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Binding of Antibodies to ErbB3 as Measured by SPR
Ko = Ko/ k,

Affinity
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Cell Binding Assay for Antibodies to MALME-3M cells
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AB #6 1gG2 binding is specific to ErbB3.
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Antibody#6 causes a decrease in total ErbB3 levels in MALME 3M
melanoma cells in vitro measured by ELISA

» = » » » Confrol: total ErbB 3 in 0% serum
in absence of inhibitor
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Ab #6 causes ErbB3 downregulation in melanoma cells in vivo

Total ErbB3 Levels in MALME3M PD Study 24hrs Post Injection
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Ab #86 inhibits proliferation in MALME 3M
melanoma cells measured by Cell Titer Glow assay

------- Control: 0% serum with no Antibody
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Ab #6 inhibits cell proliferation in ADRr (ovarian) cell line

------ Control: 0% serum in absence of Ab#6
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Ab #6 inhibits cell proliferation in ACHN cell line

-------------- Control - 0% serum; without Ab #6
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5.0x10%

Ab #6 log[M]

Fig. 11
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Ab #6 inhibits ErbB3 phosphorylation in ADRr xenografts in vivo
pErbB3 levels in ARDr xenografts

0.12

o
=}
o0

o
o
-]

T,

PBS Control Ab #6 treated
Antibody Treatment

Fig. 12



16/43

Ab #6 1gG2/BTC

IC50 | 8.37e-10 M
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Ab #6 IgG2/BTC

IC50 | 2.488e-009
95% CI | 1.051e-009 to 5.889e-009

Ab #6 1gG2 in NCI-ADRr cells-0% serum
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Ab #6 IgG2/TGFa

IC50 | 4.901e-009
95% CI | 1.965e-009 to 1.222¢-008
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Ab #6 19gG2 Inhibition of phosphoErbB3 in OVCARS5

Ab
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Blocking BTC Binding by Erbitux but not Ab #6
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Ab # 6 VH amino acid sequence (SEQ ID NO:1)
EVQLLESGGGLVQPGGSLRLSCAASGFTFSHY VMAWVRQAPGKGLEWVSSISSS

GGWTLYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTRGLKMAT[FD
YWGQGTLVTVSS

Ab # 6 VL amino acid sequence (SEQ ID NO:2)
QSALTQPASVSGSPGQSITISCTGTSSDVGSYNVVSWYQQHPGKAPKLIIYEVSQR

PSGVSNRFSGSKSGNTASLTISGLQTEDEADYYCCSYAGSSIFVIFGGGTKVTVL

Ab # 3 VH amino acid sequence (SEQ ID NO:3)
EVQLLESGGGLVQPGGSLRLSCAASGFTFSAYNMRWVRQAPGKGLEWVSVIYPS
GGATRYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARGYYYYGMDV
WGQGTLVTVSS :

Ab # 3 VL amino acid sequence (SEQ ID NO:4) .
QSVLTQPPSASGTPGQRVTISCSGSDSNIGRNYIYWYQQFPGTAPKLLIYRNNQRP
SGVPDRISGSKSGTSASLAISGLRSEDEAEYHCGTWDDSLSGPVFGGGTKLTVL

Ab # 14 VH amino acid sequence (SEQ ID NO:5)
EVQLLESGGGLVQPGGSLRLSCAASGFTFSAYGMGWVRQAPGKGLEWVSYISPS

GGHTKYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKVLETGLLVD
AFDIWGQGTMVTVSS

Ab # 14 VL amino acid sequence (SEQ ID NQ:6)
QYELTQPPSVSVYPGQTASITCSGDQLGSKFVSWYQQRPGQSPVLVMYKDKRRP

SEIPERFSGSNSGNTATLTISGTQAIDEADYYCQAWDSSTYVFGTGTKVTVL

Ab # 17 VH amino acid sequence (SEQ ID NO:35)
EVQLLESGGGLVQPGGSLRLSCAASGFTFSWYGMGWVRQAPGKGLEWVSYISPS

GGITVYADSVKGRFTISRDNSKNTLYLQIV[NSLRAEDTAV YYCARLNYYYGLDV
WGQGTTVTVSS

Ab # 17 VL amino acid sequence (SEQ ID NO:36)
QDIQMTQSPSSLSASVGDRITITCQASQDIGDSLNWYQQKPGKAPRLLIYDASNLE

TGVPPRFSGSGSGTDFTFTFRSLQPEDIATYFCQQSANAPFTFGPGTKVDIK

Ab # 19 VH amino acid sequence (SEQ ID NO:37)
EVQLLESGGGLVQPGGSLRLSCAASGFTFSRYGMWWVRQAPGKGLEWVSYIGSS
GGPTYYVDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAGGRGTPYYFDS
WGQGTLVTVSS

Ab # 19 VL amino acid sequence (SEQ ID NO:38
QYELTQPASVSGSPGQSITISCTGTSSDIGRWNIVSWYQQHPGKAPKLMIYDVSNRPSGVSNRF
SGSKSGNTASLTISGLQAEDEADYYCSSYTSSSTWVFGGGTKLTVL

Fig 214
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Ab # 6 VH CDRI1 (SEQ ID NO:7)
HYVMA

Ab # 6 VH CDR2 (SEQ ID NQO:8)
SISSSGGWTLYADSVKG

Ab # 6 VH CDR3 (SEQ ID NO:9)
GLKMATIFDY

Ab # 6 VL CDR1 (SEQ ID NOQ:10}
TGTSSDVGSYNVVS

Ab # 6 VI, CDR2 (SEQ ID NO:11)
EVSQRPS

Ab # 6 VL. CDR3 (SEQ ID NO:12)
CSYAGSSIFVI

Ab #3 VH CDR1 (SEQ ID NO:13)
AYNMR

Ab # 3 VH CDR2 (SEQ ID NO:14)
VIYPSGGATRYADSVKG

Ab #3 VH CDR3 (SEQ D NO:15)
GYYYYGMDV

Ab #3 VL CDR1 (SEQ ID NO:16)
SGSDSNIGRNYIY

Ab#3 VL CDR2 (SEQ ID NO:17
RNNQRPS

Ab#3 VL CDR3 (SEQ ID NO:18
GTWDDSLSGPV

Fig 21B




Ab # 14 VH CDR1 (SEQ ID NO:19)
AYGMG :

Ab # 14 VH CDR2 (SEQ ID NO:20)
YISPSGGHTKYADSVKG

Ab # 14 VH CDR3 (SEQ ID NO:21)
VLETGLLVDAFDI

Ab # 14 VL CDR1 (SEQ ID:NO:22)
SGDQLGSKFVS

Ab # 14 VI, CDR2 (SEQ ID NO:23)
YKDKRRPS

Ab # 14 VL CDR3 (SEQ ID NO:24)
QAWDSSTYV

Ab # 17 VH CDR1 (SEQ ID NO:39)
WYGMG

Ab # 17 VH CDR2 (SEQ ID NO:40)
YISPSGGITVYADSVKG

Ab # 17 VH CDR3 (SEQ ID NO:41)
LNYYYGLDV

Ab # 17 VL. CDR1 (SEQ ID NO:42)
QASQDIGDSLN

Ab # 17 VL CDR2 (SEQ ID NO:43
DASNLET

Ab # 17 VL CDR3 (SEQ ID NO:44)
QQSANAPFT
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Ab # 19 VH CDR1 (SEQ ID NO:45)
RYGMW

Ab # 19 VH CDR2 (SEQ ID NO:46)
YIGSSGGPTYYVDSVKG

Ab# 19 VH CDR3 (SEQ ID NO:47)
GRGTPYYFDS

Ab#19 VL CDR1 (SEQ ID NO:48
TGTSSDIGRWNIVS

Ab# 19 VL CDR2 (SEQ ID NO:49
DVSNRPS

Ab# 19 VI. CDR3 (SEQ ID NO:50}
SSYTSSSTWV

Fig. 21C
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Ab # 6 VH Codon Optimized Nucleic Acid Sequence (SEQ ID NO:25)

gaggtgcagetgetggagageggeggagggctggtecagecaggeggcagectgaggetgtectgegeegecageggcticac
cttcagccactacgtgatggectgggtgcggcaggeeccaggcaagggectggaatggotgtecageatcageagcageggegg
ctggaccctgtacgeegacagegtgaagggcaggttcaccatcagecagggacaacageaagaacaccctgtacctgeagatgaac
agectgagggcecgaggacaccgeegtgtactactgeaccaggggectgaagatggecaccatcticgactactggggccaggge

accctggtgaccgtgageage
Ab # 6 VL Codon Optimized Nucleic Acid Sequence (SEQ ID NQ:26)

cagtcegecctgacccageecgecagegtgageggeageccaggecagageatcaccateagetgeaceggeaccageagega

cgtggpcagctacaacgtggtgtoctggtatcageageaccecggeaaggeecccaagetgateatctacgagptgtececagagg
cccageggegtgageaacaggticageggeagcaagageggcaacaccgecagectgaccatcageggectgeagaccgage
acgaggcecegactactactgetgeagetacgecggeageagcatettcgtgatettcggeggagggaccaaggtgacegtecta

Ab # 3 VH Codon Optimized Nucleic Acid Sequence (SEQ ID NO:27)

gaggtgeagetgetggaaageggeggagggctggtgcagecaggeggeagectgaggetgtectgegeegecageggettcac
cttcagcgectacaacatgagatgggtecggcaggecccaggeaagggcctggaatggetateegtgatctaccecageggegg

agccaccagatacgecgacagegtgaagggeaggttcaccatcageagggacaacagcaagaacaccetgtacctgcagatgaa
cagectgaggeccgaggacacegeegtgtactactgegecaggggctactactactacggeatggacptgtgggeccagggcac
cctggtgaccgtgageage

Ab # 3 VL. Codon Optimized Nucleic Acid Sequence (SEQ ID NQO:28

cagagcgtgeotgacccageccccaagegecageggcaccccaggcecagagggtgaccatcagetgeageggeagegacagea
acatcggcaggaactacatctactggtatcagcagttcceccggeaccgeccccaagetgetgatctacaggaacaaccagaggecc
ageggegtgecegacaggatcageggeageaagageggeaccagegecagectggecatcageggectgagaagegaggac

gaggccgagtaccactgeggeacctgggacgacagectgageggeccagtgttcggeggaggeaccaagetgacegtecta

Fig. 224



34/43

Ab # 14 VH Nucleic Acid Sequence (SEQ ID NO:29)

gaagttcaattgttagagtctggtggcggtctigticagectggtggtictitacgtetttcttgegetgettccggaticactttotet

gettacggtatggoitgggttcgccaagetectggtaaaggtttggagtgggtitcttatatetetectictggtggccatactaag
tatgctgactcegttaaaggtegettcactatctctagagacaactctaagaatactctctacttgeagatgaacagettaaggge

tgaggacacggccgtatattactgtgcgaaagtactggaaactggcttattggtigatgcttttgatatctggggccaagggaca
atgptcaccgtctcaage

Ab # 14 VL Nucleic Agid Sequence (SEQ ID NO:30)

cagtacgaattgactcagccaccctcagtgtccgtgtacccaggacagacagccagcatcacctgctctgéagatcaattggg

gagtaaatttgiticctggtatcagcagaggcecaggccagtccectgtgttggteatgtataaagataaaaggeggeogteaga
gatccetgagegattetetggetccaactetgggaacacagecactetgaccatcagegggacccaggctatagatgaggct

gactattattgtcaggcgtgggacageageacttatgtettcggeactgggaccaaggteacegtecta

Ab # 6 VH Pre-Optimization Nucleic Acid Sequence (SEQ ID NO:31)

gaagttcaattgttagagtctggtggegatctigttcagectggtggtictitacgtetttcttgcgetgcticeggatteactttetet

cattacgttatggctigggttcgccaagetectggtaaaggtitggagtepgtitcttctateteticttctggtggctggactcttiat
gctgactcegttaaaggtegcttcactatctctagagacaactctaagaatactetetacttgeagatgaacagettaagggctg

aggacacagccgtgtattactgtactagaggtctcaagatggetacaattittgactactggggccagggeacectggteaceg
tctcaage

Ab#6 VL Pre-Ogtimiiation Nucleic Acid Sequence (SEQ ID NO:32)

cagagcgctitgactcagectgecteegtgtetggptetectggacagtegatcaccatetectgeactggaaccageagtgat
pttgegagttataatgttgtctectggtaccaacaacacccaggeaaageccccaaactcatcatitatgaggtcagteagegg
cccteaggggtttctaatcgettctcetggetecaagtetggeaacacggecteectgacaatetctgggeteccagactgaggac

gaggctgattattactgotgcotcatatgcaggtagtagtattttcgtgatattcggeggagggaccaaggtgaccgtecta

Ab # 3 VH Pre-Optimization Nucleic Acid Sequence (SEQ D NO:33)

gaagttcaattgttagagictggtggeggtctigticagectggtggtictttacgtottictigegotgotteccggaticactitctet
gettacaatatgegttggotticgecaagetectggtaaagptttggagtgeotitctgttatctatectictggtoocactactegtt
atgctgactccgttaaaggtcgettcactatctetagagacaactctaagaatactctotacttgcagatgaacagcettaagggct

gaggacacggecgtgtattactgtgcgagagggtactactactacggtatggacgtetggggccaaggeaceetggteaceg
tctcaage .

Ab # 3 VL Pre-Optimization Nucleic Acid Sequence (SEQ ID NQ:34

cagagcgtcttgactcagecaccetcagegtetgggacceccgggeagagggtcaccatctegtgttetggaagegacteca
acatcggaagaaattatatatattggtaccagcaattcccaggaacggeccccaagetectcatetataggaataatcagegge
cetcagggptecctgaccgaatctetggetecaagtetggoacctcagecteectggccatcagtgggctecggtecgaggat

gaggctgagtatcactgtggaacatgggatgacagectgagtggtecggtaticggeggagggactaagetgacegteeta

Fig. 22B
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Ab#6 VLb:

QSALTQPASVSGSPGQSITISCTGTSSDVGSYNVVSWYQQHPGKAPK
LMIYEVSKRPSGVSNRFSGSKSGNTASLTISGLOAEDEADYYCCSYA
GSSIFVIFGGGTKVTVL (SEQ ID NO:51)

Ab #17 VK1b:

QDIQMTQSPSSLSASVGDRITITCQASQDIGDSLNWY QQKPGKAPRLL
IYDASNLETGVPPRFSGSGSGTDFTFTFRSLQPEDIATYFCQQSANAP
FTFGPGTKVDIR (SEQ ID NO:52)

Ab #19 VL2h:

QYELTQPASVSGSPGQSITISCTGTSSDIGRWNIVSWYQQHPGKAPK
LMIYDVSNRPSGVSNRFSGSKSGNTASLTISGLQAEDEADYYCSSYTS
SSTVVFGGGTKLTVL (SEQ ID NO:53)

Fig. 23
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Correlation of phosphoErbB3 inhibition and
inhibition of VEGF Secretion
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Fluorescence

Effect of Ab #6 on Cell Migration
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Inhibition of Spheroid growth by Ab #6 in AdrR cells
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Effect of Ab #6 on HRG binding to AdrR cells
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