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What is claimed is;

1. A method for reducing lipoprotein{a) {Lp(a))} levels, the method comprising
selecting a patient who exhibits elevated serum Lp(a), and administering to the patient a
pharmaceutical composition comprising a PCSKS inhibitor.

2. The method of claim 1, wherein the patient is selected on the basis pf a serum

Lp{a) level greater than about 20 mog/di.

3. The method of claim 2, wherein the patient is selected on the/basis of a serum
Lp(a) level greater than about 100 moidl..

4. The method of any one of claims 1 to 3, wherein priogAo or at the time of
administration of the pharmaceutical composition, the patient is dlagnosed with or identified as

being at risk of developing a cardiovascular disease or disordgf.

5. The method of claim 4, whersin the cardiovgscular disease or disorder is selected
from the group consisting of coronary artery disease, gfute myocardial infarction, asymptomatic
carotid atherosclerasis, siroke, and peripheral arteryocclusive disease.

53 The method of claim 4, wherein e cardiovascular disease or disorder is
hypercholesterolemia.

7. The method of claim 8, whérein the hypercholesteroiemia is helerozygous
Familial Hypercholesterolemia (heFH/

8. The method of claiph 8, wherein the hypercholesterciemia is not Familial

Hypercholesterolemia {nonfH

g, The methog/of any one of claims 1 to 3, wherein prior to or at the time of
administration of the piarmaceutical composition, the patient is diagnosed with or identified as

being at risk of developing a thrombotic occlusive disease or disorder.

10,
sefected fronf the group consisting of pulmonary embaolism and central retinal vein occlusion.

e method of claim 8, wherein the thrombotic occlusive disease or disorder is

The method of any one of claims 1 to 16, wherein the PCSKS inhibitor is an
antibgdly or antigen-binding fragment thereof that specifically binds PC3KS.

12.  The method of claim 11, wherein the pharmaceuticat composition comprises 28
mg o 200 mg of the PCEKS inhibitor.
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13, The method of claim 12, wherein the pharmaceutical composilion comprises 80
rag to 150 mg of the PCSKE inhibitor.

4. The method of claim 13, wherein the pharmaceutical compeosition compriseg 80
mg of the PCSKE inhibitor.

15, The method of claim 13, wherein the pharmaceutical composition cofmpri
mg of the PCSKE inhibitor,

18. The method of claim 13, wherein the pharmaceutical compos
mqg of the PCSKO inhibitor.

tion comprises 180

17. The method of any one of claims 11 to 18, wherein th¥ antibody or antigen
s of a HCVRALCVYR amino
acid sequence pair selected from the group consisting of SEQ/AD NOs: 90/92 and 218/228.

binding fragment thereof comprises the heavy and light chain COF

18. The method of claim 17, whersin the antibgdy or antigen-binding fragment thereof
comprises heavy and light chain CDR amino acid sequénces having SEQ 1D NOs:220, 222,
224,228, 230 and 232.

18, The method of claim 18, wherein he antibody or antigen-binding fragment thereof
comptisaes an HCOVR having the amino acid séquence of SEQ 1D NO:218 and an LCVR having

the amino acid sequence of SEQ 1D NO:22

20. The method of claim 1
hain CDR amino acid sequences having SEQ ID NOs: 76,

. wherein the antibody or antigen-binding fragment
thereof comprises heavy and light
78, 80, 84, 86 and 88.

2%1. The method of claim 20, wherein the antibody or antigen-binding fragment thereof
comiprises an HOVR hayihg the amine acid sequencs of SEQ 1D NO:30 and an LCVR having
the amino acid sequsyice of SEQ 1D NO:82.

The method of any one of claims 11 to 16, whersin the antibody or antigen-
birding fragment thereof competes for binding to PCSK® with an antibody comprising heavy
and light chain CDR amino acid sequences having SEQ 1D NOs:220, 222, 224, 228, 230 and
232; or SEQ ID NOs: 76, 78, 80, 84, 86 and 88.
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24, The method of any one of claims 1 10 23, wherein the patient is on a therapsutic

statin regimen at the time of or just prior to administration of the pharmacsutical composition.

25. The method of claim 24, wharein the therapeutic statin regimen comprises,
statin selected from the group consisting of cerivastatin, atorvastatin, simvastiatin, pilayastatin,

rosuvastatin, fluvastalin, lovastalin and pravastatin.
26.  The method of claim 25, wherein the statin is atorvastatin.

27. The method of any one of claims 1 to 23, wherein the patien{fs not on a

therapeutic statin regimen at the time of administration of the pharmaceydical composition.

28. A pharmaceutical composition comprising a PCSKS ighibitor for use in reducing

ipoprotein(a) (Lpa)) levels in a patient who exhibits an elevated £erum Lp(a) level,

29,  The pharmaceutical composition of claim 28, wherein the patient exhibits a serum
Lp(a} lsvel greater than about 20 mg/dL.

30.  The pharmaceutical composition of claph 28, wherein the patient exhibits a serum
Lp{a} level greater than about 106 mg/idL.

31.  The pharmaceutical compositiopf of any one of claims 28 to 30, wherein the
patient is diagnosed with or identified as belhg at risk of developing a cardiovascular disease or
disorder.

32. The pharmaceutical composition of claim 31, wherein the cardiovascular disease
or disorder is selected from the gfoup consisting of coronary artery disease, acute myocardial

infarction, asymptomatic carof atherosclerosis, stroke, and peripheral artery occlusive diseasea.

33. The pharmgCautical composition of claim 31, wherein the cardiovascular disease
or disorder is hyperchglesterolamia.

34.  The gharmaceutical composition of claim 33, wherein the hypercholesterclemia is
heterozygous Familial Hypercholesterolemia (heFH}.

disease or disorder.
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37. The pharmaceutical composition of claim 36, wherein the thrombotic occlusive
disease or disorder is selected from the group consisting of pulmonary embolism and central
retinal vein occlusion.

38. The pharmaceutical composition of any one of claims 28 to 37, wherein {fe
PCSKE inhibitor is an antibody or antigen-binding fragment thereof that specifically pinds
PCSKS.

39.  The pharmaceutical composition of claim 38, wherein the pharfiaceutical
composition comprises 20 mg to 200 mg of the PCSKR inhibitor.

40.  The pharmaceutical composition of claim 38, wherein e pharmaceutical

composition comprises 50 mg to 150 mg of the PCSKS inhibitor.

41. The pharmaceutical composition of claim 40, whérein the pharmaceutical
composition comprises 58 mg of the PCSKS inhibitor.

42. The pharmaceutical composition of clainy40, wherein the pharmaceutical
composition comprises 100 mg of the PCSKS inhibijér.

43. The pharmaceutical compaosition gt claim 40, wherein the pharmaceutical
composition comprises 150 myg of the PCSKY inhibitor.

44,  The pharmaceutical compgsition of any one of claims 38 1o 43, wherein tha
antibody or antigen binding fragment fherecl comprises the heavy and light chain CDRs of a
HCVRILCVR amino acid sequency/pair selected from the group consisting of SEQ 1D NOs:
80/92 and 218/228.

45.  The pharmacgutical composition of claim 44, wherein the antibody or antigen-
binding fragment therecj/Comprises heavy and light chain COR amino acid seguences having
SEQ D NOs:220, 222/ 224, 228, 230 and 232

46.  The/pharmaceutical composition of claim 45, wherein the antibody or antigen-
binding fragment thereof comprises an HCVR having the aming acid sequence of SEQ D
NO:218 ang/an LCVR having the amino acid sequence of SEQ 1D NO:226.

The pharmaceutical compaosition of claim 44, wherein the antibody or antigen-
bindjg fragment thereof comprises heavy and light chain CODR amino acid sequences having
SEQ 1D NQOs:76, 78, 80, 84, 86 and 88.
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48.  The pharmaceulical composition of claim 47, wherein the antibody or antigen-
binding fragment thereof comprises an HCVR hawving the amino acid sequence of SEQ 1D
NC:90 and an LCVR having the amino acid sequence of SEQ 1D NO:B2.

49.  The pharmaceutical composition of any one of claims 38 to 43, wherainfhe
antibody or antigen-binding fragment thereof binds {o the same epilope on PCSKS g6 an
antibody comprising heavy and light chain CDR amino acid sequences having SFQ 1D
NOs:220, 222, 224, 228, 230 and 232; or SEQ 1D NQs: 76, 78, 80, 84, 86 and 88,

§0.  The pharmaceutical composition of any one of claims 38 tg/43, wherein the
antibody or antigen-binding fragment thereof competes for binding to PLBKE with an antibody
comprising heavy and light chain CDR amino acid sequences having/ SEQ 1D NOs: 220, 222,
224,228, 230 and 232; or SEQ {D NQs: 78, 78, 80, 84, 86 and 8¥/

&1. The pharmaceutical composition of any one oftclaims 28 {g 50, wherein the
patient is on a therapeulic statin regimen.

52 The pharmaceutical composition of clgifn 51, wherein the therapeutic statin
regimen comprises a statin selected from the grouy/ consisting of cerivastating, atorvastatin,
simvastatin, pitavastiatin, rosuvastatin, fluvastatlip| lovastatin and pravastatin,

83. The pharmaceutical compositién of claim 52, wherein the statin is atorvastatin,

54.  The pharmaceutical comglosition of any one of claims 28 to §0, wherein the
patient is not on g therapeutic statin fegimen.
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What is claimed is:

1. A pharmaceutical composition comprising a PCSK9 inhibitor for use in

reducing lipoprotein(a) (Lp(a)) levels in a patient who exhibits an elevated serum Lp(a) level.

2. The pharmaceutical composition of claim 1, wherein the patient exhibits a
serum Lp(a) level greater than about 20 mg/dL.

3. The pharmaceutical composition of claim 2, wherein the patient exhibits a
serum Lp(a) level greater than about 100 mg/dL.

4. The pharmaceutical composition of any one of claims 1 to 3, wherein the
patient is diagnosed with or identified as being at risk of developing a cardiovascular disease

or disorder.

5. The pharmaceutical composition of claim 4, wherein the cardiovascular
disease or disorder is selected from the group consisting of coronary artery disease, acute
myocardial infarction, asymptomatic carotid atherosclerosis, stroke, and peripheral artery

occlusive disease.

6. The pharmaceutical composition of claim 4, wherein the cardiovascular

disease or disorder is hypercholesterolemia.

7. The pharmaceutical composition of claim 6, wherein the hypercholesterolemia

is heterozygous Familial Hypercholesterolemia (heFH).

8. The pharmaceutical composition of claim 6, wherein the hypercholesterolemia
is not Familial Hypercholesterolemia (nonFH).

9. The pharmaceutical composition of any one of claims 1 to 3, wherein the
patient is diagnosed with or identified as being at risk of developing a thrombotic occlusive

disease or disorder.

10. The pharmaceutical composition of claim 9, wherein the thrombotic occlusive
disease or disorder is selected from the group consisting of pulmonary embolism and central

retinal vein occlusion.

11. The pharmaceutical composition of any one of claims 1 to 10, wherein the
PCSKQ inhibitor is an antibody or antigen-binding fragment thereof that specifically binds
PCSKO.
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12. The pharmaceutical composition of claim 11, wherein the pharmaceutical

composition comprises 20 mg to 200 mg of the PCSK9 inhibitor.

13.  The pharmaceutical composition of claim 12, wherein the pharmaceutical

composition comprises 50 mg to 150 mg of the PCSK9 inhibitor.

14. The pharmaceutical composition of claim 13, wherein the pharmaceutical

composition comprises 50 mg of the PCSK9 inhibitor.

15. The pharmaceutical composition of claim 13, wherein the pharmaceutical
composition comprises 100 mg of the PCSK9 inhibitor.

16. The pharmaceutical composition of claim 13, wherein the pharmaceutical
composition comprises 150 mg of the PCSK9 inhibitor.

17. The pharmaceutical composition of any one of claims 11 to 16, wherein the
antibody or antigen binding fragment thereof comprises the heavy and light chain CDRs of a
HCVR/LCVR amino acid sequence pair selected from the group consisting of SEQ ID NOs:
90/92 and 218/226.

18. The pharmaceutical composition of claim 17, wherein the antibody or antigen-
binding fragment thereof comprises heavy and light chain CDR amino acid sequences
having SEQ ID NOs:220, 222, 224, 228, 230 and 232.

19. The pharmaceutical composition of claim 18, wherein the antibody or antigen-
binding fragment thereof comprises an HCVR having the amino acid sequence of SEQ ID
NO:218 and an LCVR having the amino acid sequence of SEQ ID NO:226.

20. The pharmaceutical composition of claim 17, wherein the antibody or antigen-
binding fragment thereof comprises heavy and light chain CDR amino acid sequences
having SEQ ID NOs:76, 78, 80, 84, 86 and 88.

21. The pharmaceutical composition of claim 20, wherein the antibody or antigen-
binding fragment thereof comprises an HCVR having the amino acid sequence of SEQ ID
NO:90 and an LCVR having the amino acid sequence of SEQ ID NO:92.

22. The pharmaceutical composition of any one of claims 11 to 16, wherein the
antibody or antigen-binding fragment thereof binds to the same epitope on PCSK9 as an
antibody comprising heavy and light chain CDR amino acid sequences having SEQ ID
NOs:220, 222, 224, 228, 230 and 232; or SEQ ID NOs: 76, 78, 80, 84, 86 and 88.
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23. The pharmaceutical composition of any one of claims 11 to 16, wherein the
antibody or antigen-binding fragment thereof competes for binding to PCSK9 with an
antibody comprising heavy and light chain CDR amino acid sequences having SEQ ID
NOs:220, 222, 224, 228, 230 and 232; or SEQ ID NOs: 76, 78, 80, 84, 86 and 88.

24, The pharmaceutical composition of any one of claims 1 to 23, wherein the

patient is on a therapeutic statin regimen.

25. The pharmaceutical composition of claim 24, wherein the therapeutic statin
regimen comprises a statin selected from the group consisting of cerivastatin, atorvastatin,

simvastatin, pitavastatin, rosuvastatin, fluvastatin, lovastatin and pravastatin.
26. The pharmaceutical composition of claim 25, wherein the statin is atorvastatin.

27. The pharmaceutical composition of any one of claims 1 to 23, wherein the
patient is not on a therapeutic statin regimen.
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