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WHAT IS CLAIMED

1. An isolated hispecific epidermal growsh factor receptor (EGFR)/ hepaiocyle growth

factor recepior {c-Met) antibocly, comprising:

a}  a first heavy chain (HC1) comprising a HCI constanl domain 3 (HCI CH3Yfnd a
HC1 vanabie region 1 (VH1);

b} asecond heavy chain {(HC2) comprising a HC2 constant domain 3 (HgE? CH3) and
a HC2 variable region 2 (VH2);

¢} a first ight chain (LC1) comprising a lght chain variable regiogfl (VL1); and

d) asecond light chain (LC2) comprising a light chain variableggion 2 {VL2},
wherein the VHI and the VL1 pair to form a firsi antigenghinding site that
specifically binds EGFR, the VH2 and the VL2 pair tgfform 2 second antigen-
binding sile that specifically binds o-Met, the HC ghmprises af least one
substitation in the HC [ CH3 and the HC2 compyfies af leasi ene subghiuion m
the HC2 CH3, and the substitution in the HCHCHS and the sobstiiution in the
HC2 CH3 oceur at different amino acid rgfldue positions, when resicue

numbering is according to the EU indeyff

?

The bispecific antibody of claim 1,

wherein the antibody inhibits phgfphorylation of extraceflular signal-related
kinases I and 2 {ERK1/2) in NCEJ292, NCI-H1975 or SKMES-1 cell line with an
1Csy value that is at least aboutdlo-fold less, at least about 20-Told fess, at ieast about
30-fold less, ai least about 4#f-fold less, at least about 50-fold less or at least about 60-
foid less when comparegffo the ICsp value of inhibition of phosphoryiation of ERK1/2
in NCI-H292, NCI-HgB75 or SKMES-1 celi linegs with a mixiure of a control
monovalent BEGFRfantibody compyising a heavy chain 3 (HC3) and a light chain 3
(£.C3) and a cojfrol monovalent c-Met antibody coruprising a heavy chain 4 (HCH)
and & light gfxin 4 (LC4), wherein

the B3 and the HCI, the LE3 and the LCI, the HC4 and the HC2, and the 1.C4
and th LCZ have identical amino acid sequences, respectively, and

he phosphorylation of ERK1/2 is measured in whole cell Iysates by sandwich

Fomnoassay using an anit-phosphoERK1/2 antibody as a capture antibody and an
aniibody binding to unphosphorylated and phosphorytated ERK /2 conjugated with an

glectrochemiluminescent compound as a detection antibody.
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The hispecific antibody of claims 1 or 2, wherein the antibody inhibils
£y £d '

L

phosphorylation of ERK1/2 with an ICso value of about 2x10°° M or less, about 1x10°¥
M or less, or about 1x107°°M or less.
4. The bispecific antibody of claim 2 or 3, wherein ERK1 is phosphorylated at residu
Thr202 and Tyr204, and ERK2 is phosphoryliated at residues Thri&5 and Tyr19
5. The bispecific antibody of any of the ¢laims 1-4,
wherein the antibody inhibits phosphorylation of protein kinase B (AR
Serd?3 in NCI-HI975 cell line with an ICs, value that is at least about fold less
when compared to the IC¢g value of inhibition of phosphorylation oK T at Serd73 in
NCI- Hi975 cell line with the mixture of control monovalent BG R antibody
comprising the HC3 and the LC3 and control monovalent c-Mgt antibody comprising
the HC4 and the LC4, wherein
the HC3 and the HC1, the 1L.C3 and the LC1, the HGE and the HC2, and the LC4
and the LC2 have idenitcal amino acid sequences, r'ccfivcly, and
phosphorviation of AKT at Ser473 ig measurgd in whole cell lysates by sandwich
Immunoassay using an antibody binding to ungflosphorylaied and phosphorylated
AKT ag a caplure antibody and an anti-phogf 1o AKT Serd73 antibody conjugated
with an electrochemilaminescent compoyfnd as a detection antibody.
6. The bispecific antibody of any of the fMlatms 1-5,
wherein the anlibody inhibits ghiosphorylation of AKT at Thr308 in NCI-H1975
cell ling with an ICsq value thatdf at least about 100-fold less when compared to the
1Csy value of inhibition of pj phmj«'laii(m of AKT at Thr308 in NCI-H1975 celi line
with the mixture of the cgfitrol monovalent EGFR antibody comprising the HC3 and
the LC3 and the contrgh monovalent c-Met antibody comprising the HC4 and the L.C4,
wherein '
the HC3 angfthe HC!L, the LC3 and the LCI, the HC4 and the HC2, and the 1.C4

and the LOCZ Mave identical amino acid sequences, respectively, and

phoggbhorylated AKT as a capture antibody and an anti-phospho AKT Thr308 aniibody
bnjugated to an electrochemmluminescent compound as a detection antibody,

The bispecific antibody of claimn 5 or 6, wherein the anlibody inhibits phosphorylation

of AKT at 8er473 or at Thr308 with an ICso value of about 1x10°° M or less.

The bispecific anlibody of any of the claims -7, wherein the BC1, the LC1, the HC2

and the LCZ comprise the amino acid sequences of SEQ 1D NQs: 199, 200, 201 and
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202, respectively, optionally having a C-terminal lyvsine removed from the HCI, the
HC2, or both the HC1 and the HC2.

9. The bispecific antibody any of the claims 1-8, wherein the bispecific antibody binds
EGFR having the amino acid sequence shown in SEQ ID NO: 73 at EGFR residues
K488, 1491, K467 and 3492 and ¢-Met at residues PEFRDSYPIKYVHAF (SEQA
NQO: 238) and FAQSKEPDSAEPMDRSA (SEQ ID NO: 2393,

10. The bispecific antibody of of sny of the claims 1-9, wherein (ke amtibody hibits
growth of NCI-H282 or NCI-H1975 ceils with an ICsg valie that is at .st aboul 300-
fold less, at least about 400-feld less, at least about 500-foid less, ayf asl about 600-
[old less, at least about 700-folkd less or at least aboul 800-fold Ig# 4 when compared to
the ICsy value of inhibition of growth of NCT-H292 or NCI-HFOGT3 cells with
cetuximab when NCI-H292 or NCI-H1975 cells are growgf n low attachment
conditions.

11. The bispecific astibody of any of the clains 1-10, v fercin the antibody inhibits
growth of HGF-cxpressing SKMES-1 cell tumorgh SCID Beige mice with a
percentage (%) T/C value of at least 500-foid Jss on day 36 whea compared to
ceruxirnab, when the bispecific antibody agl cetuxiraab are administered at 20 mg'ke
dose.

12. The bispecific antibody of any of theflaims [-11, wherein the antibody nevtralizes
EGFR and ¢-Met signaling.

13. The bispecilic antibody of any, 4 the claims £-12, wherein the HCI and the HC2 are
ol TgGl. 1gG2, 1gG3 or IeGffisotype.

14. The bispecific antibody gf laim 13, wherein the HC1 and the HC2 are of (]
Isotype. y

15, The bispecific antj of ¢taim 13 or 14, wherein the HC1 CH3 comprises at least
one, two, threefour, five, six, seven or ¢ight substitutions and the HC2 CH3
comprises aiffcast one, two, three, four, five, six, seven or eight substitutions at residue
positions, O, 360, 368, 370, 399, 403, 407 or 409, when residue numbering is
aCCorg g to the EU index.

16. Thefnispecific aniibody of ¢laim 15, wherein the HCT CH3 comprises at lesst one,

p ', three or four substitutions and the HC2 CH3 compriscs at least nne, two, three or

four substitutions at residue positions 350, 376, 403 or 409,
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17, The bispecific antibody of ¢laim 16, wherein the ¥C1 CH3 comprises at least one
substitution and the HCZ CH3 compriscs at least one substitation at residue positions
403 or 409,
18. The bispecific antibody of claim 17, wherein the HC1 CH3 comprises a K409R or
F405L substitotion and the HC2 CH3 comprises a K409R or F405L substiimtio
1%, The bispecific antibody of claim 18, wherein the HC1 CH3 comprises the F4A5L
substitution and the HC2 CH3 comprises the K409R substitution.
20. The bispecific antibody any of the claims 1-19, whereia
ay the VHI comprises the heavy chain complementarity determinfig region (HCDR)
1 (HCDR1), HCDR2 and HCDR3 amino acid sequences of FEQ 1D NOs: 210,
211 and 212, respectively; and

b) the VLI comprises the lght chain complementarisy dgfermining region (LCRR) 1
(LCDRI}, LCDR2Z and LCBR3 amino acid sequengles of SEQ ID NOs: 213, 214
and 215, respectively,

21, The bispecific antibody of claim 20, whereia
a} the VIH2 compriges the HCDRI, the HCDR?2, and the HCDR3 amino acid

sequences of SEQ ID NGs: 216, 217 g#d 218, respectively; and
b)Y the VL2 comprises the LCDRI, thg/l. CDR2 and the LCDR3 amino acid
sequences of SEQ 1D NOs: 2190820 and 221, respectively.

22. The bispecific antibody of claim @1, wherein the VHI, the VL1, the VH2 and the VL2
comprise the amino acid sequgfees of SEQ ID NOs: 189, 190, 193 and 194,

respectively.

23. The bispeciiic antibgfly of zay of the claims 1-7 or 9-18, wherein

a} YHI comprighs the HCDRI, the HCDR2, and the HCDR3 amino acid sequences

24, The phspecific antibody of cliim 23, wherein
V2 compnses the HCDRI, the HCDRZ, and the HCDR3 amine acid sequences
of SEQ 1D NOs: 228, 229 and 230, respectively; and
by VL2 comprises the LCDRI, the LCDR2 and the LCDR3 amino acid sequences of
SEQ D NOs: 231, 232 and 233, respectively,
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23. The hispecific antibody of claim 24, wherein the VHI, the VL1, the VH2 and the VL2
commprise the amino acid segquences of SEG IT NOs: 191, 192, 195 and 196,
respectively.

26. The bispecitic antibody of claim 23, wherein the HCI, the LCI, the HC2 snd the L
comprise the aming acid sequences of SEQ 1D NQs: 234, 235, 236 and 237,
respectively, and the C-terminal lysine is optionaily removed from the HCI, yfe HC2,
or both the HC1 and the HCZ2.

1. The bispecific antibody of claim 22 or 26, further comprising 1.2, 3, 446, 6, 7, &, 9.
! y X =

k3
J

10, 11, 12, 13, 14 or 15 conservative aning acid substitutions in the JECT, the L1, the

HCZ or the LC2.

28. The bispecific antibody of claim 27, comprising a substitutiogM252Y/$234T/T256E
in the HCI andfor the HC2, wherein residue numbering is gloording to the EU index.
29, The bispecific antibody of any of the claims £-29, wherpfn the antibody hasa

hiantennary glycan straciure with a facose content affibout between 1% to about 15%,
30. The bispecific antibody of claim 2, wherein HC1AC1, HC2 and LC2 are encoded by

synthelic polynueleotides comprising the sequghice of SEQ 11 NOs: 205, 206, 207 and

208, respectively.

31. An isolated synthetic polynucleotide engfding the HC1, the HCZ, the LC1 or the LC2

of claim 8 or 26,

32. The isolated pelynucieotide of clagfil 31 comprising the polynucleotide seguence of

SEQ 1D NOs: 203, 206, 207 o 08,

33. A veclor comprising the polfnucleotide of claim 21 or 32.

34. An isolated host cell comgfirising the vector of claim 33.

35. A method of producigd the iselated bispecific EGFR/c-Met antibody of claim 8,
comprising:

a} combining gh isclated mosnospecific bivalent anti-EGFR antibody comprising two
heavy chfiing of SEQ 1D NO; 199 and two light chains of SEQ TD NO: 200 and an
isolagl monospecific bivalent anti-c-Met antibody comprising two heavy chains
oBAEQ ID NOG: 201 and two hight chains of SEG ID NO: 282 in a mixture of

bout 1:1 molar ratio:
introducing & reducing agent inlo the mixture;
incubating the mixture about ninety minutes to about six hours;
removing the reducing agent; and
purifying the bispecific EGFR/c-Met antibody that comprises a first heavy chain
of SEQ ID NO: 199 and a second heavy chain of SEQ 13 NO: 201, a iirst light
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40.

41,

42,

chain of SEG 11> NO: 200 and a second light chain of SEQ ID NO: 202, wherein
the first heavy chain of SEQ ID NG 199 pairs with the Grst Hght chain of SEQ ID
NO: 200 10 form the furst binding domain that specifically binds EGFR, and the
second heavy chain of SEQ ID NO: 201 pairs with the second lighl chain of SE

ID NO: 202 w fonm the second binding domain that specifically binds e-Met

. The method of claim 35, wherein the reducing agent is 2- mercapioethanolamjfle (2-

MEA).

. The method of claim 36, wherein the 2-MEA is present at a concentratiph of about 25

mM to about 75 mM.

¥

. The method of claim 37, wherein the incubating step is performed/t o temperature of

about 25°C 1o about 37°C.

. A pharmaceutical composition comprising the bispecific aploody of any of the claims

1-30 and a pharmaceutically scoeptable carrier.

A method of treating a subject having cuncer, compriffng adiministering a
therapeutically effective amount of the bispecific PGFR/C-Met antibody of clabm 2, 8
or 26 1o 2 patient in need thereof for & timne suffffient to treat the cancer.

The method of claim 40, wherein the cancerds associated with an BGFR activating
mtitation, an EGFR gene amplification, iglreased levels of circulating HGFE, a ¢-Met
activating mutation, a c~-Met gene ampfification or a muant KRAS.

The method of claim 41, wherein (€ EGFR activating mutation is G719A, G719X (X
being any amino acid), L861X (K being any amino acid), L8S8R, E746K, L7478,
E7480, A750P, AT55V, V76EM, L85EP or T790M substitation, deletion of E746-
ATS50, deletion of RT48-PA53, insertion of Ala (A) between M766 and A767, insertion
of Ser, Vaiand Ala (SYA) between S768 and V769, and insertion of Asn and Ser
(NS} between FT72And HTT3.

3. The method of cjfim 42, wherein the BGFR activating mutation is L85SR, del(E476,

AT750) and/ogd790M substitution,

. The methgf of claim 41, wherein the mutant KRAS has a Gi2V or G12C substitution.
. The meghod of ¢laim 44, wherein the mutant KRAS has « GIZV subsiitution.

. The fliethod of claim 41, wherein the subject is resistant or has acquired resistance fo

stment with erlotinil, gefttinib, afatinib, CO-1686, AZD9192 or cetuximab.

" The method of claim 41, wherein the cancer is an epithelial cell cancer, breast cancer,

ovarian cancer, lung cancer, non-small cell lung cancer (NSCLC), lung

adenocarcinoma, smail cell lung cancer, colorectal cancer, anal cancer, prostate
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canger, kidoey cancer, bladder eancer, head and neck cancer, pharynx cancer, cancer
ol the nose, pancreatic cancer, skin caneer, orzl cancer, cancer of the fongue,
esophageal cancer, vaginal cancer, cervical cancer, cancer of the spleen, testicular
cancer, gastric cancer, cancer of the thymus, colon cancer, thyroid cancer, liver
cancer, hepatocellular carcinoma (HCC) or sporadic or hereditary papillary renalfell
carcingma {PRCC).

48. The method of claim 40, wherein the subject is homozygous for phenylalaghne at
position 158 of CD16 or heterozygous for valine and pheynylalanine atfosition 158 of
CIxe6.

49, The method of claim 47, comprising administering & second thergfeutic agent.

50, The method of claim 49, wherein the second therapeutic agentfs a chemotherapeutic
agent or a targeted anti-cancer therapy.

31. The method of claim 50, wherein the chemotherapeutic gent is cisplatin or
vinblastine.

52. The method of claim 39, wherein the chemotherapgutic agent or the targeted anti-
cancer therapy 1s a tyrosine kinase infnbitor of JGFR, ¢-Met, HER2, HER2, HER4 or
VEGFR.

3. The method of ¢laim 52, wherein the tyrghine kinase inhibitor is erlotinib, gefiiinib or

n
(V5]

afatinib.

54. The method of claim 49, wherein (e second therapeutic agent is adnrinistered
simultaneously, sequentially orfeparately.

55. A method of inhibiting growh or proliferation of ¢ells that express EGFR andfor c-
Met, comprising contactigle the cells with the bispecific antibody of ciaim 2, 8 or 26,

56. A method of inlibiting growth or metastasis of BGEFR and/or c-Met expressing tamor
or cancer cells in alibject comprising administering 1o the subjeet an etfective
amaunt of the bifpecific antibody of claim 2, 8 or 26 to inhibit the growth or
metastasis ofEGFR andfor o-Mct expressing tomaor or cancer cells.

57, The methgfl of claim 36, wherein the EGFR andfor c-Met expressing tumor is an

cpithelfl ccll cancer, breast cancer, ovarian cancer, lung cancer, non-smail cell iung

canglr (NSCLC), lung adenocarcinoma, small cell lung cancer, colorectal cancer, anal

reet, prostaie cancer, kidney cancer, bladder cancer, bead and neck cancer, pharynx
cancer, calteer Of the nose, pancreatic cancer, skin caneer, oral cancer, cancer of the
iongue, esophageal cancer, vaginal cancer, cervical cancer, cancer of the spleen,

testicular cancer, gastric cancer, cancer of the thyinus, eolen cancer, thyroid caneer,
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liver cancer, hepatocellular carcinoma (HCC) or sporadic or hereditary papillary renal
cell carcinoma (PRCC).

58. The method of claim 37, wherein the EGFR and/or ¢-Met expressing tumor is
associated with an EGFR activating muiation, an EGFR gene amplification, increas
levels of circulating HGF, @ ¢-Met activating nuitation, a o-Met gene amplificatigh or
a mutant KRAS,

3%. The method of claim 58, wherein the EGFR activating mutation is G719AJG719X (X
being any amino acid), L861X (X being any amine acid), L858R, E746), L7475,
E74903, A750P, AT33V, V763M, LES8P or TTO0M substitnlion, delgfion of B746-
AT50, deletton of R748-P733, insertion of Ala (A) between M76¢fand A767, insertion
of Ser, Val and Ala (SVA) between S768 and V769, and inserjbn of Asn and Ser
(NS} between P772 and H773.

6¢. The methed of claim 59, wherein the EGFR activating jgfitation is LESSR, dei(E478,
AT50) and/or TT90M spbstitution,

61. The method of claim 38, wherein the routant KRAM has a G12V or G12C substitution.

62. The method of claim 61, wherein the mutant KFAS has 4 GL2V substitution,

63, Use of a bispecific anttbody of any of the ¢lfms 1-30 for therapy.

64, A bispecific antibody according w any offhe claims 1-30 for use in treatment of
cancer.

65. A bispecific antibody according tofny of the claims 1-30 for use according to claim
64, wherein cancer is an epithelfl cell cancer, breast cancer, ovarian cancer, lung
cancer, non-smail cell lung cghicer (NSCLC), lung adenocarcinoma, small cell lung
cancer, colorectal cancer, ghal cancer, prostate cancer, kidney cancer, bladder cancer,
head and neck cancer, pharynx cancer, cancer of the nose, pancreatic cancer, skin
caneer, oral cancer, ghncer of the tongue, esophageal cancer, vaginal cancer, cervical
canger, cancer offine spleen, testicular cancer, gastric cancer, cancer of ihe thyrus,
coion cancerdiyroid cancer, Hver cancer, hepatoceliular carcinoma (HCC) or sporadic

or heredityfy papillary renal cell carcinoma (PRCC).
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WHAT IS CLAIMED

1. Anisolated bispecific epidermal growth factor receptor {EGFR)/ hepatocyte growth factor receptor
{c-Met} antibody, comprising:
a) a first heavy chain (HC1) comprising a HC1 constant domain 3 {(HC1 CH3) and a HC1 variable
region 1 (VH1);
b) asecond heavy chain {HC2) comprising a HC2 constant domain 3 (HC2 CH3} and a HC2 variable
region 2 (VH2);
c) a first light chain (LC1) comprising a light chain variable region 1 (VL1); and
d) asecond light chain (LC2} comprising a light chain variable region 2 (VL2), wherein the VH1 and
the VL1 pair to form a first antigen-binding site that specifically binds EGFR, the VH2 and the VL2
pair to form a second antigen- binding site that specifically binds ¢c-Met, the HC1 comprises a
F405L or a K409R substitution in the HC1 CH3, the HCZ comprises at a F405L or a K409R
substitution in the HC2 CH3, the substitution in the HC1 CH3 and the substitution in the HC2
CH3 occurring at different amino acid residue positions, when residue numbering is according to
the EU index, and the VH1, the VL1, the VH2 and the VL2 comprise the amino acid sequences of
SEQ. ID NOs: 189, 190, 193 and 194, respectively,
2. The bispecific antibody of claim 1,
wherein the antibody inhibits phosphorylation of extracellular signal-related kinases 1 and 2
{(ERK1/2) in NCI-H1975 cell line with an ICsq value that is at least about 60-fold less when compared
to the ICsy value of inhibition of phosphorylation of ERK1/2 in NC!I-H1975 cell line with a mixture of a
control monovalent EGFR antibody comprising a heavy chain 3 (HC3) and a light chain 3 {LC3) and a
control monovalent c-Met antibody comprising a heavy chain 4 {HC4) and a light chain 4 (LC4),
wherein
the HC3 and the HC1, the LC3 and the LC1, the HC4 and the HC2, and the LC4 and the LC2 have
identical amino acid sequences, respectively, and
the phosphorylation of ERK1/2 is measured in whole cell lysates by sandwich immunoassay
using an anti-phosphoERK1/2 antibody as a capture antibody and an antibody binding to
unphosphorylated and phosphorylated ERK1/2 conjugated with an electrochemiluminescent

compound as a detection antibody.
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The bispecific antibody of claims 1 or 2, wherein the antibody inhibits phosphorylation of ERK1/2
with an 1Csg value of about 2x10° M or less.
The bispecific antibody of claim 2 or 3, wherein ERK1 is phosphorylated at residues Thr202 and
Tyr204, and ERK2 is phosphorylated at residues Thr185 and Tyr197.
The bispecific antibody of any of the claims 1-4,

wherein the antibody inhibits phosphorylation of protein kinase B (AKT) at Ser473 in NCI-H1975
cell line with an |Cs, value that is at least about 70-fold less when compared to the 1Cs; value of
inhibition of phospharylation of AKT at Serd73 in NC!- H1975 cell line with the mixture of control
monovalent EGFR antibody comprising the HC3 and the LC3 and control menovalent c-Met antibody
comprising the HC4 and the LC4, wherein

the HC3 and the HC1, the LC3 and the LC1, the HC4 and the HCZ2, and the LC4 and the LC2 have
identical amino acid sequences, respectively, and

phosphorylation of AKT at Ser473 is measured in whotle cell lysates by sandwich immunoassay
using an antibody binding to unphosphorylated and phosphorylated AKT as a capture antibody and
an anti-phospho AKT Ser473 antibody conjugated with an electrochemiluminescent compound as a
detection antibody.
The bispecific antibody of any of the claims 1-5,

wherein the antibody inhibits phosphorylation of AKT at Thr308 in NCI-H1975 cell line with an
ICsp value that is at least about 100-fold less when compared to the 1Csy value of inhibition of
phosphorylation of AKT at Thr308 in NCI-H1975 cell line with the mixture of the control monovalent
EGFR antibody comprising the HC3 and the LC3 and the control monovalent c-Met antibody
comprising the HC4 and the LC4, wherein

the HC3 and the HC1, the LC3 and the LC1, the HC4 and the HC2, and the LC4 and the LC2 have
identical amino acid sequences, respectively, and

the phosphorylation of AKT at Thr308 is measured in whole cell lysates by sandwich
immuneassay using an antibody binding to unphosphorylated and phosphorylated AKT as a capture
antibody and an anti-phospho AKT Thr308 antibody conjugated to an electrochemiluminescent
compound as a detection antibody.
The bispecific antibody of claim 5 or 6, wherein the antibody inhibits phosphorylation of AKT at
Ser473 or at Thr308 with an ICs, value of about 1x10° M or less.

181




10.

I1.

12.

13.

14.

i5.

16.

17.
I8.

The bispecific antibody of any of the claims 1-7, wherein the HC1 CH3 comprises the F405L

substitution and the HC2 CH3 comprises the K409R substitution.

The bispecific antibody of any of the claims 1-8, wherein the HC1 and the HC2 are of IgG1, 1gG2,

I1gG3 or IgG4 isotype.

The bispecific antibody of claim 9, wherein the HC1 and the HC2 are of 1gG1 isotype.

The bispecific antibody of any of the claims 1-10, wherein the HCZ2, the LC1, the HC2 and the LC2

comprise the amino acid sequences of SEQ [D NOs: 199, 200, 201 and 202, respectively, optionally

having a C-terminal lysine removed from the HC1, the HC2, or both the HC1 and the HC2.

The bispecific antibody of any of the claims 1-11, wherein the antibody has a biantennary glycan

structure with a fucose content of about between 1% to about 15%.

The bispecific antibody of claim 1, wherein HC1, LC1, HC2 and LC2 are encoded by synthetic

polynuclectides comprising the sequence of SEQ ID NOs: 205, 206, 207 and 208, respectively.

An isolated synthetic polynucleotide encoding the HC1, the HC2, the LC1 or the LC2 of claim 1 or 11

or 26.

An isolated synthetic polynucleotide comprising the polynucleotide sequence of SEQ ID NOs: 205,

206, 207 or 208.

A vector comprising the polynuclectide of claim 14 or 15.

An isolated host cell comprising the vector of claim 16,

A method of producing the isolated hispecific EGFR/c-Met antibody of claim11, comprising:

a) combining an isolated monospecific bivalent anti-EGFR antibody comprising two heavy chains of
SEQ 1D NO: 199 and two light chains of SEQ D NQ: 200 and an isolated monospecific bivalent
anti-c-Met antibody comprising two heavy chains of SEQ ID NO: 201 and two light chains of SEQ
ID NO: 202 in a mixture of about 1:1 molar ratio;

b) introducing a reducing agent into the mixture;

c) incubating the mixture about ninety minutes to about six hours;

d} removing the reducing agent; and

e} purifying the bispecific EGFR/c-Met antibody that comprises a first heavy chain of SEQ ID NO:
199 and a second heavy chain of SEQ ID NO: 201, a first light chain of SEQ ID NO: 200 and a
second light chain of SEQ ID NO: 202, wherein the first heavy chain of SEQ ID NO: 199 pairs with
the first light chain of SEQ ID NO: 200 to form the first binding domain that specifically binds
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19.
20.

21.

22,

23.

EGFR, and the second heavy chain of SEQ ID NO: 201 pairs with the second light chain of SEQ ID
NOQ: 202 to form the second binding domain that specifically binds c-Met.
The method of claim 18, wherein the reducing agent is 2- mercaptoethanolamine (2-MEA).
The method of claim 19, wherein the 2-MEA is present at a concentration of about 25 mM to about
75 mM.
The method of claim 20, wherein the incubating step is performed at a temperature of about 25°C
to about 372C.
A pharmaceutical composition comprising the bispecific antibody of any of the claims 1-11 and a
pharmaceutically acceptable carrier.

A bispecific antibody of any of the claims 1-11 for therapy.
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