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1. A pharmaceutical formulation comprising:

(2) ananti-c-met antibody, wherein the anti-c-met antibody comprises a HVR-L1/
comprising sequence KSSQSLLYTSSQKNYLA (SEQ 1D NO:1), a HVR-L.2 comﬁ?ising
sequence WASTRES (SEQ ID NO:2), a HVR-L3 comprising sequence QQYYA”@PW
(SEQ ID NO:3), a HVR-H1 comprising sequence GYTFISYWLH (SEQ ID,;»»féO 4y, a
HVR-H2 comprising sequence GMIDPSNSDTRENPNFKD (SEQ ID N 5) and a HVR-
-H3 comprising sequence ATYRSYVTPLDY (SEQ ID NO:6) and Whei‘é;n the anti-c-met
antibody comprises a singie antigen binding arm and comprises a P;c region, wherein the Fe

region comprises a first and a second Fe polypeptide, and where;’f? the first and second Fe

polypeptides are present in a complex; f;f

&
(b}  ahistidine buffer at pH 5.0-5.4; f,f
{¢) a saccharide; and fﬁ.f

(d) a polysorbate, wherein the polysorbate is pl;@é%nt at greater than 0.02% w/v.
2. The pharmaceutical formulation of claim I, Wheréfi; the anti-c-met antibody comprises (a)
a heavy chain variable domain comprising the qequen’ée
EVQLVESGGGLVQPGGSLRLSCAASGYTFT SYWLHWVRQAPGKGLEWV GMIDPSNSDT
RFNPNFKDRFTISADTSKNTAYLQMN SLRAEDTAVYYCATYRSYVTPL{)YWGQGTLVTV
SS (SEQ ID NO:19) and (b) a light chain Vdﬂﬂble demain comprising the sequence:
DIQMTQSPSSLSASVGDRVTITCKS%,@SLLYTSSQKNYLAWYQQKPGKAPKLLEYWASTR
ESG‘VPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYYAYPWTFGQGTKVEIKR (SEQID
NO:20). (_f‘“
y
3. The pharmaceutical for&n{ﬂation of claim 2, wherein the first and second Fe polypeptides
form a Fc region that increa§é§ stability of said antibody fragment compared to a Fab molecule
comprising said antigen bi’ﬁ/ding armi.
4, The pharmaceuﬁ{al formulation of any one of claim 1-3, wherein the anti-c-met antibody
comprises (a) a firstpolypeptide comprising the amino acid sequence of SEQ ID NO:19, a CH1
sequence, and a;;ﬁét Fe polypeptide and (b) a second polypeptide comprising the amino acid
sequence of SEQ ID NO:20 and CL1 sequence.
5. Thﬁf pharmaceutical formutation of claim 4, wherein the anti-c-met antibody further
comprzs’es (c) a third polypeptide comprising a second Fe polypeptide.
6. J The pharmaceutical formulation of any one of claims 1-5, wherein the first Fc polypeptide
Fcé'”;npﬁses the Fec sequence depicted in Figure 2 (SEQ ID NO: 17) and the second Fe polypeptide
’ ‘ﬁcompz‘ises the Fc sequence depicted in Figure 3 (SEQ ID NO: 18).

7. The pharmaceutical formulation of any one of claims 1-6, wherein the anti-c-met antibody
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is onartuzumab. _
3. The pharmaceutical formulation of any one of claims 1-7, wherein the anti-c-met antibgdjf
binds the same epitope as onartuzumab. / 4

9. The pharmaceutical formulation of any one of claims 1-8, wherein the anti- cnme;ﬁmbody
is present at a concentration between about 10 mg/mlb and about 100 mg/mL (e.g. aboﬁ”t 15

.)‘

mg/mL and about 75 mg/mL). 7
10.  The pharmaceutical formulation of claim 9, wherein the anti-c-met anﬁlzggy is present at 2
concentration of about 60 mg/mL.. f{

11, The pharmaceutical formulation of any one of ¢laims 1-10, Whewn;r‘"the saccharide is

present at a concentration of about 75 mM to about 200 mM (e.g., abou,t 100 mM to about 150

mb), "’

12, The pharmaceutical formulation of ciaim 11, wherein the }ﬁccharide is present at a
ﬁ:ﬁ’

concentration of about 120 mM. i

13, The pharmaceutical formulation of any one of claimﬁsf"{;lz, wherein the saccharide is a
disaccharide. _)ﬁf
14, The pharmaceutical formulation of claim {3 ;}&ﬁér@in the disaccharide is trehalose.
15, The pharmaceutical formulation of claim %(;fWhBIBIH the disaccharide is sucrose.
16.  The pharmaceutical formulation of any 3}16 of claims 1-15, wherein the histidine buffer is
at a concentration of about 1 mM to about SOmM (e.g. about I mM to about 25 mM).
17.  The pharmaceutical formulation o}}ﬁ:lalm 16, wherein the histidine buffer is at a
/

il

concentration of about 10 mM. /

18.  The pharmaceutical formuliyﬁa of any one of claims 1-17, wherein the hls‘adme buffer is
histidine acetate, g
19.  The pharmaceutical formulaﬁoa of any one of claims 1-18, wherein the polysorbate is
p1esent at a concentration gréatez than 0.02% and less than about 0.1%.
20.  The ph&rmaceut;cal formulation of claim 19, wherein the polysorbate is present at a
concentration of abouf’ 0.04%.
21, The pharm%égutical formulation of any one of claims 1-20, wherein the polysorbate is
polysorbate 20. ff
22, The phé;maceuﬁcai formulation of any one of claims 1-21, wherein the formulation is
diluted w1th a diluent (e.g., 0.9% NaCl).
23. "Ffﬁe pharmaceutical formulation of claim 22, wherein the anfi-c-met antibody is present ata
congﬁnﬁaﬂon of about 1 mg/mL.

4/ A method of inhibiting c-met activated cell proliferation, said method comprising

fv-contactmg a cell or tissue with an effechve amount of the pharmaceutical formulation of any one
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of elaims 1-23.

25, A method of modulating a disease associated with dysregulation of the HGF/c-met
signaling axis, said method comprising administering to a subject an effective amount of the
pharmaceutical formulation of any one of claims 1-23, |
26. A method of treating a subject having a proliferative disorder, said method compriging
administering to the subject an effective amount of the pharmaceutical formulation of afty one of
claims 1-23. _

27.  The method of claim 26, wherein the proliferative disorder is cancer. {fﬂ

28.  The method of claim 27, wherein the cancer is lung cancer {e.g., n.on-sfn‘faﬂ cell lung cancer
(NSCLCY)), glioblastoma, pancreatic cancer, sarcoma, renal cell carcinomaﬁﬁffepa{oceiiuiar
carcinoma, gasiric cancer, colorectal cancer, and/or breast cancer. fﬁ

29, The method of any one of claims 24-28, further comprising a &cond therapeutic agent.
30. A method of making a pharmaceufica! formulation of any gﬁe of claims 1-23.

31, Anarticle of manufacture comprising a container with }ﬁ‘gphamaceutical formulation of
any one of ¢laims 1-23 contained therein. jf

&

32, A method of making the article of manufacture oggglaim 3L

S
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CLAIMS

1. A pharmaceutical formulation comprising:
(a) an anti-c-met antibody, wherein the anti-c-met antibody comprises a HVR-L1
comprising sequence KSSQSLLYTSSQKNYLA (SEQ ID NO:1), a HVR-L2 comprising
sequence WASTRES (SEQ ID NO:2), a HVR-L3 comprising sequence QQYYAYPWT
(SEQ ID NO:3), a HVR-H1 comprising sequence GYTFTSYWLH (SEQ ID NO:4), a
HVR-H2 comprising sequence GMIDPSNSDTRENPNFKD (SEQ ID NO:5), and a HVR-
H3 comprising sequence ATYRSYVTIPLDY (SEQ ID NO:6) and wherein the anti-c-met
antibody comprises a single antigen binding arm and comprises a Fc region, wherein the Fe
region comprises a first and a second Fc polypeptide, and wherein the first and second Fe
polypeptides are present in a complex;
)] a histidine buffer at pH 5.0-5.4;
() a saccharide; and
(d) a polysorbate, wherein the polysorbate is present at greater than 0.02% w/v.
2. The pharmaceutical formulation of claim 1, wherein the anti-c-met antibody comprises (a)
a heavy chain variable domain comprising the sequence:
EVQLVESGGGLVQPGGSLRLSCAASGYTFISYWLHWVRQAPGKGLEWVGMIDPSNSDT
RENPNFKDRFTISADTSKNTAYLOMNSLRAEDTAVYYCATYRSYVTPLDYWGQGTLVTV
SS (SEQ ID NO:19) and (b) a light chain variable domain comprising the sequence:
DIQMTQSPSSLSASVGDRVTITCKSSQSLLYTSSQENYLAWYQQKPGKAPKLLIYWASTR
ESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYYAYPWTFGQGTKVEIKR (SEQ ID
NO:20).
3. The pharmaceutical formulation of claim 2, wherein the first and second Fc polypeptides
form a Fc region that increases stability of said antibody fragment compared to a Fab molecule
comprising said antigen binding arm.
4. The pharrﬁaceutical formulation of any one of claim 1-3, wherein the anti-c-met antibody
comnprises (a) a first polypeptide comprising the amino acid sequence of SEQ 1D NO:19, a CHI
sequence, and a first Fc polypeptide and (b) a second polypeptide comprising the amino acid
sequence of SEQ ID NO:20 and CL1 seguence.
5. The pharmaceutical formulation of claim 4, wherein the anti-c-met antibody further
comprises (c) a third polypeptide comprising a second Fc polypeptide.
6. The pharmaceutical formulation of any one of claims 1-5, wherein the first Fe polypeptide
comprises the Fc sequence depicted in Figure 2 (SEQ ID NO: 17) and the second Fe polypeptide
comprises the Fe sequence depicted in Figure 3 (SEQ ID NO: 18).

7. The pharmaceutical formulation of any one of claims 1-6, wherein the anti-c-met antibody
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is onartuzumab.

8. 'The pharmaceutical formulation of any one of claims 1-7, wherein the anti-c-met antibody
binds the same epitope as onartuzumab.

9. The pharmaceutical formulation of any one of claims 1-8, wherein the anti-c-met antibody
1s present at a concentration between about 10 mg/ml and about 100 mg/ml (e.g. about 15
mg/mL and about 75 mg/mL).

10.  The pharmaceutical formulation of claim 9, wherein the anti-c-met antibody is present at a
concentration of about 60 mg/ml..

11.  The pharmaceutical formulation of any one of claims 1-10, wherein the saccharide is
present at a concentration of about 75 mM to about 200 mM (e.g., about 100 mM 1o about 150
mM).

12, The pharmaceutical formulation of claim 11, wherein the saccharide is present ata
concentration of about 120 mM.

13.  The pharmaceutical formulation of any one of claims 1-12, wherein the saccharide is a
disaccharide.

14, The pharmaceutical formulation of claim 13, wherein the disaccharide is trehalose.

15, The pharmaceutical formulation of claim 13, wherein the disaccharide is sucrose.

16.  The pharmaceutical formulation of any one of claims 1-15, wherein the histidine buffer is
at a concentration of about 1 mM to about 50 mM (e.g about T mM to about 25 mM).

17.  The pharmaceutical formulation of claim 16, wherein the histidine bufferis at a
concentration of about 10 mM.

18.  The pharmaceutical formulation of any one of claims 1-17, wherein the histidine buffer is
histidine acetate.

19.  The pharmaceutical formulation of any one of claims 1-18, wherein the polysorbate is
present at a concentration greater than 0.02% and less than about 0.1%.

20.  The pharmaceutical formulation of claim 19, wherein the polysorbate is present at a
concentration of about 0.04%.

21.  The pharmaceutical formulation of any one of claims 1-20, wherein the polysorbate is
polysorbate 20.

22, The pharmaceutical formulation of any one of claims 1-21, wherein the formulation is
diluted with a diluent (e.g., 0.9% NaCl),

23, The pharmaceutical formulation of claim 22, wherein the anti-c-met antibody is present at a
concentration of about 1 mg/ml..

24, The use of the pharmaceutical formulation of any one of claims 1-23 in the manufacture of a

medicament for inhibiting c-met activated cell proliferation.
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25.  The use of the pharmaceutical formulation of any one of claims 1-23 in the manufacture of a
medicament for modulating a disease associated with dysregulation of the HGF/c-met signaling axis.
26.  The use of the pharmaceutical formulation of any one of claims 1-23 in the manufacture of a
medicament for treating a subject having a proliferative disorder.

27.  The use of claim 26, wherein the proliferative disorder is cancer.

28.  The use of claim 27, wherein the cancer is lung cancer (e.g., non-small cell lung cancer
{NSCLC)), glioblastorna, pancreatic cancer, sarcoma, renal cell carcinoma, hepatocellular
carcinoma, gastric cancer, colorectal cancer, and/or breast cancer.

29.  The use of any one of claims 24-28, wherein the medicament comprises a second therapeutic
agent.

30. A method of making a pharmaceutical formulation of any one of claims 1-23.

31, Anarticle of manufacture comprising a container with the pharmaceutical formulation of
aity one of claims 1-23 contained therein.

32. A method of making the article of manufacture of claim 31.

33, Anin vitro method of inhibiting c-met activated cell proliferation, said method comprising
contacting a cell or tissue with an effective amount of the pharmaceutical formulation of any one of
claims 1-23.

34, The method of claim 33, further comprising a second therapeutic agent.
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