WO 2011/112953 PCT/US2011/028129

We claim:

1. Use of an ErbB3 inhibitor for the manufacture of a medicament for the treatment of triple

negative breast cancer.

2. A method of suppressing growth of a triple negative breast cancer cell, the m

comprising contacting the cell with an effective amount of an ErbB3 inhibitor,

3. A method of suppressing growth of a triple negative breast cancer tu hor in a patient, the

method comprising administering to the patient an effective amount gf an ErbB3 inhibitor.

4. A method of treating a patient for a triple negative breast caf cer tumor, the method

comprising administering to the patient an effective amouny/of an ErbB3 inhibitor.

5. A method of treating a breast cancer tumor in a patient, the method comprising
selecting a patient with a triple negative brgast cancer tumor; and

mount of an ErbB3 inhibitor.

administering to the patient an effectiv

6. The method of any one of claims 1-5, svherein the ErbB3 inhibitor is an anti-ErbB3

antibody.

7. The method of claim 6, whegéin the anti-ErbB3 antibody is MM-121.

8. The method of claim §/'wherein the anti-ErbB3 antibody comprises an antibody

comprising, in amino tgrminal to carboxy terminal order, Vg CDR1, 2 and 3 sequences as
shown in SEQ ID
Vi, CDRI1, 2 and,

s: 3-5, respectively, and, in amino terminal to carboxy terminal order,

sequences as shown in SEQ ID NOs: 6-8, respectively.

od of claim 6, wherein the anti-ErbB3 antibody comprises Ab #3, comprising Vy

and Vi gequences as shown in SEQ ID NOs: 9 and 10, respectively.

. The method of claim 6, wherein the anti-ErbB3 antibody comprises Ab #14, comprising

/' Vy and V1, sequences as shown in SEQ ID NOs: 17 and 18, respectively.
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11. The method of claim 6, wherein the anti-ErbB3 antibody comprises Ab #17, comprisin/

s

Vy and V. sequences as shown in SEQ ID NOs: 25 and 26, respectively. /
/
12. The method of claim 6, wherein the anti-ErbB3 antibody comprises Ab #19, cgfr/;prising
Vy and Vi, sequences as shown in SEQ ID NOs: 33 and 34, respectively. ;’f
/
4

13. The method of claim 6, wherein the anti-ErbB3 antibody is selected from the group
consisting of mAb 1B4C3, mAb 2D1D12 and humanized mAb §B8.

14. The method of any one of claims 1-5, wherein the triple negat,i’é//ll)reast cancer tumor is

histopathologically characterized as having a basal-like phenotype.

15. The method of any one of claims 1-5, wherein the ?p’ e negative breast cancer tumor is

histopathologically characterized as having a phenotypé other than basal-like.

16. The method of any one of claims 3-15, whicl further comprises administering to the
patient an effective amount of at least one addjfional anti-cancer agent that is not an ErbB3
inhibitor.

17. The method of claim 16, wherein/he at least one additional anti-cancer agent comprises

at least one chemotherapeutic drug

18. The method of claim 17,4vherein the at least one additional anti-cancer agent is selected
from the group consisting ef/platinum—bascd chemotherapy drugs, taxanes, tyrosine kinase

inhibitors, anti-EGFR adtibodies, anti-ErbB2 antibodies, and combinations thereof.

19. The method of'claim 18, wherein the at least one chemotherapeutic drug is paclitaxel.
20. The metiod of claim 19, wherein the ErbB3 inhibitor is an anti-ErbB3 antibody
comprising Vg CDR1, 2 and 3 sequences as shown in SEQ ID NOs: 3, 4 and 5, respectively,

and V/CDRI1, 2 and 3 sequences as shown in SEQ ID NOs: 6, 7 and 8§, respectively.

. The method of claim 19, wherein the ErbB3 inhibitor is MM-121.
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22. The method of claim 16, wherein the at least one additional anti-cancer agent comprises /
an EGFR inhibitor. r,’

4

23. The method of claim 22, wherein the EGFR inhibitor comprises an anti-EGFR agff%ody.

24. The method of claim 23, wherein the anti-EGFR antibody comprises cetuxipﬁ;b.
25. The method of claim 23, wherein the anti-EGFR antibody is selected /‘from the group

consisting of matuzumab, panitumumab, nimotuzumab and mAb 806.

&
&

s

s
26. The method of claim 22, wherein the EGFR inhibitor is a smgzl*f molecule inhibitor of

EGFR signaling. /
/
/f

/
27. The method of claim 26, wherein the small molecule, fnhibitor of EGFR signaling is
selected from the group consisting of gefitinib, lapatinib, canertinib, pelitinib, erlotinib HCL,

PKI-166, PD158780, and AG 1478.

28. The method of claim 16, wherein the at lfé/s/'/f one additional anti-cancer agent comprises
a VEGF inhibitor. /

/

29. The method of claim 28, wherein/{he VEGEF inhibitor comprises an anti-VEGF antibody.
30. The method of claim 29, wHherein the anti-VEGF antibody is bevacizumab.

31. The method of any ?\e of claims 1-5, wherein the triple negative breast cancer tumor is a
tumor in which the t17 r cells score negative for estrogen receptor (ER) and progesterone

est result of 0 or 1+ using a semi-quantitative immunohistochemical

receptor and yield a
)/Ional anti-HER?2 primary antibody.

assay using a polyc

32. The ? od of any one of claims 1-5, wherein the triple negative breast cancer tumor is a
tamor ?/ hich the tumor cells score negative for estrogen receptor (ER) and progesterone
receptor and yield a test result of 2+ using a semi-quantitative immunohistochemical assay

usidg a polyclonal anti-HER?2 primary antibody.
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/

33. Then method of claim 32, wherein the tumor cells are FISH negative for HER2 gene !/

amplification, /
e

7

;f
. .y b . ;/
34, Use of an ErbB3 inhibitor for the manufacture of a medicament for the treatmentfof

basal-like breast cancer. /

/
35. A method of suppressing growth of a basal-like breast cancer cell, the 12§’fhod
comprising contacting the cell with an effective amount of an ErbB3 inhibj{or.

J‘A”
I

/
36. A method of suppressing growth of a basal-like breast cancer tuplor in a patient, the

method comprising administering to the patient an effective am;yﬁt of an ErbB3 inhibitor.

5

37. A method of treating a patient for a basal-like breast capcer tumor, the method

comprising administering to the patient an effective air/lﬁ))mt of an ErbB3 inhibitor.

38. A method of treating a breast cancer tumor in a/ﬁ/atient, the method comprising:
selecting a patient with a basal-like breasi/gancer tumor; and

administering to the patient an effectiye amount of an ErbB3 inhibitor.

39. The method of any one of claims 34-38, wherein the ErbB3 inhibitor is an anti-ErbB3
antibody.

40. The method of claim 39,/wﬁerein the anti-ErbB3 antibody is MM-121.

41. The method of clai éé wherein the anti-ErbB3 antibody comprises an antibody
comprising Vi CDR1,2 and 3 sequences as shown in SEQ ID NOs: 3-5, respectively, and V|,
CDR1, 2 and 3 sequénces as shown in SEQ ID NOs: 6-8, respectively.

42. The methgd of claim 39, wherein the anti-ErbB3 antibody comprises Ab #3, comprising

Vy and Vi Sequences as shown in SEQ ID NOs: 9 and 10, respectively.

43. TPhe method of claim 39, wherein the anti-ErbB3 antibody comprises Ab #14, comprising
Vy/and Vi, sequences as shown in SEQ ID NOs: 17 and 18, respectively.
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44, The method of claim 39, wherein the anti-ErbB3 antibody comprises Ab #17, comprising !j
Vy and V sequences as shown in SEQ ID NOs: 25 and 26, respectively.

&
£
£
7

F
7

45. The method of claim 39, wherein the anti-ErbB3 antibody comprises Ab #19, compfising
J
Vg and Vi sequences as shown in SEQ ID NOs: 33 and 34, respectively. J

46. The method of claim 39, wherein the anti-ErbB3 antibody is selected fx‘O@ﬂle group
consisting of mAb 1B4C3, mAb 2D1D12, AMG-888 and humanized mAb §I{8
/
/
47. The method of any one of claims 35-40, which further comprises /z;,dininistering to the

patient an effective amount of at least one additional anti-cancer a (%@/ nt that is not an ErbB3

inhibitor. /

48. The method of claim 47, wherein the at least one addiﬁjé?ﬁ/al anti-cancer agent is

paclitaxel. // g

49. Use of an ErbB3 inhibitor for the manufacturg’ of a medicament for the treatment of
basal-like breast cancer or triple negative breast/élancer in conjunction with the treatment of
basal-like breast cancer or triple negative b;%:t cancer with at least one additional anti-

cancer agent that is not an ErbB3 inhibit £

50. The method of claim 49, wherejf the at least one additional anti-cancer agent is

paclitaxel.

51. The method of claim 18 or claim 44, wherein the additional anti-cancer agent is an anti-

ErbB2 antibody that is 1/ tuzumab or pertuzumab.

52. The method of claim 18 or claim 47, wherein the at least one additional anti-cancer agent

is lapatinib.

53. The dethod of claim 31 or claim 32, wherein the semi-quantitative
istochemical assay is the assay comprised by a HercepTest® Kit.
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CLAIMS

1. Use of an ErbB3 inhibitor for the manufacture of a medicament for the treatment of triple

negative breast cancer.

2. The use of claim 1, wherein the ErbB3 inhibitor comprises an anti-ErbB3 antibody.

3. The use of claim 2, wherein the anti-ErbB3 antibody comprises, in amino terminal to
carboxy terminal order, a Vi CDRI1 sequence as shown in SEQ ID NO:3, a Vg CDR2
sequence as shown in SEQ ID NO:4 and a Vg CDR3 sequence as shown in SEQ ID NO:5,
and, in amino terminal to carboxy terminal order, a Vi, CDR1 sequence as shown in SEQ ID
NO:6, a Vi, CDR2 sequence as shown in SEQ ID NO:7 and a Vi, CDR3 sequence as shown in
SEQ ID NO:S8.

4. The use claim 2, wherein the anti-ErbB3 antibody is selected from the group consisting of:
(a) an antibody comprising a Vg sequence as shown in SEQ ID NO:1 and a V| sequence as
shown in SEQ ID NO:2;

(b) an antibody comprising a Vi sequence as shown in SEQ ID NO:9 and a V| sequence as
shown in SEQ ID NO:10;

(c) an antibody comprising a Vg sequence as shown in SEQ ID NO:17 and a V|, sequence as
shown in SEQ ID NO:18; and

(d) an antibody comprising a Vi sequence as shown in SEQ ID NO:25 and a V|, sequence as

shown in SEQ ID NO:26.

5. The use of any one of claims 1 to 4, wherein the triple negative breast cancer tumor is

histopathologically characterized as having a basal-like phenotype.

6. The use of any one of claims 1 to 4, wherein the triple negative breast cancer tumor is

histopathologically characterized as having a phenotype other than basal-like.

7. The use of any one of claims 1 to 4, wherein the medicament is for use in administering to

a patient in combination with an effective amount of at least one additional anti-cancer agent.
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8. The use of claim 7, wherein the at least one additional anti-cancer agent is selected from
the group consisting of platinum-based chemotherapy drugs, taxanes, tyrosine kinase

inhibitors, anti-EGFR antibodies, anti-ErbB2 antibodies, and combinations thereof.

9. The use of claim 8, wherein the at least one additional anti-cancer agent is paclitaxel.

10. The use of claim 7, wherein the at least one additional anti-cancer agent comprises an

EGFR inhibitor.

11. The use of claim 10, wherein the EGFR inhibitor comprises an anti-EGFR antibody.

12. The use of claim 11, wherein the anti-EGFR antibody is selected from the group

consisting of cetuximab, matuzumab, panitumumab, nimotuzumab and mAb 806.

13. The use of claim 10, wherein the EGFR inhibitor is a small molecule inhibitor of EGFR
signaling selected from the group consisting of gefitinib, lapatinib, canertinib, pelitinib,

erlotinib HCL, PKI-166, PD158780, and AG 1478.

14. The use or method of claim 7, wherein the at least one additional anti-cancer agent

comprises a VEGF inhibitor.

15. The use or method of claim 14, wherein the VEGF inhibitor comprises bevacizumab.

16. The use of any one of claims 1 to 4, wherein the triple negative breast cancer tumor is a
tumor in which the tumor cells score negative for estrogen receptor (ER) and progesterone
receptor and yield a test result for HER2 of 0, 1+, or 2+ using a semi-quantitative

immunohistochemical assay using a polyclonal anti-HER2 primary antibody.

17. The use or method of claim 16, wherein the tumor cells are FISH negative for HER2 gene

amplification.

18. Use of an ErbB3 inhibitor for the manufacture of a medicament for the treatment of basal-

like breast cancer.
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19. The use of claim 18, wherein the ErbB3 inhibitor comprises an anti-ErbB3 antibody that
comprises, in amino terminal to carboxy terminal order, a Vg CDR1 sequence as shown in
SEQ ID NO:3, a Vi CDR2 sequence as shown in SEQ ID NO:4 and a Vi CDR3 sequence as
shown in SEQ ID NO:5, and, in amino terminal to carboxy terminal order, a Vi, CDR1
sequence as shown in SEQ ID NO:6, a V. CDR2 sequence as shown in SEQ ID NO:7 and a
VL CDR3 sequence as shown in SEQ ID NO:8, or wherein the anti-ErbB3 antibody comprises
an antibody comprising a Vg sequence as shown in SEQ ID NO:1 and a V| sequence as

shown in SEQ ID NO:2.

20. The use claim 19, wherein the medicament is for use in administering to a patient in

combination with an effective amount of at least one additional anti-cancer agent.

21. The use of claim 20, wherein the at least one additional anti-cancer agent is paclitaxel.

22. Use of an ErbB3 inhibitor of claim 1 or 18, wherein the medicament is for use in
administering to a patient in combination with at least one additional anti-cancer agent that is

not an ErbB3 inhibitor.

23. The use of claim 22, wherein the at least one additional anti-cancer agent is selected from
the group consisting of paclitaxel, trastuzumab, pertuzumab, cetuximab, matuzumab,
panitumumab, nimotuzumab, mAb 806, gefitinib, lapatinib, canertinib, pelitinib, erlotinib,

HCL, PK1-166, PD158780, and AG 1478.
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