CLAIMS

An isolated antibody that specifically binds human NOTCH2 and/or NOTCH3, wherein the
antibody comprises:
(2) a heavy chain CDR1 comprising SSSGMS (SEQ ID NQ:5), a heavy chain CDR2
comprising VIASSGSNTYYADSVKG (SEQ ID NO:6), and a heavy chain CDR3 £omprising
SIFYTT (SEQ ID NO:51) or GIFFAI (SEQ 1D NO:7); and
(b) a light chain CDR1 comprising RASQSVRSNYLA (SEQ 11D NO:8)/a light chain CDR2
comprising GASSRAT (SEQ 1D NO:9), and a light chain CDR3 compriging QQYSNFPI (SEQ
D NO:10).

The antibody of claim I, which comprises a heavy chain CDR ¥ comprising SSSGMS (SEQ ID
NQ:5), a heavy chain CDR2 comprising VIASSGSNTYYADSVKG (SEQ ID NO:6), and a
heavy chain CDR3 comprising SIFYTT {SEQ ID NO:5
The antibody of claim I, which comprises a heavy/chain CDR1 comprising SSSGMS (SEQ ID
NO:5), a heavy chain CDR2 comprising VIASZGSNTYYADSVKG (SEQ ID NO:6), and a
heavy chain CDR3 comprising GIFFAI (SE@ 1D NO:7).

An antibody that specifically binds hugfian NOTCH2 and/or NOTCIH3, wherein the antibody
comprises:
{a) a heavy chain variable rggion having at least about 30% sequence identity to SEQ ID
NQ:50, SEQ 1D NO:14, or SEQ 1D NO:20; and

{b) a light chain variable region having at least about 90% sequence identity to SEQ ID
NO:13 or SEQ ID NO:J4. '

The antibody of claim 4, which comprises:

he antibody of claim 4, which comprises:

(a) a heavy chain vaniable region comprising SEQ ID NO:50; and
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10.

11.

2.

{b) a light chain variable region comprising SEQ ID NO:13.

The antibody of claim 4, which comprises:
{a) a heavy chain variable region having at least about 95% sequence identity to SE ID
NO:14; and
{b) a light chain variable region having at least about 95% sequence identity y6 SEQ ID
NO:13.

The antibody of claim 4, which comprises:

(2) a heavy chain variable region comprising SEQ ID NO:14; a
[(9)] a light chain variable region comprising SEQ ID NO:13.
An isolated antibody that specifically binds human NOTCH2 and/or human NOTCH3, wherein
the antibody:
(a) binds at least part of the sequence HKGAL {SEQ ID NO:;28) within the EGF repeat 10 of
human NOTCH?2; and/or
{®) binds at least part of the sequence HEPAI (SEQ ID NO:29) within the EGF repeat 9 of
hurnan NOTCH3,

An antibody that competes for specifi¢ binding to human NOTCH?2 and/or human NOTCH3 with
a second antibody in a competitive’binding assay, wherein the second antibody comprises:
(a) a heavy chain variable yegion comprising SEQ 1D NQ:50 and a light chain variable
region comprising SEQ 1D H0O:13; or

(b) a heavy chain vaylable region comprising SEQ ID NO:14 and a light chain variable
region comprising SE@ ID NO:13.

An antibody thaycompetes for specific binding to human NOTCH?2 and/or human NOTCH3 with

The antibody of claim 1 encoded by the polynucleotide deposited with the ATCC as PTA-10170.
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14.

15,

16.

17.

13.

19,

20.

21.

22.

24,

25,

26.

The antibody of claim 1 encoded by the polynucleotide deposited with the ATCC as PTA-9547.

The antibody of any one of claims 1 to 11, 13, or 14, which is conjugated to a cytotoxic agent

An isolated cell producing the antibody of any one of claims 1 to 15.

A pharmaceutical composition comprising the antibody of any one of claims 1 to 45 and a

pharmaceutically acceptable carrier.

An isolated polynucleotide encoding the antibody of any one of claims

A vector comprising the polynucleotide of claim 18.

An isolated cell comprising the polynucleotide of claim 18.

An isolated cell comprising the vector of claimi9.

Use of the antibody of any one of claims 1 to 13 in the manufacture of a medicament for the

treatment of cancer.

Use of the antibody of any one of claips 1 to 15, in the manufacture of a medicament for

inhibiting tumeor growth.

The use of claim 22 or claim Z3, wherein the treatment of cancer or inhibiting tumor growth

comprises use of the antibgdy in combination with a second therapeutic agent.

The use of claim 24,/wherein the second therapeutic agent is a chemotherapeutic agent, a second

amtibody, or an agti-angiogenesis agent.

Use of the Antibody of any ene of ¢laims 1 to 15, in the manufacture of a medicament for

angiogenesis.

THe use of claim 26, wherein the angiogenesis is tumor angiogenesis.
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28.

29,

30.

31

A polypeptide comprising a sequence selected from the group consisting of SEQ ID NO:50, SEQ
ID NO:2, SEQ ID NO:4, SEQ ID NO:16, SEQ ID NO:18, SEQ ID NO:13, SEQ ID NO:14, SE
ID NO:19, SEQ ID NO:20, and SEQ ID NO:49.

The antibody of any one of claims 1-15, for use in the treatment of cancer.

The antibody of any one of claims 1-15, for use in inhibiting tumor growth.

The antibody of any one of claims 1-15, for use in inhibiting angiogenesjé.




by

CLAIMS

An Isolated antibody that specifically binds human Notch2 and Notch3, comprising:

{(a) a heavy chain CDR1 comptising SSSGMS (SEQ ID NO:5), a heavy chain CDR2 comprising VIASSGSN-
TYYADSVKG (SEQ ID NQ:6), and a heavy chain CDR3 comprising SIFYTT (SEQ ID NO:51) or SEQ 1D NO:
30; and

{b) a light chain CDR1 comprising RASQSVRSNYLA (SEQ I NO:B), a light chain CDR2 comprising GASSRAT
(SEQ 1D NO:8), and a light chain CDR3 comprising QQYSNFPI (SEQ 1D NO: 10).

. An antibedy according to claim 1, wherein the heavy chain COR3 comprises SIFYTT {(SEQ ID NQ:51).

. An antibody according to ciaim 2, comprising heavy chain variable region SEQ ID NO: 50 and light ¢hain variable
region SEQ ID NO: 13.

An antibody according to claim 1, wherein the heavy chain CDR3 comprises SIFYPT (SEQ ID NO: 22), SSFFAS
(SEQ ID NO: 23), S8FYAS (SEQ D NO: 24), SSFFAT (SEQ ID NO: 25), SIFYPS (SEQ ID NO: 26), SSFFAN (SEQ
1D NO: 27) or GIFFAI (SEQ 1D NO:7).

The antibody according to claim 1, claim 2 or claim 4, which comprises:

{a) a heavy chain variable region having at least abaut 0% sequence identity to SEQ IDNO:50, SEQ D NO: 14,
or SEQ 1D NO:20; and
(b) a tight chain varlable region having at least aboul 0% sequence idenlity to SEQ ID NO:13 or SEQ ID NO:19.

The antibody according to any one of clalms 1 to 5, wherein the antibody is a recombinant antibody, a monocional
anlibody, a chimeric antibody, a humanized antibedy, a human antibody, an antibody fragment, a bispecific antibody,
a monospecific antibody, an 1gG1 antlbody or an IgG2 antibody.

. An aniibody encoded by the polynucieotide deposited with the ATCC as PTA-10170 ar by the polynuclectide de-
pasited with the ATCC as PTA-9547,

. Acell comprising or producing the antibody as defined in any one of claims 1o 7.
An isolated polynuclectide comprising a palynucleotide encoding an antibody according lo any of claims 1 to 7.
. The antibedy according to any one of claims 1 to 7 for use in the treatment of cancer.

. The antibody according to any of claims 1 10 7 for use according to clalm 10, wheteln the treatment reduces the
tumarigenicily of a tumor andfor reduces the frequency of cancer stem cells in the tumour.

The anlibody according to any of claims 1 to 7 for use according 1o, claim 10, wherein the cancer Is colorecial cancer,
breast cancer, pancreatic cancer, lung cancer or melanoma.

. The antibody according to any of claims 1 lo 7 for use according to clalm 10, whereln the treatment comprises
administering an effeclive amount of the antibody 1o & subject, and further comprises administering a therapeutically

effective amount of a second agent to the subject, wherein the second agent Is an anti-cancer agent andfor an anti-
angiogenic agent.

- The antibody according to any of claims 1 fo 7 for use according to claim 13, wherein the second agent is a
chemolherapeutic agent.

The anlibody according to any of claims 1 to 7 for use according to claim 14, wherein tha chemotherapeutic agent
Is paclitaxel, gemeitabine or Irinotecan,

The antibody according lo any of claims 1 to 7 for use according to clalm 13 wherein the second agentis an antagonist
of vascular endothelial cell growth factor (VEGF) or of a VEGF receptor,

17, The antibody according to any of claims 1 1o 7 for use according to claim 13 wherein the second agent is an anti-

DLL4 antibody.
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18. Use of the antibody as defined in a2ny one of ¢laims 1 to 7 for the manufzcture of a medicament for the treatment
of cancer.

19. Use according to claim 18, wherein the lreatment of cancer is trealment as defined in any of claims 11 to 17.
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