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Sipi
“ Expediente No.

-3 13230710

% 13230713
9 14170731

5+ 16079694

[+ NC2016/0004266

Titulo

MOLECULA DE UNION BIESPECIFICA QUE SE UNE A DLL4 Y ANG2

MOLECULAS BIESPECIFICAS QUE COMPRENDEN DOMINIOS VHH DE UNION A VEGF Y
ANG2

FORMULACION FARMACEUTICA QUE COMPRENDE UN ANTICUERPO ANTI-ANG2,
HISTIDINA, POLISORBATO Y SACAROSA

TERAPIA COMBINADA CON UN ANTICUERPO ANTI-ANG2 Y UN AGONISTA DE CD40

Titular

BOEHRINGER INGELHEIM
INTERNATIONAL GMBH

BOEHRINGER INGELHEIM
INTERNATIONAL GMBH

REGENERON
PHARMACEUTICALS, INC.

F. HOFFMANN- LA ROCHE AG

COMPUESTOS QUE COMPRENDEN ANTICUERPOS FUSIONADOS POR DOS ENLAZANTES A

DOS DERIVADOS DE POLIPEPTIDOS DE FRAGMENTOS VARIABLES DE CADENA UNICA QUE

SE UNEN A VEGFR2 Y ANG2

ELI LILLY AND COMPANY

Clasificacién IPC

CO7K 16/18; CO7K 16/22

CO7K 16/22; CO7K 16/26

CO7K 16/22; A61K 39/395; A61K
47/06; A61K 47/26

A61K 39/00; CO7K 16/28; CO7K
16/22; A61K 39/395

CO7K 16/28; CO7K 16/22; CO7K
16/46; A61K 39/395; A61P 35/00

5+ NC2016/0004271 ANTICUERPOS ANG2 ELI LILLY AND COMPANY ABTK 39/395
Ncbi
Database Nr All non-redundant GenBank
SEQ ID: 1

Description sl\:c?:a Jg;i S;J:g vaIIEue Ident Accession
() immunoglobulin heavy chain VRCO1c-HuGL [Homo sapiens 199 199 100% 7e-64 B1% AMT745031
(1) Chain H, Crystal Structure Of An Antigen-Binding Fragment From A Humanized Version Of The An 201 201 100% 2e-63 80% 1T9 H
[J immunoglobulin heavy chain VRC01c-HuGL [Homo sapiens 196 196 100% 8e-63 81% AMT74517.1
[J immunoglobulin heavy chain variable region [Homo sapiens] 196 196 100% 8e-63 82% AOY40319.1
() immunoglobulin heavy chain VRCO1c-HuGL [Homo sapiens 196 196 100% 1e-62 80% AMT74516.1
[0 anti-HIV immunoglobulin variable heavy chain, partial [synthetic construct 195 195 100% 1e-62 81% AMB38727.1
([J immunoglobulin heavy chain variable region [Papio anubis 196 196 100% 2e-62 77% AAL96410.1
() humanized anti-DREG-200 immunoglobulin heavy chain variable region [synthetic construct] 195 195 100% 2e-62 B80% AAF21956.1
Database Nr All non-redundant GenBank
SEQ ID: 3

Description :{:::; ;-;1 S::g vaIIEue Ident Accession

(J anti-rabies virus immunoglobulin light chain variable region [Homo sapiens 187 187 100% 9e-60 85% AAY33461.1
[J Chain L. Crystal Structure Of The Envelope Glycoprotein Ectodomain From Dengue Virus Serotype 190 190 100% 3e-59 84% 3UAJ L
(J Chain L, Crystal Structure Of The Anti-Erbb2 Fab2c4 189 189 100% 3e-59 90% 1L7I L
J anti-rabies virus immunoglobulin light chain variable region [Homo sapiens] 185 185 100% 5e-59 B84% AAY334231
) Chain B, Structure of Pertuzumab Fab with light chain Clambda at 2.16A 188 188 100% 8e-59 90% 4LLU B
(J immunoglobulin light chain variable region [Homo sapiens 185 185 100% 8e-59 85% AMB38586.1
CJ Chain B, Structure Of Myostatin In Complex With Humanized Rk35 Antibody 187 187 100% 2e-58 89% 5F3H B
() Chain B, Crystal structure of Pertuzumab Clambda Fab with variable domain redesign (VRD2)at1. 187 187 100% 3e-58 89% 4LLW B




Database

Protein sequences derived from the Patent division
of GenBank

Entrez terms

ang2 OR ANGPT2 OR "Angiopoietin 2"

SEQ ID:

1

Description

| Sequence 1 from patent US 9695241

Sequence 21 from patent US 9580499

Sequence 2 from patent US 9695241

Sequence 19 from patent US 9580499

Sequence 22 from patent US 9580499

Sequence 38 from patent US 9580499

Sequence 20 from patent US 9580499

Sequence 10 from patent US 9580499

Sequence 11 from patent US 9580499

Sequence 40 from patent US 9580499

Sequence 9 from patent US 9580499

Sequence 12 from patent US 9580499

Sequence 582 from patent US 7973140

Sequence 449 from patent US 7973140

Sequence 497 from patent US 7973140

Sequence 619 from patent US 7973140
Sequence ID: AEK15333.1 Length: 116 Number of Matches: 1

Range 1: 1 to 115 GenPept Graphics

Max ' Total Query E
score score cover value

Ident  Accession
249 249 100% 2e-89 100% AUF05542.1
246 246 100% 3e-88 99% ATK72177.1
265 255 100% 2e-87 100% AUF05543.1
247 247 100% 9e-87 99% ATK72175.1
236 236 100% 2e-84 94% ATK72178.1
2561 377 100% 6e-83 99% ATK72187.1
237 237 100% 7e-83 94% ATK72176.1
250 379 100% 7e-83 99% ATK72166.1
2560 378 100% 8e-83 99% ATK72167.1
250 377 100% 8e-83 99% ATK72189.1
250 376 100% 8e-83 99% ATK72165.1
240 369 100% 8e-79 94% ATK72168.1
190 190 100% 3e-66 80% AEK15296.1
189 189 100% 2e-65 80% AEK15217.1
188 188 100% 3e-65 80% AEK15241.1

Score Expect Method Identities Positives Gaps
173 bits(439) 2e-59 Compositional matrix adjust. 98/121(81%) 102/121(84%) 6/121(4%)

Query 1 QVQLVQSGAEVKKPGASVKVSCKASGYSFTDYNMVWVRQAPGQGLEWMGYIDPYNGGTGY 6@
QVQLVQSGAEVKKPGASVKVSCKASGY+FT Y + WVRQAPGQGLEWMG+I YNG T Y
Sbjct 1 QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYGISWVRQAPGQGLEWMGWISAYNGNTNY 60

Query 61 NQKFEGRVTMTTDTSTSTAYMELRSLRSDDTAVYYCARTRDRYDVWYFDVWGQGTLVTVS 120

QK +GRVTMTTDTSTSTAYMELRSLRSDDTAVYYCAR

Sbjct 61  AQKLQGRVTMTTDTSTSTAYMELRSLRSDDTAVYYCARYSS--

Query 121 S 121
S
Sbjct 115 s 115

FD WGQGTLVTVS
----FDYWGQGTLVTVS 114




Database

Protein sequences derived from the Patent division
of GenBank

Entrez terms

ang2 OR ANGPT2 OR "Angiopoietin 2"

SEQ ID:

3

Description

Sequence 3 from patent US 9695241

Sequence 4 from patent US 9695241

Sequence 23 from patent US 9580499

Sequence 19 from patent US 9580499

Sequence 10 from patent US 9580499

Sequence 9 from patent US 9580499

J Sequence 11 from patent US 9580499

Sequence 40 from patent US 9580499

Sequence 38 from patent US 9580499

Sequence 24 from patent US 9580499

Sequence 20 from patent US 9580499

Sequence 432 from patent US 8987420

Sequence 12 from patent US 9580499

| Sequence 658 from patent US 7973140

Sequence 658 from patent US 7973140

Max Total Query E
score score cover value

Ident  Accession
218 218 100% 1e-77 100% AUF05544.1
222 222 100% 2e-77 100% AUF05545.1
216 216 100% 2e-76 99% ATK72179.1
216 216 100% 2e-74 99% ATK72175.1
217 217 100% 3e-70 99% ATK72166.1
217 217 100% 3e-70 99% ATK72165.1
217 217 100% 3e-70 99% ATK72167.1
216 216 100% 3e-70 99% ATK72189.1
216 216 100% 3e-70 99% ATK72187.1
190 190 100% 2e-66 85% ATK72180.1
190 190 100% 1e-64 85% ATK72176.1
182 182 100% 4e-63 85% AKX43104.1
191 191 100% 1e-60 85% ATK72168.1
181 181 100% 5e-63 84% AEK153721

Sequence ID: AEK15372.1 Length: 108 Number of Matches: 1

Range 1: 1 to 107 GenPept Graphics

Score Expect Method

Identities Positives Gaps

181 bits(460) 5e-63 Compositional matrix adjust. 90/107(84%) 97/107(90%) 0/107(0%)

Query 1 DIQMTQSPSSVSASVGDRVTITCKASQDVYIAVAWYQQKPGKAPKLLIYWASTRDTGVPS 60

DIQMTQSPSSVSASVGDRVTITC+ASQ +

+AWYQQKPGKAPKLLIY AS+ +GVPS

Sbjct 1 DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLLIYAASSLQSGVPS 6@

Query 6l RFSGSGSGTDFTLTISSLQPEDFATYYCHQYSSYPPTFGGGTKVEIK 107
RFSGSGSGTDFTLTISSLQPEDFATYYC Q +5+P TFGGGTKVEIK
Sbjct 61 RFSGSGSGTDFTLTISSLQPEDFATYYCQQANSFPLTFGGGTKVEIK 107




Search Date: Tue Jan 30 10:06:11 UTC 2018

Search ID f0a9842a-0501-4847-8b93-86da3bcf2106

Query ID Description Seq Length Seq Type Worksheet Name
WO_2015_179166_1 121aa peptide WO 2015 179166 1
Patent Number Title Publication Date SEQIDNO | Local % Id

US 2010 0092455 A1l NOVEL ANTI-PROLIFERATION ANTIBODIES 15/04/10 19 85.1%
US 2012 0156191 Al ANTI-JAM-A ANTIBODIES 21/06/12 19 85.1%
US 2013 0303734 Al NOVEL HOMOGENEOUS HUMANIZED ANTIPROLIFERATION ANTIBODIES 14/11/13 12 85.1%
US 8071730 B2 Anti-JAM-A antibodies 06/12/11 19 85.1%
WO_2008 062063 Al NOVEL ANTIPROLIFERATION ANTIBODIES 29/05/08 19 85.1%
JP 2010509931 A 02/04/10 51 85.1%
EP_ 2455403 Al Homogeneous humanized antibodies against JAM-A that inhibit proliferation 23/05/12 12 85.1%
WO_2012 069550 A1l NOVEL HOMOGENEOUS HUMANIZED ANTIPROLIFERATION ANTIBODIES 31/05/12 12 85.1%
CA 2670039 A1 NOVEL ANTIPROLIFERATION ANTIBODIES 29/05/08 19 85.1%
US 2010 0092455 A1l NOVEL ANTI-PROLIFERATION ANTIBODIES 15/04/10 102 85.1%
US 2012 0156191 Al ANTI-JAM-A ANTIBODIES 21/06/12 102 85.1%
US 8071730 B2 Anti-JAM-A antibodies 06/12/11 102 85.1%
WO 2013 148296 Al ANTIBODIES TO BRADYKININ B1 RECEPTOR LIGANDS 03/10/13 24 83.5%
CA_2868353 Al ANTIBODIES TO BRADYKININ B1 RECEPTOR LIGANDS 03/10/13 24 83.5%
US 2013 0303734 Al NOVEL HOMOGENEOUS HUMANIZED ANTIPROLIFERATION ANTIBODIES 14/11/13 10 82.6%
EP 2455403 Al Homogeneous humanized antibodies against JAM-A that inhibit proliferation 23/05/12 10 82.6%
WO 2012 069550 Al NOVEL HOMOGENEOUS HUMANIZED ANTIPROLIFERATION ANTIBODIES 31/05/12 10 82.6%
WO 2013 148296 Al ANTIBODIES TO BRADYKININ B1 RECEPTOR LIGANDS 03/10/13 135 83.5%
CA 2868353 Al ANTIBODIES TO BRADYKININ B1 RECEPTOR LIGANDS 03/10/13 135 83.5%
US 2010 0092455 Al NOVEL ANTI-PROLIFERATION ANTIBODIES 15/04/10 100 83.5%
US 2012 0156191 Al ANTI-JAM-A ANTIBODIES 21/06/12 100 83.5%
US 8071730 B2 Anti-JAM-A antibodies 06/12/11 100 83.5%
US 2009 0234106 A1l ANTI-ACTIVIN A ANTIBODIES AND USES THEREOF 17/09/09 218 82.6%
US 2013 0030159 Al  |ANTI-ACTIVIN A ANTIBODIES AND USES THEREOF 31/01/13 218 82.6%
US 8309082 B2 Anti-activin A antibodies and uses thereof 13/11/12 218 82.6%
JP_2010502740 A 28/01/10 233 82.6%
WO_2008 031061 A2 ANTI-ACTIVIN A ANTIBODIES AND USES THEREOF 13/03/08 218 82.6%
JP_2013107899 A ANTI-ACTIVIN A ANTIBODY AND USE THEREOF 06/06/13 233 82.6%
CA 2661878 Al ANTI-ACTIVIN A ANTIBODIES AND USES THEREOF 13/03/08 218 82.6%
US 2010 0092455 Al NOVEL ANTI-PROLIFERATION ANTIBODIES 15/04/10 101 81.8%
US 2012 0156191 Al  |ANTI-JAM-A ANTIBODIES 21/06/12 101 81.8%
US 8071730 B2 Anti-JAM-A antibodies 06/12/11 101 81.8%
US 2013 0344509 A1l ANTI-HUMAN TROP-2 ANTIBODY HAVING AN ANTITUMOR ACTIVITY IN VIVO 26/12/13 95 82.8%
WO _2013 077458 Al ANTI-HUMAN TROP-2 ANTIBODY EXHIBITING ANTITUMOR ACTIVITY IN VIVO 30/05/13 97 82.8%
CA 2855699 A1l ANTI-HUMAN TROP-2 ANTIBODY HAVING AN ANTITUMOR ACTIVITY IN VIVO 30/05/13 95 82.8%
US 2012 0231006 A1l ANTI-ORAI1 ANTIGEN BINDING PROTEINS AND USES THEREOF 13/09/12 250 82.6%
JP 2013511279 A 04/04/13 263 82.6%
WO 2011 063277 Al ANTI-ORAI1 ANTIGEN BINDING PROTEINS AND USES THEREOF 26/05/11 250 82.6%
CA 2781532 Al ANTI-ORAI1 ANTIGEN BINDING PROTEINS AND USES THEREOF 26/05/11 250 82.6%
WO _ 2013 126810 Al ANTI SEZ6 ANTIBODIES AND METHODS OF USE 29/08/13 173 83.5%
CA 2865415 Al ANTI SEZ6 ANTIBODIES AND METHODS OF USE 29/08/13 173 83.5%
WO _ 2013 032032 Al ANTI-HUMAN XCR1 ANTIBODIES 07/03/13 64 81.8%
CA 2846370 Al ANTI-HUMAN XCR1 ANTIBODIES 07/03/13 64 81.8%
US 2005 0142635 Al Reshaped human antibody to human interleukin-6 receptor 30/06/05 128 81.8%
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Search Date: Tue Jan 30 10:06:11 UTC 2018

Search ID f0a9842a-0501-4847-8b93-86da3bcf2106

US 7479543 B2 Reshaped human antibody to human interleukin-6 receptor 20/01/09 128 81.8%
US_2013 0344509 A1 |ANTI-HUMAN TROP-2 ANTIBODY HAVING AN ANTITUMOR ACTIVITY IN VIVO 26/12/13 81 82.8%
WO 2013 077458 Al ANTI-HUMAN TROP-2 ANTIBODY EXHIBITING ANTITUMOR ACTIVITY IN VIVO 30/05/13 38 82.8%
CA_2855699 A1l ANTI-HUMAN TROP-2 ANTIBODY HAVING AN ANTITUMOR ACTIVITY IN VIVO 30/05/13 81 82.8%
US 2014 0105914 Al HUMANISED ANTI CTLA-4 ANTIBODIES 17/04/14 35 81.%
WO 2012 120125 Al HUMANISED ANTI CTLA-4 ANTIBODIES 13/09/12 35 81.%
KR 20140033013 A HUMANISED ANTI CTLA-4 ANTIBODIES 17/03/14 35 81.%
US 2005 0142635 Al Reshaped human antibody to human interleukin-6 receptor 30/06/05 126 81.8%
US 7479543 B2 Reshaped human antibody to human interleukin-6 receptor 20/01/09 126 81.8%
US_2009_0028877 Al Antibody Composition Specifically Binding to Ganglioside Gm 29/01/09 23 82.6%
PHARMACEUTICAL COMPOSITION COMPRISING ANTIBODY COMPOSITION WHICH
US 2010 0111947 Al SPECIFICALLY BINDS TO GANGLIOSIDE GM2 06/05/10 10 82.6%
GENETICALLY RECOMBINANT ANTIBODY COMPOSITION CAPABLE OF BINDING
US 2011 0236374 A1  |SPECIFICALLY TO GANGLIOSIDE GM2 29/09/11 85 82.6%
WO 2005 035578 Al ANTIBODY COMPOSITION SPECIFICALLY BINDING TO GANGLIOSIDE GM2 21/04/05 31 82.6%
GENETICALLY RECOMBINANT ANTIBODY COMPOSITION CAPABLE OF BINDING
WO_2008_090960 A1l SPECIFICALLY TO GANGLIOSIDE GM2 31/07/08 85 82.6%
DRUG CONTAINING ANTIBODY COMPOSITION SPECIFICALLY BINDING TO
WO 2010 018846 Al GANGLIOSIDE GM2 18/02/10 10 82.6%
CA 2548787 Al ANTIBODY COMPOSITION SPECIFICALLY BINDING TO GANGLIOSIDE GM2 21/04/05 23 82.6%
US_2011 0027268 Al  |ANTI-MESOTHELIN ANTIBODIES AND USES THEREOF 03/02/11 218 80.2%
JP_2011504372 A 10/02/11 304 80.2%
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