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CLAIMS

What is claimed is:

1. A method for treating or delaying progression of cancer in an individual compri
administering to the individuoal an effective amount of a PD-1 axis binding antagongﬁind a
MEX inhibitor. «»f

2. The method of claim 1, wherein the PD-1 axis binding antagonist is }@fg;ted from the
group consisting of a PD-1 binding antagonist, a PD-L1 binding antagon{ﬂgfﬁand a PD-L.2 binding
antagonist. ﬁﬁb}

3. The method of Claim 2, wherein the PD-1 axis binding ant?gomst is a PD-1 binding
antagonist. ,‘;z

4. The method of Claim 3, wherein the PD-1 binding amfygomst inhibits the binding of PD-
1 to its ligand binding partners. ﬁﬁ

5. The method of Claim 4, wherein the PD-] bmdmg antagonist inhibits the binding of PD-
I to PD-L1.

6. The method of Claim 4, wherein the PD~1‘ :;:oinding antagonist inhibits the binding of PD-
1 to PD-L2. f,

7. The method of Claim 4, wherein ghé PD-1 binding antagonist inhibits the binding of PD-
1 to both PD-L1 and PD-L2. 7

8. The method of Claim 4, wi}ﬁf{in the PD-1 binding antagonist is an antibody.

9. The method of Claim 8, ‘-"ifierein the PD-1 binding antagonist is MDX-1106.

10.  The method of Claam g, wherem the PD-1 binding antagonist is Merck 3745.

11.  The method of Clafm 8, wherein the PD-1 binding antagonist is CT-011.

12.  The method of Cimm 4, wherein the PD-1 binding antagonist is AMP-224.

13, The methodﬁf Claim 2, wherein the PD-1 axis binding antagonist is a PD-L1 binding
antagonist. g,

14.  The method of Claim 13, wherein the PD-L 1 binding antagonist inhibits the binding of
PD-L1 toﬁPD 1.

5. T%ze method of Claim 13, wherein the PD-L 1 binding antagonist inhibits the binding of
PDAL to BT-1.

lé The method of Claim 13, wherein the PD-L1 binding antagonist inhibits the binding of

/ PD-L1 to both PD-1 and B7-1.
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L. 1ne memoa oI Liaim 1o, wanerewn me PD-L1 binding antagonist is an antibody.,
18.  The method of Claim 17, wherein the PD-L1 binding antagonist is selected from the
group consisting of: YW243.55.870, MPDL32804A, and MDX-1105. ﬁ

19.  The method of Claim 17, wherein the antibody comprises a heavy chain compﬂsmg
HVR-H1 sequence of SEQ ID NO:15, HVR-H2 sequence of SEQ ID NO:16, and HVE.
sequence of SEQ ID NO:3; and a light chain comprising HVR-L1 sequence of SEQJD NO:17,
HVR-L2 sequence of SEQ ID NO:18§, and HVR-L3 sequence of SEQ ID NO:19 d

20.  The method of Claim 17, wherein the antibody comprises a heavy chain variable region

i
tiable region

comprising the amino acid sequence of SEQ ID NO:24 and a light chain v

comprising the amino acid sequence of SEQ ID NO:21.
21.  The method of Claim 2, wherein the PD-1 axis binding antagomst is a PD-L2 binding
antagonist.

22.  The method of Claim 21, wherein the PD-L.2 bmdmg antagomst is an antibody.

23.  The method of Claim 21, wherein the PD-L.2 bmdl,ng antagonist is an immunoadhesin.
24,  The method of any one of claims 1-23, wherem the MEK inhibitor is a competitive
inhibitor of MEK.

25.  The method of any one of claims 1-23, wherem the MEK inhibitor is more selective

against an activating KRAS mutation.

26. The method of any one of claims 1#23, wherein the MEK inhibitor is an allosteric

inhibitor of MEK. yd

27.  The method of any one of cl,a’i';:ns 1-23, wherein the MEK inhibitor is more selective
against an activating BRAF muta lon.

28.  The method of any one ‘of claims 1-23, wherein the MEK inhibitor is a compound of the
formula (1), (II), (11}, (I\Q (V) {VI) or (V1I}, or a pharmaceutically acceptable salt or solvate
thereof. ‘
29, The methodﬁf any one of claims 1-23, wherein the MEK inhibitor is selected from the

group consisj'fé% G02442104, G-38963, G02443714, GOO039805 and GDC-0973, 0ra

pharmaceuticg Iy acceptable salt or solvate thereof.
30. Tl&}ﬁefﬁmﬂmd of claim 29, wherein the MEK inhibitor is G02443714, G02442104 or
G00039€05.
31 " The method of any one of claims 1-30, wherein the cancer contains a BRAF V600E
ﬁaﬁtatmn.
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L. Llle MEwoa o1 aily one or ciaims L-3u, wherein the cancer contains a BRAF wildtype. /
33.  The method of any one of claims 1-3(, wherein the cancer contains a KRAS wild

34.  The method of any one of claims 1-30, wherein the cancer contains an activating ngAS

mutation
35.  The method of any one of claims 1-34, wherein the treatment results in a sugtgf;ed
response in the individual after cessation of the treatment. J

36.  The method of any of claims 1-35, wherein the MEK inhibitor is admisistered

continuously.

37. The method of any of claims 1-35, wherein the MEK inhibitor igadministered

intermitiently.
38.  The method of any of claims 1-35, wherein the MEK inhipitor is administered before the
PD-1 axis binding antagonist. /7 ’

39.  The method of any of claims 1-35, wherein the MEAK/inhibitor is administered
simultaneous with the PD-1 axis binding antagonist. jgff

#
40.  The method of any of claims 1-36, wherein ﬂ}g MEK inhibitor is administered after the

PI>-1 axis binding antagonist. f"l

41.  The method of any one of claims 1-40, Vi‘fherein the individual has colorectal cancer.
&

42.  The method of any one of claims 1- 4@ wherein the individual has melanoma,

'43.  The method of any one of claims /A —40 wherein the individual has non-small cell lung
cancer. Wg,a

44.  The method of any one of clﬁims 1-40, wherein the individual has ovarian cancer.

45.  The method of any one Qf cialms 1-40, wherein the individual has breast cancer.

46. The method of any one of claims 1-40, wherein the individual has pancreatic cancer.
47. The method of ang one claims 1- 40, wherein the individual has a hematological
malignancy. y ﬁf

48.  The method@f any one of claims 1-40, wherein the individual has renal cell carcinoma.
49, A methogl cf enhancing immune function in an individual having cancer comprising
admlmstermgﬁan effective amount of a combination of a PD-1 axis binding antagonist and a
MEK 1nh,§ﬁntor

50. ‘;»The method of claim 49, wherein CD8 T cells in the individual have enhanced priming,

actmatl on, proliferation and/or cytolytic activity relative to prior to the administration of the

c@mbmaﬂon
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7
51, 1ne memoa oI ctaim du, wneremn e CD8 T cell activation is characterized by an Nf

elevated frequency of v-IFN" CD8 T cells and/or enhanced cytolytic activity relative to pﬁ;ﬂ%r to
administration of the combination. /‘F
52.  The method of claim 50, wherein the number of CD8 T cells is elevated rela ive to prior

to administration of the combination. f

53. The method of any one of claims 50-52, wherein the CD8 T cell is anfaifétigen-speciﬁc
&

CD8 Tecell. ﬁ
54. The method of claim 50, wherein the cancer cells in the individ}ﬁf selectively have
elevated expression of MHC class I antigen expression relative to pg,djf to the administration of
the PD-1 axis binding antagonist and the MEK inhibitor. '

55. The method of claim 54, wherein PBMC cells of the individual do not have elevated

4
expression of MHC class I antigen. 4

56.  The method of claim 49, wherein the antigen prigﬁé;;iing cells in the individual have
enhanced maturation. and activation relative prior to tl}é' administration of the PD-1 axis binding
antagonist and the MEK inhibitor. ﬁfﬂ "
57.  The method of claim 56, wherein the ang;é%n presenting cells are dendritic cells.

58. The method of claim 56, wherein the Wég;fgmration of the antigen presenting cells is
characterized by increased frequency of Q3+ dendritic cells.

59.  The method of claim 56, whereid ﬁhe activation of the antigen presenting cells is
characterized by elevated expressim}ggif CD80 and CD86 on dendritic cells.

60. The method of claim 50, ;{g@ff‘ierein the serum levels of IL-10 and/or IL-8 in the individual
are reduced relative to prior t(_)ﬁﬁhe administration of the combination.

61. The method of claim&*‘g(), wherein the cancer has elevated levels of T-cell infiltration.

62.  The method of an;j; one of claims 49-61, wherein the MEK inhibitor is a compound of the
formula {I), (1I), (HI&(%/), (V), (VD) or (VID), or a pharmaceutically acceptable salt or solvate
thereof. #ﬁ'ﬁ

63.  The megagd of any one of claims 49-61, wherein the MEK inhibitor is selected from the
group consigfgiﬁg of G02442104, G-38963, G02443714, G00039805 and GDC-0973, or a
pharmace;yfi:ally acceptable salt or solvate thereof.

64. ﬁﬁ’he method of any one of claims 49-61, wherein the PD-1 axis binding antagonist is an

antif;ﬁb-u antibody.
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oo, L€ Memoa oI crum b4, wnerem Fo-L1 on the cancer cell surface is inhibited from /
transducing a signal to the intracellular pathway. / '
66. The method of claim 64, wherein the anti-PD-L1 antibody is capable of inhibiti /
binding between PD-L1 and PD-1 and/or between PD-1.1 and B7-1. /?g

67.  The method of claim 64, wherein the anti-PD-L1 antibody is a monoclonala antibody.

68.  The method of claim 64, wherein the anti-PD-L1 antibody is an antlbod:? fragment
selected from the group consisting of Fab, Fab’-SH, Fv, scFv, and (Fab’); fragments

69.  The method of any one of claims 64-68, wherein the anti-PD-L1 ﬁﬁtlbody is a humanized
antibody. ﬁ

70.  The method of any one of claims 64-68, wherein the ant1-/1/3,1?5~L1 antibody is a human
antibody. _ 7

71.  The method of Claim 64, wherein the antibody compjﬁses a heavy chain comprising
HVR-HI sequence of SEQ ID NO:15, HVR-H2 sequencefgf SEQ ID NO:16, and HVR-H3
sequence of SEQ ID NO:3; and a light chain compmsugﬁ HVR-LI sequence of SEQ ID NO:17,
HVR-L2 sequence of SEQ ID NO:18, and HVR-L3/sequence of SEQ ID NO:19.

72.  The method of Claim 64, wherein the an /;4‘ ody comprises a heavy chain variable region
comprising the amino acid sequence of SEQ/I»D NQ:24 and a light chain variable region
comprising the amino acid sequence of SPQ IDNO:21.

73.  The method of any one of CI&I}]}S 1-72, wherein the PD-1 axis binding antagonist is
administered intravenously, intramg&ulaﬂy, subcutaneously, topically, orally, transdermally,
intraperitoneally, intraorbitally, 1355 implantation, by inhalation, intrathecally, intraventricularly,
or infranasally. s ‘

74, Akit comprisin%afé)-»l axis binding antagonist and a package insert comprising
instructions for using the PD-1 axis binding antagonist in combination with a MEK inhibitor to
treat or delay progreséion of cancer in an individual.

75. Akit co&p‘fi.sing a PD-1 axis binding antagonist and a MEK inhibitor, and a package
insert comprisifig instructions for using the PD-1 axis binding antagonist and the MEX inhibitor
to treat or délay progression of cancer in an individual

76. /A/w kit comprising a MEK inhibitor and a package insert comprising instructions for using
the l}ﬂgK inhibitor in combination with a PD-1 axis binding antagonist to treat or delay

d}?ﬂﬁgression of cancer in an individual.
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. Ln¢ KIt 0T any one o7 claims /4- 7o, wherein the PD-1 axis binding antagonist is an anti-

PD-L1 antibody.
78.  The kit of any one of claims 74-76, wherein the PD-1 axis binding antagonist is i

PD-1 antibody.
79.  The kit of any one of claims 74-76, wherein the PD-1 axis binding antagoni% {s an anti-

PD-1 immunoadhesin.




CLAIMS
What 1s claimed 1s:

1. Use of an effective amount of a PD-1 axis binding antagonist and a MEK inhibitor for the
manufacture of a first medicament comprising the PD-1 axis binding antagonist and a second
medicament comprising the MEK inhibitor for treating or delaying progression of cancer in an
individual.

2. Use of an effective amount of a PD-1 axis binding antagonist in the manufacture of a
medicament for treating or delaying progression of cancer in an individual, wherein the PD-1
axis binding agent is used in combinétion with a MEK inhibitor.

3. Use of an effective amount of a MEK inhibitor in the manufacture of a medicament for
treating or delaying progression of cancer i an individual, wherein the MEK inhibitor is used in
combination with a PD-1 axis binding antagonist.

4, A pharmaceutical compostition comprising a PD-1 axts binding antagonist in combination
with a MEK inhibitor for use in treating or delaying progression of cancer.

5. A pharmaceutical composition comprising a PD-1 axis binding antagonist for use in
treating or delaying progression of cancer in combination with a MEK inhibitor.

6. A pharmaceutical composition comprising a MEK inhibitor for use in treating or delaying
progression of cancer in combination with a PDD-1 axis binding antagonist.

7. The use or pharmaceutical composition of any one of Claims 1-6, wherein the PD-1 axis
binding antagonist is selected from the group consisting of a PD-1 binding antagonist, a PD-.1
binding antagonist and a PD-L2 binding antagonist.

8. The use or pharmaceutical composition of Claim 7, wherein the PD-1 axis binding
antagonist 1s a PD-1 binding antagonist.

9. The use or pharmaceutical composition of Claim 8, wherein the PD-1 binding antagonist
inhibits the binding of PD-1 to its ligand binding partners.

10.  The use or pharmaceutical composition of Claim 9, wherein the PD-1 binding antagonist
inhibits the binding of PD-1 to PD-LI.

il.  The use or pharmaceutical composition of Claim 9, wherein the PD-1 binding antagonist
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inhibits the binding of PD-1 to PD-L2.

12. The use or pharmaceutical composition of Claim 9, wherein the PD-1 binding antagonist
inhibits the binding of PD-1 to both PD-L1 and PD-1.2.

13, The use or pharmaceutical composition of Claim 9, wherein the PD-1 binding antagonist
~ is an antibody.

14, The use or pharmaceutical composition of Claim 13, wherein the PD-1 binding
antagonist is MDX-1106.

15.  The use or pharmaceutical composition of Claim 13, wherein the PD-1 binding
antagomst is Merck 3745.

16.  The use or pharmaceutical composition of Claim 13, wherein the PD-1 binding
antagonist is CT-011,

17.  The use or pharmaceutical composition of Claim 9, wherein the PD-1 binding antagonist
is AMP-224.

18.  The use or pharmaceutical composition of Claim 7, wherein the PD-1 axis binding
antagonist is a PD-L1 binding antagonist.

19.  The vse or pharmaceutical composition of Claim 18, wherein the PD-L1 binding
antagonist inhibits the binding of PD-LT to PD-1.

20.  The use or pharmaceutical composition of Claim 18, wherein the PD-L1 binding
antagonist inhibits the binding of PD-L1 to B7-1.

21.  The use or pharmaceutical composition of Claim 18, wherein the PD-L1 binding
antagonist inhibits the binding of PD-L1 to both PD-1 and B7-1.

22.  The use or pharmaceutical composition of Claim 18, wherein the PD-L1 binding
antagonist is an antibody.

23.  The use or pharmaceutical composition of Claim 22, wherein the PD-L1 binding
antagonist s selected from the group consisting of: YW243.55.570, MPDI.3280A, and MDX-
1105.

24.  The use or pharmaceutical composition of Claim 22, wherein the antibody comprises a
heavy chain comprising HVR-H1 sequence of SEQ ID NO:15, HVR-H2 sequence of SEQ 1D
NO:16, and HVR-H3 sequence of SEQ ID NO:3; and a light chain comprising HVR-L1
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sequence of SEQ ID NO:17, HVR-L2 sequence of SEQ ID NO:18, and HVR-L3 sequence of
SEQ ID NO:19.

25.  The use or pharmaceutical composition of Claim 22, wherein the antibody comprises a
heavy chain variable region comprising the amino acid sequence of SEQ ID NO:24 and a light
chain variable region comprising the amino acid sequence of SEQ ID NO:21.

26. The use or pharmaceutical composition of Claim 7, wherein the PD-1 axis binding
antagonist is a PD-L2 binding antagonist.

27.  The use or pharmaceutical composition of Claim 26, wherein the PD-L2 binding
antagonist is an antibody.

28. The use or pharmaceutical composition of Claim 26, wherein the PD-L2 binding
antagonist 1s an immunoadhesin.

29.  The use or pharmaceutical composition of any one of Claims 1-28, wherein the MEK
inhibitor is a competitive inhibitor of MEK.

30. The use or pharmaceutical composition of any one of Claims 1-28, wherein the MEK
inhibitor is more selective against an activating KRAS mutation.

31. The use or pharmaceutical composition of any one of Claims 1-28, wherein the MEK
inhibitor is an allosteric inhibitor of MEK.

32. The use or pharmaceutical composition of any one of Claims 1-28, wherein the MEK
inhibitor is more selective against an activating BRAF mutation.

33. The use or pharmaceutical composition of any one of Claims 1-28, wherein the MEK
inhibitor is a compound of the formula (1), (I1), (11T}, (IV), (V), (VD) or (VII), or a
pharmaceutically acceptable salt or solvate thereof.

34, The use or pharmaceutical composition of any one of Claims 1-28, wherein the MEK
inhibitor 1s selected from the group consisting of 02442104, G-38963, G02443714, GO0039805
and GDC-0973, or a pharmaceutically acceptable salt or solvate thereof.,

35.  The use or pharmaceutical composition of Claim 34, wherein the MEK inhibitor 1s
G02443714, G02442104 or GOOG39805.

36. The use or pharmaceutical composition of any one of Claims 1-35, wherein the cancer

contains a BRAT V600E mutation.
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37.  The use or pharmaceutical composition of any one of Claims 1-35, wherein the cancer
contains a BRAF wildtype.

38.  The use or pharmaceutical composition of any one of Claims 1-35, wherein the cancer
contains a KRAS wildtype.

39.  The use or pharmaceutical composition of any one of Claims 1-35, wherein the cancer
contains an activating KRAS mutation.

40, The use or pharmaceutical composition of any one of Claims 1-39, wherein the treatment
results in a sustained response in the individual after cessation of the treatment.

41.  The use or pharmaceutical composition of any one of Claims 1-40, wherein the MEK
inhibitor is used continuously.

42.  The use or pharmaceutical composition of any one of Claims 1-41, wherein the MEK
mhibitor is used intermittently.

43,  The use or pharmaceutical composition of any one of Claims 1-41, wherein the MEK
inhibitor is used before the PD-1 axis binding antagonist.

44, The use or pharmaceutical composition of any one of Claims 1-41, wherein the MEK
inhibitor is used simultaneous with the PD-1 axis binding antagonist.

45. The use or pharmaceutical composition of any one of Claims 1-41, wherein the MEK
inhibitor 1s used after the PD-1 axis binding antagonist.

46.  The use or pharmaceutical composition of any one of Claims 1-45, wherein the individual
has colorectal cancer.

47.  The use or pharmaceutical composition of any one of Claims 1-45, wherein the individual
has melanoma.

48. The use or pharmaceutical composition of any one of Claims 1-45, wherein the individual
has non-small cell lung cancer.

49. The use or pharmaceutical composition of any one of Claims 1-45, wherein the individual
has ovarian cancer.

50. The use or pharmaceutical composition of any one of Claims 1-45, wherein the individual
has breast cancer.

51. The use or pharmaceutical composition of any one of Claims 1-45, wherein the individual
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has pancreatic cancer.

52.  The use or pharmaceutical composition of any one of Claims 1-45, wherein the individual
has a hematological malignancy.

53.  The use or pharmaceutical composition of any one of Claims 1-45, wherein the individual
has renal cell carcinoma.

54.  Use of an effective amount of a PD-1 axis binding antagonist and a MEK inhibitor for the
manufacture of a first medicament comprising the PD-1 axis binding antagonist and a second
medicament comprising the MEK mhibitor for enhancing immune function in an individual
having cancer.

55. Use of an effective amount of a PD-1 axis binding antagonist in the manufacture of a
medicament for enhancing immune function in an individual having cancer, wherein the PD-1
axis binding agent is used in combination with a MEK inhibitor.

56.  Use of an effective amount of a MEK. inthibitor in the manufacture of a medicament for
enhancing immune function in an mdividual having cancer, wherein the MEK inhibitor is used in
combination with a PD-1 axis binding antagonist.

57. A pharmaceutical composition comprising a PD-1 axis binding antagonist in combination
with a MEK inhibitor for use in enhancing immune function in an individual having cancer.

58. A pharmaceutical composition comprising a PD-1 axis binding antagonist for use in
enhancing immune function in an individual having cancer in combination with a MEK
inhibitor.

59. A pharmaceutical composition comprising a MEK inhibitor for use in enhancing immune
function in an individual having cancer in combimnation with a PD-1 axis binding antagonist.

60.  The use or pharmaceutical composition of any one of Claims 54-59, wherein CD8 T cells
in the individual have enhanced priming, activation, proliferation and/or cytolytic activity
relative to prior to the use of the medicament or pharmaceutical composition.

61.  The use or pharmaceutical composition of Claim 60, wherein the CD8 T cell activation is
characterized by an elevated frequency of y-IFN” CD8 T cells and/or enhanced cytolytic activity
relative to prior to the use of the medicament or pharmaceutical composition.

62.  The use or pharmaceutical composition of Claim 60, wherein the number of CD8 T cells
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is elevated relative to prior to the use of the medicament or pharmaceutical composition.

63.  The use or pharmaceutical composition of any one of claims 60-62, wherein the CD8 T
cell 1s an antigen-specific CD8 T cell.

64.  The use or pharmaceuiical composition of Claim 60, wherein the cancer cells in the
individual selectively have elevated expression of MHC class | antigen expression relative to
prior to the use of the PD-1 axis binding antagonist and the MEK inhibitor.

65.  The use or pharmaceutical composition of Claim 64, wherein PBMC cells of the
individual do not have elevated expression of MHC class [ antigen.

66.  The use or pharmaceutical composition of any one of Claims 54-59, wherein antigen
presenting cells in the individual have enhanced maturation and activation relative prior to the
use of the PD-1 axis binding antagonist and the MEK inhibitor.

67. The use or pharmaceutical composition of Claim 66, wherein the antigen presenting cells
are dendritic cells.

68,  The use or pharmaceutical composition of Claim 66, wherein the maturation of the
antigen presenting cells is characterized by increased frequency of CD83” dendritic cells.

69.  The use or pharmaceutical composition of Claim 66, wherein the activation of the antigen
presenting cells is characterized by elevated expression of CD80 and CD86 on dendritic cells.
70.  The use or pharmaceutical composition of Claim 60, wherein serum levels of [L-10
and/or IL~8 in the individual are reduced relative to prior to the use of the medicament or
pharmaceutical composition.

71.  The use or pharmaceutical composition of Claim 60, wherein the cancer has elevated
levels of T-cell infiltration.

72.  The use or pharmaceutical composition of any one of Claims 54-71, wherein the MEK
inhibitor is a compound of the formula (I), {11, (II1), (IV), (V), (VD) or (VII), or a
pharmaceutically acceptable salt or solvate thereof.

73. The use or pharmaceutical composition of any one of Claims 54-71, wherein the MEK
inhibitor 1s selected from the group consisting of G02442104, G-38963, G02443714, GO0039805
and GDC-0973, or a pharmaceutically acceptable salt or solvate thereof.

74.  The use or pharmaceutical composition of any one of Claims 54-71, wherein the PD-!
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axis binding antagonist is an antibody.

75.  The use or pharmaceutical composition of Claim 74, wherein PD-L1 on the cancer cell
surface is inhibited from transducing a signal to the intracellular pathway.

76.  The use or pharmaceutical composition of Claim 74, wherein the antibody is capable of
inhibiting binding between PD-L1 and PD-1 and/or between PD-1.1 and B7-1.

77.  The use or pharmaceutical composition of Claim 22 or 74, wherein the antibody is a
monoclonal antibody.

78.  The use or pharmaceutical composition of Claim 22 or 74, wherein the antibody is an
antibody fragment selected from the group consisting of Fab, Fab’-SH, Fv, sckFv, and (Fab’),
fragments.

79.  The use or pharmaceutical éomposition of Claim 22 or 74, wherein the antibody is a
humanized antibody.

80.  The use or pharmaceutical composition of Claim 22 or 74, wherein the antibody is a
human antibody.

81.  The use or pharmaceutical composition of Claim 74, wherein the antibody comprises a
heavy chain comprising HVR-H1 sequence of SEQ ID NO:15, HVR-H?2 sequence of SEQ ID
NO:16, and HVR-H3 sequence of SEQ D NO:3; and a light chain comprising HVR-L1
sequence of SEQ ID NO:17, HVR-L2 sequence of SEQ ID NO:18, and HVR-L3 sequence of
SEQ ID NO:19.

82.  The use or pharmaceutical composition of Claim 74, wherein the antibody comprises a
heavy chain variable region comprising the amino acid sequence of SEQ ID NO:24 and a light
chain variable region comprising the amino acid sequence of SEQ ID NO:21.

83.  The use or pharmaceutical composition of any one of claims 1-82, wherein the PD-1 axis
binding antagonist is administered intravenously, intramuscularly, subcutaneously, topically,
orally, transdermally, intraperitoneally, intraorbitally, by implantation, by inhalation,
mtrathecally, intraventricularly, or intranasally.

84, A kit comprising a PD-1 axis binding antagonist and a package insert comprising
instructions for using the PD-1 axis binding antagonist in combination with a MEK inhibitor to

treat or delay progression of cancer in an individual.
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85. A kit comprising a PD-1 axis binding antagonist and a MEK inhibitor, and a package
insert comprising instructions for using the PD-1 axis binding antagonist and the MEK inhibitor
to treat or delay progression of cancer in an individual.
86. A lit comprising a MEK inhibitor and a package insert comprising instructions for using
the MEK inhibitor in combination with a PD-1 axis binding antagonist to treat or delay
progression of cancer in an individual.
87.  Thekit of any one of Claims 84-86, wherein the PD-1 axis binding antagonist is an anti-
PD-L1 antibody.
&8.  The kit of any one of Claims 84-86, wherein the PD-1 axis binding antagonist is an anti-
PD-1 antibody.

89.  The kit of any one of Claims 84-86, wherein the PD-1 axis binding antagonist is

an anti-PD-1 immunoadhesin.
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