




































































































































































































































































































































































































































THE CLAIMS DEFINING THE INVENTION ARE As FOLLOWS :

I . A phannaceutical composition comprising 40 ing, 50 ing, 75 ing, 100 ing, 150 ing,

200 ing, 250 ing, 300 ing, 350mg, 400 ing, 450 ing or 500mg of an antibody or an

antigen-binding fragment thereof which specifically binds human proprotein convertase

subtilisin/kexin type 9 (hPCSK9) together with a pharmaceuticalIy acceptable excipient or

carrier, wherein the antibody or antigen-binding nagi:nent thereof comprises the three

heavy chain CDRs set forth in SEQ ID Nos: 76, 78, and 80 and the three Iig}It chain

CDRs set forth in SEQ ID Nos: 84,86, and 88
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2. The phannaceutical composition of claim I, wherein the antibody or antigen-

binding fragment thereof comprises the heavy chain variable region (HCVR) amino acid

sequence and the 11g}It chain variable region (LCVR) amino acid sequence set forth in

SEQ ID Nos: 90 and 92, respectively.

3. The phannaceutical composition of claim I or 2, comprising about 75 ing of the

antibody or antigen-binding fragment thereof.

15 4. The phannaceutical composition of claim I or 2, comprising about 150 ing of the

antibody or antigen-binding fragment thereof.

5. The phannaceutical composition of claim I or 2, comprising about 300 ing of the

antibody or antigen-binding fragment thereof.

20

6. The phannaceutical composition of any one of the previous claims comprising the

antibody or antigen-binding fragment thereof as a liquid fomiulation, wherein the liquid

fonnulation is an injectable solution of the antibody or antigen-binding fragment thereof

per I inI volume.

7. The phannaceutical composition of claim 6, wherein the injectable solution

comprises 75 ing of the antibody or antigen-binding fragment thereofper I inI volume.

25 8. The phannaceutical composition of claim 6, wherein the injectable solution

comprises 150 ing of the antibody or antigen-binding fragilent thereofper I inIvolume.
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9. The phannaceutical composition of claim 6, wherein the injectable solution

comprises 300 ing of the antibody or antigen-binding fragment thereof per I inI volume.

The phamiaceutical composition of claim I or 2 being comprised in a unit dosage

fonn, wherein the unit dosage fonn comprises about 40 ing, 50 ing, 75 ing, 100 ing, 150

ing, 200 ing, 250 ing, 300 ing, 350 ing, 400 ing, 450 ing, or 500 ing of the antibody or

antigen-binding fragment thereof.

10.

I I . The phannaceutical composition of claim I O, wherein the unit dosage fonn

comprises 75 ing of the antibody or antigen-binding fragment thereof

212
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The phannaceutical composition of claim I O, wherein the unit dosage fomi

comprises 150 ing of the antibody or antigen-binding fragilent thereof.

12.

The phannaceutical composition of claim 10, wherein the unit dosage fonn

comprises 300 ing of the antibody or antigen-binding fragilent thereof.

13.

The phannaceutical composition of any one of claims I-13, wherein the

phannaceutical composition is in a hemietically sealed container selected from the group

consisting of a vial, a sachet, a pre-filled syringe, a pre-filled autoinjector, a cartridge for a

reusable syringe, and an applicator.

14.

15

15. The phannaceutical composition of any one of claims I-14, wherein the antibody

or antigen-binding fragment thereof binds an GPitope comprising one or more of amino

acid residues at positions 238,153,159, and 343 ofhPCSK9 (SEQ ID N0:755)

20 16. The pharmaceutical composition of any one of claims I-15, wherein the antibody

or antigen-binding fragment thereof is capable of achieving one or more of the following

in a subject:

a) reduction of LDL-C of at least -60 % to at least -75% relative to a predose

level with a sustained reduction over at least a 14 day-period when fonnulated at a dose of

150 ing that is suitable for administration every two weeks;25
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b) reduction of LDL-C of at least -50 % to -75% relative to a predose level

with a sustained reduction over at least a 28 day-period when fonnulated at a dose of 300

ing that is suitable for administration every four weeks;

c) increase of serum HDL cholesterol levels of at least 2%, at least 2.5%, at

least 3%, at least 3.5%, at least 4%, at least 4.5%, at least 5% or at least 5.5% relative to a

predose level when fonnulated at a dose of 150 ing that is suitable for administration

every two weeks;

co increase of one or more of: total-cholesterol levels, ApoB levels, non

HDL-C levels, and Apo-B/ApoA- I ratio.

10
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A phannaceutical composition comprising 75 ing of an antibody or an antigen-

binding fragment thereof which specifically binds hPCSK9, wherein the antibody or

antigen-binding fragment thereof comprises the heavy chain variable region (HCVR)

amino acid sequence and the light chain variable region (LCVR) amino acid sequence set

forth in SEQ ID Nos : 90 and 92, respectively, and wherein the antibody or antigen-

binding fragilent thereof is in a I inI injectable solution.

17.

15

18. A phannaceutical composition comprising 150 ing of an antibody or an antigen-

binding fragment thereof which specifically binds hPCSK9, wherein the antibody or

antigen-binding fragment thereof comprises the heavy chain variable region (HCVR)

amino acid sequence and the Iiglit chain variable region (LCVR) amino acid sequence set

forth in SEQ ID Nos: 90 and 92, respectively, and wherein the antibody or antigen-

binding fragment thereof is in a I inI injectable solution.

20

A phannaceutical composition comprising 300 ing of an antibody or an antigen-19.

binding fragment thereof which specifically binds hPCSK9, wherein the antibody or

antigen-binding fragment thereof comprises the heavy chain variable region (HCVR)

amino acid sequence and the Iiglit chain variable region (LCVR) amino acid sequence set

forth in SEQ ID Nos: 90 and 92, respectively, and wherein the antibody or antigen-

binding fragment thereof is in a I inI injectable solution.

25
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20 The phannaceutical composition according to any one of the previous claims,

substantially as hereinbefore described.

WATERMARK PATENT AND TRADE MARK ATTORNEYS

P37827NZOO
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