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CLAI MS

1. A monoclonal antibody which binds human c-Met.

2. The antibody of claim 1. wherein the antibody competes for binding to soluble
cMetECDHis with an immobilized antibody, wherein said immobilized antibgdy comprises a
VH region comprising the sequence of SEQ ID NO:33 and a VL regign comprising the
sequence of SEQ ID NO:37 (024), preferably wherein the antibody copipetes for more than
50%, such as more than 75% with said immobilized antibody/ when determined as
described in Example 17.

3. The antibody of claim 2, wherein the antibody does not/compete for binding to soluble
cMetECDHis with an antibody selected from the group ccy isting of:
comprising the sequence of SEQ ID

of SEQ ID NO:5 {005)

b) an immobilized antibody comprising a VH/vegion comprising the sequence of SEQ ID
NO:17 and a VL region comprising the sequence of SEQ ID NO:21 (008)

¢) an immobilized antibody comprising (he VH region and the VL region of antibody
5D5, and

d) an immobilized antibody comprising a VH region comprising the sequence of SEQ ID
NO:49 and a VL region comp/r'sing the sequence of SEQ ID NO:53 (045),

a) an immobilized antibody comprising a VH reg?
NO:1 and a VL. region comprising the sequey

preferably wherein the antibody competes for less than 25%, such as less than 20% with
said immabilized antibody, when' determined as described in Example 17.

4. The antibody of claim 2/ wherein the antibody binds to the same epitope as an antibody
selected from the group Consisting of:
a} an antibody comprising a VH region comprising the sequence of SEQ ID NO:33 and a
VL region comprising the sequence of SEQ ID NO:37 (024)
b) an antibedy comprising a VH region comprising the sequence of SEQ ID NO:65 and a
VL region comprising the sequence of SEQ ID NQ:69 (061)
<) an a/n/tibody comprising a VH region comprising the sequence of SEQ ID NO:73 and a
VL region comprising the sequence of SEQ ID NO:77 (062)
d)/ an antibody comprising a VH region comprising the sequence of SEQ ID NO:81 and a
VL region comprising the sequence of SEQ ID NQ:85 (064)
e) an antibody comprising a VH region comprising the sequence of SEQ ID NO:89 and a
VL region comprising the sequence of SEQ ID NO:93 (068)
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f) an antibody comprising a VH region comprising the sequence of SEQ ID NO:97 and‘a
VL region comprising the sequence of SEQ ID NQO:101 (069)

g} an antibody comprising a VH region comprising the sequence of SEQ ID NO: 143 and
a VL region comprising the sequence of SEQ ID NO:117 (098)

h) an antibody comprising a VH region comprising the sequence of SEQ ID NO:121 and
a VL region comprising the sequence of SEQ ID NO:125 (101), and

i) an antibody comprising a VH region comprising the sequence of SE@ ID NO:129 and

a VL region comprising the sequence of SEQ ID NO:133 {181).

5. The antibody of claim 2 or 4, wherein the antibody comprises H CDR3 region having
the sequence as set forth in
a) SEQ ID NO:36 (024)

b) SEQ ID NO:193, such as a VH CDR3 region as set forth in SEQ ID NO:68, 76, 84 or

92 (061,062, 064, 068) /

¢) SEQ ID NO:196, such as a VH CDR3 region ag'set forth in SEQ ID NO:100 or 132
(069,181)

d) SEQ ID NO:116 (098), or

e) SEQ ID NO:201, such as a VH CDR3 regjdn as set forth in SEQ ID NQ:124 (101).

6. The antibody of claim 2 or 4, wherein? antibody comprises:

a) a VH region comprising the CD/F}I, 2 and 3 sequences of SEQ ID NO:33, 185 and 36
and a VL region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:37, 39 and
206, such as an antibody domprising a VH region comprising the CDR1, 2 and 3
sequences of SEQ ID NO;34, 35 and 36 and a VL region comprising the CDR1, 2 and
3 sequences of SEQ IDANO:38, 39 and 40, (024)

b) a VH region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:191, 192 and
193 and a VL regjon comprising the CDR1, 2 and 3 sequences of SEQ ID NO:78, 79
and 208, such a5 an antibody comprising
a. a VH regjon comprising the CDR1, 2 and 3 sequences of SEQ ID NO:66&, 67 and

68 and/ﬁ VL region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:70,

71 §nd 72, (061)
b. a /H region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:74, 75 and
6 and a VL region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:78,

79 and 80, (062)
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c)

d)

7. The
a)

b)

<)

d/

¢. a VH region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:82, 83 and
84 and a VL region comprising the CDR1, 2 and 3 sequences of SEQ ID N@:86,
87 and 88, (064), or

d. a VH region comprising the CBR1, 2 and 3 sequences of SEQ ID NO:90, 91 and

ID NO:94,

92 and a VL region comprising the CDR1, 2 and 3 sequences of S
95 and 96, (068)

a VH region comprising the CDR1, 2 and 3 sequences of SEQ ID,NQ:194, 195 and

196 and a VL region comprising the CDR1, 2 and 3 sequences/of SEQ ID NO:209,

210 and 104, such as an antibody comprising

a. a VH region comprising the CDRI1, 2 and 3 sequences of SEQ ID NO:98, 99 and
100 and a VL region comprising the CDR1, 2 and 3 sgquences of SEQ ID NO:102,
103 and 104, (069), or

b. a VH region comprising the CDR1, 2 and 3 sequghces of SEQ ID NO:130, 131 and
132 and a Vi region comprising the CDR1, 2 dnd 3 sequences of SEQ ID NO:134,
135 and 136, (181)

a VH region comprising the CDR1, 2 and

sequences of SEQ ID NO:197, 198 and
116 and a VL region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:118,
119 and 211, such as an antibody corhprising a VH region comprising the CDR1, 2
and 3 sequences of SEQ ID NO:114, 115 and 116 and a VL region comprising the
CDR1, 2 and 3 sequences of SEQID NO:118, 119 and 120 (098), or

a VH region comprising the CDR1, 2 and 3 sequences of SEQ ID NO: 199, 200 and
201 and a VL region comprij$ing the CDR1, 2 and 3 sequences of SEQ ID NO: 126,
212 and 128, such as an/

and 3 sequences of SE({ID NQO:122, 123 and 124 and a VL region comprising the
CDRIL, 2and 3 sequeées of SEQ ID NO:126, 127 and 128 (101).

antibody comprising a VH region comprising the CDR1, 2

antibody of claim 2 comprising:

a VH region comprising the sequence of SEQ ID NO:33 and, preferably, a VL region
comprisir{q%he sequence of SEQ ID NO:37 (024)

a VH region comprising the sequence of SEQ ID NO:65 and, preferably, a VL region
compfising the sequence of SEQ ID NO:€9 (061)

a \gregion comprising the sequence of SEQ ID NO:73 and, preferably, a VL region
comprising the sequence of SEQ ID NO:77 (062)

a VH region comprising the sequence of SEQ ID NO:81 and, preferably, a VL region
comprising the sequence of SEQ ID NO:85 (064)
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e} a VH region comprising the sequence of SEQ ID NO:89 and, preferably, a VL regidn

f)

g)

b)

i)

k)

P)

q)

r

comprising the sequence of SEQ ID NO:93 (068)

a VH region comprising the sequence of SEQ ID NO:97 and, preferably,
comprising the sequence of SEQ ID NO:101 (069)

a VH region comprising the sequence of SEQ ID NO:113 and, preferably,
comprising the sequence of SEQ ID NO:117 (098)
a VH region comprising the sequence of SEQ ID NO:121 and, preferably,
comprising the sequence of SEQ ID NO:125 {(161)
a VH region comprising the sequence of SEQ ID NO:129 and, greferably,
comprising the sequence of SEQ ID NO:133 (181)

a VH region comprising the sequence of SEQ ID NO:159 #nd, preferably,
comprising the sequence of SEQ ID NO:160 (078)

a VH region comprising the sequence of SEQ ID NO;
comprising the sequence of SEQ ID NO:162 (084
NO:163 and, preferably,
comprising the sequence of SEQ ID NO:164 (063)

a VH region comprising the sequence of SEQ ID NO: 165 and, preferably,
comprising the sequence of SEQ IDylﬁﬁ (087)

61 and, preferably,

a VH region comprising the sequence of SEQ |

a VH region comprising the sequence/of SEQ ID NO:137 and, preferably,
comprising the sequence of SEQ ID/NO:138 (066)

a VH region comprising the sequénce of SEQ ID NO:139 and, preferably,
comprising the sequence of SEQ ID NO:140 (065)

a VH region comprising the/sequence of SEQ ID NO:141 and, preferably,
comprising the sequence/0f SEQ ID NO:142 (082)

a VH region comprising the sequence of SEQ ID NO:143 and, preferably,
comprising the sequéme of SEQ ID NO:144 (089), or

a V| region

a VL region

a VL. region

a VL region

a VL region

a VL region

a VL region

a VL region

a VL region

a VL region

a VL region

& V1. region

a variant of any ¢f said antibodies, wherein said variant preferably has at most 1, 2

or 3 amino-acid modifications, more preferably amino-acid substitutions, such as

conservative/amino-acid substitutions in said sequences.

8. The antibody of claim 1, wherein;

- the antibody competes for binding to scluble cMetECDHIs with an immabilized antibody,

wherein séd immobilized antibody comprises a VH region comprising the sequence of SEQ

ID NO#

and a VL region comprising the sequence of SEQ ID NO:13 (006), preferably

wheréin the antibody competes for more than 50%, such as more than 75% with said

immobilized antibody, when determined as described in Example 17,
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and
- the antibody does not compete binding to soluble cMetECDHis with an immopilized
antibedy comprising a VH region comprising the sequence of SEQ ID NO:49 and a region
comprising the sequence of SEQ ID NO:53 (045), preferably wherein the antibody
competes for less than 50%, e.g. less than 25%, such as less than 20% with said
immobilized antibody, when determined as described in Example 17

and

- the antibody binds to the SEMA domain of c-Met, preferably whereip'the antibody is able
to inhibit binding of HGF to the SEMA domain with an IC50 of less

fess than 2 ug/mL as described in Example 9.

an 10 pg/mL, such as

9. The antibody of claim 8, wherein the antibody does not/compete for binding to soluble
cMetECDHis with an immobilized antibody comprising a \H region comprising the sequence
of SEQ ID NO:33 and a VL region comprising the/sequence of SEQ ID NOQO:37 (024),
preferably wherein the antibody competes for less than 25%, such as less than 20% with
said immobilized antibody, when determined as described in Example 17.
10. The antibody of claim 8, wherein the antibody binds to the same epitope as an antibody
selected from the group caonsisting of: /
a) an antibody comprising a VH region comprising the sequence of SEQ ID NO:1 and a
VL region comprising the sequénce of SEQ ID NO:5 (005)
b) an antibody comprising a Vl4region comprising the sequence of SEQ ID NO:9 and a
VL region comprising the/sequence of SEQ ID NO:13 (006)
¢) an antibody comprising a VH region comprising the sequence of SEQ ID NO:25 and a
VL0 region comprisi;g the sequence of SEQ ID NO:29 (022), and
d) an antibody comprising a VH region comprising the sequence of SEQ ID NO:57 and a
VL region comgrising the sequence of SEQ ID NO:61 (058).

11. The antibod)élaim 8 or 10, wherein the antibody comprises a VH CDR3 region having
the sequence,as set forth in
a) SEQID NO:181, such as a VH CDR3 region as set forth in SEQ ID NO:4 or 12 (005,
006)
b)/SEQ ID NO:28 (022), or
//éj SEQ ID NO:60 (058).

12. The antibody of claim 8 or 10, wherein the antibody comprises:
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13.

a) a VH region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:179, 180
181 and a VL region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:6,
202, such as an antibody comprising

a. a VH region comprising the CDR1, 2 and 3 sequences of SEQ ID N@:2, 3 and
4 and a VL region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:8,
7 and 8, (005), or

b. a VH region comprising the CDRIL, 2 and 3 sequences of SEQ ID NO:10, 11
and 12 and a VL region comprising the CDR1, 2 and 3 séquences of SEQ ID
NO:14, 15 and 16, (006) /

b) a VH regiocn comprising the CDR1, 2 and 3 sequences of SEQ ID NO:26, 184 and 28
and a VL region comprising the CDR1, 2 and 3 sequence$ of SEQ ID NO:30, 31 and
205, such as an antibody comprising a VH region cgmprising the CDR1, 2 and 3
sequences of SEQ ID NO:26, 27 and 28 and a VL redion comprising the CDR1, 2 and
3 sequences of SEQ ID NO:30, 31 and 32 (022),

¢) a VH region comprising the CDR1, 2 and 3 sedquences of SEQ ID NO: 189, 190 and
60 and a VL region comprising the CDR1, 2/and 3 sequences of SEQ ID NO: 62, 63
and 207, such as an antibody comprising,a VH region comprising the CDR1, 2 and 3
sequences of SEQ ID NO:58, 59 and 60’and a VL region comprising the CDR1, 2 and
3 sequences of SEQ ID NO:62, 63 a 6/64 (058).

The antibody of claim 8 or 10 compfising:

a) a VH region comprising the Séuence of SEQ ID NQO:1 and, preferably, a VL region
comprising the sequence of SEQ ID NO:5 (005)

b} a VH region comprising/the sequence of SEQ ID NQ:9 and, preferably, a VL region
comprising the sequerice of SEQ ID NO:13 (006)

c) a VH region compriSing the sequence of SEQ ID NO:25 and, preferably, a VL region
comprising the seéuence of SEQ ID NO:29 (022)

d) avH regionz/mprising the sequence of SEQ ID NO:57 and, preferably, a VL region
comprising/t e sequence of SEQ ID NO:61 (058)

€) a VH region comprising the sequence of SEQ ID NO:145 and, preferably, a VL region
comprising the sequence of SEQ ID NO:146 (031)

f) a VH region comprising the sequence of SEQ ID N0O:147 and, preferably, a VL region

cgmprising the sequence of SEQ ID NO:148 (007)

a VH region comprising the sequence of SEQ ID N0O:149 and, preferably, a VL region

comprising the sequence of SEQ ID NO: 150 (011)

91




WO 2011/110642 PCT/EP2011/033646

h} a VH region comprising the sequence of SEQ ID NO:151 and, preferably, a VL region
comprising the sequence of SEQ ID NO:152 (017)

) a VH region comprising the sequence of SEQ ID NO:153 and, preferably, a YL region
comprising the sequence of SEQ ID NO:154 (025), or

i) a variant of any of said antibodies, wherein said variant preferably has at most 1, 2
or 3 amino-acid modifications, more preferably amino-acid subs iztions, such as

conservative amino-acid substitutions in said sequences.

14. The antibody of claim 1, wherein:
- the antibody competes for binding to soluble cMetECDHis with an immobilized antibody,
wherein said immaobilized antibody comprises a VH region c r{prising the sequence of SEQ
ID NO:49 and a VL region comprising the sequence of Ség ID NO:53 (045), preferably
wherein the antibody competes for more than 50%, such as more than 75% with said
immabilized antibody, when determined as described in Example 17,

and

- the antibody does not compete binding tg/soluble cMetECDHis with an immobilized
antibody, wherein said immobilized comprises’a VH region comprising the sequence of SEQ
ID NO:9 and a VL region comprising the’sequence of SEQ ID NO:13 (006), preferably
wherein the antibody competes for leés than 25%, such as less than 20% with said
immaobilized antibody, when determined as described in Example 17

15. The antibody of claim 14, wherein the antibody does not compete for binding to soluble
cMetECDHis with an antibody, $elected from the group consisting of:
a) an immobilized an‘sjbody comprising @ VH region comprising the sequence of SEQ ID
NO:17 and a VL région comprising the sequence of SEQ ID NO:21 (008), and
b} an immobilizgﬂ' antibody comprising a VH region comprising the sequence of SEQ ID
NO:33 and,a/VL region comprising the sequence of SEQ ID NO:37 (024),
preferably whe/ré{n the antibody competes for less than 25%, such as less than 20% with
said immobil‘j.z’ed antibody, when determined as described in Example 17.
16. Thg*’%ntibody of claim 14, wherein the antibody binds to the same epitope as an
anti[;day comprising a VM region comprising the sequence af SEQ ID NO:49 and a VL region
cgrﬁprising the sequence of SEQ ID NO:53 (045).

Vi

~
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17. The antibody of claim 14 or 16, wherein the antibody comprises a VH CDR3 region
having the sequence as set forth in SEQ ID NO:188, such as a VH CDR3 region as sef forth
in SEQ ID NO:52 (045).

18. The antibody of claim 14 or 16, wherein the antibody comprises a VH regidn comprising
the CDR1, 2 and 3 sequences of SEQ ID NO: 186, 187 and 188 and a VL rggion comprising
the CDR1, 2 and 3 sequences of SEQ ID NO: 54, 55 and 56, such as an antibody comprising
a VH region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:50, 51 and 52 and a VL
region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:54, and 56 (045).

19. The antibody of claim 14 or 16 comprising:

a) a VH region comprising the sequence of SEQ ID NO#49 and, preferably, a VL region

comprising the sequence of SEQ ID NO:53 (045)

b) a VH region comprising the sequence of SEQ I1D/NO: 155 and, preferably, a VL region
40)

c) a VH region comprising the sequence of SEQ ID NO:157 and, preferably, a VL region

comprising the sequence of SEQ ID NO: 158 (039), or

comprising the sequence of SEQ ID NO:156

d) a variant of any of said antibodies? erein said variant preferably has at most 1, 2

re preferably amino-acid substitutions, such as

or 3 amino-acid modEfications,U?
conservative amino-acid substituti

ons in said sequences.

20. The antibody of claim 1, whergin the antibody binds to the same epitope as an antibody
comprising a VH region comptising the sequence of SEQ ID NO:17 and a VL region
comprising the sequence of/SEQ ID NO:21 (008} or binds to the same epitope as an
antibody comprising a VH fegion comprising the sequence of SEQ 1D NO:41 and a VL region
comprising the seque t-_éof SEQ ID NO:45 (035) or binds to the same epitope as an
antibody comprising/a VH region comprising the sequence of SEQ ID NO:105 and a VL
region comprising the sequence of SEQ ID NO:109 (096).

21. The antibO{of claim 20, wherein the antibody comprises a VH CDR3 region having the
sequence as set forth in SEQ ID NO:183, such as a VH CDR3 region as set forth in SEQ ID
NQ:20, 44 or 108 {008, 035, 096).

22/ The antibody of claim 20, wherein the antibody comprises a VH region comprising the
e

CDR1, 2 and 3 sequences of SEQ ID NO:18, 182 and 183 and a VL region comprising the
CDR1, 2 and 3 sequences of SEQ ID NQ:22, 203 and 204, such as an antibody comprising
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a) a VH region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:18, 19 and 20
and a VL region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:22, 2¥ and
24, (008), or

b} a VH region camprising the CDR1, 2 and 3 sequences of SEQ ID NO:42, and 44
and a VL region comprising the CDR1, 2 and 3 sequences of SEQ ID N(%:46, 47 and
48, (035), or

¢} a VH region comprising the CDR1, 2 and 3 sequences of SEQ ID NO:106, 107 and
108 and a VL region comprising the CDR1, 2 and 3 sequences 4f SEQ ID NO:110,
111 and 112 (096).

23. The antibody of claim 20 or 22 comprising:

a) & VH region comprising the sequence of SEQ ID NO:17 and, preferably, a VL region
comprising the sequence of SEQ ID NO:21 (008)

b) a VH region comprising the sequence of SEQ ID NO:41 and, preferably, a VL region
comprising the sequence of SEQ ID NO:45 (03

¢) a VH region comprising the sequence of SE I{) NQ:105 and, preferably, a VL region
comprising the sequence of SEQ ID NO:19?(096), or

d) a variant of any of said antibodies, wherein said variant preferably has at most 1, 2
or 3 aminp-acid modifications, more” preferably aminc-acid substitutions, such as
conservative amino-acid substitutigns in said sequences.

24. The antibody of any one of the preceding claims 1 to 19, wherein the antibody binds to
the SEMA domain of c-Met, prefe;;rgy wherein the antibody is able to inhibit binding of HGF
to the SEMA domain with an [€Z50 of less than 10 pg/mL, such as less than 2 pg/mL as
described in Example 9.

25. The antibody of any/one of the preceding claims, wherein the antibody binds to A431
cells with an EC50 10 nM or less, such as an EC50 of 2 nM or less, preferably as
determined according to Example 13.

26. The antibody of claim 25, wherein the antibody is a bivalent antibody.
27. The afitibody of any one of the preceding claims, wherein the antibody binds to ¢-Met

with an‘affinity constant {Kp) of 20 nM or less, such as an affinity of 5 nM or less, preferably
as determined according to Example 14.
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28. The antibody of any one of the preceding claims, wherein the antibody binds to Rhesus
monkey ¢-Met, preferably wherein the signal of antibody binding to Rhesus monkey c-Mgt is

at least 5 times that of a negative control antibody, as determined according to Example 15.

29. The antibody of any one of the preceding claims, wherein the antibody inhigits binding
of HGF to the extracellular domain of c-Met, preferably wherein the antibody inhibits binding
more than 40%, such as more than 50%, e.g. more than 60%, e.g. more/than 70%, e.q.
more than 80%, e.g. more than 90%, as determined according to Examplé 16.

30. The antibody of any one of the preceding claims, wherein the/antibody is capable to
inhibit the viability of KP4 cells, preferably wherein the antibody/is capable to inhibit the
viability more than 10%, such as more than 25%, e.g. moré than 40%, preferably as
described in Example 19.

31. The antibody of any one of the preceding claims, wherein the antibody is a full-length
antibody, preferably an IgG1 antibody, in particular an/igGi1,k antibody.

32. The antibody of any one of the preceding ci/a}'ms, wherein the antibody is conjugated to
another moiety, such as a cytotoxic moiety, a rddicisotope or a drug.

33. The antibody of any one of the prec rﬁn/gc!aims, wherein the antibody is an effector-
function-deficient antibody, e.g. a stabilized human IgG4 antibody, such as an antibody
wherein arginine at pasition 409 in/the heavy chain constant region of human IgG4 is
substituted with lysine, threonine, methionine, or leucine, preferably lysine and/or wherein

4

the hinge region comprises a Cys#Pro-Pro-Cys sequence.

34. The antibody of any one’of the preceding claims, wherein the antibody is a monovalent
antibody.

35. The antibody of claim 34, wherein the monovalent antibody comprises
(i) a variable pegion of an antibody of claims 1 to 23 or an antigen binding part of the

said region, an

(i} aCy regi/cm of an immunoglobulin or a fragment thereof comprising the Cy2 and Cy3
regions, w/herein the Cy region or fragment thereof has been modified such that the region
corresp?'/{ding to the hinge region and, if the immunoglobulin is not an 1gG4 subtype, other
regions of the Cy, region, such as the Cy3 region, do naot comprise any amino acid residues,
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which are capable of forming disulfide bonds with an identical Cy region or other covalent or

stable non-covalent inter-heavy chain bonds with an identicai Cy region in the preserce of
polyclonal human IgG.

36. The antibody of claim 35, wherein the immunoglobulin referred to in steg (ii) is of the
1gG4 subtype.

37. The antibody of claim 35 or 36, wherein the heavy chain has beeh modified such that
the entire hinge has been deleted.

38. The antibody of any one of the preceding claims, wy ein the antibody has been
modified to make it less flexible, such as by hinge region mutations.

39. The antibody of claim 38, wherein the antibody is of the IgG1 subtype, and wherein the
hinge region has been madified by:
(i) deleting the hinge region of the sequence EPKSCDKTHTCPPCP and substituting it with the
IgG2 hinge region of the sequence: ERKCCVECPPCP (IgG1 Hinge-IgG2);
(i deleting position 220 so the modi{"ued hinge region has the sequence of
EPKSDKTHTCPPCP (1gG1 AC220);
{iii} substituting cysteine at position 220 with any other natural amino acid (X} so the
meodified hinge region has the sequente of EPKSXDKTHTCPPCP (IgG1 C220X);
{iv) deleting the hinge region of s;vquence EPKSCDKTHTCPPCP (UniBody IgG1);
(v) deleting the hinge region 01}tﬁe sequence EPKSCDKTHTCPPCP and substituting it with
the IgG3 hinge region of the sequence
ELKTPLGDTI'HTCPRCPEPKS({DTPPPCPRCPEPKSCDTPPPCPRCPEPKSCDTPPPCPRCP (IgG1
Hinge-lgG3); or
(vi) substituting threpnine at position 223 with cysteine, and deleting lysine at position 222
and threonine ag/position 225, so the modified hinge region has the sequence of
EPKSCDCHCPPCP'(1gG1 TH7A6-9).
x’% f

40, The aﬁfr}ti’body of claim 39, wherein the hinge region has been modified by substituting
cysteine,/at position 220 with serine so the modified hinge region has the sequence of
EPKS;‘.SKTHTCPPCP {IgG1 C2208).

/

41. The antibody of claim 38, wherein the antibody is of [gG2 subtype.
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42. The antibedy of any one of the preceding claims, wherein the antibody has beén
modified to reduce core-fucosylation below 10%, such as below 5%, as determined by/high
performance anion-exchange chromatography coupled with pulsed amperometric dgtection
{HPAEC-PAD).

43. The antibody of any one of the preceding claims, wherein the antibody’is a bispecific
antibody, comprising a c-Met binding site, as defined in any one of the p/receding claims,
and a second antigen-binding site having a different binding specificity,/such as a binding
specificity for a human effector cell, a human Fc receptor, a B cell receptor or a non-
overlapping epitope of c-Met.

44, A nucleotide sequence encoding one or more of the aming/acid sequences selected from
the group consisting of SEQ ID NO: 1, 5, 9, 13, 17, 21, 25/29, 33, 37, 41, 45, 49, 53, 57,
61, 65, 69, 73, 77, 81, 85, 89, 93, 97, 101, 105, 109, 1/{3, 117,121, 125, 129, 133, 137,
138, 139, 140, 141, 142, 143, 144, 145, 145, 147/{4;8, 149, 150, 151, 152, 153, 154,
155, 156, 157, 158, 159, 160, 161, 162, 163, 164, 165, 166, 167, 168, 169, 170, 171,
172, 173, 174, 175, 176, 177 and 178..

45. An expression vector comprising a nucleotide sequence according to claim 44, wherein
the vector further encodes an operately-linked constant region of a light chain, constant
region of a heavy chain or both light and heavy chains of an antibody.

46. A recombinant eukaryotic or p/;okaryotic hast cell which produces an antibody as defined
in any one of ¢claims 1 to 43.

47. A pharmaceutical composition comprising an antibody as defined in any of claims 1 to
43 and a pharmaceutic/ai){//acceptable carrier.

48. The antibody ofa/ny of one claims 1 to 43 for use as a medicament.

Y

£

49. The antibt}d? of any of one claims 1 to 43 for use in the treatment of cancer, such as an
HGF—depengént cancer or an HGF-independent cancer.

i
50. Thgfantibody of any of one claims 1 to 43 for use in the treatment of cancer, wherein
the g:a/ncer is selected from the group consisting of: bladder cancer, breast cancer, cervical

cancer, cholangiocarcinoma, colorectal cancer, endometrial cancer, esophogeal cancer,
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gastric cancer, head and neck cancer, kidney cancer, liver cancer, lung cancgr,
nasopharyngeal cancer, ovarian cancer, pancreatic cancer, gall bladder cancer, prostate

cancer, thyroid cancer, osteosarcoma, rhabdomyosarcoma, synovial sarcoma, Kaposi's

sarcoma, leiomyosarcoma, malignant fibrous histiocytoma, fibrosarcom acute

myelogengus leukemia, adult T cell leukemia, chronic myeloid leukemia,/lymphoma,
multiple myeloma, glioblastoma, astrocytoma, melanoma, mesothelioma, Wilm’s tumor, and
MiT tumors, including clear cell sarcoma (CCS), alveolar soft part sarcoma (ASPS) and

translocation-associated renal cell carcinoma.

51. The antibody of claim 49 or 50, wherein the antibody is for thé treatment of cancer in

combination with one or more further therapeutic agent, such as/a chemotherapeutic agent.
52. Use of the antibody of any one of the claims 1 to” 43 for the manufacture of a

medicament for treatment of cancer, optionally comprisirig the further features of claim 49
and 50.

53. A method for inhibiting growth and/or pro/lyeration of a tumor cell expressing c-Met,
comprising administration, to an individual in need thereof, of an antibody according to any
one of claims 1 to 43.

54. A method for producing an antibody of any of claims 1 to 43, said method comprising
the steps of
a) culturing a host cell of claim 46/and

b) purifying the antibody from tHe culture media.

55. A method for detecting/the presence of c-Met in a sample, comprising:

- contacting the sample v{ith an antibody of any one of claims 1 to 43 under conditions that
aliow for formation ofa complex between the antibody and c-Met; and

- analyzing whether'a complex has been formed.

56. A kit for degtecting the presence of c-Met in @ sample comprising
- an antibod/j)f any of claims 1 to 43; and
- instructions for use of the kit.

57. g\ﬁ anti-idiotypic antibody against an antibody according to any one of the claims 1 to 43.
J
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What is claimed is:

1. An invention not claimed in any divisional application.
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