tissue, disease associated with dysregulation of the HGF/c-met signaling axis, the proliferative and/or the
cancer is characterized by c-met expression or activity. In some embodiments, c-met expression is c-met over-
expression.

[00637] In addition, provided herein are articles of manufacture comprising a container with a composition,
lot, or pharmaceutical formulation described above contained therein. Further provided herein are methods of
making the article of manufacture.

{0038] In one aspect, there is provided a composition comprising an anti-c-met antibody, wherein host cell
protein (HCP) is between about 1 ng/me and presentintesstharereguatto-abeut-50 ng/mg, the percentage of
aggrepates in the composition is between about 0.001% and 0.3%, and the percentage of monomer in the
composition between about 99.5% and 99.999%, wherein the anti-c-met antibody comprises:

a) a heavy chain variable domain comprising the sequence;

RFTISADTSENTAYVLOMNSLRAEDTAVYYCATYRSEYVIPLDYWGOGTLVTVSES (SEG 1D NO:19): and

() a Light chain variable domain comprising the sequence:
DIOMTOSPSSLSASVGDRVTITCKSSOSLLY TSSOKNYLAWYQOKPORAPKLLIYWASTRESGVPSRE
SGSGSGTDFTLTISSLOPEDFATYYCOQOYYAYPWITRGQUGTKVEIRR (SEQ 1D NO:20 e HY -+
WASTROSLSEOHID NG o HVER-L3 comprising sequence- GOV YA Y PV L LB RO NOS8 fra FAEL
comprisiigseguence-GY TEESY WLIHEEGIE- NGOy HVR-H2 comprisingsequence
GAMDRENSDTRENPMNEC LSRG D NS and-a- Y R-HE-somprising-sequenee- A PY RENTRLDYBEQ
1B-NO:63-wherein the anti-c-met antibody comprises a single antigen binding arm and comprises a Fc region,
wherein the Fc region comprises a first and a second Fc polypeptide, and wherein the first and second Fe
polypeptides are present in a complex.

wherein HCP is present in less than or equal to about 50 ng/mg, the DNA levels in the composition
comprising an anti-c-met antibody are less than or equal to about 0.3 pg/mg, the LpA in the composition
comprising an anti-c-met antibody is less than or equal to about 2 ng/mg, the Limulus Amebocyte Lysate
(LAL) in the composition comprising an anti-c-met antibody is less than or equal to about 0.01 EU/mg, the
percentage of aggregates in the composition comprising an anti-c-met antibody is less than or equal to about
0.3%, the percentage of monomer in the composition comprising an anti-c-met antibody is greater than or
equal to about 99.5%, the percentage of fragments in the composition comprising an anti-c-inet antibody 1s
less than or equal to about 0.3%, the percentage of acidic variants in the composition comprising an anti-c-met
antibody is less than or equal to about 20%, the percentage of main peak in the composition comprising an
anti-c-met antibody is greater than or equal to about 75%, and the percentage of basic variants in the
composition comprising an anti-c-met antibody is less than or equal to about 2.0%, 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
GMIDPSNSDTRFNPNFKD (SEQ ID NO:5), and a HVR-H3 comprising sequence ATYRSYVTPLDY (SEQ
ID NO:6), wherein the anti-c-met antibody comprises a single antigen binding arm and comprises a Fc region,
wherein the Fc region comprises a first and a second Fe polypeptide, and wherein the first and second Fc
polypeptides are present in a complex.

[0040] lrn-enc-aspest theressprovvidedDisclosed is a composition comprising an anti-c-met antibody,
wherein HCP is present in less than or equal to about 15 ng/mg, the DNA levels in the composition
comprising an anti-c-met antibody are less than or equal to about 0.3 pg/mg, the LpA in the composition

comprising an anti-c-




met antibody is less than or equal fo about 2 ng/mg, the Limulus Amebocyte Lysate (ILAL) in the
composition comprising an anti-c-met antibody is less than or equal to about 0.01 EU/mg, the percentage
of aggregates in the composition comprising an anti-c-met antibody is less than or equal to about 0.3%,
the percentage of monomer in the composition comprising an anti-c-met antibody is greater than or equal
to about 99.5%, the percentage of fragments in the composition comprising an anti-c-met antibody is less
than or equal to about 0.3%, the percentage of acidic variants in the composition comprising an anti-c-
met antibody is less than or equal to about 20%, the percentage of main peak in the composition
comprising an anti-c-met antibody is greater than or equal to about 75%, and the percentage of basic
variants in the composition comprising an anti-c-met antibody is less than or equal to about 2.0%,
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-HI comprising sequence GYTFTSYWLH (SEQ ID
NO:4), a HVR-H2 comprising sequence GMIDPSNSDTRFNPNFKD (SEQ ID NO:5), and a HVR-H3
comprising sequence ATYRSYVTPLDY (SEQ ID NO:6), wherein the anti-c-met antibody comprises a
single antigen binding arm and comprises a Fc region, wherein the Fc region comprises a first and a

second Fc polypeptide, and wherein the first and second Fec polypeptides are present in a complex.
[0041] In one aspect, there is provided a method of purifying an anti-c-met antibody comprising keeping

the anti-c-met antibody comprises: {2} 2 heavyv chain variable domain comprising the sequence:
EVOLVESGGGLVQPGOSLRLSCAASGYTFTISYWLHWVROAPGRGLEWVGMIDPSNSDTRE
NPNEKDRFTISADTSENTAYLOMNELRAEDTAVYYCATYRSYVTPLDYWGOGTLVTVES
(SEG 1D NOLI9Y: and (b) a il chain variable domain comprising the scguence:
DIOMTOSPSSLEASYGDRVTITCKSSOSLLYTSSOKNY LAWYOQOKPOKAPKLLIYWASTRES
GVPSRFSGSGSGTDRFTLTISSLOPEDFATYYCOOYYAYPWTFGOGTKVEIKR (SEQ 1D

ecomprisingsequenec- GMIBRSNSBIRENPNEKCDBASEQID-NOShrmd-a- YRR -comprisins-sequence

arm and comprises a Fc region, wherein the Fe region comprises a first and a second Fe polypeptide, and
wherein the first and second Fc polypeptides are present in a complex. In some embodiments, the method
further comprises centrifuging the composition comprising the anti-c-met antibody. In some
embodiments, the method further comprises loading the composition comprising the anti-c-met antibody
on MabSelect SuRe resin and eluting the anti-c-met antibody.

comprising loading a composition comprising an anti-c-met antibody on MabSelect SuRe resin and
eluting the 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
GMIDPSNSDTREFNPNFKD (SEQ ID NO:5), and a HVR-H3 comprising sequence ATYRSYVTPLDY
(SEQ ID NO:6), wherein the anti-c-met antibody comprises a single antigen binding arm and comprises a
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Fc region, wherein the Fc region comprises a first and a second Fc polypeptide, and wherein the first and
second F¢ polypeptides are present in a complex.

[0043] In some embediments, the method further comprises loading the composition comprising the anti-c-
met antibody on a weak anion exchange resin and recovering the anti-c-met antibody in the flow-through. In
some embodiments, the weak anion exchange resin is run in flow-through mode.

[0044] Tr-one-aspeet-thereis-providedDisclosed is a method of purifying an anti-c-met antibody comprising
loading a composition comprising an anti-c-met antibody on a weak anion exchange resin and recovering the
anti-c-met antibody in the flow-through, 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 GMIDPSNSDTRFNPNFKD (SEQ ID
NO:5), and a HVR-H3 comprising sequence ATYRSYVTPLDY (SEQ ID NO:6), wherein the anti-c-met
antibody comprises a single antigen binding arm and comprises a Fec region, wherein the Fc region comprises
a first and a second Fc polypeptide, and wherein the first and second Fc polypeptides are present in a complex.
In some embodiments, the weak anion exchange resin is run in ﬂow-through mode.

1044a} In one aspect, there is provided a method of purifving an anti-c-met antibodv comprising keepmng a
composition comprising the anii-c-met antibody at a temperature of between about 28°C-33°C and a pH
between a"émui rH & and about nH 8 for bmwmn about 648 hours. wherein the anti-c-mei antibodv comprises:

F‘v’{?b\fi %{;{;@E ‘v{} "’(;{:M ii‘,i SL »%.%(3‘1 ?“"‘” ‘Y\ﬁg U ‘i" R{} "&P(;Ix{zi E VV r?vZEE)P%N%D E‘RF\JPNE KD

bia izmt chain Vﬁmable (iomam comprising thc SEQUENCe:

DIOMTOSPRSLSASYGDRVIITCKSSOSLLY TSSOKNY LAWY QOKPGKAPKELIYWASTRESGVPSRE
SGSGSGTDFTLTISSLOPEDFATYYCOOYYAYPWITFGQG TR VEIKR (SEQ 1D NO20), wherein the anti-
c-met nm‘zmc}v cmm?me*% 4 %m@e antigen bmdm;z arin and comprises a Fe region, «f«hexem i’;m Fe region

on !*ro iein A resin and eluling t!.m auti-c-met cxnubociv. whemn the, zmii}md fi unhﬁr comprises fc}mimﬁ the

composition comprising the anti-c-met antibody on a weak anion exchange resin and recovering the anti-e-net
antibody in the flow-through, followed by loading the composition comprising the anti-¢c-mef antibodvon a

strong cavion exchange resin and eluting the anti-c-met antibody. followed by loading the composition
comprising the anti-c-met antibody on a strong anion exchange resin and eluting the anti-¢-met antibody,
{6045} In some embodiments, the method further comprises loading the composition comprising the anti-c-
met antibody on a strong cation exchange resin and eluting the anti-c-met antibody. In some embodiments, the
method further comprises loading the composition comprising the anti-c-met antibody on a strong anion
exchange resin and eluting the anti-c-met antibody. In some embodiments, the method further comprises
ultrafiltering and/or diafiltering the composition comprising the anti-c-met antibody.

[0046] In one aspect, there is provided a composition comprising an anti-c-met antibody purified or obtainable by
any of the methods as defined above%&efm—%he %%%%WW%@H#&—&—%M-F@MW%%&-%q{%@ﬁb@

T »zy e andhe b e iy

c:_.,t ; we-nraand-comprisesa-Ferogion @ @wf%%}eie FOLIOR-COMPHces-a- im% fiﬁézﬁ—ﬂsc-e«ﬁad-é ‘g
@@rl’ff:}i@&éﬁ;»dﬁé»%-l%ﬂi-@%ﬁ—":ﬁ%ﬂ—ﬁ?%‘b&%’ié-@-@e-%iwié-----g-%-px}137‘}7’3&;@&@6&"{ei‘f}"firm?neﬁ‘t—iﬁ—d"E@i%}f)éw:.

[0046a] In one aspect, there is provided a pharmaceutical formulation comprising the composition as defined
above,

{0046b] In one aspect, there is provided use of the pharmaceutical formulation as defined above in the
manufacture of a medicament for inhibiting c-met activated cell proliferation, wherein the medicament is to be
contacted with a cell or tissue.
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CLAIMS
I. A composition comprising an anti-c-met antibody, wherein host cell protein (HCP) is present in
less than or equal to about 50 ng/mg, wherein the anti-c-met antibody comprises a HVR-L1 comprising
sequence KSSQSLLYTSSQKNYLA (SEQ ID NO:1), a HVR-L2 comprising sequence WASTRES (
ID NO:2), a HVR-L3 comprising sequence QQYYAYPWT (SEQ ID NO:3), a HVR-H1 comprisi
sequence GYTFTSYWLH (SEQ ID NO:4), a HVR-H2 comprising sequence
GMIDPSNSDTRENPNFKD (SEQ ID NG:5), and a HVR-H3 comprising sequence ATYR VTPLDY
(SEQ ID NO:6), wherein the anti-c-met antibody comprises a single antigen binding arm/nd comprises a
Fc region, wherein the Fc region comprises a first and a second Fc polypeptide, and wherein the first and
second Fc polypeptides are present in a complex.,
2. A composition comprising an anti-c-met antibody, wherein HCP is pregént in less than or equal
to about 50 ng/mg, the DNA levels in the composition comprising an anti-c-
equal to about 0.3 pg/mg, the LpA in the composition comprising an anti<-met antibody is less than or
equal to about 2 ng/mg, the Limulus Amebocyte Lysate (LAL) in the €omposition comprising an anti-c-
met antibody is less than or equal to about 0.01 EU/mg, the percentage of aggregates in the composition
comprising an anti-c-met antibody is less than or equal to abou0.3%, the percentage of monomer in the
composition comprising an anti-c-met antibody is greater than or equal to about 99.5%, the percentage of
fragments in the composition comprising an anti-c-met aptibody is less than or equal to about 0.3%, the
percentage of acidic variants in the composition compfising an anti-c-met antibody is less than or equal
to about 20%, the percentage of main peak in the gOmposition comprising an anti-c-met antibody is
greater than or equal to about 75%, and the pergentage of basic variants in the composition comprising an
anti-c-met antibody is less than or equal to gbout 2.0%, wherein the anti-c-met antibody comprises a
HVR-L1 comprising sequence KSSQSLEYTSSQKNYLA (SEQ ID NO:1), a HVR-L2 comprising
sequence WASTRES (SEQ ID NO:2)/a HVR-L3 comprising sequence QQYYAYPWT (SEQ ID NQO:3),
TFTSYWLH (SEQ ID NO:4), a HVR-H2 comprising sequence

Q ID NO:5), and a HVR-H3 comprising sequence ATYRSYVTPLDY

a HVR-H1 comprising sequence
GMIDPSNSDTRFNPNFKD (

(SEQ ID NO:6), wherein the anti-c-met antibody comprises a single antigen binding arm and comprises a

Fc region, wherein the Fefregion comprises a first and a second Fc polypeptide, and wherein the first and

met gaitibody is less than or equal to about 0.01 EU/mg, the percentage of aggregates in the composition
prising an anti-c-met antibody is less than or equal to about 0.3%, the percentage of monomer in the
‘composition comprising an anti-c-met antibody is greater than or equal to about 99.5%, the percentage of

fragments in the composition comprising an anti-c-met antibody is less than or equal to about 0.3%, the
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percentage of acidic variants in the composition comprising an anti-c-met antibody is less than or equal
to about 20%, the percentage of main peak in the composition comprising an anti-c-met antibody is
greater than or equal to about 75%, and the percentage of basic variants in the composition comprising an
anti-c-met antibody is less than or equal to about 2.0%, 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 IDXNO:3),
a HVR-H1 comprising sequence GYTFTSYWLH (SEQ ID NO:4), a HVR-H2 comprising sequ
GMIDPSNSDTRENPNEKD (SEQ ID NO:5), and a HVR-H3 comprising sequence ATYR
(SEQ ID NO:6), wherein the anti-c-met antibody comprises a single antigen binding arny’and comprises a
Fe region, wherein the Fc region comprises a first and a second Fe polypeptide, and wherein the first and
second Fc polypeptides are present in a complex.
4. A method of purifying an anti-c-met antibody comprising keeping a cofmposition comprising the
anti-c-met antibody at a temperature of greater than 28°C and a pH betweeg about pH 6 and about pH 8
for more than 6 hours, 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 1XNO:3), a HVR-HI comprising
sequence GYTFTSYWLH (SEQ ID NO:4), a HVR-H2 comppising sequence
GMIDPSNSDTRFNPNFKD (SEQ ID NO:5), and a HVRH3 comprising sequence ATYRSYVTPLDY
(SEQ ID NO:6), wherein the anti-c-met antibody compyises a single antigen binding arm and comprises a
Fc region, wherein the Fc region comprises a first apd a second Fe polypeptide, and wherein the first and
second Fe polypeptides are present in a comple
5. The method of claim 4, wherein the method further comprises centrifuging the composition
comprising the anti-c-met antibody.
6. The method of any one of claipis 4-5, wherein the method further comprises loading the
composition comprising the anti-c-piet antibody on MabSelect SuRe resin and eluting the anti-c-met
antibody.
7. A method of purifyipé an anti-c-met antibody comprising loading a composition comprising an
anti-c-met antibody on Ma#bSelect SuRe resin and eluting the anti-c-met antibody, wherein the anti-c-met
antibody comprises a HVR-L1 comprising sequence KSSQSLLYTSSQKNYLA (SEQ ID NO:1), a
HVR-L2 comprisipg sequence WASTRES (SEQ ID NO:2), a HVR-L3 comprising sequence
QQYYAYPWTASEQ ID NQ:3), a HVR-H1 comprising sequence GYTFTSYWLH (SEQ ID NO:4), a
HVR-H2 copiprising sequence GMIDPSNSDTRFNPNFKD (SEQ ID NO:5), and a HVR-H3 comprising
sequence/ATYRSYVTPLDY (SEQ ID NO:6), wherein the anti-c-met antibody comprises a single

antigen binding arm and comprises a Fc region, wherein the Fc region comprises a first and a second Fe
poi&pﬁde, and wherein the first and second Fe polypeptides are present in a complex.
The method of any one of claims 4-7, wherein the method further comprises loading the

composition comprising the anti-c-met antibody on a weak anion exchange resin and recovering the anti-
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c-met antibody in the flow-through.

9. The method of claim 8, wherein the weak anion exchange resin is run in flow-through mode.
10. A method of purifying an anti-c-met antibody comprising loading a composition comprising an
anti-c-met antibody on a weak anion exchange resin and recovering the anti-c-met antibody in the flow
through, wherein the anti-c-met antibody comprises a HVR-L1 comprising sequence
KSSQSLLYTSSQKNYLA (SEQ ID NO:1), a HVR-L2 comprising sequence WASTRES (SEQ
NO:2), a HVR-L3 comprising sequence QQYYAYPWT (SEQ ID NO:3), a HVR-H1 comprisj
sequence GYTFTSYWLH (SEQ ID NG:4), a HVR-H2 comprising sequence
GMIDPSNSDTRENPNFKD (SEQ ID NO:5), and a HVR-H3 comprising sequence ATYRSYVTPLDY

(SEQ ID NO:6), wherein the anti-c-met antibody comprises a single antigen binding grm and comprises a
Fc region, wherein the Fe region comprises a first and a second Fe polypeptide, apd wherein the first and
second Fec polypeptides are present in a complex.,

11. The method of claim 10, wherein the weak anion exchange resin is£un in flow-through mode.
12. The method of any one of claims 4-11, wherein the method furthter comprises loading the
composition comprising the anti-c-met antibody on 4 strong cation exChange resin and eluting the anti-c-

met antibody.

13. The method of any one of claims 4-12, wherein the method further comprises loading the
composition comprising the anti-c-met antibody on a strong/anion exchange resin and eluting the anti-c-
met antibody.

14, The method of any one of claims 4-13, whergin the method further comprises ultrafiltering
and/or diafiltering the composition comprising the/anti-c-met antibody.

15. A composition comprising an anti-c-1

1 antibody purified or obtainable by any of the methods
of claims 4-14, wherein the anti-c-met antibddy 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 sequenge QQYYAYPWT (SEQ ID NO:3), a HVR-H1 comprising
sequence GYTFTSYWLH (SEQ 1B NO:4), a HVR-H2 comprising sequence
GMIDPSNSDTRENPNFKD (SEQ ID NO:5), and a HVR-H3 comprising sequence ATYRSYVTPLDY
(SEQ ID NO:6), wherein thg'anti-c-inet antibody comprises a single antigen binding arm and comprises a
Fc region, wherein the Fg'region comprises a first and a second Fe polypeptide, and wherein the first and
second Fc polypeptide$ are present in a complex.

16. The compaétion of claim 15, wherein host cell protein (HCP) is present in less than or equal to
about 50 ng/mg

17. The domposition of claims 1-2 or 16, wherein the HCP is present in between about 1 ng/mg and

15 ng/mg/
The composition of any one of claims 1-3 or 16-17, wherein the HCP is E. coli protein (ECP).
The composition or method of any one of claims 1-18, wherein the anti-c-met antibody

omprises (a) a heavy chain variable domain comprising the sequence:
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—EVQLVESGGGLVOPGGSIRESCAASGY TRTSYWEHWVRQAPGKGEEW VGMIDPSNSDTREFNPN—
FKDRFTISADTSKNTAYLQMNSLRAEDTAVYYCATYRSYVTPLDYWGQGTLVTVSS (SEQ ID
NO:19) and (b) a light chain variable domain comprising the sequence:
DIOMTQSPSSLSASVGDRVTITCKSSQSLLYTSSQKNYLAWYQQKPGKAPKLLIYWASTR
ESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYYAYPWTFGQGTKVEIKR (SEQ ID NO:20).
20. The composition or method of claim 19, wherein the Fc region increases stability of said

antibody fragment compared to a Fab molecule comprising said antigen binding arm.
21. The composition or method of any one of claims 1-20, wherein the first Fc polypeptide
comprises the Fc sequence depicted in Figure 1 (SEQ ID NO: 17) and the second Fc polypéptide
comprises the Fc sequence depicted in Figure 2 (SEQ ID NO: 18).

22, The composition or method of any one of claims 1-21, wherein the anti-c-mef antibody is

onartuzumab.

23. The composition or method of any one of claims 1-22, wherein the anti*c-met antibody binds the
same epitope as onartuzumab.
24, The composition or method of any one of claims 1-23, wherein the anti-c-met antibody has a pl

of between about 8.0 and about 8.5.

25. A pharmaceutical formulation comprising the composition 6f any one of claims 1-3 or 15-24.
26. Use of the pharmaceutical formulation of claim 25 in the/manufacture of a medicament for
inhibiting c-met activated cell proliferation, wherein the medi¢ament is to be contacted with a cell or
tissue. /

27. Use of the pharmaceutical formulation of claim 25 in the manufacture of a medicament for
modulating a disease associated with dysregulation of the HGF/c-met signaling axis in a subject.

28. Use of the pharmaceutical formulation of glaim 25 in the manufacture of a medicament for
treating a subject having a proliferative disordey!

29. The use of claim 28, wherein the profiferative disorder is cancer.
30. The use of claim 29, wherein the ¢ancer is lung cancer, glioblastoma, pancreatic cancer, sarcoma,
renal cell carcinoma, hepatocellular cagtinoma, gastric cancer, colorectal cancer, and/or breast cancer.

31. The use of any one of claimg 26-30, wherein the medicament further comprises a second

therapeutic agent.
32. An article of manufactiire comprising a container with the pharmaceutical formulation of claim
25 contained therein.

33. A method of m
34. An in vitro

contacting a cell l‘O/Assn.le with an effective amount of the pharmaceutical formulation of claim 25.
35. The metlod of claim 34, further comprising administering a second therapeutic agent.

ing the article of manufacture of claim 32.
thod of inhibiting c-met activated cell proliferation, said method comprising
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CLAIMS
1. A composition comprising an anti-c-met antibody, wherein host cell protein (HCP) is between
about 1 ng/mg and 50 ng/mg, the percentage of aggregates in the composition is between about 0.001%
and 0.3%, and the percentage of monomer in the composition between about 99.5% and 99.999%,
wherein the anti-c-met antibody comprises:
a) a heavy chain variable domain comprising the sequence:
EVQLVESGGGLVQPGGSLRLSCAASGYTFTSYWLHWVRQAPGKGLEWVGMIDPSNSDTRF
NPNFKDRFTISADTSKNTAYLQMNSLRAEDTAVYYCATYRSYVTPLDYWGQGTLVTVSS
(SEQ ID NO:19); and
(b) a light chain variable domain comprising the sequence:
DIQMTQSPSSLSASVGDRVTITCKSSQSLLYTSSQKNYLAWYQQKPGKAPKLLIYWASTRES
GVPSRFSGSGSGTDFILTISSLQPEDFATYYCQQYYAYPWTFGQGTKVEIKR (SEQ ID
NOG:20), wherein the anti-c-met antibody comprises a single antigen binding arm and comprises a Fc
region, wherein the Fc region comprises a first and a second Fc polypeptide, and wherein the first
and second Fc polypeptides are present in a complex.
2. The composition of claim 1, wherein the DNA levels in the composition are between about 0.001
pg/mg and 0.3 pg/mg, the leached protein A (LpA) in the composition is between about 0.001 ng/mg and
2 ng/mg, the Limulus Amebocyte Lysate (ILAL) in the composition is between about 0.0001 EU/mg and
0.01 EU/mg, the percentage of fragments in the composition is between about 0.001% and 0.3%, the
percentage of acidic variants in the composition is between about 1% and 20%, the percentage of main
peak in the composition is between about 75% and 95%, and the percentage of basic variants in the
composition is between about 0.001% and 2.0%.
3. The composition of claim 1 or 2, wherein HCP is present between about 1 ng/mg and 15 ng/mg.
4, A method of purifying an anti-c-met antibody comprising keeping a composition comprising the
anti-c-met antibody at a temperature of between about 28°C-35°C and a pH between about pH 6 and
about pH 8 for between about 6-48 hours, wherein the anti-c-met antibody comprises:
(a) a heavy chain variable domain comprising the sequence:
EVQLVESGGGLVQPGGSLRLSCAASGYTFTSYWLHWVRQAPGKGLEWVGMIDPSNSDTRF
NPNFKDRFTISADTSKNTAYLQMNSLRAEDTAVYYCATYRSYVTPLDYWGQGTLVTVSS
(SEQ ID NO:19); and
(b) a light chain variable domain comprising the sequence:
DIQMTQSPSSLSASVGDRVTITCKSSQSLLYTSSQKNYLAWYQQKPGKAPKLLIYWASTRES
GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYYAYPWTFGQGTKVEIKR (SEQ ID
NO:20), wherein the anti-c-met antibody comprises a single antigen binding arm and comprises a Fc
region, wherein the Fc region comprises a first and a second Fc polypeptide, and wherein the first

and second Fc polypeptides are present in a complex.
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5. The method of claim 4, wherein the composition further comprises polyethyleneimine at a
concentration of about any of 0.1-0.4% (v/v).

6. The method of claim 4 or 5, wherein the method further comprises centrifuging the composition
comprising the anti-c-met antibody.

7. The method of any one of claims 4-6, wherein the method further comprises loading the
composition comprising the anti-c-met antibody on protein A resin and eluting the anti-c-met antibody.
8. The method of any one of claims 4-7, wherein the method further comprises loading the
composition comprising the anti-c-met antibody on a weak anion exchange resin and recovering the anti-
c-met antibody in the flow-through.

9. The method of claim 8, wherein the weak anion exchange resin is run in flow-through mode.

10. The method of any one of claims 4-9, whérein the method further comprises loading the
composition comprising the anti-c-met antibody on a strong cation exchange resin and eluting the anti-c-
met antibody.

11. The method of any one of claims 4-10, wherein the method further comprises loading the
composition comprising the anti-c-met antibody on a strong anion exchange resin and eluting the anti-c-
met antibody.

12. A method of purifying an anti-c-met antibody comprising keeping a composition comprising the
anti-c-met antibody at a temperature of between about 28°C-35°C and a pH between about pH 6 and -
about pH 8 for between about 6-48 hours, wherein the anti-c-met antibody comprises:

(a) a heavy chain variable domain comprising the sequence:
EVQLVESGGGLVQPGGSLRLSCAASGYTFTSYWLHWVRQAPGKGLEWVGMIDPSNSDTRF
NPNFKDRFTISADTSKNTAYLQMNSLRAEDTAVYYCATYRSYVTPLDYWGQGTLVTVSS
(SEQ ID NO:19); and

(b) a light chain variable domain comprising the sequence:
DIQMTQSPSSLSASVGDRVTITCKSSQSLLYTSSQKNYLAWYQQKPGKAPKLLIYWASTRES
GVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYYAYPWTFGQGTKVEIKR (SEQ ID
NO:20), wherein the anti-c~met antibody comprises a single antigen binding arm and comprises a Fc
region, wherein the Fc region comprises a first and a second Fc polypeptide, and wherein the first
and second Fc polypeptides are present in a complex, wherein the method further comprises
centrifuging the composition comprising the anti-c-met antibody, wherein the method further
comprises Joading the composition comprising the anti-c-met antibody on Protein A resin and
eluting the anti-c-met antibody, wherein the method further comprises loading the composition
comprising the anti-c-met antibody on a weak anion exchange resin and recovering the anti-c-met
antibody in the flow-through, followed by loading the composition comprising the anti-c-met
antibody on a strong cation exchange resin and eluting the anti-c-met antibody, followed by loading
the composition comprising the anti-c-met antibody on a strong anion exchange resin and eluting the
anti-c-met antibody.
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13. The method of any one of claims 4-12, wherein the method further comprises ultrafiltering
and/or diafiltering the composition comprising the anti-c-met antibody.
14. A composition comprising an anti-c-met antibody purified or obtainable by any of the methods

of claims 4-13.

i5. The composition of claim 14, wherein host cell protein (HCP) is between about 1 ng/mg and 50
ng/mg.

16. The composition of claims 1-2 or 15, wherein the HCP is present in between about 1 ng/mg and
15 ng/mg.

17. The composition of any one of claims 1-3 or 15-16, wherein the HCP is E. coli protein (ECP).
18. The composition or method of any one of claims 1-17, wherein the first Fc polypeptide

comprises the Fc sequence depicted in Figure 1 (SEQ ID NO: 17) and the second Fe polypeptide
comprises the Fc sequence depicted in Figure 2 (SEQ ID NO: 18).

19. The composition or method of any one of claims 1-18, wherein the anti~c-met antibody is
onartuzumab.
20. The composition or method of any one of claims 1-19, wherein the anti-c-met antibody has a pl

of between about 8.0 and about 8.5.

21. A pharmaceutical formulation comprising the composition of any one of claims 1-3 or 14-20.
22. Use of the pharmaceutical formulation of claim 21 in the manufacture of a medicament for
inhibiting c-met activated cell proliferation, wherein the medicament is to be contacted with a cell or
tissue.

23. Use of the pharmaceutical formulation of claim 21 in the manufacture of a medicament for
modulating a disease associated with dysregulation of the HGF/c-met signaling axis in a subject.

24, Use of the pharmaceutical formulation of claim 21 in the manufacture of a medicament for
treating a subject having a proliferative disorder.

25. The use of claim 24, wherein the proliferative disorder is cancer.

26. The use of claim 25, wherein the cancer is lung cancer, glioblastoma, pancreatic cancer, sarcoma,
renal cell carcinoma, hepatoceltular carcinoma, gastric cancer, colorectal cancer, and/or breast cancer.
27. The use of any one of claims 22-26, wherein the medicament further comprises a second
therapeutic agent.

28. An article of manufacture comprising a container with the pharmaceutical formulation of claim
21 contained therein.

29. A method of making the article of manufacture of claim 28.

30. An in 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 claim 21.
31. The method of claim 30, further comprising administering a second therapeutic agent.
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