Claims:
1. A method of detecting breast cancer or lung cancer in a patient comprising the steps of:

a) Measuring an amount of a polypeptide of SEQ ID No. 1 with a phosphorylated tyrosine

at Y192 in a first cell sample isolated from the patient; and

b) Comparing the amount of polypeptide of SEQ ID No. 1 with a phosphorylated tyrosine at
Y192 in the cell sample to an amount of polypeptide of SEQ ID No. 1 with a phosphorylated

tyrosine at Y192 in a second cell sample isolated from normal, non-cancerous cells,

wherein an amplified amount of polypeptide of SEQ ID No. 1 with a phosphorylated tyrosine at
Y192 in the first cell sample relative to the amount of polypeptide of SEQ ID No. 1 with a
phosphorylated tyrosine at Y192 in the second cell sample indicates breast cancer or lung cancer

is present in the first cell sample.

2. The method of claim 1 further comprising measuring the amount of the polypeptide of SEQ

ID No. 1 with a phosphorylated tyrosine at Y231 in the first and second cell sample wherein an
amplified amount of polypeptide of SEQ ID No. 1 with a phosphorylated tyrosine at Y192 and
Y231 in the first cell sample relative to the amount of polypeptide of SEQ ID No. 1 with a

phosphorylated tyrosine at Y192 and Y231 in the second cell sample indicates cancer is present

in the first cell sample.

3. The method of claim 1 or 2 whereby the cancer is dependent on EGFR, c-Src, c-Yes, ER, Wnt,
WBP2 or E2F.

4. The method of any one of claims 1 to 3 whereby the amount of the polypeptide of SEQ ID No.
1 with a phosphorylated tyrosine is measured with an isolated phosphorylation site-specific
antibody that specifically binds to a WW-domain binding protein of SEQ ID. NO. 1 only when
the polypeptide is phosphorylated at the tyrosine Y192 or the tyrosine Y192 and the tyrosine
Y231 wherein the antibody does not bind the polypeptide of SEQ ID No. 1 when it is not
phosphorylated at said tyrosine.

5. The method of any one of claims 1 to 3 further comprising the steps of:
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c) bringing the polypeptide of SEQ ID No. 1 into contact with a polynucleotide probe or
primer comprising a polynucleotide sequence capable of hybridising selectively to the
polypeptide of SEQ ID No. 1 only when the polypeptide is phosphorylated at the tyrosine Y192
or the tyrosine Y192 and the tyrosine Y231 under suitable hybridising conditions; and

d) detecting any duplex formed between the probe or primer and the polypeptide of SEQ ID
No. 1 phosphorylated at said tyrosine.

6. The method of any one of claims 1 to 3 whereby the amount of the polypeptide of SEQ ID No.
1 with a phosphorylated tyrosine is measured with an isolated phosphorylation site-specific
aptamers that specifically binds to a WW-domain binding protein of SEQ ID. NO. 1 only when
the polypeptide is phosphorylated at the tyrosine Y192 or Y231 or the tyrosine Y192 and the
tyrosine Y231 wherein the aptamers does not bind the polypeptide of SEQ ID No. 1 when it is

not phosphorylated at said tyrosine.

7. The method of any one of claims 1 to 6 whereby the first and second cell sample are isolated
from a nuclear fraction of the cell.

8. An agent to block phosphorylation of tyrosine Y192 and Y231 in the polypeptide of SEQ ID
NO. 1, wherein the agent is a peptide capable of binding to a portion of SEQ ID. NO. | that
includes the tyrosine Y192 and Y231 and the amino acids flanking either side of the tyrosine
Y192 or Y231.

9. The agent of claim 8 wherein the peptide comprises SEQ ID. NO. 3; or SEQ ID. NO. 4; or
SEQ ID. NO. 5; or SEQ ID. NO. 6 and a nuclear localization signal.

10. An agent adapted to specifically bind to a WW-domain binding protein of SEQ ID. NO.1 only when
the polypeptide is phosphorylated at the tyrosine Y192, Y231 or the tyrosine Y192 and the tyrosine Y231
wherein the agent comprises an isolated phosphorylation site-specific antibody that does not bind the

polypeptide of SEQ ID No.1 when it is not phosphorylated at said tyrosine.

11. The agent of claim 10 wherein said antibody is an immunoglobulin comprising an

immunoglobulin heavy chain.

12. The agent of claim 10 wherein said antibody is an immunoglobulin comprising an

immunoglobulin light chain.

13. The agent of claim 11 or 12 wherein the immunoglobulin is an [gG1 kappa immunoglobulin.
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14. The agent of claim 13 wherein the immunoglobulin comprises a human IgG1 constant region

within a heavy chain of the immunoglobulin and a human constant region within a light chain of

the immunoglobulin.

15. The agent of claim 14 wherein the immunoglobulin comprises fully or partially human

framework regions within the heavy chain and within the light chain.

16. The agent of claim 14 wherein the immunoglobulin comprises murine framework regions

within the heavy chain and within the light chain.
17. A cell line producing an agent of any one of claims 8 to 16.

18. The agent or the cell line producing the agent of any one of claims 8 to 17 for use in the

treatment of breast cancer or lung cancer.

19. The agent of claim 18 whereby the cancer is dependent on EGFR, c-Src, c-Yes, ER, Wnt,
WBP2 or E2F.

20. The agent of claim 8 or 10 further comprising a TCF/f-catenin inhibitor, anti-EGFR, anti-src,

anti-c-Yes, anti-E2F, or anti-ER o compounds.

21. A composition comprising the agent or the cell line producing the agent of any one of claim
8 to 17 and a TCF/B-catenin inhibitor or an anti-estrogen receptor o compound for use in the

treatment of breast cancer or lung cancer.

22.  The agent of claim 20 or the composition of claim 21 wherein the TCF/B-catenin
inhibitor is an FH535 of formula 1

23. The agent of claim 20 or the composition of claim 21 wherein the anti-estrogen receptor

a compound is a Fulvestrant of formula 2
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24. Use of an agent according to any one of claims 8-16 in preparation of a medicament for the

treatment of breast cancer or lung cancer.
25. Use of a composition comprising:
an agent according to any one of claims 8-16; and

a TCF/ B-catenin inhibitor or an anti-estrogen receptor o compound in preparation of a

medicament for the treatment of breast cancer or lung cancer.

26.  The use of claim 25 wherein the TCF/B-catenin inhibitor is an FH535 of formula 1

27.  The use of claim 25 wherein the anti-estrogen receptor-o compound is a Fulvestrant of

formula 2
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Claims:
1. A method of detecting breast cancer or lung cancer in a patient comprising the steps of:

a) Measuring an amount of a polypeptide of SEQ ID No. 1 with a phosphorylated tyrosine
at Y192 in a first cell sample isolated from the patient; and

b) Comparing the amount of polypeptide of SEQ ID No. 1 with a phosphorylated tyrosine at
Y192 in the cell sample to an amount of polypeptide of SEQ ID No. 1 with a phosphorylated

tyrosine at Y192 in a second cell sample isolated from normal, non-cancerous cells,

wherein an amplified amount of polypeptide of SEQ ID No. 1 with a phosphorylated tyrosine at
Y192 in the first cell sample relative to the amount of polypeptide of SEQ ID No. 1 with a

phosphorylated tyrosine at Y192 in the second cell sample indicates breast cancer or lung cancer

is present in the first cell sample.

2. The method of claim 1 further comprising measuring the amount of the polypeptide of SEQ

ID No. 1 with a phosphorylated tyrosine at Y231 in the first and second cell sample wherein an
amplified amount of polypeptide of SEQ ID No. 1 with a phosphorylated tyrosine at Y192 and
Y231 in the first cell sample relative to the amount of polypeptide of SEQ ID No. 1 with a

phosphorylated tyrosine at Y192 and Y231 in the second cell sample indicates cancer is present

in the first cell sample.

3. The method of claim 1 or 2 whereby the cancer is dependent on EGFR, c¢-Src, c-Yes, ER, Wnt,
WBP2 or E2F.

4. The method of any one of claims 1 to 3 whereby the amount of the polypeptide of SEQ ID No.
1 with a phosphorylated tyrosine is measured with an isolated phosphorylation site-specific
antibody that specifically binds to a WW-domain binding protein of SEQ ID. NO. 1 only when
the polypeptide is phosphorylated at the tyrosine Y192 or the tyrosine Y192 and the tyrosine
Y231 wherein the antibody does not bind the polypeptide of SEQ ID No. 1 when it is not
phosphorylated at said tyrosine.

5. The method of any one of claims 1 to 3 further comprising the steps of:
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c) bringing the polypeptide of SEQ ID No. 1 into contact with a polynucleotide probe or
primer comprising a polynucleotide sequence capable of hybridising selectively to the
polypeptide of SEQ ID No. 1 only when the polypeptide is phosphorylated at the tyrosine Y192
or the tyrosine Y192 and the tyrosine Y231 under suitable hybridising conditions; and

d) detecting any duplex formed between the probe or primer and the polypeptide of SEQ ID
No. 1 phosphorylated at said tyrosine.

6. The method of any one of claims 1 to 3 whereby the amount of the polypeptide of SEQ ID No.
1 with a phosphorylated tyrosine is measured with an isolated phosphorylation site-specific
aptamers that specifically binds to a WW-domain binding protein of SEQ ID. NO. 1 only when
the polypeptide is phosphorylated at the tyrosine Y192 or Y231 or the tyrosine Y192 and the

tyrosine Y231 wherein the aptamers does not bind the polypeptide of SEQ ID No. 1 when it is
not phosphorylated at said tyrosine.

7. The method of any one of claims 1 to 6 whereby the first and second cell sample are isolated
from a nuclear fraction of a-the cell.

8. An agent to interfere-withblock phosphorylation of tyrosine Y192 and Y231 in the polypeptide
of SEQ ID NO. 1, wherein the agent is selected-from-one-of an-antibody;-a peptide capable of
binding to a portion of SEQ ID. NO. 1 that includes the tyrosine Y192 and Y231 and the amino

acids flanking either side of the tyrosine Y192 or Y23 | an-aptamers-and-a-small-interfering RNA.
910. An agent adapted to specifically bind to a WW-domain binding protein of SEQ ID. NO.1 only when

the polypeptide is phosphorylated at the tyrosine Y192, Y231 or the tyrosine Y192 and the tyrosine Y231

wherein the agent comprises an isolated phosphorylation site-specific antibody that does not bind the

polypeptide of SEQ ID No.1 when it is not phosphorylated at said tyrosine.

11. The agent of claim 8-10 wherein said antibody is an immunoglobulin comprising an

immunoglobulin heavy chain.

1012. The agent of claim 8-10 wherein said antibody is an immunoglobulin comprising an

immunoglobulin light chain.

1++13. The agent of claim 9-11 or +8-12 wherein the immunoglobulin is an IgG1 kappa

immunoglobulin.
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4214. The agent of claim +4-13 wherein the immunoglobulin comprises a human IgG1 constant

region within a heavy chain of the immunoglobulin and a human constant region within a light

chain of the immunoglobulin.

1315. The agent of claim 9-ex1014 wherein the immunoglobulin comprises fully or partially

human framework regions within the heavy chain and within the light chain.

1416. The agent of claim 9-ex+614 wherein the immunoglobulin comprises murine framework

regions within the heavy chain and within the light chain.

that-includes-the-phosphorylated-tyrosine Y192 and-Y23 |-and-the amino-acids-Hanking cither
4. oE thochosnherdated tvrosine Y102 oe 231,

169. The agent of claim 45-8 wherein the peptide comprises SEQ ID. NO. 3; or SEQ ID. NO. 4;
or SEQ ID. NO. 5; or SEQ ID. NO. 6 and a nuclear localization signal.

17. A cell line producing an agent of any one of claims 8 to 16.

: o
1918. The agent or the cell line producing the agent of any one of claims 8 to +8-17 for use in the

treatment of breast cancer or lung cancer.

2019. The agent of claim +9-18 whereby the cancer is dependent on EGFR, c¢-Src, ¢c-Yes, ER,
Wnt, WBP2 or E2F.

2420. The agent of claim 8 or +9-10 further comprising a TCF/B-catenin inhibitor, anti-EGFR,

anti-sre, anti-c-Yes, anti-E2F, or anti-ERa compounds.

2221. A composition comprising the agent or the cell line producing the agent of any one of

claim 8 to +8-17 and a TCF/B-catenin inhibitor or an anti-estrogen receptor « compound for use

in the treatment of breast cancer or lung cancer.

2322. The agent of claim 2+-20 or the composition of claim 22-21 wherein the TCF/B-catenin
inhibitor is an FH535 of formula 1-
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2423, The agent of claim 2+-20 or the composition of claim 22-21 wherein the anti-estrogen

receptor o compound is a Fulvestrant of formula 2

2524. Use of an agent according to any one of claims 8-10 te-interfere-with-phosphorylation-of
tyrosin / : £SEQID-NO-—t-wherein-the-agentis-selected-from
ene-ofanantibody; ide; ~and-a-small-interfering RINA-in preparation of a

medicament for the treatment of breast cancer or lung cancer.

2725. Use of a composition comprising:

an agent according to any one of claims 8-16te-interfere-with-phospherylation-of-tyrosine
Y192-and-¥231-inthe-pelypeptide-of SEQID NO—whereinthe-agentis-selected-from-one-of
an-antibody-a-peptidean-aptamerand-a-smallinterfering RINA; and

a TCF/ B-catenin inhibitor or an anti-estrogen receptor o compound in preparation of a

medicament for the treatment of breast cancer or lung cancer.

2826. The use of claim 27-25 wherein the TCF/B-catenin inhibitor is an FH535 of formula 1-
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2927. The use of claim 27-25 wherein the anti-estrogen receptor-oe compound is a Fulvestrant of

formula 2

61



