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CLAIMS

i. An antibody capable of binding to an PRL-] or PRL-3 polypeptide, in whicl the
antibody is capable of binding 10 an epitope bound by antibady 269, antibody 222 or antibody

318, or e variant, homologus, derivative or fragment thereof,

2. An antibody according to-Claim 1, in which the antibody is capabiie of binding to an

epitope on & PRE-1 polypeptide bound by antibody 269.

3. An antibody according o Claim | or 2, in which the amibody comprises an anti-PRL1
antibody capabie of binding fo an epitope TYKNMR or TLEAKFL or both, ora vanant,

homologue, derivative or fragment thereof.

o4 An antibody according to Claim 1, in which fhe antibody s capable of binding to an

[

epifope on & PRL-3 poiy;ﬁeptidz: bound by antiﬁo 23 or antibody 318,

&. An antibody according to/any preceding claim, in which the antibody comprises the

An antibody comprising the variable region of monoclonal antibody 223 (8EQ 1D NO:
L BEQ 1D NO: 8), or a variant, homologue, derivative or fraoment thereof which is capable of
inding PRL-1.

9. An angbody comprising the variable region of monoclonal antibody 318 (S8EQ ID NG
10, SEC ID NO: 123, or a variant, homologue, derivative or fragment thereof which is capable
of bindiog PRL-3.
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16, Anantibody according to any preceding claim which is capable of binding to an
intraceliufar PRL-! or PRL-3 polypeptide, preferably by being capable of crossing the plaSma

mesmibrane of 5 coll,

11, Anantibody according 1o any preceding clamm, in which the antibody is gdpable of
binding to and inhibiting a biological activity of PRL~1 or PRL-3, preferably protein tyrosine
phosphatase (FTP) activity.

12, Ananttbody according o any preceding claim, in which the pftibody is capabie of
preventmg metastasts of a cancer, preferably colorectad rancer, oyérian cancer, breast cancer,
fiver cancer, pancreatic cuitoer, progate cancer, gastric canger/AuNg cancer, penis cancer,
cervica! cancer, brain cancer, ssophageal cancer, bladder cafeinoma, kidvey renal celi

carcinoma, ovary bomnphoma and skin melanomea.

3. An antibody axzéording o Claim 12, in whigh the cancer is 2 PRL-1 or PRI

EXPIESSING Cancer,

14. - An antibody according to any pregéding claimy which is & monoclonal antibody or a

humanised monocional antibody.

15, A combination comprisingan anti-PRL-1 antibody and an anti-PRIL-3 antibody, cach

according 1o any preceding clpdm.

18. A pharmacewlicalComposition comprising an antibody or combination according to

any preceding claim, fgether with 2 pharmaceutically acceptable excipient, diluent or carner,

17.  An amibddy capable of binding to PRL-1 or PRL-3, preferably an antibody according
to any of Clgdms 1 to 14, a combination according o Claim 15 or & pharmaceutical
compositdn according to Claim 16 for use in & method of treament or prevention of cancer or

metagdisis thereof

An antibody, combination according or compostion acearding 1o Claim 17 for a use as
specifizd theretn, in which the method comprises exposing 2 cancer cell to the antibody or

combination,
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SXIHESSING Cancer.

G4

19.  Anantibody or combination or composition according to Claim 17 o7 18 forause as
specified therein, in which the method comprises sdministering a therapeuticaily sffectiv
amount of the antibody. combination or composition to an individual suffering or suspetied of

suffering from cancer.

2. An antibody or combination or composition according w0 Claim 17, 18%0r 19 for a use

as specified therein, in which the cancer is & metastatic cancer, preferably # PRL-T or PRL-3

21, Anantibody or combination according to any of Claims 17 to 20 for a use as specified

thereir, in which the cancer comprises colorectal cancer, ov canger, breast cancer, liver
cancer, pancreatic cancer, prostate cancer. gastric cancer, Ming cancet, penis cancer, cervical
cancer, brain cancer, esophageal cancer, bladder carcipéma, kidney renal celi carcinoma,

pvary Ivmphoma and skin melzpoma.

22, Anantibody or combination according/to any of Claims 17 to 21 for a use as specified

therein, in which the number of metastaticfumours in a trested individual is reduced by at
ieast 50%, at least 60%, at least 7%,

individual.

icast 80% or at Jeast 90%, compared to an untreated

23.  Anantibody accordingto any of Claims 1 10 14, a combimation according to Claim 15
or a pharmaceutical compeition according to Claim 16 for use in 2 method of diagrosis of 2

cancer 0T metasasis theteof,

4. A diagnostic kit comprising an amtibody sccording to any of Claims | to 14,2

combination géeording to Claim 15 or 2 pharmaceutical composition according to Claim 16

"together with instructions for use in the diagnosis of a cancer or metastasis thereof.

25, / A polypeptide comprising o seguence selected frorm the group consisting of: S8EQ 1D
10 2, SEQ ID NO+: 4, SEQ ID NQO: 6, SEQ ID NO: &, SEQID NO: W0 or SEQ IDNO: 12, or

a variant, homologue, derivative or fragment thereof which is capabie of binding PRL.

26, Anucieic acid comprising 2 sequence capabie of encoding & molecule according to
arry of Claiess 1 e 14, preferably selected from the group consisting of: SEQ 1D NO: 1, SEQ
FD NG 3, SEQ ID NO: 5, SEQ 1D NO: 7, SEQ ID NG: 9 and SEG 1D NO: 11, or a varian:,
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homotogue, derivative or fragment thereof which is capable of encoding a polypeptide having
PRL binding activity,

27, A celt comprising or ransformed with a nuckeie acid sequence according w Clgf

ot a descendent of such 2 cell.

28. A method of producing an antibody according to any of Claims | to 14{the method

comprising providing a cell according to Claim 27 and expressing the antifbdy from the cell.

2. A method of diagnosis of cancer, such as metastatic cancerﬁa an individugl, the
method comprising exposing a biological sample frons the indivigdal to an antibody according
to any of Claims | to 14 and detecting binding between the antfbody and 2 PRL-1 or PRL-3

polypeptide.

36. A method of treatment or prevention of cancer, such as metastatic cancer, in an
individual suffering or suspected to be suffering frbm Gﬂﬂmﬂi.;., the method uampriiéing
administering a therapeuticaily cffective amoyfit of an antibody according to any of Claims |
to 14, a combination according to Claim 17or & composition sccording o Claim 16, to the

individual,

31 A method according 1o Claim 29 or 30 which comprises & feature as set out in any of
Claims 1 to }4 and 1§ 10 22, |

32, A methed of b ent or prevention of cancer, such a8 metastatic cancer, in an

individual suffering ¢f suspected o be suffering from cancer. the method comprising

-diagnosing cancey'in the individual by & method according o Claim 29 or 31 and treating the

individual by # ' method according to Claim 30 or 31,

33. method of detecting 2 metastatic cell, the method comprising exposing a candidate
cell 1o an antibody sccording 1o any of Claims 1 to 14 and detecting expression of PRL-1 or

-3 polypeptide by the cell.

34, A method of madzxc}ng an amimal model for metastatic tumours, the method

COMpPTISinG:




16

15

96

{8} administering a plurality of metastatic cancer cells, such as a PRL-1 or PRL-3

expressing cancer cells, inio a first animal;
(b} allowing, the cells to develop into metastatic tumours in the first animal;

{c) extracting & metastatic tumour from the first animal and deriving a cell ling from

the metastatic simour; and

{d) administering a plurality of cells of the cell line into a second anjfial.
35 Ananimal mode! obtainable by a method according to Claim

36.  Use of an animal model produced by 2 method accordingto Claim 34 or as claimed in

Clairn 35 25 2 model for metsstatic fumours.

37, A method comprising the steps of providing an/intibody according to any of Claims |

to 14 and atlowing the antibody to bind 1o a PRL-16r PRL-3 polypeptide.

38 A method according to Claim 37, in which the antibody is allowed to bind 10 & cell

expressing 4 PRL-1 polypemide or 2 PRIAS polypeptide.

39 A method according fo Clajrh 37 or 38, in which the PRI~! comprises an intracelfulay
PRL-i polypeptide or in which fhe PRL-3 polypeptide comprises an intraceHular PRL-3
palypeptide.

40.  An antibody, gémbination, pharmaceutical composition, diagnostic kit. nucleic arid,
cell, method or use’as hereinbefore deseribed with reference to and as shown in Figures | to

11 of the accopftpanying drawings.
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CLAIMS

1. Use of an anti-PRL-1 or anti-PRL-3 antibody in the manufacture of a

medicament for treating or preventing cancer or metastasis thereof, the use

involving targeting intracellular PRL-1 or intraceliular PRL-3 with the antibodies to

ablate cancer celig and cancer metasiasis.

2, The use according to claim 1 wherein the antibody is selected from the
group comprising:

{2} an antibody which binds to PRL-1 comprising a heavy chain variable
region sequence comprising SEQ ID NO: 2 and a light chain variable
region sequance comprising SEQ 1D NO: 4;

(b) an antibody which binds to PRL-3 comprising a heavy chain variable
region sequence comprising SEQ D NO: 6 and a light chain variable
region seguence comprising SEQ 1D NO: §;

{c) an antibody which binds to PRL-3 comprising & heavy chain variable
region seguence cofnprising SEQ 1D NO: 10 and a light chain variable
region sequence comprising SEQ IDNO: 12; '

{d) an antigen binding fragment of (a), {b) or {c) which is capable of
binding to an intraceflular PRL-1 or PRL-3 polypeptide; and

(e) an antibody comprising a sequence which is at least 80% identical to
(a), {b) or (c) and which is capable of binding fo an infracefiular PRL-1
or PRL-3 polypeptide.

3. Use of a nucleic acid which encodes an antibody as defined in claim 1 or claim 2

in the manufacture of a medicament for the use defined in claim 1 or claim 2.

4, The use according to Claim 3, which is selected from the group consisting of:
(a) a nucleic acid éncoding an antibody (a) as defined in Claim 1 and which comprises
a sequence SEQ ID NG 1 and & sequence SEQ 1D NO: 3;
(b} a nucieic acid encoding an antibody (b) as defined in Claim 1 and which
comprises a sequence SEQ ID NO: & and a sequence SEQ ID NO: 7, and



10

15

20

25

30

83

(c) a nucleic acid encoding an antibody (¢) as defined in Claim 1 and which comprises
a sequence SEQ ID NO: 9 and a sequence SEQ 1D NO: 11.

5 The use according to any preceding claim, inrwhich the antibody binds to and
inhibits a protein tyrosine phosphatase (PTP) activity of PRL-1 or PRL-3.

6. The use according to any preceding claim wherein the antibody comprises

a monoclonal antibody or a humanised monocional antibody.

7. Use of a combination comprising an antibody which binds to PRL-1 and an
antibody which binds to PRL-3, each according to the definition in any one of claims
1, 2, § or B, in the manufaciure of a medicament for freating or preventing cancer or

metastasis thersof,

8. Use of a composition comprising an antibody as defined in any one of claims
1,2, 50r6 ora combination as defined in Claim 7, together with a pharmaceuticaify

acceptable excipient, diluent or carrier, in the manufacture of a medicament for

treating or prayenting cancer or metastasis thereof.

8. The use according to any preceding claim in which the use comprises
administration of a therapeufically effective amount of the antibody, combination or
composition fc an individual suffering or suspected of suffering from cancer.

10. The use according to any preceding claim, in which the cancer comprises a
PRL-1 or PRL-3 expressing cancer, a metastatic cancer, colorectal cancer, ovarian
cancer, breast cancer, liver cancer, pancreaiic cancer, prostate cancer, gastric
cancer, lung cancer, penis cancer, cervical cancer, brain cancer, asophageal
cancer, bladder carcinoma, kidney renal cell carcinoma, ovary lymphoma and skin

melanoma.



