TITLE

METHODS OF REDUCING THE RISK OF A CARDIOVASCULAR EVENT
IN A SUBJECT ON STATIN THERAPY

PRIORITY CLAIM

[6001]  This application claims priority to U.S. provisional patent application serial
no. 61/666.,447, filed June 29, 2012, the entire contents of which are incorporated

herein by reference.

BACKGROUND

[0002] Cardiovascular disease is one of the leading causes of death in the United

States and most European countries. It is estimated that over 70 million people in the
United States alone suffer from a cardiovascular disease or disorder including but not
limited to high blood pressure, coronary heart disease, dyslipidemia, congestive heart

failure and stroke.

[0003] Lovaza®, a lipid regulating agent, is indicated as an adjunct to diet to
reduce triglyceride levels in adult patients with very high triglyceride levels.
Unfortunately, Lovaza® can significantly increase LDL-C and/or non-HDL-C levels
in some patients. A need exists for improved treatments for cardiovascular diseases

and disorders.

SUMMARY
In various embodiments, the present invention provides methods of reducing the risk
of a cardiovascular event in a subject on statin therapy. Thus, in a first aspect, the
present invention refers to the use of eicosapentaenoic acid ethyl ester in the
manufacture of a pharmaceutical composition for reducing a risk of a cardiovascular
event in a subject on stable statin therapy, wherein the subject has a fasting baseline
triglyceride level of abeut-135 mg/dL to abeut-500 mg/dL, eptienaly-wherein-said
subjeet-hasa baseline LDL-C level of greater than 40 mg/dl. to no more than 100

mg/dL., and established cardiovascular disease or has a high risk of developing
cardiovascular disease; and wherein abeout-tg-to-abeut-4 g of eicosapentaenoic acid

ethyl ester is to be administered to the subject per day. In another aspect, the present
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invention refers to the use of eicosapentaenoic acid ethyl ester in the manufacture of a

pharmaceutical composition for reducing a risk of a cardiovascular event in a subject

on stable statin therapy compared to a plurality of control subjects in a control

population, wherein the subject has a fasting baseline triglvceride level of 135 meg/dL

10 500 me/dL and a baseline LDL-C of greater than 40 me/dL to no more than 100

me/dL, optionally wherein said subject has established cardiovascular disease or has a

high risk of developing cardiovascular disease: and wherein 4 ¢ of eicosapentaenoic

acid ethyl ester is to be administered to the subject per day, wherein each control

subject is on stable statin therapy. has a fasting baseline triglveeride level of 135

mg/dL to 500 mg/dL. a baseline LDL-C level of greater than 40 mg/dL and no more

than 100 mg/dL, has established cardiovascular disease or a high risk of developing

cardiovascular disease, and is not administered the pharmaceutical composition

comprising 4 g of eicosapentaenoic acid ethyl ester per day. In one example, the

method comprises administering to the subject a pharmaceutical composition
comprising about 1 g to about 4 g of eicosapentaenoic acid ethyl ester or a derivative
thereof. In another example, the subject has a fasting baseline triglyceride level of
about 135 mg/dL to about 500 mg/dL.. In another example, the composition contains
not more than 10%, by weight, docosahexaenoic acid or derivative thereof,
substantially no docosahexaenoic acid or derivative thereof, or no docosahexaenoic
acid or derivative thereof. In another example, eicosapentaenoic acid ethyl ester

comprises at least 96%, by weight, of all fatty acids present in the composition; the
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What is claimed is:

1. Use of eicosapentaenoic acid ethyl ester in the manufacture of a pharmaceutical
composition for reducing a risk of a cardiovascular event in a subject on stable statin
therapy, wherein the subject

has a fasting baseline triglyceride level of 135 mg/dL to 500 mg/dL, a baseline
LDL-C level of greater than 40 mg/dL to no more than 100 mg/dL, and established
cardiovascular disease or has a high risk of developing cardiovascular disease; and
wherein

4 g of eicosapentaenoic acid ethyl ester is to be administered to the subject per

day.

2. The use of claim 1 wherein the composition is to be administered to the subject in 1 to

4 dosage units per day.

3. The use of claim 1 wherein the eicosapentaenoic acid ethyl ester comprises at least 96

wt.% of all omega-3 fatty acids in the pharmaceutical composition.

4. The use of claim 1, wherein the established cardiovascular disease is determined by
the presence of any one of: documented coronary artery disease, documented
cerebrovascular disease, documented carotid disease, documented peripheral arterial

disease, or combinations thereof.

5. The use of claim 1 wherein the subject has one or more of: a baseline non-HDL-C
value of 200 mg/dL to 300 mg/dL; a baseline total cholesterol value of 250 mg/dL to
300 mg/dL; a baseline VLDL-C value of 140 mg/dL to 200 mg/dL; a baseline HDL-C
value of 10 to 30 mg/dL; and/or a baseline LDL-C value of 40 to 100 mg/dL.

6. The use of claim 1 wherein the statin therapy comprises administration to the subject

a statin and optionally ezetimibe.
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10.

11.

12.

13.

14.

The use of claim 1 wherein the subject: (a) has not been administered 200 mg or more
per day of niacin and/or fibrates for at least 28 days before administration of the
pharmaceutical composition; (b) has not been administered omega-3 fatty acid
prescription for a period of time beginning 28 days prior to administration of the
pharmaceutical composition; and/or (c)has not ingested dietary supplements
comprising omega-3 fatty acids for a period of time beginning 28 days prior to

administration of the pharmaceutical composition.

The use of claim 7, wherein the period of time ends no earlier than 6 months after a

first administration of the pharmaceutical composition.

The use of claim 7, wherein the period of time ends 6 months, 1 year, 2 years, 3 years,
4 vyears, 5 years, or more than 5 years after the first administration of the

pharmaceutical composition.

The use of claim 1 wherein the cardiovascular event is one or more of: cardiovascular
death, nonfatal myocardial infarction, nonfatal stroke, coronary revascularization, and

unstable angina.

The use of claim 1 wherein the cardiovascular event is one or more of: cardiac
arrthythmia; cardiac arrest; peripheral cardiovascular disease requiring intervention,

angioplasty, bypass surgery or aneurysm repair; and death.

The use of claim 1 wherein the cardiovascular event is onset of new congestive heart

failure.

The use of claim 1 wherein the subject is to be administered 4 g of the pharmaceutical

composition per day for 4 months, 1 year, 2 years, 3 years, 4 years, or 5 years.

The use of claim 13 wherein, after administration of the pharmaceutical composition,
the subject exhibits one or more of (a) reduced triglyceride levels compared to

baseline; (b) reduced Apo B levels compared to baseline; (c) increased HDL-C levels
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15.

16.

compared to baseline; (d) no increase in LDL-C levels compared to baseline; (e) a
reduction in LDL-C levels compared to baseline; (f) a reduction in non-HDL-C levels
compared to baseline; (g) a

reduction in VLDL levels compared to baseline; (h) a reduction in total cholesterol
levels compared to baseline; (i) a reduction in high sensitivity C-reactive protein (hs-
CRP) levels compared to baseline; and/or (j) a reduction in high sensitivity troponin

(hsTnT) levels compared to baseline.

The use of claim 13, wherein the subject exhibits one or more of: (a) a reduction in
triglyceride level of at least 5%, at least 10%, at least 15%, at least 20%, at least 25%,
at least 30%, at least 35%, at least 40%, at least 45%, at least 50%, or at least 55% as
compared to baseline; (b) a less than 30% increase, less than 20% increase, less than
10% increase, less than 5% increase or no increase in non-HDL-C levels or a
reduction in non-HDL-C levels of at least 1%, at least 3%, at least 5%, at least 10%,
at least 15%, at least 20%, at least 25%, at least 30%, at least 35%, at least 40%, at
least 45%, or at least 50% as compared to baseline; (¢) an increase in HDL-C levels of
at least 5%, at least 10%, at least 15%, at least 20%, at least 25%, at least 30%, at
least 35%, at least 40%, at least 45%, or at least 50% as compared to baseline; and/or
(d) a less than 30% increase, less than 20% increase, less than 10% increase, less than
5% increase or no increase in LDL-C levels or a reduction in LDL-C levels of at least
5%, at least 10%, at least 15%, at least 20%, at least 25%, at least 30%, at least 35%,

at least 40%, at least 45%, at least 50%, or at least 55% as compared to baseline.

Use of eicosapentaenoic acid ethyl ester in the manufacture of a pharmaceutical
composition for reducing a risk of a cardiovascular event in a subject on stable statin
therapy compared to a plurality of control subjects in a control population,
wherein the subject has a fasting baseline triglyceride level of 135 mg/dL to
500 mg/dL and a baseline LDL-C of greater than 40 mg/dL. to no more than 100
mg/dL,
optionally wherein said subject has established cardiovascular disease or has a

high risk of developing cardiovascular disease; and
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17.

18.

19.

20.

21.

wherein 4 g of eicosapentaenoic acid ethyl ester is to be administered to the
subject per day,
wherein each control subject is on stable statin therapy, has a fasting baseline
triglyceride level of 135 mg/dL to 500 mg/dL, a baseline LDL-C level of greater than
40 mg/dL. and no more than 100 mg/dL, has established cardiovascular disease or a
high risk of developing cardiovascular disease, and is
not administered the pharmaceutical composition comprising 4 g of eicosapentaenoic

acid ethyl ester per day.

The use of claim 1 or claim 16, wherein a first time interval beginning at an initial
administration of the pharmaceutical composition to the subject to a first
cardiovascular event of the subject is greater than or substantially greater than a first
control time interval beginning at initial administration of a placebo to the control

subjects to a first cardiovascular event in the control subjects.

The use of claim 17, wherein the first cardiovascular event of the subject is a major
cardiovascular event selected from the group consisting of: cardiovascular death,
nonfatal myocardial infarction, nonfatal stroke, coronary revascularization, and

unstable angina caused by myocardial ischemia.

The use of claim 17 or 18, wherein the first cardiovascular event of the control
subjects is a major cardiovascular event selected from the group consisting of:
cardiovascular death, nonfatal myocardial infarction, nonfatal stroke, coronary

revascularization, and unstable angina caused by myocardial ischemia.
The use of claim 17, wherein the first cardiovascular event of the subject and the first
cardiovascular event of the control subjects is any of: death (from any cause), nonfatal

myocardial infarction, or nonfatal stroke.

The use of claim 17, wherein the first cardiovascular event of the subject and the first

cardiovascular event of the control subjects is any of: death from a cardiovascular
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22.

23.

24.

25.

26.

27.

28.

29.

cause, nonfatal myocardial infarction, coronary revascularization, unstable angina,

peripheral cardiovascular disease, or cardiac arrhythmia requiring hospitalization.

The use of claim 17, wherein the first cardiovascular event of the subject and the first
cardiovascular event of the control subjects is any of: death from a cardiovascular
cause, nonfatal myocardial infarction, and coronary revascularization, unstable

angina.
The use of claim 17, wherein the first cardiovascular event of the subject and the first
cardiovascular event of the control subjects is any of: death from a cardiovascular

cause and nonfatal myocardial infarction.

The use of claim 17, wherein the first cardiovascular event of the subject and the first

cardiovascular event of the control subjects is any of: death (from any cause).
The use of claim 17, wherein the first cardiovascular event of the subject and the first
cardiovascular event of the control subjects is any of: fatal myocardial infarction and

nonfatal myocardial infarction.

The use of claim 25, wherein nonfatal myocardial infarction includes silent

myocardial infarction.

The use of claim 17, wherein the first cardiovascular event of the subject and the first

cardiovascular event of the control subjects is coronary revascularization.

The use of claim 17, wherein the first cardiovascular event of the subject and the first

cardiovascular event of the control subjects is hospitalization for unstable angina.

The use of claim 28, wherein the unstable angina is caused by myocardial ischemia.
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30.

31.

32.

33.

34.

35.

36.

The use of claim 17, wherein the first cardiovascular event of the subject and the first
cardiovascular event of the control subjects is any one of: fatal stroke or nonfatal

stroke.

The use of claim 17, wherein a second time interval beginning at an initial
administration of the pharmaceutical composition to the subject to a second
cardiovascular event of the subject is greater than or substantially greater than a
second control time interval beginning at initial administration of a placebo to the

control subjects to a second cardiovascular event in the control subjects.

The use of claim 31, wherein the second cardiovascular event of the subject and the
second cardiovascular event of the control subjects is a major cardiovascular event
selected from the group consisting of: cardiovascular death, nonfatal myocardial
infarction, nonfatal stroke, coronary revascularization, and unstable angina caused by

myocardial ischemia.

The use of claim 17, wherein the subject has diabetes mellitus and the control subjects

each have diabetes mellitus.

The use of claim 17, wherein the subject has metabolic syndrome and the control

subjects each have metabolic syndrome.

The use of claim 17, wherein the first cardiovascular event of the subject and the first
cardiovascular event of the control subjects is any one of: new coronary heart failure,
new coronary heart failure leading to hospitalization, transient ischemic attack,

amputation for coronary vascular disease, and carotid revascularization.
The use of claim 17, wherein the first cardiovascular event of the subject and the first

cardiovascular event of the control subjects is any one of: elective coronary

revascularization and emergent coronary revascularization.
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37.

38.

39.

40.

41.

42.

The use of claim 17, wherein the first cardiovascular event of the subject and the first

cardiovascular event of the control subjects is an onset of diabetes.

The use of claim 17, wherein, after an initial administration of the pharmaceutical
composition, the subject exhibits one or more of (a) reduced triglyceride levels
compared to the control population; (b) reduced Apo B levels compared to the control
population; (c¢) increased HDL-C levels compared to the control population; (d) no
increase in LDL-C levels compared to the control population; (e) a reduction in LDL-
C levels compared to the control population; (f) a reduction in non-HDL-C levels
compared to the control population; (g) a reduction in VLDL levels compared to the
control population; (h) a reduction in total cholesterol levels compared to the control
population; (i) a reduction in high sensitivity C-reactive protein (hs-CRP) levels
compared to the control population; and/or (j) a reduction in high sensitivity troponin

(hsTnT) levels compared to the control population.

The use of claim 17, wherein the first cardiovascular event of the subject and the first
cardiovascular event of the control subjects is cardiac arrhythmia requiring

hospitalization.

The use of claim 17, wherein the first cardiovascular event of the subject and the first

cardiovascular event of the control subjects is cardiac arrest.

The use of claim 13, wherein a first weight of the subject determined after
administration of the pharmaceutical composition is less than a baseline weight of the

subject determined before administration of the pharmaceutical composition.

The use of claim 13, wherein a first waist circumference of the subject determined
after administration of the pharmaceutical composition is less than a baseline waist
circumference of the subject determined before administration of the pharmaceutical

composition.
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43.

44,

45.

46.

47.

48.

The use of any one of claims 17 to 37 or 39 to 42, wherein the first control time
interval is an average, a median, or a mean of a plurality of first control time intervals

associated with each control subject.

The use of claim 31 or claim 32, wherein the second control time interval is an
average, a median, or a mean of a plurality of second control time intervals associated

with each control subject.

The use of claim 16, wherein a plurality of subjects experience a first major
cardiovascular event after an initial administration of the pharmaceutical composition
at a first incidence rate, and wherein the control subjects experience a first major
cardiovascular event after an initial administration of a placebo at a second incidence
rate,

wherein the first incidence rate is less than the second incidence rate.

The use of claim 45, wherein the first major cardiovascular event is any one of:
cardiovascular death, nonfatal myocardial infarction, nonfatal stroke, coronary

revascularization, and hospitalization for unstable angina.

The use of claim 46, wherein the unstable angina is determined to be caused by

myocardial ischemia.
The use of claim 45, wherein the first and second incidence rates are determined for a

time period beginning on the date of the initial administration and ending 4 months, 1

year, 2 years, 3 years, 4 years, or 5 years after the date of initial administration.
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What is claimed is:

1. Use of eicosapentaenoic acid ethyl ester in the manufacture of a pharmageutical
composition for reducing a risk of a cardiovascular event in a subject/on statin

therapy, wherein the subject

has a fasting baseline triglyceride level of about 135 mg/dl. to about 500
mg/dL, optionally wherein said subject has established cardiovascylar disease or has a

high risk of developing cardiovascular disease; and wherein

about 1g to about 4 g of eicosapentaenoic acid ethyl ester is to be

administered to the subject per day.

2. The use of claim 1 wherein the composition is to be adtinistered to the subject in 1 to

4 dosage units per day.

3. The use of claim 1 wherein the eicosapentaengic acid ethyl ester comprises at least

about 96 wt.% of all omega-3 fatty acids in th¢ pharmaceutical composition.

4, The use of claim 1, wherein the establishéd cardiovascular disease is determined by
the presence of any one of: documgénted coronary artery disease, documented
cerebrovascular disease, documented’ carotid disease, documented peripheral arterial

disease, or combinations thereof.

5. The use of claim 1 whereijn the subject has one or more of: a baseline non-HDL-C

value of about 200 mg/dl. to about 300 mg/dL; a baseline total cholesterol value of
about 250 mg/dL to apout 300 mg/dL; a baseline VLDL-C value of about 140 mg/dL
to about 200 mg/dl/ a baseline HDL-C value of about 10 to about 30 mg/dL; and/or a

baseline LDL-C xalue of about 40 to about 100 mg/dL.

6. The use of cJaim 1 wherein the statin therapy comprises administration to the subject

a statin and optionally ezetimibe.
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10.

11.

12.

13.

14.

The use of claim 1 wherein the subject: (a) has not been administered 200 mg or mgfte
per day of niacin and/or fibrates for at least 28 days before administration of the
pharmaceutical composition; (b)has not been administered omega-3 fayfy acid
prescription for a period of time beginning 28 days prior to administrajfon of the
pharmaceutical composition; (c) has not ingested dietary supplementg comprising
omega-3 fatty acids for a period of time beginning 28 days prior to administration of

the pharmaceutical composition.

The use of claim 7, wherein the period of time ends no earliey’than about 6 months

after a first administration of the pharmaceutical composition

The use of claim 7, wherein the period of time ends abgut 6 months, about 1 year,
about 2 years, about 3 years, about 4 years, about 5 yedrs, or more than about 5 years

after the first administration of the pharmaceutical cgimposition.

The use of claim 1 wherein the cardiovascular eyént is one or more of: cardiovascular
death, nonfatal myocardial infarction, nonfatal/stroke, coronary revascularization, and

unstable angina.

The use of claim 1 wherein the cardivascular event is one or more of: cardiac
arrhythmia; cardiac arrest; periphergd cardiovascular disease requiring intervention,

angioplasty, bypass surgery or aneyrysm repair; and death.

The use of claim 1 wherein th¢/cardiovascular event is onset of new congestive heart

failure.

The use of claim 1 whergin the subject is to be administered about 1 g to about 4 g of
the pharmaceutical composition per day for about 4 months, about 1 year, about 2
years, about 3 years, gbout 4 years, or about 5 years.

The use of claim 13 wherein, after administration of the pharmaceutical composition,
the subject exhifits one or more of (a) reduced triglyceride levels compared to
baseline; (b) reduced Apo B levels compared to baseline; (c) increased HDL-C levels
compared to Paseline; (d) no increase in LDL-C levels compared to baseline; (¢) a
reduction iy LDL-C levels compared to baseline; (f) a reduction in non-HDL-C levels
comparedAo baseline; (g) a
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15.

16.

reduction in VLDL levels compared to baseline; (h) a reduction in total cholesterdl
levels compared to baseline; (i) a reduction in high sensitivity C-reactive protein/(hs-
CRP) levels compared to baseline; and/or (j) a reduction in high sensitivity tydponin

(hsTnT) levels compared to baseline.

The use of claim 13, wherein the subject exhibits one or more of: (a) @ reduction in
triglyceride level of at least about 5%, at least about 10%, at least abolit 15%, at least
about 20%, at least about 25%, at least about 30%, at least about 35%, at least about
40%, at least about 45%, at least about 50%, or at least about 55% as compared to
baseline; (b) a less than 30% increase, less than 20% increase Aess than 10% increase,
less than 5% increase or no increase in non-HDL-C levels of a reduction in non-HDL-
C levels of at least about 1%, at least about 3%, at least gbout 5%, at least about 10%,
at least about 15%, at least about 20%, at least about 25%, at least about 30%, at least
about 35%, at least about 40%, at least about 45%, 0r at least about 50% as compared
to baseline; (¢) an increase in HDL-C levels of af least about 5%, at least about 10%,
at least about 15%, at least about 20%, at leasf/about 25%, at least about 30%, at least
about 35%, at least about 40%, at least about 45%, or at least about 50% as compared
to baseline; and/or (d) a less than 30% in€rease, less than 20% increase, less than 10%
increase, less than 5% increase or no ificrease in LDL-C levels or a reduction in LDL-
C levels of at least about 5%, at lgast about 10%, at least about 15%, at least about
20%, at least about 25%, at least/about 30%, at least about 35%, at least about 40%, at

least about 45%, at least abou/50%, or at least about 55% as compared to baseline.

The use of claim 1 further/Comprising assignment of a plurality of control subjects to

a control population,

wherein each contrgl subject is on stable statin therapy, has a fasting baseline
triglyceride level /of about 135 mg/dL to about 500 mg/dL, and has established

cardiovascular disease or a high risk of developing cardiovascular disease, and

wherein th¢/ control subjects are not administered the pharmaceutical composition

comprisijfg about 1 g to about 4 g of eicosapentaenoic acid ethyl ester per day.
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17.

18.

19.

20.

21.

22.

23.

The use of claim 16, wherein a first time interval beginning at an initial administratién
of the pharmaceutical composition to the subject to a first cardiovascular event ¢f the
subject is greater than or substantially greater than a first control time Anterval
beginning at initial administration of a placebo to the control subjects/to a first

cardiovascular event in the control subjects.

The use of claim 17, wherein the first cardiovascular event of the sdbject is a major
cardiovascular event selected from the group consisting of: cgfdiovascular death,
nonfatal myocardial infarction, nonfatal stroke, coronary pé€vascularization, and

unstable angina caused by myocardial ischemia.

The use of claim 17 or 18, wherein the first cardiovascular event of the control
subjects is a major cardiovascular event selected ffom the group consisting of:
cardiovascular death, nonfatal myocardial infargtion, nonfatal stroke, coronary

revascularization, and unstable angina caused by hyocardial ischemia.

The use of claim 17, wherein the first cardioyascular event of the subject and the first
cardiovascular event of the control subjecty/is any of: death (from any cause), nonfatal

myocardial infarction, or nonfatal strokey

The use of claim 17, wherein the firgt cardiovascular event of the subject and the first
cardiovascular event of the contpOl subjects is any of: death from a cardiovascular
cause, nonfatal myocardial infarction, coronary revascularization, unstable angina,

peripheral cardiovascular dig€ase, or cardiac arrhythmia requiring hospitalization.

The use of claim 17, whefein the first cardiovascular event of the subject and the first
cardiovascular event gf the control subjects is any of: death from a cardiovascular
cause, nonfatal ocardial infarction, and coronary revascularization, unstable

angina.

The use of cldim 17, wherein the first cardiovascular event of the subject and the first
cardiovasctilar event of the control subjects is any of: death from a cardiovascular

cause apd nonfatal myocardial infarction.
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24.

25.

26.

27.

28.

29.

30.

31.

32.

The use of claim 17, wherein the first cardiovascular event of the subject and the firs

cardiovascular event of the control subjects is any of: death (from any cause).

The use of claim 17, wherein the first cardiovascular event of the subject and the first
cardiovascular event of the control subjects is any of: fatal myocardial infarétion and

nonfatal myocardial infarction.

The use of claim 25, wherein nonfatal myocardial infarction Ancludes silent

myocardial infarction.

The use of claim 17, wherein the first cardiovascular event of the subject and the first

cardiovascular event of the control subjects is coronary revasgularization.

The use of claim 17, wherein the first cardiovascular evept of the subject and the first

cardiovascular event of the control subjects is hospitaliZation for unstable angina.
The use of claim 28, wherein the unstable angina is/caused by myocardial ischemia.

The use of claim 17, wherein the first cardiovagCular event of the subject and the first
cardiovascular event of the control subjectg’ is any one of: fatal stroke or nonfatal

stroke.

The use of claim 1 or claim 17, wherein a second time interval beginning at an initial
administration of the pharmaceytical composition to the subject to a second
cardiovascular event of the subject is greater than or substantially greater than a
second control time interval beginning at initial administration of a placebo to the

control subjects to a second/cardiovascular event in the control subjects.

The use of claim 31, wherein the second cardiovascular event of the subject and the
second cardiovasculdr event of the control subjects is a major cardiovascular event
selected from thg” group consisting of: cardiovascular death, nonfatal myocardial
infarction, nonfatal stroke, coronary revascularization, and unstable angina caused by

myocardial chemia.
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33.

34.

35.

36.

37.

38.

39.

The use of claim 17, wherein the subject has diabetes mellitus and the control subjects

each have diabetes mellitus.

The use of claim 17, wherein the subject has metabolic syndrome and the /control

subjects each have metabolic syndrome.

The use of claim 17, wherein the first cardiovascular event of the subjegf and the first
cardiovascular event of the control subjects is any one of: new corongry heart failure,
new coronary heart failure leading to hospitalization, transient ischemic attack,

amputation for coronary vascular disease, and carotid revascularjzation.

The use of claim 17, wherein the first cardiovascular event of the subject and the first
cardiovascular event of the control subjects is any gne of: elective coronary

revascularization and emergent coronary revascularizatign.

The use of claim 17, wherein the first cardiovasculay’event of the subject and the first

cardiovascular event of the control subjects is an ghset of diabetes.

The use of claim 17, wherein, after an initigd administration of the pharmaceutical
composition, the subject exhibits one or/more of (a) reduced triglyceride levels
compared to the control population; (b) r¢duced Apo B levels compared to the control
population; (c) increased HDL-C levels compared to the control population; (d) no
increase in LDL-C levels compared/Ato the control population; () a reduction in LDL-
C levels compared to the contrgl population; (f) a reduction in non-HDL-C levels
compared to the control populdtion; (g) a reduction in VLDL levels compared to the
control population; (h) a reduction in total cholesterol levels compared to the control
population; (i) a reductjon in high sensitivity C-reactive protein (hs-CRP) levels
compared to the contrgl population; and/or (j) a reduction in high sensitivity troponin

(hsTnT) levels complared to the control population.

The use of clainy17, wherein the first cardiovascular event of the subject and the first
cardiovasculay’ event of the control subjects is cardiac arrhythmia requiring

hospitalizajfon.
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40.

41.

42.

43.

44,

45.

46.

47.

The use of claim 17, wherein the first cardiovascular event of the subject and the fi

cardiovascular event of the control subjects is cardiac arrest.

The use of claim 13, wherein a first weight of the subject determingd after
administration of the pharmaceutical composition is less than a baseline wgight of the

subject determined before administration of the pharmaceutical compositlon.

The use of claim 13, wherein a first waist circumference of the sybject determined
after administration of the pharmaceutical composition is less than a baseline waist
circumference of the subject determined before administration/of the pharmaceutical

composition.

The use of any one of claims 17 to 37 or 39 to 42, wherein the first control time
interval is an average, a median, or a mean of a plurality of first control time intervals

associated with each control subject.

The use of claim 31 or claim 32, wherein th¢ second control time interval is an
average, a median, or a mean of a plurality of Second control time intervals associated

with each control subject.

The use of claim 16, wherein a plyrality of subjects experience a first major
cardiovascular event after an initial gdministration of the pharmaceutical composition
at a first incidence rate, and whefein the control subjects experience a first major
cardiovascular event after an initial administration of a placebo at a second incidence

rate,
wherein the first incidencg rate is less than the second incidence rate.

The use of claim 45/ wherein the first major cardiovascular event is any one of:
cardiovascular degth, nonfatal myocardial infarction, nonfatal stroke, coronary

revascularizatiory and hospitalization for unstable angina.

The use of ¢laim 46, wherein the unstable angina is determined to be caused by

myocardia¥ischemia.

89




48.

The use of claim 45, wherein the first and second incidence rates are determined for,
time period beginning on the date of the initial administration and ending abgat 4

months, about 1 year, about 2 years, about 3 years, about 4 years, or about 3 years

after the date of initial administration.




