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We claim:

1. A pharmaceutical composition comprising:

(a) an anti-nerve growth factor (NGF) antibody, or antigen binding fragmght
thereof

(b) a histidine buffer at a concentration of about 5 to about 60 mM;

(c) polysorbate 80 at a concentration of about 0.01% to about 0.1

wherein the pH of the composition is about 5.0 to about 6.0.

2. The pharmaceutical composition of claim 1, wherein said gomposition comprises
about 10 to about 30 mM histidine.

3. The pharmaceutical composition of claim 1, whereh the pH is about 5.5.

4. The pharmaceutical composition of claim 1, wherein the composition comprises
about 0.01 % to about 0.02% polysorbate 80.

5. The pharmaceutical composition of clgfm 1, wherein the composition further
comprises about 1 to about 100 mg/mL of g/polyol.

6. The pharmaceutical compositigh of claim 5, wherein the polyol is selected from
the group consisting of sorbitol and mannitol.

7.~ The pharmaceutical cogfposition of claim 6, wherein the polyol is mannitol.

8. The pharmaceuticg¥ composition of claim 7, wherein the composition comprises

about 10 to about 30 mgfml. mannitol.
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9. The pharmgp€eutical composition of claim 1, wherein the composition further
comprises about/10 to about 100 mg/mL of a sugar.

10. Thefpharmaceutical composition of claim 9, wherein the sugar is sucrose.

e pharmaceutical composition of claim 10, wherein the composition comprises
10 to about 70 mg/mL sucrose.

2.

comprise a polyol or a sugar.

The pharmaceutical composition of claim 1, wherein said composition does not

13.  The pharmaceutical composition of claim 1, wherein said composition does not

comprise methionine.
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14.  The pharmaceutical composition of claim 1, wherein the concentration of the

antibody, or antigen-binding portion thereof, is about 1 to about 240 mg/mL.

15.  The pharmaceutical composition of claim 1, wherein the concentration offthe

antibody, or antigen-binding portion thereof, is about 20 to about 120 mg/mL

16.  The pharmaceutical composition of any one of claims 1-11 and 12~15, wherein
the molar ratio of (a) anti-NGF antibody, or antigen binding fragment fhereof, to (b)

polyol, sugar, or combination thereof, is greater than 1:1400.

17.  The pharmaceutical composition of claim 1, wherein s#id composition
comprises:
(a) about 20 mg/mL of the antibody, or antigen-b#fiding portion thereof;
(b) about 15 mM histidine; and
(c) about 0.01% polysorbate 80;
wherein the pH of the formulation is about 5.5.

18.  The pharmaceutical composition of glaim 1, wherein said composition
comprises:
(a) about 60 mg/mL of the antifody, or antigen-binding portion thereof;
(b) about 30 mM histidine; gfd
(c) about 0.02% polysorbgte 80;

cofiposition comprises:

(a) about 60 mg of an anti-NGF antibody, or antigen binding fragment thereof;
(b) about 4.7 mg of histidine; and
(c) about 0.2 mg of polysorbate 80.

22.  The lyophilized pharmaceutical composition of claim 20, wherein the

composition comprises:
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(a) about 20 mg of an anti-NGF antibody, or antigen binding fragment thereof;
(b) about 2.3 mg of histidine; and
(c) about 0.1 mg of polysorbate 80.

23.  The lyophilized pharmaceutical composition of any one of claims 20 {6 22,
further comprising about 1 to about 100 mg of a polyol.

24.  The lyophilized pharmaceutical composition of claim 23, whep€in the polyol is
about 10 to about 50 mg mannitol.

25.  The lyophilized pharmaceutical composition of any ongof claims 20 to 24,
further comprising about 1 to about 100 mg of a sugar.

26.  The lyophilized pharmaceutical composition offlaim 25, wherein the sugar is
about 1 to 100 mg sucrose.

27.  The pharmaceutical composition of any/Sne of the preceding claims, wherein the
anti-NGF antibody, or antigen-binding portigh thereof, binds to human NGF.

28.  The pharmaceutical composition/of any one of the preceding claims, wherein the
anti-NGF antibody, or antigen-binding portion thereof, comprises a human IgG4
constant region.

29.  The pharmaceutical cgfnposition of any one of the preceding claims, wherein the

anti-NGF antibody, or antigen-binding portion comprises a hinge region mutation.

30.  The pharmacepfical composition of claim 29, wherein the hinge region mutation

comprises a mutatighl of a serine at amino acid position 108 of SEQ ID NO: 9.

The pharmaceutical composition of any one of the preceding claims, wherein the
antibody, or antigen-binding portion thereof, has one or more of the following functional
properties:

a) binds to human NGF but does not bind to human brain-derived neurotrophic

factor (BDNF), human neurotrophin 3 (NT-3) or human neurotrophin 4 (NT-4);
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b) binds to human or rat NGF with a Ky, of 100 pM or less;

c) inhibits binding of NGF to TrkA or p75™ "

d) inhibits NGF-dependent proliferation of TF-1 cells;

e) inhibits NGF-dependent chick dorsal root ganglion survival; and
f) inhibits NGF-dependent PC12 cell neurite outgrowth.

34. The pharmaceutical composition of any one of the preceding clfims, wherein the
antibody, or antigen-binding portion thereof, does not exhibit a rebognd effect when
administered to a subject.

35.  The pharmaceutical composition of any one of the prg€eding claims, wherein the
antibody, or antigen-binding portion thereof, comprises a feavy chain variable region
comprising CDRs 1, 2 and 3, having the amino acid segfiences of SEQ ID NOs: 3, 4 and
5, respectively.

36.  The pharmaceutical composition of any ghe of the preceding claims, wherein the
antibody, or antigen-binding portion thereof, gomprises a light chain variable region
comprising CDRs 1, 2 and 3, having the arfino acid sequences of SEQ ID NOs: 6, 7 and
8, respectively.

37.  The pharmaceutical compogftion of any one of the preceding claims, wherein the
antibody, or antigen-binding porjfon thereof, comprises a heavy chain variable region
comprising the amino acid segfience of SEQ ID NO: 1.

The pharmaceutical composition of any one of claims 1-26, wherein the

antibody, or antigen-binding portion thereof, comprises a heavy chain comprising the
amino acid sequence of SEQ ID NO: 13.
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4} The pharmaceutical-composttorofany-one-claims1-26-and-40~wherein the antibody-orantigen

142. A pharmaceutical composition comprising:

(a) an anti-nerve growth factor (NGF) antibody, or antigen binding fragment thereof, comprising
(i) a heavy chain variable region comprising CDRs 1, 2 and 3 having the amino acid sequences of SEQ ID
NOs: 3, 4 and 5, respectively, (ii) a light chain variable region comprising CDRs 1, 2 and 3 having the
amino acid sequences of SEQ ID NOs: 6, 7 and 8, respectively, and (iii) a human IgG4 constant region
having the amino acid sequence of SEQ ID NO:10, wherein the concentration of the antibody, or antigen
binding fragment thereof, is about-10 to abeut-50 mg/mL;

(b) a histidine buffer at a concentration of abeut-10 to abeut-30 mM histidine; and

(c) polysorbate 80 at a concentration of abeut-0.01% to 0.02%;
wherein the pH of the composition is abeut-5.0 to abeut-6.0.

244.  The A-pharmaceutical composition of claim 1, wherein said eomprising:
{aY-an anti-nerve growth factor (NGF) antibody Brisd :
antibedy-comprises a heavy chain having the amino aC1d sequence of SEQ ID NO:13 and a hght chain
havmg the amino acid sequence of SEQ ID NO:16.;-+ -
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345.  The pharmaceutical composition of any-ere-ef-claims-1 or claim 2424644, further comprising
about-10 to abeut-50 mg/mL mannitol.

446. The pharmaceutical composition of any one of claims ] to 342-te-45, further comprising abeut-5
to abeut-70 mg/mL sucrose.

547.  The pharmaceutical composition of any erne-of-claims-1 or claim 2. comprising:42-+e-44;

(a) about-10 to 30 mg/mL of the antibody or antigen-binding fragment thereof;
(b) #bowt-15 mM histidine buffer; and
(c) ebeut-0.01% polysorbate 80;

wherein the pH of the composition is about 5.5.

648.  The pharmaceutical composition of claim 3. comprising:45--censisting-essentially-of:
(a) abeut-10 to 30 mg/mL of the antibody or antigen-binding fragment thereof;

(b) abeut-15 mM histidine buffer;

(c) abeut-0.01% polysorbate 80; and

(d) abeut-10 to 30 mg/mL mannitol;
wherein the pH of the composition is about 5.5.

749, The pharmaceutical composition of claim 46, compris ising:
(a) #beut-10 to 30 mg/mL of the antibody or antigen-binding fragment thereof;
(b) abeut-15 mM histidine buffer;
(c) about-0.01% polysorbate 80; and
(d) ebeut-40 to 70 mg/mL sucrose;

wherein the pH of the composition is about 5.5.

859.  The pharmaceutical composition of claim 5. comprising: Fio
(a) ebout-10 to 30 mg/mL of the antibody or antigen-binding fragment thereof;,
(b) abeut-15 mM histidine buffer;
(c) ebeut-0.01% polysorbate 80;
(d) #bout-10 to 30 mg/mL mannitol; and
(e) ebout-\ 5 to 10 mg/mL sucrose;

wherein the pH of the composition is about 5.5.

M

951.  The pharmaceutical composition of any one of claims 3 to 84246-58, wherein the ratio of
antibody, or antigen binding fragment thereof, to mannitol pelyel-and /or sucrose segaris greater than
1:1400.
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10. The pharmaceutical composition of anv one of the preceding claims, wherein the antibodv, or

antigen-binding portion thereof. is selected from the group consisting of a monoclonal antibody, a human

antibody, a humanized antibodv. a chimerical antibodv, a CDR-grafied antibody. a Fab. a Fab’, a F(ab™)2.

a Fv, a disulfide linked Fv, a scFv. a single domain antibody. a diabody. a multispecific antibodyv. a dual

specific antibody, and a bispecific antibody.

1152, The pharmaceutical composition of any one of the preceding claims, 42-+te-51—wherein the

pharmaceutical composition is lyophilized.

1255, The pharmaceutical composition of any one of the-preceding-claims ] to 11, wherein the
formulation is stable in-atigaid-form for at least about 3 months_in a liquid, frozen or lvophilized form

such as wherein the formulation is stable for at least 3 months when stored in liquid form at 2-8°C,

wherein the formulation is stable for at least 3 months when stored at -80°C, or wherein the formulation is

stable for at least 3 months when stored in lvophilized form at 2-8°C. or when stored in Ivophilized form

at room temperature.
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1363. The pharmaceutical composition of any-ene-of-claims-1255+6-63, wherein there is less than abeut

10% aggregation of the antibody, such as less than 3% ageregation of the antibody.
2er

1465, The pharmaceutical composition of any one of the preceding claims, wherein the formulation is
suitable for intravenous, subcutaneous and/or intramuscular administration.

1566. A device comprising the pharmaceutical composition of any one of the preceding claims,+-65
such as a device selected from the group consisting of a svringe. a pen. an implant, a needle-free injection

device, an inhalation device, and a patch.
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