TITLE PHARMACEUTICAL COMPOSITIONS COMPRISING EPA AND A CARDIOVASCULAR
AGENT AND METHODS OF USING THE SAME BACKGROUND [0001] 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 Stateslai% suffer from a cardiovascular disease or disorder
including but not limited to high blood pressure, coronary heart disease, dyslipidemia, congestive heart

failure and stroke. BUNRAREUTICHDHEGMRASRIFONp EAMRBbEsedt Bdva b refers to a capsule
for use in reducingargieeudeTANRLALESinavsuRiesHiops o mixeohdysiidegvazand on statin

therapy when 4 capsules are to be administered to the subject per day, each capsule comprising
about 900 mg to about 1050 mg of ethyl eicosapentaenoate, wherein the reduction is relative to
subjects having mixed dyslipidemia who redaivé @rstaif without said ethyl eicosapentaenoate.

[0001b]In a rg%g%%@&%acm PEERRQ! inveption refgrs o4 ARSHIRSORHISRIM reduaing thghcerides
and LDL-C in a subject having mixed dyslipidemia and on statin ther@@;@;}when 4 capsules are to be

admintstisfednd fﬁ‘@%@ﬁf@é@%‘eP‘é}ﬁ?ﬂ%gacﬁfcéb%‘l’é“é@ﬁwﬁ%w@%b&t g Pty the United
eicosapapiagpeatafter ﬁ[&QOiQ}dﬂahavt&Mﬁitaaspﬁeiséh& p&&sﬁmlﬁmﬂmmg nﬁferﬁotolmﬁa@swletﬁglﬁ use in

reducing triglycerides and § ina subjec havm # | demia on statin therapy when 4
capsulrl)rclags, égr £ e Gdministered to the syutafec?nﬁ)igrc e}‘é{% capPgiu éeggmpr?skmg about 925 mg or

about 950 mg of ethyl eicosapentaenoate.
SUMMARY

f0001a] In a first aspect, the present invention refers to a capsule for use in reducing triglycerides
and LDL-C in a subject having mixed dyslipidemia and on statin therapy when 4 capsules are to be
administered to the subject per day, each capsule comprising about 900 mg to about 1050 mg of ethyl
eicosapentaenoate, wherein the reduction is relative to subjects having mixed dyslipidemia who receive a
statin without said ethyl eicosapentaenoate.

[0001b] In a second aspect, the present invention refers to a capsule for use in reducing
triglycerides and LDL-C in a subject having mixed dyslipidemia and on statin therapy when 4 capsules
are to be administered to the subject per day, each capsule comprising about 900 mg of ethyl
eicosapentaenoate.

[0001c] In a third aspect, the present invention refers to a capsule for use in reducing
triglycerides and LDL-C in a subject having mixed dyslipidemia and on statin therapy when 4 capsules
are to be administered to the subject per day, each capsule comprising about 925 mg or about 950 mg of
ethyl eicosapentaenoate.

[0001d] In a fourth aspect, the present invention refers to a capsule for use in reducing
triglycerides and LDI-C in a subject having mixed dyslipidemia and on statin therapy when 4 capsules
are to be adrﬁinistered to the subject per day, each capsule comprising about 975 mg of ethyl

gicosapentaenoate.



[0001d] In a fourth aspect, the present invention refers to a capsule for use in reducing triglycerides
and LDL-C in a subject having mixed dyslipidemia and on statin therapy when 4 capsules are to be
administered to the subject per day, each capsule comprising about 975 mg of ethyl

eicosapenta te. 001e] In a fifth aspect, the present invention refers ip the use of a capsule
i the a1 8 & T T e T e e T ALaEte B e B e,
dyslipiderdigaaredtdar sedtivitth Siapyonirernad ddpstlas apebiechbasininiste v dpeisabiest pefday,

each gapsie.sempLising.aheus 80%:ma:e-ARAYAORS; Rg-ef eihyi.LicosApRUARRAE et the

reduction is relative subjects having mixed dyslipidemia who receive a statin without said eth
oo ABIABEA0 T2 JO0BA A PSS OSSP SEHEUbIS O EASPLES R 86 B ieapsule
in the dpdipidaciarehofrecenedicamenttionredd ethg tiglygendesaad LDL-C in a subject having mixed

dyslipidemia angh anistatin sherany wheR.4,53RSUIES G0 Q%cmry%e&%étgl&g%qpﬁsm&&@ay,

each capsule comprising about 960 mg of ethyl eicosapentaenoate. ' i_ln a seventh aspect,
the preSemesAiramsahipefsietneiedspie eahddibfn thé makrieine BREhBEiRNEft F8F Bducing
triglycesigie shang L laClirpsukjest havinginixesray shipidentipandodeglatichtharay whenshgapsules

are toal%%ue{\ggbi%grt]%rgg tloethe sugfect %ﬁr day, each capsule comprising about 925 mg or about 950 mg

of ethyl eicosapentaen ate.  PEHBGOIRT In an eighth aspect, the present invention refers to the use of

a capsule in tAeChshhufacterendt asnretlichenBiessal IBEUIERTY tRighyctrids wisda DL @rila subfect having
mixed;gyslinidemiss andnem statin therapywhen<Lspsuessatertpbe agministgred tathe skkiact per

day, each capsule comprising about 975 of ethyl eicosapentaenoate. [0002] In oneexample,the
oroseGERE 0T A HETATACATth A BTSSR G G A R0 BETLRESSnEt more
additieapdutardiovasce oaigBitsighirahoth 8F exampiénirecERRtarmprises eicosapentaenoic acid ethyl
ester. In anofthﬁé B3Rl bREUYROSIHRAN SRAIRING SWbsiantRIY RO @Mauntef dogpsabexagpo c acid

or derivative thereof (e.g. ethyl-DHA), if any.  [0003] In other examples, the present invention
providB&HatHBESCbf 4r &R/ SPpredenih g iebardidadttideatdl diseRke oSy
adminisigiiiginacasdibjeehimn nieesbiherenfiacphalmaece utical:demposHion diecaiipositioddg) eemprising

EPA and optionally. Q0308956347 1igual cardigyasgylar agents.

[0002] ln  one example, the present invention provides a  pharmaceutical
composition comprising EPA and optionally one or more additional cardiovascular agents.
In another example, the EPA comprises eicosapentaenoic acid ethyl ester. In another
example, the composition coniains substantially no amount of docosahexaenoic acid or
derivative thereof (e.g. ethyl-DHA), if any.

[6003] In other examples, the present invention provides methods of treating
and/or preventing a cardiovascolar-related disease comprising administering to a subject in
need thereof a pharmaceutical composition or composition(s) comprising EPA and optionally
one or more additional cardiovascular agents.

[0004] In any of the foregoing examples, the EPA and additional cardiovascular
agent(s) can be co-formulated as a single dosage unit or can be formulated as two to a

plurality of dosage units for coordimated, combination or concomitant administration.

la



[0004] In any of the foregoing examples, the EPA and additional cardiovascular agent(s) can be
co-formulated as a single dosage unit or can be formulated as two to a plurality of dosage units for
coordinated, combination or concomitant administration. [0005] These and other examples of the

present inve%igg il be discéose in furtheé detajl r% rein below., BRII!EF DE CI%IP'I}OII\I OF THE
DRAWINGS ﬁ;\/ Fig™ shoWs SRR St EPATDHASRY CBYBIRAtLioN Trehtmént o mébrane
lipid péndxidatien latchbldsterol-to-phospholipid ratio of 1.0. [0007] Fig. 2 shows effects of EPA,
DHA and Combination Treatment on membrane lipid peroxidation at cholesterol-to-phospholipid ratio
of 0.5. [0008] Fig. 3 shows cholesterol-dependent effects of EPA, DHA and Combination

Treatment on membrane lipid B&P&%%ﬁ%‘ @156?5/15%%158%@%2010/032948

[0006] Fig. 1 shows effects of EPA, DHA and Combination Treatment on membrane
lipid peroxidation at cholesterol-io-phospholipid ratio of 1.0.

[0007] Fig. 2 shows effects of EPA, DHA and Combination Treatment on membrane
lipid peroxidation at cholesterol-to-phospholipid ratio of 0.5.

[0008] Fig. 3 shows cholesterol-dependent effects of EPA, DHA and Combination

Treatment on membrane lipid peroxidation.
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[0009] Fig. 4 EPA, DHA or EPADHA with atorvastatin (10:1 Mole Ratio) on lipid peroxide levels in
cholesterol enriched mem(branes (1:1 cholesterol-to-phospholipid ratio). DETAILED I?ESCRIPTION
[0010] While the ﬁ?é%ﬁfwlﬁvention is capable of being embodied in varigﬁr%?a?é?j?ﬁ@ ‘%?escription

below of several embodiments is made with the understanding that the present disclosure is to be

considered as an [EREM pligichliSh oPthe mvaribhlandtis st imended: loMiphit Rebdhoehiish to the

specific empadimensdlustRirdfieadings alanravided foraanmvenientspRlRad-Alg not to be
construed to limit the invention in any manner. Embodiments illustrated under any heading may be

combined with embodiments illustrated under any other heading. [0011] The use of numerical
values in the various quantitative valués:3pdtifie ESERIEIphEation, unless expressly indicated

otherwise, are stajgel R emalions asdaeuoh. (e Inm ANGmAY M, YaHRES Within the

stated ranges were both preceded by the word "about.” In this'manner, slight variations from a stated
value can b&HEBETR BeRTE0E SHFSFRAAIRBIS Shier e Stite (e HRdestiastinghie. adueté disclosure of
ranges is iniewnded-as acantnyturdange neludingevery atuevbetvwieandhe minimuitadand maximum

values recitgd aswell A5y angesalcanbaiormed hy.sush valgs, Alse discigsgdderein are any
and all ratios (and ranges of any su ratloslﬂlthat can be in(_)ed byv Ividing a re cited numeric value
into any oth@rrEitaee Nt fedy 410 enohdeoRdirigipLte skillaetipabs ot eilliap pre éritetiiomany such

ratios, rangesReEhanges et ialiosicambadiannbigr et shroarivedfromyhe nunmenicayalues

presented henr in andt'nr%léfiggtances such ratios, ranges, and ranges of ratios represent various
embodiment&“t fie (ﬁ)r Séfit iRvention. Eicosapentaenale acid [0012] In one embodiment,

compositions of tHélin\lefittorcomprisacEPAlss antkctiveingredisniy T e termcERA ragissed herein
refers to eicosaPRNIAGNAIG acid-(er0iRIcosAB M1l 4 RaniagngicAcidkandioaphagmaceutically

acceptable ester, derivative, conjugate or salt thereof, or mixtures of any of the foregoing. The tem'
"phaimace I H L BB IR tY?é“B?e"%‘é}ﬁPctBﬁt%?(tteﬁw@&ﬁggtﬁ’ﬁfetlj?thLIB%?S%‘% 5N does not
produce unésigeftabla thidaitytectheighibjecitbintérantiontwiih ather eantponentscofdhieveomposition.

[0013] In 0%%5%%9%%}?1%& heerf-&ﬁlé &f{ﬁ?&&{é&ﬁ AlrEIS elgQsaD tﬁs&%sﬁﬁe( %?}B& lagNgig,gld. In another

embodiment, the EPA is in the form of an eicosapentaenoic acid ester (also referred to herein as

E-EPA or effiyl-EPAY M aHEHicneHiBBRTRENtYHHE EPRCEBigsBs e pogyopximum values
2010/127099R6d 4 K20 EQ/MD3294& s that can be formed by such values. Also disclosed herein are
any and all ratios (and ranges of any such ratios) that can be formed by dividing a recited
numeric value info any other recited numeric value, Accordingly, the skilled person will
appreciate thaf many such ratios, ranges, and ranges of ratios can be unambiguously derived
from the numerical values presented herein and in all instances such ratios, ranges, and
ranges of ratios represent various embodiments of the present invention.
Eicosapeniaenoic acid
[0012] In one embodiment, compositions of the invention comprise EPA as an active
ingredient. The terme “EPA” as used herein refers fo eicosapentacnoic acid (e.g. eicosa-
5,8,11,14,17-pentaecnoic acid) and/or a pharmaceutically acceptable ester, derivative,
conjugate or salt thereof, or mixtures of any of the foregoing. The term “pharmaceuticaily
acceptable” in the present context means that the substance in question does not produce
unacceptable toxicity to the subject or interaction with other components of the composition.
[00137 In one embodiment, the EPA comprises all-cis eicosa-5,8,11,14,17-pentaenoic
acid. In another embodiment, the EPA is in the form of an eicosapentacnoic acid ester (also

referred to herein as E-EPA or ethyl-EPA). In another embodiment, the EPA comprises a C;
2



- C5 alkyl ester of EPA. In another embodiment, the EPA comprises, eicosapentaenoic acid methyl
ester, eicosapentaenoic acid propyl ester, or eicosapentaenoic acid butyl ester. In still another
embodiment, 8 BPATEMprises all-cis eicosa-5,8,11,14,17-pentaenoictadiVSHYIE8Er.  [0014] In
another embodiment, the EPA comprises lithium EPA, mono, di- or triglyceride EPA or any other ester
or salt of EPAs elktesiesoBERfofmanEp Ampeinemi e 4 S6 BRI R e Bren 2l edtituted

derivative q@ihetderiviativeavhichslansiewndds ale-nbexidatienbut dorsyneiethereige change its
biological action to any substanti gree. . [0015]Inon iment, EPA present in a

com positioﬁnSWeem%%ﬁjgﬁttgﬁaﬂ%“g S ?HWH-SBSUr%gl’:mﬁﬁfc?fﬁ%%fg%?éj’liﬂ?ﬁﬁtragﬁgg Sgledenﬁé’rein with
respect to EfR& refers to a composition comprising at least 96% by weight EPA (as the term "EPA" is

defined and exe”ﬂ@@fiﬂgﬂ%ﬁiﬂhw}ﬁ%@%@lﬁPtﬁ\s%?&%ﬁﬂﬁ%@‘iﬁﬁlh}g@ﬁQ%BﬁaE,Pd‘I\, far example at
least 97% by weight EPA or at least 98% by weight EPA, wherein the EPA y{ﬁ:r’%apé&EPA as set
forth hereif EXFERIGEFEPA %fﬁ’nafﬂ?fﬁéfebgrﬁélﬁﬁg@}()é’g‘?ri L%?ﬁ/aﬁ%ﬁ?&n o gﬁaé‘] of the déscription of
EPA providedvhéyebe in th¢@Odb6pin anuthignedbodiztienty tHeeERAwORzprisel dovE RewRaitty Acid
conjugate wherein ERA IS, 6OMUIAESHIG-AROISE I AlaHISREERA QI AnRieh fRitarld. In one

embodiment, the EPA-Fatty Acid cqnju%ate comprises a diester formed between EPA and EPA or
between EPA a sElBANREER SE1C4ESHb TR PE R IR AL RSt e Od 6 Y PO ERRRER | is a fatty
acid acyl grgup-glesverifromhk PAnartdiiR2pigSelaciedificreikl vatfatbumeidiadit Af eRto B0acarbon atoms

with two or more cif%s or Cgfggpésgnou%lgegg /2 ¥ g%lggpgo(lagr{ggqgn%f I10-30 8@1‘”199&‘ Atoms, the

same or dif?grrnepnots_{ ah Atan may both'b rived from EPA (EPA-EPA) or one may be derived
from EPA arfanenbifiadcameimort Hadmes SRA DY cRIPIEPA AU SR toFRRaMp - gaifinth-linolenic
acid, dihomesgaymmalnalenicatidecdarhid oRie REideREr EIHa, a0t SleRE dPIG AL, Fdecesapentaenoic

acid n-3, e ARs3.sieSt e rgllal ei{lij*lﬁré_hylger nﬁglj:j] “g déo%a bo or contag in g roatoms, and in
one embodiment is agg%%ia y groﬁp. I%ggb %/ gr v Eé”%%&%‘)&%%% %@%2010/032948

of the description of EPA provided herein.

[0016] In another embodiment, the EPA comprises an EPA-Fatty Acid conjugate

wherein EPA is conjugated io another molecule of EPA or to another fatty acid. In one

embodiment, the EPA-Fatty Acid conjugate comprises a diester formed between EPA and

EPA or between EPA a second fatty acid as shown in structures {I) and (II). In one

embodiment, R' is a fatty acid acyl group derived from EPA and R? is selected from H, a

fatty acid acyl of 12 to 30 carbon atoms with two or more cis or trans double bonds and fatty

alcohol groups of 12 10 30 carbon atoms, the same or different than R R'andR? may both

be derived from EPA (EPA-EPA) or one may be derived from EPA and the second from a

different fatty acid (EPA-Fatty acid), for cxample gamma-linolenic acid, dihomo-gamma-

linolenic acid, arachidonic acid, adrenic acid, stearidonic acid, docosapentaenoic acid n-3,

etc.). R? s generally either hydrogen, fully hydrocarbon, or containing heteroatoms, and in

one embodiment is a C;—C, alkyl group.

R3

CH



CH20R1 CH2 CH20F2 (H). [0017] Synthesis of a diester conjugate can be accomplished
according to methods well known in the art, including for example, using metals, metal-chlorides, or
organic acids ¥8 SR EE using fatty acid chlorides such as EPA-chloritfel §EHBEA¢%acid chloride
(GLAchImide), dihomo-'y-linolenic acid chloride (DGLA-chloride), linoleic acid chloride (LA-chloride),
arachidonic acid Ehtétitle (AA-chloride), conjugated linoleic acid chloride (cLAchloride), ALA-chloride,
STA-chloride, ETA-chloride, DPA-chloride, etc.; and the use of immobilized enzymes as catalysts.
[0018] In another@®mbodiment, a composition of the present invention includes a mixture of EPA-Fatty
Acid diesters. In a{ related embodiment, compositions of the present invention include less than 20%
EPA-DHA conjug@’tb,olgssgnblan 15% EPA-DHA conjugate, less than 10% EPA-DHA conjugate, less

than 9% EPA DHA copiugales|ese ARG FRARHACONNGBIS I Uanidlh P AMMGA conugate

less than 6% EP 1A Conjugate, less than EPA-DHA conjugate, less than 4% EPA-DHA
conjugate, Teskkararn 306t PR DRI ESRIGEE NI S RE oA sEP RED RS R eI &iian 1%
EPA-DHA gopiugpie, less than Qia W bRAsDidA faugatyids)|qsmthaicGdaiRRHRACONjugate, by
weight. 019] In,another,embaodiment, a compagsition,of 1 i ion.inclydes at least
o6, Era-E R0 Do R B D e et 96%
EPA-Fatty eidifidonjugdtdonicacid pi gty Bpahidrasrnvsaleb binelals aridtrdPeiristitnent, a
COMPOSitiop,ef 18, PAESEBLIRVENTAM CONAIRS PoANMEHIaTOYehReidB0ke: thar e, we afore than 8%,
no more than 7%,.no more than 6:%11, no more than 5%, no more than 4%, no more than 3%, no more

than 2%, RGPS A8, SPHE"ETE

€'than 0.6%, no more than 0 5%, no more j[han 0.4%, no more
than 0 3%, no mdfd R GuRytloer nehrgiethian GAgpasitanyof fik-FerspnElicebmuatedetter than

EPA-EPA diestet or EplQ324] IR anetbss-emiadinnent. &BAuimBie sepiaarpasitinsaalk the invention

in an amount of about 50 mg to about 5000_ mg, about 75 mqg to ab %&}OQ , or ail}:)(%lfg 100 mg to
about 1000 g3t ’é’)?&ﬁf’plss%lg@&%rﬁs‘&‘a%%%t SO RRY é%%ﬁ%afzg%g éﬁbio%%gﬂl . about 175 mg,
about 200 iag, tako W02 i IabautREAanigssaibau & 2/BPAH BBouwnBRatmizsabents325Mg, about 350
mg, about 3y5,mg,:abautidQ0imaraPEA FAPANGADAH! ¥R00 6 APERA SR AMGnARAN! RAO0 Mg, about
525 mg, about 550"mg, about 575 mg, about 600" mg, about 625 mg, 4

than 5% EPA-DHA. conjugate, less than 4% EPA-DHA conjugate, less than 3% EPA-DHA

conjugate, less than 2% EPA-DHA conjugate, less than 1% EPA-DHA conjugate, less than

0.5% EPA-DHA conjugate, or less than 0.1% EPA-DHA conjugate, by weight.

[0019] In another embodiment, a composition of the present invention includes at

least 96% EPA-Fatty acid conjugate (e.g. EPA-EPA), at least 97% EPA-Fatty acid conjugate,

at least 98% EPA-Fatty acid conjugate, or at least 99% EPA-Fatty acid conjugate. In another

embodiment, a composition of the present invention contains no more than 10%, no more

than 9%, no more than 8%, no more than 7%, no more than 6%, no more than 5%, no more

than 4%, no more than 3%, no more than 2%, no more than 1%, or no more than 0.6%, no

more than 0.5%, no more than 0.4%, no moi’c than 0.3%, no mofe than 0.2, or no more than

0.1% of any EPA-Fatty Acid conjugate other than EPA-EPA diester.

[0020] In another embodiment, EPA is present in a composition of the invention in an

amount of about 50 mg to about 5000 mg, sbout 75 mg to about 2500 mg, or about 100 mg to

about 1000 mg, for example about 75 mg, about 100 mg, about 125 mg, about 150 mg, about

175 mg, about 200 mg, about 225 mg, about 250 mg, about 275 mg, about 300 mg, about 323

mg, about 350 mg, about 375 mg, about 400 mg, about 425 mg, about 450 mg, about 475 mg,

about 500 mg, about 525 mg, about 550 mg, about 575 mg, about 600 mg, about 625 mg,
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WO 2010/127099PCT/US2010/032948 about 650 mg, about 675 mg, about 700 mg, about 725 mg,
about 750 mg, about 775 mg, about 800 mg, about 825 mg, about 850 mg, about 875 mg, about 900
mg, about 923 4BHIPD50 mg, about 975 mg, about 1000 mg, aboutf$&25¥HE2860t 1050 mg,
about 1075 mg, about 1100 mg, about 1025 mg, about 1050 mg, about 1075 mg, about 1200 mg,
about 1225:mgt abbutgl 260G 5 abgutbd27Bitngzakisuwt 7300mmghalrciftlBR5ahgt @bbutel 350 mg,

about 1375,y 29wt 1400, BHOUE2Sh M 150,180 LAZE. 1 J0OHELS00 g

about 1525 mg, about 1550 mg, about 1575 mg, about 1600 mg, about 1625 mg, about 1650 mg,
about 1675%%t aBbire #orhig; 2pebe o B g &0tet Y Yo 18, 2t 9% 8'nabahddY 1800 mg,
about 1825nmgamhout (BHQ, mMiguabord &g/ 5hong i etttk 10017 abouitR? S20mmabatul 950 mg,
about 1975.mg, about 2 ahou mg,.ab 50 2075 mg, ut 2100 mg,
ot 2175 e AR 5h 0 L Eoal 3476 o lE B0 R e S S0 S c0 o

g
about 227541yt aboun23001hé Whbet 325! 113, b GUe 380 Stk abeit 237 51t gbandaP®400 mg,
about 24251a0.2R0us 2450, maahest 2475619, 97 2R R0 0sMme, «H0R2kPInmneambodiment, a
compositio the inventi ontains n ore than t10%, n re than a 9%, not more
o abour B0 gt ATSFD LR Ao e S e B e et i S8 Pt mot more
than about #%4;tri80¢rogedvan HISuS%hombl Mdreghbnuab 8Tt 2% ahottnhdie tiganbaboiit2%, or not

more than ahouh0,p%sPy.weishl abtatal fattwacides decasahexasnaic Asid opferivaliithereof such
as ethyI-DHAOﬁ%EggAg. if énégln another embodiment, a compasition of the inventign contains
C

substantially Wi 3REH O DMEatRtHE S P B I U< ELDBA 2P witP R oter

embodimentyatcitpogitdhoaf A mgedion THhtansinoddidsabestaengiC acig epdbtDFA. [0022]
In another qbadiments FRASGRrerpns Akisaskabaut B ALleAS! Alaul. AyaL easiabout 80%,

90%, at least about 95%, at least about’97%, at least about 98%, at least about 99%, or
100%, by weltfhtf all fatty acids present in a composition of the invention. [0023] In another
embodiment, a cqupositiosefthtoifiventionccomtainsilessiiban3t, lessihan erdessmthan 10%,

less than 9%, less than 8%, less than 7%, less than.6%,,les &an %, less than 4%, less than 3%,
oss than 200 e o r08 o A b oL T M TS o e R RO o 58 tion or
by weight oftive faabkbatySdcidosarenthasfhayt ity rat otHbrtiberERA 1ot Berivaivatpisreof

Illusr:rative %m@f%o@é aa%tauwoaﬁ@@th&rmg@;%%%wme M@&%g%ﬁﬁb&r werivative thereof
such as ethyl-linolenic acid, arachidonic acid (AA) or derivative thereaf sych as gthyl-

oomeanon e e G B B R S e S AIA Ereof such as
ethyl-DHA, Bisha-linolenic asith¢AtfodnthativativerthieobSthehinasnsitnytontaisstdatradohic acid (STA)
or derivativg hereohsuchas &34 SisesatienicReCHBTA) ah derivative Bersaiiieh as

ethyl-ETA and/or docosapentacnojc acid (DPA) or derivative thereof such as ethyl-DPA.
a composition of the imvention contains no docosahexaenoic acid or E-DHA.

[0022] In another embodiment, EPA represents at lcast about 60%, at least about
70%, at least about 80%, at least about 90%, at lcast about 95%, at least about 97%, at least
about 98%, at least about 99%, or 100%, by weight, of all fatty acids present in a composition
of the invention,

[0023] In another embodiment, a composition of the invention contains less than
30%, less than 20%, less than 10%, less than 9%, less than 8%, less than 7%, less than 6%,
less than 3%, less than 4%, less than 3%, less than 2%, less than 1%, less than 0.5% or less
than 0.25%, by weight of the total composition or by weight of the total fatty acid content, of
any fatty acid other than EPA, or derivative thereof. Tllustrative examples of a “fatty acid
other than EPA” include linolenic acid (LA} or derivative thereof such as ethyl-linolenic acid,
arachidonic acid {AA) or derivative thereof such as ethyl-AA, docosahexaenoic acid (DHA)
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[0024] In another embodiment, a composition of the invention has one or more of the following
features: (a) eicosapentaenoic acid ethyl ester represents at least 96%, at least 97%, or at least 98%,
by weight, of (5Pt A& ds present in the composition; (b) the composiid edhta# Aot more than
4%, not more than 3%, or not more than 2%, by weight, of total fatty acids other than
eicosapentaedeivasicl thtngdfester; iy the-Bomhpasiicinebniaingh ot hiorertdemyeigystherd%, or 0.4% of
any individyglifally agid ather thap.QIcAsaReNtaenojc ACiE eIl esiRk.(d) mcg{n&ﬁﬁﬂlﬁq{! hasa -
refractive index ((20 C) of about | to about 2, about 1.2 to about 1.8 or about 1.4 to about 1.5; (e) the
compositio§ FREEHeERE K (Rt BB b6t B0 BodtEd AaHB R P 8e 1P SHBTCE 95 or about
0.9 to about®dIPPA) dhé:deripositienfcocitainshybDiire than 20 ppm, 15 ppm or 10 ppm heavy
metals, (9) the comppOSTHOMERRIAINBARMO I3, BRTE AN RRILAL S8R Afsgae, andior ()

the composition has a‘peroxide value not more than 5, 4, 3, or 2 Mcq/kg [0025] In another

embodimertl @ ¥BmsesttisH UsaarIpraretpifastbelithethia TRvEicheebitiprces 2smdidtstessentially of
or consists gf atdeaskon % ethiyheicosapenineroaiectEl A-h), @bgutBial EpEbaihdSiorthyl
octadccatetraenoate (ODTA-E), .about 0.05% to, about 0.25% ethyl,nonaecapentaenpate (NDPA-E).
about 0,255 Ao P DRS4S 8 Tn At b B e ey o
cicosatctragridarE hanR)casark eloniti 02080 hy! aioul 0 Beyravyitarsidesapeheende (HPA-E),
each by weight, of tefalfatly Acids,DrReARLINENS LOMRRSIHORN. JoRRENS BMBedimgntsthe composition

is present in a capsule shell. In still another embodiment, the capsule shell.contajns np chemically
modified gef&tne C"mﬁﬁ’dﬁ‘é]“ma%\ﬁdﬁ%%"r%%%rh?g??t, o"%ﬁ&%"s‘ﬁifr?% %s&’éﬁ%ﬂﬁ"g%“cor%%’n%‘g)e"%ith the
invention cdripriskowonsist @esehtially) ofic sropngisiofatil epst O5 % 9GUR O Q700 2lathiyd &
eicosapentaengate; @agutQ3%a4aRkore S%sthyl OetadaralsaenaaieARaMbR Qa0 about

0.25% ethyl nonaecapentaenoate, about 0.2% to about 0.45% ethyl arachidonate, about 0.3% to
about 0.5%EtHPEI At RREh At EPENEF 48D 1589 T b0 (8 28R RAYH ABTEMESE S8htaenoate,
each by weight o allsfagty, aciis presen i thercampositicru: @ptiorathpoigedmpositicnicontains not
more than apput | t.%q@c?/%t%oéfﬁ%%?/%’ ﬁ[}?@gut 0.04%, by weight of tot_a_l fatty aci_ds present, DHA or
derivative there of such as ethyl-DHA. In'0né embodiment the composition contains substantially no or
no amount of DHACS?3 Womsha/aprebore 7 oS Po10I3 2048 [l efkAafRe et Jrsiéfieiethyl-DHA.
The composifigsifuitheropiienaly.00mPssamane & eie aptipytais(@gntasnpherhin an amount
of not more than a .5% or not more than 0.05%. In ano nhodiment co sition
comprises <':ll:t bﬁ?%’.&%&oa%gﬁ @% %?t%ﬁ 35(%%6%% 50U %(]213}; [B%r%?éigﬁ{ut?or(}:'gé%etpoﬁﬁ%nother
embodimerit,2&botih 0@ raertocatsourdiy ORA-Eomposifiditisoprovit e d it ababaarbighetic In another
embodiment, the capsite shel.caniainssny ahanicaliy.medifiedgelatin, and {0824 dnranether
embodiment, compositions useful in accordan Will_g the. i venti_oég c%m rrli e, consist essentially of, or
consist of at 184} %@[ﬂ)}f@%&“ﬁ%ﬁ?ﬁ%ﬁ%@éﬁ Lt >384 B Rb GG 4BE L ARy Present
octadecatetratwcateabont MO76Hctcrabsimen208é ethybromaescapentae acapeyialsoudl 0125% to about
0.40% ethylarachidanaie, ahet B:3%:Rrbout Q4 elivkeicesaleiaenoateiand about 0.075% to

about 0.25% ethyl heneicosapentaenoate, each by weight of total fatty acids present in the

composition. OptiGtafly PR EEHh SECRTREhntaRReHOeH Sre th ThesBB s 08Y8, Bh SUEW88%, or about
0.04%, by weighisof t(niﬂﬁi_att@&ﬁﬁidglpreﬁet, Eli-l_-lAqorocﬂerivatlv&ih%%pf%ﬂ’cmas%mylw. In one
embodiment,the composition. canfains substantiallyne.or. 9. AMauRL0f RIJA epsleriyatiys there of such

as ethyl-DHA. The composition further optionally comprises one or more antioxidants (I%./g. tocopherol)
in an amouftZ3f nebrhareagsapealsts 599 B hotritorerth A 005! reshidtmarethipigditiant, the
compositionCogppiisassaboeh .05 indhent:i: 4% dorBxamplesabout Qi by yeeighitecopherol. In
another empodiment, the invention rovidesh dgs%g? rm com rising ab(ayt 500 mg.to about | g of

. heneicosaps cnoaie C&Chpl? WEC1Ee ? Ol a 25 145 P ﬁen 111 144 fcomrﬁo 1011,
the foregoing compgsl?tlon In‘a capsu & shefl. In one embodimen ,? e dosage foum is a gel- or
liquid-contafPitignetipstile emebisipatiegeatintiolisterpaekagesiol- apouttow A6kt 20 ebpsules per
sheet.  [0028] iy aepther embadiment sempositions: usalulin accodanaesiin,thesnyvention

comprise, consist essentially of or consist of at least 96%, 97% or 98%, by weight, ethyl
eicosapentaBriB&tE RBGTEE 288 R RASYD SEAHY WG LihyiCottatfe AR PAENSATE Shout 0.10% to
about 0.15% by weight ethyl nonaecapentaenoate, about 0.25% to about 0.35% by weight ethyl
arachidonate, about 0.31% to about 0.38% by weight ethyl eicosatctraenoate, and about 0.08% to
about 0.20% ethyl heneicosapentaenoate, each by weight of all fatty acids present in the composition.
Optionally, the composition contains not more than about 0.06%, about 0.05%, or about 0.04%, by
weight of all fatty acids present, DHA or derivative there of such as ethyl-DHA. In one embodiment the
composition contains substantially no or no amount of DHA or derivative there of such as ethyl-DHA.
The composition further optionally comprises one or more antioxidants (e.g. tocopherol) in an amount
of not more 7



WO 2010/127099PCT/US2010/032948 than about 0.5% or not more than 0.05%. In another
embodiment, the composition comprises about 0.05% to about 0.4%, for example about 0.2% by
weight tocoph&@Y Hibther embodiment, the invention provides a dosBgE %8t d5H tising about 500
mg to about 1 g of the foregoing composition in a capsule shell. In another embodiment, the capsule
shell contaifgingiehdrrcd prhodified galdtinTCarclinvasoul e hgems onalljog2glissorme embodiment, a

composition,(pr eRiadministration seeimsn) 9k thedmentin ComRpHsesHone 3 merRadditonal
cardiovascular agents. The one or more additional cardiovascular agents can be co-fonnulated with

EPA or can' B8 88 Gmih R PSHSRAERAL Fiteiraretish GRERIE T ARt Ondiovbeuidh Hdent” or
"cardiovascﬁmlrae:drq;gé Ialammirﬂ_@ﬁeb;tmaigh_ugom;ﬂg@m'_[ tfwtﬂsthapabilbedjﬁ]me:aﬁb@n pi@vergitg, or re_ducing
the risk of dgyeloping a cardioyascilal Jscasa of 4 _9%%?«! B2 gk factor onsYmRIpM dhereot, in a

subject. Cardiovascular agents herein can include, without limitation, cholesterol and triglyceride
modulating @§eHtshelhepreiartrbspicstyiarygibstbegiefisease, agents that treat hypertension or

pulmonary arteriajdogperiensiae; agents-aatdsenbarerialtbiillationonashyithmiaagemns that treat

stroke, agents, (hat teatmyocardialischenna sndior Agents at isat iomosis, , 4J930)

LS ‘ OF .CONsist Sgpen .
Non-limiting examples of classes from which cardiovascular agents SUitable for Use in accordance with

the presenti@véntionibair Heiseletiddinerrdecmepeesen2ymelA7 eholestdoitabifansiarase (ACAT)
inhibitors i%%@@éﬁh@ﬁ&é&%fﬁﬁ&it@dﬁﬁf ﬁ@%ﬂth.ﬁ@i&h@l%ﬁaﬁﬁ&oﬂb &t@!t’;?biﬁiﬁb@@&% QhdMCAT-1 and
ACAT-2, alpha-adrenergic blocking dr alpha-hlockers ta blethers, )

ngiotenar R T R A ARG SIS ERnE B o S K RERLAEASIR eceptor
antagonists;aahtiarbigth micstab fiticoagdd antssramtiplatedepagénts, GpodipdprobeiroAmb{apoA-1)
mimetics, bela-RlaGke s, RilaACIH LRSI AR GRISINCRRING IR CKE S BN cholesteryl ester

transfer protein (CETP) inhibitors, cholesterol absorption inhibitors, diuretics, dyslipidemia agents,
endothelin ASEEpRETStdg0ists, IEYALES, SRy RoRE3-Methy-Giitary [fesBnARRRIAEAIMES-CoA)
reductase inhihitasyl GARiactvatensaliphoreceptandnducErd ipaséshhilbitotis;rtipdproteis-associated

phospho"p%ﬁ%ﬁ%}&'%M@&BB&M&%%&WQ%B{?Sﬂ%'&“&%gﬁg- € HansieLRrOIRIR (M ﬁé.@hibitors’
platelet aggregation inhibitors, PPAR agonists and activators mcludmg;ﬁPPARy agonists; PPARa

agonists an@PBRR Tt bArays et prosKisnfhEfse’ s PRINAN GG G2B A & foxit a&ifhibitors,

squalene sypib@irsainhititarsedionnbapics aand thysric recapiorbata activatorseu Y,
2010/1270%%PCT/ StZO nhibitors

welight 00&p9{&§894}§ ér%&;gri embodimeént, the invention provides a dosage form
comprising about 500 mg to about 1 g of the foregoing composition in a capsule shell. In one
embodiment, the dosage form is a gel- or liquid-containing capsule and is packaged in blister
packages of about 1 to about 20 capsules per sheet.

[0028] In another embodiment, compositions useful in accordance with the mvention
comprise, consist essentially of or consist of at least 96%, 97% or 98%, by weight, ethyl
eicosapentacnoate, about 0.25% to about 0.38% by weight ethyl octadecatetraecnoate, about
(.10% to about 0.15% by weight ethyl nonaecapentacnoate, about 0.25% to about 0.35% by
weight ethyl arachidonate, about 0.31% to about 0.38% by weight ethyl cicosatetracnoate,
and about 0.08% to about 0.20% ethyl heneicosapentaenoate, each by weight of all fatty acids
present in the composition. Optionally, the composition containg not more than about 0.06%,
about 0.05%, or about 0.04%, by weight of all fatty acids present, DHA or derivative there of
such as ethyl-DHA. In one embodiment the composition contains substantially no or no
amount of DHA or derivative there of such as ethyl-DHA. The composition further
optionally comprises one or more antioxidants {e.g. tocopherol} in an amount of not more

7



[0031] Acyl-CoA cholesteryl acyl transferase ("ACAT") is an acyltransfcrase enzyme. In bile acid
biosynthesis, ACAT catalyzes the intracellular formation of cholesterol esters from cholesterol. ACAT
promotes accﬁw&fﬁﬂdﬁ %%cholesterol esters in vascular tissues. Agentspfﬁ%{{] ﬁ"fHWﬂW@AT, therefore,
are useful in preventing or treating atherosclerosis. Non-limiting examples of suitable ACAT inhibitors
include CI-tomia¢awdshtibenminee) harsdi s (Faeanipecaipdiac S afiRyormaiina cosEspRbinations

thereof.  ,IQR37] (@%etQVaH&Q{QJAQA%ﬂrBi'QﬂplEiSalfo@?@lE@d ey tyRicaldepresent in @@%ﬂposmon of
the invention (or co-ad |n|stered with ccor o other emg)(())dga(?énts oft ventflon) in an
amount of BBIETRY { eé?)”ﬂf‘%@ﬁ’% iao? S)%%%{!B]gﬂﬁg)mﬁ?imr%g et 5°'hG, & %(5) mg, about 20

mg, about 3®enﬁgea®0wtm&m1abuuammge abdut 60 mgihabewb7dmeyt, atb@@tdﬁ@tlmghéélbout 90 mg,

about 100 mg,.aboKt 123, Mgw ki P, about 175 mg, about 200 mg, about 225 mg, about 250
mg, about 266 mg, about 275ymg about 300 mg, about 324 mg, about 325 mg, about 330 mg, about

350 mg, abbdt @?ﬁaﬁﬁg’ﬂéﬁ‘cﬁﬁ?%oo mg, about 425 mg, about 450 mg, about 475 mg, about 500 mg,
about 525 mg, abmﬂnz%ﬂlm@ ahbutinébtmg calpuii6RO g cabdutbGting, mpouwnhbSd theg, about 675

g about 100:Migh ABaH (a0 AL 20 Mo A0k VR G, @g&% BORL9, 2RaUR RS M, about
850 mg, about 75m out 900 mg, about 925 mg, about 9 about 975 mg, about 1000 mg.

ACE mh|b|te¢§1ﬂona1[@@@5]%ﬁgi@téa§m F@bh@éﬂrﬁ@@ﬂﬁ%@ﬂfﬁ@éﬂ'?%%vé?tg%%@wﬂtéﬁﬁ% | to
angIotensmvuiarm/mWE%m@%mBLeB@ﬁ@userm&aﬁada@agmer\samluxa@almeefegamebradykunin
levels both Prfomote %varlety of aé ovascu dlts$asues ano(l3 \%%%{decr)? ,agents that mlplbg ACE are
useful in preventlng } or tredtin iovasch ar Srélated disehSes suth as yperFensmn heart failure,
diabetic nedroplattiye aw@p@@@m@ee@c NorifipiiEhgrerafplEster sy HﬁbiéﬂAG@Tﬁ‘Pﬁbﬁiﬁo%s include

captopril, enalapsil, enalipriat.andelantib-moexiprhamipkkatinaRikBeIiaaRik dsinQoril,
benazepril, fosinopril, or combinations thereof {0034} One or more ACE |nh|b|t%rs if deswed are

typically pre%‘@ﬁtcﬁ’?%eégﬁ%g&ﬂ&)ﬁ%’?%e&%ﬁ%nﬁﬁw B SO AR EPAS S 4 to other
embodimeritgpeftthadnventionviman @eredritpbaboinn) &eng thabowt 50eng, fdréikaenpte about 0.5

mg, about Q75 mg; about 1m0, aRQHbi- 22 M8, RRAML 2118 AR :Crea 0 RRRUL3g ADOUt 4 Mg,

about 5 mg, about 6 mg, about 7 mg, about 7.5 mg, about 8 mg, about 9 mg, about 10 mg, about 11
mg, about 1@7‘?16“%{%%5313 mg, about 14 mg, about 15 mg, about 16 mg, about 17 9 WO
2010/127099P CT{UB2PR0/032948 manplout TBwng faouhld ngdabeut20 metaboubRl mg, about

22 mg, abo t.23.mg, al i ; 0 A g, about 29
mg, about 3%I mg(3 abougg) 111%‘:1 magb,%%t'? e Hg%nﬁﬁ &kizq%gtc%}t%gl?ng r?%ﬁjpt&%%zgi%bout 36 mg,

about 37 m@h(éb%ﬁﬁéscbﬁﬁd“é%wSéﬁﬂﬁdﬂdb’@ﬂtbél@?n’g‘c Bt sPicetye bubitors Mg ahdut 43 mg, about

ACAT-2 as well as dual inhibitors of ACAT-1 and ACAT-2, alpha-adrenergic blocking drugs
(alpha-blockers), alpha/beta blockers, angiotensin-converting enzyme (ACE) inhibitors,
aldosterone antagonists, angiotensin Il receptor antagonists, anti-arrhythmics, anticoagulants,
antiplatelet agents, apolipoprotein A-1 {apoA-1) mimetics, beta-blockers, bile acid
sequestrants, calcium-channel blockers, ApoB cholesteryl ester transfer protein (CETP)
inhibitors, cholesterol absorption inhibitors, diuretics, dyslipidemia agents, endothelin
receptor antagonists, fibrates, 3-hydroxy-3-methyi-glutaryl-coenzyme A (HMG-CoA)
reductase inhibitors, LCAT activators, LDL receptor inducers, lipase inhibitors, lipoprotein-
associated phospholipase A2 (Lp-PLA2) inhibitors, microsomal triglyceride transfer protein
(MTP) inhibitors, platelet aggregation inhibitors, PPAR agonists and activators including
PPARY agonists, PPAR. agonists and PPAR dual a/y agonists, PCSK9 antisense or RNAI,
squalene epoxidase inhibitors, squalene synthetase inhibitors, thrombolytics, and thyroid

receptor beta activators.



44 mg, about 45 mg, about 46 mg, about 47 mg, about 48 mg, about 49 mg, or about 50 mg.
Aldosterone antagonists. [0035] Aldosterone is a steroidal hormone that contributes to
hypertension BYAAHBHEAG kidney function. Agents that compete with aldbStYSHa¥EFtheralo-corticoid
receptors are therefore useful in preventing or treating hypertension. Non-limiting examples of suitable
aldosteronetégdnigiinithrde eplerenone and aldactone, or combinations thereof. [0036]

Aldosterone antag@iysis i deskednaredpically Rresentio - qa;mm@m@naaf %l%ﬁ'é&@ (or
co-administered with EPA according to other embadiments of the invention) in I’nount of about 5

Mg to abouf FBnd? RIS BBET 84y | 4BBOF T0 MR 6 42 3G 480 ffe Hig %bout 20 mg,
about 25 mgstabdur3Cimgstatvbut 88ANgprabotts4@ g iaboutod Simisabd utsB0s my vaolsr 55 mg, about

00 g, SPoHLGR MO FRAT A A APONL K5 mA.ARAL! SAMALAPAY! BT, ADGM! AAMg about 5, o

about 100 m ﬁ%ﬁ Alpha blockers 37] Alpha blockers, also called adrenergic alpha-antagonists,

compete w %fﬁ?%’ﬁ‘é%?h% bH%ﬁﬂ%?%a%%Féc%wbﬁ?dl%ﬁé%éan% H’chl?fh E¢8htors leads to
vasoconstrictierianist tharefpeshypartensitn: Agen!sihiatceimpete witbnatdretalingdwrolflock
aadrenoreceptors %6 i refore useful,i l,in preve m or&rei?tln hyapgrtlen&qgl VE n- Il{n{ﬂng examples of

. ﬁ 8 More CHITC! E 1C4 TeSCI
suitable alpha bIo include doxazosin, meth opa, clonidine, prazosin, terazosin, or combinations

thereof.  cjOOSS]IsHabBCRelEN ﬁodégrﬁéamaréewbr&@nﬁ%%ﬁfd@&@&%ﬁb%@éﬁaﬁﬁe invention (or

co-administgregd vmenE&A ao@ﬁpﬁeli&gam)pm@azemhgmmus m)mlénvmmm aroamowpt of about
0.02 mg to ¢ bout 0.5 or example about O about 0. out .04 mq, ut 0.05 mg,
about 0.06 f 5081&”]98’7 ol 1n§b%%tﬁu6 ‘d%mn%g aqo QU%OUta l% (?bf ) Ei}[l% ?grglg about 2.5
mg, about 01, m@at&ﬁ@unga sbmsg B8 erstadosirAG, reabobou. 5%9@@%@&2@ sm@acmt dnlarrgdunt of about

0.5 mg to abqiik 15smg, faL.axannie; abput 93 mg, ARALh 7 g%o@b@w fhinap@oyt 2419, about 3

mg, about 4 mg, about5mg about 6 mg, about 7 mg, about bout 9 mg, about 10 mg, about 11

mg, about fﬁ’%fg W58t i@%azﬁ%f‘&ﬁuhf&5&%@&8?&%3%§go?qﬂuéﬁSé)rﬁ‘bu Btaboul$o0 mg to
about 500 nagyfiof Exam plevalbélit 10yt abdute] 2bomd7abogit 460t HE) alpoubdir 3ihgpabout 200 mg,

about 225 ]a%out 550 mg, about 575 mg, about 600 mg, about 625 mg, about 650 mg, about 675 mg,
about 700 mg, about 725 mg, about 750 mg, about 775 mg, about 800 mg, about 825 mg,
about 850 mg, about 875 mg, about 900 mg, about 925 mg, about 950 mg, about 975 mg,
about 1000 mg,
ACE inhibitors.

[0033] Anglotensin 1 converting enzyme (“ACE”) converts angiontensin [ to
angiotensin 1! and inhibits bradykinin. Because increased angiotensin Il and decreased
bradykimn levels both promote a variety of cardiovascular diseases and disorders, agents that
inhibit ACE are useful in preventing or treating cardiovascular-related diseases such as
hypertension, heart failure, diabetic neuropathy, and type 2 diabetes. Non-limiting examples
of suitable ACE inhibitors include captopril, enalapril, enaliprilat, trandolapril, moexipril,
ramipril, quinapril, perindopril, lisinopril, benazepril, fosinopril, or combinations thereof.

[0034] One or more ACE inhibitors, if desired, are typically present in a compaosition
of the invention {or co-administered with EPA according to other embodiments of the
invention) in an amount of about 0.5 mg to about 50 mg, for exampie about 0.5 mg, about
0.75 mg, about 1 mg, about 1.25 mg, about 2 mg, about 2.5 mg, about 3 mg, about 4 mg,
about 5 mg, about 6 mg, about 7 mg, about 7.5 mg, about 8 mg, about 9 mg, about 10 mg,
about 11 mg, about 12 mg, about 13 mg, about 14 mg, about 15 mg, about 16 mg, about 17

9



WO 2010/127099PCT/U S2010/032948 mg, about 250 mg, about 275 mg, about 300 mg, about 325
mg, about 350 mg, about 375 mg, about 400 mg, about 425 mg, about 450 mqg, about 475 mg, or
about 500 mgWRI HAAFEE blockers. [0039] One or more alpha/beta B%%E%% f’{?%%‘gﬁred, are
typically present in a composition of the invention (or co-administered with EPA according to other

embodiments.aibthé IBventibaytnansastount bigbeimul hg e @ositd 2B osrdxamphetbout 1 mg,
«';lbout 2bmgza§¥}%9ta§%m%glag}ﬁb%§%% Elﬁog,, @lagut#ﬁgg,a@&mﬁ%&ﬁ@g;?ﬁpg@ %@ngfgzomt @25 m%,‘labout
mg, about 8 mg, abou , about 10 mg, ahout 11 mg, about, 12 mg, about 13 about 14 mg,
about 15 m@b,oﬁbgh% ?&(ﬁl@%&ﬁ%% %tg%3a‘%8u%f§tr%é%(%§?%é ?n%?’a%gﬁtt %mrﬁ'g? é%%g?Zl mg, about
22 mg, aboug28 oy 3abgLitidt 8P alnab@B 40 gugd shont imhinagrexarfiblecoflemvialphegbetaublocker is
carvedilol. Angigtensinds [GCERIRE #NAIARIR!S7 m%%&%@aggp;@miﬁbwg%?mwmggnists,

alternately called angiotensin receptor blockers, ARBs, ATI-receptor antagonists, or sartans, are useful
in treating HYHERERLAHEH¥Stive heart failure, and various other diseases and disorders.
Non-limiting exampies ok dngiotensin K receptdr antagonidistincludeueandesartarsnisibesaytan,

olmesartan, Jasatia falSAHAdE! MISAIRM SPERRAIAN, A GABRNAHIORS DRIGR.cory{GR41] One or

more angiotensin IT receptor antaﬁ%ﬁm ts, If desired, are typically present in a composition of the
invention (CEeH EHrAIRISREPENS IR E PAPECEBIEME f6catne NEpBetitTe M b tREREHRBHY in an amount
of about 1 mgstaaouidLLsmodanexanplepahount Mg rbauhs) fmgsmablasichiagradout 4 mg, about 5
mg, about 6 mg, 5%117 about 8 mg, about 9. mg, about.10 mqg, about 12 mg, about 15 mg, about
16 mg, about 20 i?g a éﬁgﬁﬁrﬂ?ﬁ,a%gﬁ%%’ rlrﬁjg&ezsf %%taﬁ%%ﬁbc,%ﬁﬁﬁs_ Pﬁga,%m(ﬁ? 3 nr’r?él about 35
mg, about 4terngerbouras rediabbucboihFPabsaesBerig odiso arbodimgnialebthcaBvmigonbout 70 mg,

agout 78 mg, @p%%&@sazﬁdgm@bg;%gé ﬁﬂgultall@@gﬁgg%ﬁg@gaﬁ@%;éb%ﬁg%‘&gﬁmgi 1@%@3%&&3@ amggnt of
about 40 mg to about mg, for example, about 40 mg, about , about 80 mg, about 100 mg,
S B

about 120 rity: A8t 1 At HSRE 60 g dBent Gabout 208 g %b 1, about 240

mg, about 260pgtanoad 280 shgytaiSout 300un () akn ubGR0 g girEnaii cuntadbbetbGum200 mg to

about 800 mg oloexarmhle: ABau 20019894393 Mckahowia 9 Mo, about 350 mg, about 400 mg,
about 450 m? about 500 mg, about 550 mg, about 600 mg, about 650 mg, about 700 mg, about 750

mg, or aboutBBOAME ARti-arrhythmic agents.
[00371 Alpha blockers, also called adrenergic alpha-antagonists, compete with

adrenaline binding at c-adrenoreceptors. Adrenaline binding at such receptors leads to
vasoconstriction and therefore hypertension. Agents that compete with adrenaline or block o-
adrenoreceptors are therefore useful in preventing or ftreating hypertension.  Non-limiting
examples of suitable alpha blockers include doxazosin, methyldopa, clonidine, prazosin,
terazosin, or combinations thereof.

[0038] Alpha blockers, if desired, are typically present in a composition of the
invention (or co-administered with EPA according to other embodiments of the invention) in
an amount of about 0.02 mg to about 0.5 mg, for example about 0.02 mg, about 0.03 mg,
about §.04 mg, about 0.05 mg, about .06 mg, about 0.07 mg, about 0.08 mg, about 0.09 mg,
about 0.1 mg, about 0.2 mg, about 2.5 mg, about 0.3 mg, about 3.5 mg, about 0.4 myg, about
4.5 mg, or about 0.5 mg; in an amount of about 0.5 mg to about 15 mg, for example about 0.5
mg, about 0.75 mg, about 1 mg, about 2 mg, about 3 mg, about 4 mg, about 5 mg, about 6
mg, about 7 mg, about & mg, about 9 mg, about 10 mg, about 11 mg, about 12 mg, about 13
mg, about 14 mg, or about 15 mg; or in an amount of about 100 mg to about 500 mg, for
example about 100 mg, about 125 mg, about 150 mg, about 175 mg, about 200 mg, about 225

10



WO 2010/127099PCT/1iS2010/032948  [0042] Anti-arrhythmic drugs act to correct an irregular
heartbeat and/or slow a heart that is beating too rapidly. Non-limiting examples of suitable
anti-arrhythmi‘éﬂé@’l’ff??ﬁﬁude adenosine, amiodarone, digoxin, disopy%ﬁﬁ&é?%g@ﬁ%ﬁe, lidocaine,
mexiletine, procainamide, quinidine gluconate, propafenone hydrochloride, tocainide, or combinations

thereof.  [GOABTOHY orenibratalii-BisHapiwnies nidelkined2 arestybivdlly rasahew H TeMposition of

the inventiop{rqe-administesedayith &PARLCOMING 49sqthesemhedimeans of the invention) in an
amount of about 0.1 mg to about 1500 mg, about 1 mg to about 1200 mg, or about 5 mg to about 1000

mg, for exaftipl&REB84{1 g, about 0.5 mg, about 0.75 mg, about | mg, about 5 mg, about 6 mg,
about 10 mg, aboii02¢} Mg aboubB0 siphpabeubldtkeng), Hbdesisd g, srowilgOpmegnaboud 70 mg, about

80 mg, aboys 90, ma, ahakt H00,Mk APOULA2E:0G. FRAHEE0 G- AROUS 375 MekRRAKL:200 Mg, about
225 mg, about 250 mg, about 266 mg, about 275 mqg, about 300 mg, about 324 mg, about 325 mg,

about 330 MhaBYSEABY iha® ABCHF7S 0N, |aBBIR AT MY b &R ZIBRTG ALPESER, about 475
mg, about 308dnghaabouhp2hang3 AbOuihHa0cmg alkoub&s myg, akett6ae, rguabd@dtBz25 mg, about

650 mg, abqut 645 mg, abaut 70 JOLE 7 ut,450 m " ) t 800 mg,
aout 525 B e B G P h e AT ot 75

mg, about 2000 MgranBiett 625 enabab MDD, aBeuaroY iy At 110D #heptatiout 1025 mg,

about 10509 .eheut 1945008t oF ahoubdu?00 mg, Abeubd 225%Rag: abeyl 125bmgmabeut 1275 mg,
about 1300 ma, :i\_bo t 12@%@9 ﬁb ut 1350 rggélabout 1375 mg, about 1400 mg, about 1425 mg,
about 14506Xmag,pa out™1 rﬁagd, or about 150 mQ. [0044] In an another embodiment, one or more
anti-arrhythdsig@reasitbll prapéntdintegerinount of about 1 mg per mL to about 500 mg per mL, for

example about 1 PagLBeHRMERAVTR /NGRS Mk ARQYT A1MLRES MikeahaMLAIY PRIPM: about 5 mg
per mL, about 6 mg per mL, about 10 mg per mL, about 25 mg per mL, about ﬁ}({)ﬁgn%lper m_L, about

75 mg per MESEBout BB ) ar IR BHIE Ry SR b8t Y28 e RPeE89f150 mg per
mL, about Xébgmgvedrean fadinousR0Gumoegsperamd: sabauin 2BsondepeNnt-labou 26@:phg pEr mL about

275 mg per,mk tagwl?@@cép%p@ﬁta%bme@qy&@@é DPSHEHL AHQULIPQ PRSI frsARQuUt 375 mg per
mL, about 400 mg per mL, about 425 mg per mL, about 450 mg per inL, about 475 mg per mL, or

about 500 HYSHEFEms B4R ERothePBbBdaNhERIeYn anti-an-hythmics is present in an amount
of about 0.01% toj abagthib cfomexampietabaut0 Q195 pahetOn0290ifalsittd. 8%ty piogitit 0.04%,

about 0.05%,alioyt .06%, Aokt 007, Shout 0,056 RGN 00RO M FAL12 WO

2010112708PC- 032848 0256, about 0.3%, abolit 0.4%, about 0.5%, about 0.6%, about
0.7%, about®BIEraldef 1o0aYaBEN! 1van R oo Ui Pusbe AP P89FoRBERM 4%, about

1.5%, aboufrb&% aababiul ¥ %, abeutilniYebatiotin, Aeuobely 206uabay! Bk alppsiedi2%, about
2.3%, abou%2.40{o5 abgut 2.9%, ahout 2,6%, gbout 2. 7 Sabo%%zﬁg?;, aboyt ég&o about 3%, about
3.1%, about 3'%9%, Abouts 395, abou%’f.z?%, a0t (.)gao, aboit 3-6%, about 3.7 /é?%ibou]tlBB%, about
3.9%, abouR49g.aibout 25198, aboutd. 2% ahbeuiMEgstebat 489sbabcuit BB I oHbHIT®6%, about
4.7%, about,§%s 304036, 3Bout 3% Dyaveaiah QL theiatal camMRRSmNmg, about 75

mg, about 80 mg, about 85 mg, about 90 mg, about 95 mg, about 100 mg; in an amount of

about 40 mg to about 320 mg, for example, about 40 mg, about 60 mg, about 80 mg, about

100 mg, about 120 mg, about 140 mg, about 160 mg, about 180 mg, about 200 mg, about 220

mg, about 240 myg, about 260 mg, about 280 mg, about 300 mg, about 320 mg; in an amount

of about 200 mg to about 800 mg, for example about 200 mg, about 250 mg, about 300 mg,

about 350 mg, about 400 mg, about 450 mg, about 500 mg, about 550 mg, about 600 mg,

about 650 mg, about 700 mg, about 750 mg, or about 800 mg.

Anti-arriythmic agents.
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Antiplatelet agents. [0046] Antiplatelet agents inhibit platelet aggregation and therefore combat
thrombus development. Non-limiting examples of antiplatelet agents include adeg)arin, aspirin,
clopidogrel, d¥¥fAPaPGd Geltaparin, denaparoid, ticlopidine, cilostazol, abchiab Bptiftbatide, tirofiban,
defibrotide, cnoxaparin, dipyridamole, tinzaparin, or combinations thereof. [0047] One or more
antiplatelet agent§}(ftesiredrhréiyipidally presesariechaoorrsobitibertfakiaidias stiony beart

co-administgred WithERA agearding to:athek embpdimentsiafithedoraninniinanamaunt of about 10
mg to about 100 mg, for example about 10 mg, about 12.5 mg, about 15 mg, about 20. mg, about 25
mg, about 38 SboATEEHEC ab S A md I RBS G UE mg 4B B0 Hﬁ%?%ﬁ%ut%@x g Sbout 60 mg,
about 65 mgroakioarine, mgnalbeugMeome:, abguldommdydbotiv88:mgyamdet @0cnghiadoats 95 mg, or
about 100 mg; r-an amount of about 50 mg to about 300 mg, for example about 50 mg, about 75 mg,
about 100 mg, about 125 mg, about 150 mg, about 175 mg, about 200 mg, about 225 mg, about 250
mg, about 275 mEPWR a6t SO0, - HTEREMisanirse e SEimERICNe BFifSrd®arftiplatelet
agents are prepesatiin antaeriouitioh ahawt 2bntigsperdmitiEahout5Aipg el sfoséxample about 25
P per ml." gheut S0 MaRe! Mt AU0 B!, 3RO ABAE PR 1 BROH' da.la gy mL. or about
50 jig per naL; or in"an amount of about 1 mg per mL to about 2 g per mL, for example about 1 mg
per mL, abous P& oY pEe el abasb R0 seendey permmle awiu 1. 752 obaBdlt 2engbpet tnlS. apoA-1
mimetics. mg, [R40] ARolinarrotem Mol @peAdo)dSEhe: privaryoreierheorpenentafgerum HDL

cholesterol. Non-limiting examples of apoA-1 mimetics include ETC-216, ETC-588- liposome,

ETC. 042, RS AT ‘L O e ABD T e Rt S P RS L SHo
2010/127099P @F/u}8R2010/082 848 175[0@50]c0riddmmeobeuwgsAmemirmetidd ifclebmedoare typically
present in @@?%QQ@E% Ref é@&x_i%‘é@ niion ol coadminisiesed with R/ arerding.d9sather

embodiments of the invention) in an amount of about 0.1 mg to about 1500 mg, about 1 mg to about

1200 mg, of B 5 Ty 18°4bd0H Mo Y, For BEamipit 2BbME0 Py 2ot tP8Vm) aBut 0.75 mg,
about 1 mgzialodt5 mg ,abaut® mg, dvout 10mag abhoWdRGamagbabiotls3Bgng;abotd 42mg, about 50

mg, about 68 Mg, Abgyt zb%ﬁvge@t;}%ggﬁ&m@s 3RO UL ﬁ@?%du@@ﬁg%f}%%t% Be. about 150
mg, about 175 mg, about 200 mg, about 225 mg, about 250 mg, about 266 m 5 mg, about

, about 2
300 my, ab s 2Bt T95 g a0 A 356 Hep S IOBE0 Y, OBESTH vh SRt 400 My,
about 425 mighabosidbaumg, 1aboutd ibomg sabety, 208Mesahatt:b256 ngs aboub&EG Mgy, about 575
mg, about 600 t 625 mgq, ut 650 hout 67 out 700 hout, 725 mg, about
Tt ey 2 T B A B e R0 b o,
about 925 & lapeut®80 Al BiBouaT 33 ymabakitd 0805, abdtit! 3025 @A ddt 1050 mg, about

1075 mg, abeu# 1100 obakou25028 106sabsutL05b g4 APt QB5uMGHohabout 1200 mg, about
1225 mg, about 1@8@ , about 1275 mg, about 1300 mg, about 1325 m %bout 1350 mg, about

1375 mg, about 1 ,%rb%nt?tt ?4%bmgrf15 Jotto1 Or]hgh,ngbagu X7 Sr%é‘ ora SSH&T‘S@O mg.
amount of about 1 mg per mL to about 500 mg per ml., for example about 1 mg per mL,
about 2 mg per mL, about 3 mg per mL, about 4 mg per mL, about 5 mg per mL, about é mg
per mL, about 10 mg per mL, about 25 mg per mL, about 50 mg per mL, about 75 mg per
mkL, about &80 mg per ml., about 100 mg per mL, about 125 mg per mL, about 150 mg per
mkL, about 175 mg per mL, about 200 mg per mL, about 225 mg per mL, about 250 mg per
mi., about 275 mg per mL, about 300 mg per ml., about 325 mg per mL, about 350 mg per
mL, about 375 mg per mL, about 400 mg per mL, about 425 mg per mL, about 450 mg per
mL, about 475 mg per mL, or about 300 mg per mL.,

{00457 In another embodiment, an anti-arthythmics is present in an amount of about

0.01% to about 3%, for example about 0.01%, about 0.02%, about 0.03%, about 0.04%,

about 0.05%, about 0.06%, about 0.07%, about 0.08%, about 0.09%, about 0.1%, about
12



Beta blockers. [0051] Beta blockers block responses to the beta nerve receptor which tends to
slow heart rate and lower blood pressure. Non-limiting examples of suitable beta blockers include
acebutolol, até‘f‘n%?gff’ﬂ?é??prolol, nadolol, ncbivolol, pindolol, propranololl,)%pg%wg{%%?@ns thereof.
[0052] One or more beta blockers, if desired, are typically present in a composition of the invention (or

co-administe?éd wistERBAcaebartihd’to dwitrEibodimet’of thairdinichyin &R anidolit of about 1
mg to aboup 360Quag.1ebausk MY{0:8HQUL¥Q0:5G: Orabastsl Mylarheutse0Qrpa, favgxample about

1 mg, about.2 mg, about 2.5 mg, about 3 mq, about 4 m uts bout 1 , about 20 mg,
about 25 m ,O%gﬂ%(?gr%ﬁ,a%u?%)ﬁtlnig/"ab ﬂftg(’z’m%?%%zo%%’otiﬁ% “g? a%%u%txm %g,/“ga%%é’&‘% 80 mg, about
90 mg, abo#¥08bng 2alieLHbe202rmty, aboul 726 shoutabtiut dB0AG abboetl?s, avguabdtit 200 mg,
about 225 myg, abeut 250,MG.a08HLAT/MiheaPoYE 300.ig 8D AYE R A% M % IRROHE ALY, about 375
mg, about 400 mg, about 425 mg, about 450 mg, about 475 mgﬁ or about 500 mg. Bile acid
sequestrants’ 1008 Bile A%H"S %ﬁe@f?&ﬁ?sziﬁté’%‘ﬂ}ﬁt‘ltﬁé’ﬁ% & Pafiorldq4nisPBt biieacids by
binding bileaasid £t pboerts%h theugastrointestindbtractysehdefihgtthdnvupatisarbable 14 WO

2010/1270%3{]3; I[éf;ggg"%OBZMS thereafter. Bile acid sequestrants are thus useful in preventing or
treating hyperf iIdemia, among other diseases and disorders. Non-limiting examples of bile acid
sequestrants incl e EofesivEpthaertcalatpbiclpictisrest i en diesiya e s tesmBihations
thereof  {Q084)RRe oNBRIRhil:acidBEaUestranisibdesiests are yRicalbppiesangitha composition
of the inven{:tg')(c))n1 ?(Oor &o-acgglinglst%;dd\éﬂ'ghaggA ggncorégi% tc%.gltohe&e@b% (i}ggaezrcl){s ogbtge ina\éention) in an
amount of abou mg to about mg, for e’xampiig about 4 m%, about 8' mg, about ﬁnm(j, about 16
mg, about 2atifbatEbotitdbeng defilirmadeametmeshadBuridondag 1azapuit: 4000 GNP example about
300 mg, abgut-325 mg, about 350 mg, about 400 mg, about 450 mg, about 500 mg, about 550 mg,
about 600 mg, ab 8%2576%2 mg, about 650 mg, about 70061;8%, about 750 mg, about 800Q mg, about 900

mg, about 1000 195071, A8 ]gb(ﬁ%?’a 780 g, WBGUY 2855 g out 2250 mg,
about 2500cmgp@boutd 7BOimgptadnoiet 83000 g tabdut 8250 mcabont@806r myhalomis750, or about

4000 Mg. 4 the invention) in an amount of about 10 mg to about 100 mg, for example about 10 mg,
about 12.5 mg, about 15 mg, about 20 mg, about 25 mg, about 30 mg, about 35 mg, about 40
mg, aboui 45 mg, about 50 mg, about 55 mg, about 60 mg, about 65 mg, about 70 mg, about
75 mg, about 80 mg, about 85 mg, about 90 mg, about 95 mg, or about 100 mg; in an amount
of about 50 mg to about 300 mg, for example about 50 mg, about 75 mg, about 100 mg,
about 125 mg, about 150 mg, about 175 mg, about 200 mg, about 225 mg, about 250 mg,
about 275 mg, or about 300 mg.

{00487 In another embodiment, one or more antiplatelet agents are present in an
amount of about 25 ug per mL to about 50 pg per mL, for example about 25 pg per mL,
about 30 pg per ml, about 35 pg per mL, about 40 ug per mL, about 45 pg per mL, or about
50 pg per mL; or in an amount of about ! mg per mL to about 2 mg per mL, for example
about 1 mg per mL, about 1.23 mg per mL, about 1.50 mg per mL, about 1.75, or about 2 mg
per mL.
apoA-1 mimetics.

[0049] Apolipoprotein A-1 {“apoA-17) is the primary protein compoznent of serum
HDL cholesterol. Non-limiting examples of apoA-1 mimetics include ETC-216, ETC-588-
liposome, ETC-642, trimeric apoA-1, CSL-111, APPO18, reverse D-4F, or combinations
thereof,
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Calcium channel blockers. [0055] Calcium channel blockers are useful in preventing or treating
hypertension by their vasodilating action. Non-limiting examples of calcium channel blockers include
nicardipine, di |3£8W{,1€f’3§’/idipine butyrate, isradipine, nimodipinc, nisol&?ﬁ%gf’)\?éwgﬁzﬁf‘ﬁil, and
amlodipine besylate, or combinations thereof Non-limiting examples of combination calcium channel
blockers include dfffsdipire, wimesaremAvhlsaghcor Eoftbiitdtions thpredy Prfease) Gne or more

calci gm_ Ch%eﬁ%bmqrsl;k@faﬂfi&%g@g (&r@ot%@lil%iyg%ea@ﬂntm@ %mefa@i@mpa}taﬁw@ﬁmn (for )
co-administered with EPA according to.other embodiments of the invention) in an amount of about 1
0 10 abou LY TSPEX AR A AL 1 DG 2 AEL aomls2s T BB St 4 mo.
about 5 mgmabouti®wn§,redboutibumdieboyt Snyaabbuttdund,! onabbutil® mgg.irbant &ribunt of about

5 mg to aboy 344na, a1 %mmﬂ%gg@%ﬁt% Mg, AU PRgaReYb I ARALHMBARME 8.5 g,
about 9 mg, about 10 mg, about 15 mg, about 17.5 mg, about 20 mg, about 22.§ mg, about 25 mg,

about 25.5 iy, 2ABg0omseheyt ShBg: BtPThd¥ Aisothoss 58 1Be 480 S ag o P AMERYF about 10 mg
to about 60 iImgminrEXamMlengdiotd 07 fngg albout A6 mg) «aba 22 0nm ghaltdit 25cabewalisat 30 mg,

about 35 mg, alioul 49119, ARG ARG 3ROLLSRME, AP9YLDE 136 CEPHRULEQ, MG lg,an amount of

about 20 mg o about 1 g, for example about 20 mg, about’30 mg, abou mg, about 50 mg,
about 60 mgPuhEit TEEMBOELEBS #hguhhoUrTo AR 456 ERE GO RoBEt 190t sPABWut 120 mg; in
an amount gfpaut & Mecta abpuid260mg7Homgxample@Ebeidt eebmagakeytardungstakgut 80 mg,
about 90 mg, aboyt 100 mq, ut 110 m out 120 about 140 abqut mg, about 180
mg, about Bugn%y,ga%%’u%gﬁiba&% ?%Sqﬂ?lﬁgzggr)n%‘%’a"bgﬂ{%gé)onl% d&ﬁbt 7%91,“(“)’ &OU%Q% n%
2010/127039PC 79 820 :broB2YU8 Engbab $if 280 mgutalumngod eng Jabois 3Douiiylabsut 340 mg,

about 360 g, 2Be4H380HNG . 18BE AR 1 8BOHEA LM 050 nfPOBEIN @RAthe L ssbPdiMent, one or

more calcium channel blockers is‘fresent in an amount of about 0.05 m%?f)er frlL to about 2.5 mg per
mL, for exaMpIE°8BolE0 B8 AGHEP MImaBBUNIIY B 1 ABSUEE: 21y perfie-&B8tt 0.3 mg per
mL, about 0.Z56nggebmt. ] Zibout Oabortg pir ml, abdizo ut306nmgapewtnhd3albgust®it rig pewenit, about 0.8

™ per ML 3RALGLIG e Mbs AhOU:D1 130 RE iy ARPULA,25 RIS Rlm@boUt 1.5 mg per mL,
about 1.75 mg per mL, about 2.0 mg per mL, about 2.25 mg per mL, or about 2.5 mg per mL. CETP

inhibitors. Bet‘[é‘é%’éf’@holesteryl ester transfer protein ("CETP") plays an important role in transferring
cholesteryl esters[adsl Trigiydetides tkibitiepoaiClb TR, Bisoncalled @iasmenl ipid-transfeloprotein, is

ierelore oG VRGN e ros L ol SRURESIR st an

disorders. Non-limiting examples TP inhibitors _ b, n
BAY-60-55235Plg 85028l arrioe 8005830 loPedIhih Aot aregrnolol, or combinations

thereof,

[0052] One or more beta blockers, if desired, are typically present in a composition of
the invention (or co-administered with EPA according to other embodiments of the invention)
in an amount of about 1 mg to about 1000 mg, about 1 mg 1o about 750 mg, or about 1 mg to
about 500 mg, for example about 1 mg, about 2 mg, about 2.5 mg, about 3 mg, about 4 mg,
about 5 mg, about 10 mg, about 20 mg, about 25 mg, about 30 mg, about 40 mg, about 50
mg, about 60 mg, about 70 mg, about 80 mg, about 90 mg, about 100 mg, about 120 mg,
about 125 mg, about 150 mg, about 175 mg, about 200 mg, about 225 mg, about 250 mg,
about 275 mg, about 300 mg, about 325 mg, about 350 mg, about 375 mg, about 460 mg,
about 425 mg, about 450 mg, about 475 mg, or about 500 mg.

Bile acid sequestranis.

[0053] Bile acid sequestrants interrupt the enterohepatic circulation of bile acids by

binding bile acid components in the gastrointestinal tract, rendering them unabsorbable
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[0059] One or more CETP inhibitors, if desired, are present in a composition of the invention (or
co-administered with EPA according to other embodiments of the invention) in an amount sufficient to
provide the suBfRE A *Pdose of about 25 mg per kg body weight ('mg’pér*yt5%out 100 mg per
kg, for example about 25 mg per kg, about 30 mg per kg, about 35 mg per kg, about 40 mg per kg,
about 45 mqueafiey, dbloutcBDsnayasbarike) 2ebbus B5eMmbiperkgnaboot 60ag pepkbpidpvi 65 mg per

kg, about 70Lmg RETcKEisBROUE/BIIGRE. ﬁg@@hﬁﬁ@@em&g% §OiabRu 83Me-R8! Kewabout 90 mg
per kg, about 95 mg per kg, or about 100 mgé)er kg. .[0060] In another emhodiment, one or more

g \
CETP inhibffifaif e it 4 Pt S I bR O s R O (e AR ERtSIR S1ES administered with EPA
according to othe8fbhdnienentswt thidcinvehtianksras.amdentdf aboutdétmgdsebout 10 g, about

500 mg to aout 8,0,y 3RO 750,60, 20K Ge EDANCBIRr L ANSPHORBNRIRrscrts 0061

Cholesterol absorption inhibitors reduce the cholesterol content of chylomicrons and chylomicron
remnants b§frevaRtRg IR Hptarabribent PR R it fRecsilSsRine e esult, less
cholesterol sntlglivete d2anthadiien and:ihembyaegyebsut Bl niyos-limitinghexampieswiioholesterol

absorption inhipitars include ezetimibe and simyastatin,.or binatjon f
010127080 R IO L oD e BAg R ] e IRUE 18R PR 00 s
desired, arengysieiyt Pt exk abomHt S Yo G5RIG A B thte 4PRIE 46 i to R kB s el WRAPEPA according
to other emhpdiments.ofithe: ineatiomdn ancamourtebadeaiy ivng tombapt LHmmirgxample about

1 mg, about 2 m out3m out 4 mg, ut 5 mg, té6m 7mg, a mg, about 9
mg, or aboﬁ{’ Tﬁ?ﬁ X énr%haa%ug}nourﬁ]tgo?g%u ?br{lg,;% %‘f}?%gﬁrﬁ}bg,’T%%rbga{)?é%nlqgrg%%%%?%ggﬁg, about 15
mg, about 20mbo@lFe06 2%, reepuaBOR 1BO, pgrabBNitaSs thoutaFolitatehey,44B0 0145 mg, about 50 mg,
about 55 mg, ahout. 50, M8;2PANEL 65 mg, about 70 mg, about 75 mg, or about 80 mg. Diuretics.

[0063] Diuretics increase urination rates forcing diuresis. Some diuretics also provide antihypertensive

effects. Non-limitiHy SXarlSEE SPtTk oS FHs At Mt LB Ot REAG 8 HEPSIREEE SRR Y nic acid,
furosemideiitiamiesiteinin dapamidspohimiothiazigersad nfnvabliskireimnosicombinationsidhereof.

nicardipine, diltiazem, clevidipine butyrate, isradipine, nimodipine, nisoldipine, verapamil,
and amiodipine begylate, or combinations thereof. Non-hmiting examples of combination
calcium channel blockers include amlodipine, olmesartan, valsartan, or combinations thereof.

[0056] One or more calcium channel blockers, if desired, are typically present in a
composition of the invention (or co-administered with EPA according to other embodiments
of the invention) in an amount of about 1 mg to about 10 mg, for example about  mg, about
2 mg, about 2.5 mg, about 3 mg, about 4 mg, about 5 mg, about 6 mg, about 7 mg, sbout §
mg, about 9 mg, or about 10 mg; in an amount of about 5 mg to about 34 mg, for example
about 5 mg, about 6 mg, about 7 mg, about § mg, about 8.5 mg, about 9 mg, about 10 mg,
about 15 mg, about 17.5 mg, about 20 mg, about 22.5 mg, about 25 mg, about 25.5 mg, about
27.5 mg, about 30 mg, about 32.5, or about 34 mg; in an amount of about 10 mg to about 60
mg, for example about 10 mg, about 15 mg, about 20 mg, about 25 mg, about 30 mg, about
35 mg, about 40 mg, about 45 mg, about 50 mg, about 35 mg, or about 60 mg; in an amount
of about 20 mg to about 120 mg, for example about 20 mg, about 30 mg, about 40 mg, about
50 mg, about 60 mg, about 70 mg, about 80 mg, about 30 mg, about 100 mg, about 110, or
about 120 mg; in an amount of about 60 mg to about 420 mg, for example about 60 mg,
about 70 mg, about 80 mg, about 90 mg, about 100 mg, about 110 mg, about 120 mg, about
140 mg, about 160 mg, about 180 mg, about 200 mg, about 220 mg, about 240 mg, about 260
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[0064] One or more diuretics, if desired, are typically present in a composition of the invention (or
co-administered with EPA according to other embodiments of the mvenn? in_an amount of: (a) about
0.25 mgto abd %8’ ’rﬁg‘j for example about 0.25 mg, about 0.5 mg, abdi aﬁout 1 mg, about
1.25 mg, about 1.5 mg, about 1.75 mg, about 2 mg, about 2.25 mg, or about 2.5 mg (b) in an amount
of about 5 mg. Wab3§e 28 ot xam phevaBelinB iipuaBHimEoshey! abumeasbehdgl abut 15 mg,
about 17.5 fpgyralpoui-28smairabout 22.5 mg, or about 25 mg; (c) in an amount of about 2 mg to about
100 mg, for example about 2 mg, apout 3 mg, about 4 m abo bout 7.5 mg, about 10 mg,
about 2.5 ey abUEY LR AT o A0 TG e 38 M RSP 35T Bbout 35 me,
about 40 mgpadowi 450md).Googt 150 mig fabowt 35 mg, mbaeult. 0 rexgraboub@s iy, alsawt 70 mg, about

75mg, aboyli89bm]9mﬁg5§5ﬂ“ﬂgab%ﬁpyb%0gr§9 @%&&%r@g@e@m%wgmm (Bhahaut 10 mg to
about 50 mg, for example about 10 g about 12.5 mg, about & about 17.5 mg, about 20 mg,

about 22.5 QUta%é)ﬁ‘EgZBan‘aLaM 86 Mg, Bb it 3@%@0 -A0%P al&%&%@%@“dﬁabout 50 mg;

in an amoustiwi alsomtDenento dbaut BOpgefanexdamplé. zbmgtlﬁmg, adbout 1.6 mgpabolt 15 mg,

about 20 m b 3 a t 50 mg, about
G5 mo. (&) S e B e S out 22 o
about 30 mﬁEJB’dH{‘GEfPﬁg about 40 mg, about 45 mg, about 50 mg, about 60 mg, about 70 mg, about
80 mg, about 90 mYs 9y @hneklR0 Mmg: iaaa@f@m@umzof(abgup 5 pngstaabipsic3@k mge far example

about 75 m out 1 bo t125 abo 200 about 225
mg, about Srﬁmnétgbou[nisg‘;'g’ral e Cr]g.'fm i527695g9§8 @&15 6‘%&%%%%1 lTLIJ}E%.;»OO mg; (f)
about 0.1 gttma‘bbmr@@g z$oﬁ1@5@é¢fﬁal@s@z%ba% m@@nab@Lﬁrot@@ﬂab@b@rgﬁshg’oabo%ﬁfiooahg or about 0.5
g; or (9) in ap-gmesLf AR 1 RREFIY. tarahauhd) r@%ﬁgregruf ferexampieahesihdemg per mL,

about 2 mg per mL, about 3 mg per.mL about 4 er ut 6 mg per mL,
about 7 mgtﬁ’@?t}ﬁflbab?fﬁfgrﬁﬁ’ pe]rTmf About'd %:Ogspg mEP S %)%t 1%’%1 anéor%{ ySfipidentia
agents.  Jo0GbkEyslipidemia is a class of diseases that includes hyperl p demia. Fredrickson's Type
1 dyslipidemia (SqmBYMes"&iGHed R A8 BHEHIR-(F Uiz SYAd ISy RimasnperiReRioteinaemia, or

familial hyperchylom cronemia) is characterized by elevated cholesterol levels, subjects with

Fredricksor®& 13}{58 (94 Wydipitistsied (‘éﬁ%bﬁ?r%f}&ﬁoé@rf&m|ﬁ§}@ﬁ§B@P&‘fBFé‘§1é’rféié%ﬁéﬁ%?ﬁ?t}R elevated
LDL levels. Jﬁm;&awﬂafﬁeeﬁnekgmﬁér We:dﬂjpdyslﬂd@mm(ﬁahmhe@i:@m binred: byperipaproteinemia
(FCH) or secondary camt @8(1 YPEY, t%ﬂ%&@ 1@Q%'agragﬁ%ﬂiégDébaﬂ%%Eﬁeﬁy Is.

Fredrickson sn%/%er ( ys Ipidemia mes called beta disease or d sbetallpoprotelnemla)

features elcébated interatedmedod wa:.@@‘plfétém@t(4ﬁjng)p%#ﬁeaﬁﬂ?éa%%ﬁf§ /38 slipidemics
(Sometlme%ﬁg@ﬂ@d{gﬁ)hﬁ&lh&@ﬁfértgmr&d@mﬂﬁrﬁgh&\!@ge ievcatemd Mk s lgyaiﬁ;usmjeg;&mgh
FredrlcksongTwS id miahave increas dV&UD and chy icron level

Non-limiting exampfr%% c!i%éfiplé’emla §d’eni( neiide AIP]%B% &n Bu(? ABR™D E’(Igﬁosﬁhagenlcs)
CRD-5 (ImaSiyint) p&X6560 (NicOx), PCSK9 RNAI (Alnylam), recombinant apoA-1 (SemBioSys

Genetics), anti- OXte@éogcﬁﬁﬂ%@I&Céﬁb&%&ﬁ%@@y%i@)@éﬁ%ﬁ&{&éﬁ)&M@y@rékg)p&,@algoz (Ccrenis
Therapeutics), CP-800,569.(Pfize 2 6073( axoSm thKI BO78 Metabt%&s)

SK
PF-3.185,043 (PR 10&7%? c’)‘gheé‘)mrxﬁa adiB{ 8‘5‘?% th?@llne P e &5hix),
Sobetiromes{@R}=431 (QtatRx))fianccetrapibufiVier ko @ S0H OS I@H@uh it@@) uaraiﬂ&mb to
(GIaxoSmltlg{,gm@) SRIAIRS Qﬁ?{@aﬁé‘ﬂ 5%FT505 (Genfit), MAHDLO1 (Marzal Plant Pharma),
MBX-8025 Metabolex PLX204 f(Wyeth/PIexmkon) aleglitezar (Roche), dalcetrapib (Roche),
SLx4090 ( ﬁyéeﬁ‘ﬂgﬁé’é‘”’%?é‘s‘ﬁ HBif9"eAnthera Pharmaceuticals), AEGR-733 (Aegerion), ABT-335
(Abbott Laboratories, AVSE200(Sahafiphive ntis) 1icR -Atdieen (ife@yiiedpdarmalkn? R6A-662
(Cortria), fengf} Qlf;%te(%%hO'HSehf%l%?gat ;ﬁg}gﬂ;’geg&%@ve %@né@m@mﬁ&w&m{g%ions of any of

the foregomg & or more agents, If desired, are typi nzqaé';llljiéé;resent ina
com posmorff@fﬂtﬁ]éc|Wé%t16ﬁ€i5(@teco’iﬁd‘rﬁ?ﬁi%%elr"é§i WRHSE‘:PA Ackoieg 19 @mé% Fd¥its of the
invention) inancamavnt afahamitihmeie@bobt J6BG, Ioexam plB EReYtnk 039, czetimibe

and simvastatin, or combinations thereof.
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18 WO 2010/127099PCT/US2010/032948 about 2 mg, about 3 mg, about 4 mg, about 5 mg, about 6
mg, about 7 m‘ggabout 8 mg, about 9 mg, about 10 mg, about 15 mg, about 20 mg. about 25 mg,

about 30 mg, ozﬁf%g?ﬁ?a, about 40 mg, about 43 mg, about 45 mg, about & %Og, About 50 mg, about

54 mg, about 55 mg, about 60 mg, about 65 mg, about 67 mg, about 70 mg, about 75 mg, about 80
mg, about 85 mg [#8BLEBY ehoabeiilotivlpbapdtion 5 ik canoliésoedntgs BbéElI0518), about 107
mg, about 110, mgnabaubd b7 Mg, akeuich2dbmeeabautstatdngirbort 1800 abeuiidgd mg, about
135 mg, about 140 mg, about 145 mg,.about 150 mg, about 155 mq, apout 160. mg, about 165 mg,
about 270 B SHBES 76 FRoy ABBIT 10 A LA e, B 086 g, btk SHEHS, about 300
mg, about 2BGumigrabdut?7 Bignghcabdut3a0rmd, mbab 825 gabbbrasebavy,/anowb8?5 mg, about

400 mg, abpytA425,Me. AbULAXNR MGnaRRYH 20908 ARALAR m%@acwé%,%gaxmm 600 mg,
about 625 mg, about 650 ggzgs about 675 mg, about 700 mg, abqut 725 mg, about 750 mg, about 775

mg, about 8801H§, BBGICELE Hg:; %?%Wﬁ&?ﬁ@gﬂ%ﬁ%ﬁ%@gu%{%%&%ﬁgﬁt 5 mg, about
950 mg, abayt Sdatmre deousd 6Q0ang: Ehdethéhntdcaptabartafomistbout 70 [9O68pBinding of
endothelin-;}sa&gqjggg&g{iggehéETA) or endothelin-B (ETB) receptors causes pulmonary
vasoconstriction. Endothelin receptor antagonists compete with endothelin-1 binding, thereby
attenuatingpififiitary vasoconstriction. Endothelin receptor antagonists, therefore, are useful in
treating pulmonariwyestersnndas: imitingnexanplesoirndothsling doepios antagendsts include

e e SRENAN. Yoo ‘el ar cmbinatiens RrERl, 1 lHOGRIR0A, margendome in

receptor an%gtéc’?rrﬁsts, [ e3|r,eds,' are typically present in a composition of the invention (or
co-administereidith EReradecrith fit s e BB rEntsdmpidsvehtionipzils anibunt of about 1
mg to abou}iQireg.Joseampiesabautil mg, about 2 mg, about 3 mg, about 4 mg, about 5 mg, about

6 mg, about 7 mg ut. 8 mg, about 9 mg, or about 10 mg; in an amount of about 50 to about 250
. Tor example OB A BB ol SEOUELYD N ABoT E 3 e SBOUEEG T about 175
mg, about 20@tigy &rout @aBnmgredralioki 2 30cmdink M Gleomniedintatser frihduituestion) inf0070]
HMG-CoA tgdliciasesals a%H&W?%E)M%%@Q@YﬁQ%{'M@ﬁ OAukRt 0.25 mg, about 0.5 mg,

hydroxy-3-methyl-9lutary -coenzyme A) to mevalonic acid (3,5-dihydroxy-3-methylpentanoic acid)
along the niBRBAIE Fa#hay thAteprBatick s chsIEER o) HMGRe YA redte 488 hhiBioteUIso called
statins, inhibit HMCGeCoduredueta e anentheeby dtduceschglestsol 25 mg, for example about

5 mg, about 10 mg, about 12.5 mg, about 15 mg, about 17.5 mg, about 20 mg, about 22.5 mg,
or about 25 mg; (¢} in an amount of about 2 mg to about 100 mg, for example about 2 mg,
about 3 mg, about 4 mg, about 5 mg, about 7.5 mg, about 10 mg, about 12.5 mg, about 135
mg, about 17.5 mg, about 20 mg, about 25 mg, about 30 mg, about 35 mg, about 40 mg,
about 45 mg, about 50 mg, about 55 mg, about 60 mg, about 65 mg, about 70 mg, about 75
mg, about 80 mg, about 85 mg, about 90 mg, about 95 mg, or about 100 mg; (d) about 10 mg
to about 50 mg, for example about 10 mg, about 12.5 mg, about 15 mg, about 17.5 mg, about
20 mg, about 22.5 mg, about 25 mg, about 30 mg, about 35 mg, about 40 mg, about 45 mg, or
about 30 mg; in an amount of about 5 mg to about 60 mg, for example about 5 mg, about 10
mg, about 15 mg, about 20 mg, about 25 mg, about 30 mg, about 35 mg, about 40 mg, about
45 mg, about 50 mg, about 35 mg, (¢} or about 60 mg; in an amount of about 25 mg to about
100 mg, for example about 25 mg, about 30 mg, about 35 mg, about 40 mg, about 45 mg,
about 50 mg, about 60 mg, about 70 mg, about 80 mg, about 90 mg, or about 100 mg; n an
amount of about 75 mg to about 300 mg, for exampie about 75 mg, about 100 mg, about 125
mg, about 150 mg, about 175 mg, about 200 mg, about 225 mg, about 250 mg, about 275 mg,
17



19 WO 2010/127099PCT/US2010/032948 production. As a result, HMG-CoA reductase inhibitors are

useful in treating a variet;/ of cardiovascular diseases and disorders inclugip[% for example,

hypercholeste"?’ éﬁ}l?él,zmlf)erlipidemia, mixed dyslipidemia, hypertriglyceri emlzgfﬂajl({ 2(Sa}‘r"'isjsclerosis.,

Non-limiting examples of HMG-CoA reductase inhibitors include lovastatin, lovastatin + niacin,
mevastatinopiarastitimeprivibstdtth! rolouihasttin shivrtnealsvdblatinatd Rrdstath?yt amlodipine
besylate, simvasiadin,sinvistatintoracis, @relimibeanctpiavastatip panmane athees.0 mg[0071] One
or more HMG-CoA reductase inhibitors, if desired, are typically present in a compositjon of the
invention ((])jlp 1&:3‘-%’3 hiFig e‘graleed"1 Wﬁhlfl':rfg& %rcrggfé%ﬁﬁttg%ﬁwé% g%b%&i%gﬂé %?tﬁg“’iﬁ%%urét{}o%'g in an amount
of about 1 my tol.abbutt T00O payor @xahfplesaisomls. phgutabow imefabout 8 wighabdlut 4 mg, about

5 mg, abouf;§.mg tof . Nagaheys Mgy aliout 9 mg, or about 10 mg; about 15 mg, about 20 mg,
about 25 mg, about 30 mg, about 35 mg, about 40 mg, about 45 mg, about 50 mg, about 55 mg, about

60 mg, abdUtEB G470 mg, about 75 mg, about 80 mg, about 90 mg, about 100 mg, about 125
mg, about 150 m)Ed ityi7s dngizabeuk0F digasdsobit 225y hapolipid&0imEgrabokiR 35 mg, about

300 mg, a 325 g ARQut 320 Ol , 400 Mg.abot AdRMg-AbeUt 450 mg,
about 475%%&%%0&? %1 0 mg?agsgurﬂ?g%g?m%?%%u?%%pr%@e %%35 n%%ﬂ about 3’60 n(ggrI , about 625

mg, about §SFTHECHEPEIETE-NTY, SB8lt7 bOPRE - ANBITers Mg SasbitF 8 thg P RRI#A5 mg, about
800 mg, abaistBpomey ) eull; 80w, Fahididt- S5 ritgp o di P engs abouitidlhm mdgaabolt 950 mg,
about 975 mg, or about 1000.mg, L. CAT activators 0072] Lecithin=cholesterol transferase
L AT e Ty S ey R e o A

unesterifiedizidsteirol Grevim ukmebinibduayviipersstcTiizall dad &5 eltpabeysérmitédels of HDL

and eventuglly.athasesslemesis shésA hastivatars aredtharefareitiseful incgeucingsseywm iDL levels and
treating or preve rs in IudeJ_CAT

nting atherosclerosis. Non-limiting ex les of LCAT activators ingl
enzyme, re%%rlgr? fL@ﬁfiiﬁg%é%eﬂnggpﬁ%ﬁgn% tﬁg%%%% Ba%r{geﬁﬂfc &t fagg?argseaﬁg?%e coding for
expression iofeu@aRestrogenspesrogen GHAGYs vard dordbilstionsiterddf fdrsérampls as disclosed

in U.S. PatenfNar6:63p814incppaiated bytsletencabersindn sentisely. sul@@¢3li@ne or more
LCAT activators, if desired, are typically present in a composition of the inventjon (or co-administered
with EPA abEStk o durRsr e b ORiftElRase fﬂ‘é“?ﬁ?éln\fiblﬁ} A IBLTERS I ent to raise the scrum
LCAT level of the[s0&jet{didl&nRBhg examples of dyslipidemia agents include Angptl4 antibody,

APA-0I (Phosphagenics), CRD-5 (ImaSight), NCX6560 (NicOx), PCSK9 RNAI (Alnylam),
recombinant apoA-1 (SemBioSys Genetics), anti-oxLDL {Genentech), APLIBO (Novartis),
APPO18 (D4F) (Novartis), CER-002 (Cerenis Therapeutics), CP-800,569 (Pfizer), GSK-
256073 (GlaxoSmithKline), MBO7811 (Metabasis), PF-3.185,043 (Pfizer), R7232 (Roche),
rilapladib (GlaxoSmithKline), RVX-208 (Resverlogix), Sobetirome (QRX-431 (QuatRx)),
anacetrapib (Merk), CSL111 (CSL Limited), darapladib (GlaxoSmithKline), eprotirome
(Karo Bio), GFT505 (Genfit), MAHDLO1 (Marzal Plant Pharma), MBX-8025 (Metabolex),
PLX204 (Wyeth/Plexxikon), aleglitezar (Roche), dalcetrapib (Roche), SLx4090 (Surface
Logix), verespladib (Anthera Pharmaceuticals), AEGR-733 (Aegerion), ABT-335 (Abbott
Laboratories), AVES530 (Sanofi-Aventis), LCP-AtorFen (LifeCycle Pharma), TRIA-662
(Cortria), fenofibrate, choline fenofibrate, ezetimibe, colsevelam, laropiprant, or
combinations of any of the foregoing.

[0067] One or more dyslipidemia agents, if desired, are typically present in a
composition of the invention (or co-administered with EPA according to other embodiments
of the invention) in an amount of about 1 mg to about 1000 mg, for example about I mg,
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WO 2010/127099PCT/US2010/032948 desired level. Subjects with abnormally low LCAT serum levels
may be administered an amount of a composition of the invention comprising EPA and LCAT enzyme,
estrogen, estrﬁé’eﬁgf}ﬁﬂy?fﬁs, or combinations thereof sufficient to raise the SHHEEE& um LCAT level

to normal levels, typically about 5 kg per mL or greater. In another embodiment, subjects with about

normal LCAoseruns. avels ey Peurdansdahith amemposificreotipid inventisntcomprbing EPA and
LCAT enzymggestingen £StRgen13nalodsear eombigssians thereebin anamest suffisient to raise

the LCAT serum level tq about 6 Rg per nil., or more, about 7 n per mL or more, about 8 kg per mL or
more, about S BENTGl oRE. 7 ShA0t o 1 Rel L o D LBLRKeh G kb (0072
LDL receptors abeutéll mgfaraprdteinsbiiongmithbadafitimel Bouweteptordbindfree EButcholesterol to
form clathrigsGoAtach YesiGles . HHsINE.SEIM st QSIS 1 A, a0RRtR AL InGMRE d-Bkeceptors

further reduce serum LDL levels and are useful in preventing or treating atherosclerosis. A non-limiting
example of POt FdEdptor e thdtacyeinbort b 8] BRE drmbie HISE releBtorifiidérs™# desired, are

typically presertt jammmsiﬂjml 0§ thsoinviditiop, (@reoiadmigistened HfithE R¥oaco@rding to other
embodmenial 19¢ IYCRn) 1 8 AmauT: ot abodbd e BN %ok FRIRIE about L Mg

about 2 mg, about 3 mg, about 4 mg, about 5 mg, about 6 mg, about 7 mg, about 8 mg, about 9 mg, or
about 10 miPaBot 18emioabdt sEmbL ARt dSs Mgutaboulgo RNyt 4B MB3IK, H50UE40 mg, about
45 mg, abowidad 1H@ nah aubnS Mognabeut.6mgeakatk 833mg, about 440 Mg, akautid mg, about 80

mg, about 9 bout 100 about 1 about 150 mqg, abo 5 mg, ahout.200 mg, about
55 o, ab IS e DO DT Hi oS0 A LA R, PR g bt 375 mo
about 400 repuaBolireR3hey, 2B oE450Wn G abeuttrs T b ebersitgeateut 825 myy, about 550

mg, about $7aMB0akeulLEA% MO AeYEGND MY, ABAUIESAIMB.A0NM 87 5:pag: G30ME 760 mg, about
725 mg, about 7§(gq?1rggabout 775 mg, about 800 mg, about 825 mg, about 850 mg, about 875 mg,
t

about 900 r‘?}lé),ua 5 mg, about 950 mg. about 975 mg, or about 1000 mg. Lp-PLA2 inhibitors.
[0076] Compesitiehs ofctiperinvemgiorstnay comprise one or more lipoprotein-associated phospholipase

A2 (Lp-PLA2) inniefpts pufk A% hdseliees oxicizestRlipsenaiplgsdp Lk holastorals, High levels
of Lp-PLA2 seem to trigger a cascade of inflammatory events in atherosclerosis and an increased risk
of stroke. LB:_cigEtl@\rz Wﬁﬁg@g&ary vasoconstriction. Endothelin receptor antagonists compete with

endothelin-1 binding, thereby aftenuating pulmonary vasoconstriction. Endothelin receptor
antagonists, thercfore, are useful in treating pulmonary hypertension. Non-limiting exarnples
of endothelin receptor antagonists include ambrisentan, bosentan, volibris, thelin, or
combinations thercof.

[0069] One or more endothelin receptor antagonists, if desired, are typically present
in a composition of the invention {or co-administered with EPA according to other
embodiments of the invention) in an amount of about 1 mg to about 10 mg, for example
about 1 mg, about 2 mg, about 3 mg, about 4 mg, about 5 mg, about 6 mg, about 7 mg, about
8 mg, about 9 mg, or about 10 mg; in an amount of about 50 mg to about 250 mg, for
example about 50 mg, about 75 mg, about 100 mg, about 125 mg, about 150 mg, about 175
mg, about 200 mg, about 225 mg, or about 250 mg.

HMG-CoA reductase inhibitors.

[0070] HMG-CoA reductase (also known as HMGR) converts HMG-CoA (3-
hydroxy-3-methyl-glutaryl-coenzyme A) to mevalonic acid (3,5-dihydroxy-3-methyl-
pentanoic acid) along the metabolic pathway that produces cholesterol. HMG-CoA reductase
inhibitors, also called stating, inhibit HMG-CoA reductase and thereby reduce cholesierol
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WO 2010/127099PCT/US2010/032948 therefore, are useful in slowing or preventing development of
atherosclerosis. Non-limiting examples of Lp-PLAZ2 inhibitors include rilapladib, darapladib, and
combinations YHRr&HY127%%10077] One or more Lp-PLAZ2 inhibitors, if desfred] §?@?§Bf%ﬁly present in a
composition of the invention (or co-administered with EPA according to other embodiments of the
invention) inradreimourisof atsolit Blvi{er§oAlsebicted dnhjchor exanspib iabmatideragaabou2 mg, about 3

mg, about 4.16,,30QuH:5 MNGaRPOM S MehrABOULEINh AR 8:MdpRDAMLI-PRGIQEBRAME 10 mg; about
15 mg, about 20 mg, about 25 mg, about 30 mg, about 35 mg, about 40 mg, about 45 mg, about 50

mg, about SERHGPEET R 6B1K5Y, DE0HIEE o G TS Lo HEFE SRS o Y 86y Mbout 90 mg,
about 100 mgraibsubl 28MigCaBoutdblismginhibitats] Zchndy, dbouta@00 hgysabout-22&emg, about 250

mg, about %X&m%ﬁﬂ}b&%m&&hﬁ‘%@9&%&‘&&?5&&09&5@89%%93{&%, 2ROt 37 Mgy RRQMEAQ0 Mg, about
425 mg, about 450 mg, about 475 mg, about 500 mg, about 525 'mg, about 550 mg, about 575 mg,

about 600 rHglC4lERR B Ry, BRI Ty SHEUT 678 Hig SHbEtbs OO TRf 2587 989, about 750
mg, about Aa&m1g, about 800 mg, about 825 mg, about 850 mg, about 875 mg, about 900 mg, about
925 g, about 950,16 Sout 1% Mo BRI Mt B HIPPAIENASE NIRRT excrd 2076
5-lipoxygenase inhibitors are usefull in accordance with variotis embodiments of the invention.
Non-limitingterampliagstis-Iihix)g emaseihiisitors-ielidorah-220 1EMK :gsg damio TtheaBT-761,
ZD2138, lopapaianshiziedtenaRaitninhiRiakBuhbr (82101 Gle B 2844 5L096A0662¢.akth gombinations
thereof. 007? Adqgtiotrkal 5-Ii%8x¥9enas§ iq ibitori}]SlJtigable f%r uts%_rip accor ancebwitth
embodimenta B tHefSntiMeAtion arsuiseldsedn the foﬁ%‘%vflné’ . .%aateon < and %gtlént
applications, mackboftfhith i hereblfineorboratstry rbfarciehetwint RSt ntioatyd0UNG,

20050101659, U551 70285405 {37005, U8, 290401 8T00:Ur - 2009005540 LS. 5112848,
U.S. 5086052, U.S. 482828, U.S. 5208364, U.S. 4970210, U.S. 4794114, U.S. 4686231, U.S.

5134150, U B3 787 ®oBh3) P80 bPE 0880 198b 1% p<bewoiieme iounds%Eta U S,
6136839, Lhsu6090547 2bh . E356d,3bott. NPHQOERRE29 ik SHATIRBRA LEna8T77881, U.S.

5130485, Ua§tm§§§§é%1&%§-3‘%2;?{%‘,%05{@50‘5&%?%0& W73 e ibaaoade- Be dhiP4Ss Hg;? 325971’

U.S. 4889941, U.S. 5234937, U.S. 5283361, U.S. 5232939, U’S. 5086064 U.S. 52082
5290800, s ddsuy abp Fagagosbors S0Ongaehv8880 nE.gibar B 82T 2%, U.S.
6121323, W2 808022 GREE, d1:Sn2086024 8146, kh&ut 4728656:bLE761835 18755 563673, U.S.

4835190, Uis, 51023605 145 PRkt PR e 3 SO R, 20000134341 U
about 900 mg, about 925 mg, about 950 mg, about 975 mg, or about 1000 mg.
LCAT activators.

[0072] Lecithin-cholesterol acyltransferase (“LCAT”) converts cholesterol into
cholesteryl ester. In subjects with deficient levels of LCAT, unesierified cholesterol
accumulates in body tissues. This can lead to elevated serum levels of HDL and eventually
atherosclerosis. LCAT activators are therefore useful in reducing serum HDL levels and
treating or preventing atherosclerosis. Non-limiting examples of LCAT activators include
LCAT enzyme, recombinant LCAT, genetic therapy agents that include a nucleic acid
sequence coding for expression of LCAT, estrogens, estrogen analogs, and combinations
thereof for example as disclosed in U.S. Patent No. 6,635,614 incorporated by reference
herein i 1ts entirety.

{0073] One or more LCAT activators, if desired, are typically present in a
composition of the invention (or co-administered with EPA according to other embodiments

of the invention) in an amount sufficient to raise the serum LCAT level of the subject to a
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WO 2010/127099PCT/US2010/032948 4694018, U.S. 5260294, U.S. 5792776, U.S. 5530141, U.S.
5780503, U.S. 5093356, U.S. 5348957,U.S. 5384318,U.S.568822,U.S.20010009918,U.S.
20070219206%8 B1%60%78225285, U.S.20050267211,U.S.20030162193 /858406 ¥ 3508,

desired ievel. Subjects with abnormally low LCAT serum levels may be administered an
amount of a composition of the invention comprising EPA and LCAT enzyme, cstrogen,
estrogen analogs, or combinations thereof sufficient to raise the subjeet’s serum LCAT level
to normal levels, typically about 5 ug per mL or greater. In another embodiment, subjects
with about normal LCAT serum levels may be freated with a composition of the invention
comprising EPA and LCAT enzyme, estrogen, estrogen analogs, or combinations thereof in
an amount sufficient to raise the LCAT serum level to about 6 ug per mL or more, about 7 ug
per mL or more, about 8 ug per mL or more, about 9 pg per mL or more, or about 10 ug per
mlL or more.

LDL recepior inducers.

[0074] LDL receptors are cell surface proteins. Along with adaptin, LDL receptors
bind free LD1 cholesterol to form clathrin-coated vesicles, reducing serum LDL levels.
Thus, agents that induce LDL receptors further reduce serum LDL levels and are useful in
preventing or treating atherosclerosis. A non-himiting example of LDL receptor is
lactacystin.

{0075] One or more LDL receptor inducers, if desired, are typically present in a
composition of the invention {or co-administered with EPA according to other embodiments
of the invention) in an amount of about 1 mg to about 1000 mg, for example about 1 mg,
about 2 mg, about 3 mg, about 4 mg, about 5 mg, about 6 mg, about 7 mg, about & mg, about
9 mg, or about 10 mg about 15 mg, about 20 mg, about 25 mg, about 30 mg, about 35 mg,
about 40 mg, about 45 mg, about 50 mg, about 55 mg, about 60 mg, about 65 mg, about 70
mg, about 75 mg, about 80 mg, about 90 mg, about 100 mg, about 125 mg, about 150 mg,
about 175 mg, about 200 mg, about 225 mg, about 250 mg, about 275 mg, about 300 mg,
about 325 mg, about 350 mg, about 375 mg, about 400 mg, about 425 mg, about 430 mg,
about 475 mg, about 500 mg, about 525 mg, about 550 mg, about 575 mg, about 600 mg,
about 625 mg, about 650 mg, about 675 mg, about 700 mg, about 725 mg, about 750 mg,
about 775 mg, about 800 mg, about 825 mg, about 850 mg, about 875 mg, about 900 mg,
about 925 mg, about 950 mg, about 975 mg, or about 1000 mg.

Lp-PLA2 inhibitors.

[0076] Composttions of the invention may comprise one or more lipoprotein-
associated phospholipase A2 (Lp-PLA2) inhibitors. Lp-PLA2 hydrolyzes oxidized
phospholipids in LDL cholesterols. High levels of Lp-PLA2 seem to trigger a cascade of
inflammatory events in atherosclerosis and an increased risk of stroke, Lp-PLAZ inhibitors,
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U.S. 20070066577, U.S. 5036067, U.S. 20030082108, U.S. 20090018170, U.S. 20070105866, U.S.
20070237848, U.S. 20070244185, U.S. 20080227807, U.S. 4728735, U.S. 4803279, U.S. 4962119,
U.S. 53148980 8198398123522, U.S. 20070123522, U.S. 20070244158 LS8 1%45848003524, U S,
4602023, U.S. 4943587, U.S. 6025384, U.S. 20090118373, U.S. 5112868, U.S. 5254553, U.S.

5312821, Ulsrefg858¢ 4safuSin p0880 21 S cigpAdaalopsnudigglrassasgsigodRadumiting. 5059609,

U.S. 5442114418 0p0B6G68; Muthie292908: MlepraaD8ftndiadloSuiGainfbuibhonerdA900, U.S.
5447943, U.S. 6221880, U.S. 6262077, .S, 6376528, gg 6569895, U.S. 4663347, U.S. 4975457,
0

U.S. 4978679, U.SVE73605" (reessi Ty [JE0URIS H0YE, axsamelly 8 dies U.s.
4751310, LGnAB15486 the. BySRBS 6 ctaSnBRESEA it BP 5809TdA 1, SthaT7ABIRIINbNS. 5215986,
U.S. 527031915, 24869842, 4939169:¢Y- p03680311 ddeSnPORO AL LM SalBP3RD, U-S.
4931444, U'S. 5066658 U.S. 5248685, U S 5240929 U.S. 4861798, U.S. 4933329, U'S. 5008390,
U.S. 5814631t 2858306 7 40%) BOwcomEabo &M abpyis § mg.sboyy3ps ALY BsB930232763,
U.S. 200604 7#5238 ahéu5.1 200303356200k, S:02000 617 7523 26 15, 5036105, Shd508887, U.S.
5741809, U.S, 154, 1) 555463083, 1.5, 64 . ) 007, U.S. 6294574,
us. 56484%@%%%%@ %5%?3?‘%%%%#9%?U%%ﬁ§%? i?b%gg’% gg od%% %‘o.’é.@?%’fxﬁ’%@, us.
200100250%8; ep®it 7m0 rhag3s wesieb89 5. 3baitdH0 rnoohoty 13 Beodyro 049621, U.S.
20080280826:ut)135 2393023, d0Sn S 149682 e, Si/HEF0 ks, SHEXIYB7Hg b 365142, U.S.
5288896, U.S. 6436924, 1U.S. 5256680, U.S. 7132441, U S. 5145860, U.S. 5354768, U.S. 5698576,
U.S. 737187%%32.? %égﬁ,%aé’.’%l%(?ﬂ%?%f éﬁ%%ﬁ?ﬂ?ﬁ?@& 2188 .“ggg%?msal, u.S.
5284949, L®u68720%5 2bb8. %9 1pa.ghow. §2 5302807t 958 800 /AR u6 600813, U.S.

5250565, Us,5249%3: UbS. AB3290 Ltk S'5 964 3ol 50 53A0BL5: 1 SB504A0854)r5, 5220025,
U.S. 5252562, U.S, 5420131, U S. 5037837, U.S. 5081126, U.S, 5105020 u.%). 5é§gl75, u.s.
5342838, U 758 appet 890 mgeiboyy 829 BRaabaut 538 gk FR9EsY {3 BestiEdRl 1% 6194585,
U.S. 629153hut}ss #EO85S86910 B ASPLOTS, it SrebE83000 WS, 4755524, U.S. 5147893, U.S.
4711903, UsS,;2004007769% 4,S. 4695585, U.S. 2005009084, U.S. 5516789, U.S. 5512594, U.S.
20070202206, 0.5 6261607, U.S. 5350754, U.S. 6344563, U.S. 20040235807, U.S. 5064851, U.S.
5254581, U.S. 528874bS-ipaosarssdenibites sugreiy iyaecosdinse iodoaioy enbatineny (s,
5318970, UoS 151902200 Sloh 134883, ckhGpi28 WVOIR0LQMAZ0RREF S20H6/0320M8 6262073, U.S.

200401709 : 1023 S 2..9126365,.4.5..5234950, .U 1025, U.S.
464805, UG 35160 015 B3aia 7 0.8 S BRE o 115, BHSHORS ™ 1d080] De or more
5-lipoxygen&S® iHibitSis Aitestrddorriniineabeisidsent in a composition of the invention (or
co-administered vwithrEPA @seasdingite-gtheisemuasiaienisiebhednvsatianidtoaduamadnt of about
0.01 mg to abput.2500 mg, about 0.1 mg to abqut 1500. m ut.1 mg to about 1200 mg, or about 5
0 0 about TOBTRE ) LS TOUD £ ouet B S B S 05 P Sbout 5 mo
about 10 maprisetitB0emnl, dboutB@: rhgcabowraomie bibetieBocmbcrationt S0crigetEbBU: 70 mg, about
88 mg,zggoqwﬁ)gogssgggyé .1%§ytﬁgza7b9uv§b@%b@ng%@b%b4@%m,abzgutzw@@e@s @DOWS.ZOObmg,375
about mg, about mg, about mg, abgut out about : , about
mg, about A:t?d%%dgs abdut Q%%@%QU%O?J%Z%% m N 588%3%%@@%@5&%%% mgj%ﬁogut 5 mg, about
550 mg, abd6k@&35, iids. a4t BOQ rig ) c3GHE .62 ntg ) AbButBS02abdUH 6 YSSmg 28bsut 700 mg,

about 725 migs ahptts£p0 Mg, aPRIEE 7MY calRuL8Q0INgs abaut §23 mgoahnut 80umy, about 875
mg, about 900 mg, about 925 mgébabout 950 mg, about 975 mg, about 1000 mg, about 1025 mg,

about 1050% ogtsld%””r%}; dut PGS m -,Saéééﬁ"fézé]-%g?&%%ﬂr 'lé§05rﬁ%z,83%’ogtslo75 mg, or
about 1200 sngxsaboutsl 2253915, AbPUFAB1NiY,Salkeseil2 7 B figy2ak ok, U360 30gR 3aboUts1325 mg,

about 1350%@29%%5@@@, g@gﬂ%il@gglmg@%9%%62%@95@%%,%.go MehBhopLL475 mg,

about 1500 mg, about 1 g | mg, about 1575 mg, about 1600 mg, about 1625 mg,
about 1650 3¢ 04R8I0 675 ity | 8Bbut Y004 2abolt 1 7852 hg ) atdott PPBEPAIG7 2bolit™t 775 mg,
about 1800 mgrabouts1 826 mpgaboutr B850 mgoalnosit 484573100 3bays 41900 vy, sitsosks1925 mg,

about 1950 , ut 200 t bout 2050 out. 2075 mgq,
2bout 2100 S, SBGL 2123 e SB0uL P10 e ot 217 ey Dot 2280 R, Ao 2225 mo,
about 2250 mg, about 2275 mg, about 2300 mgZabout 2325 mg, about 2350 mg, about 2375 mg,

about 2400 mg, about 2425 mg, about 2450 mg, about 2475 mg or about 2500 mg. Microsomal
triglyceride transfer protein inhibitors.




[0081] Microsomal triglyceride transfer protein ("MI IP" or "MTP") is a heterodimeric protein involved in
lipoprotein assembly. MTP inhibitors are thus useful in slowing or preventin roduction of
lipoproteins aftPtHEPEfF& cardiovascular diseases and disorders. Non- Iﬁﬁﬁﬁ’\ %@Wﬁﬁs of MTP
inhibitors include SLx-4090, AEGR-733, implitapide, BMS-200150, CP-346086, JTT-130, dirlotapidc,
and combirEiféAEstHe s oT2600e3.20 £0/I V2090 RECT/ 238181 01082848503, [0G8 ZPATdioHal MTP

inhibitors suitadeforuse nageardance suitoemboglimenisabiig insanbipveniiomare disclosed in the
following U.S. %)atents and patent%sgé)llcatlons each of which is hereby mcor%orated by reference

herein in its”8Afiet 2 0:s. 260361888807 U 5. 6202385 0P € H00k01327R ' & Bookot32745, U.s.

2005018137@)700605200 800883126 1) . 8.56 Z6UFEF2UE . 260802491 80]0J) 8.520Q020028943, U.S.

5883099, U5, SE3935,0. S 8713278, SO0 BET873,H:55 08000415, 5085983

U.S. 20060166999, U'S. 20070027163, U.S: 20020046371, U'S, 6286234 U.S, 20030109700, U.S.
200400147485 68P8YI07, 6518554 985958 00N 5 35608 553088013382 2 00802681354 3%
20050234073, W(B7@905009042664283 20050044608, WSS £2008808283M0e0 5530040058908, U.S.

20020132858 1% 300700008515 2004003308 1. 2D0RI oIS U AOhohTe1233. U.S.
2002004254834958. Y30 709883278 . §5874R489, @4$212®o§0‘3215m%5&ﬂ$566%92§9@, Us. 6147214
and U.S. 20030032238. 455 1K¥83] 4n onesmmbodimentoone of. ropresbbl B miibiesy iftdesired, are

typically pr of t ( dmipis P rding to other
embodlmen@%%ﬁéﬁn@?ﬁ%ﬁ%gﬁ%é rAr%ount su mgélﬁ%ﬁ%’rgj\]/%e ?ég%é\’g}gg vﬁggggogeg of about 1 jig
per kg of bady W&ight §jig Perky) b abati®200i§ pEiskgs Fotexatiple1 &b bus.- 28 jiep per K&, about 30 jig
per tg agoe%sésgstg ey tﬁeep@:mgg J@W3E9U3§g%#{4§52ﬂ9 e Eg@tg@u% Jsgmlidl:q;@téoui gg ug
per kg, abou er kg, abou jig per g abou g per kg, abou jig.per abou pg
per kg, aboélf'z%"}‘g E@?‘ k%sab@utlﬁ Jfgg%ﬁ!(g 0%9@%7}{9 ZS@P dbbat f@ép gl?ﬁg In another
embodiment)&its HrNTors MaE th:)nﬁréi}SiMje’&ﬁedsalré%reﬁénﬂmHiﬁlmsﬂ%meﬁ,theﬁnventlon (or

co-administgreg with EBA aceprding 19 otbesgmbogiments;af the men%aémﬁs@m%t of about 30
t..g to about 20{}25 about 50 | % to about 15 mg, or about 70 jig to about 10 m 084] In another

rembodimeRtY8fe’ &iomdre> ibitorstiPd 9%@35?80@@3%&(}??9186?4%50 tﬁ)rﬁgﬁgngnventlon (or
co-administeredssatoEP A Acsmding, tU St embodiments afxhe. m\(em@mz) iV 8n sFRs0RL of about

0.01mg to ot 2800 mo. b L mg 0 2Bl 15001 by mga Ao 1290 o, orcbout

mg to about'1 mg for exam e about jout O out 1 mg, about 5 mg,

about 10 m§; %bﬁi@?@nﬁ;saﬁﬁﬁ‘i@a He>- %&9%%@ %%GP@@H@O%&%@W“%&& 70 mg, about
80 mg, abouh@@angh @bout 100 g about 125008 02deps, 16G Mg sadoutt 1 €5 mge3bout200 mg, about

229, 2o 250 TS AL AT 0 001 S04 bt S5 Mg ab 50 gy 37 mo

2010/127090REFIUS 20 10/026md .S, 53354768, 1.8, 5698576, U.S. 7371874, US 5068251, UK.
5130483, U.S. 6177415, U.5. 5541218, U.5. 20070264361, 108, 5284949, 1.8, 4672075,
U.S. 5212189, 11.8. 5302597, U.S. 20080107757, U.S. 6620813, U.S. 5250565, U.S. 624012,
U.S. 4732901, U.S. 5196431, U.S. 5340815, U.S. 5504108, U.S. 5220025, 11.8. 5252562,
U.S. 5420131, U.S. 5037837, U.S. 5081126, U.S. 5105020, U.S. 5187175, U.S. 5342838,
1.8, 4755525, 1.8, 5248682, U.S. 4963576, U.S. 5514703, U.S. 6194585, U.S. 6194583,
U.8. 6201534, T.8, 4695586, 11.8. 4971979, U.S. 6653311, U.S. 4755524, U.S. 5147893,
U.S. 4711903, U.5. 20040077691, U.S. 4695385, U.S. 2005009084, U.S. 5516789, US.
5512594, 1.8, 206070202206, US. 6261607, UK. 5350754, US. 6344563, U.S.
20040235807, U.S, 5004851, 1J.8. 53234581, U.S. 5288742, U.S. 5403859, U.S. 5407945,
U.8. 20030008914, U.S. 5254731, U.S. 5318970, U.S. 5519022, U.S. 6174883, U.S,
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about 525 mg, about 550 mg, about 575 mg, about 600 mg, about 625 mg, about 650 mg, about 675
mg, about 700 mg, about 725 mg, about 750 mg, about 775 mg, about 800 mg, about 825 mg, about
850 mg, about® W{f?%out 900 mg, about 925 mg, about 950 mg, ab%ﬁ’@%%‘&,z%%out 1000 mg,
about 1025 mg, about 1050 mg, about 1075 mg, about 1100 mg, about 1025 mg, about 1050 mg,
about 10756a(g§08%.abcut 10B0 1y 74b it 1 208 Wi 1 about 1256% g 3abdub 1 7186465, dBdut 1300 mg,
about 1325:m@0ahquit; 1300 ¢1g 1aboisdZy: Mg, 2hoet 1400 mesaboutsi42borg, akputsl450 mg,
about 1475 mg, about 1500 mg, about 1525 mg, about 1550 mg, about 1575 mg, about 1600 mg,
about 16255%?3%0ut 1650 mg, about 1675 mg, about 1700 mg, about 1725 mg, about 1750 mg,
about 1775 mg, al§686 1800 mgoabbtipt82Smmg, abiibsssDdmgedbout iszblnmyewbbut 4900 mg,

about 1925mg, AbAUt P08, @AY 1@ 8008 M, ANRKt 072, MdpHAQeL2050 mg,
about 2075 mg, about 2100 mg, about 2125 mg, about 2150 %babout 2175 mg, about 2200 mg,

about 2225%n§ ABGINOP5E A EBBEED 9B h L 'aBEUP 2308 myP dbe 9828 e MR350 mg,
about 23751519, ahoikb2406:¢g zabaut2d 2y g aaho 24 50begy Alidut 24685 angnpleaibout 2500 mg.

PPAR agorﬂﬁténg%g&%}%%w 07500853k Beroxisomg proliferatorastivated R RISl RPARs") are

nuclear receptor proteins regulating the expression of genes by acting as transcription factors in
combinatioRAWRE: tHeFe it aie: XbBEehts XG0 Aedbsthal MBI ALtvate PR AR M%re therefore
useful in meeifytingdhe-exprassiongf esstainsgengsaraiutingndprexamplengenestassosigted with
metabolic disorders such as rcholesteralemia. Non-Jupiting exa s of PP gnists and
activators ir%gﬁﬁl g %?ér{no%fbar% %t%%ga ra{al\)toeu,t cg%fcgﬁ%’rg%%#o |b?§fe%%§3%§gﬂ1,%ﬂ%%6%gf %’osiglitazone,
GW50151&RW 48080250 K B23010, skne dombinathons 4herepfabou{ 30861 nkost Mord@PPAR

agonists ang/qagivators,dhdesired, astyrically, Riesent ing caprasition.ohtha:ipyention (or
co-administered with EPA according tq other embodiments of thzﬁinv%@ion i%%‘r‘j{ ount of about 0.5

mg to about P Hhg o exaintitid andit B8 g “aBeutB s Mg abBat 1 iy s Mg: about 1.5
mg, about ki¥mNEG) atnub2untty Sabputt212 DA gnabden?9s g, athout 237 Snmgbatiolits3mmag, about 3.25

Mg, about 32,MYoGPAYL Adm M5 HARAHE 4089 AR AMPHLL AAPPLIPAINE iAoyt 120 mg, for
example about 20 mg, about 30 m% about 40 mg, about 50 mg, about 60 mﬁgabout 70 mg, about 80

mg, about SBEOBHRP 10 1R ABGUTE1D ARGUOHABGHE 120 G2 SPEASIHHBRBRES: eyt
2010/127099PChi) 801 0208284 8bout [008 AsRbAR inbibitarsiere Saitable, farousédfhasgordance with

various embodi of the present inventi -limiti p uf inhibitersinclude LY
13015, Ve Ay AT BB e ereor.
[0088] Additiénabap AL imsibkers Lefifamre toPsET dedhaahthms-cviddimerite 3PaYE instant

invention argygiselosadin s falowing U.S patents:and paigniapplisations asach sfvhich is hereby
incorporated by reference hereipuin its entirety: LJ.S.6974831, U.S.691 U.S,699 :
U.S.68727 Oﬁiggé)ﬁ%oé%%‘éeé&%’%%ﬂﬁo%gg%%‘g 48%9%%%?6&%6%%2}%%4,
U.8.6433001 19 a080 153 27011308 520030191 20%) 1esb7e6 52 M, SBP886Y4 M. 8208040059130,

U.S.70263484)5,00080995.15,6340699 U5 6R520800 theS HBIB6TD, 1546939890 bl S 6930123,
U.S.6713505, U.S.6274578,

U.S 6451839, U.S.20040029948. U.S.20090062369. U.S.20030236232,
U.S.7160908° & 63850200 12 .8%6%‘1}3.32%?%%%? %@%@M?%@“@gﬁg ’@8,
U.S.6407104g 46162721506, 1St 205B0Q87844247 515916022 1308 120040198801, U.S.20080249027,

U-S-70263%L%ﬁnﬁﬁﬁﬁe}?ﬁe%%g%%ﬁ@ﬁ%Mh%ﬁ@19081 U.S.20030181454,

[0081] Microsomal triglyceride transfer protein (“MTTP” or “MTP™) is a
heterodimeric protein involved in lipoprotein assembly. MTP inhibitors are thus useful in
slowing or preventing the production of lipoproteins and therefore cardiovascular diseases
and disorders. Non-limiting examples of MTP inhibitors include 5Lx-4090, AEGR-733,
implitapide, BMS-200150, CP-346086, JTT-130, dirlotapide, and combinations thercof.
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U.S.6831095,U.S.6177426,U.5.20060116379,U.S.6472389,U.S.6797708, U.S.20090118503,
U.S.20070249008, U.S.7087637, U.S.5919810, U.5.6828344, U.S.6916841, U.S.5654326,
U.S.5641800,XP 38753893, U.S.6534535, U.S.20050026988, U.S.6]66062° t'&$*8884D34,
U.S.7253194, U.S.20080045444, U.S.20040033995, U.S.20060235009, U.S.20090088427,
U.S.7196103, U.$0260i8041i7800 MJ 5iiobe009s505; for 832 0070087283y ith 811t0d82aTs of.S.6140327,

U.S.59729%, b ORANEABERG M 62890 Q0N Hve 29@%9%%&%& Y22 Q0ARLHERS ach
U.S.20040077651, U.S.20050158401, U.S.6514984, U.S.20040102442, .S 661072

U.S.20030 1 3860 1 Reebismeamorsied By sEact Pe s i a5 40158 A 51895 1087883 §1%"571

U.S.675637189238,6084 723540 871524 828470048 16787545 SUB6268594, U.S.6708646711,S.6673781,

U.S.6214855<Us5,0005251, RG34 T: U SpATAAD: U SO426304, U5 21055140 S.6214991
U.S. 20020169108 U.5.20060025348, U.S.20030008816, U.5.20090029917, U.S.6900

U.S.6380397 1 1879658984035 5515845 75 & ﬁlé%@fééu%sﬂé@?ﬁ Us. é@%@ééé‘)% s 6872557,
U.S.70301125U. S070ub6 953, UIS 7 220358450 . 7306338288 6407261 200 8)6028¢.16U19.S.5965619,

U s 861430 G DA A e U L badmogy B i diS TR DD i8R 0 27517008,
U.S.7153854089233483620 119522 000861206986 S U . S090A&HPI8.U 8 .$44@@<199,0@?.§753@§68,
U.S. 74767%0%@&79@918% B 284489; b. 36987055V 5604300338, U.S.69621084444,S.6248553,

U.S.6255063,.21, W 2010437000 1 20070033912 15 20040403961, 145, 20970249008

PCT/1JS2
20080161279 U.S. 20020161233, U.S. 20020042516, U.S. 20070093527, U.S. 6713489,

1.8, 20060211020, U.S. 6617325, U.S. 6147214 and U.S. 20020032238,

[0083] In one embodiment, one or more MTP inhibitors, if desired, are typicaily
present in a composition of the invention (or co-administered with EPA according to other
embodiments of the mvention) in an amount sufficient to provide the subject with a dose of
about 1 ug per kg of body weight (jg per kg) to about 100 pg per kg, for example about 25
ug per kg, about 30 ug per kg, about 35 pg per kg, about 40 ug per kg, about 45 ug per kg,
about 50 ug per kg, about 55 ug per kg, about 60 ug per kg, about 65 ug per kg, about 70 ug
per kg, about 75 pg per kg, about 80 ug per kg, about 85 ug per kg, about 90 pg per kg, about
95 pg per kg, or about 100 ug per kg. In another embodiment, one or more MTP inhibitors, if
desired, are present in a composition of the invention (or co-administered with EPA
according to other embodiments of the invention) in an amount of about 30 ng to about 20
mg, about 50 pg to about 15 mg, or about 70 ug to about 10 mg.

[0084] In another rembodiment, one or more MTP inhibitors, if desired, are present in
a composition of the invention (or co-administered with EPA ‘according to other
embodiments of the invention) in an amount of about 0.01 mg to about 2500 mg, about 0.1
mg to about 1500 mg, about i mg to about 1200 mg, or about 5 mg to about 1000 mg, for
exampie about 0.1 mg, about 0.3, about 0.75 mg, about I mg, about 5 mg, about 10 mg, about
20 mg, about 30 mg, about 40 mg, about 50 mg, about 60 mg, about 70 mg, about 80 mg,
about 90 mg, about 100 mg, about 125 mg, about 150 mg, about 175 mg, about 200 mg,
about 225 mg, about 250 mg, about 275 mg, about 300 mg, about 325 mg, about 350 mg,

about 375 mg, about 400 mg, about 425 mg, about 450 mg, about 475 mg, about 500 mg,
25



U.S.6974831, U.S.20040063941, U.S.20040077704, U.S.20040248898,
U.S.6992100,U.S.20040092543,U.5.6916840,U.S.6433001, U.S.20090092595, U.S.6872743,
U.S.20070037‘§5§’.wm7([8’089] One or more sPLAZ inhibitors, if desired,%?é%?gﬁ'ﬁ?ﬁesent ina

composition of the invention (or co-administered with EPA according to other embodiments of the
invention) irbavt 4%ouat eticabdi® 01812hey!td7abbet PBODMRHY rabebrd 42meE o B ’5W6. mg, about 1

Bng 5to abo%b%%@ﬁ@%g@éa&h%@b@ ﬁ@ba%tiws %%ng,v(f)% examRle aboutd bsngsabeaid O'g’ abggt

,75 mg, about 1 mg, about 5 mg, about 10 mg, about , ahout 30.mg, apout 40 mg, about
mg, about éBO}ﬁgﬁ‘FéBB%t%%%?(g%u?%%%&? g‘%&g 8y Oé,n %ﬁ’o‘El Ofbgg%ﬁ%g\%gﬂftfgg %g about 150
mg, about 1F&1N%§; aloub2a0l 60, rebabt @28 I gpakbduet2B0 g atboutt 75 mg, aboiut B0 mg, about

325 mg, ahgyt 330 MB<aROUHAAA 658! ,%gu%@@vmg?a%ﬁ%mg%m%m% akaut 475 mg,
about 500 mggoabout 525 mg, about 550 mg, about 575 mg, about 6 0 mg, about 625 mg, about 650

mg, about 6780rHi§; AWt 760 Ry 2RHEUE B R GPABdGE T FENG Wolbal 7% g™ abidat™8®0 mg, about
825 mg, abawt85QMg: adbaut 825 mg, abaut4S00nm gbakoif79 25 nabrabc0d 8&) amg;tabduit 975 mg,

about 1000, mg, aboyk 1025 md; bt 1950,101 SRPHLLR:ME, AREULILOP4NA, 3bau 1025 M,
about 1050mr%’g%bé)ﬁou§%g%l§’r%g, or abou%’lzo mg, abt(g)’ut 1505 mg, %bout 1250 m%’, about 1275 mg,

about 13001473, BBGRCEBPE gz ativut 150 Egemb T 1378 P uan ol Teoebrty, aldate1425 mg,
about 145089 asuhEAaba N8 abaptabeR01 879, QUb kSR 0MEL, abeut 1395 thmgbakaesd 575 mg,
about 1600 mg,.abo 25 mg, a 1650 m ut 1675 mg. about 17 abaut 1725 mgq,
about 17507 rﬁg?baug)z%l 75 nr%%,uéggu T80 ?rlllg?a oﬁﬁ%ﬁ%‘trﬁgj,(g%l(%lﬁbfggg%%nﬁb%’u%u%75 mg,
about 1900244§, b oot 2B frigcativut 2080nragatmsbal 1078, ripuaBatit 2E0EbAYS 2abdit025 mg,

about 2050, m&%%angzﬁhﬁg}a%w@m@Q%&&lz%ﬁmgg,%@wtz%@%glgwpqgv?175 mg,
about 2200 mg, about 2225 mg, about 2250 mg, about %2752111 , about 23085@@ about 2325 mg,
Hha* o F#s5hg

about 235078 BBbti %8 MG abioat a6t g  2bBet 25 BB BA50° Mg &bout 2475 mg or
about 2500474 R Sgualenerdporidase inhibitors. [0090] Squalene epoxidase, also called squalene

monooxygenase, gatalyaes ihe,axisialionahSohalens B he.chatpsters] bieskribasisaatway. Thus,

agents that inhibit squalene epoxidase are useful in preventing or slowing the cholesterol production.
Non-limiting e res  gingglhsI S HEEHOKRI8 T R SIE At e TR hAaT AT & Brolfine,
butenafine iR k094 fatholNBS8E;pesyaRARY). (trars:3 MabHkibydsoxystibePRARWME 20106127099PCT/U
ST IO, ST AN e e

with metabolic disorders such as hypercholesterolemia. Non-limiting examples of PPAR

agonists and activators include fenofibrate, bezafibrate, ciprofibrate, clofibrate, gemfibrozil,

CER-002, rosiglitazone, GW3501516, RWJ 800025, KD-3010, and combinations thercof.

[0086] One or more PPAR agonists and/or activators, if desired, are typically present

in a composition of the invention {(or co-administered with EPA according to other

embodiments of the invention) in an amount of about 0.5 mg to about 4 mg, for example

about 0.5 mg, about 0.75 mg, about I mg; about 1.25 mg, about 1.5 mg, about 1.75 mg, about

2 mg, about 2.25 mg, about 2.5 mg, about 2.75 mg, about 3 mg, about 3.25 mg, about 3.5 mg,

about 3.75 mg, or about 4 mg; or in an amount of about 20 mg to about 120 mg, for example

about 20 mg, about 30 mg, about 40 mg, about 50 mg, about 60 mg, about 70 mg, about 80

mg, about 90 mg, about 100 mg, about 110 mg, or about 120 mg.

SPLAZ Fnhibitors.
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[0091] One or more squalene epoxidase inhibitors, if desired, are typically present in a composition of
the invention (or co-administered with EPA according to other embodiments of the invention) in an
amount of abdti? 2 MYtb 250 mg, for example about 100 mg, about 1S'HF*AHEH P50 mg, about
175 mg, about 200 mg, about 225 mg, or about 250 mg; or in an amount of about 0.5% to about 5%,
by weight of the cdfiiigbsitioh? foribiennpresalttilt 9:5:9¢ imboyt @RS Ythatiowtd swebaboents. 25 %, about

1.5 %, abouk 1n{5,0-APRAVERi3R, aROME%723 ¢ exARRE 204, BR0ULZofoitanabeut 304y 3bout 3.25 %,
about 3.5 %, about 3.75 %, about 4 %, about 4.25 %, about 4.5 %, about 4,75%, or about 5%, by

weight. ThroFsBRAIR X@%ﬁézA “166@‘%%%%6?%&@%‘6@&8%% RIS BRSbolytic agents

are therefore qsetﬂDiﬁﬁmatiﬁ@emmwﬁﬂanﬂise’aﬁ@de isomter&a'rrueludﬁ_ngmimdéxamme,_ deep _
vein thrombQsis, PUMONALY.AMRANSN.SCNEMIC Somplcatoas, Hasahle anging, mypgardial infarction,

and venous thromboembolism, among others. Non-limiting examples of thrombolytic agents include
fondoparinGRbStepRift, i RskeEyaiioReREH Py PEIsas d ih i cBitHEionS thetéb - [0093]
One or more.fhsorkalytic agens: lif@esited sare typically presenisivercompasitioned e jnvention (or
co-administer, i RA a [ er, j t [ ion)d t sufficient to
provide a doee s o oee s e e e bt et S RSt kg for
example adotGT® g géb Ky, Btidutll-SmgHIer kY 3 Bbbiit- 2Rty ¥erlkd;(aBBf3 WM pePRY): about 4 mg
Fk>ef kg, aboutsma@er kg.ehoukbomapeskesahout € sgopes kay almyt &mamerdgasaout 9 mg per
g, about 1 , r kg, p m out 14 mg
per kg, abo%tgi%ﬁ%ségripg? g%%{?ﬁ%% :;[grs ?(%%g@cl)ﬁéﬁ% m%%%?%@ggé%:ét 1%%%%%?%3 about 19
mg per kg, BotfA04hglpBO kg o bt 26201 Berlk§, 240832 29 glpe o ki 1aBo Ut 284 Per kg, about
24 mg per kggahout 25 MRk @hout 36 Y RERKJ, BROMWAS MG Per kas abou36mg per kg,
about 29 mg per kg, about 30 mq per kg, about 31 mqg per kg, about 32 mg per kg, about 33 mg per
g, about 34 ABEH g, aBeuE35 Ty pel-ky? MHO0E Hating pLs fgo Wbt 37y Bal kg Sbout 38 g
per kg, aboUt3&aigyser ngc&@b@éﬂ@}O mg?.ﬁ@t)kg)ldléiﬁﬁa totall AMGTANIOS aqu.saﬂ%*g)&g about 3.5¢.
[0094] In angthegmbeiment, angyprMBRNroMROIYESAgents AreRIRIENt i 3 Gompesition of the

invention (or co-administered with EPA accordinghto other embodiments 29 WO

2010/127099P €M /3SR 1087548 of theéth\iéhtichY i it am bl ot aBoul S5 et &i8ut 2.5 mg, for
example 0.5 m@) @dvent 0.THImMgsARout | g admve 1. 25 mgouousdd mgyalrootdoy®eag, about 2
mg, about ut ol flici ide | ational units
per kg of bﬁ%?%v%%%gﬂ%p{éﬁ%@%g%%%}ﬁ W&%‘eﬁ? g%ﬁf&%@@%ﬁ%ﬁ?@%{ ag%%t 70 lli per kg,
about 80 IUpee iy CaBGLE90 1U-pePiy 3dbouy DOO 408 péer kd! - 8B8UR T 20 1 5etRdVH588E.120 1U per
kg, about 130slkbpeiokgaboutha0216) per ken@bosdskb0 it peskayraboutil €0 duspeyskg; about 170 i

U por kg, ASUCIR0TD por R GRLEEE 24010 GERRE ot cATngs Bllar ageate o Boos] orer
cardiovasculdt-agents.art-alsb7asetul hHrédEsting UiHibiig ! .orlire &fihgp cardidvastidlarSdiseases or
disorders. Nog-limiing exagplessef othes garsioyascular aaents inglydesgemfiorgzl, maspan, orlistat,
GET14, AZD-2479, ETC-1001, and combinations thereof.
U.B.6008231, US.6344467, US.6177440G, U.S.6426344, US.7105514, U.S.6214991,
U.8.20020169108, U.S.20060025348, U.8.20030008816, 11.5.20090029917, U.S.6900208,
U.S.6380397, U.K.7205329, U.8.5919943, U.5.7126010, U.8.7109231, U.S.6555568,
U.8.6872557, U.L.7030112, US.7041695, U.L.T7220756, U.S.7366838, U.5.6407261,
U.5.6028116, U.8.5965619, U.S.6063818, U.5.5998477, U.S5.6121321, U.S.6958348,
U.S.7528112, U.8.6903104, U.S.6745133, U.S.6861436, U.5.5650374, U.5.6565539,
U.S.6432087, U.8.5762413, UK. 7176281, U.S. 7317009, U.8.7153854, U.S.20020110523,
U.5.6776986, U.5.5948779, 1157440615, U.S.7531368, U.5.7476746, U.S.7491831,
U.5.6231189, U.S.6987105, U.S.7300932, US.6962784, U.S.6248553, U.S.6235063,
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[0096] One or more of these other cardiovascular agents, if desired, can be present in a composition
of the invention (or may be co-administered with EPA according to other embodiments of the
invention) in a‘ﬁoa?r%ﬂﬁli gorrespondlng to the recommended or suggesteg%%sszglgoéo Br'the particular
cardiovascular agent(s). In a related embodiment, the cardiovascular agent(s g may be present in a
compositioR SFANE RN (B1oRT4YBe U AAMANEIRFEd WRR BB B rdiJné BldthétEthbodiments of
the inventiqnkinpaumasnosmnt lessstheyr the, rqulgtmmsagsuggesg@dsgasagetj@rmtmrticuIar
cardiovascular o) ay comprise EPA and one or
more of theggS 8@%&%&3%3&?%&5%%%0 :Q%ar@l gr%%ﬁh‘éof a @%ngto about 1500 mg for example
about 10 mg, abdt0® fhe, abomo80 ﬁﬁ@AébmlnM@)mglfaﬂﬁﬂmtego Yy, Ebetbe PigRgalidut 70 mg, about

80 mg, aboys, 90, 5, AP L0 AY, BPAYEHAR; TG ARANTEDO G- AROK JKS: BighRRRML00 Mg, about
225 mg, about 250 mg, about 266 mg, about 275 mg, about 300 r?%gzabout 324 mg, gbout 325 mg,

about 330 Rfg? Ib‘bvﬁt’%‘g@ RGP A58 ?%artﬁ’dlt 8@3%&&%@“%88 S508Y, Lbotg b, about 475
mg, about 5600mg, slkaut S25tmgeab 56 mgbabdtmg'fémgttamt:@mbmgamoub@% mg, about

650 mg, abeyto/2uNg: oa.@%ttz%mg SRR 157 B BOHE P0G ABOHLA/ R MG, AR 800 MO,

about 825 mg, about 850 mg, about 875 mg, about 900 mg, about 925 mg, about 950 mg, about 975
mg, about f@O@rr?@%b%t‘lﬁO?@Hﬁéoé%tﬁbi%@rﬁ@! é%’lﬂt@(??% ﬁ‘?ﬁma%(bﬁ’tgli@bl‘n?a "$Hout 1025 mg,
about 1050am>gt a@pﬁtgleﬁ&lmgsoﬁga,b@utaltze)aqgﬂgbabcmhzg&mgt abpis] 2661Mg3 algut 1275 mg,

about 1300 ?g)(g Bt ﬁgbyvg%oiﬁ%éa 709 C‘%/f4§§p§95/0329% ég mg a%@ QU350 mg, about

1375 mg, a% out mg, or a out 1500 mg.
[0097] Head%g%%ﬁﬁéﬂgtm@éé&?éé%ﬂh@va%&mg a@eﬁté’tﬁetwn @@W@Beﬂé@ﬁs@réé@%\s limiting in

any manneﬁbMa@ymgdlmw%@ge&t&m havaysuliptempodas:0b acton aad:eam be described
under one or more headln ts an gDerlv t|ve 00b u][ ts, hy rat solvate esters,
? t ﬁ abo §

amides, endnit }Br%%oréngsg 8?37 altenk et ?)?8&“ égs A0S Cenvatives § St amyof the
foregoing debigg Aféyrhe aset $ﬁ5amg0ﬂibamtc%0ﬁ/mméqm\/%3ﬁimg anduin2p eeprépetr@dd using standard

procedures kpawgdofios6skited Mheai QiseHRelA CIeaIGCRBRISITG0REE abo 1MaICh,

Advanced Organic Chemistry: Reactions, Mechanisms and Structure, 4th Ed, %New York:
Wiley-Inter<tfe Ao i@@?)‘“ﬁ.é@fﬂ’ér’d}a R %d\?&ﬁtc]@(?%ﬁt}%‘ﬁdgaaﬁ?% - bR &?ﬁ@’?}ﬂHowarth et
al., Core Orgasieng; hbenisttp§ 1LQ8%hand AAseiseraeabiet X0, indubtnal Eiyagica@he iigtry2002).

[0099]" Phafgaceisaly d%g&eﬂt%tﬁg%ﬁém p17 Salls snineivstsy the %@Hu?tgzgm% RESRAYeshfrom formic,

acetic, propionic, succinic, glycolic %UCOI’IIC lactic; malic, tartariC, citric, ascorbic, glucuronic, maleic,
fumaric, pym%@ba‘étp]értﬁ:“’@tﬁ‘a?ﬁté BrmwiebafitHhaning: ﬁ?@%&/ﬁ@%@&r?&’o%ﬁéyﬁén% Hﬁfﬂ‘?oxybenzmc
phenylacetic7onangalicuemborig, methangsuifonieuetTanesyltonia, Isenzepnesuifonie; pantothenic,

toluenesulfog u!tt% 5tbydroxxgtp:iléulasugl]%)gbc%,Estté(jeﬁn|I|cI SYS tom%ylt%rpig(ﬁtjfgglalmg’ I‘%%n 1Gg75

beta- hydroxyB yric, gafactaric and gal‘acturonic a
mg, about 2000 mg, about 2025 mg, about 2050 mg, about 2075 mg, about 2100 mg, about

2125 mg, about 2150 mg, about 2175 mg, about 2200 mg, about 2225 mg, about 2250 mg,
about 2275 mg, about 2300 mg, about 2325 mg, about 2350 mg, about 2375 mg, about 2400
mg, about 2425 mg, about 2450 mg, about 2475 mg or about 2500 mg.

Squalene epoxiduse inhibitors.

[0090] Squalene epoxidase, also called squalene monooxygenase, catalyzes the
oxidation of squalene in the cholesterol biosynthesis pathway. Thus, agents that inhibit
squalene epoxidase are useful in preventing or slowing the cholesterol production. Non-
{imiting examples of squalene epoxidase inhibitors include terbinafine, naftifine, amorolfine,

butenafine, FR194738, NB-598, resveratrol (trans-3,4',5-trihydroxystilbene),
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[00100] In one embodiment, acid addition salts are prepared from the free base forms using
conventional methodolo y involving reaction of the free base with a suitable acid. Suitable acids for
preparing aci&@d%fi’t%ﬁ@ﬁ'lts include both organic acids, e.g., acetic acidiC&fBﬁgwg‘?’é%%, glycolic acid,
pymvic acid, oxalic acid, malic acid, malonic acid, succinic acid, maleic acid, fumaric acid, tartaric acid,
citric acid, seizabicsetbincirPraaictacichliviariirine seknogistrianediifoic btitnethgneteiidnic acid,
p-toluenesuifamie AGidh saicnlicAcith-aRd the like, as well as inorganic acids, e.g., hydrochloric acid,
hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid, and the like. . [00101] In another
embodiment, bast S0 SO TEBATREN ISR, (LG DR TEH e SR EB e
methodology mwvglusiigreattithe ofntlzetivee (acidwitmanstdtablevbhs&PR0402Tdmotier @hgbodiments, an

acid additiog saltis.reconyerted iodhedraeRass: by &B%@@%g’%z%@ﬂi%@%‘? basgidn@further _
embodiment, the acid addition salts are halide 31 WO 2010/127099PCT/US2010/032948 salts, which

are prepare‘é’%g}ﬁgah%rb?éHFEﬁi@Wﬁ&@%ﬁ%ﬁ?&‘%@ﬁﬁﬁnagﬂﬂtc?ﬁ%’fngrﬁ%‘&i?r?réﬁ{@: feuic salts are
alkali metalzsaltage . isedismmsalicntathel. Ernbodime i, dbhasechdditidn salifissieagniserted to the

free acid by treatment with 8, Suliahle Acid: .lPQ42314R,008 embadipentoERA,andang or more

cardiovascular agent(s) are present in a composition of the invention, or are co-administered in a
weight raticBfut P AeciEielibyascaiabaent ot aboiir1+1 tocterabsutaPosio} £3akothe1t 560" e about 500:1,
about 1:10Q8euabostd Q661 abQULL:D 19 AbaHDY 1vabeul 3.2840akakik 2%, Thyabeuii1:10 to about
10:1, about,1:5 t%aﬁtout 5:njifk about 1:4 to about 4:1 about 1:3 to about 3:1, about 1:2 to about 2:1 or
about 1:1. Anfiré rgx'/lfglfz%er'apy [00104] In one embodiment, the present invention provides a

method of treatind04%8arthesvakauttr agdeitedi tidenblieaischasindbrprapelit foreena gl dpitipidemia or
hyperlipidemiarinaRdatiNnasitive. subieatsdnansihersmbodiment dhamethod.camprisgs
co-administration, r concomitant administration, of a composition or compasitions as disclosed herein
Wit one or FERL - £ HGTRkGe LB NG SLARbIL SRV BrorEe Thbitors include
amprenavirinfiesamprendvirkriod ndvimlepinenisrmeHimang r otitomavihameisagrgnavimples  of

thrombolytic agents mclude fondoparinux, dalteparin, enoxaparin, apixaban, PD>-348292, and

combinations thereof.

[0093] One or more thrombolytic agents, if desired, are typically present in a

composition of the invention (or co-administered with EPA according to other embodiments

of the invention) in an amount sufficient to provide a dosage of about 0.5 mg per kg of body

weight (“mg per kg”) to about 40 mg per kg, for example about 0.5 mg per kg, about 1 mg

per kg, about 2 mg per kg, about 3 mg per kg, about 4 mg per kg, about 5 mg per kg, about 6

mg per kg, about 7 mg per kg, about & mg per kg, about 9 mg per kg, about 10 mg per kg,

about 11 mg per kg, about 12 mg per kg, about 13 mg per kg, about 14 mg per kg, about 15

mg per kg, about 16 mg per kg, about 17 mg per kg, about 18 mg per kg, about 19 mg per kg,

about 20 mg per kg, about 21 mg per kg, about 22 mg per kg, about 23 mg per kg, about 24

mg per kg, about 25 mg per kg, about 26 mg per kg, about 27 mg per kg, about 28 mg per kg,

about 29 mg per kg, about 30 mg per kg, about 31 mg per kg, about 32 mg per kg, about 33

mg per kg, about 34 mg per ke, about 35 mg per kg, about 36 mg per kg, about 37 mg per kg,

about 38 mg per kg, about 39 mg per kg, or about 40 mg per kg, or in a total amount of about

30 mg to about 3.5g.

[0094] In another embodiment, one or more thrombolytic agents are present in a

composition of the invention (or co-administered with EPA according to other embodiments
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[00105] One or more HIV-1 protease inhibitors, if desired, are typically present in a composition of the
invention (or co-administered with EPA according to other embodiments of the invention) in an amount
of about 100 rﬁzé) f3* 4661t 2500 mg, for example about 125 mg, about 1%’6?%‘{;%25’88&%918/5 mg, about
200 mg, about 225 mg, about 250 mg, about 300 mg, about 350 mg, about 400 mg, about 450 mg,
about 500 wigthalionEso mgnabvun6e0eheyt 88ous 628bmg 2dboat B50xmgpalbunzoemy, about 800

mg, about 900 mg, akeut 100Qung, borL11Q0:MS RB0MIL206 Mme, alei 1250 ihg, absut 1300 mg,
about 1400 mg, about 1500 mg, about 1600 %ﬁg about 1700 mg, about 1800 mg, .about 1825 mg,

about 1900"RgB8tt 208t R PBAR S IOF HiE A8t 2200y SbSUEBYET hi 5E5UFS400 mg, or
about 2500afigidn enghnitiintofkatibut 200t 1Yy id) aboky, TOO mgpl e diample. about 200'mg, about
300 mg, abgut 400 mg @%9%&%% %260 legga&%%wwag 5@9@%&;&@% ws%afa%ut 900 mg, or

about 1000 'mg;in an amount of about 50 mg o about 400 mg, for example about 50 mg, about 100
mg, about PEOF GOttt 2602heyt ABbUL 250 GPaWAP PRI deansi 350 Hd bk a6a¥'400 mg; in an
amount of albout2Q0natowabouttlpeckmgbéar es@EIIple aboiordOmy] abow 2EMGmEY about 300 mg,
about 350 mg,,about 4 abf()ut 50 [ebou 50( mdoahaut 3@ mg, b(%lét § . mg, about 600
o, about CEb e e T g S e B LA 16 BB g, o
950 mg, abbit 1000 mg, or about 1066 WO 20101127099PCT/US2010/032948 mg; in an amount of
about 50 m@m,a@@ygomglmggjgfg,example about 50 mg, about 100 mg, about 150 mg, about 200
mg, about 250 m 00 mg, about 350 mg, about 400 mg, about 450 mg, about 500 mg, about
550 mo, about 60 S] DB R s Mot TO0 By AU PR i A REBCH R Aol 850 o
about 900 gt catdBEsvpr alivsates 000ismnyleah e i50ineg<aboles P00 engadisoaictis0 mg, or
abqut 1200 4ng;-0r ;i1 @h-armommt 58 b Qb MY Met kg 8pdysveighs isnadoutAtl rie pesisg body
weight, for example about 15 mg per kg, about 20 mg per kg, about 25 mg per kg, about 30 mg per kg,
about 35 miPPRMRG Ru8EERy per kg, or about 40 mg per kg. Dosage Forms [00106] In one
embodiment, conpo%itidns of thedpientionthse cordidy delive rgbies, Thiedwdsdtorbdlydednvenable” or "oral
administratiog ErGifinGluele ARGIRN G AslverkphfielaRAUlGAGRN QLaRTRPSHQN thereo to a

subject wherein the agent or composition is placed in the mouth of the subject, whether or not the
agent or coffPOSiRsATCSMAIBYFREL T HuE BTGP atEs (kR IgeBirtd A dUgapifhual as well
as esophageahgdmifistsationlar cardid0dQingoms. ambadiree sisconpositansiohtha:imvention are in
the form of goljg losagf. o, Nonimiing sxamles ofauliable. sl dospas fms glude tablets
(e.0. suspen%lor%" abl ts, bite suspension tablets, rapla 3lspe'r. lon tab ets, chewable tab ets, melt
tablets, effdfiéscspiitiftets, pilgyeitbpiarsrtc)! capletseeapuibsie. grausbss dsardgelatin
capsule filladowihslid ancar-iquissgavdrs fe:Guadpaakagecneven:@ dispensable, Rowder or an
effervescent 8powdter%, Io};etgge.s, sachets, cachets,‘troigp/gs,‘ g{i-:-llets_, %:anules, F\it%rqgratrkllules,
encapsulat§ mrﬁ?é’%é%raﬂules, 6%Wréileornaénr%"'so(f(%ipr%“iﬁa ions, of a?ﬁ?o her Solid’ dos%“ge{forcrrn reasonably
adapted forcerdbaghnilisteaticnn an afeOL08Y EFotantiboarvpuitheiidesifedasardibvametiHr agent(s) can
be co-formylated i hiesame dosage, Bl o GRE bindividyalhsfornplatechin sepgraigdosage units.

The terms "dose unit" and "dosage unit" herein refer to a portion of a pharmaceutical composition that

contains anaiSuAtS a4 ettt A gartiaitabie for & Whgle LiEsiATSHAloh TS SRoVidd A therapeutic
effect. Suchgosage 1nitsgrdynb e ddanpinisterddione, tbarplifahity theutBE6 algoaitol03 K tod3, 1 t0 6, 1 to 4

or Ito 2) of times par dav.ef,A5MARY 18635 Recdriis Aligih 2. eranAUlc IaRRPNse my,  (00109] In

one embodiment, a composition of the invention comprises orie or more cardiovascular agents
dispersed otP8tspehEEd FHOEPE S ite ARFIME Qr8Betbfth Do stEpaiion i Pre&britiina Sbsule (for
example gelatifnt aotHRM eheapstiapssachetc iy ofhenaaseieng, about 700 mg, about 725 mg,

about 750 mg, about 775 mg, about 800 mg, about 825 mg, about 850 mg, about 875 mg,

about 900 mg, about 925 mg, about 930 mg, about 975 mg, about 1000 mg, about 1625 mg,

about 1050 mg, about 1075 mg, about 1100 mg, about 1025 mg, about 1050 mg, about 1075

mg, or about 1200 mg, about 1225 mg, about 1250 mg, about 1275 mg, about 1300 mg, about
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mon Or 33 WO 2010/127099PCT/US2010/032948 carrier as described herein. In another
embodiment, the dispersion or suspension is substantially uniform. In still another embodiment, where
co-administratith W3t more dosage units is desired, the EPA is preSeRtiT A et osage unit, for
example ct suspension in a capsule, and the cardiovascular agent is present in second dosage unit,
for example ¥fapietal©ptioHaysanlodebirddrag dition A 68 v vwhseu 42 agentabert BESPragent in a third
compositionyay 1394 1Y b Arathesempodiment, composition(s) of the invention can be in the form of
liquid dosage knots or dose units to be imbibed djrectly or they can be mixed with food or beverage

prior to ingestion. R REE R &S S EE fEBI8 A SSRGS PR S RAUG L SBIBHE, suspension,
elixirs, syrupslitiquig aectogahforenulationsaetncasci0d hiditinonbtembaltisivent;des mipesitions of the

invention, qu%rEag%rqugcy?b@dq[g&qqng@gpﬁj&%rh@gmg@jned at room temperature, refrigerated (e.g. about
5 to about 5 -10 C) temperature, or frozen for a period of about 1, 2, 3, 4,5, 6, 7, 8, 9, 10, 11, or 12

months, exfHiE 2B LHBITGHIES at least about 95%, at least about 97.5%, or at least about 99% of
the active ingredi¢ni¢s) suiginalyrpresenttherainers, 4Rt 2kinnanother Rarhodimanintae invention
provides a rmaceutical campaosition . comprising EPA and.a cardioyascular agent (fill) encapsulated
o capsuld R e B L A R L PRE L oo
about 9 Megkejdais6uy 8iMieyREL4BB LT Mgy Prbeikt 6:Wnegfkeg dalotie s frey/ kgouboat 4 Meg/kg,
about 3 Megikg akiabout 2Megdkg,whetendprnsisiage otdhe compesitian alcdd &rand 50% RH for
a period abghlt 1, ab.ogt 2,t aboyt 3, about 4, g\%out 1:5,_ak2yE u%ﬁ ggout\;d Qb&}‘{ 8, atbout 9, about 10,
about 11, a o‘ER“TE?”a GUt'TS> abouf 14) about™ 15 dbout 16, about 17, abou eié?g Sout 19, about 20,
about 21, ab2ksabolt28.ohdiroutP BraqbethOr thel ufttempiurey EPR hddoargdicohel péioxide value not

greater thag, %téém%/%gsg% 03PNk abauh g3 Megdsdicalinutida Meeskg, about 21 Meglkg,
about 20 Meg/kg, about 19 Meg kg, about 18 Meg/kg, about 17 Meg/% about 16 Meg/kg, about 15

Meg/kg, about 14!Rkegh§ PABBIEAS ME deGP EBGETS: Mg/RY Sab Rt CF MEQTKY, %bb Meg/kg,
about 9 Megﬂéqga,rabﬁutrBme'gf,kg;cahqu’oiﬁdﬂ'eg&cgpiahoghﬁd\ikeg;/lngombxollat&Mmgid_ngLaabwt 4 Meg/kg,
about 3 Megikg ot aiqut & MEGIKO rmatei ORI URAA RIUAYRi SAME-RRAMBSE UlisALFaRPositions

degrade over time. Degradation products can altef a composition's efficacy, for example by delivering

less active fgF8HienttFACsubfidiifan ReEEHRETAEICDeRfteiiAtisAcprotiatis!ior nefPeRifys above
certain threshaldsshauld, be-nepesied:ie, the nead&ibnrig AgminisinationdkBrAyideatgordance with
current Guig?@r%%y@tﬁz%ye@;?%%bpgj%% ‘I%t,iOc@ﬁgﬁg%ﬁg%a%%%’x‘ﬁ%%&eﬁ %ierr}ic, beta-hydroxybutyric,
galactaric and galacturonic acids.
[00100] In one cmbodiment, acid addition salts are prepared from the free base forms
using conventional methodology involving reaction of the free base with a suitable acid.
Suitable acids for preparing acid addition salts include both organic acids, e.g., acetic acid,
propiomic acid, glycolic acid, pyruvic acid, oxalic acid, malic acid, malonic acid, succinic
acid, maleic acid, fumaric acid, tartaric acid, ciiric acid, benzoic acid, cinmamic acid,
mandelic acid, methanesulfonic acid, ethanesulfonic acid, p-toluenesulfonic acid, salicylic
acid, and the like, as well as inorganic acids, eg., hydrochloric acid, hydrobromic acid,
sulfuric acid, nitric acid, phosphoric acid, and the like.
{00101} In another embodiment, base addition salts are prepared from the free acid
forms using conventional methodology tnvolving reaction of the free acid with a suitable
base.
J00102] In other embodiments, an acid addition salt is reconverted to the free base by

treatment with a suitable base. In a further embodiment, the acid addition salts are halide
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WO 2010/127099PCT/US2010/032948 threshold amount should be identified. A degradation product
is "identified" when its structural characterization has been achieved. Degradation products above a
certain amourt gﬁ%’t?[’fizﬂ}é’gqualified. A degradation product is "qualified" éWft(g%?gf%‘bslcal safety is
acquired and evaluated. [00114] In one embodiment, compaositions of the invention with a
maximum daity dedebf esspispaiedr agnal tydreppricuponbstbpaganiidsidight hedt, Rtsiidity,

aci?j/base W%M?@,ﬂ%}@a%igé@\égm&%ﬁ, s@&atagl,I@%ﬁ&h@@@b@u&&r&%yﬁhiﬁ%@%radation
product not reported to the Food and Drug Administration (FDA). In another embodiment,
compositioRgsgﬁiiﬁglﬂw&ﬁﬁ%ﬁw&heg%ﬁé%Eﬁ%’ RET %YS%% Br atl}tledrst‘tlf};lar]ﬁ)?i ﬁ%é?n, upon storage under
light, heat, humidif} ‘@didisase: hyrdroljtienaricidr axddativerconditionsicontalnr lessnthartmbout 0.05% of
any degradgfion, produch Aot reperigdio HERRA; or J[00lalimeneembadinght campesitions of the

invention with a maximum daily dose of less than 1 mgl, u&on storage under light, heat, humidity,
acid/base HRIGHAHOGEET BGaRRRREAIBhE iR s afue #host I uAia&htified

degradation ;peoduahohit ammthehmmbﬂuimmu.td@mmmohssqﬁtmmaéﬂti@bnwiﬁhla mab(cimum dai!y ‘
dose of lesg bt fs WA SrRaBAIndarIab.Aeat, Amclty %M@a%%@xﬁa%xu%F@nﬁfor oxidative

conditions, contam less than about 5 pg of any unidentified degradation product. 00116] In one

embodimenrt, | &@i#isFsitibns of the invention with a maximum daily dose of 1 mg to 10 mg, upon storage
under light, hqatedapiitiglitys @aig/base hydrolytic, and/or oxidative conditions, contain less than about

0.5% of any unid i'ﬂo egradation. product. In angther embodiment, co sitigns of the invention
with a maximum ?&%ﬁd gré %?elé%go%égfaqﬁ%? gﬁcSﬁn(%sfg'Fgatéoa 'éi%? @Sn% I‘Hégap?,%h#rﬂﬁaﬁiﬁga%id/base
hydrolytic, aadiorssikativiicodditionss eoftedr feas. tivansapvin Qo' pilentry brigdniteddegradation

product. i, [R0AA7 Lini@nesesRbodimani: Sempasiionsas faxnventianwith-amaximuss daily dose of
10 mg to 2 g, upon storage under light, heat, humidity, acid/base hydrolytic, and/or O)éidative
conditions, BoHEHAIAEE AHARABBUED 268 SR IR OB U Ao Bro et B Bter
embodiment; eampB$itidnsa@tibe iveRtion With-domagi rampdeilpiddbe-bfipt@ang tol@bgowpon storage

under "ghtinaé&e*M;Sli&l%@&iga(}amﬂygf{?&y&%@ng/mmzﬁiQaﬁangmmsmﬁ%ﬁmms than about 2

mg of any unidentified degradation product. [O_ 118] In one embodiment, compositions of the
invention with a n@%@ﬁ]n’%&%ﬂ\} oS B gl SEpERR AP PPt b ASSHSFagE S GHESHB AR, humidity,
acid/base hygrpbsitorasiiar ioxiddtivecconditiohstoadtaith [BBA thasrdibout OikYocobadiynumidentified
degradatio%PtE}%dl%\%htion) in an amount of about 100 mg to about 2500 mg, for example about 125 mg,

about 150 mg, about 175 mg, about 200 mg, about 225 mg, about 250 mg, about 300 mg,

about 350 mg, about 400 mg, about 450 mg, about 500 mg, about 550 mg, about 600 mg,

about 625 mg, about 650 mg, about 700 mg, about 800 mg, sbout 900 mg, about 1000 mg,

about 1100 mg, about 1200 mg, about 1230 mg, about 1300 mg, about 1400 mg, about 1500

mg, about 1600 mg, about 1700 mg, about 1800 mg, about 1825 mg, about 1900 mg, about

2000 mg, about 2100 mg, about 2200 mg, about 2300 mg, about 2400 mg, or about 2500 mg;

in an amount of about 200 mg to about 1000 mg, for example about 200 mg, about 300 mg,

about 400 mg, about 500 mg, about 600 mg, about 700 mg, about 800 mg, about %00 mg, or

about 1000 mg; in an amount of about 50 mg to about 400 mg, for example about 50 mg,

about 100 mg, about 130 mg, about 200 mg, about 250 mg, about 300 mg, about 350 mg, or

about 400 mg; in an amount of about 200 mg to about 1066 mg, for example about 200 mg,

about 250 mg, about 300 mg, about 350 mg, about 400 mg, about 450 mg, about 500 mg,

about 533 mg, about 550 mg, about 600 mg, about 650 mg, about 700 mg, about 750 mg,

about 800 mg, about 850 mg, about 900 mg, about 950 mg, about 1000 mg, or about 1066
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WO 2010/127099PCT/1J S2010/032948 [00119] In one embodiment, compositions of the
invention with a maximum daily dose of less than 10 mg, upon storage under light, heat, humidity,
acid/base hyd%?y%?é?’é”ﬂa?%r oxidative conditions, contain less than about 1% %Zlgg)ﬁ{i;/“zaﬁ%ualified
degradation product. In another embodiment, compositions of the invention with a maximum daily

dose of les&gah PG RYIUYoHSOTAE theheutigFR0 memton armitmy et Adase. rherbianand/or
oxidative cepgiians,£eNRMiess hanrhoutdiigebamounsualifiad degradatian prodhgt.  [00120]
In one embadiment, compositions of the inyention with a maximum daily dose, of 1 to 100 mg,
upon storag%oﬁlﬁggé Wﬁt&%ﬁﬂ]aunﬁ%|hbﬁuéc¥|%§lb%%’e¥ﬁ§/ﬁ%@tiggaﬁo%tr%og%d%%fv%b%%n%ﬂ?ﬁ%, contain less
than about 8896 BPang: abep&ifedsd ebpaiciition prauut L0 maothert Sdtbodirmunt, C¥hpesitions of the

invention wigh, & MayimLmydaily 1808 fchdmes i8R R OFh $HF a9 e URdRLJiahbrhgal humidity,
acid/base hydrolytic, and/or oxidative conditions, contain less than about 200 jig of any unqualified

degradatior PPOART S PofHISET! 1§ SRR B BBaRHETE EmEBSHoRE BRARSHISREhTIH#F R maximum
daily dose a&180mgiter2 gy iporbstotagezyrdee.|idiott Bé ateghernidithamc it basechydraebgtic, and/or

oxidative C%‘QHEQQE’ %@94@%H&@anbout 0.2% of any unqualified degradation product. In another
embodiment, compositions of thé invention with a maximum daily dose of 100 mg to 2 g, upon storage

under light, Psage ity, acid/base hydrolytic, and/or oxidative conditions, contain less than about 3
mg of any unqualifiecodegraciatienyariatest, compoQiaR)] b onrecemlodiment0pmpositibns of the
invention with @ maximl aily dose of.greater than 2 g, yupon storage under light,.heat, humidity,
iaiase S e e B O i L L o o
degradatiors Pro@efetic agetoon2SIIREHAR Besd dinmehbe e ompesitima et thlecHveish domprise a
stabilizing agertithatsURRIBSsehnrRYaRtsRIngess. RF atbepuise-altapsalamthe decamposition of the
active ingredient(s 1‘g'un:eaglstotrrarqe. For ?xcf;\m%l)%: 0 'da%gv% 1%(f.composltlonl?f EPA in composmons of

the inventio P“r?ay € pFl venited of attéSiatéd By e presencg‘l%]faanﬁ‘bx‘lv ant&’ S?Eﬂﬁ%ﬁ?ng examples

of suitable aftioxiiants.include tocopherol, Lecithin, citric acid and/or ascorbic acid. One or more

antioxidants ' if degifedy iR yRIcaly PR E&-@ﬁ@!ﬁlﬁ@%ﬁ% iﬂv@ﬁ?ﬁ_@ﬁ‘%m ot 3heut Q0 to ?‘_bOUt
0.1%, by weight, or about 0.025% to about 0.05%, hy weight, Excipients, [00124] Compositions of

the inventiotPEISIRENY cOhHRSLBREBRINGs P bRdf Sl dnsr bt ine e ighiits “Bne term

"pharmaceutigaityiacceptableiexcigienttherdinsmepidsiapyrsob stahce , chotvifse v therapkutic agent,
used as a Ct%@&( %ff&qjgg%%tf&rb%g, bilayer tablets, etc), caplets, capsules (e.g. a soft or a hard gelatin
capsule filled with solid and/or higuids), powder (e.g. & packaged powder, a dispensable
powder or an effervescent powder), lozenges, sachets, cachets, troches, pellets, granules,
microgranules, encapsulated microgranules, powder aerosol formulations, or any other solid
dosage form reasonably adapted for oral administration.

[00108] EPA and/or any other desired cardiovascular agent(s) can be co-formulated
in the same dosage unit, or can be individually formulated in separate dosage units. The
terms “dose unit” and “dosage unit” herein refer to a portion of a pharmaceutical composition
that contains an amount of a therapeutic agent suitable for a single administration to provide a
therapeutic effect. Such dosage units may be administered one to & plurality (i.e. 1 to about
10, Tto 8, 1 t0 6, 1 to 4 or 1 to 2) of times per day, or as many times as needed to elicit a
therapeutic response.

[00109] In one embodiment, 2 composition of the invention comprises one or more
cardiovascular agents dispersed or suspended in EPA, wherein the dispersion or suspension is
present in a capsule (for example gelatin or HPMC capsule), sachet, or other dosage form or
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WO 2010/127099PCT/US2010/032948 delivery of a therapeutic agent to a subject or added to a
pharmaceutical composition to improve its handling or storage properties or to permit or facilitate
formation of atR'YBEE*S! the composition, and that does not produce Bh3EEEPtABIE8xicity or
interaction with other components in the composition. [00125] Compositions of the invention
optionally comigrise cltscobshorerpharrmceoticallyrdodaptabléhdildeptsias excipieatsio8uitable diluents

illustrativelyinghide eithesdndividualy.onin ambinationHactossinsiuding-anhydrousdactose and
lactose monohydrate; starches, including directly compressible starch and hydrolyzed starches (e.g.,

CelutabTMBEEHERITR HhaRR O SOPBTEEM Ky ftGF stk T CEPBISSSPNIBH9B) and dextrose
monohydraiezgiblasic Calciamdiphosphaiecdihyprate; sucrosd-basedwil éntssoqrifectidhear's sugar;

monobasic 63&%%%?&&l@?&%&k%%ﬁ%%&ﬁi%ﬁﬁﬁ%%%ﬁyLfge‘iﬂ dibydrate: arandiar CAIGLIM agtate trihydrate;

dextrates; inosit drolyzed cereal solids; amylose; celluloses including microcrystalline cellulose,
food grade sourcé%ogf%i- e PRRIEEEh ISR Eg R SECRFTIRIFRIRE Sehvifcie e éiifose; calcium
carbonate; glyGing; Aenionita;se ivieyipyretidansbandithellike Bucmdibuaixis) Wipresen; constitute in
total about 5% (o, about 9%, about 109610 about 8596, oF ahoi, 20%9.abou 8026, of the total weight
of the compositi P F?)dligfé 8bmp05|t|onsgof‘ﬁ1é)|ﬁven 1on optionally i:o%nprlse one or more
pharmaceutidalipnaceeprapie.disiite grames Eglideapohfersiiawie eisintegrants include, either
individually or in gppbinatioshStaniescindsdRgisadiumistarch ghcolate terthe BXPlatahiT M of
PenWest) anthregeIatirgize corn starches (e.g., l“\JfationgI ‘I:e(n 1551, Nsattion ITg”lsl:LS 0, and Colocomm
VRN BV Rk TSR Sty S BiRTdG Aicrae

1500), claygo&.&? te ucl%tse, microcrystallinecellulose,
methylcellutospereanbosy frehy foe hupesedaridibadiln® carboky i éthil Gelldloe cerbb oaintetiose sodium

(e.9., Ac-DizSabTim ahEMLIBinates, STAsRPYIdone: Ad, SUMS/SHEN RS A0AT (sMAKIRnRthan, locust

bean, karaya, pectin and tragacanth gums. Such disintegrants, if present, typically comprise in total

about 0.2%%6 2t HED S8 B SHHURLEDs, or about 0.2% to about 5%, of the total weight of
the composition. [001 [0DI27«@ompositiorknafithe tirventionioptignatijcomprteraaeaiaaiore

antioddants, iV ANNRKICAPIS PR ARSI ASGANCRIR S04 IATNE (RSARSER). One or

more antioxidants, if present, are typically present in a composition of the invention in an amount of
about 0.00 Tt A bsUTEkesabSatd BoBs td akyit 28 wcsicnbtit Dot vty apbet A0y weight. WO
2010/127099R¢E | L2304 ME3R9480ut T0RLAG), Qmpositiprg abdhesinugnioaeptionailykgomprise one
or more pharm ically acce binding agents or adhesi as excipients..such binding agents
g s e T L R B e, i

processing YPefdtiohs snekrdsining havtidationt doppredsidnnd PFaekagibeptbuesentalow the tablet
to disintegrateandathacempesitianteke akserbed wpanIngestions, Juitable Kibging agants and

adhesives include, either indjyidually or in combinatiopn, acacia; fragacanth; sycrose; gelatin; glucose;
Clarches subh HEbirEThReA D! 3o AN B LA R (e | NBORal ol DL SR Natonairm
1500); cellulesessuch psokidt netiimitegrtdentbthylealilld Sdcarid.camelid ddegddiabr(e 28, TyloseTm);

alginic acidgpehsalis ot aloinic agidsmagnesiymaluminsmsiioale, Bk Gy aualgumspelsaccharide
acids; bentén?g?povidone, fl%r egxamBIe Ovﬁoi K-15, K-30 agéﬁd K-29/32; po%ﬁnethacr lates; HPMC;

hydroxypropiig&ffieat &g iseikeeta):! rﬁeépﬁ%llE‘Bﬂﬂﬂ&é&%ﬂ&%’@ﬁ?@&éﬁ%ﬁg%cﬁﬁ%él' g agents

and/or adhegidss, ibpresehiyieggtitittanin tokdt @bguthobY%dtdlalybut 2556, AbbtutlQ, 78%utd about 15%,
or about 1%4%%/%89%%&9’?%9&@?&%' é"ﬁ%&mg‘?%ﬁlﬁt %%E%?@,“%m 4 Meqg/kg, about 3 Meg/'kg
or about 2 Meg/kg,
[00113] Upon storage, some pharmaceutical compositions degrade over time.
Degradation products can alter a composition’s efficacy, for example by delivering less
active ingredient to a subject than recomnmended. Degradation products for new drugs above
certain thresholds should be reported to the Food & Drug Administration (FDA) in
accordance with current Guidance Deocuments. Degradation products above a certain
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[00129] Compositions of the invention optionally comprise one or more pharmaceutically acceptable
wetting agents as excipicnts. Non-limiting examples of surfactants that can be used as wetting agents
in compositiofE%F#83i&ntion include quaternary ammonium compouh@& Y &S Bie benzalkonium
chloride, benzethonium chloride and cetylpyridinium chloride, dioctyl sodium sulfosuccinate,
polyoxyethyhesseoddkyiphehyihetthérse fidersitéathplé nénsodptionopmdwrdxgnoHa0ifrdd vétoxynol 9,
poloxamers{palyaxyethviens adRobexupiRylensblagkice palvnerahoPoly exyathyienea fatty acid

glycerides and oils, for example polyoxyethylene (8) caprylic/capric mono- and diglycerides (e.g.,
Labrasol TMGHE ditefYaLBsd pofy St Ieh S 1o88s é%t&”?;élfk?ﬂd WRoLyetiNtgE! (287 NyBrogenated
castor oil; pﬁkymeﬁeﬁm/hemeaéldyl ethers, for example polyoxyethylene (20) cetostearyl ether, _
polyoxyethylene fagy ¢l gesle s IRk AR IUER. () S eRRIG RolgivElRylene sorbitan

esters, for example polgsorbate 20 and polysorbate 80 (e.g., TweenTm 80 of ICI), propylene glycol
fatty acid eSfsrsOfdrexBiE BroPYR A PRILARETR I aliebly Yetmyrsfisatefeds), sodium
lauryl sulfatediattyigcids/aneksalisdheieiiofior examplesoleimasgidusodiumbiegtdqnddtiethanolamine
oleate, glyceryl fatty acid esters, for. exam lygeryl mo ostﬁ@ﬁt , Sorbitan esters, for example
sorbitan mdjﬁ(g%ﬁr_a} éf?&%ﬁ#&?ﬁ %%ngﬁéﬁglﬁg%%%nlﬁgﬁ%%% itate grh n(s)({:)‘tllr rif:%%(r)r?gﬁ%%fearate,
tyloxapol, astenpsistionssoththe ivatien Wisktingnayanes, dppredesst ot arztientddn fogiPEbINPD.25% to
about WO 2040412 4099RC T 46 SR% M 32948.4580dabeil B trxabot bk ahaukd.5% to about
5%, of the total weight of the camposition. .  [00130] Compositions gf the invention optionally
comprise 0%6385]?%(%%%@% 06{)?;%?5%,&61%‘835%‘&%}5’% trlrcetg?l%se%tﬁé%ﬁéé& anti-adherents and/or
glidants) as excipiéfitss Shitabtectobwritamts inchpdsitieithef thelividmaly orith combinatiotailylyceryl
behapate (§g. SRl T S3nsteAe Acid apd Sl heteal, Rslvding.Reanesium/fmagnesium

stearate), calcium and sodium stearates; hydrogenated vegetable.oils (e.g., SterotexTm); colloidal
silica talc; WASMHE SR AAE, S INFBRUbAB b AR s S it tHRIP RO LG il chioride:
DL-leucine;aRiGr (@nfqdCaninoveapblid0F thednGarbowaniTMne0on sbdiumselgdtes sadium lauryl
suffate; and, magngsiumurysulfaie Such.\uprigants. JLRIBRENhepRStiLG iadptalaRau 0-1% to
about 10%, about 0.2% to about 8%, or about 0.25% to about 5%, of the total weight of the
compositiorfenditignd Lot ieaUishe bt drigrehtavneidend bad desmistoreproticieucine, sodium lauryl
sulfate and metalligostearatas.cTalbdaimranibaghaient of glidantisadwior exariplentaadgduce
formulation sticking to equipment surfaces and also to reduce static in.the plend. Talc, .if present,
constitates S0t 1o B e Sap e B the
total weightosfdtiy ceprpivsitio soTitdnits thath e Sty 1o promerd o spidaoa BsidFormulation.
Suitable gligapisiRe ks sallqidabsicamaionde.isiaichs il ihasituealitiumipesphatas powdered
cellulose arrlji(émagnesmm tnsﬂmaée. [O 132 grgig}%05|tl.%%s of Lh(eirglresent %/enu%gtgptlonally

comprise o %@%ﬁl%@ﬁaﬁﬁgug eén@h SWéegfenlng Agentsdfd/or Coldrants. 5v0c§§r|ng a?gents useful
in the presenniigentiorminolirdethwithiowt Ahitatidmyasadiatsiadide etidame parige; apple, aspartame,

banana, Bavariang%@ﬁm,19Qf:{y,e*a{@@m&{{,aé&npyg%npHﬁg{eﬂﬁgaﬁioaumqsmmnﬁ@%c&m citrate,

camphor, caramel, cherr%/, cherry cream, chacolate, cinnamon, citrus, citrus punch, citrys cream,
cocoa, coffé8steid BBIR ety PaB S BFEL i Nat Ly lumdty; BtPese SR Bugenoal,
fructose, frujkﬁdmﬂ_imogidig’ens,gdyngaﬂmmmm gjyag/ﬁm%aﬁ(lmmec)@yiﬁq@ @@p@tigrameﬁmig hon_ey,
isomalt, "?”18'&11&&‘9@?’éﬁ@%&i&%ﬁ‘i%%ﬁ%g@&@’%‘ﬁﬁkem%kﬁ%;{ﬂ‘Q%J%dﬂla&!ﬁy me0Hal Mint, mint

cream, mixed berry, nut, orange, peanut butter, pear, peppermint, peppermint cream, Prosweet(r)
Powder, raspireihy 'POBt BEERE U AEBhalfit SEFEEY s Yt ORsS p‘é%ﬁrﬁ%-i’ﬁt%si}fé’é‘?i‘nﬁ’ft@é"&m ,
strawberry, giauber o eraamsssieviah&ll Cralo seasuaraise: Tuiss:aréain pagatdse, tangerine,
thaumatin, tutti fryitj, vanilla, walnut, watermelon, . ild%} ry. wintergreen, xylitol. and combinations
thereo, or examiie Let e R T 2D aoh L ool i T AT 58

dose of greater than 2 g, upon storage under light, heat, humidity, acid/base hydrolytic, and/or

oxidative conditions, contain less than about 0.1% of any unidentified degradation product.
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cherry-anise, cinnamon-orange, cherry-cinnamon, chocolate-mint, honey-lemon, lemon-lime,

lemon-mint, menthol-eucalyptus, orange-cream, vanilla-mint, etc. [OPOJT%? 2§1%eﬁggging agents that
can be used i?ﬁ"%ﬂ”ﬂ#@é%gﬁt invention include, for example, acesulfame potassium’ (acesulfame K),

alitame, aspartame, cyclamate, cylamate, dextrose, isomalt, MagnaSweett, maltitol, mannitol,
neohesperidine D89 A8btlnves PrIsWEt(f) PeWeEHosacEHRgIH SHHION ey B 4UFAIBYS] sucrose,
tagatose, thiasaatin, wditob Apdithe lse.gc undQ034InElavaningigyents: SWeRienng agests, and/or
colorants canﬁ%egesecgtt in com osiltignt of the m\g ntion in any sfui%aé)le %m%%nt, f(frc%exilmple about
0.01% to aBdYFY T (s T MO LR (6 about 8 of:'t(l)r'aff)gut&]i)%1 I%guagéﬁ %%r,a ylwe%% e n[00135]
Compositionsbéthebaventivreoptionadys coiprseesisyspéndingagentdNonidimitingsiliistrative
examples ofsuitahlg.suspendindRoents inglkde siigen divxide. hgatenite, lygmted alyminum silicate

(e.g. kaolin) and mixtures thereof One or more suspending agents are optionally present in
9 1§ yp

compositioRS G ISR 6P A oi8rRf SPRBRANES Er e e t

0, about 0.1% to about
2.0%, or about 0.28%24) about d:d¥dilyweighpositiof@QiT36} Tiverfaregoihg excipientsiedn have

multiple rolgs.as,js, known, Indie,art, for &&%%p&ﬁda%%, G SERRAAS, A filal.a5 el sa disintegrant.

The classification of excipients above is not fo be construed as limiting in any manner. Excipients
categorizedif 8§ PiaiYre P s o B avhtest ey JRab A dirrdrany damgbiet GEEkEfBnts as will be
readily appressatediby:@ie:ofandinasnskibiptitoatichetapstite Methadsimun]@@iBdbda various

embodiments, compositions of the invention,ar ful for treatment and/qr. prevention, of a
cardiovascﬁé}ﬁagggdﬁégggég?%ép erm ”8%%% l@?&% té%?le]?é%é% %@%Sgﬁﬁ%ﬁ@ﬁ%e é{rz'is}()} to any disease
or disorder @fidhévheertivebiosaivasissl shnebaretifsanfapsins)ush Apl degrafridnn BISSHT, or any

disease or conditieg that FAbsE S LANtHbWas IR BEArsiouaseuandisease. nidanlmiting examples of

cardiovascular-related diseases and disorders include acute cardiac jschemic events, acute
myocardial Rf&&tio %@i?&,’ %%l?ngéoﬁa@gt%%rél lﬁyﬁ?ﬁﬁ}ig&ﬁ%ﬁiﬁﬁéﬁéﬁgn&a ﬁé’ﬁ%sé‘fér%is, arterial
fibrillation, carditiecnsufficiencyneardisvastubantis¥asé achrogic hieal tfaitdesiosiodictsthble angina,

congestive feart falES: fAIORARHEHIENY: JPERSS LAMNALY heatkdisrasty deRRIEH thrgmbosis,
diabetes, diabetes mellitus, diabetic neuropathy, dlastol‘lc,diﬁfunctlon in, subjects with diabetes

mellitus, ederfa, W888etaEERy BRtEnESh et rttizi Bbim SriBoIRMa i Rl PHNSe, heart
disease, heamtdaiduresdarindzygbus damillahbyferghalestdiclaliedkok o WO

2910/ 127099PCT{M%lf?{%%g%ﬁ%odimem, compositions of the invention with a maximum daily
dose of greater than 2 g, upon storage under light, heat, humidity, acid/base hydrolytic, and/or
oxidative conditions, contain less than about 0.15% of any unqualified degradation product.

[00123] In some embodiments, compositions of the invention comprise a stabilizing
agent that suppresses, prevents, hinders, or otherwise attenuates the decomposition of the
active ingredient(s) during storage. For example, oxidative decomposition of EPA in
compositions of the invention may be prevented or attenuated by the presence of
antioxidants, Non-limiting examples of suitable antioxidants include tocopherol, lecithin,
citric acid and/or ascorbic acid. One or more antioxidants, if desired, are typically present in
a composition in an amount of about 0.01% to about 0.1%, by weight, or about 0.025% to
about 0.05%, by weight.

Excipients

{00124] Compositions of the invention optionally comprise one or more
pharmaceutically acceptable excipients. The term “pharmaceutically acceptable excipient”
herein means any substance, not itself a therapeutic agent, used as a carrier or vehicle for

36



homozygous familial sitosterolemia, hypercholesterolemia, hyperlipidemia, hyperlipidemia in HIV
positive subjects, hypertension, hypertriglyceridemia, ischemic complications in unstable angina and
myocardial infRRe AN 8 blood pressure, metabolic syndrome, mixed d%ﬁﬁiﬁ’é’ﬁ%%z?ﬁ%derate to mild
heart failure, myocardial infarction, obesity management, paroxysmal atriaUarterial
fibrillationgibtlitationffiutisraparéxyermalis praieditit ghictathycidiasc P vryoBaeHeamiy severe or
rapid onset;gglesnas PiatRlalagaieastioRRHMAY ihyperahe Iesisralentas RiinapRLRy et RIdeMia,

pulmonary arterial hypertensjon, pulmonar pertension, recurrent hemodynamically unstable
Fentrcuiar GERGEHTETy 15 R Ve R SO St Set P e G W btion (vF),

ruptured aneurysmyisitisterobemeaitisiroke, supraventricular tachycardia, symptomatic atrial

fibrillation/flutter, t@g@ygﬁr@g&p%@t%ﬁgdigpeg@@, NASEHIAr 4 @ﬁggv%%iggr%pogmbgm, ventricular

arrhythmi as, and other cardiovascular events. . [00138] The term "treatment” in relation a given
disease or ARTRETHsellcReSe ikl HBtEehth it EPIRHbitHE ARG diteass Grgrbre 8 example,
arres_ting theitdayaidﬁrﬁﬂentypbthﬁ dith@mdiﬁmtd&e;; mlked,m{g ih@d&sm%:ms&jiwdemofm example,
causing re f%%%h%rggem?agk?e%% _igg_srgl@g&% ez;&%lggsmg %9@9&&5@%@%9 Byl Lesylting from the

disease or disorder, for example, relieving, preven or treating symptoms of the disease or disorder.

The term "grebsitirenth FeradlDionamiveln wideakevitis 8706 1 éans (Srevsiting e Bidset of disease
developmentiiaanehachosauredivpirventingdherdigaase angisnedentios-bagdrrifigdata subject that
may be predisgr)rotsed to the aciljsorde grcdics& ase k‘)srlilltf as r(l)% l)(e rg%ena?g%%st?geagipa\&@eq the disorder
or disease,%(\)ﬁ]d‘?%]rof)}?leéesrﬁng further dfsé4sefdisorder deve '8pme’nf| alrea y'presem. * [00139] In

some embatimdmsaboimpbsitionsibfdriécpresireinventioh badrdezed-erieainistdpedrariaginistered
concomitantlyi Wil OngiRiiRors Additienalcardigvasaular agedtsufhe taras aco-aeiminkstered,”
"concomitant administration,” %@S :'agmini teégd fgfnco_mit n}tl:%" are used iqtercﬂh r%g\goa?{tilyy herein and
each refer t5 P &SI & AN SHARSH 85 R ullﬁ%erecﬁ%é SR EP RGN d Ve thereof and
a cardiovaspeilanadgentyiatoive sahte tithe, futhdisanie dosagetumitsome immedidely Bites the other,
within five mipyesaf aach einer, wihinien Miniesehaachainas Wi ifieendminyesof each other,

within thirty minutes of each other, within one hour of each other, within two hours of each other, within
four hours Wgﬁéﬁiéﬁﬁer, within six hours of each other, within twelve hours of each other, within one

day of each other[withip Qoexpseris:af e:a“chtmth&*rmﬁﬂsﬁn tpooneBkSofaWE one or more
2010712 70 LA RERRIOAERAR SRENANSL LR BRE TBanih OhsRRN A ANE D months of

each other,%\nthyn sIX months of eac r, within one year of each other, etc. 1:}5@0140] In one
embodimentdhE s ahit FOBRISH P oTdS 2 RIEIHBE Brteatiath Lxielivas8ul B relaked disease
comprising gdministasiagiterasubigaidnaestifieiaeia shmpeBitias N srmpaestiasscandprising EPA
and one or more additi cardiovascular agents (either single dosage unit or as multiple dosage
units), Wherg?%‘)(%%%l or ri:]%?r)b) Iié@“’pﬁé’rﬁe%?é% im%{r}'gvég%)@ “E:ec%n%‘blg?isagngﬁﬁﬁﬁ‘l&pigl@?ﬁ\%eters
achieved byriseernlsitiieceffecislofahe indiviiabhilrwatmentsymetodadinioss a ridtedasiiBodiment,

upon treatmgridn AceRidansswithdhaRiessnt dnuemtions fonexsnpleoverameriateflabout 1 to about
200 weeks, about 1 to about 100 weeks, about 1 to aboyt 80 weeks, about 1 to about 50 weeks, about

1 to about 48RS SHANT VT SBHEH 75 WEBKE Aot L8 86U 15 WedREY 0851 6" %bout 12
weeks, aboutdatengdbeutd 0 Yvekkisinloountt. tdf abotitStyyeaks, alvguist to mbdubawveékstor about 1

week, the subiect or SIS 91O, xRS, one, 08 mese, b thi feHouingRuttamesn(a) drduced
triglyceride levels g:ﬁ%mpared to baseline or a placebo arm,
COMPOSITON,

[00127] Compositions of the invention optionally comprise one or more antioxidants.
Tustrative antioxidants include sodium ascorbate and vitamin E (tocopherol). One or more
antioxidants, if present, are typically present in a composition of the invention in an amount
of about 0.001% to about 5%, about 0.005% to about 2.5%, or about 0.01% to about 1%, by
weight.
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(b) reduced Apo B levels compared to baseline or a placebo arm; (c) increased HDL-C levels
compared to baseline or a placebo arm; (d) no increase in LDL-C levels compared to baseline or a
placebo arm; P &N in LDL-C levels compared to baseline or a PrACeBY4PH?{) a reduction in
non-HDL-C levels compared to baseline or a placebo arm; (g) a reduction in vLDL levels compared to
baseline or a pladébblaintoffm)caiiineresselin aposAtivtevedsiaoihparettosbaseknecor agpracebo arm; (i)

an inCreas%ﬂazﬁﬁec&aUﬁ@oa&aﬁwam?%%ge;gshﬁ%%@%g aRlassboarm D edugtion in lipoprotein

A levels compqred to ba§el_|ne or afgglace oarm; _ _ . ,
and adhesives can impart sufficient cohesion to a powder being tableted to allow for normal
processing operations such as sizing, lubrication, compression and packaging, but stili allow
the tablet to disintegrate and the composition to be absorbed upon ingestion. Suitable binding
agents and adhesives include, cither individually or in combination, acacia, tragacanth;
sucrose; gelatin; glucose; starches such as, but not limited to, pregelatinized starches {e.g.,
National™ 1511 and National™ 1500); celluloses such as, but not limited to, methylcelluiose
and carmellose sodium {e.g., Tylose™); alginic acid and salts of alginic acid; magnesiom
aluminum silicate; PEG; guar gum, polysaccharide acids; bentonites; povidone, for example
povidone K-15, K-30 and K-29/32; polymethacrylates; HPMC; hydroxypropylcellulose (e.g.,
Khucel™); and ethylcellulose (e.g., Ethocel™). Such binding agents and/or adhesives, if
present, constitute in total about 0.5% to about 25%, about 0.75% to about 15%, or about 1%
fo about 10%, of the total weight of the composition.

[00129] Compositions of the invention optionally comprise one or more
pharmaceutically acceptable wetting agents as cxcipients. Non-limiting examples of
surfactants that can be used as wetting agents in compositions of the invention inciude
quaternary ammonium compounds, for example benzalkonium chloride, benzethonium
chloride and cetylpyridinium chloride, dioctyt sodium sulfosuccinate, polyoxyethylene
alkylphenyl cthers, for example nonoxynol 9, nonoxynol 10, and octoxynol 9, poloxamers
(polyoxyethylene and polyoxypropylene block copolymers), polyoxyethylene fatty acid
glycerides and oils, for example polyoxyethylene (8) caprylic/capric mono- and diglycerides
(e.g., Labrasol™ of (attefossé), polyoxyethylene (35) castor oil and polyoxyethylene (40)
hydrogenated castor oil; polvoxyethylene alkyl ethers, for example polyoxyethylene (20}
cetostearyl ether, polyoxyethylene fatty acid esters, for example polyoxyethylene (40)
stearate, polyoxvethyvlene sorbitan esters, for example polysorbate 20 and polysorbate 80
(e.g., Tween™ 80 of ICI), propylene glycol fatty acid esters, for example propylence glycol
laurate (e.g.. Lauroglycol™ of Gattefossé), sodium lauryl sulfate, fatty acids and salts
thereof, for example oleic acid, sodium oleate and triecthanolamine oleate, glyceryl fatty acid
esters, for example glyceryt monostearate, sorbitan esters, for example sorbitan monolaurate,
sorbitan monooleate, sorbitan monopalmitate and sorbitan monostearate, tyloxapol, and

mixtures thereof. Such wetting agents, if present, constitute in fotal about 0.25% to about
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(k) an increase in LDL particle number compared to baseline or a placebo arm; (1) a reduction in LDL
size compared to baseline or a placebo arm; (m) a reduction in remnant-like particle cholesterol
compared to BESEHELDY placebo aul, (n) a reduction in oxidized LDLY&IHpAEE 5 aseline or a
placebo arm; (0) no change or a reduction in fasting plasma glucose (FPG) compared to baseline or a
placebo arnh$fpyrloneduttion irbhiembtjlobirnidet (MBAIE) ebmpatedabtbadetih eagha pldbebo arm; WO
2010/127099REk{h32010/032948 (q) a reduction in homeostasis model insulin resistance compared

to baseline or a placebo arm; (r).a reduction in Jipoprotein associated phospholipase A2 compared to
baseline or a plad nf-ompositions of the invention optionally comprise’ one or more

pharmaceuticaily acceptable lubricants (including anti-adherents and/or glidants) as
excipients. Suitable lubricants include, either individually or in combination, glyceryl
behapate (e.g., Compritol™ 888); stearic acid and salts thereof, including magnesium
(magnesium stearate), calcium and sodium stearates; hydrogenated vegetable oils (e.g.,
Sterotex™); colloidal silica; tale, waxes;, boric acid; sodium benzoate; sodium acetate;
sodium fumarate; sodium chloride; DL-leucine;, PEG {e.g., Carbowax™ 4000 and
Carbowax™ 6000); sodium oleate; sodium lauryl sulfate; and magnesivm lauryl sulfate.
Such lubricants, if present, constitute in total about 6.1% to about 10%, about 0.2% to about
8%, or about 0.25% to about 5%, of the total weight of the composition.

[00131] Suitable anti-adherents include tale, corstarch, DL-leucine, sodium lauryl
sulfate and metallic stearates. Talc is an anti-adherent or glidant used, for exampie, to reduce
formuliation sticking to equipment surfaces and also to reduce static in the blend. Tale, if
present, constitutes about 0.1% to about 10%, about 0.25% to about 5%, or about 0.5% to
about 2%, of the total weight of the composition. Glidants can be used to promote powder
flow of a solid formulation. Suitable glidants include colloidal silicon dioxide, starch, talc,
tribasic calcium phosphate, powdered cellulose and magnesium trisilicate.

[00132] Compositions of the present invention optionally comprise one or more
flavoring agents, sweetening agents, and/or colorants. Flavoring agents useful in the present
invention include, without Hmitation, acacia syrup, alitame, anise, apple, aspartame, banana,
Bavarian cream, berry, black currant, butter, butter pecan, bufterscotch, calcium citrate,
camphor, caramel, cherry, cherry cream, chocolate, cinnamon, citrus, citrus punch, citrus
cream, cocoa, coffee, cola, cool cherry, cool citrus, cyclamate, cylamate, dextrose,
eucalyptus, cugenol, fructose, fruit punch, ginger, glycyrrhetinate, glycyrrhiza (licorice)
syrup, grape, grapefruit, honey, isomalt, lemon, lime, lemon cream, MagnaSweet®, maltol,
mannitol, maple, menthol, mint, mint cream, mixed berry, nut, orange, peanut butter, pear,
peppermint, peppermint cream, Prosweet® Powder, raspberry, root beer, rum, saccharin,
safrole, sorbitol, spearmint, spearmint cream, strawberry, strawberry cream, stevia, sucralose,
sucrose, Swiss cream, tagatose, tangerine, thawmatin, tutti fruitti, vanifla, walnut, watermelon,

wild cherry, wintergreen, xyhfol, and combinations thercof, for example, anise-menthol,



(s) a reduction in intracellular adhesion molecule-I compared to baseline or a placebo arm; (0 a
reduction in interleukin-6 compared to baseline or a placebo a; (u) a reduction in plasminogen
activator inhibNét28841p4red to baseline or a placebo arm, (v) a reduchol HigH38ettsitivity
C-reactive protein (hsCRP) compared to baseline or a placebo arm; (w) an increase in serum
phospholipich&RA:ceimpanechdo-asetinbeoryaplaceho drrmlafx)nantjmoregseninndcniblodoheell membrane

EPA compqgg%ﬁ%&sg&g&&[eﬂoglﬁp%gﬁ‘gé_%g{]grVQQﬂga reduction or increase in one or more of
) I g : \EIC.

serum phospholipid and/or red blood cell content of docosahexaenoic acid (DHA), docosapentaenoic
acid (DPA), arachitdiiit] atTeevapyerarhitichatiertP) Ll cAdBRibTatR (BT iTolBRUdBidTOA)
compared texbaskling it plagetaesarm (acesu@Q14 X)) e € rabadimentyoetheds abthe:present
invention comprise measuyring baseline levels of ane or more markers set forfh.in (a) - (y) above prior
to dosing thg)gﬂ%ﬁ%ct%orn%%%je% r?(%‘ﬁ?ﬁtrtfg an%“f#étfgjl amboc ﬁ%ént??ﬂ}ée?ﬂ%q ods ggmp&%édgg’ministering a
compositioF®sistEioSew tareitrebatiie SOB)Ed: afsibaseliteskevalggforitedpinotéamaiers set forth in
(@) (y) are defeimipeds ard subsequently taking an additional measurement of said one or more

markers. : . .
[00134] Flavoring agents, sweetening agents, and/or coloraants can be present in

compositions of the invention in any suitable amount, for example about 0.01% to about
10%, about 0.1% to about 8%, or about 1% to about 5%, by weight.

[00135] Compositions of the invention optionally comprise a suspending agent, Non-
limiting illustrative examples of suitable suspending agents include silicon dioxide, bentonite,
hydrated aleminum silicate {e.g. kaolin) and mixtures thereof. One or more suspending
agents are optionally present in compositions of the invention in a total amount of about
0.01% to about 3.0%, about 0.1% to about 2.0%, or about 0.25% to about 1.0%, by weight

[00136] The foregoing excipicnts can have multiple roles as i3 known in the art. For
example, starch can serve as a filler as well ag a disintegrant. The classification of excipients
above is not to be construed as Hmiting in any manner. Excipients categorized in any manner
may also operate under various different categories of excipients as will be readily
appreciated by one of ordinary skill in the art.

Therapeutic Methods

[G0137] In various embodiments, compositions of the invention are useful for
treatment and/or prevention of a cardiovascular-reiated disease. The term “cardiovascular-
related disease” herein refers to any disease or disorder of the heart or bleed vessels (J.e
arteries and veins) or any symptom thereof, or any disease or condition that causes or
contributes to a cardiovascular disease.” Non-limiting examples of cardiovascuiar-related
diseases and disorders include acute cardiac ischemic events, acute myocardial infarction ,
angina, #ngina pectoris, arrhythmia, atrial fibrulation, atherosclerosis, arterial fibrillation,
cardiac insufficiency, cardiovascular disease, chronic heart failure, chronic stable angina,
congestive heart failure, coronary artery discase, coronary heart disease, deep vein
thrombosis, diabetes, diabetes mellitus, diabetic neuropathy, diastolic dysfunction in subjects
with diabetes mellitus, edema, essential hypertension , eventnal pulmonary embolism, fatty
hiver diseage, heart disease, heart fallure, homozygous familial hypercholesterolemia (HoFH),
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[00143] In another embodiment, upon treatment with a composition of the present invention, for
example over a period of about 1 to about 200 weeks, about 1 to about 100 weeks, about 1 to about
80 weeks, abSUt F1E"46580t 50 weeks, about 1 to about 40 weeks, abolt 153 lgﬁ? 7Zq(‘f()sweeks, about 1
to about 15 weeks, about 1 to about 12 weeks, about 1 to about 10 weeks, about 1 to about 5 weeks,
about 1 to Apogrzevesrsibel shettrelsriakpracialsparbmintiaeetpélssrexiBREBI PO more of, any
3or gwre %Iﬁn]ycﬂiﬁ{rc{n@ﬁ@j&fts,amﬁﬁ%%x@fnm,e B paity6, QirineRe Ofisayni Odm@RAL@NYn8 or more of,
any 9 or more of, any 10 or more of.any.11 or more of, any 12 or more of, any 13 or more of, any 14
or more of,ugﬁ?q%% %1%855%%%@%%6%é%efg%éﬁgﬁ%r %E(‘J%ﬂeaoo]ﬁ p: r%%f&’%r%’%‘% of, an;/ 17 or
more of, ariyd®idemarenodetatsy thowidnbors &filairy ROcsridiorenbircany. 2bwitmorsastea. 22 or more

of, any 23 Qr MQFe, ANYa04h PN, EhAllZePfiQuicamesdd) - (WHershibedimmediatahyabove.
[00144] In another embodiment, upon treatment with a cor%%?%tig;%of the present invention, for
0

example oVATE B of BbbarT T 4ROt F5EWERR L BB Bt 3667 WE8RPEB L 1 to about
80 weeks, abputibioaioutidOpneeks hapolitidotoiabedndayeeksiaabpearttoaboun®@aneeks, about 1

to about 15,weeks. Bkl 11q.ARAHLAAMESHS, aheuid I2ARQIES WRRKS:ARQYS 10.aRgHL 2 weeks or

about 1 week, the subject or subject group exhibits one or more of the following outcomes: (a) a
reduction irt tHGIHEFidaTBVEI BTt ERETRholEHYSUEE 1B G0t 1094; aIRYEaiBEtYEDs, at least
about 20% safsleasihaboutdhYosatieastiabout30%o@ide aghabautid S abtivdasidouit40%, at least

about 45%lt gkle%rsdl ELab u%: ﬁg’/gﬁa t | east ab )yt 35% or at least %?8 &%?@Ogg&t’que%&gﬁpge or median

CIye 1 elgs, vase 15€48€, Velous
% change) as Eompdre aseline or a placebo arm; (%3 a less than 30% increase, less than 20%

increase, lesghiin 2096dndresed fedscis s S%%sSincrease or no increase in non-HDL-C levels or a

reduction in non-iakzjevglsehatieastaboutd ot Igast ahouk IuialRashabewt bloisat least about
0, 0, 0, 0, 0,
10%, at least about 5/oh§]§;least about 20 A),dat Ieast%boutxég Y%, at Ieas%haebc%u 0%, %&east about

350, at lea aB8lt o4 AP SR b SiTIB 85, TS K5 Sh St B 5, AT a4 aboﬂ%c BY% orat least about
75% (actualt®ditvarge disondaianl¥yiohanyéyasccondpardd &b asulinle, opuipiarsahssaimet

the discase or disorder; or relieving a condition caused by or resulting from the discase or

disorder, for example, relieving, preventing or treating symptoms of the discase or disorder.

The term “prevention” in relation to a given disease or disorder means: preventing the onset

of disease development if none had occurred, preventing the disease or disorder from

occurring in a subject that may be predisposed to the disorder or disease but has not yet been

diagnosed as having the disorder or discase, and/or preventing further disease/disorder

development if already present.

{00139] In some embodiments, compositions of the present invention can be co-
administered or administered concomitantly with one or more additional cardiovascular
agents. The terms “co-administered,” “concopmitant administration,” and “administered
concomitantly” are wused interchangeably herein and each refer to, for example,
administration of two or more agents (¢.g., EPA or a derivative thereof and a cardiovascular
agent) at the same time, in the same dosage unit, one immediately after the other, within five
minutes of each other, within ten minutes of each other, within fifteen minutes of cach other,
within thirty minutes of each other, within one hour of each other, within two hours of each
other, within four hours of each other, within six hours of cach other, within twelve hours of

each other, within one day of each other, within one week of each other, within two weeks of
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(c) substantially no change, no change or an increase in HDL-C levels of at least about 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@FUBAN 40%, at least about 45%, at least about 50%, P&t TEEEIEBEt55% or at least
about 75% (actual % change or median % change) as compared to baseline or a placebo arm; (d) a
less than 6084intreasahiassithan B issteater. egdihanqovrihtdazeh [edsihahB0% increase, less

than 20% incieaser s dhan 4 P gase pLur dacrease in LDL-C levels or a reduction in LDL-C
levels of at least about 5%, at least about 10%, at least about 15%, at Ieas}i ﬁg)lﬁyt 20%, at least about

25%, at least aboJP 5% BORLSPAPBTER S ATERLIRISBHPR B8 1 BT 5t least about
50%, at leastrdibeutD584clatele altcabouohbisiog atiteastabguto 3% (@etuahbaekaigedr median %

change) as gompajed 1o baseling. or %nggﬁpgg B0 . e LA ASCIEASE AR R devs!s el at least about

5%, at least about 10%, at least about 15%, at least about 20%, at least about 25%, at least about
30%, at leaRECABJEIERS 95 RteisiaBetrRb o tarelel SRS aRUBYES ) at fea8r 885 9F BH9% 'Bideast about
55% or at lgasthrhes b HiasitnbY changear wmadipil %changs) asicon parettadiiseline or a
placebo ar T '~e<g2 gfrt%duccﬂ'%g in %/IIC_QLEII%\S/eIs of at least about 5%, at least about 10%, at least about
15%, at leaSt about ff)](%, at fleast aglout 25%, at least about 30%, at least about 35%, at least about
40%, at least aboii04%bh IatdeakteubeubSivendr o ASEENHHN GO tarta Vs EapFEcBr median %

change) comparrd, tnbasslipe eva plasalo.aursu(J) aniacreasesifapatdt levelseitatdeast about
5%, at least ahout 10%, at Iﬁ)ast g@out 15‘V%, at keast abg%ZOO/ at le s} ?Obo,tl)g %ggo at,least about
0,

sy {weeks,
30%, at lea&t bﬁlf%%of/o,ma? QALE BB STt A090 0t 1825 About 4504 atleast about 50% or at least about

100% (actudions thangeciimediarebouwHangbyudiparke tbbaddhnbdot A2pikeekbahatin! th) an
increase in apo AgRARRB ralie ofiativastahout Skat Irpstabou dR¥ablrast ahaut s %, at least

about 20%, at least about 25%, at least about 30%, at Jeast about 35%, at least about 40%, at least
about 45% SSRSESE B 898, TR RS W BE iﬁ@%f‘(%ﬁ% SAER%RYe or median % change)
compared to baselinépredupldcebly@rit [{Hes redpetiandbvdiooproteimp{akimvals;of at least about 5%, at

least about 10%, at Igast ahowh 12 %Ak |eask Aot AR AL lRashakoyLgpYb, at least about 30%, at

least about 35%, at least about 40%, at least about 45%, at least about 50%, or at least about 100%
(actual % change or {PdarFws EHARGEF EohToEREE o bissline BraBrEPRAG arm; (j) a reduction in
mean LDL particle ngmberefatdeasrabousbl cahlrast abasdiiho%, agtideast about 15%, at least about

e o A A e S O et ot
baseline or a placebdéfh#reduction in non-HDL-C levels compared to baseline or a placebo arm;
(g) a reduction in vLDL levels compared to baseline or a placebo arm;
(h) an increase in apo A-l levels compared to baschine or a placebo arm;
(i) an increase in apo A-Vapo B ratio compared to baseline or a placebo arm;
(i) a reduction in lipoprotein A levels compared to baseline or a placebo arm;
(k) an increase in LDL particle number compared to baseline or a placebo arm,
(1) a reduction in LDL size compared to baseline or a placebo arm;
(m) a reduction in remnani-like particle cholesterol compared to bascline or a
placebo arm;
(n) a reduction in oxidized LDL compared to baseline or a placebo arm;
{0) no change or a reduction in fasting plasma glucose (FPG) compared to
baseline or a placebo arm;
{p) a reduction in hemoglobin A;. (HbA.) compared to baseline or a placebo
arm;
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(k) an increase in mean LDL patrticle size of at least about 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 4598 A198A¥ About 50%, or at 45 least about 100% (actual™$s EHahge % ¥hedian %
change) compared to baseline or a placebo arm; (1) a reduction in remnant-like particle cholesterol of
at least about 5%, afd@astdistior 10%emspisaistabdslintBYs, ratikwse o098, batdbaseabout 25%, at
least about 30%, at lgastighaut 35%, at least about 40%, at least about 45%, at least about 50%, or at

least about 100% (actual % change.or median %.change) compared to baseline or a placebo arm;
(m) a reduction in o>&’ai?é@iﬁﬁ%f‘é‘f’@é%‘f‘&b%fﬁcﬁﬁggg{fg% qigg%eﬁgﬁ%pgﬁig’g?gﬁﬁ%%%S%, at least
about 20%, at least alpbutRb8mat least about 30%, at least about 35%, at least about 40%, at least
about 45%, at least %goy&e%%%ogriétimé(&zﬁ%%&@&%@ (Actual s changr PrNGdian.% change)

- compared to baseline or a placebo arm; (n) substantially no change, no change or a reduction in
fasting plasma gluco¥aEPEYof at least about 5%, at least about 10%, at least about 15%, at least
about 20%, at least ahautRb¥onal iaast-akiowt Sa%mrat ieastdibout 35lkucht least about 40%, at least

about 45%, at least zuout 20%, or at | ast I%%g tag.&)\g)&ff(&(%%%ﬁl % c(!g pe@rtmg@ge%rcgan_ge)

. a 1c i.lC OB 1 .
compared to baseline or a placebo arm; (o) Substantially no change, ho change or a reduction in

hemoglobin Ale (HbA&I&)ebP atfeast about 5%, at least about 10%, at least about 15%, at least about

20%, at least about 25%, atdeasirahoutidD%natiiegstabouhdShmianleast rbpubAfSedatdeast about
45%, or at least abo'f?t 50% actulal %oocahange or median % change) compared to baseline or a placebo

aim; (p) a reduction A ROTRE0S AL ThEd8I index insulin resistance of at least about 5%, at least about

10%, at least about 18¥snainkeesseabogt20vhosniielt dBthconvsret ledssabout 30Rkicakdeast about
35%, at least about 40%, at least about 45%, at least about 50%, or at least about 100% (actual %

change or median % ch’ange) compared to baseline or a placebo arm; .
(x) an mcrease m red blood ceil membrane EPA compared to baseline or a

placchbo arm; and/or

(v) a reduction or increase in one or more of serum phospholipid and/or red blood
cell content of docosahexaenoic acid (DHA), docosapentaenoic acid (DPA),
arachidonic acid (AA), palmitic acid (PA), staeridonic acid (SA) or oleic acid
{OA) compared to baseline or a placebo arm.

[00142] In one embodiment, methods of the present invention comprise measuring
baseline levels of one or more markers set forth in (a) — (y) above prior to dosing the subject
or subject group. In another embodiment, the methods comprise administering a composition
as disclosed herein to the subject after baseline levels of one or more markers set forth in (a)
~(y) are determined, and subsequently taking an additional measurement of said one or more
markers.

[00143] In another embodiment, upon ﬁ:ea’cment with a composition of the present
invention, for example over a period of about 1 to about 200 weeks, about 1 to about 100
weaeks, about 1 to about 80 weeks, about 1 to about 50 weeks, about 1 to about 40 weeks,
about 1 to about 20 weeks, about 1 to about 15 weeks, about 1 to about 12 weeks, about | to
about 10 weeks, about I to about 5 weeks, about 1 to about 2 weeks or about 1 week, the
subject or subject group exhibits any 2 or more of, any 3 or more of, any 4 or more of, any 5
or more of, any 6 or more of, any 7 or more of, any 8 or more of, any 9 or more of, any 10 or
more of, any i1 or more of, any 12 or more of, any 13 or more of, any 14 or more of, any 15
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(q) a reduction in lipoprotein associated phospholipase A2 of at least about 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 4098 Xt18a¥about 45%, at least about 50%, or at least abdift 1HTY (R4 9% change or
median % change) compared to baseline or a placebo arm; (r) a reduction in intracellular adhesion
molecule- 1wfratrfedstabbutswratieast AboumtB%!, atfetstabots dbesy 4P leramspebdurR0%, at least

about 25% gt leaskAlomt,30P%, aldeast ahovi 35%ableast aberh A%, gtieastahowk4a%, at least

about 50%, or at least about 100% (actual % change or median % change) compared to baseline or a

placebo arrr YsJ4°Pa &tiontih AstshBidmredEii@i&about 5%, at least about 10%, at least about
15%, at least aboj20%0 ,ataesistraboutddb:, apleastadeut 808y atlgastabadttBSYeabteast about

0% o leagh sl 4556, AlRaSt 200 % Al Ao U 0024 (ol P4 g oy median o

change) compared to baseline or a placebo arm; (t) a reduction in plasminogen activator inhibitor-1 of
at least abott5%3%tehst bRt Poveen eyt AHBEPTHRY Afaedstabbut PoPE ALt Ehout 25%, at
least about:30% a least 20euEd5Yeeat leasbahautddde, aideastcabout Ab%cRs, Igast akout 50%, or at
least about 100% (actual % change.or median % cf?n ) co fpag}ed t .bf,—gselin .or.a placebo arm; (u)
 recucion T Righ SRRSO BALn s (AL o Ao e 204 RSt 1006,
least aboutekBdg sameersmatscutizobyloatinamitesenit 25%, at least about 30%, at least about 35%, at

least about 40%, at legst REEUASYOrAleast R0 F0Y0-08 abiRastabeut5005%(aeuakeo change or
median % change) compared tg baseline or a plagebo arm; (v) ap_jncrease in ser lasma and/or
REC EPA of at loact DA SHA 3 ndt SbALR LOH:- AR, ABAGE Lo AL dbul 2006, at s
about 25%, at least &loutB0Y6 4t |eastahduBi0k. at leastdbout £096! akeasvebdliv48%, at least
about 50%, at least ghQuirHA0Yss AbICASLALAH.LOY0 %3N 10AS1AROYE ARAN ACHALY ghange o

median % change) compared to baseline or a placebo arm; (w) an increase in serum phospholipid
and/or red blood cell FEMAHASEBR G A MBS UHBYL 5%, at least about 10%, at least about 15%, at
least about 20%, at lgast labsaiiti?59%, akteast akothB00%; atcleast abotta8398; adeast, &bout 40%, at

least about 45%, r atu‘.?iﬁ%@?R‘Bééta?aog{f’n@hla%ééeaiﬁ%kﬁ%ﬁﬁ%"c fl/ga3t abakt. 9070, G Abjpast about

40_0% (actual % change or median % changze)_ compared toﬁbasellne or a placebo arm; (x) a reduction
or increase in one ormefdsotisérsAtt shesphelipidcan drortecebib st WHAC- BPAESAROBA and/or OA
of at least about 5%, 1atdeast-abahl096vatad Teast about 20%, at least about 25%, at least about

3(%, at least about 35%, at least about 40%, at least about 45%, at least about

50%, at least about 55% or at least about 75% (actual % change or median %

change) as compared to baseline or a placebo arm;

(c) substantially no change, no change or an increase in HDL-C levels of at least

about 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%, at least about 50%, at least about 55% or at least about 75% (actual %

change or median % change) as compared to basehne or a placebo arm;

{d) & less than 60% increase, less than 50% increase, less than 40% increase, less

than 30% increase, less than 20% increase, less than 13% increase or no increase

in LDL-C levels or a reduction in LDL-C levels of at least about 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%, at least

about 50%, at least about 53%, at least about 55% or at least about 75% {(actual %

change or median % change) as compared to baseline or a placebo arm;
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WO 2010/127099PCT/US2010/032948 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 about 50%, at
least about 559861 4HE8%St about 75% (actual % change or median % cﬁ‘éﬂ&é‘}”&b’?ﬁﬁ’éﬁed to baseline
or a placebo arm, and/or (y) a reduction in total cholesterol of at least about 5%, at least about 10%, at
least about 15%, at least deosas2096 patfelsselalvdat RBgbabauedit abbast3bost dbteagtlasbut 35%, at

least about 40%, at Igast abaLLARYS: %dﬁﬁ%%bwk@@%cﬁ% least abrk: 38%:0103, |§1a&1a§b0Ut 75%

(actual /10 change or median % ghan comp arer?] to b seline or a placebo arm, 0145] In one

embodiment, method8%t thepfd ‘éaﬁ ehil8r-cy eﬁ?s éé%dm@;ﬁ%ééﬁﬁ%ﬁ%%’ fe or more
markers set forth in (@put(yf prior to d@ﬂlﬁ@@h@%ﬂbjé@t@ﬂ%b@@t@@ﬂpnddncantfithen@wb@dlment the
methods comprise aggmpéeggwgagempg iion.as-disclosed herein to the subject after baseline levels
of one or more markers set forth in (a) - (y) are determined, and subsequentlgl taklng a second

measurement of the Gh& GR¥HGRR %ﬁ%tslﬁ?ﬁt%fa@df’éﬁf 2P Sefing ferst aRmRALEn thishsto.
[00146] In another em;bedmenat Upenaeatoent wikkia demprsition khihebpresent, imvieation, for

example over a periqggf ahaul T, ahait 490 Weeke BaULL9.30RVLI0 Yieelt Shay 1 to about

80 weeks, about 1 to a out 0 wee S, about 1’to about 40 weeks, about 1 to about 2 weeks about 1
to about 15 weeks, athgtit iQB“/’atﬁ%ﬂttaiZ‘/wéeRgsf ébétﬁdﬂ?lto”/abbﬁtgib‘tﬂﬁ@ék@?atﬂdl}t’?él@é abaut 5 weeks,
about 1 to about 2 wgrksseaabout 1 week, the subject or subject group exhibits any 2 or more of, any

3 or more of, any 4 o ggin%r%ggage gg:())r "ﬁevé?s 0y 6 gtra 0 tfﬁ%f ené/ast ?éj éta}nl(}/ 8 or more of,

any 9 or more of, an or more of of more o oF More of, ‘'or more of, any 14
or more of, any 15 orbawréd3f; ahiea6 @Omﬁﬁ@/efatalﬁ%qwev’fr%?e eff,lwqyaﬁ@ttﬁﬂﬂ%refdﬁaﬁny 19 or more

of, any 20 or more ofa;ﬁwa%%9&%Qt@aeéuamob/z?atq@m%ﬁtf@wa%% RURAR SfvaRY A4:R!: more of, or
all 25 of outcomes (a) - (%/) described |mmed|ately a [00147] Parameters (a) - (y) can be

measured in accorddnes Wit ?ab?ﬁ?%ﬁblc"aﬂg‘/l%%gbf%‘io ’?ne“tﬁ%tﬁ@g%?%eélx‘é’nl?ﬁfg tiglyerides, total

cholesterol, HDL-C avieb¢asting; blood sugar can be sample from serum and analyzed using standard

photometry techniqugs. ¥ LRkl GinlRd- 1200 ¥R %@&t%&&!?'é@t%@lsﬂ%m@?d:HS'”G serum

lipoprotein fractionation by prep parative uItracentrlft# ation and subsequent quantitative analysis by
refractometry or by dﬁ&‘ﬁ/ﬁkﬂmtﬂé({erﬁ‘hﬁf@éﬁméﬁ@ oIBG\FAA 3R, ?ﬁ?b‘b # L3¢t RRERE Gartbe
determined from serwmsLging Standardinepbetonelnt techabguessLkipo proteivo(a)soan deds

Ieast about 100% (actual % change or median % change} compared to baseline or
a placebo arm;

(i) a reduction in lipoprotein(a) levels of at least about 5%, at ieast about 10%, at
feast 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 about 50%, or at
least about 100% (actual % change or median % change) compared to baseline or
a placebo arm;

(j) & reduction in mean LDL particie number of at least about 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%, at least about
50%, or at least about 100% (actual % change or median % change) compared to
baseline or a placebo arm;

{k) an increase in mean LDL particle size of at least about 5%, at least about 10%,
at least about 13%, at least about 20%, at least about 25%, at least about 30%, at
least about 35%, at least about 40%, at least about £5%, at least about 50%, or at
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WO 2010/127099PCT/1JS2010/032948 deteitined from serum using standard turbidimetric
immunoassay techniques. LDL particle number and particle size can be determined using nuclear
magnetic resoNSFEYERIIR) spectrometry. Remnants lipoproteins and LBt 3R6EBfAt8se A2 can be
determined from EDTA plasma or serum and serum, respectively, using enzymatic immunoseparation
technigues. OxidizeddaB lapimteiEeilatratitediomzeolecdlenLaridiate demkine tebelslzambe
determined from serymyi5ing,skandard enzyme immunoassay techniques. These techniques are
described in detail in standard textbooks, for example Tietz Fundamentals of Clinical Chemistry, 6th

Ed. (Burtis, Ashwood AAdBbFHaP E‘H%e?‘%%‘ﬁm Sy of 2t [6t1 4Bpth A rethlet'embodiment,
the reductions or incrbase 506§, panametbost(h)%(y) ahovebaneXt4Etistically significantat ieaf00149] In

another embodiment, the 86@/5%%&”% %%P B’@V'ﬂ%ﬁ %%‘ﬁ%@f blaogiid, thesapy, comprising

administering to a subject in need thereof 1 to a plurality of osage units comprlsmg a composition or
compositions as disclB8ed-NetreRi. th Eﬁﬁtﬁé?lén%%élrﬁ’éﬂialtl‘fe SUBIECIOB ey itfo dteBhRZES K baseline
triglyccride level, priaptaptieatnentividhesgooepesition of the present invention, greater than or equal to

about 150 mg/di, gre tTr thgglcgre uaI 0%51 BLNfEéﬂa /dI %;er gr&o 019%%&05%% ut 250 mg/d1,
mg 1

or greater than or equa foa or examp e a 0 about ffm /d1, about
300 to about 1800 mgfei dF abeut-B0ckaY d’o ablet ]%S@@ ?ﬁ&ﬁdlﬁ Ied%f[@mmo% G’ﬁéeéihbodlment,

me(tr;od(s )Of the pr%s%m@miqm@gmewmaﬁu@m a@@%ﬁﬁlﬁ} |§N@h§t%b@ﬂﬁ5@‘/ﬂlﬁfﬁ réﬁﬁfléers set forth
in (a) - (y) prior to ect or sybject er embodiment, the methods comprise
administering a comﬁé‘é\g‘fd %58 @I%B%sécf r&t&“ﬁé L%jéi& NRHL P BRRERA ARSI B or more
markers set forth in (plpscly) @re determined, and subsequently taking a second measurement of the

one or more markersas, (easiiad 21 BRselne:for aRmBRIseRbBieiP i ORLEH Inong embodiment,

the present invention provides a method of treating or preventlnlg primar percholesteremia and/or
mixed dyslipidemia (é@@?leﬁ%ﬁ&ﬁ/ﬂ%’gﬁa{ “affdaB)hey S0kttt ﬁ%‘ﬁé@&‘%lﬁéyr@d? kathiging

administering to the 20bjeet Rasonbpasition ar kashpbsitiéN%: canarisubglE BFvand leae dromore
addiional cardiovascyipr gorals (Giersas asdladerage, UV as WP GRSIag OIS as

disclosed herein. In a related embodiment, the present invention provides a method of reducing
triglyceride levels in éi‘éﬂbfééﬂ%ﬂdwﬁfeﬁﬁéﬂ%éﬁfﬂiéﬁ?ﬁﬁéﬁﬁwﬁﬁ%ﬁdtlf"P%ﬂ?Orﬂﬁéin extended-release

monotherapy is conqdﬁgﬁ@mdﬁﬂua@a(@@dﬁrtﬁhsg@&ypeeh\dcwﬁeﬂiltw@legllb@)n AtatimeAgjacin

E;i/tglr‘gefgre'ease MONGINSIaRY S Sonsidered arrAnalE WGyt SXINRIE: g suBigcks non-HDL-C

least about 25%, at least about 30%, at least about 35%, at least about 40%, at
least about 45%, or al least about 50% (actual % change or median % change)
compared to baseline or a placebo arm;

(p) a reduction in homeostasis mode! index insulin resistance of at least about 5%,
at Jeast 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 about 50%, or at least about 100% (actual % change or median % change)
compared io baseline or a placebo arm;

(q) a reduction n lipoprotein associated phospholipase A2 of at least about 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%, at
least about 50%, or at least about 100% (actual % change or median % change)

compared to baseline or a placebo arm;
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WO 2010/127099PCT/US2010/032948 not lowered or is not lowered to the degree desired, the
subject's LDL-C level is not improved or is not improved to the degree desired, the subject's HDL-C
level is not imPradeH &€ ot improved to the degree desired, and/or thBSUBELF&tit R ceride level is
not improved or is not improved to the degree desired. [00152] In another embodiment, the present
invention provides a Methot:aioreatinpor pravaiirgmonfetalenydcarndial ibfarictivn acaiprising

administering to the guhie¢ha cCQMPAASHGR 9k SOMPeSIloNs,COMPsingE R ARG QNG Lgore
additional cardiovascular agents (either as a single dosage unit or as multiple dosage units) as

disclosed herein. 40818587 i al8thardhbodimiets tRBBF Lkt thia B Hrdvided F#iethod of
treating or preventinglrisk 68recurrgnicmonfatal iicaiaiakinfarcticgad ma suthectwithaagdstory of

myocardial infarctionc&gﬁg}%@%}%gggygf’,satggggbgoa}gle subject a composition or compositions
comprising EPA and one or more additional cardiovascular agents (either as a single dosage unit or as

multiple dosage units}as8iE-Eett FFERTKR-C oSS P Eptthér BnfBeiiheht. dhe 3r8&Ent invention
provides a method ofsbawing progressimaf(os, prometing te gressinn-af atherascieraticgisease in a

subject in need theregh, comprising adminisiering fa.he,subleet . sompgsiianer gompagiions
comprising EPA and one or more a ditional ¢ar iovascular agents ?elther as a single dosage unit or as
multiple dosage unitgpes ditiosetineteirhange [BOTSEHIN RNbAY SRiBbIhEhbAITENsreBént invention
provides a method ohtieatingebesity in a subject in need thereof; comprising administering to a
subject in need there@f a cgmposmo or compositions cqmﬁtrcl)?_lp% Pﬁc\a%nqjone or mgre additional

cardiovascular agent (Eéi’i%élr@ a nalnspn&g'ﬂ%]la%eagaembﬁtt%ﬁnas multip eaélosatg% ﬂ%tlt%f’a%t &osed herein.

[00156] In another ertisotitEnitthesprbsent Ihventiomirovited’sa mathsdofurdatingioepteventing very

high serum triglyceridg Javais,(egedyRes.\s and.yY Byreuinidemialin.asukiscuinneestiereot,
comprising admlnlsterlng to the Suétl)AGCt a ComEOSItIOH or COI'E))OSI'[IOHS comp,rlsmg EPA and one or
: A

more additional cardB45cH4r 25&hts3Eitiaad X onErRabsadetish OF LWt A HBEaYe units) as
disclosed herein. @b tntandiitesremiaodimnent, the present invention provides a method of

treating subjects having,very high; serumtrighveeride levels (&g, areaie; than 009, mokdj or greater

than 2000 mg/d1) and that are at risk of developln%ancreatltls, cohn{fnsmg admlnlstgrlng to the
subject a compositioatdFiebrhpsifihgidetipisig EpAtdrticRewsrord kddhtbad Tardidvascular
agents (either as a siRgle Mosag@ynit Ridasivultiphe dosage dwits)ies. distiaseddigreim, at

least about 50%, or at least about 100% (actual % change or median % change)
compared to baseline or a placebo arm;
(v) an increase in scrum plasma and/or RBC EPA of at least about 5%, at jcast
sbout 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 lecast about 43%, at icast
about 50%, at least about 100%, at least about 200% or at least about 400%
(actual % change or median % change) compared to baseline or a placebo am;
(w) an increase in serum phospholipid and/or red blood cell membrane EPA of at
least about 5%, at least about 10%, at least about 15%, at least about 20%, at lcast
about 25%, at least about 30%, at least about 35%, at least about 40%, at least
about 45%, r at least about 50%, at least about 100%, at least about 2060%, or at
least about 400% (actual % change or median % change) compared to baseline or
a placebo arm;
(x) a reduction or increase in one or more of serum phospholipid and/or red blood
cell DHA, DPA, AA, PA and/or QA of at least about 5%, at least about 10%, at
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WO 20101127099PCT/US211101032948 [00158] In another embodiment, the present invention
provides a method of preventing recurrence of stroke, comprising administering to a subject with a
history of stro¥PdY8#pbsition or compositions comprising EPA and ong(a’\ﬁg]%”gﬁaﬁonal
cardiovascular agents (either as a single dosage unit or as multiple dosage units) as disclosed herein.
[00159] In another emizodiment S theaplesenbénvehitiontgrosidbeus Phkthvd wsiprementtiig ehset and/or

recurrence of cardioyaseylRyeyens.in A ubipeloho has.asarpedsne unsiablehesoed ajter
cardiovascular angioPIast , comprising administering to the sybject a compositioop of compositions
comprising EPA and ' &é %“roﬁfﬁg?{e)/“a‘&rd%ié?ﬁaﬁﬁ ?:B%‘ig\%%cgﬁ%l}mjg/én“t%a?éﬁﬁéf%eglﬁnsiﬁg‘iéaa%e age unit or as

muIti_pIe dosage units))a@aﬂi_ﬁclmhedlimemimplacel[@@ﬂrﬁﬂc]nmcmnother emb_odimenp the present invention
provides a method OUFQ%&%'E&&‘HH'&QQ%%%{%E%a‘%ﬁ‘é%'é%%ﬁﬁ_ﬁﬁ'é@é{%ﬁé&@aﬁ&ﬁl?&%g!ﬁ’}é@sW'th a

baseline LDL-cholestérol level of at least 100 mg/di, a baseline non-HDL-cholesterol level of at least
130 mg/d1 and a baséfirklfigydrie B ot at 1AL tRethghdt, drleribabrithgthe AFSSS and the
non-HDLcholesterol lgvet ofthexsuhjeabarowp hy.atministering’e eomposiiian §i°com pasitions
comprising EPA and g orsmote addiliong) carsiovaselay agents (eilier,as a sipdlp,dosage unit or as
multiple dosage unitsa) 85 didciosed hérein to members of the su ject group. [00161] In another
embodiment, the invepiBor ¢t svidesdiae wTatbgsde E8tucing Apo-B levels in a subject group, comprising
measuring LDL-cheiesteral, sien-hlidknahalastenshs anduighicaride lovelsdonguhiesisasprayiding a
subject grolﬁg vygjth 2 bﬁlse}jne LDL-choIes‘E(er'oI I_(%vfelrtgf.at 5@5 OO.mq/dé_, %b eIir}g or
non-HDL-cHSTEL&EST eV &r S atfedst 136" g/dt, ‘and & (&sell gy CeTide fevel SFat Iast 200
mg/dL, andseégrecEguhel ApoBelevelisditne Sybjetiogroupivysaddninisterirgateomprsiiersdf the subject

group a coROZItIaN QGO RRSINRS: SREBHSIRG ERARAANE-AFMarR Rdditionakcardigvascular
agents (either as a single dosage unit or as multiple dosage units) as disclosed herein in an amount

effective to PEdCe HE RSB IRV SNTE SUBISEE gt ol I FSAaHERREl 4 JHftAh ChMSnt as
compared tesaleonisohtrsattdenbaveher éin @mincseaskeotstatistically significant increase of

LDLcholesterol '3/&6 13AVRIGE e el ORHEZMINARPIRELRIMPAIMe NG IRYEAtiaR Pravides a method

of reducing Apo-B levels in a subject group, comprising providing a subject group with a baseline

LDLcholest&remia] §f staemtt 260 mbpaed afbdestindhehr BP0 cktesthendvial #oat If4st 130 mg/dL,
and a basehngittiglysaride |emeal ahatieasta368 maldbotedocingthabdporBolavels 4f theisubject group

by administaiing {o membssS. il blee! 19h 2 A.60MRRRINOR HPTRoRiENsSRTRISING EPA
diti Iovascular agents (el 1

and one or more ag onal car (either'as a
2010/12709%Pe U 8eds0gp0l ge about 5 weeks, about | to about 2 weeks or about 1 week, the

subject or subject group exhibits any 2 or more of, any 3 or more of, any 4 or more of, any 5
or more of, any 6 or more of, any 7 or more of, any 8 or more of, any 9 or more of, any 10 or
more of, any 11 or more of, any 12 or more of, any 13 or more of, any 14 or more of, any 15
or more of, any 16 or more of, any 17 or more of, any 18 or more of, any 19 or more of, any
20 or more of, any 21 or more of, any 22 or more of, any 23 or more of, any 24 or more of, or
all 25 of outcomes (a) - (y) described immediately above.

[00147] Parameters (a) -~ (y)} can be measured in accordance with any clinically
acceptable methodology. For example, triglycerides, total cholesterol, HDL-C and fasting
blood sugar can be sample from serum and analyzed using standard photometry techniques.
VLDL-TG, LDL-C and VLDL-C can be calculated or determined using serum lipoprotein
fractionation by preparative ultracentrifugation and subsequent quantitative analysis by
refractometry or by analytic ultracentrifugal methodology. Apo Al, Apo B and hsCRP can
be determined from serum using standard nephelometry techniques. Lipoprotein (a) can be
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single dosage unit or as multiple dosage units) as disclosed herein in an amount effective to reduce
the Apo-B levels of the subject group in a statistically significant amount as compared to a control
treatment, andV@eSBPAAIRY the reduction in the Apo-B levels of the subjBEE B *32*4f00163] In one
embodiment, a composition of the invention is administered to a subject in an amount sufficient to
provide a déilyrERAIdose shahosng shgdohivdud 18000my2sabdethB0ResmEPaleti &0 to about

3000 mg, alphitef S:HAGIRAROWZS0R Y.Ll AR0uE 100 Q.30 L1000 Mgh fRrLxrmRle about 75
mg, about 100 mg, about 125 mg, about 150 mg, about 175 mg, about 200 mg, about 225 mg, about

) a :
250 mg, abWGEE7B g, KE00EEHORRY s %g’;haﬁ’t’ﬁ?ﬂig% Aty c4b SIS FERGL AR5t 400 mg,
about 425 mpTaboltsdb0angeabound 75emy, abguttbd mosiabeut-pRTimgmalmaotcpa@ting, about 575

mg, about §0Q, M. 2RAULE25HY, ARIHLERY ML ARAHLRLAM %A (80P AROUS, 425 MY, about
750 mg, about 7/ 800 mg, about 825 mg, about 850 mg, about 875 mg, about 900 mg,

5 mg, about 800 _ :
about 925 %@%%@e PREITHBY0E 9B CHBGIR TODBPRTGS HISTRIDDS MESEHsIDSs® mg, about
1075 mg, aheuw:1k0Q4ng, Rbauin125imy abouks GbH sngnsbautd Gl dngeaiowr 1200:-amg, about
1225 mg, ahput 125 out 1275 mq, about 1 out 1325 mg, about 1350 mg, about
Tava mo, aottiap e SRR e AR B B 32 M Toout 1500 mo. about
1525 mg, about 18804figlrabelittib7shegmapotic1sdaings abtgicrs2Dhngraalseut 46500g, about
1675 mg, ahout 3A00MP:ARun1d2a:mg, about 1750 mg, about 1775 mg, about 1800 mg, about
1825 mg, about 1 g, about 187 , about 1900 mg, about 1925 mg, about 1950 mg, about
1072 o, about 2080 OB S IR Rt 2686 SBBT 678 0t 3166 hg, about
2125 mg, abodttiZi&) sguabog 2biregrabout2ge0 mgeabduc2? B melwilouol 28@4mg, about

2275 mg, abait 2300 Mg a3 PeARRHIAS 204080 8RN ZR 75 MGHRPOMbeARRMNY, about
2425 mg, about 2450 mg, about 2475 mg, or about 2500 m 00164] In the varipus embodiments

: about ) mg. [ .
of the inverffiBridustiBERh &RaiRd thesep aﬁﬂ'@%ﬁfféﬁé’%‘?ﬁ%‘t‘”%o?&oédﬁitig??é?’éﬁtrd\’ﬂ%&uIar agents
can be adminigtereidmast ahe pdarmutated single:to sageuaitjadrasidivitluakbdbsagaaunits: Where the

EPA and 0'%9%&?41%&%8&@%%?%@%%% ‘&?aﬂ%%aﬁm@gb%q?g% aeeoadministered as separate

dosage units, each dosage unit can'be administered to a subject at substantially the same or

substantiallip dfffeierCtineed; iToreranbddirh P, Rmehre the B rirawidiviberdl H8sag@Mits are to be
administerersotpis/ @A Bas30e Mpiticanteetadouiristered to the subject within a period of about 24

hours, 18 hours, rs, 10 hours,,8 hours ours,, 4 hours,.2 hours, 1 hour, or 0.5.hours. 52 WO
20101127009P T o b o DB 0 o BBl SR L A S ke or more
optional carditiasdeitals adems eanobe melniseefeds eyl ntigiypiRo e g dhERN EAbe
administeregipa sYbjedhasdrseenBeark-guHRGRMER folopdingdpeniod:idhe Joagiginesiod can be, for
example, 1éiaky@2 j%s, 4 days, da%,s 2 We%ks, 3 weeks, 4 weeks, 5 weeks fGV)éleelg[s 7 weeks, 8
weeks, 9 wEBKSBF T67HR RETAREIEH SLRIIBRHIRY BHSTC ShE B MERE Al SHAMt Stiovascular
agents can ye imitidtedntogetherdvsithsepratit BERRadminsdationorirpladdisf BRAtreatment.

[00166] In apathar embadiment, KA sHadniniseedde:a subject in the morning, for example from

about 4 am to about 10 am, about 5 am to about 9 am, or about 6. am to about 8 am, and the optional

one or more cardiGdVASELIEr H5eTrataatinthsiBrerat 1BV MELLBRANH o edrAbBRABREEning, for
e_xample froneahdut bridmito mmm&&mm@uwrpmm aj;@mﬁsidﬁr}ixrr(,F@afda'bmm3Ipmstdlabout 9 pm, or
vice versa. .4 zi&}%mﬂ%aqm%g %1*886"J&%{)‘&s$ged£}§{%%%§€8‘€h%%ﬁtﬁg‘& YsERidshonapd one or

more cardiovascular agents in the manufacture of a medicament for treatment or prevention of a
cardiovasc\iEPReiHiR erseasdsdd nhype ArigRecHidEiongl rydererolesrateisihshigd
dyslipidcmiging@yapary: headrdiseaseydseigandispasssieiecainemsclerasissrasaitianja,
hypertensiop, myacardial infaration;,and alfver sardiayaseular sveis: In.one,embadiment, the
composition Contains not more than 1086 D R, [ anyﬁn Another em odimen%, the omposition
contains suw&giﬁaﬂgcndr@q:nmgngﬂim a gtatin or niacin extended-release monotherapy is considered

inadequate (Frederickson type IV hyperlipidemia),  Statin or niacin extended-release
monotherapy is considered inadequate when, for example, the subject’s non-HDL-C level is
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[00168] In another embodiment, the invention provides a pharmaceutical composition comprising EPA
and one or more cardiovascular agents for the treatment and/or prevention of a cardiovascular-related
disease, Wher‘é’ﬂzt‘f'?gf%?ﬁ‘bosition contains not more than 10% DHA, if a{}r?f”fﬁzﬁl%llgf’é‘a embodiment,
the composition contains substantially no DHA or no DHA. [00169] In one embodiment, a subject
being treatedtwithiedormpositotreriayimérr séefestidisrdinths awigpiétid-BE-greldigdbstiecsubject.

[00170] In qpg.srbedimentark.of themeheds disglagedihisrein-aye-usedin eatmesntar prevention
of a subject or subjects that consume a traditional Western diet. In one emhodiment, the methods of
the invenich ol BRGER oPABRIAHS 4 SUTeCt S WeStoHPaot SAHERTel SF phLAShE diet

consumer amgirtived dreatirigripe stbjediciflthesddijest. is deemed to consume a Western diet. The term

"Western diet” hef&iﬁ‘5&‘jf€iﬁsa£l§tﬂ€{ ally.saiadypigal Hiel CONNISHND R PLICERLALE RL4QHa! calories,
about 45% to about 50% carbohydrate, about 35 to about 40% fat, and about 10% to about 15%

protein. A WeSESYAM{ARPOB 1 D708 8B E TIES610/05P9ABRADNAS FREL & B SHBEEtetized by
relatively highnipigikes of techpndiprocessedinedbs, awkets, sefined gidinsAndrdiesserity for example

where half g mofe; (%Ja?%’s?z{g%&%a%?'l&)z{ﬂte& %9%{ ARNGSS | %HES%%%?J%QJ&] Itis to be

understood that a wide range of changes an ications to the embodiments described above will

be apparent to th6&¥ Skillbdnothie grbadiireie Gomep demtiend thiterdracibrd ndégadng the
foregoing detaileddescrintion-baregarded@sniusiratiyenrathenthan dimitngyiand thai-it be understood
that it is the f0||0V\ng cé%im includi%{(_?ballll e%&ivﬂetnl'gs, that are ina%rédgd tg dCefine 'ghenspilrﬂit and scope
of the invention - * [0 ‘*?%ﬁﬁ?—gﬁ’é’ﬂ] Se uinderstood l%ﬁa{ovarlgug cﬂ\acnges and. ﬁ?g’)éll?lcaﬂons to the
presently prefeprsitiernbodimentst@dsenibent lee rednoveiliivionasp pebmtasythio secsidiedhin #ie art. Such

changes ar@ngjggg,ggggig{g{sog@g]@@tgpg%sgggmpm@mgearggbme spirit and scope of the present
subject matter and without diminishing its intended advantages. It is.t ere%é(goiglte ed that such

changes and modifitatibn B RSV PSR BiPthe UpPEREREAGRING X, slowing

progression of or promoting regression of atheroscicrotic discase in a subject in need thercof,
comprising administering to the subject a composition or compositions comprising EPA and
one or more additional cardiovascular agents (either as a single dosage unit or as multiple
dosage units) as disclosed herein.

[00155] In another embodiment, the present invention provides a method of treating
obesity in a subject in need thereof, comprising administering to a subject in need thereof a
composition or compositions comprising EPA and one or more additional cardiovascular
agents (either as a single dosage unit or as multiple dosage units) as disclosed herein.

[00156] In another embodiment, the present invention provides a method of treating
or preventing very high serum triglyceride levels (e.g. Types IV and V hyperlipidemia} in 2
subject in need thereof, comprising administering to the subject a composition or
compositions comprising EPA and one or more additional cardiovascular agents (either as a
single dosage unit or as multiple dosage units) as disclosed herein.

[00157] In another embodiment, the present invention provides a method of treating
subjects having very high serum triglyceride levels {e.g. greater than 1000 mg/d] or greater
than 2000 mg/d!} and that are at risk of developing pancreatitis, comprising admimistering to
the subject a composition or compositions comprising EPA and one or more additional
cardiovascular agents (either as a single dosage unit or as multiple dosage units) as disclosed
herein.
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[00173] The following non-limiting examples are for illustrative purposes only and are not to be
construed as limiting the invention in any manner. Example 1 [0017;}1 An exg.)eriment was
conducted to %@F@%}QF%’HA, EPA + DHA with and without with atorvastatii# & thembranes
enriched with PUTAs and cholesterol at levels that reproduce disease or high CV-risk conditions (i.e.
hypercholesterimi&1 X4 inshontiebetohnEmAtexhibitsss potarertimoxidaiicbenafictpd of

cholesterolgarighed eemhrapestat wWassureraniastbat oRsenvgdnmithnR AN araves, the
combination of EPA and atorvastating provided even further antioxidggt beqefité) co%%garison to EPA

alone.  (OBTESFEMICR BRI (S & TSRS IRIRPACE FREH KRB EHSR G D uM or in
combinationgat:s (GBhuMsandnd!3Bogilt (BRP Ar anuDihl, despectivelyy, dvbietlsdderamole ratio of 1.3:1.

Separate and comp effectsinl these Agents gn 'iﬂ@e}ﬁ‘?rwgﬁiéh ) fQrmatior wers examined at
cholesterol-to-phospholipid (C/P) mole ratios of 0.5:1, 1.0:1 and 1.5:1. Levels of lipid hﬁcéroperoxides

were also AEASRS T EB RO DPIY HREC P RBP4 R G1EEIR B ReHPiEReU MBI BFERE D pared in the
absence anggareisencedidiordadtatiscular ajbblacly] @+htinole ayihidistriphosphatidyichaline (DLPC)
was obtained from.Avanti Polar.Lipid t stored in. r ml) at -80C
It vse. Ch S A RS B R e MR BRI Sor WO
2010/127099P¢ THISDBLOTIB B TE T (SBRIY RAREe preErdY #ctstlditeg b6 sbrocedure modified
from El-Saadani ¢b@ls{Elraadant Msstedaaury kel SayeddMploaber Maddagsardicidyrgens G. A

spcctrophotometric assa lipid peroxjdes in serum lipoproteins using.commerciglly available
reagent. .J ﬁP[S}I_ 8s ﬁ@%@%@qﬁ%ﬁﬁﬁgﬁglsg& of Cﬁh\%@?l—?ﬁ%éf %aslgil]\e/l , O(f?t@ergr/%ﬁf)ﬁal\la 10 uM
ammoniumi¢ndlybdalessaHd o/ ¢ila besshaikenidibolrieerplrior dooérplspishdHtangideanhé CHOD

reagent wag,agtivated.Ry-adding 2¢ 1 LM:ethylapadiaminateiaasetic,aaidda tALAmM butylated
hydroxytoluene (BHT), and 0.2% Triton X-1 00. Atorvastatin was £repar,ed in ethanol.tj.ust prior to

experimentiUeRes dHGUEH 5o SRS Wik Bo M BHERISIEEE ContAIRRTY HReq aBEAY SFEPA, DPH or
EPA/DPH abeqguiringl &P fevedsoibhe compddindsaanddipidsculeregadddditmrcombinatiosigring

membrane sample pEERALAIRRLI0,FRSUETHJRasRRton R MG IRd Bilayers.,  [00177]

Fup.
Membrane samples consisting of DLPC cholesterol, with cholesterol-top ospho?ipid (C/P) mole ratios
ranging from 0.5 18%.8 e Phsp srig HesBH e <resBHip rRAtsinidR P L AITFSSHD W88 transferred to
13 x 100 mmwtestitubesiandrshelciiptsimndesasieaipistheamiabhittogEbgasaiekiteoiartéx mixing. The

!Ji";’qvjﬁﬁ SOt WINEGAPEH L ERNVRRE PIEBRPLLING AP INSARL RSELAGR AL e atotvastatin
level of at least 100 mg/dL, a baseline non-HDL-cholesterol level of at least 130 mg/dL, and
a bascline triglyceride level of at least 200 mg/dL, and reducing the Apo-B levels of the
subject group by administering to members of the subject group a composition or
compositions comprising EPA and one or more additional cardiovascular agents (either as a
single dosage unit or as multiple dosage units) as disclosed herein in an amount effective to
reduce the Apo-B levels of the subject group in a statistically significant amount as compared
to a control treatment, wherein an increase or statistically significant increase of LDL-
cholesterol level is avoided.

[00162] In another embodiment, the invention provides a method of reducing Apo-B
levels in a subject group, comprising providing a subject group with a baseline LDIL-
cholestero! level of at least 100 mg/dL, a baseline non-HDIL-cholesterol level of at least 130
mg/dL, and a baseline triglyceride level of at least 200 mg/dL, reducing the Apo-B levels of
the subject group by administering to members of the subject group a a composition or

compositions comprising EPA and one or more additional cardiovascular agents (either as a
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[00178] Residual solvent was removed by drying for a minimum of 3 h under vacuum. After
desiccation, each membrane sample was resuspended in diffraction buffer %0.5 mM HEPES, 154 mM

NaC1, pH 7.33"56739?3@25)%nal phospholipid concentration of 1.0 mg/ml. MLRTEREHER Bsicles (MLV)

were formed by vortex mixing for 3 minutes at ambient temperature. Bangham AD, Standish MM,
Watkins JCiBiffulsisacomifrivaicntiopis devsssuhie) antbiresst Sidn phosprsipiagiwé Biol 1965;

13:238-52. inpegiately-afterdritiahMiny piepanation saliquots,of eachmemirane sappie will be taken
for baseline (0 h) peroxidation analyses. . . [00179] All lipid membr sampjes were subjected to
time-depentae%tcgﬁf&iﬁ%at%ﬁnﬁyaﬁ?c B5tRG A8 3 %dr%l%thoﬂﬁ%&\}}eer%:‘ 'ﬁ%&i‘%& %a%r %“g’{ﬁ? Small aliquots

of each samppieowere removed at 24 h intervals and combined with 1.0 ml of active CHOD-iodide color

reagent. To ensufgyIReFHORAOIOMENIRLRadings¥Athinsthe eRimUM:absohANRREARDR, Sample

volumes taken for measurement,of Iigid peroxide formation were adjusted for length of peroxidation

and range Bt AR AFOHISHAC tBHTeRES RIVIAfs WbrEhmnigtnatesPesve s RithotSil &98%ncubated at
room temperatase:fonc5doh inxtheoabsenceboldighit) Algsarbaritesaereneasiired agaibstta CHOD

plank at 3% 818 BeeKma TR AN eRec ophtometeloo WD ARIOM 2 HDRRKLIYS2010/032948

[00180] The D colorimetric’assay Is based on the oxidation of iodide (V) by lipid hydroperoxides
(LOOH) and@rifeedS et the sl TeatiithstHamaboSfime sbput P meer + 1120 +
[00181] Themguantiyf iesidetanQnkdd Jlerateshnthix reactvrisidirect]y: propatienal to the

ot o B R S P Rl el ()

about 625 mg, about 650 mg, about 675 mg, about 700 mg, about 725 mg, about 750 mg,
about 775 mg, about 800 mg, about 825 mg, about 850 mg, about 875 mg, about 9500 mg,
about 925 mg, about 950 mg, about 975 mg, about 1000 mg, about 1023 mg, about 1030 mg,
about 1075 mg, about 1100 mg, about 1025 mg, about 1050 mg, sbout 1075 mg, about 1200
mg, about 1225 mg, about 1250 mg, about 1275 mg, about 1300 mg, about 1325 mg, about
1350 meg, about 1375 mg, about 1400 mg, sbout 1425 mg, about 1450 mg, about 1475 mg,
about 1500 mg, about 1525 mg, about 1550 mg, about 1575 mg, about 1600 mg, about 1625
mg, about 1650 mg, about 1675 mg, about 1760 mg, about 1725 mg, about 1750 mg, about
1775 mg, about 1800 mg, about 1825 mg, about 1850 mg, about 1875 mg, about 1900 myg,
about 1925 mg, about 1950 mg, about 1975 mg, about 2000 mg, about 2025 mg, about 2050
mg, about 2075 mg, about 2100 mg, about 2125 mg, about 2150 mg, about 2175 mg, about
2200 mg, about 2225 mg, about 2250 mg, about 2275 mg, about 2300 mg, about 2325 mg,
about 2350 mg, about 2375 mg, about 2400 mg, about 2423 mg, about 2450 mg, about 2475
mg, or about 2500 mg.

[00164] In the various embodiments of the invention described herein, the EPA and
optional one or more additional cardiovascular agents can be administered as a co-formulated
single dosage unit, or as individual dosage units, Where the EPA and optional one or more
additional cardiovascular agents are co-administered as separate dosage units, each dosage
unit can be administered to a subject at substantially the same or substantially different times.
In one embodiment, where two or more individual dosage units are to be administered daily,
each dosage unit can be administered fo the subject within a period of about 24 hours, 18
hours, 12 hours, 10 hours, 8 hours, 6 hours , 4 hours, 2 hours, 1 hour, or 0.3 hours,
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CLAIMS What is claimed is: 1. A capsule for use in reducing triglycerides and LDL-C in a subject
having mixed dyslipidemia and on statin therapy when 4 capsules are to be administered to the
subject per da%ezéi&?{lgﬁ’ﬁ%ule comprising about 900 mg to about 1050 gt BMYFEUSsapentaenoate,
wherein the reduction is relative to subjects having mixed dyslipidemia who receive a statin without
said ethyl eicosap@ftaéhdatmother gniiiersapshietclaitone wharein ahiecethyhaiivosaplntaenoate

represents gt leash BOYadayneightQhallifaly acid RISSRNEPA cadbd RE-GARAME Rf £AIML, Wherein the

ethyl eicosapentaenoate represents at least 90%, %ngght, of all fatty acid present. 4. The
capsule of &tif, WA dthyt SIETSaPEIthe NSt TEISRSEE R 1e8E 959RP By \{&ight, of all fatty
acid present.days, 5.dkhe Capsul2 efdnylonekd, daimekk,td deskkhereindbie Tapskietcomprises no more

than 20% of dagosaheYARENOICACIE,OT15,98181% KAMM: one 6 FR8.CRBRIIE, PLEIRIM. . typerein the

capsule comprises no more than 5% of docosahéxanenoic acid or its esters, if any. 7. The capsule
of claim 1 tGS2{RHefeiPetHe s R o prite SHETh IrBAN AU 1B cos dhaxaife ADIERRIM or its

esters, if anyeatment.

[00166] In another embodiment, EPA 1s administered to a subject in the morning, for
example from about 4 am to about 10 am, about 5 am to about 9 am, or about 6 am to about 8
am, and the optional one or more cardiovascular agents are administered to the subject in the
afternoon or evening, for example from about 1 pm to about 11 pm, about 2 pm io about 10
pm, or about 3 pm to about 9 pm, or vice versa,

[00167] In another embodiment, the invention provides the use of EPA and one or
more cardiovascular agents in the manufacture of a medicament for treatment or prevention
of a cardiovascular-rciated disease such as hypertrigiyceridemia, hypercholesterolemia,
mixed dyshipidemia, coromary heart disease, vascular disease, stroke, atherosclerosis,
arrhythmia, hypertension, myocardial infarction, and other cardiovascular events. Tn one
embodiment, the composition contains not more than 10% DHA, if any. In another
embodiment, the composition contains substantially no or no DHA,

[00168] In another embodiment, the invention provides a pharmaceutical
composition comprising EPA and one or more cardiovascular agents for the treatment and/or
prevention of a cardiovascular-related disease, wherein the composition contains not more
than 10% DHA, if any. In a related embodiment, the composition contains substantially no
DHA or no DHA.

[00169] In one embodiment, a subject being treated with a composition or regimen
set forth herein'is a diabetic or pre~-diabetic subject,

[00170] In one embodiment, any of the methods disclosed herein are used in
{freatment or prevention of a subject or subjects that consume a traditional Western diet. In
one embodiment, the methods of the invention include a step of identifying a subject as a
Western dief consumer or prudent diet consumer and then treating the subject if the subject is
deemed to consume a Western diet. The term “Western diet™ herein refers generally to a
typical diet consisting of, by percentage of total calories, about 45% to about 50%
carbohydrate, about 35 to about 40% fat, and about 10% to about 15% protein. A Western
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8. The capsule of claim 1, wherein the capsule is useful for reducing fasting triglycerides by at least
10% relative to subjects with mixed dyslipidemia who receive a statin without said ethyl
eicosapentae%?@?w 127§ The capsule of claim 1, wherein the capsule %CJ%%“?@%Cing fasting
triglycerides by at least 15% relative to subjects with mixed dyslipidemia who receive a statin without
said ethyl eftosapeitabaobtecharacterigd The ichypsale bicklaiakes wheréipnthereegsseleisatiseful for
reducing fagijngtrighyegridassbyatieast2R%ctalafivespsubigetsiuithamised AysiiRidania who receive
a statin without said ethyl eicosapentaenoate. 11. The capsule of claim 1, wherein the capsule is
useful for réQBGRG LA S MG eerides by at least 25% and LDL-C by at least 5% relative to subjects
with mixed dyslipid@tial whie rebeiveiastatinhaitheutsaidetiydeigesapentashoztens to thd 2, The

capsule of elgimyd whergin e capiiuesuselul forLadysing festing.apalingeraiein,g rlative to
subjects with mixed dyslipidemia who receive a statin without said ethyl eicosapentaenoate. 13.
The capsul&ostemiftct, Witelsirite Lipund fetdsrirrsrrsalitigF4eting o tisrstehiB by at least
5% relativeittugtijectainithimixedidys|ipideminiwbe ieteied statin witho ubBaidrgthidies,
cosapentaenoate. 14. Th sule of clai hereip the le is.useful for reducing VLDL-C
relative to 813%%%1? \?vllltﬁqﬁ%‘fgeég%%gﬁp%r elrrr%g%lw rg)r%gsc%é\9{]%%/%5%‘s %ﬁi?\%ﬁvﬁ%gﬁto stsg%l 1%%{Lt%ﬁ)%tll'cosapentaenoate.

y ; d etr
15. The capsule dfeidith ¥ shhekibetiiadeapisede hetusafarforiargtintiviprificegnat fedbt 15% relative
to subjects wyithmixpdeyslipidemiawhesecpivera:statinwitheutsaidoathyb cicnsapentagnoate.

Such changes and modifications can be made without departing from the spirit and scope of
the present subject matter and without diminishing its intended advantages. It is therefore

intended that such changes and modifications be covered by the appended claims.

EXAMPLES

[00173] The following non-imiting examples are for illustrative purposes only and
are not to be construed as limiting the invention in any manner.
Example 1

[00174] An experiment was conducted to test EPA, DHA, EPA + DHA with and
without with atorvastatin in model membranes enriched with PUFAs and cholesterol at levels
that reproduce disease or high CV-risk conditions (i.c. hypercholesterimia). As is shown
below, EPA exhibits a potent antioxidant benefit in cholesterol-enriched membranes that was
superior to that observed with DHA. Moreover, the combination of EPA and atorvastating
provided even further antioxidant benefit by comparison to EPA alone.

[00175] EPA and DHA were tested individually at a fixed concentration of 10.0 pM
or in combination at 5.65 uM and 4.35 uM (EPA and DHA, respectively), which is a mole
ratio of 1.3:1. Separate and combined effects of these agents on lipid peroxide (LOOH)
formation were examined at cholesterol-to-phospholipid (C/P) mole ratios of 0.5:1, 1.0:1 and
1.5:1. Levels of lipid hydroperoxides were also measured for EPA, DPH and EPA/DPH in
cholesterol-enriched membrane prepared in the absence and presence of atorvastatin.

[00176] 1,2-Dilinoieoyl-3-sn-phosphatidylcholine (DL.PC) was obtained from Avanti
Polar Lipids (Alabaster, AL} and stored in chloroform (25 mg/ml) at —80°C untii use.
Cholesterol obtained and stored in chloroform (10 mg/ml) at -20°C. CHOD-iodide color
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16. The capsule of claim 1, wherein the statin is selected from lovastatin, mevastatin, pitavastatin,
pravastatin, rosuvastatin, fluvastatin, atorvastatin and simvastatin. 17. A ca;]:)sule for use in
reducing triglﬂ@rm@élm@LDL-C in a subject having mixed dyslipidemif%ﬂg%?l g/fgff"ﬁgcherapy when 4
capsules are to be administered to the subject per day, each capsule comprising about 900 mg of
ethyl eicosapentaétiodtewas prared exosiiig forape irired nsifidgafiglyeekidedid ¢ ol -Eln a subject
having mixed.dyslipidenpia.and-on statin. taerapyheprd-capsulesare torhe peipinistered to the
subject per day, each capsule comprising about 925 mg or about 950 mg of ethyl eicasapentaenoate.
19. A capstREFOPRISE T Qﬂf@ﬁ%?‘?@%}@é&i@g@ﬁﬂﬁs LBLETH SUBREEhaVIRg FXEY GV elipidemia and
on statin thevaipplwhegedicdpaitbseand {0, Hetddimisteretdo e MijedPParldad/MebtH dapsule

comprising abpu, 759, of Sl GIGASABEBIARNARM0 1 o2 RelSRAAFARRRIN g manufacture of

a medicament for reducing triglycerides arid LDLC in a stbject having mixed dyslipidemia and on
statin therapspovinevial capsuleshare (3108 adrpiaisteretitto theseisiecttper agdneacktcapdlile comprising

about 900 myg,t0-abaui 20 /06 Ol SINErPIegS AP eRIARAAAS, WhRFSRINGI eateliondrelative to

subjects having mixed dyslipidemia who receive a statin without said ethyl eicosapentaenoate. 21.
The use of R 20 Wheraireaie i Brssahrtdandts Ric e dr st rEp 93 B9 Height, of all
fatty acid pregahér with 22mbhesnisépoiclariztonhere nrinevsthy R0 Saé ntaERoAPHepresents at

st 30, BB 101 RAERD e TN Ve 10
sample preparation to ensure full incorporation into the lipid bilayers.

[00177] Membrane samples consisting of DLPC + cholesterol, with cholesterol-to-
phospholipid (C/P) mole ratios ranging from 0.5 to 1.5, were prepared as follows.
Component lipids (in chloroform) were transferred to 13 x 100 mm test tubes and shell-dried
under a steady stream of nitrogen gas while vortex mixing, The lipid was co-dried with EPA,
DPH or EPA/DPH prepared in the absence or presence of the atorvastatin at equimolar levels.

[00178] Residual solvent was removed by drying for a minimum of 3 h under
vacuum. After desiccation, cach membrane sample was resuspended in diffraction buffer
(0.5 mM HEPES, 154 mM NaCl, pH 7.3) to yield a final phospholipid concentration of 1.0
mg/ml.  Multilamellar vesicles (MLV) were formed by vortex mixing for 3 minutes at
ambient temperature, Bangham AD, Standish MM, Watkins JC. Diffusion of univalent ions
across the lamellae of swollen phospholipids. J Mol Biol 1965;13:238-52. Immediately after
initial MLV preparation, aliquots of cach membrane sample will be taken for baseline (0 b)
peroxidation analyses.

[001797 All lipid membrane samples were subjected to time-dependent autoxidation
by incubating at 37 °C in an uncovered, shaking water bath. Small aliquots of each sample
were removed at 24 h intervals and combined with 1.0 ml of active CHOD-iodide color
reagent. To ensure spectrophotometric readings within the optimum absorbance range,
sample volumes taken for measurement of lipid peroxide formation were adjusted for length
of peroxidation and range between 100 and 10 pl. Test samples were immediately covered
with foil and incubated at room temperature for > 4 h in the absence of light. Absorbances
were measured against a CHOD blank at 365 mnm using a Beckman DU-640

spectrophotometer.
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24. The use of any one of claim 20 to 23, wherein the capsule comprises no more than 20% of
docosahexanenoic acid or its esters, if any. 25. The use of claim 2 rein apsule
comprises no Tore IHaN 5% of docosahexanenoic acid or its esters, if %@%Hﬁz‘glﬂégﬁﬁ(&e use of claim
20 to 22, wherein the capsule comprises no more than 3% of docosahexanenoic acid or its esters, if
any.  27. Thel08&38F dhmy BOTdolethieiie 1a8ing hastgcaitesonifaiiar 2tiadigs féihhive to subjects
with mixed gysligigepaiawdo raseveadsialis-dithovisaidetybaicosgpentagnonite:  28. The use
of claim 20, for reducing fasting triglycerides by at least 15% relative to subjects with mixed
dyslipidemia who receive a statin without said, ethyl gicQsgpentagnoate, , ;- 29. The use of claim 20,
for reducing fasting triglycerides by at least 20% relative to subjects with mixed dyslipidemia who
receive a statin without said ethyl eicosapentaenoate. 30. The use of claim 20, for reducing fasting
triglycerides by at least 25% and LLDL-C by at least 5% relative tqQ subjects with mixed dyslipidemia
who receive a stafii Withddif saéi%“%%)ﬂfce' g‘;ﬂ?eﬁg’gn h?eﬁgem" T ﬁl ¥ JEEOTTIS i?f)t,}gfor reducing
fasting apofippprotein B tetativeuto siibjgdtsyiitheansisides dystpidentia wmbwreeeisenalstatihewithout said

ethyl eiCOS%%}tg@sgﬂ%W value () of 118 2.46 x 10 M em™ at 365 nm.

[00182] Results are shown in Figures 1 — 4.
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32. The use of claim 20, wherein the capsule is useful for reducing fasting apolipoprotein B by at least
5% relative to subjects with mixed dyslipidemia who receive a statin without said ethyl

' eicosapentaenoate. 33. The use of claim 20, for reducing VLDL-C relative to subjects with mixed
dyslipidemia who receive a statin without said ethyl eicosapentaenoate. 34. The use of claim 20,
for reducing VLDL-C by at least 15% relative to subjects with mixed dyslipidemia who receive a statin
without said ethyl eicosapentaenoate. 35. The use of claim 20, wherein the statin is selected from
lovastatin, mevastatin, pitavastatin, pravastatin, rosuvastatin, fluvastatin, atorvastatin and simvastatin.
36. Use of a capsule in the manufacture of a mé&dit&ent for reducing triglycerides and LDLC in a
subject hawing euxed dyslipidemia and on statin therapy when 4 capsules are to be administered to
the subject per day, each capsule comprising about 900 mg of ethyl eicosapentaenoate. 37. Use
of a capsule in the manufacture of a medicament for reducing triglycerides and LDLC in a subject
having mixed dislipidénfitpail Bn utatin #58v&Hy %ﬁ%%%fp%%ﬂi &1dd ShismiSRERY B

subject pREEAYachCaPsER Compyising abeit 925:rgoosahbuh SRty oketiyteisosapentdenoate.

38.Use of a capsule.in the mapufacture of g mﬁgic ent for reducing triglycerides and LRI - G in a
subject ha i“% ﬁ?&gﬁﬁﬁs%&l §r¢1h|§n éﬁfc)i %ﬁugtatln {Rgfrgpg%vﬁ}ensﬁcapsﬁles’are to bte adminis?ered to

the subjeekper aybiedithcapsulcESIBNAME aBUCTTS M dr Sreictbabehtaarpgty.noae

2. The capsule of claim 1, wherein the ethyl eicosapentaenoate represents at least 80%, by

weight, of all fatty acid present.

3. The capsule of claim 1, wherein the ethyl eicosapentaenoate represents at least 90%, by

weight, of all fatty acid present.

4. The capsuie of claim 1, wherein the ethyl eicosapentaenoate represents at least 95%, by

weight, of all fatty acid present.

5. The capsule of any one of claim 1 fo 4, wherein the capsule comprises no more than 20%

of docosahexanenoic acié or its esters, if any.

6. The capsule of claim 5, wherein the capsule comprises no more than 5% of

docosahexanenoic acid or its esters, if any.

7. The capsule of claim 1 to 3, wherein the capsule comprises no more than 3% of

docosahexanenoic acid or its esters, if any.

8. The capsule of claim 1, wherein the capsule is useful for reducing fasting triglycerides by
at least 10% relative to subjects with mixed dyslipidemia who receive a statin without said ethyl

eicosapentaenoaie.
9. The capsule of claim I, wherein the capsule is useful in reducing fasting triglycendes by

at least 15% relative to subjects with mixed dyslipidemia who receive a statin without said ethyl

eicosapentacnoate.
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10. The capsule of claim 1, wherein the capsule is useful for reducing fasting triglycerides by
at least 20% relative to subjects with mixed dyslipidermia who receive a statin without said ethyl

eicosapentaenoate.

il. The capsule of claim 1, wherein the capsule is nseful for reducing fasting triglycenides by
at least 25% and LDL-C by at least 5% relative to subjects with mixed dyslipidemia who receive a statin

without said ethy! eicosapentaenoate.

12. - The capsule of claim 1, wherein the capsule is useful for reducing fasting apolipoprotein

B relative to subjects with mixed dyslipidemia who receive a statin without said ethyl eicosapentaenoate.

13, The capsule of claim 1, wherein the capsule is useful for reducing fasting apolipoprotein
B by at least 5% relative to subjects with mixed dyslipidemia who receive a statin without said ethyl

gicosapentagnoate,

14, The capsule of claim 1, wherein the capsule is useful for reducing VL.DL-C relative to

subjects with mixed dyslipidemia who receive a statin without said ethyl eicosapentaenoate.

15. The capsule of claim 1, wherein the capsule is useful for reducing VLDL-C by at least
15% relative to subjects with mixed dyslipidemia who receive a statin without said ethyl

gicosapentaenoate.

16. The capsule of claim 1, wherein the statin is selected from lovastatin, mevastatin,

pitavastatin, pravastaﬁn, Tosuvastatin, fluvastatin, ajorvastatin and simvastatin.

7. A capsule for use in reducing triglvcerides and LDL-C in a subject having mixed
dyslipidemia and on statin therapy when 4 capsules are to be administered to the subject per day, each

capsule comprising about 900 mg of ethyl eicosapentaenoate.
18. A capsule for use in reducing triglycerides and LDL-C in a subject having mixed

dyslipidemia and on statin therapy when 4 capsules are to be administered to the subject per day, cach

capsule comprising ébout 923 mg or about 950 mg of ethyl eicosapentaenoate.
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19, A capsule for use in reducing triglycerides and LDL-C in a subject having mixed
dyslipidemia and on statin therapy when 4 capsules are to be administered to the subject per day, each

capsule comprising about 975 mg of ethyl eicosapentaenoate.

) 20, {Use of a capsule in the manufacture of a medicament for reducing trigiyeerides and LDL-
C in a subject having mixed dyslipidemia and on statin therapy when 4 capsules are to be administered to
the subiect per day, each capsule comprising about 900 mg to about 1050 mg of ethyl eicosapentaenoate,
wherein the reduction is relative to subjects having mixed dyslipidemia who receive a statin without said

ethyl eicosapentaenoate.

21. The use of claim 20, wherein the ethyl eicosapentaenoate represents at least 80%, by
weight, of all fatty actd present.

22. The use of claim 20, wherein the ethyl eicosapentacnoate represents at least 90%, by
weight, of all fatfy acid present.

23.  The use of claim 20, wherein the ethyl eicosapentaenoate represents at least 95%, by
weight, of all fatty acid present.

24, The use of any one of claim 20 to 23, wherein the capsule comprises no more than 20%
of docosahexanenoic acid or its esters, if any.

25. The use of claim 24, wherein the capsule comprises no more than 5% of
docosahexanencic acid or its esters, if any.

26. The use of claim 20 to 22, wherein the capsule comprises no more than 3% of
docosahexanenoic acid or its esters, if any.

27. The use of claim 20, for reducing fasting triglycerides by at least 10% relative to subjects
with mixed dyslipidemia who receive a statin without said ethyl eicosapentaenoate.
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28, The use of claim 20, for reducing fasting triglycerides by at least 15% relative to subjects

with mixed dyslipidemia who receive a statin without said ethyl eicosapentaenoate.

29, The use of claim 26, for reducing fasting triglycerides by at least 20% relative to subjects

with mixed dyslipidemia who receive a statin without said ethyl eicosapentaenoate.

30. The use of claim 20, for reducing fasting triglycerides by at least 25% and LDL-C by at
least 5% relative to subjects with mixed dyslipidemiz who receive a statin without said ethyl

eicosapentaenoate.

31. The use of claim 20, for reducing fasting apolipoprotein B relative to subjects with mixed

dyslipidemia who receive a statin without said ethyl eicosapentaenoate.

32. The use of claim 20, wherein the capsuie is useful for reducing fasting apolipoprotein B
by at least 5% relative to subjects with mixed dyslipidemia who receive a statin without said ethyl

eicosapentacnoate.

33. The use of claim 20, for reducing VLDL-C relative to subjects with mixed dyslipidemia

who receive a statin without said ethyl eicosapentaenoate.

34. The use of claim 20, for reducing VLDL-C by at least 15% relative to subjects with

mixed dyslipidemia who receive a statin without said ethyl eicosapentacnoate.

35, The use of claim 20, wherein the statin is selected from lovastatin, mevastatin,

pitavastatin, pravastatin, rosuvastatin, fluvastatin, atorvastatin and simvastatin.

36. Use of a capsule in the manufacture of a medicament for reducing triglycerides and LDL-
C in a subject having mixed dyslipidemia and on statin therapy when 4 capsules are to be administered to

the subject per day, each capsule comprising about 900 mg of ethyl eicosapentaenoate.
37. Use of a capsule in the manufacture of a medicament for reducing triglycerides and LDL-

C in a subject having mixed dyslipidemia and on statin therapy when 4 capsules are to be administered to

the subject per day, each capsule comprising about 925 mg or about 950 mg of ethyl eicosapentaencate.
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38, Use of a capsule in the manufacture of a medicament for reducing triglycerides and LDL-
C in a subject having mixed dyslipidemia and on statin therapy when 4 capsules are to be administered fo

the subject per day, each capsule comprising about 975 mg of ethyl eicosapentaenoate.
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