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CLAIMS

1. A pharmaceutical composition comorising: a) a therapeutic compound, wherein the thergpeutic
compourd has an activity that modulates the level of a fipid, a lipoprotein, or both; @nd b) a

pharmaceutically-acceptable adjuvant,

2. The pharmaceutical composition according to Claim 1, wherein the composition further comprises a
pharmaceutically-acceptable solvert.

3. A pharmaceutical composition comprising: a) a therapeutic compound, #vhersin the therapeutic

compound has an activity that moduiates the level of a lipid, a Mpoprotein, or both; b) a

pharmaceutically-acceptable solvent; and ¢} a pharmaceutically-acceptgble adjuvant.

4. A pharmaceutical composition comprising: a) a therapeutic cdmpound, wherein the therapeutic

compounc has an aclivity that modulates the level of 2/ lipid, a lipoprotein, or both; b) a
pharmaceutically-acceptable solvent; and ¢} a pharmaceyfically-acceptable adjuvant, wherein the
ratio of the pharmaceufically-accepiable solvent to pharmn

from about 0:1 io about 1:25.

ceulically-acceptable adjuvant is in a range

5. The pharmaceutical composition according to Claim 2 or 3, wherein the ratio of the pharmaceutically-
acceptable solvent {o pharmaceutically-acceptable adjuvant is in a range from about 0:1 to about

1:.25.

8. The pharmaceutical compositicn accefding fo Claims 1-5, wherein the activity that modulates the

level of a lipid, a lipoprotein, or both fias an anti-hyperlipidemiz activity.

7. The_ pharmaceutical composjfion according to Claim 8, whersin the anti-hyperlipidemia activity
reduces the levels of VLDL ADL, LDL, or a combination thereof by at least 10%.

8. The pharmaceutical gomposition according to Claim 7, wherein the anti-hyperlipidemia activity

increases the tevel gf HDL by, e.¢., at least 2%

9. The pharmacgutical compaosition according fo Claims 1-8, wherein the activity that modulates the
level of a lipid, a lipoprotein, or both reduces the lavel of an inflammation inducing prostaglandin.

10. The pyanmacesutical composition according to Claim 9, wherein the level of the inflammation inducing

progtagiandin is reduced by at least 10%.

" The pharmaceutical composition according fo Claims 1-10, wherein the activity that modulates the
lavel of a lipid, a lipoprotein, or both stimulates a PRAR signaiing pathway.
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The pharmaceutical composition according to Claim 11, wherein the PPAR signaling pathway }
stimulatad by at least 10%.

The pharmaceutical composition according to Claims 1-12, wherein the activity that modidates the
level of a lipid, a lipopratein, or both induces apoptosis of Macrophage M1 cell

differentiation of Macraphage M2 cells, or both.

The pharmaceutical composttion according to Claims 1-13, wherein the activity/that modulates the
level of a lipid, a lipoprotein, or both reduces the levels of Interferon-gamma (#*Ny), Tumor necresis
factor-alpha (TNF-a), Interleukin-12 (IL-12), or a combination thereof rdleased from Th1 cells,

increases the tevels of IL-10 released from a Th2 cell, or both.

The pharmaceutical composition according to Claim 14, wherein thedevels of IFNy, TNF-q, IL-12, ora

combination thereof released from a Th1 cell are reduced by at |

The pharmaceutical composition according to Claim 14, wikrein the levels of IL-10 released from a
Tha cell are increased by at least 10%.

The pharmaceutical composition according to Claiths 1-16, wherein the activity that modulates the

tevel of a lipid, a lipoprotein, or both reduces the J#vel of an inflammation inducing molecule,

The pharmaceutical composition according Ao Claim 17, wherein the inflammation inducing molecule
comprises substance P (SP), calcitonin gene-related peptide (CGRP), glutamate, or a combination
thereof.

The pharmaceutical compositionAccording fo Claims 1-18, wherein the therapeutic compound has a
logP value indicating that the gompound is soluble in an organic solvent.
The pharmaceutical compiosition according to Claims 1-19, wherein the therapeutic compound has a

logP value of more thah 1.0.

polar gurface area that is hydrophobic.

he pharmaceutical composition according to Claims 1-22, wherein the therapeutic compound has a

polar surface area that is less than 8.0 nm?.
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24. The pharmaceutical compaosition according to Claims 1-22, wherein the therapeutic compound has
polar surface area that is less than 6.0 nm™.

25. The pharmaceutical composition according to Claims 1-24, wherein the therapeutic c@mpound

comprises a non-steroidal anti-inflammatory drug (NSAID).

258. The pharmaceutical compasition according to Claim 25, wherein the NSAID compyfses a saiicylaie
derivative NSAID, a p-amino phernol derivative NSAID, a propionic acid derivative NSAID, an acetic
acid derivative NSAID, an enolic acid derivative NSAID, a fenamic acid derjfative NSAID, a non-
selective cyclo-oxygenase (COX) inhibitor, a seleciive cyclooxygenase {COX 1) inhibitor, a

selective cyclooxygenase 2 (COX 2) inhibitor or a combination thereof.

27. The pharmaceutical composition according to Claims 1-26, whefein the therapsutic compound

comprises a PPARy agonist.

28, The pharmaceutical composition according to Claim 27, vherein the PPARy agonist comprises
Monascin, Irbesartan, Telmisartan, mycophenclic acid, Résveratrol, Delta{8)-tetrahydrocannabinol, a
cannabidiol, Curcumin, Cilostazol, Benzbromarghe, 6-shogaol, glycyrrhetinic  acid, a

thiazolidinedione, a NSAID, a fibrate, or a combinatigh thereof.

29. The pharmaceutical composition according Claims 1-28, wherein the therapeutic compound
comprises & nuciear receplor binding agent,

30. The pharmaceutical composition according to Claim 29, wherein the nuclear receptor binding agent
comprises a Retinoic Acid Recepidr (RAR) binding agent, a Retinoid X Recepior (RXR) binding

agent, a Liver X Receptor (LXR) Finding agent, a Vitamin D binding agent, or a combination thereof.
31. The pharmaceutical compgsition according fo Claims 1-30, wherein the therapsutic compound
32. The pharmaceuti composition according to Claim 31, wherein the anti-hyperiipidemic agent

comprises a fibrate, a statin, a tocotrienol, a niacin, a bile acid sequestrants (resin), 2 cholesterol

absorption inkibitor, a pancreatic lipase inhibitor, a sympathomimetic amine, or a combination thereof,

33. The phaymaceuticat camposition according to Claim 31, wherein the fibrate comprises Bezafibrate,

Ciprofibrate, Clofibrate, Gemfibrozil, Fenofibrate, o a combination thereof.

e pharmaceutical composition according fo Claim 31, wherein the statin comprises Atorvastatin,

Fluvastatin, Lovastatin, Piiavastatin, Pravastatin, Rosuvastatin, Simvastatin, or a combination tharesf,
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The pharmaceutical composition according o Claim 31, wherein the nizcin comprises acipimo
niacin, nicotinamide, vitamin B3, or a combination thereof.

The pharmacsutical composition according to Claim 31, wherein the bile acid sequestrant cgmprises

Cholestyraming, Colesevelam, Colestipol, or 2 combination thereof.

The pharmaceutical composition according to Claim 31, wherein the cholesterol abgorption inhibitor

comprises Ezetimibe, a phytostero!, a sierol, a stanol, or a combination thersof.

The pharmaceutical composition according o Claim 31, wherein the Afat absorption inhihitor

comprises Oriistat

The pharmaceutical composition according to Claim 31, wherg the sympathomimetic amine
comprises Clenbutero!, Salbutamol, ephedrine, pseudosphedrines/ methamphetamine, amphetamine,
phenylephrine, isoproterencl, dobutamine, methylphenidate, #sdexamfetamine, cathine, cathinone,
methcathinone, cocaine, benzylpiperazine (BZP), mefthyienedioxypyrovalerone (MDPY), 4-

methylaminorex, pemoline, phenmetrazine, propylhexedrigfe, or a combination thereof,

The pharmaceutical composition according fo Clgims 1-39, wherein the therapeutic compound

comprises an ester of a therapeutic compound.

. The pharmaceutical composition according to Claims 140, wherein the therapeutic compound

comprises an ester of a therapeutfic compdund according to Claims 25-39.

The pharmaceutical composition agéording to Claims 1-41, wherein the pharmaceutically-acceptable
solvent is less than about 20% (W),

The pharmaceutical compagition according fo Claims 1-42, wherein the pharmaceuticaliy-acceptable
solvent comprises a armaceutically-accepiable polar aprotic solvent, a pharmaceutically-
acceptable polar proti solvent, a pharmaceutically-acceptable non-polar solvent, or a combination
thergof,

The pharmacgltical composition according to Claims 1-43, wherein the pharmaceutically-acceptable

solvent comprises a pharmaceutically-acceptable aicohol,

The pharmaceutical composition according fo Claim 44, wherein the pharmaceutically-acceptable
alggho! comprises an acyclic alcohol, @ monohydric alcohel, a poliyhydric alcohol, an unsaturated

iphatic aleohol, an alicyclic alcohal, ar a combination thereof.

. The pharmaceutical composition acecording to Claim 44, wherein the pharmaceutically-acceptable

alcohol comprises a Gy alcchol,
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47. The pharmaceutical composition according to Claim 44, wherein the pharmaceutically-acceptabie
aloohol comprises methanol, ethanol, propanol, butanol, pentanol, 1-hexadecano!, or a combifiation
thereof.

48. The pharmaceutical sompaosition according fo Claims 1-47, whersin the pharmaceuticaffy-acceptable

solvent comprises a pharmaceutically-acceptable ester of pharmaceutically-accep

a alcohol and
an acid.

49. The pharmaceutical composition according fo Claim 48, wherein the pharmaceutically-accepiabls
ester comprises methy! acetats, methyl buterate, methyl formate, ethyl adetate, sthyl buterate, sthyl
formate, propyl acetate, propy! buterate, propyl formate, butyl acetate /butyl buterate, buty! formate,
isobutyl acetate, isocbuty! buterate, isobutyl formate, pentyl acstate/pentyl buterate, pentyl formate,

and 1-hexadecy! acetate, 1-hexadecy! buterate, and 1-hexadecyl férmate, or a combination thereof.

B0. The pharmaceutical composition according to Claims 1-49, sherain the pharmaceutically-acceptable

solvent comprises a pharmacsutically-acceptable polyethylens glycol (PEG) polymer.

51. The pharmaceutical composition according to Clajh 50, wherein the pharmaceuiicaIly-acceptabie
polyethylene glycol (PEG) polymer is less than abgut 2,000 g/mol.

52. The pharmaceutical composition according/to Claim 50, wherein the pharmaceuticaily-acceptabie
palyethylene glycol (PEG) polymer is mogg than ahout 2,000 g/mol.

53. The pharmaceutical composition acgording to Claims 1-52, wherein the pharmaceutically-acceptable

solvent comprises a pharmaceutigally-acceptable glyceride.
54. The pharmaceutical compoéition according to Claim 53, wherein the pharmaceutécaliy—acceptéble
glyceride comprises a mgnoglyceride, a diglyceride, a iriglyceride, an acetylated monoglyceride, an

acetylated diglyceride /An acetylated triglyceride, or a combination thereof.

55. The pharmaceutjéal composition according to Claims 1-54, wherein the pharmaceuticaliy-acceptable
solvent is a ligdid at 20°C.

58. The phagmaceutical composition according to Claims 1-54, wherein the pharmaceuiically-acceptable

solvert'is a solid at 20°C.

e pharmaceutical composition according to Claim 58, wherein the pharmaceutically-acceptable

solid solvent comprises menthol

. The pharmaceutical composition according to Cleims 1-57, wherein the adjuvant is at least 80% {(v/v).
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The pharmaceutical composition according to Claims 1-58, wherein the pharmaceutically-accept
acjuvant is a liquid at 20°C.

The pharmaceutical compasition according to Claims 1-58, whereln the pharmaceutically-&cceptable
adjuvant is & solid at 20°C.

The pharmacsufical composition according to Claims 1-80, wharein the pharmacgutically-acceptable
acjuvant comprises a pharmaceutically-acceptable lipid. '

The pharmaceutical composition according to Claim 61, wherein the pharrpaceutically-acceptable lipid

comprises a saturated fafty acid, an unsaturated fatty acid, or a combin

The pharmaceutical composition according to Claim 61 or 82, wherein the pharmaceutically-

acceptable lipid comprises two or more saturated or unsaturated fatly acids.

The pharmaceutical composition according to Claim 68, wherein the two or more saturated or

unsaturated fafly acids includes palmitic acid, stearic aéid, oleic acid, linoleic acid, linclenie acid, ora

combination thereof.

The pharmaceutical compasition according to €laims 62-64, wherein the unsaturated fatty acid has a

melting point temperature of 20°C ot below.
The pharmaceutical composition accopding to Claims 62-64, wherein the unsaturated fatty acid is a
solid at 20°C.

The pharmaceutical composifion according to Claims 62-64, wherein the unsaturated fatty acid

comprises an omega fatty agid.

The pharmaceutical gomposition according to Cialm 61, wherein the pharmaceuticaliy-acceptable

lipid comprises a pharmaceuticaily-acceptable oll,

The pharmacgtical composition according to Claim 68, wherein the pharmaceufically-acceptabie oil
comprises gimond off, arachis oil, avocado oil, canola oil, castor oil, coconut oll, comn oil, cottonseed
oil, grapg’seed oii, hazeinut off, hemp oll, inseed oll, olive oil, palm oil, peanut oil, rapeseed cil, rice
bran oil, safflower oil, sesame oil, soybean oil, soya oil, sunflower ail, walnut off, wheat germ ofl, or a

ination thereof,

7 The pharmaceutical composition according to Claims 1-68, whersin the pharmacsutical composition

further comprises a pharmaceutically-acceptable stabilizing agent.
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The pharmaceutical composition according to Claim 70, wherein the pharmaceuticaliy-acceptabl
stabilizing agent comprises water, a sacrificial acid comprising a fafty acid component and acgtic
acid, ethyi acetate, a2 sodium acetate/acetic acid, a monoglyceride, an acelylated monoglycepde, a

diglyceride, an acetylated diglyceride, a fatty acid, a fatty acid salf, or a combination thereof.

The pharmaceutical composition according to Claim 70, wherein the pharmaceuticafly-acceptable

stabilizing agent comprises a phamaceutically-acceptable emuisifying agent.

The pharmaceutical composition according to Claim 72, wherein the pharmdceuticaliy-acceptable
emuisifying agent comprises a surfactant, a polysaccharide, a lectin, a phospholipid, or a combination
thereof,

The pharmaceutical compaosition according to Claims 1-71, wherein/the pharmaceutical composition

does not comprise a pharmaceutically-acceptable emulsifying agsnt.

A method of preparing a pharmaceutical composition, the mgthod comprising the step of contacting a
therapeutic compound with a pharmacsutically-accsptablg’ adjuvant under conditions which allow the

formation of the pharmaceutical composition.

A method of preparing & pharmaceutical composiffon, the method comprising the steps: a) contacting
a pharmaceutically-acceptable solvent with a terapeutic compound under conditions which allow the
therapeutic compound fo dissclve in the pharmaceutically-acceptable solventi, thereby forming a
sofution, wherein the therapeutic compodnd has anii-inflammatory achivity, and by contacting the
sotution formed in step (a) with a pharffiaceutically-acceptable adjuvant under conditions which allow
the formation of the pharmaceutical £omposition.

A method of preparing a pharpaceutical somposition, the method comprising the steps: a) confacting
a pharmaceutically-acceptaile solvent with a therapeutic compound under conditions which aliow the
therapeutic compound i dissolve in the pharmaceutically-acceptable solvent, thereby forming a
soiution, wherein the Aherapeutic compound has anti-inflammatory activity, and b} contacting the
solution formed in step () with a2 pharmaceutically-acceptabie adjuvant under conditions which aliow
the formation of the pharmaceutica! composition, wherein the ratio of the pharmaceutically-acceptable

soivent fo phgrmaceutically-acceptable adiuvant is in a range from about 0:1 fo about 1:25.

The methed according to Claims 75-77, wherein the therapeulic compound has a iogP value

indicgling that the compound is soluble in an organic solvent.

ne method according to Claim 75-78, wherein the therapeutic compound has a logP value of more
than 1.0. '
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The method according to Claim 75-78, wherein the therapeutic compound has a lagP value of ore
than 2.0.

The method accotding to Claims 75-80, wherein the therapeutic compound has a polar sdrface arsa
that is hydrophobic.

The method according to Claims 75-81, wherein the therapsutic compound has a/polar surface area

that is less than 8.0 ni?.

The method according to Claims 75-81, wherein the therapeutic compound has a polar surface area

that is less than 6.0 nm?,

. The method according to Claims 75-83, wherein the therapeutic compound comprises a non-steroidal

anti-inflammatory drug (NSAID).

The msthod according to Claim 84, wherein the NSAID cofmprises a salicylate derivative NSAID, a p-
amino phenoi derivative NSAID, a propionic acid derivative NSAID, an acetic acid derivative NSAID,
an enolic acid derivative NSAID, a fenamic acid derfiative NSAID, a non-selective cyclo-oxygenase
(COX) inhibitor, a selective cyclooxygenase 1 {COX 1) inhibior, a selective cyclooxygenase 2 (COX
2) inhibitor, or a combination thereof,

The method according to Claims 75-85, Avherein the therapeutic compound comprises a PPARy
agonist.

The method according to Claim $6, whersin the PPARy agonist comprises Monascin, Irbesartan,
Telmisartan, mycophenolic id, Resveratrol, Delta(O-etrahydrocannabinol, a cannabidiol,

Curcumin, Cilostazol, Benzbrgmarone, 8-shogaol, glycyrrhetinic acid, a thiazolidinedicne, 2a NSAID, a

fibrate, or a combination thgrsof.

The method accordipGg fo Claims 75-87, wherein the therapeutic compound comprises a nuclear

recepior binding agént.
The method atcording to Claim 88, wherein the nuclear recepter binding agent comprises a Retinoic
Acid Receplor (RAR) binding agent, a Retinoid X Receptor {RXR) binding ageni, a Liver X Receptor

(LXR) biriding agent, a Vitamin D binding agent, or a combination thereof.

The' method according fo Claims 75-89, wherein the therapeutic compound comprises an ani-
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81. The method according to Claim 90, wherein the ant-hyperlipidemic agent comprises a fibrate,
statin, a tocotrienol, a niacin, a bile acid sequestrants (resin), a cholesterol absorption inhibitgf, a

pancreatic fipase inhibitor, a sympathomimetic amine, or a combination thereof,

92. The method according fo Claim 91, wherein the fibrate comprises Bezafibrate, @iprofibrate,

Clofibrate, Gemfibroril, Fenofibrate, or 2 combination thereof.

83. The method according to Claim $1, wherein the statin comprises Atorvastatin, Fluyvastatin, Lovastatin,
Pitavastatin, Pravastatin, Rosuvastatin, Simvastatin, or & combination thereof,

94. The method according fo Claim 91, wherein the niacin comprises acigimox, niacin, nicotinamide,

vitamin B3, or a combination thereof,

95. The method according to Clalm §1, wherein the bile acid seqyestrant comprises Cholestyramine,

Colesevelam, Colestipal, or a combination thereof.

86, The method according to Claim 81, wherein the cholestepbl| absorption inhibitor comprises Ezetimibe,

a phytosterol, a sterol, a stanol, or a combination ther
87, The method according to Claim 91, wherein the fat absorption inhibitor comprises Orlistat

88. The method according te Claim 81, whergin the sympathomimetic amine comprises Clenbuterol,
Salbutamol, ephedring, pseudosphedfing, methamphetamine, amphetaming, phenyiephrine,
isoproterencl, dobutamine, methylphetidate, lisdexamietamine, cathing, cathinone, methcathinone,
cocaine, benzylpiperazine (BZP}, méthylenedioxypyrovalerone (MDPV), 4-methylaminorex, pemoline,

phenmetrazine, propythexedrine 0r a combination thereof.

899, The method according to (faims 75-98, wherein the therapeutic compound comprises an ester of a

therapeutic compound.

100. The method accoding to Claims 75-99, wherein the therapeutic compound comprises an ester of g
therapeutic corfpound according to Claims 78-88.

101. The met according to Claims 76-100, wheresin the pharmaceutically-acceptable solvent is less
than about 20% (viv).

102, Tfe method according to Claims 76-101, wherein the pharmaceuticaliy-accepiabie solvent
comprises a phatmaceutically-acceptable polar aprotic solvent, a pharmaceuticaily-acceptable nolar

profic solveni, a pharmaceutically-acceptable non-polar solvent, or a combination thereof.
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The method according to Claims 76-102, whergin the pharmaceuticaliy-acceptable sojfent

camprises a pharmaceutically-acceptable alcohol.

The method according to Claim 103, wherein the pharmaceutically-accepiabie alcohol cpmprises an
acyclic alcohal, & monohydric zlcohol, a polyhydric alcohol, an unsaturated aliphayic alcohol, an

alicyclic alcohol, or & combination thereof,

The method according fo Claim 103, wherein the pharmaceutically-acceptablg alcohd! comprises a
G alcohol,

The method accerding to Claim 103, wherein the pharmaceutically-goceptable alcchol comprises

methanol, ethanol, propanctl, butanal, pentanol, 1-hexadecanol, or g/combination thereof.

The method according to Claim 103, wherein the pharmaceulically-acceptable solvent comprises a

pharmaceutically-acceptable ester of pharmaceuticaliy-acceptable alcohoi and an acid.

The method aceording to Claim 107, wherein the pharmaceuticaliy-acceptable ester comprises
methyl acetate, methyt buterate, methyl formate, etflyl acetate, ethy! buterate, ethyl formate, propyl
acetate, propy! buterate, propyl formate, butyl/ acetate, butyl buterate, butyl formate, isobutyl
acstate, isobutyl buterate, isobutyl formate, pghty! acetate, pentyl buterate, pentyl formate, and 1-

hexadecy! acetate, 1-hexadecyl buterate, and 1-hexadecyl formate, or a combination thereof.

The method according to Claims 76108, wherein the pharmaceuficaliy-acceptable scivent is a

pharmaceutically-acceptable polyeth¢lene glyzol {PEG) polymer.

The method according to Claigh 109, wherein the pharmaceutically-acceptable polyethylene glycol

{PEG) polymer is less than ahout 2,000 g/mol.

The method according/to Claim 108, wherein the pharmaceutically-acceptable polyethylene glyeol
(PEG) polymer is mefe than about 2,000 g/mol.

The method According to Claims 76-111, wherein the pharmaceutically-acceptable solvent
comprisas apharmaceutically-acceptable glycerside.

The thod according to Claims 112, wherein the pharmaceuticaily-acceptable glyceride is a
mornpglyceride, a diglyceride, a friglyceride, an acetylated monoglyceride, an acetylated diglyceride,

ap acetylated triglyceride, or a combination thereof.

. The method according to Claims 76-113, wherein the pharmaceutically-acceptable solvent is a liquid

at 20°C.
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115. The method according to Claims 76-113, wherein the pharmaceutically-acceptable solvent is 2 sdlid
at 20°C.

116. The method according to Claim 113, wherein the pharmaceutically-acceptable solid/sclvent is
menthol.

117. The method according to Claims 75-116, wherein the pharmaceutically-acceptgble adjuvant is at
least 80% (viv).

118. The methed according to Claims 75-117, whereln the pharmaceutically*acceptable adiuvant is a
liquid at 20°C.

118. The methed according to Claims 75-117, wherein the pharmagéutically-acceptable adjuvant is a
solid at 20°C.

120. The method according to Claims 75-119, wherein the pharmaceutically-acceptable adiuvant
comptises a pharmaceutically-aceeptabie lipid.

121. The method according to Claim 120, wherein iffe pharmaceutically-acceptable fipid comprises a
pharmaceuticaliy-acceptable saturated fatty atid, an unsaturated fatty acid, or a combination

thereaf,

122. The methad according fo Claim 120 or #21, wherein the pharmaceuticaliy-acceptable fipid comprises

two or more pharmaceutically-acceptable saturated or unsaturated fatty acids.
123. The method according fo Cldims 122, wherein the two or more pharmaceutically-acceptable
saturated or unsaturated f acids include palmitic acid, stearic acid, oleic acid, linoleic acid,

linplenic acid, or a combindtion theraof.

124. The method accordifig to Claims 121-123, wherein the pharmaceutically-acceptable unsaturated

fatty acid has a mglting point temperature of 20°C or below.,

125. The method/according to Claims 121-123, wherein the pharmaceutically-acceptable unsaturated
fatty acic ¢ a solid at 20°C.

126. The Anethod according to Claims 121-125, wherein the pharmaceutically-acceptable unsaturated

fafty acid comprises an omega fatty acid.

. The method according to Claims 120-126, wherein the pharmaceutically-acceptable finid comprises

a pharmacedticaliy-acceptable oil.
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oil, arachis oil, avocado oil, canola oil, castor oil, coconut oil, corn oil, cottonsesd oil, grape sged oll, .
hazeinut oil, hemp oil, linseed of, ofive oil, palm of, peanut oll, rapeseed oil, rice bran oil
oil, sesame oil, soybean «il, soya oil, sunflower ofl, walnut oil, wheat germ oil, or a fombination
thereof.

The method according to Claims 76 or 78-128, wherein in step(b) the ratio of the pharmaceutically-

acceptable solvent to pharmaceuiically-acceptable adjuvant is in a range frgfm about 0:1 1o about

1:25.

The method according to Claims 75129, wherein the step (a) fugther comprising contacting a

pharmacsuticalty-acceptable stabilizing agent with the pharmaceutifally-acceptable sclvent and the

therapeutic compound.

ceutically—aéceptabie stabilizing agent
comprises water, a sacrificial acid comprising a fatty acigf component and acetic acid, ethyl acetate,
a sodium acetate/acetic acid, a monogiyceride, an Acetylated monoglyceride, a diglyceride, an
acetylated diglyceride, a fatty acid, a fatty acid sait, gr a combination thereof.

The method according to Claim 130 or 131, /wherein the pharmaceutically-aceeptable stabilizing

agent comprises a pharmaceuticaliy-acceptable emulsifying agent.
The method according to Claim 132, Avherein the pharmaceufically-acceptable emulsifying agent
comprises a surfactant, a polysacchgride, a lectin, a phospholipid, or a combination thereof,

The method according fo Cléims 75-131, wherein the pharmaceutical composition does not

he method according o Claims 75-137, wherein the pharmaceufical composition made is

according to Claims 1-74.
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A method of treating an individual with a cardiovascular disease, the method comprising the step of/
administering to the individual in need thereof a pharmaceutical composition according to Claimg 1-
74, wherein administration results in a reduction in a symptom associated with the cardiovaéeular
disease, thereby treating the individual.

Use of a pharmaceutical composition according to Claims 1-74 in the manufacture of £ medicament
for the freatment of a cardiovascular disease.

Use of a pharmaceutical composition according to Claims 1-74 {or the treatment of a cardiovascular

diseasa,

The method according to Claim 139 or the use according fo Clagfm 140 or 141, wherein the
cardiovascular disease is associated with a hyperlipidemia, coronary heart disease, an
atheroscierosis, a peripheral vascular disease, a cardiomyopgthy, a vasculitis, an inflammatory
heart dissase, an ischemic heart disease, a congestive heart fGilure, a hypertensive heart disease, a
valvular heart disease, a hyperiension, myocardial infagétion, a diabetic cardiac conditions, an
aneurysm; an embolism, a disseclion, a pseudoansupysm, a vascular malformation, a vascular

navus, a thrombosis, a varicose vein, or a stroke.

The method or use according to Claim 142, wherein the hyperlipidemia is dyslipidemia,
hypercholssterolemia,  hyperglyceridemia, /' hypertiglyceridemia,  hyperlipoprofeinemia, or
hyperchylomicroremia, and combined hypgriipidemia.

The method or use according/ to Claim 143, wherein the hyperlipoproteinemia s
hyperlipoprateinemia  type la, Hyperipoproteinemia type b, hyperfipoproteinamia type lIc,
hyperlipoproteinemia fype gy hyperlipoproteinemia type llb, hypetlipoproteinemia  type il
hyperlipoproteinemia type IV,/or hypetiipoproteinemia type V.

The method or uss acgording to Claim 142, wherein the vascular occlusive disease (VOD) is an

atherosclerosis, a peripheral vascular disease, or a stenosis.

The method use accerding to Claim 142, wherein the cardiomyopathy is an exirinsic
cardiomyopathy or an intrinsic cardiomyopathy.
The method or use according to Claim 146, wherein the extrinsic cardiomyopathy is acromegaly,

alcoltlic cardiomyopathy, amyloidosis, Chagas disease, chemotherapy, diabetic cardiomyopathy,
hefmochromatosis, hypertensive cardiomyopathy, hyperthyroidism, inflammatory cardiomyopathy,
ischemic cardiomyopathy, muscular dystrophy, valvular cardiomyopathy, a cardiomyopathy
secondary o a systemic metsbolic disease, a cardiomyopathy secondary to a systemic nufritional
disease, & coronary artery disease, or a congenital heart diseass.
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148. The method or use according to Claim 146, whersin the infrinsic cardiomyopathy is dilsfed
cardiomyopathy (DCM), hypertrophic cardiomyopathy (HCM or HOCM), arhythmogenic/ right
ventricular  cardiomyopathy (ARVC), restrictive cardiomyopathy (RCM), noncomipaction
cardiomyopathy, isolated venfricular non-compaction, mitochondrial myopathy, akctsubo
cardiomyopathy, and Loeffler endocarditis.

149. The method or use according o Claim 142, wherain the vasculitis is a BueyGer's disease, an
arteritis, a cerebral vasculitis, a Churg-Strauss arteritis, a cryoglobuligemia, an  essential
cryoglobulinemic vasculitis, a giant cell arteritis, & Golfer's vasculitis, a Hengéh-Schanlein purpura, a
hypersensitivity vasculitis, a Kawasaki disease, a phlebitis, a microscopic/polyarteritis/polyangiitis, a
polyarteritis nodosa, a polymyalgia rheumatica (PMR), a rheumatoid vasculitis, a Takayasu arteritis,
a thrombophlebilis, a Wegener's granulomatosis, or a vasculitis gecondary to connective tissue

disorder, or vasculilis secondary to virat irfection.

150. The method or use according fo embodiment 149, whereirythe vasculitis secondary {o connective
tissue disorder is systemic lupus erythematosus (SLE), rheumatoid arthritis (RA), relapsing
polychondritis, or Behget's disease.

151. The method or use according to Claim 142, /wherein the inflammatory heart disease is an
endocarditis, an inflammatory cardiomegaly, oya myocarditis,

152. The method according to Claims 139 or 442-151 or the use according to Claims 140-151, wherein
upon administration to an individual, Ahe pharmaceutical composition comprising the therapeutic
compound according to Claims 1//4 results in a bio-distribution of the therapesutic compound
different than a bio-distribution gf the therapeutic compound included in the same pharmaceutical
composition, except without the pharmaceutically-acceptable adjuvant,

153. The method according ig/Claims 139 or 142-152 or the use according fo Claims 140-152, wherein
upon administration todn individual, the amount of the therapeutic compound of the pharmaceutical
composition accordifig to Claims 1-74 delivered to a macrophage is at least 5% of the fotal amount

of the therapeutig’compound contained in the administered pharmaceuticat compaosition.

154. The methogiaccording to Claims 138 or 142-153 or the use according to Claims 140-153, wherein
upon adpinistration to an individual, the pharmaceutical composition according fo Claims 174
reduces intestina! irritation by at least 5% when compared fo the pharmaceutical composition

accgrding to Claims 1-74, except without the pharmaceutically-acceptable adjuvant.

155/ The method according to Claims 139 or 142-154 or the use according to Claims 140-154, wherein
upon administration o an individual, the pharmaceutical compaosition according fo Claims 1-74
reduces gastric irritafion by at least 5% when compared to the pharmaceutical composition

according to Claims 1-74, except without the pharmaceutically-accepiable adjuvant,
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156. A pharmaceutical composition as described herein.
157. A method of preparing a pharmaceutical composition as described herein.

158. A pharmaceutical composition as described herein made by a method of préparing a

pharmaceutical compuosition as described herein.

159. A method of ireating an individual with a cardiovascular disease as described ferein made by a
method of preparing a pharmaceutical composition as described herein.

160. Use of a pharmaceutical composition as described herein in the manufgtture of a medicament for

the treatment of a cardiovascular disease.

161, Use of a pharmaceutica! composition as described herein forthe treatment of a cardiovascular

disease.
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CLAIMS:

1.

A pharmaceutical composition comprising:

'a) a therapeutic compound having an activity that normalizes lipid levels, wherein the therapeutic

compound has a log P value of greater than 2.0;
b) a pharmaceutically-acceptable solvent; and

¢) a pharmaceutically-acceptable adjuvant, wherein the adjuvant is at least 80% {v/v) of the
pharmaceutical compaosition. ‘

The pharmaceutical compaosition according to Claim 1, wherein the activity that normalizes lipid lavels
has an anti-hyperlipidemia activity, reduces the level of an inflammation inducing molecule, reduces
the level of an inflammation inducing prostaglandin, stimulates a PPAR signaling pathway, induces
apoptosis of Macrophage M1 cells, promotes differentiatibn of Macrophage M2 cells, or both, reduces
the levels of Interferon-gamma (IFNy), Tumor necrosis factor-alpha (TNF-g), Interfeukin-12 (IL-12)', or
a combination thereof released from Th1 cells, increases the ievels of IL-10 released from a Th2 cell,
or both.

The phérmaceutical composition according to Claim 2, wherein the anti-hyperlipidemia activity
reduces the levels of VLDL, iDL, LDL, or a combination thereof by at least 10% and/or increases the
ievel of HDL by, e.g., at least 2% '

The pharmaceutical composition according to any one of Claims 1-3, wherein the therapeutic

compound comprises a non-sieroidal anti-inflammatory drug {NSAID), a PPARy agonist, a nuclear

receptor binding agent, an anii-hyperiipidemic agent, and/or an ester thereof.

The pharmaceutical composition according to Claim 4, wherein the NSAID comprises a salicylate
derivative NSAID, a p-amino phenol derivative NSAID, a propionic acid derivative NSAID, an acetic
acid derivative NSAID, an enclic acid derivative NSAID, a fenamic acid derivative NSAID, a non-
seleclive cyclo-oxygenase - inhibitor, & selective cyclooxygenase 1  inhibifor, =a seiective
cyclooxygenase 2 inhibitor or a combination thereof.
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The pharmaceutical composition according fo Claim 4, wherein the PPARy agonist comprises
Monascin, Irbesartan, Telmisartan, mycophenolic acid, Resveratrol, Delta(9)-tetrahydrocannabinel, a
cannabidiol, Curcumin, Cilostazol, Benzbromarone, 6-shogaol, glycyrrhetinic acid, a

thiazolidinedione, a NSAID, a fibrate, or a combinatfion thereof,

The pharmaceutical composition according to Claim 4, wherein the nuclear receptor binding agent
comprises a Retinoic Acid Receptor (RAR) binding agent, a Retinoid X Receptor (RXR) binding
agent, a Liver X Receptor {LXR) binding agent, a Vitamin D binding agent, or a combination thereof.

The phammaceutical composition accoerding to Claim 4, wherein the anti-hyperiipidemic agent
comprises a fibrate, a statin, a focotrienol, a niacin, a bile acid sequestrants, a cholesterol absorption

inhibitor, a pancreatic lipase inhibitor, a sympathomimetic amine, or a combination thereof.

The pharmaceutical composition according to any one of Claims 1-8, wherein the pharmaceutically-
acceptable solvent is less than about 20% (viv).

The pharmaceutical composition according to any one of Claims 1-9, wherein the pharmaceutically-
acceptable solvent comprises a pharmaceutically-acceptable polar aprotic  solvent, a
pharmaceutically-acceptable polar protic solvent, a pharmaceutically-accepiable non-polar solvent, or
a combination thereof.

The pharmaceutical composition according to any one of Claims 1-9, wherein the pharmaceutically-
acceptable solvent comprises a pharmaceutically-acceptable alcohol or a pharmaceuticaily-

accepiabie ester of pharmaceuticaliy-acceptable aicohol and an acid.

The pharmaceutical composition according to any one of Claims 1-11, wherein the pharmaceutically-

accepiabie adjuvant comprises a pharmaceutically-acceptable lipid.

The pharmaceutical composition according to Claim 12, wherein the pharmaceutically-acceptable lipid
comprises a saturated fatty acid, an unsaturated fatty acid, or a combinaticn thereof or a

pharmaceuticaliy-acceptable oil.

The pharmaceutical composition according to any one of Ciaims 1-13, wherein the pharmaceutical
composition further comprises a pharmaceutically-acceptable stabilizing agent, wherein the

pharmaceutically-acceptabie stabilizing agent is not an emuisifying agent.
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A method of prepating a pharmaceutical composition as defined in Claims 1-13, the method
comprising the steps:

a) contacting a pharmaceutically-acceptable solvent with a therapeutic cormpound under conditiong
which allow the therapeutic compound to dissolve in the pharmaceutically-acceptable solvent,
thereby forming a solution, and

b) contacting the solution formed in step (a) with a pharmaceutically-acceptable adjuvant under

conditions which allow the formation of the pharmaceutical composition.

The method according to Ciaim 15, wherein step (a) further comprising contacting a
pharmaceutically-acceptable stabiiizing agent with the pharmaceuiicaiiy-acceptabié solvent and the
therapeutic compound, wherein the pharmaceutically-acceptable stabilizing agent is not an

emuisifying agent.

The method according to Claim 15 or Claim 16, wherein the method further comprises removing the

pharmaceutically-accepiable solvent from the pharmaceutical composition.



