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Figura 5A

sdAbs direccionada

aEGER1

EVQLVESGGGLVQAGGSLRLSCAASGRTFSSYAMGWFROAPGKEREFVVAINWSSGSTYYADS
VKGRFTISRDNAKNTMYLQMNSLKPEDTAVYYCAAGYQINSGNYNFKDYEYDYWGQGTQVTVS
S (SEQID NO:1)

sdCDR1 GRTFSSYAMG (SEQ 1D NO:2)
sdCDR2 INWSSGSTYYADSVKG (SEQ ID NO:3)
sdCDR3 GYQINSGNYNFKDYEYDY (SEQ ID NO:4)

9EGFR2

QVKLEESGGGESVATGGSLRLTCAASGRTSRSYGMGWFROAPGKEREFVSGISWRGDSTGYAD
SVKGRFTISRDNAKNTVDLOMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGTQVTVSS
(SEQ ID NO:5)

sdCDR1 GRTSRSYGMG (SEQ ID NO:6)
sdCDR2 GISWRGDSTGYADSVHKG (SECQ D NO:T)
sdCDR3 AAGSAWYGTLYEYDY (SEQ ID NO'8)

haEGFR1

EVOLVESGGGLVAPGGSLRLSCAASGRTESSY AMGWFROAPGKEREFVVAINWSSGSTYYADS
VKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAAGYQINSGNYNFKDYEYDYWGQGTLVTVSS
(SEQ ID NO:9}

sdCDR1 GRTESSYAMG (SEQ 1D NO:10)
sdCDR2 INWSSGSTYYADSVKG (SEQ ID NO:11)
sdCDR3 GYQINSGNYNEFKDYEYDY (SEQ ID NO:12)

haEGFR2

QVKLVESGGGWWRPGGSLTLSCAASGRTSRSYGMGWFROAPGKEREFVSGISWRGDSTGYAD
SVKGRFTISRDNAKNSLY LOMNSLRAEDTALYYCAAAAGSAWYGTLYEYDYWGQGTLVTVSS

(SEQ ID NO:13)
sdCDR1 GRTSRSYGMG (SEQ ID NO:14)

sdCDR2 GISWRGDSTGYADSVKG (SEQ 1D NO:15)
sdCDR3 AAGSAWYGTLYEYDY (SEQ ID NO:18)
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Figura 5B

sdAbs direccionada - Continuacién
aFOLR1 h77-2

QVOLVESGGGLVOPGGSLRELSCAASGETYVSNSYMAWY ROTPGNEREFVAIINSIGITNYADSVE
GRFTISRDNSKNTLYLOQMNSLRAEDTAVYWCNRNEDRIYWGQGTLVTVSS (SEQ ID NO:17)

sdCOR1 GETVSNSVMA (SEQ 1D NO:18)

sdCDR2 JINSIGITNYADSVKG (SEQ ID NO:19)
sdCDR3 NFDRIY (SEQ 1D NO:20)

aFOLR1 h59.3
QVQLVESGGGLVQPGGSLRLSCAAPGNTESISAMGWYRQAPGKAREWVAVTHSDYSTNYADS

VKGRFTISRDNSKNTLYLOMNSLRAEDTAVY YCKHYGIDYWGQGTLVTVSS (SEQ ID NO:21)
sdCDR1 GNTFSISAMG (SEQ ID NO:22)

sdCDR2 VTHSDYSTNYADSVKG (SEQ ID NO:23)

sdCDR3 YGIDY (SEQ 1D NO:24)

aFOLR1 h224

QVQLVESGGGLVOPGGSLRLSCEASGTTESRDVMGWY ROAPGKQRELVAIISRGGS TNYADSV
KGRFTISRDMNSKNTLY LOMNSLRAEDTAVYYCHNANTATWGRVFWGQGTLYTVSS (SEQ 1D
MCE25)

sdCDOR1 GTTFSRDVMG (SEQ 1D NO:28)

sdCDR2 ISRGGSTNYADSVKG (SEQ 1D NO:27)
sdCOR3 NTATWGRVFE (SEQ 1D NO:28)

aB7H3 hFT

QVALQESGGGLVAPGGSLRLSCAPSRRTFHTYHMGWFRQAPGKEREFVAVINWSGGSTVYAD
SVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAAGGATTQRATEASYDYWGQGTLWVTVSS
(SEQ ID NO:29)

sdCDR1 RRTFHTYHMG (SEQ 1D NO:30)
sdCDR2 VINWSGGSTVYADSVKG (SEQ 1D NO:31)
sdCDR3 GGATTQRATEASYDY (SEQ ID NO:32)
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Figura 5C

sdAbs direccionada - Continuacion

aB7H3 hF12

QVOLOESGGGLVQPGGSLRLSCEASPRTESTYSMAWFRQAPGKERSFVAAINWSGGNTSYAD
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGGVLAHHNYEYDYWGQGTLVTVSS (SEQ
ID NO:33)

sdCDR1 PRTFSTYSMA (SEQ 1D NO:34)
sdCDRZ AINWSGGNTSYADSVKG (SEQ 1D NO:35)

sdCDR3 GGVLAHHNYEYDY (SEQ 1D NO:36)

9EpCAM h13

QVALVESGGGLVAPGGSLTLSCAASGTGSIFSINLMGWYRQAPGKQRELVARITSGDSTVYADS
VKGRFTISRDNSKNTLYLOMNSLRPEDTAVYYCNLLLRSSPGATTPYWGQGTLVTVSS (SEQ 1D
MNO:3T)

sdCDR1 GTGSIFSINLMG (SEQ 1D NO:38)

sdCDR2 RITSGDSTVYADSVKG (SEQ ID NO:39)
sdCDR3 LLRSSPGATTPY (SEQ 1D NO:4D0)

aEpCAM h23

QVALVESGGGLVAQPGGSLTLSCVISGSFSALWAMRWYRQAPGOORELVASSRGGTTSYADSY
KGRFTISRDNSKNTLYLQMNSLRPEDTAVYYCNAIDGHLAYWGQGTLVTVSS (SEQ 1D NO:41)

sdCDR1 GSESALWAMR (SEQ ID NO:42)

sdCDR2 SSRGGTTSYADSVKG (SEQ 1D NO:43)
sdCORI IDGHLAY (SECQH 1D NO:44)

aHSA half-life extension domain

EVOLVESGGGLVAPGNSLRLSCAASGFTFSKFGMSWVRQAPGKGLEWVSSISGSGRDTLYAES
VKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSSQGTLVTVSS (SEQ ID NO-45)

sdCDR1 GFTESKEGMS (SEQ ID NO:48)
sdCDR2 SISGSGRDTLYAESVKG (SEQ ID NO:47)
sdCDR3 GGSLSV (SEQ ID NO:48)

EVOQLVESGGGLYAPGNSLRLSCAASGETESKFGMSWYVROAPGKGLEWWVSSISGSGRDTLYAES
VEKGRFTISRDMNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSSOGTLVTVSS/HHHHHH (SEQ 1D
NO:142)
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Figura 5D

Dominios aCD3 scFv

aCD3 V.

QTVWIQEPSLTVSPGGTVTLTCASSTGAVTSGNYPNWWQQKPGQAPRGLIGGTKFLVPGTPARF
SGSLLGGKAALTLSGVOPEDEAEYYCTLWYSNRWVFGGGTKLTVL (SEQ ID NO:49)

aVLCDR1 ASSTGAVTSGNYPN (SEQ |D NO:50)
aVlsdCDRZ GTKFELVP (SEQ 1D NO:51)
aVilsdCDR3 TLWYSNRWY (SEQ 1D NO:52)

aCD3 Vi

OTVWTQERPSLTVSPGGTVTLTCGSSTGAVTSGNYPN'WVOOKPGOAPRGLIGDYKDDDDKGTRA
RFSGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL (SEQ 1D NO:53)

WLCDR1 GSSTGAVTSGNYPN (SECH ID NO:54)
iVLsdCDR2Z DYKDDDDK (SEQ 1D NO:55)
iVLsdCDR3 VLWYSNRWYV (SEQ ID NO:56)

aCD3 Viiz

OTWWTQERPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVOOKPGOAPRGLIGGTKDDARPGTRFAR
FSGSLLGGKRAALTLSGVOPEDEAEYYCVLWYSNRWVFGGGTELTVL (SEQ ID NO:5T)

WLCDR1 GSSTGAVTSGNYPN (SEQ ID NO:58)
iVLsdCDR2Z GTKDDAP (SEQ 1D NO:59)
VLsdCDR32 VLWYSNRWYV (SEQ 1D NO:60)

aCD3 Vy

EVOLVESGGGLVQPGGSLKLSCAASGFTFNKYAINWVR QAPGKGLEWY
DQVKDRFTISRDDSKNTAY LQMNNLKTEDTAVYYCVRHANFGNSYISYWAYWGQGTLVTVSS
(SEQ ID NO'61)

aVHCDR1 GETENKYAIN (SEQ ID NO:62)
aVHsdCDR2Z RIRSKYNNYATYYADQVKD (SEQ 1D NO:63)

aVHsdCDR3 HANFGNSYISYWAY (SEQ 1D NO:84)
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Figura 5E

Dominios aCD3 scFv - Continuacién

aCD3 Vi

EVOLVESGGGLVAPGGSLELSCAASGFTENKY AMNWWRQAPGKGLEWVARIRSKYDYKDDDD
KADSVKDRFTISRODSKNTAYLOMMNNLEKTEDTAVYYCVRHGNEGNSYISYWAYWGQGTLVYTVSES
(SEQ ID NO:65) -

WHsdCDR1 GFTENKYAMN (SEQ 1D NO.BS)
NWHsdCDRZ RIRSKYDYKDDDDKADSVKD (SECQH ID NOBT)
WHedCDR3 HGNFGNSYISYWAY (SEQ 1D NO:E8)

aCD3 Vuiz

EVALVESGGGLYQPGGSLKLSCAASGFTENKHAMNVWWRQAPGKGLEWVARIRSKYNNYATAY
ADSVKDRFTISRDDSKNTAYLAMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVSS
(SEQ ID NO:69)

WHsACDR1 GETENKHAMN (SEQ ID NO.70)
WHsdCDR2 RIRSKYNNYATAYADSVKD (SEQ ID NO:71)
WHsdCDR3 HGNFGNSYISYWAY (SEQ 1D NO:72)

Enlazadores aCD3 scFv

Normal/No escindible

GEGGSGGEESGEGEGES (SEQ 1D NO:T3)

Restringida
GGGSGEGEGES (SEQ ID NO:T4)
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Figura 5F

Enlazadores escindibles (Sitio de reconocimiento en negritas, sitio de escisién - 1)
MMP 2/9

GPAG/MKGL (SEQ ID NO:75)

SGGPGPAG/IMKGLPGS (SEQ ID NO:78)

SCGGGPGPAG/MKGLPGGS (SEQ ID NOTT)

Meprina A/B
GGGEGKKLAMDMEPEGGGS (SEQ ID NOTB)
KKLA/DEPE (SEQ ID NO:79)

Meprina A/B (Variante, alta eficiencia)

GGGKFLA/DEPEGG (SEQ ID NO:80)
Catepsina S. K, L
SCGGGARLQISAAPGGGS (SEQ ID NO:81)
ARLQ/SAAP (SEQ ID NO:82)

Meprina/Granzima B
SGGGGVYADSLEDGGGGS (SEQ ID NO:G3)
GVYADSLEDG (SEQ ID NO:84)
Matriptasa/uPA (MS)
GGGSLSGR/ISDNHGGGS (SEQ ID NO:B5)
GLSGR/SDNHG (SEQ ID NO:86)

Matriptasa (MV)

SGGGSFTRIQARVVGGGS (SEQ ID NO:BT)

SFTR/IQARWV (SEQ ID NC:B8)
Catepsina S/IMMP9/Meprina A

ARLQ/SAAPAGILKGA (SEQ 1D NO:BS)

MMP9 (Variante, alta eficiencia)
GGPGPAG/IMHGLPG (SEQ 1D NOC:90)

MMP9 (Variante, baja eficiencia)

GGPGPAGIMEGLPG (SEQ ID NO:91)
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Figura 5G

Enlazadores escindibles (Sitio de reconocimiento en negritas, sitio de escisidn - 1) - continuacién

Trombina 1l

GGGGLVPR/GSLGGGGS (SEQ ID NO:92)
Trombina 2

SSGGGMPR/ISFRGGGS (SEQ ID NO:93)
Enteroguinasa/bandera

GGGGDYKDDDDK/GGGS (SEQ 1D NO:94)

KLK7-6

SGGGQNPY/SAGRGGGS (SEQ ID NO:95)

KLK7-13

SGGGQNPY/SAGGGSGG (SEQ ID NO:96)

KLK7-11

SGGGRNVY/SAGGGSGG (SEQ ID NO:97)

KLK7-10

SGGGANTW/SAGKGGGS (SEQ ID NO:98)

uPA

GGGSHTGRISAYFGGGS (SEQ 1D NO:99)

MMPS-2

SGGPGPAG/LKGAPGS (SEQ ID NO:184)




13/105

Figura 6A
Proteasa Secuencia de dominio de escision Seq id no:
MMP7 KRALGLPG 100
MMP7 (DE3RPLALWRS(DR)s 101
MMPO PR{S/THLANS/T) 102
MMPY LEATA 103
MNP GGAANLVRGG 104
MMP 14 SGRIGFLRTA 105
MMP PLGLAG 106
MMP PLGLAX 107
MMP PLGC(ME)AG 108
MMP ESPAYYTA 109
MMP RLOLKL 110
MMP RLOQLKAC 111
MMP2, MMPO, MMP14 EP{CITYG(HOF)YL 112
Urokinase plasminogen activator (upa) SGRSA 113
Activador de uroquinasa plasminégeno (upa) DAFK 114
Activador de uroquinasa plasminégeno (upa) | GGGRR 115
Enzima lisosomal GFLG 116
Enzima lisosomal ALAL 117
Enzima lisosomal FK 118
Catepsina B NLL 119
Catepsina D PIC(ET)FF 120
Catepsina K GGPRGLPG 121
Antigeno especifico de préstata HSSKLOQ 122
Antigeno especifico de préstata HSSKLOL 123
Antigeno especifico de prostata HSSKL‘QEDA 124
Proteasa de virus de herpes simple LYLASSSFGY 125
Proteasa Hiv GVSONYPIVG 126
Proteasa Cmv GVVQASCRLA 127
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Figura 6B
Proteasa Secuencia de dominio de escisién | Seq id no:
Trombina F(PIP)RS 128
Trombina DPRSFL 129
Trombina PPRSFL 130
Caspasa-3 DEVD 131
Caspasa-3 DEVDP 132
Caspasa-3 KGSGDVEG 133
Enzima aue convierte Interleucina 18 GWEHDG 134
Enteroquinasa EDDDDEKA 135
Fap KOQEQNPGST 136
Kalikreina 2 GKAFRR 137
Plasmina DAFK 138
Plasmina DVLK 139
Plasmina DAFK 140
Superior ALLLALL 141
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Unién de Pro6 digerido con EK a OVCAR-8,
detectado con A488-cyCD3::Flag::hFC

~e- B1 (0.05% EK)
20000+ -&- C1 (0.005% EK)
—& D1 (0.0005% EK)
¥ E1 (0% EK)

OvCar8

83—
0.01 0.01 1 10 100 1000

c o
Figura 7A

Unién de Pro7 digerido con EK a OVCAR-8,
detectado con A488-cyCD3::Flag::hFC

~- B1 (0.05% EK)
20000- -®- C1 (0.005% EK)
—
_ - E1 (0% EK)
*10000-
G_
0.01 0.01 1 10 100 1000
¢ (nM)

Figura 7B
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Unién de Pro6+7 digerido con EK a OVCAR-8,
detectado con A488-cyCD3::Flag::hFC

-8~ B1 (0.05% EK)
20000 e % C1 (0.005% EK)
—&— D1 (0.0005% EK)
_ g - [1 (0% EK)
=
10000
D_ T T T T
0.01 0.01 1 10 100 1000
¢ (nM)
Figura 7C

Fla
[EGFRT—{ W]~ VU_]His6 prog—£cF* co3™

a

Fi
Wi o v —EGrrz) Pro7-E£GFlow CD3-

i Escisién de EK

|EGFREI VH I_F|:|g

| WL I‘“‘“““‘"EGFEZ I His§  Acoplador de células T activas

Figura 7D



Viabilidad de células objetivo

Viabilidad de células objetivo
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2x1007+
6

2x1007

-8 0.005% EK
- 0.0005% EK
== No EK
1x10074
-%¥-— Regulador de pH
5x1006+

ﬂ I i I I T L
-15 -14 -13 =12 -11 -10 -9 -8 -7
Log COBRA Conc. (M)

Figura 8A
2x1007+
ro/

2x1007- —- 0.005% EK
-~ 0,0005% EK
~&— No EK

1x10074
-J== Regulador de pH

5x1006-

ﬂ T T T L
-5 -4 -1 -2 -1 -0 -9 -8 -7

Log COBRA Conc. (M)
Figura 8B



Viabilidad de células objetivo

2x10074

2x1007

1x1007

5x1006
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Pro6 + Pro7

0 T T T T I
-5 -14 -1 -12 -11 -10 -9 -8

Log COBRA Conc. (M)

Figura 8C

Flag

[CD3 VLi}-2-{CD3 VH}—— EGFR |

Fla

9
[EGFR }——CD3 VL }-c-{CD3 VHi]

Escision de EK

[CD3 VH }—— EGFR |

[EGFR }——{CD3 VL]

Figura 8D

-8~ 0.005% EK
-8 0.0005% EK

=d= No EK

-3~ Regulador de pH
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Unién 6+7 a rhEGFR
detectado con b-CD3E::flag::hFC, Sav-HRP

1.5
=@~ Escision
® =il Sin escision
1.0+ _
0.5
o J—— ﬂ—/
0.1 1 10 100 1000
¢{nM)
Figura 10A
Unién 649 a rhEGFR
detectado con b-CD3E::flag::hFC, Sav-HRP
1.5
=#= Escision
- == Sin escision
1.0 B
uls_
ﬂ T T T 1
0.1 1 10 100 1000

¢(nM)
Figura 10B
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Unién 6+26 a rhEGFR
detectado con b-CD3E::flag::hFC, Sav-HRP

1.59

-@- Escision
== Sin escision
1.04
0.5+
| S—n——s a3
1 ] T 1
0.1 1 10 100 1000
c(nM)
Figura 10C
Unién 6+27 a rhEGFR
detectado con b-CD3E::flag::hFC, Sav-HRP
1.9+ o
=@ Escision
~l- Sin escision
1.0
0.5
{] T T T 1
0.1 1 10 100 1000

c(nM)

Figura 10D
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Detectado con b-CD3E::flag::hFC, Sav-HRP

1.5
1.0
0.5
ML ————a—
0.1 i 10 100 1000
c(nM)
Figura 10E
Uniéon 7+25 a rhEGFR
detectado con b-CD3E::flag::hFC, Sav-HRP
1.5
1.0
0.5
0 I 1 I |
0.1 1 10 100 1000

¢(nM)
Figura 10F

-@— Cscision

=l Sin escision

—&@— Escision

-~ Sin escisién
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COBRA pre-escindido en células OvCARB

1X10 07_ TDCC COBRAs pre-escindido OvCARB
- 20+31(EK)
~=- 39+40(MMP9)
—k— 41+42(Meprina)
~— 43+44(ST14)
> 5x1006 ~#- 45+46(Trombina)

® Regulador de pH

G I 1 E T I T |
-16 -15 -14 -13 -12 -11 -10 -9 -8 -7 -6

Log de concentracion (M)
Figura 12A

COBRA pre-escindido en células HCVT116
TDCC COBRASs pre-escindido HCT116

- 20+31(EK)

~&~ 39+40(MMP9)

—&— 41447 (Meprina)

¥ 43+44(ST14)

- 45+ 4B (Trombina)
® Regulador de pH

1%1007.

U

|
* 5x1006.]

0 T T T T T T J T
-16 =15 -14 -13 -12 -11 -10 -9 -8 -7 -6

Log de concentracion (M)

Figura 12B
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COBRA pre-escindido en células LoVo

4X1 u{}ﬁ_ TDCC COBRASs pre-escindido LoVo
-8 20+31(EK)
~8- 39+40(MMPY)
—i— 41+42(Meprina)
~¥- 43+44(5T14)
3 2x10 06 —&— 45+46(Trombina)
[n =

# Regulador de pH

{.‘l‘ T I T T T : o
-16 -15 -14 -13 -12 -11 -10 -9 -8 -7 -6

Log de concentracion (M)

Figura 12C
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MMP9
Pri49(hemi_COBRA) | aEGFR |—{ aCD3 VL}-<= aCD3 VHi|— aHSA |

O >—

EGFR ECD

Anti-idiotipo
Dosificada 0.5 mg/kg
Dosis Unica IV

Ratones NSG

Figura 13A

100
] - EGFR/MMPS Hemi-COBRA

= | ~@- EGFR/ No escindible  Hemi=COBRA
z 104
£ 3
c ]
9 ]
x
8 -
3 1

041: T T T T

Tiempo  (Hrs)

Figura 13B
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MMPs a 1nM
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Figura 61A
Formato 2
Pra186 — EGFR2/MMPS (aEGFR),
Pra225 - hF7/MMP9 (aB7H3)
Pro226 — hF12/MMPS (aB7H3)
Pro233 - hEGFR2/MMPS (aEGFR)
Pro311 — h77.2/IMMPS (aFOLR1)
Pro312 — h59.3/MMPS (aFOLR1)
Pro313 — h22 4/MMPS (aFOLR1)
Prod495 — hF7 MMP9 Vii2 + Vhi2 (aB7H3)

Formato 2 - heterélogo

Pro246 — hEGFR1/hEGFR2 MMP9 (aEGFR)
Pro254 — hEGFR2/WEGFR1 MMP9 (aEGFR)
Pro255 — hEGFR2/h13 MMP9 (aE GFR/aEpCAM)
Pro256 — h13/hEGFR2 MMP9 (aEpCAM/aEGFR)
Pro420 — h77.2/hEGFR2 MMPS (aFOLR1/aEGFR)
Pro421 — hREGFR2/h77.2 MMP9 (aEGFR/aFOLR1)
Pro432 - h13/hEGFR1 MMPS (aEpCAM/aEGFR)
Pro479 — hE7/hF12 MMP9 (aB7H3)

Pro480 — hF12/hF7 MMP9 (aB7H3)

Hemis de direccionamiento doble (Formato 3)

Pro448 — h77.2/hEGFR2 MMP$2 VH (aFOLR1/aEGFR)
Pro449 — hEGFR2/h77.2 MMPS VH (aEGFR/aFOLR1)
Prod50 — h77.2/hEGFR2 MMPS VL (aFOLR1/aEGFR)
Prod51 — hEGFR2/h77.2 MMPS VL (aEGFR/aFOLR1)
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Figura 61B

Formato 1
Pro140 - EGFR2 MMPS (aEGFR)
Pro140b — EGFR2 Meprin (aEGFR)

Formato 2 - Variantes del enlazador escindible

Pro187 — EGFR2/Meprin (aEGFR)
Pro221 — EGFR2/KLK7-6 (aEGFR)
Pro222 — EGFR2/KLK7-13 (aEGFR)
Pro223 — EGFR2/KLK7-11 (aEGFR)
Pro224 — EGFR2/KLK7-10 (aEGFR)
Pro393 - EGFR2/S9 (aEGFR)
Pro394 — EGFR2/ST14MV (aEGFR)
Pro395 — EGFR2/CathS (aEGFR)
Pro396 — EGFR2/MMP9v (2aEGFR)
Prod429 — EGFR2/Meprin/GranzymeB (aEGFR)
Pro430 — EGFR2/MMP9-2 (aEGFR)
Pro431 — EGFR2/ST14MS (aEGFR)

Formato 4

Pro258 - hEGFR2 MMPS (aEGFR)
Pro356 — hEGFR1 MMP9 (aEGFR)
Pro359 = hF7 MMPS (aB7H3)
Pro388 — h77.2 MMP9 (aFOLR1)
Pro364 - h59.3 MMPS (aFOLR1)
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Figura 62A

Pro140 (Formato 1)

QVKLEESGGGSVATGGSLRLTCAASGRTSREYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLOMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQG
TOVTVSS/IGGGSGGGS/EVOLVESGGGLYQPGGSLKLSCAASGFTENKYAINVWRQAP GK
GLEWVARIRSKYNNYATYYADQVKDRFTISRDDSKMNTAYLOMMNLKTEDTAVYYCVRHAN
FGNSYISYWAYWGQGTLYTVSS/GPAGMKGLIQTVWTQEPSLTVSPGGTVTLTCASSTGA
VTSGNYPNWWQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAE
YYCTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVKLEESGGGSVQTGGSLRLTCAASGR
TSRSYGMGWFRQAPGKEREFVSGISWRGDSTGYADSVKGRF TISRDNAKNTVDLQMNSL
KPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGTQVTVSS/SGGLGPAGMKGLPGS/QTVV
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQKPGQAPRGLIGDYKDDDDKGTRPA
RFSGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVQ
LVESGGGLVQPGGSLKLSCAASGETENKYAMNVWROAPGKGLEWVARIRSKYDYKDDD
DKADSVKDRFTISRDDSKNTAYLQOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGT
LVTVSS/GGGGSGGGS/EVALVESGGGLVAPGNSLRLSCAASGFTFSKFGMSWWROAPG
KGLEWVSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLS
VSSQGTLVTVSS (SEQ ID NO:143)

Pro140b Formato 1

QVKLEESGGGSVQTGGSLRLTCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLOMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQG
TAVTVSS/IGGGSGGGS/EVALVESGGGLYQPGGSLKLSCAASGETENKYAINVWVRQAP GK
GLEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHAN
FGNSYISYWAYWGQGTLVTVSS/KKLADEPE/QTVVTQEPSLTVSPGGTVTLTCASSTGAV
TSGNYPNWVQOKP GQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGYQPEDEAEY
YCTLWYSNRWVF GGGTKLTVL/GGGSGGGS/QVKLEE SGGGSVQTGGSLRLTCAASGRT
SRSYGMGWFROAPGKEREFVSGISWRGDSTGYADSVKGRF TISRDNAKNTVDLOMNSLK
PEDTAIYYCAAAAGSAWYGTLYEYDYWGQGTQVTVSS/GGGSKKLADEPEGGGS/IQTWT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNVWQQKPGQAPRGLIGDYKDDDDKGTPAR
FSGSLLGGKAALTLSGVOPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVAL
VESGGGLVQPGGSLKLSCAASGFTENKYAMNWVRQAPGKGLEVWARIRSKYDYKDDDD
KADSVKDRF TISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNEGNSYISYWAYWGQGTL
VTVSS/GGGGSGGGS/EVOLVESGGGLVOPGNSLRLSCAASGFTFSKFGMSWVRQAPGK
GLEVWWSSISGSGRDTLYAESVKGRF TISRDNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSV
SSQGTLVTVSS (SEQ ID NO!144)
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Figura 62B

Pro186 Formato 2

QVKLEESGGGSVQTGGSLRLTCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLQMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQG
TQVTVSS/GGGSGGGS/EVOLVESGGGLVQPGGSLKLSCAASGETENKYAINVWWRQAPGK
GLEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVREHAN
FGNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTVVTQEPSLTVSPGGTVTLTCASSTGA
VTSGNYPNWVQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAE
YYCTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVKLEESGGGSVATGGSLRLTCAASGR
TSRSYGMGWFROAPGKEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNTVDLOMNSEL
KPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGTQVTVSS/SGGPGPAGMKGLPGS/IQTVV
TQEPSLTVSPGGTVTLTCGSSTGAVISGNYPNWVQQKPGQAPRGLIGDYKDDDDKGTPA
RFSGSLLGGKAALTLSGVOPEDEAEYY CVLWYSNRWVFGGGTKLTVL/GGGSGGEES/EVQO
LVESGGGLVQPGGSLKLSCAASGETENKYAMNVWRQAPGKGLEWVARIRSKYDYKDDD
DKADSVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGT
LVTVSS/GGGGSGGGS/EVALVESGGGLVOPGNSLRLSCAASGFTFSKEGMSVWRQAPG
KGLEVWWSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLS
VSSQGTLVTVSS (SEQ ID NO:145) -

Pro187 Formato 2

QVKLEESGGGSVATGGSLRLTCAASGRTSRSY GMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTYDLOMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQG
TQVTVSS/GGGSGGGS/EVOLVESGGGLVAPGGSLKLSCAASGFTENKYAINWVRQAPGK
GLEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTE DTAVYYCVRHAN
FGNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTVVTQEPSLTVSPGGTVTLTCASSTGA
VTSGNYPNWVQQKPGOAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAE
YYCTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVKLEESGGGSVQTGGSLRLTCAASGR
TSRSYGMGWFROAPGKEREFVSGISWRGDSTGYADSVKGRF TISRDNAKNTVDLOMNSL
KPEDTANY CAAAAGSAWYGTLYEYDYWGOQGTOVTVSS/IGGGESKKLADEPEGGGS/QTVY
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQOKPGQAPRGLIGDYKDDDDKGTPA
RFSGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVQ
LVESGGGLVQPGGSLKLSCAASGFTENKYAMNVWRQAPGKGLEVWVARIRSKYDYKDDD
DKADSVKDRF TISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGT
LVTVSS/GGGGSGGGS/EVALVESGGGLVOP GNSLRLSCAASGFTFSKFGMSVWWRQAPG
KGLEVWVSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLS
VSSQGTLVTVSS (SEQ ID NO:146)
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Figura 62C

Pro225 (enlazador FL aB7H3 hF7 MMP9) Formato 2

QVOLQESGGGLVOPGGSLRLSCAPSRRTEHTYHMGWFROAPGKEREFVAVINWSGGST
VYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGGATTORATEASYDYWGQG
TLVTVSS/GGGSGGGS/EVOLVESGGGLVQPGGSLKLSCAASGFTFNKYAINWVRQAPGK
GLEVWWARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCGVRHAN
FGNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTVWTQEPSLTVSPGGTVTLTCASSTGA
VTSGNYPNWVQAKPGOAPRGLIGGTKFLVP GTPARFSGSLLGGKAALTLSGVQPEDEAEY
YCTLWYSNRVWWFGGGTKLTVL/GGGSGGGS/QVOLOESGGGLVOPGGSLRLSCAPSRRT
FHTYHMGWFROAPGKEREFVAVINWS GGSTVYADSVKGRFTISRDNSKNTLYLQMNSLR
AEDTAVYYCAAGGATTQRATEASYDYWGQGTLVTVSS/SGGPGPAGMKGLPGS/QTWT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQKPGQAPRGLIGDYKDDDDKGTPAR
FSGSLLGGKAALTLSGVQPEDEAEYYCVLWY SNRVWEFGGGTKLTVL/GGGSGGGS/EVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNVWVRQAPGKGLEWVARIRSKYDYKDDDDK
ADSVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVT
VSSIGGGGSGGGS/EVALVESGGGLVAPGNSLRLSCAASGFTFSKFGMSWWROAPGKGL
EWVSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSVSS
QGTLVTVSS/HHHHHH (SEQ 1D NO:147)

Pro226 (enlazador FL aB7H3 hF12 MMP9) Formato 2

QVOLOESGGGLVOPGGSLRLSCEASPRTFSTYSMAWFRQAPGKERSFVAAINWSGGNTS
YADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAAGGVLAHHNYEYDYWGQGTLVT
VSS/GGGSGGGS/EVOLVESGGGLVAPGGSLKLSCAASGFTENKYAINWVRQAPGKGLEW
VARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHANFGNS
YISYWAYWGQGTLVTVSS/GGGSGGGS/OTVWTQEPSLTVSPGGTVTLTCASSTGAVTSG
NYPNVWVQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYYCTL
WYSNRWVFGGGTKLTVL/GGGSGGGS/QVALQESGGGLVQPGGSLRLSCEASPRTFSTY
SMAWFRQAPGKERSFVAAINWSGGNTSYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTA
VYYCAAGGVLAHHNYEYDYWGQGTLVTVSS/SGGPGPAGMKGLPGS/QTVWTQEPSLTV
SPGGTVTLTCGSSTGAVTSGNYPNWWOQKPGQAPRGLIGDYKDDDDKGTPARFSGSLLG
GKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVQLVESGGGL
VOPGGSLKLSCAASGFTFNKYAMNVWROAPGKGLEWVARIRSKYDYKDDDDKADSVKDR
FTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNEGNSYISYWAYWGQGTLVTVSS/GGG
GSGGGS/EVOLVESGGGLVQPGNSLRLSCAASGF TFSKFGMSWVRQAPGKGLEWVSSIS
GSGRDTLYAESVKGRFTISRDNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSVSSQGTLVTV
SS/HHHHHH (SEQ 1D NO:148)
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Figura 62D

Pro233 (Pro186 humanizado) Formato 2

QVKLVESGGGVVRPGGSLTLSCAASGRTSRSY GMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNSLYLOMNSLRAEDTALYYCAAAAGSAWYGTLYEYDYWGQG
TLVTVSS/GGGSGGGS/EVALVESGGGLVAPGGSLKLSCAASGFTENKYAINWVRQAPGK
GLEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHAN
FGNSYISYWAYWGQGTLVTVSS/GGGSGGGS/ATVVTAEPSLTVSPGGTVTLTCASSTGA
VTSGNYPNVWQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEY
YCTLWYSNRWVF GGG TKLTVL/GGGSGGGS/OVKLVESGGGVVRPGGSLTLSCAASGRT
SRSYGMGWFRQAPGKEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNSLYLQMNSLR
AEDTALYYCAAAAGSAWYGTLYEYDYWGQGTLVTVSS/SGGPGPAGMKGLPGS/QTWT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQKPGOAPRGLIGDYKDDDDKGTPAR
FSGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWWFGGGTKLTVLIGGGSGGGS/EVAL
VESGGGLVOPGGSLKLSCAASGFTENKYAMNWVRQAPGKGLEWVARIRSKYDYKDDDDK
ADSVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVT
VSS/GGGGSGGGES/EVOLVESGGGLVAPGNSLRLSCAASGF TFSKFGMSVWWRQAPGKGL
EWVSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSS
QGTLVTVSS/HHHHHH (SEQ ID NO:1489)

Pro311 (enlazador FL aFOLR1 h77.2 MMP9) Formato 2

QVQLVESGGGLVOPGGSLRLSCAASGFTVSNSVMAWYRQTPGNEREFVAINSIGITNYAD
SVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYVCNRNFDRIYWGQGTLVTVSS/GGGSGG
GS/EVQLVESGGGLVQPGGSLKLSCAASGFTFNKYAINVWWRQAPGKGLEWVARIRSKYNN
YATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHANFGNSYISYWAYWGQ
GTLVTVSS/GGGSGGGS/QTVVTQEPSLTVSPGGTVTLTCASSTGAVTSGNYPNWVQQKP
GQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVOPEDEAEYYCTLWYSNRVWWFGG
GTKLTVL/GGGSGGGS/QVOLVE SGGGLVAPGGSLRLSCAASGETVSNSYMAWYRQTPG
NEREFVAIINSIGITNYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYVGNRNFDRIYW
GQGTLVTVSS/SGGPGPAGMKGLPGS/QTWTQEPSLTVSPGGTVTLTCGSSTGAVTSGN
YPNWVQQKPGQAPRGLIGDYKDDDDKGTPARFSGSLLGGKAALTLSGVOPEDEAEYYCV
LWYSNRWVFGGGTKLTVL/GGGSGGGS/EVOLVESGGGLVOPGGSLKLSCAASGFTFNKY
AMNVWVRQAPGKGLEWVARIRSKYDYKDDDDKADSVKDRFTISRDDSKNTAYLOMNNLKT
EDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVSS/GGGGSGGGS/EVALVESGGGLVQ
PGNSLRLSCAASGFTFSKFGMSVWWROAPGKGLEVWWSSISGSGRDTLYAESVKGRETISRD
NAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSSQGTLVTVSS/HHHHHH (SEQ ID NO:150)
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Pro312 (enlazador FL aFOLR1 h59.3 MMP9)

QVQLVESGGGLVOPGGSLRLSCAAPGNTFSISAMGWYRQAPGKQREVWAVTHSDYSTN
YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCKHYGIDYWGQGTLVTVSS/GGGS
GGGS/EVQLVESGGGLVQPGGSLKLSCAASGF TFNKYAINVWWRQAPGKGLEWVARIRSKY
NNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHANFGNSYISYWAYW
GQGTLVTVSS/GGGSGGGS/QTVVTQEPSLTVSPGGTVTLTCASSTGAVTSGNYPNWWQQ
KPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYYCTLWYSNRVWF
GGGTKLTVL/GGGSGGGS/QVOLVESGGGLVAPGGSLRLSCAAPGNTFSISAMGWYRQA
PGKQREWVAVTHSDYSTNYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCKHYGI
DYWGQGTLVTVSS/SGGPGPAGMKGLPGS/QTVVTQEPSLTVSPGGTVTLTCGSSTGAVT
SGNYPNWVQQKPGQAPRGLIGDYKDDDDKGTPARFSGSLLGGKAALTLSGVQPEDEAEY
YCVLWYSNRVWWE GGG TKLTVLIGGGSGGGS/EVOLVESGGGLYOPGGSLKLSCAASGETF
NKYAMNWVROAPGKGLEVWVARIRSKYDYKDDDDKADSVKDRFTISRDDSKNTAYLQMNN
LKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVSS/GGGGSGGGS/EVALVESGGGL
VOPGNSLRLSCAASGFTFSKFGMSWVRQAPGKGLEVWSSISGSGRDTLYAESVKGRFTIS
RDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSSQGTLVTVSS/HHHHHH (SEQ ID
NO:151)

Pro313 (enlazador FL aFOLR1 h22.4 MMP9) formato 2

QVQLVESGGGLVQPGGSLRLSCEASGTTFSRDVMGWYRQAPGKQRELVAIISRGGSTNY
ADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCNANTATWGRVFWGQGTLVTVSS/G
GGSGGGS/EVALVESGGGLVAPGGSLKLSCAASGFTFNKYAINVWWRQAPGKGLEWVARIR
SKYNNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHANFGNSYISYW
AYWGQGTLVTVSS/GGGSGGGS/QTVWTQEPSLTVSPGGTVTLTCASSTGAVTSGNYPNW
VQOKPGOAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVOPEDEAEYYCTLWYSNR
VWVFGGGTKLTVL/GGGSGGGS/QVALVESGGGLVAPGGSLRLSCEASGTTFSRDVMGWY
ROAPGKQRELVAIISRGGSTNYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCNAN
TATWGRVFWGQGTLVTVSS/SGGPGPAGMKGLPGS/QTVVTQEPSLTVSPGGTVTLTCG
SSTGAVTSGNYPNWVQQKPGQAPRGLIGDYKDDDDKGTPARFSGSLLGGKAALTLSGVQ
PEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVOLVESGGGLVQPGGSLKLS
CAASGFTFNKYAMNWVRQAPGKGLEWVARIRSKYDYKDDDDKADSVKDRFTISRDDSKN
TAYLOMNNLKTEDTAVYY CVRHGNFGNSYISYWAYWGQGTLVTVES/GGGGESGGGES/EY
QLVESGGGLVOPGNSLRLSCAASGFTFSKFGMSVWWROAPGKGLEWVSSISGSGRDTLYA
ESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLEVSSQGTLVTVSS/HHHHHH
(SEQ ID NO-152)



90/105

Figura 62F

Pro246 (FL haEGFR1/haEGFR2 heter6logo COBRA con enlazador MMP9)

EVQLVESGGGLVQPGGSLRLSCAASGRTFSSYAMGWIFRQAPGKEREFVVAINWSSGSTY
YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGYQINSGNYNFKDYEYDYWGQ
GTLVTVSS/GGGSGGGS/FVOLVESGGGLVAPGGSLKLSCAASGFTFNKYAINVWROAPG

KGLEVWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHA

NFGNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTVWTQEPSLTVSPGGTVTLTCASSTG

AVTSGNYPNWVQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAAL TLSGVQPEDEAE
YYCTLWYSNRWVFGGGTKLTVL/GGGSGGGS/OVKLVESGGGVVRPGGSLTLSCAASGR

TSRSYGMGWFRQAPGKEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNSLYLQMNSL

RAEDTALYYCAAAAGSAWY GTLYEYDYWGQGTLVTVSS/SGGPGPAGMKGLPGS/QTVV

TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNVYWQQKPGQAPRGLIGDYKDDDDKGTPA

RFSGSLLGGKAALTLSGVQPEDEAEYYCVLWY SNRWVFGGGTKLTVL/GGGSGGGS/EVQ
LVESGGGLVOPGGSLKLSCAASGFTFNKYAMNVWRQAPGKGLEVWVARIRSKYDYKDDDD
KADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLY
TVSS/GGGGSGGGS/EVOLVESGGGLVAPGNSLRLSCAASGFTF SKFGMSVWRQAPGKG

LEWVSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSVSS
QGTLVTVSS/HHHHHH (SEQ 1D NO:153)

Pro256 (FL haEpCAM VIB13/haEGFR1 heter6logo COBRA enlazador MMP9)

QVQLVESGGGLVQPGGSLTLSCAASGTGSIFSINLMGWYRQAPGKQRELVARITSGDSTV
YADSVKGRFTISRDNSKNTLYLQMNSLRPEDTAVYYCNLLLRSSPGATTPYWGQGTLVTV
SS/GGGSGGGS/EVALVESGGGLVAPGGSLKLSCAASGF TENKYAINWVROAPGKGLEWY
ARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLAMNNLKTEDTAVYYCVRHANFGNSYI
SYWAYWGQGTLVTVSS/GGGSGGGS/OTVVTAEPSLTVSPGGTVTLTCASSTGAVTSGNY
PNWVQQOKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYYCTLWY
SNRWVFGGGTKLTVL/GGGSGGGS/QVKLVESGGGVVRPGGSLTLSCAASGRTSRSYGM
GWFROAPGKEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNSLYLOMNSLRAEDTALY
YCAAAAGSAWYGTLYEYDYWGQGTLVTVSS/SGGPGPAGMKGLPGS/QTVWTQEPSLTV
SPGGTVTLTCGSSTGAVTSGNYPNVWWOOKPGOAPRGLIGDYKDDDDKGTPARFSGSLLG
GKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLIGGGSGGGS/EVALVESGGGL
VOPGGSLKLSCAASGFTENKY AMNWYVROAPGKGLEVWWARIRSKYDYKDDDDKADSVKDR
FTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVSS/GGG
GSGGGS/EVOLVESGGGLVOPGNSLRLSCAASGFTFSKFGMSWVROAPGKGLEWSSIS
GSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSSQGTLVTV
SS/HHHHHH (SEQ ID NO:154)
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Figura 62G

Pro420 (FL aFOLR1 h77.2/haEGFR1 heter6logo COBRA enlazador MMP9)

QVQLVESGGGLVOPGGSLRLSCAASGFTVSNSYMAWYRQTPGNEREFVAIINSIGITNYAD
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYVCNRNEDRIYWGQGTLVTVS S/GGGSGG
GS/EVQLVESGGGLVAPGGSLKLSCAASGFTFNKYAINWVROAPGKGLEWVARIRSKYNN
YATYYADQVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHANFGNSYISYWAYWGQ
GTLVTVSS/GGGSGGGS/QTVVTQEPSLTVSPGGTVTLTCASS TGAVTSGNYPNVWAQQKP
GQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYYCTLWYSNRWEFGG
GTKLTVL/GGGSGGGS/QVKLVE SGGGVWRPGGSLTLSCAASGRTSRSYGMGWFRQAPG
KEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNSLYLOMNSLRAEDTALYYCAAAAGS
AWYGTLYEYDYWGQGTLVTVSS/SGGPGPAGMKGLPGS/IQTVVTQEPSLTVSPGGTVTLT
CGSSTGAVTSGNYPNWVQQKPGQAPRGLIGDYKDDDDKGTPARFSGSLLGGKAALTLSG
VOPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVALVESGGGLVAPGGSLK
LSCAASGFTFNKYAMNYWVRQAPGKGLEWVARIRSKYDYKDDDDKADSVKDRFTISRDDS
KNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVSS/GGGGSGGGS/
EVOLVESGGGLVQPGNSLRLSCAASGFTFSKFGMSWVRQAPGKGLEWVSSISGSGRDTL
YAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSSQGTLVTVSS/HHHHH
H (SEQ ID NO:155)

Pro421 (FL haEGFR1/aFOLR1 h77.2 heter6logo COBRA enlazador MMP9)

QVKLVESGGGVVRPGGSLTLSCAASGRTSRSYGMGWFROAPGKEREFVSGISWRGDST
GYADSVKGRFTISRONAKNSLYLOMNSLRAEDTALYYCAAAAGSAWYGTLYEYDYWGQG
TLVTVSS/GGGSGGGS/EVOLVESGGGLVAPGGSLKLSCAASGF TENKYAINVWWRQAPGK
GLEVWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLEKTED TAVYY CVRHAN
FGNSYISYWAYWGQGTLVTVSS/GGGSGGEES/QTVVTOQEPSLTVSPGGTVTLTCASSTGA
VTSGNYPNWVOOKPGOAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQFEDEAEY
YCTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVOLVESGGGLVAPGGSLRLSCAASGFT
VSNSVMAWYRQTPGNEREFVAIINSIGITNYADSVKGRFTISRDNSKNTLYLQMNSLRAEDT
AVYVCNRNFDRIYWGQGTLVTVSS/SGGPGPAGMKGLPGS/IQTWTQEPSLTVSPGGTVT
LTCGSSTGAVTSGNYPNYWOQOKPGQAPRGLIGDYKDDDDKGTPARFSGSLLGGKAALTL
SGVOPEDEAEYYCVLWYSNRWVEGGGTKLTVL/GGGSGGGS/EVALVESGGGLVAPGGS
LEKLSCAASGFTFNEY AMNWYROAPGKGLEWVARIRSKYDYKDDDDKADSVKDRFTISRDD
SKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGRQGTLVTVSS/GGEGESGGEES
EVOLVESGGGLVOPGNSLRLSCAASGFTFSKFGMSWVROQAPGKGLEWVSSISGSGROTL
YAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSSQGTLVTVSS/HHHHH
H (SEQ ID NO:156)
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Figura 62H

Pro393 (enlazador Pro186 S9)

QVKLEESGGGSVQTGGSLRLTCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLQMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGT
QVTVSS/GGESGGGS/EVOLVESGGGLYQPGGSLKLSCAASGF TENKYAINVWRQAPGKG
LEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHANF
GNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTVWTQEPSLTVSPGGTVTLTCASSTGAV
TSGNYPNWVQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYY
CTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVKLEESGGGSVATGGSLRLTCAASGRTS
RSYGMGWFRQAPGKEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNTVDLOMNSLKP
EDTAIYYCAAAAGSAWYGTLYEYDYWGQGTQVTVSS/GARLQSAAPAGLKGAG/QTWT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQOKPGQAPRGLIGDYKDDDDKGTPAR
FSGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRVWWFGGGTKLTVL/GGGSGGGS/EVQL
VESGGGLVQPGGSLKLSCAASGFTFNKYAMNVWRQAPGKGLEWVARIRSKYDYKDDDDK
ADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVT
VSSIGGGGSGGGS/EVOLVESGGGLVOPGNSLRLSCAASGFTFSKFGMSWVRQAPGKGL
EWVSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSVSS
QGTLVTVSS/HHHHHH (SEQ 1D NO:157)

Pro394 (enlazador Pro186 ST14(MV)

QVKLEESGGGSVATGGSLRLTCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLOMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGT
QVTVSS/GGGESGEES/EVALVESGGGLVAPGGSLKLSCAASGF TFNKY AINWWRQAPGKG
LEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHANF
GNSYISYWAYWGQGTLVTVSS/GGGSGGEGS/QTVWTQEPSLTVSPGGTVTLTCASSTGAV
TSGNYPNWVQQKPGOAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYY
CTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVKLEESGGGSVOQTGGSLRLTCAASGRTS
RSYGMGWFROAPGKEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNTVDLOMNSLKP
EDTAIYYCAAAAGSAWY GTLYEYDYWGQGTQVTVSES/GGGSFTRQARVVGGGS/QTWT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQKPGQAPRGLIGDYKDDDDKGTPAR
FSGSLLGGKAALTLSGVQAPEDEAEYYCVLWYSNRVWFGGGTKLTVL/GGGSGGGS/EVOL
VESGGGLVAPGGSLKLSCAASGFTEFNKY AMNVWRQAPGKGLEWVARIRSKYDYKDDDDK
ADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVT
VSS/IGGGGSCGGGS/EVALVESGGGLVAOPGNSLRLSCAASGF TFSKFGMSWVROAPGKGL
EWVSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSS
QGTLVTVSS/HHHHHH (SEQ 1D NO:158)
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Pro395 (enlazador Pro186 CatS)

QVKLEESGGGSVQTGGSLRLTCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRONAKNTVDLOMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGT
QVTVSS/GGGSGGGS/EVOLVESGGGLVAPGGSLKLSCAASGF TFNKYAINWVRQAPGKG
LEVWWARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTE DTAVYYCVRHANF
GNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTVWTQEPSLTVSPGGTVTLTCASSTGAV
TSGNYPNVWQQKPGOAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYY
CTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVKLEESGGGSVATGGSLRLTCAASGRTS
RSYGMGWFRQAPGKEREFVSGISWRGDS TGYADSVKGRFTISRDNAKNTVDLQMNSLKP
EDTAIYYCAAAAGSAWYGTLYEYDYWGQGTQVTVSS/GGGSARLQSAAPGGGS/OTVVT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNVWWQQKPGOAPRGLIGDYKDDDDKGTPAR
FSGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL/IGGGSGGGS/EVOL
VESGGGLVQPGGSLKLSCAASGFTFNKY AMNWVRQAPGKGLEWVARIRSKYDYKDDDDK
ADSVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVT
VSS/GGGGSGGGS/EVOLVESGGGLVAPGNSLRLSCAASGFTFSKFGMSVWRQAPGKGL
EVWWSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSVSS
QGTLVTVSS/HHHHHH (SEQ ID NO:159)

Pro396 (enlazador Pro186 MMP9v)

QVKLEESGGGSVQTGGSLRLTCAASGRTSRSYGMGWFROAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLOMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGT
QVTVSS/GGGSGGGS/EVOLVESGGGLVOPGGSLKLSCAASGF TFNKYAINWYROAPGKG
LEVWWARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHANF
GNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTVWTAEPSLTVSPGGTVTLTCASSTGAVY
TSGNYPNVWQOKPGOAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYY
CTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVKLEESGGGSVATGGSLRLTCAASGRTS
RSYGMGWFRQAPGKEREFVSGISWRGDS TGYADSVKGRFTISRDNAKNTVDLOMNSLKP
EDTAIYYCAAAAGSAWYGTLYEYDYWGQGTQVTVSS/GSGGPGPAGMHGLPGGS/IQTW
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNVWWQQKPGQAPRGLIGDYKDDDDKGTPA
RFSGSLLGGKAALTLSGVOPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVQ
LVESGGGLVQPGGSLKLSCAASGFTENKYAMNYWRQAPGKGLEWVARIRSKYDYKDDDD
KADSVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLY
TVSS/GGGGSGGGS/EVOLVESGGGLVAPGNSLRLSCAASGF TFSKFGMSVWRQAPGKG
LEVWSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSVSS
QGTLVTVSS/HHHHHH (SEQ ID NO:160)
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Pro429 (enlazador Pro186 Meprina/granzimaB)

QVKLEESGGGSVATGGSLRLTCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLQMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGT
QVTVSS/GGGSGGGS/EVALVESGGGLVAPGGSLKLSCAASGFTFNKYAINVWRQAPGKG
LEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHANF
GNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTVWTQEPSLTVSPGGTVTLTCASSTGAV
TSGNYPNVWQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYY
CTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVKLEESGGGSVATGGSLRLTCAASGRTS
RSYGMGWFRQAPGKEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNTVDLOMNSLKP
EDTAIYYCAAAAGSAWY GTLYEYDYWGQGTQVTVSS/SGGGVYADSLEDGGGS/QTVVTQ
EPSLTVSPGGTVTLTCGSSTGAVTSGNYPNVWQQKPGQAPRGLIGDYKDDDDKGTPARF
SGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVALY
ESGGGLVQPGGSLKLSCAASGFTFNKYAMNWYRQAPGKGLEWVARIRSKYDYKDDDDKA
DSVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTV
SS/IGGGGSGGGS/EVOLVESGGGLVQPGNSLRLSCAASGFTFSKFGMSWVRQAPGKGLE
VWSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSVSSQ
GTLVTVSS/HHHHHH (SEQ ID NO:161)

Pro430 (enlazador Pro186 MMP9-2)

QVKLEESGGGSVATGGSLRLTCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLOMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGT
QVTVSS/GGGSGGGS/EVALVESGGGLVAPGGSLKLSCAASGFTENKYAINVWRQAPGKG
LEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHANF
GNSYISYWAYWGQGTLVTVSS/IGGGSGGGS/QTVWTQEPSLTVSPGGTVTLTCASSTGAY
TSGNYPNVWQQKPGOAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYY
CTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVKLEESGGGSVATGGSLRLTCAASGRTS
RSYGMGWFRQAPGKEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNTVDLQMNSLKP
EDTAIYYCAAAAGSAWYGTLYEYDYWGQGTQVTVSS/SGGPGPAGLKGAPGS/QTWTQE
PSLTVSPGGTVTLTCGSSTGAVTS GNYPNWVQQKPGQAPRGLIGDYKDDDDKGTPARFS
GSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVQLVE
SGGGLVAPGGSLKLSCAASGFTFNKYAMNWYRQAP GKGLEWVARIRSKYDYKDDDDKA
DSVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTV
SS/IGGGGSGGGS/EVQLVESGGGLVQPGNSLRLSCAASGFTFSKFGMSWVRQAPGKGLE
VWSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSVSSQ
GTLVTVSS/HHHHHH (SEQ ID NO:162)
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Figura 62K

Pro431 (enlazador Pro186 ST14(MS)

QVKLEESGGGSVATGGSLRLTCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLOMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGT
QVTVSS/GGGSGGGS/EVOLVESGGGLVAPGGSLKLSCAASGFTENKYAINVWROAPGKG
LEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHANF
GNSYISYWAYWGQGTLVTVSS/GGGSGGGES/ATVWTQEPSLTVSPGGTVTLTCASSTGAV
TSGNYPNWVQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYY
CTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVKLEESGGGSVATGGSLRLTCAASGRTS
RSYGMGWFRQAPGKEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNTVDLQMNSLKP
EDTAIYYCAAAAGSAWYGTLYEYDYWGQGTAVTVSS/GGGSLSGRSONHGGGS/QTVT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWYQQKPGQAPRGLIGDYKDDDDKGTPAR
FSGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL/IGGGSGGGS/EVAL
VESGGGLVQPGGSLKLSCAASGF TFNKYAMNWVROAPGKGLEWVARIRSKYDYKDDDDK
ADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVT
VSS/GGGGSGGGS/EVALVESGGGLVAPGNSLRLSCAASGFTFSKFGMSWVRQAPGKGL
EWVSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSS
QGTLVTVSS/HHHHHH (SEQ ID NO:163)

Pro258 (Pro186 con un dominio aEGFR sencillo y un dominio aHSA central)

QVKLVESGGGVVRPGGSLTLSCAASGRTSRSYGMGWFROAPGKEREFVSGISWRGDST
GYADSVKGRFTISRONAKNSLYLOMNSLRAEDTALYYCAAAAGSAWYGTLYEYDYWGQG
TLVTVSS/GEGSGEGS/EVALVESGEGLVAPGGSLKLSCAASGF TENKYAINWVROAPGK
GLEVWARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHAN
FGNSYISYWAYWGOGTLVTVSS/GEGSGGES/QTVW TOEPSLTVSPGGTVTLTCASSTGA
VTSGNYPNWWOOKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVOPEDEAEY
YCTLWYSNRWVFGGGTKLTVL/SGGPGPAGMKGLPGS/EVOLVESGGGLVOPGNSLRLS
CAASGFTFSKFGMSWYROAPGKGLEWVSSISGSGRDTLYAESVKGRFTISRDNAKTTLYL
OMNSLRPEDTAVYYCTIGGSLSVSSQGTLVTVSS/GGGGSGGGS/OTVVTQEPSLTVSPG
GTVTLTCGSSTGAVTSGNYPNWVQQKPGOAPRGLIGDYKDDDDKGTPARFSGSLLGGKA
ALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVOLVESGGGLVAP
GGSLKLSCAASGFTENKYAMNVWYR QAPGKGLEVWARIRSKYDYKDDDDKADSVKDRFTIS
RDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVSS/HHHHHH
(SEQ ID NO:164)
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Figura 62L

Pro221

QVKLEESGGGSVOTGGSLRLTCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLOMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGT
QVTVSS/GGGSGGGS/EVALVESGGGLYAPGGSLKLSCAASGFTEFNKYAINWVRQAPGKG
LEVWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHANF
GNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTWTQEPSLTVSPGGTVTLTCASSTGAV
TSGNYPNVWQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYY
CTLWYSNRWVFGGGTKLTVL/GGGSGGGS/OVKLEESGGGSVATGGSLRLTCAASGRTS
RSYGMGWFROAPGKEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNTVDLOMNSLKP
EDTAIYYCAAAAGSAWYGTLYEYDYWGQGTAVTVSS/SGGGANPYSAGRGGGS/QTVWT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWYQQKPGQAPRGLIGDYKDDDDKGTPAR
FSGSLLGGKAALTLSGVOPEDEAEYYCVLWY SNRWVFGGGTKLTVL/GGGSGGGS/EVAL
VESGGGLVOPGGSLKLSCAASGF TFNKY AMNVWROAPGKGLEWVARIRSKYDYKDDDDK
ADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVT
VSS/IGGGGSGGGS/EVALVESGGGLVAPGNSLRLSCAASGFTFSKFGMSWVRQAPGKGL
EVWSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSS
QGTLVTVSS/HHHHHH (SEQ ID NO:165)

Pro2z2

QVKLEESGGGSVQTGGSLRLTCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLOMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGT
QVTVSS/GGGSGGGS/EVOLVESGGGLVAPGGSLKLSCAASGFTFNKYAINVWRQAPGKG
LEVWWARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHANE
GNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTVWTQEPSLTVSPGGTVTLTCASSTGAV
TSGNYPNVWOQOKPGQAPRGLIGGTKELVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYY
CTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVKLEESGGGSVATGGSLRLTCAASGRTS
RSYGMGWFROAPGKEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNTVDLOMNSLKP
EDTAIYYCAAAAGSAWYGTLYEYDYWGQGTQVTVSS/SGGGANPYSAGGGSGG/QTWT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWYQQKPGOAPRGLIGDYKDDDDKGTPAR
FSGSLLGGKAALTLSGVQOPEDEAEYYCVLWY SNRVWIFGGGTKLTVLIGGGSGGGS/EVAL
VESGGGLVOPGGSLKLSCAASGFTFNKY AMNVWROAPGKGLEWVARIRSKYDYKDDDDK
ADSVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVT
VSSIGGGGSGGGS/EVALVESGGGLVAOPGNSLRLSCAASGFTFSKFGMSYWRQAPGKGL
EVWSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSS
QGTLVTVSS/HHHHHH (SEQ 1D NO-166)
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Figura 62M

Pro223

QVKLEESGGGSVQTGGSLRLTCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLOMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGT
QVTVSS/GGGSGGGS/EVOLVESGGGLYAPGGSLKLSCAASGFTFNKYAINWVRQAPGKG
LEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHANF
GNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTWTQEPSLTVSPGGTVTLTCASSTGAV
TSGNYPNVWQOKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYY
CTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVKLEESGGGSVQTGGSLRLTCAASGRTS
RSYGMGWFRQAPGKEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNTVDLQMNSLKP
EDTAIYYCAAAAGSAWYGTLYEYDYWGQGTQVTVSS/SGGGRNVYSAGGGSGG/QTVWT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQKPGQAPRGLIGDYKDDDDKGTPAR
FSGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVU/GGGSGGGS/EVAL
VESGGGLVAPGGSLKLSCAASGF TENKYAMNYWRQAPGKGLEWVARIRSKYDYKDDDDK
ADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVT
VSS/GGGGSGGGS/EVALVESGGGLVOPGNSLRLSCAAS GFTFSKFGMS WVRQAPGKGL
EVWSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSS
QGTLVTVSS/HHHHHH (SEQ ID NO:167)

Pro224

QVKLEESGGGSVQTGGSLRLTCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLQMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGT
QVTVSS/GGGSGGGS/EVALVESGGGLYAPGGSLKLSCAASGFTENKYAINVWWRQAPGKG
LEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHANF
GNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTWTQEPSLTVSPGGTVTLTCASSTGAV
TSGNYPNWVQQKPGQAPRGLIGGTKFLVPGTPARFS GSLLGGKAALTLSGVOPEDEAEYY
CTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVKLEESGGGSVOTGGSLRLTCAASGRTS
RSYGMGWFRQAPGKEREFVSGISWRGDSTGYADSVKGRFTISRDNAKNTVDLOMNSLKP
EDTAIYYCAAAAGSAWYGTLYEYDYWGQGTQVTVSS/SGGGANTWSAGKGGGS/QTWT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQKPGQAPRGLIGDYKDDDDKGTPAR
FSGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVAL
VESGGGLVAPGGSLKLSCAASGFTFNKYAMNWVRQAPGKGLEWVARIRSKYDYKDDDDK
ADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVT
VSS/GGGGSGGGS/EVALVESGGGLYQPGNSLRLSCAASGFTFSKFGMSWVRQAPGKGL
EVWSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSVSS
QGTLVTVSS/HHHHHH (SEQ ID NO:168)
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Figura 62N

Pro254

QVKLVESGGGVVRPGGSLTLSCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST

GYADSVKGRFTISRDNAKNSLYLOMNSLRAEDTALYYCAAAAGSAWYGTLYEYDYWGQG

TLVTVSS/GGGSGGGS/EVALVESGGGLVOPGGSLKLSCAASGETENKYAINWVRQAPGK

GLEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHAN

FGNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTVW TQEPSLTVSPGGTVTLTCASSTGA

VTSGNYPNWVQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEY
YCTLWYSNRVWWIFGGGTKLTVL/GGGSGGGS/EVOLVESGGGLVAPGGSLRLSCAASGRT

FSSYAMGWFRQAPGKEREFVVAINWSSGSTYYADSVKGRFTISRDNSKNTLYLOMNSLRA
EDTAVYYCAAGYQINSGNYNFKDYEYDYWGQGTLVTVSS/SGGPGPAGMKGLPGSIQTW
TQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNVWWQQKPGOAPRGLIGDYKDDDDKGTPA

RFSGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVQ
LVESGGGLVQPGGSLKLSCAASGFTFNKYAMNVWVRQAPGKGLEWVARIRSKYDYKDDDD
KADSVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLV
TVSS/GGGGSGGGS/EVOLVESGGGLYQPGNSLRLSCAASGF TFSKFGMSWVRQAPGKG
LEWVSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSS
QGTLVTVSS/HHHHHH (SEQ ID NO:160)

Pro255

QVKLVESGGGVVRPGGSLTLSCAASGRTSRSYGMGWFROAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNSLYLOMNSLRAEDTALYYCAAAAGSAWYGTLYEYDYWGQG

TLVTVSS/GGGSGGGS/EVOLVESGGGLVOPGGSLKLSCAASGF TFNKYAINWVROQAPGK

GLEWVARIRSKYNNYATYYADQVKDRF TISRDDSKNTAYLQMNNLKTEDTAVYYCVRHAN

FGNSYISYWAYWGQGTLVTVSS/GGGSGGGS/OTVVTQEPSLTVSPGGTVTILTCASSTGA

VTSGNYPNWVQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEY
YCTLWYSNRWVEGGGTKLTVL/GGGSGGGS/QVOLVESGGGLVQPGGSLTLSCAASGTG

SIFSINLMGWYRQAPGKQRELVARITSGDSTVYADSVKGRFTISRDNSKNTLYLOMNSLRP

EDTAVYYCNLLLRSSPGATTPYWGQGTLVTVSS/SGGPGPAGMKGLPGS/QTVVTQEPSL

TVSPGGTVTLTCGSSTGAVTSGNYPNWVQQKPGQAPRGLIGDYKDDDDKGTPARFSGSL
LGGKAALTLSGVQPEDEAEYYCVLWY SNRWVFGGGTKLTVL/GGGSGGGS/EVALVESGG
GLVOPGGSLKLSCAASGFTFNKYAMNWROAPGKGLEWVARIRSKYDYKDDDDKADSVK
DRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVSS/G

GGGSGGGS/EVALVESGGGLVOPGNSLRLSCAASGFTFSKFGMSWVROQAPGKGLEWS

SISGSGRDTLYAESVKGRFTISRDNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSVSSQGTLY
TVSS/HHHHHH (SEQ 1D NO:170)



99/105

Figura 620

Pro262

QVKLEESGGGSVQTGGSLRLTCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNTVDLOMNSLKPEDTAIYYCAAAAGSAWYGTLYEYDYWGQGT
QVTVSS/GGGSGGGS/EVALVESGGGLVOPGGSLKLSCAASGF TENKYAINWWRQAPGKG
LEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHANF
GNSYISYWAYWGQGTLVTVSS/GGGGSGGGGSGGEGS/QTVVTQEPSLTVSPGGTVTLT
CASSTGAVTSGNYPNWVQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQ
PEDEAEYYCTLWYSNRVWWEGGGTKLTVL/IGGGSGGGS/QVKLEESGGGSVATGGSLRLT
CAASGRTSRSYGMGWFRQAPGKEREFVSGISWRGDSTGYADSVKGRF TISRDNAKNTVD
LOMNSLKPEDTAIYYCAAAAGSAWY GTLYEYDYWGQGTQVTVSS/SGGPGPAGMKGLPG
SIATWTQEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNYWOQKPGAAPRGLIGDYKDDDD
KGTPARFSGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWWFGGGTKLTVL/GGGSGG
GS/EVOLVESGGGLVOPGGSLKLSCAASGFTFNKYAMNWYRQAPGKGLEWVARIRSKYD
YKDDDDKADSVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCYRHGNFGNSYISYWAYW
GOGTLVTVSS/GGGGSGGGS/EVALVESGGGLVOPGNSLRLSCAASGFTFSKFGMSWVR
QAP GKGLEWVSSISGSGROTLYAESVKGRFTISEDNAKTTLYLOMNSLRPEDTAVYYCTIG
GSLSVSSQGTLVTVSS/HHHHHH (SEQ 1D NO:171)

Pro3586

EVQLVESGGGLVAPGGSLRLSCAASGRTFSSYAMGWFROAPGKEREFVWAINWSSGSTY
YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGYQINSGNYNFKDYEYDYWGQ
GTLVTVSS/GGGSGGGS/EVALVESGGGLVAPGGSLKLSCAASGF TENKYAINWVROAPG
KGLEWVARIRSKYNNYATYYADOVKDRFTISRODSKNTAYLOMNNLKTEDTAVYYCVRHA
NFGNSYISYWAYWGQGTLVTVSS/GGGSGGGS/OTVWTQEPSLTVSPGGTVTLTCASSTG
AVTSGNYPNWVQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLS GVOPEDEAE
YYCTLWYSNRWVFGGGTKLTVL/SGGPGPAGMKGLPGS/EVALVESGGGLVOP GNSLRL
SCAASGFTFSKFGMSVWWRQAPGKGLEWVSSISGSGRDTLYAESVKGRFTISRDNAKTTLY
LQMNSLRPEDTAVYYCTIGGSLSVSSQGTLVTVSS/GGGGSGGGS/QTVVTQEPSLTVSPG
GTVTLTCGSSTGAVTSGNYPNYWOQKPGOAPRGLIGDYKDDDDKGTPARFSGSLLGGKA
ALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVLIGGGSGGGS/EVALVESGGGLVQP
GGSLKLSCAASGFTENKY AMNWYROQAPGKGLEVWWARIRSKYDYKDDDDKADSVKDRFTIS
RDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSY ISYWAYWGQGTLVTVSS/HHHHHH
(SEQ ID NO:172)
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Figura 62P

Pro359

QVQLQESGGGLVOPGGSLRLSCAPSRRTFHTYHMGWFRQAPGKE REFVAVINWSGGST
VYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAAGGATTQRATEASYDYWGQG
TLVTVSS/GGGSGGGS/EVALVESGGGLVOPGGSLKLSCAASGEFTENKYAINVWWRQAPGK
GLEVWWARIRSKYNNYATYYADQVKDRF TISRDDSKNTAYLQMNNLKTEDTAVYYCVRHAN
FGNSYISYWAYWGQGTLVTVSS/GEGGSGGGS/QTVWTOEPSLTVSPGGTVTLTCASSTGA
VTSGNYPNWVQQKPGOAPRGLIGGTKFLVPGTPARFSGSLLGGKAAL TLSGVQPEDEAEY
YCTLWYSNRVWFGGGTKLTVLISGGPGPAGMKGLPGS/EVOLVESGGGLVOPGNSLRLS
CAASGF TFSKFGMSVWRQAPGKGLEWVSSISGSGRDTLYAESVKGRFTISRDNAKTTLYL
QMNSLRPEDTAVYYCTIGGSLSVSSQGTLVTVSS/GGGGSGGGS/QTVVTQEPSLTVSPG
GTVTLTCGSSTGAVTSGNYPNWVYQQOKPGOAPRGLIGDYKDDDDKGTPARFSGSLLGGKA
ALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVOLVESGGGLVQP
GGSLKLSCAASGF TFNKYAMNWYROAPGKGLEVWWARIRSKYDYKDDDDKADSVKDRFTIS
RDDSKNTAYLOMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVSS/HHHHHH
(SEQ ID NO:173)

Pro364

OVOLVESGGGLVYQPGGSLRLSCAAPGNTFSISAMGWYRQAPGKOREVWANVTHSDYSTN
YADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYCKHYGIDYWGQGTLVTVSS/GGGS
GGGS/EVOLVESGGGLVQAPGGELKLSCAAS GFTFNKY AINWVR QAPGKGLEVWARIRSKY
MNYATYYADOQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHANFGNSYISYWAYW
GOGTLVTVSS/IGEESEEES/ A TVVTOEPSLTVEPGGTVTLTCASSTGAVTSGNYPNWYQO
KPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYY CTLWYSNRVWWFE
GGGTKLTVL/SGGPGPAGMKGLPGSEVOLVESGGGLYOP GNSLRLSCAASGFTFSKFGM
SWWVROAPGKGLEVWWSSISGSGROTLYAESVKGRFTISRDNAKTTLY LOMNSLRPED TAVY
YCTIGGELSVESQGTLVTVES/GGGEGSGEES/OTVWTOEPSLTVSPGGTVTLTCGSETGAY
TSGMNYPNWVQOKPGOAPRGLIGDYKDDDDKGTPARFSGSLLGGKAALTLSGVQPEDEAE
YYCVLWYSNRWVFGGGTHLTVLIGGGSGGGSEVOLVESGGGLVIPGGELKLSCAASGF
TENKY AMNWVROAPGKGLEWVARIRSKYDYKDDDDKADSVKDRFTISRDDSKNTAYLOM
NNLKTEDTAVYYCVRHGNFGNSYISYWAYWGOGTLYTVSS/HHHHHH (SEQ 1D NO:174)
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Figura 62Q

Pro3gs

QVOLVESGGGLVQPGGSLRLSCAASGFTVSNSYMAWYRQTPGNEREFVAIINSIGITNYAD
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYVCNRNFDRIYWGQGTLVTVSS/GGGSGG
GS/EVOLVESGGGLVOPGGSLKLSCAASGFTRNEY AINWWVR QAPGKGLEWVARIRSKYNN
YATYYADOYKDRFTISRDDSKNTAY LOMNNLKTEDTAVYY CVRHANFGNSYISYWAYWGQ
GTLVTVSS/GGGSGGGS/QTVVTQEPSLTVSPGGTVTLTCASSTGAVTSGNYPNWYQQOKP
GOAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVAPEDEAEYYCTLWY SNRVWWFGG
GTKLTVL/ISGGPGPAGMKGLPGS/EVQLVESGGGLVQPGNSLRLSCAASGFTFSKFGMSW
VROAPGKGLEWVSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCT
IGGSLSVSSAGTLVTVSS/IGEGGSGGES/QTVWTOEPSLTVSPGGTVTLTCGSSTGAVTSG
NYPNWVQQOKPGQAPRGLIGDYKDDDDKGTPARFSGSLLGGKAALTLSGVQPEDEAEYYC
VLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVOLVESGGGLVAPGGSLKLSCAASGFTFNK
YAMNWVRQAPGKGLEVWARIRSKYDYKDDDDKADSVKDRF TISRDDSKNTAYLOMNNLK
TEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVSS/HHHHHH (SEQ ID NO:175)
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Figura 62R

Prod32

QVOLVESGGGLVQPGGSLTLSCAASGTGSIFSINLMGWYRQAPGKQRELVARITSGDSTV
YADSVKGRFTISRDNSKNTLYLQMNSLRPEDTAVYYCNLLLRSSPGATTPYWGQGTLVTV
SS/GGGSGGGS/EVALVESGGGLVAPGGSLKLSCAASGF TFNKYAINVWWRQAPGKGLEW
ARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHANFGNSY]
SYWAYWGQGTLVTVSS/GGGSGGGS/QTVWTQEPSLTVSPGGTVTLTCASSTGAVTSGNY
PNWAVOOKPGOAPRGLIGGTKFLVPGTPARFSGESLLGGKAALTLSGYOPEDEAEYYCTLVWY
SNRWVFGGGTKLTVL/GGGSGGGS/EVALVESGGGLVOPGGSLRLSCAASGRTFSSYAM
GWFROAPGKEREFVWAINWSSGSTYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVY
YCAAGYQINSGNYNFKDYEYDYWGQGTLVTVSS/SGGPGPAGMKGLPGS/QTVVTQEPSL
TVSPGGTVTLTCGSSTGAVTSGNYPNWVQQKPGOAPRGLIGDYKDDDDKGTPARFSGSL
LGGKAALTLSGVQPEDEAEYYCVLWYSNRWFGGGTKLTVL/GGGSGGGS/EVOLVESGG
GLVQPGGSLKLSCAASGFTFNKYAMNVWRQAPGKGLEWVARIRSKYDYKDDDDKADSVK
DRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVSS/G

VOLVESGGGLVOPGNSLRLSCAASGFTFSKFGMSWVRQAPGKGLEVWS
SISGSGROTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSSQGTLY
TVSS/HHHHHH (SEQ ID NO-1786)

Prod48

QVOLVESGGGLVQPGGSLRLSCAASGF TVSNSVMAWYRQTPGNEREFVAIINSIGITNYAD
SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYVCNRNFDRIYWGQGTLVTVSS/GGGGSG
GGS/QVKLVE SGGGVWRPGGSLTLSCAASGRTSRSYGMGWFRQAPGKEREFVSGISWRG
DSTGYADSVKGRFTISRDNAKNSLYLQMNSLRAEDTALYYCAAAAGSAWYGTLYEYDYW
GQGTLVTVSS/GGGGSGGGS/EVALVESGGGLVAPGGSLKLSCAASGFTFNKYAINWVRQ
APGKGLEWVARIRSKYNNYATYYADQVKDRF TISRDDSKNTAYLQMNNLKTEDTAVYYCV
RHANFGNSYISYWAYWGQGTLVTVSS/SGGPGPAGMKGLPGS/OTVWTQEPSLTVSPGGT
VTLTCGSSTGAVTSGNYPNWVQQKPGQAPRGLIGDYKDDDDKGTPARFSGSLLGGKAAL
TLSGVQPEDEAEYYCVLWYSNRVWWEGGGTKLTVL/GGGGSGGGS/EVOLVESGGGLVQP
GNSLRLSCAASGFTFSKFGMSWVROAPGKGLEWVSSISGSGRDTLYAESVKGRFTISRDN
AKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSSQGTLVTVSS/HHHHHH (SEQ ID NO:177)
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Prod48

QVKLVESGGGVVRPGGSLTLSCAASGRTSRSY GMGWFRQAPGKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNSLYLOMNSLRAEDTALYYCAAMAGSAWYGTLYEYDYWGQG
TLVTVSS/GGGGSGGES/QVOLVESGGGLVAPGGSLRLSCAASGF TVSNSVMAWYRQTE
GNEREFVAIINSIGITNYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYVCNRNFDRIY
WGQGTLVTVSS/GGGGSGGGS/EVOLVESGGGLYQPGGSLKLSCAASGFTFNKYAINWVR
QAPGKGLEVWARIRSKYNNYATY YADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYC
VRHANFGNSYISYWAYWGQGTLVTVSS/SGGPGPAGMKGLPGS/QTVWTQEPSLTVSPG
GTVTLTCGSSTGAVTSGNYPNWVQQKPGOAPRGLIGDYKDDDDKGTPARFSGSLLGGKA
ALTLSGVQPEDEAEYYCVLWYSNRVWWFGGGTKLTVL/GGGGSGGGS/EVALVESGGGLY
QPGNSLRLSCAASGF TESKFGMSWVROAPGKGLEVWS SISGSGRDTLYAESVKGRFTISR
DNAKTTLYLOMNSLRPEDTAVYYC TIGGSLSVSSQGTLVTVSS/HHHHHH (SEQ 1D
NO:178)

Pro450

OVOLVESGGGLVOPGGSLRLSCAASGFTVENSVMAWYROQTPGNEREFVAIINSIGITNYAD
SVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYVCNENFDRIYWGOQGTLVTVSS/GGEGESGE
GGS/QVKLVE SGGGVWRPGGSLTLSCAASGRTSRSYGMGWFROAPGKEREFVSGISWRG
DSTGYADSVEGRFTISRDMNAKNSLYLOMNSLRAEDTALYY CAASAGSAWYGTLYEYDYW
GOGTLVTVSS/IGGEGESGEES/OTVVTOEPSLTVSPGGTVTLTCASSTGAVTSGNYPNWWG
QKPGOAPRGLIGGTKFLYPGTPARFSGSLLGGKAAL TLSGVQPEDEAEYYCTLWYSNRWY
FGGGTKLTVLSGGPGPAGMKGLPGS/EVOLVESGGGLYQPGGSLKLSCAASGF TENKYA
MNWWROAPGKGLEWVARIRSKYDYKDDDDKADSYKDRFTISRODDSKNTAYLOMNNLKTE
DTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVSS/GGGGSGGGS/EVOLVESGGGLVQP
GNSLRLSCAASGFTFSKFGMSWWROAPGKGLEWVSSISGSGRDTLYAESVKGRFTISRDN
AKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSSQGTLVTVSS/HHHHHH (SEQ 1D ND-179)
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Pro4s1

QVKLVESGGGVYVRPGGSLTLSCAASGRTSRSYGMGWFRQAP GKEREFVSGISWRGDST
GYADSVKGRFTISRDNAKNSLYLOMNSLRAEDTALYYCAAAAGSAWY GTLYEYDYWGQG
TLVTVSS/GGGGSGGGS/QVALVESGGGLVAPGGSLRLSCAASGFTVSNSVMAWYRQTP
GNEREFVAIINSIGITNYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYVCNRNFDRIY
WGQGTLVTVSS/GGGGSGGGS/QTVWTQEPSLTVSPGGTVTLTCASSTGAVTSGNYPNW
VQOKPGQOAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYYCTLWYSNR
VWVFGGGTKLTVL/SGGPGPAGMKGLPGS/EVOLVE SGGGLVOPGGSLKLSCAASGFTENK
YAMNVWVRQAPGKGLEWVARIRSKYDYKDDDDKADSVKDRFETISRDDSKNTAYLOMNNLK
TEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVSS/GGGGSGGGS/EVALVESGGGLY
QPGNSLRLSCAASGF TFSKFGMSWVRQAPGKGLEVWWSSISGSGRDTLYAESVKGRFTISR
DNAKTTLYLQMNSLRPEDTAVYYCTIGGSLSVSSQGTLVTVSS/HHHHHH (SEQ ID
NO:180)

Prod479

QVQLOESGGGLVOPGGSLRLSCAPSRRTFHTYHMGWFRQAPGKEREFVAVINWSGGST
VYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAGGATTQRATEASYDYWGQG
TLVTVSS/GGGSGGGS/EVALVESGGGLVAPGGSLKLSCAASGFTENKYAINVWVRQAPGK
GLEWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLOMNNLKTEDTAVYYCVRHAN
FGNSYISYWAYWGQGTLVTVSS/GGGSGGGS/OTVVTQEPSLTVSPGGTVTLTCASSTGA
VTSGNYPNWVQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGYQPEDEAEY
YCTLWYSNRWVFGGGTKLTVL/GGGSGGGS/OVOLOESGGGLVAPGGSLRLSCEASPRT
FSTYSMAWFRQAPGKERSFVAAINWSGGNTSYADSVKGRFTISRDNSKNTLYLOMNSLRA
EDTAVYYCAAGGVLAHHNYEYDYWGQGTLVTVSS/SGGPGPAGMKGLPGS/QTVVTQEP
SLTVSPGGTVTLTCGSSTGAVTSGNYPNWWQQKPGQAPRGLIGDYKDDDDKGTPARFSG
SLLGGKAALTLSGVQPEDEAEYYCVLWY SNRWVFGGGTKLTVLIGGGSGGGS/EVALVES
GGGLVOPGGSLKLSCAASGFTENKYAMNWVRQAPGKGLEWVARIRSKYDYKDDDDKAD
SVKDRFTISRDDSKNTAYLGMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVS
SIGGGGSGGGS/EVALVESGGGLVOPGNSLRLSCAASGFTFSKFGMSWWRQAPGKGLEW
VSSISGSGROTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSSQGT
LVTVSS/HHHHHH (SEQ ID NO:181)
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Pro480

OVOLOESGGGLVOPGGSLRLSCEASPRTFSTYSMAWFROAPGKERSFVAAINWSGGNTS
YADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAAGGVLAHHNYEYDYWGQGTLVT
VSSIGGGSGGGS/EVOLVESGGGLVOPGGSLKLSCAASGFTFNKYAINWVRQAPGKGLEW
VARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHANFGNS
YISYWAYWGQGTLVTVSS/GGGSGGGS/QTVWTAEPSLTVSPGGTVTLTCASSTGAVTSG
NYPNVWWQQKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEYYCTL
WY SNRVWFGGGTKLTVL/GGGSGGGS/AVALQESGGGLVAPGGSLRLSCAPSRRTFHTY
HMGWFRQAPGKEREFVAVINWSGGSTVYADSVKGRFTISRDNSKNTLYLOMNSLRAEDT
AVYYCAAGGATTQRATEASYDYWGQGTLVTVSS/SGGPGPAGMKGLPGS/QTVVTQEPS
LTVSPGGTVTLTCGSSTGAVTSGNYPNWVQOKPGOAPRGLIGDYKDDDDKGTPARFSGS
LLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVALVESG
GGLVQPGGSLKLSCAASGFTFNKYAMNWVRQAPGKGLEWVARIRSKYDYKDDDDKADSV
KDRETISRDDSKNTAYLOMNNLKTEDTAVYYCVRHGNEGNSYISYWAYWGQGTLVTVSS/
GGGGSGGGS/EVALVESGGGLVQPGNSLRLSCAASGFTF SKFGMSWROAPGKGLEWY
SSISGSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSSQGTL
VTVSS/HHHHHH (SEQ ID NO:182)

Prod35

QVQLQESGGGLVOPGGSLRLSCAPSRRTFHTYHMGWFRQAPGKEREFVAVINWSGGST
VYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAAGGATTQRATEASYDYWGQG
TLVTVSS/IGGGSGGGS/EVALVESGGGLVAPGGSLKLSCAASGF TFNKYAINVWWROAPGK
GLEVWVARIRSKYNNYATYYADQVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHAN
FGNSYISYWAYWGQGTLVTVSS/GGGSGGGS/QTVVTQEPSLTVSPGGTVTLTCASSTGA
VTSGNYPNWVQOKPGQAPRGLIGGTKFLVPGTPARFSGSLLGGKAALTLSGVQPEDEAEY
YCTLWYSNRWVFGGGTKLTVL/GGGSGGGS/QVQL QESGGGLVQPGGSLRLSCAPSRRT
FHTYHMGWFRQAPGKEREFVAVINWS GGSTVYADSVKGRFTISRONSKNTLYLQMNSLR
AEDTAVYYCAAGGATTQRATEASYDYWGQGTLVTVSS/SGGPGPAGMKGLPGS/QTWT
QEPSLTVSPGGTVTLTCGSSTGAVTSGNYPNWVQQKPGQAPRGLIGGTKDDAPGTPARF
SGSLLGGKAALTLSGVQPEDEAEYYCVLWYSNRWVFGGGTKLTVL/GGGSGGGS/EVALY
ESGGGLVQPGGSLKLSCAASGFTFNKHAMNWVRQAP GKGLEWVARIRSKYNNYATAYAD
SVKDRFTISRDDSKNTAYLQMNNLKTEDTAVYYCVRHGNFGNSYISYWAYWGQGTLVTVS
SIGGGGSGGGS/EVOLVESGGGLVOPGNSLRLSCAASGFTFSKFGMSYWVRQAPGKGLEW
VSSISGSGRDTLYAESVKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSVSSQGT
LVTVSS/HHHHHH (SEQ ID NO:183)



