) Fab-scFv-Fe

A 15050 AnLCD19 (£CT_H1.227_L1.189) x Anli-CO3 (H1 33_L1.47) Fab-seFv-Fe
& 15051 Ani-CD18 (6GT7_H1.227_L1.186) x Anti-CD3 (M1 31_L1 47 Fas-scFv-Fc
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Expediente No.: NC2017/0005388

Figura 112
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Concentracién (ug/ml)

~8~ 13677 Anti-CD20 {C2BE_H1.202_11 113) x Anti-CD3 (H1.30_L1 47) Fab-scFv-Fc

B 14388 ANt.CDZO0 (C2RE_H1 202_L1.113) X Ant-GO3 (H1.31_L1 47) Fab-soFv.Fo

&~ 143B% Ant-CD20 {C2B8_H1.202_L1.413) x Ant-CD3 [(H1.232_L1 47) Fab-scFv-Fr

W 14380 AnG-CD20 (C2BE_H1.202_11.113) X AnU-CDA3 (H1.33_L1 47) Fab-scfv-Fe
709
T
S0~
A0+
36
204
10+

P — ey e
0.09004 0.0601 0004 0.01 0.1 1 10 190
Concentracion (ug/ml)

B 12677 Ant-CDZe (G2BE_H1.202_L1.115) x Ami-CD3 (H1 30_L1.47) Fab-scFv-Fc

B 14391 ANU-CO20 (C2BE_H1.202_L1.113) X Ani-CD3 (H1.88_L1.47) Fab-scFv-Fg

SR 14392 Anti-CD26 (C288 H1 202 L1 113 x Antl-CDA {H1 88 _11.47) Fab-scFy-Fc

P
#

14395 Ant-CD2G (G288 _H1 202 _L1 113) x Anti-CD3 (M1 90_L1.47) Fab-scFv-Feo
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Figura 113
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Concentracion (ng/ml)

€ 14568 Anti-CD20 (02BS_H4.202_L1.145) x Anti-CD3 (H1.51_L1.47) Fab-soFv-Fo
H¥ 14390 ANU-CD20(CEZBS_M1.202_L1.713) X Ant-GD2 (H1.33_L1.47} Fab scFv-Fo
& 13877 Anti-CD20 (028B48_H1.202_L1.943) x Anti-CD5 (H1.30_L1.47) Fab-scFy-Fo
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Figura 114
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Concentracion (ng/ml)

B 14388 Anti-CD20 (C2B8_H% 202_11.113) x Anti-CD3 (H1.31_1.1.47) Fab-scFv-Fc
HB 14390 Anti-CD20 (C288_H1.202_L1.113) x Anti-CD2
sl 13677 Anti-CD20 (C2BY_H1.202_L1.113) x Anti-CD3

3 {H1.33_L1.47} Fab-scFv-Fg
i
{

H1.30_L1.47) Fab-scFv-Fc¢
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Figura 115A
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Concentracion (ng/ml)
B 15820 Anti-C020 (C288 L1 x Anti-CD3 {H1.22 L1 .47) Fab-seFv-Fe
BB 16830 AnU-CD20 (C2BE_M1L1) x Anti-CD3 {H1.83_L1.47) Fab-scFv-Fe
“ﬁ:“ 16631 Ant-Co20 (C28¢_HIL1) x Anti-CD3 {H1.88_L1.47) Fab-scFv-Fo
B 15832 Anti-CD240 (C2BE_H1L1]} x Anti-CD3 {H1.80_L1.47) Feb-scFv-Fe
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Concentracion (ng/ml)

~§ 15638 ANI-CD20 [C2BE_H1LT) X ARt-CD3 (H1 92_L1 87} Fab-scFv-Fo

B 15635 Anl-CD20 (C2BB_H1L1) x Ant-CD3 (Hi.83_L1.47) Fab-scFu.Fe

ol 15638 Anl.CO20 (C2BE_H1L1) x Ant-CD3 (H1 94_L1 .47} Fab.scFv.Fe

- 15608 ANN-CD20 (C2BB_H1L) % Ant-CD3 (HT.95_L147) Fab-scFv-Fe
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Figura 115B
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Concentracién (ng/ml)

15639 Anti-CD20 (C2BE_H1L1)x Anti-CD2 (H1.98_L1.47) Fab-scFv-Fe

N

BB 15053 AntrC D20 (C238_HIL1)x Anli-CD3 (H1.23_L1.47) Fab-scFv-Fo
& 13676 AN-C D20 (C28E_KR1L1) x Anli-GD3 (H1.30_L1.47) Fab-scFyv-Fo
e

14696 AntirCD20 (C2BE_H1L1) x Anti-CD3 (H1.31_L1.47) Fab-scFv-Fc

OJA DE REEMPLAZO (REGLA 26)



Figura 116A

N.° Células Jeko CD19* en células totales

N.° Células Jeko CD19" en células totales
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Concentracion (ng/mil)
¥ 15166 ANI-CDZO (CZBE_H1.202_L1.113) x Anti-CO3 {H1 98_L1.47) Fab-scFu-Fe
A 15267 AnNi-C 020 {C2BE_M1 202_L1 113) % Anti-CDR3 (M1 85_L1 47) Fab-scFu-Fe
~f 15388 ANN-CDZ0 {C2BE_MT.202_L1.173) % Anb-CO3 {M1.100_L1.47) Fab-SCFv-F o
S 14380 AnCDZ0(C2EE_HT 202_L1.113) x AnG-CD3 (41 33_L1.47) Fab-scFv-Fe
A 14388 Ant-CDR20 {C2BB_H1 202_L1.113) x AntikCD3 41 31_L1.47) Fab-scFv-Fc
20000
15000+
10008
5000 _
& \\\\“\\\?_ % & e Eg
. - . 3 N
3 “‘__*:&mm.ﬁ
o-
0.0% 0.3 1 10 160 1000 10600 106003
Concentracion (ng/ml)
‘@‘ 18369 Anti-CO20{C2BE_H1.202_L1.113) x Anti=«CD3 (H1.101_L1 .47) Fab-scFv-Fc
‘H‘ 16370 Anti-CDO20{C2BB_H1.202_L1.113) ®x Anti-CD3 {H1.10Z_L1.47) Fab-scFv-Fe
",&‘ 163717 Anti-CD2C{(C2BB_H1.202_L1.113) x Anti-CD3 (H1.103_L1.47) Fab-scFv-Fc¢
S 143850 AN-CDEC (SEEE_HI.202_L1.113) x Anti-CRS H1.23_L1.47) Fab-soFv-Fc
B 14388 ANILCOZ0 (C2BE_H1.202_L1.113) X ANCO S (H1.31_L1.47] Fan-seFv.Fc
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Expediente No.: NC2017/0005388
Solicitud Divisional A

P2017/000093
Figura 116B
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Concentracién (ng/ml)
A 18372 ANGLCD20 (CTBE_H1.202_L1.112) X ARLC DS (H1. 104 L1 47 Fan.sefv-Fe
B 18373 AnGLCDI0 (CTBE_H1.202 01,113} x ARG DS (H1 105 L1 47 Fan.sefv.Fe
s 16274 Anti-Z D0 (C2B8_H1.202_L1.113) x AniLC D3 (H1.106_L1.47) Fabosclv-Fe
e 14390 Anti-CD20 (C2B8B_H1.202_L1.9123) x Anti-CD3 (H1.33_L1 47} Fab-scFv-Fo
'\l‘&" 14388 Anti-CD20 (C2B8_H1.202_i1.913) X Anti-CD3 (H1.31_L1 4T7) Fab-scFv-Fc
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Concentracion (ng/ml)

- 15375 Ant-CDZ0 (C2B8_H1.202_L1.113) X Anti-CD3 (H1,107_L1.47) Fab-scFv-Fe
8 16376 ANU-CDZ0 (CZBE_H1.202_L1.113) X AN-CDS (M1 108_L1 47) Fab-scFv-Fo
~& 18377 AnU-CD20 (C2B8_H1.202_L1.113) x Ant-CD3 (H1.10%_L1.47) Fab-scFv-Fc
W 14380 ARN-CDZ0 (C2BB_H1.202_L1.113) X ARN-CD3 (H1 33_L1 47) Fan-scFv-Fe
A 14388 AnG-CDZO (C2EE_H1.202_L1.113) x Anil-CD3 (H1.21_L1 47) Fab-scFv-Fc
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Concentracion (ng/ml)
e 18372 Anb-CD20 (C2BS_H1.202_1L1.113) x Anti-CD2 (H1.104_L1.47) Fab-scFv-Fc
B 18373 An1-CO20 (C2BB_H1 207 _11.118) » Anti-CD3 (H1.105_L1.47) Fap-sofw-Fo
ol 18374 AnL-COZ0 (C2BE_H1 207 15.113) 2 Anti-GD32 (H1.108_L1.47) Fab-scFu-ro

< 14290 Anti-CD20 (C2BE_H1 202 L5.113
S 14385 AnL-CD20 (€288 11 202 L5112

1

1

iL-6 [pgiml]

H-CD3 (H1.33_L1.47) Fab-seFv-Fe

= ARH-CLA (K131 _L147) Fab-scFv-Fo

20
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0.01 ¢.1 1 i0 190 1000 10000 150000
Concentracion (ng/ml)

16375 Anti-CD20 (G2B6_H1.202_L1.113) x Anti-CD2 (H4.107_L1.47) FabescFv-Fe

‘m' 16373 Anti-CD20 {C288_H1.202_L1.113) x Anti-CD3 {(Hf.108_L1.47) Fab-scFv-Fc
&

16377 Anti-CD20 (G2BE_H1.202_L1413) x Anti-CD23 (Hi.1909_L1.47) Fab-s¢Fv-Fc

~ 14380 ARtFCD20 {CZEE_H1.202 L1.113) x Anti-CO3 (H1.33_L1.47) Fab-scFv-Fo
S 14388 At-CD20 {(CZBE_H1.202_L1.113) x Anli-GD3 (H1 31 _L1.47) Fan-scfv-Fg
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Figura 118
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Concentracion (ng/ml)
A 14701 Anti-CD3E (OKTIH_HAL 1) x Ant-GD3 (H1 31 _L 1 47) Fab-soFv-Fo
BB 13243 Ant-CDAS (GKTI0_HIL1) x Aal-CD3 (H1.30_L1.47) Fab-seFv-Fo
& 15055 AnN-CD38 (CKT10_HIL1) X Ant-CD3 (H1.35_L1.47) Fab-scFv-Fa
B 13551 Ani-CDI8 (CKTI10_M1.77_L1.24) x Anti-CD % {(H1.30_L1.47) Fab-seFv-Fe
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40
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Q
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o
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0.0001 ¢.001 .01 0.1 1 10 100 1000 10000 100000

Concentracion (ng/ml)

B 14702 Ant-CD38 (CKTI0_H1.77_L1.24) x AnthCD3 (H1.31_L1.47) Fab-scFw-Fr
P 123551 Ant-CD38 (OKTI0_H1.77_L1.24) x Ant-CD3 (H1.30_L1.47) Fab-scFv-Fc
~fes 15426 ANL-CD2B (CKTI0_H 77_L% 24) x AntiCD3 (M1.33_L1.47) Fab-scFv-Fe
B 13243 A01.CDB8 (CKTI0_HILT) x Anli-CD3 {H1 30 _L1.47) Fab-scFv-Ex
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30C -

Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

g - Dia 14

£
= ‘
= :
@ 100+ ®
= &
0 1 Wﬂ& S Wm——
~ ~ ~
@ > & 2
< & S o
@ & @
& B N
,\fo %*c %‘b
% © &
\";a '\b‘ ’\h
lgG2 - Dia14
20 -
~ 15+
E
= &
-~ 10=
o~
®
=2
= 5=
B

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388
Solicitud Divisional A
P2017/000093

Figura 120
igM .Dia 14
1000
& &
e & ;- A
= e - £
® &
PEEELLE IR o 3 3 @
E : -
= =/
[+ -
% aF
- R
; ER
2 10
[=]
&
=
=
r
1
0.1 L L L ¥ L) 1] L L] L] L}
& > N o N ) N N ) A
Q@ ﬁﬁ @9 ﬁﬁ ﬁﬁ ﬁ9 #9 “9 ﬂQ vﬁ
& ) S & & ) ") D &
& & & & & & & & &
1 > N N » o > ks o
N N 3 @ N 5" S NS &
g:’ * W b-‘& [y W ,.\Q 9, AN
) o at % b o I &) W
~ o o2 : o Lid b e A%
™ w3 N w2 n n
igG2 -Dia 14
1009
E
e By o
= S ® &
- Sk & . & 'ﬁ
: 10+ S " ] o8
© b S A
& - q
o~ 4
g L
= 4
=
1 L] L] L] 1 L] L] L L 1 L
o ) \) \) ) ) o~ N o N
qe, \_i'q, =:,‘“‘Q 0}\&9 Qq_fa q}‘g @\.;a Q‘_Q 'c;"*q Q\@;
&7 < & & & & & & &
N ~ oF 3 a o B y &
o ».@ Nd 4° & B oF N N
o2 o 5 o A ® o o 8
n 57 o’ ~ &> i N 4 4>
LN R N B n R

OJA DE REEMPLAZO (REGLA 26)



Expediente No.: NC2017/0005388

Solicitud Divisional A

P2017/000093

(Y47
(opebied
NAMLS DDA LddNHIMOD JAALY 4 QFdDISS L TIATLODS DS OSHHAdADSVINS LVAI 1dXd SN DA A DDA MHIASAS Jopeze|ua
ARSVEDLLIAYUDASYS 1554SDLIAIDSDADSDANOS O DS d N DSSALA ILOVOMATIARTOSAASHYIMAYLAISY | opuainpoul)
155TWAYLSYS LOVILIAYBOINOSAS LY O NS AT OWM I THT D YONAML A LADSYHISANASYD I HAHAIYDSDATOAD A40S
147
1ddNHLIMDD YA
LTV
SYINSLY LHAA
T4
HIASASASYY THAA
T4 (1n) 8|geueA
HI3AALDOD4TIINRTADD) 0Jab|
AALY403dTTISSILTLACLOSDSDS AHASADSY TNSIVAI TN dSH D DD MHTASASAASYHED LILAYADASYSISSSTLIAID oluiwoq
47
AQ4AMADDINAAS £YAYA
€Ty
OUNINSASIVONDANY ZHAUA
a7
HIANNAS THADUHA
1%4%
(Ya) ejceLEA
SSALATLOVOMATIAMTODINAASHYIAANY LQ ISH opesad
155T3NAY LSYSLAVLIIANS D I DSASTVOND dATY DM ITHD O dV DY AM LI LADSYA ISANASYS dINATY HSDATDAD oluiwoQg
ONGID3S EIDUBNO8S sa anb ol

€Ll 202 LH 8920 02aD onv

121 einbly

(REGLA 206)

OJA DE REEMPLAZO



Expediente No.: NC2017/0005388

Solicitud Divisional A

P2017/000093

8EY
(opebled
AIANLDD DI TIINSIMOTIAALYAGId D ISSILLLATLDS DSOS UADADSY TNSLVAI 1d 4 dSHONOVAMHTASASSSVED Jopeze|us)
LILAYOOASYSISSASDIIANDSHINOSHIAOSIHIDS DANDSSAIA LD YOMANIAMA D DAAISHVYIAAY LAISHISSTAW | opuaknjou)
AVLSISHOY LLIAYSTINONASLAODNDdAIVONMITINDDd YOUAMHININAS LILADSY N ISARASYD 4 MAATYOSDATOAD A0S
LEY
1ddNSIMDD £4Q0IA
9ev
SYINSLY ZHAA
SEY e
HIASASSSYY FHOOA
vy (1A) @|qeLen
HMIANLD9D4TIINSIMDT o.ab1|
JAALYAQIdUISSILTIALLOSOSOSIHAGADSTINS LA N SH DA TEHMHIASASSSVHILLLAYUDASYS 155 SOLIAID oluiwoQ
1337
ANAAMAQODOAALS £d0YA
437
QUONAS LOON DALY 24aDHn
153%
HIWNAS THEYA
(037
(Un) ejqeLen
SSALATIOVOMARNTAMGEDAAT S Y OAANY 10TSHISSIIN opesad
AVLSISHOY LAY STIRDNASLODNS A AVONMI D00 YOUAMHIWNAS LI LADSY R DSANASYSd HATVOSDATDAD oiwoqg
JON Q1 D35S Blousnodas|  se anb o7

LLH 8820 0200 ofeg

zz) einbi-

(REGLA 206)

OJA DE REEMPLAZO



Expediente No.: NC2017/0005388

Solicitud Divisional A

P2017/000093

Lyy

ATDLDD

(opebiea
O4IAdASAGNTOAAAYAQIVD ISSIL ILSGLOSDS DL UASSIHISYAMAI T DIddDOON VUMM I TANAONSINTISOSS JOpEZE|US
NILVHIDTSAVISAASOLNAIOES IIBSERESHINTSDANDSSALATLONS MAVIMSVUTIHSHYI AMAAVIQISHISSTIW | opuadnpul)
AV LSLSHAAL TLYXONTAONAITVONSAIITONMI TEXIDHSOXAMTNAAT L1 LAOSY AISAAASYOHMIAIYOSDD TDAD A40S
eliay
IAJASAOND EYADIA
Sty
SAUISTM 4ot}
447 ,
LTANNONOLNTISDSSN THOBA
op (1A) s|qeuen
NIITALODDITAIASATNDIAAYAGIVYD oJabi|
1SSIL LA LOSDSDLIHAADSIHLSYARAI 1IN ddD O DIVTAMLIANADN D IN TISUSSHINLLYYI DISAYIS QSO LNALC oluiwog
v
AVAMSYHTIHS £HADYA
18747
SRINONAZLYONS DI gdaon
0747
AWAAC THADYA
6EY
(yn) siqeuen
SSALATLODSMATIMSYH TTHSHYIAAAYLAISHISSIEN opesad
AT1SISHOALTIYHOAIONAT LYONSAITDIAMITIFHSOXAMAINAAT LS LAOSY XISANASYIEIAIVOSDOTOAD oluiwog
QN 01035 elousnodas,  se anb o7

(STT 60T TH €84 £21QD

€Z| einbly

(REGLA 206)

OJA DE REEMPLAZO



Expediente No.: NC2017/0005388

Solicitud Divisional A

P2017/000093

3 4 LSTT €21Qa0
+'3°00'ay 41°3'a2'a 'y +°3'0°2'a 'y 43'a2'a'y oz
3'09'av 3023V | 60T TH £92
13008V M yganaw| s3oonav] 4309y M frieary | 02@0ofes
F'99‘a'y 3993y
E 4 ETTTIC 02ao oy
13‘a2av 13'aD9'y i'3'00'aY 43'a9'a'v -
ER N 30aV | 02 TH 88D
TITH
' £ i 5 & . i’ i i I . [} ’ ] ¥ . (] 0 & 4 u _.
i3‘ao9v . ., . 13'a29'v $3'00sv i3'a28Y| ..., 8edo oed
3'anav 3aoay OLLYO
YO TITH
1 ‘ .|
;raa9v ., 11'aaey | sraney| 43aney| oL, Wi 8edo
3999 'Y ERN I OTLIO
YT LLOTH
i1‘a2a9vi ., ., m 43'a9e'y 4309y 43'an‘sv| o, ., ﬁ“_ 8€d0 OIY
1’008V 31’008V OLLNO
L7 TY TETH | LV TY €E°TH (71T 06 TH L7 T1 68 TH LTI 2ETH | LTV 08 TH
£QD-UY £a0-nuY £a3-RUY £AD-UV £an-nuy 0D Uy
€ao oleg I eao €A0 £# WI-0)lyY| €aD Z#W|-ONY| €AD L#W-0ly| £AD oY

¥l eanbi4

(REGLA 206)

OJA DE REEMPLAZO



