TI TLE PHARMVACEUTI CAL COVPQSI TI ONS COVPRI SI NG EPA AND A CARDI OVASCULARAGENT
AND METHODS OF USI NG THE SAME BACKGROUND [ 0001] Cardi ovascul ar disease is
one of thwolendi2ngcauses of death in the United Statespamasowsinious opean
countries. It is estimated that over 70 mllion people in the United States
al one suffer froma cardi ovascul ar dj se or disorder including but not
limted to high blood pressure, cor heart di sease, dyslipidem a,

congestive hmRﬁ@AW@rmmﬁﬁ)SIde@ﬁﬁﬁm@E%@Awﬁ)gdl ment, the

present invention provides a pharnmaceutical conposition conprising EPA and
optional | y deRBIOYXSCHUAIR AGENT ANRIMEZTEHOQDIORYSING. THR SMitther

enbodi nent, the EPA conprises eicosapentaenoic acid ethyl ester. In another
enbodi ment, the conposition contains substantially no anmount of
docosahexaenoi ¢ acid or derivatigadgereeiNme. g. ethyl-DHA), if any. [0003]
I n other enbodi nents, the present invention provides nethods of treating
and/ or pr eve[ﬁ@@ldgkeidl@a@&wl@vaiwaseaw ons| eff the ]Gﬁ@é%§éu&§®rﬁpfrd€§ihngl Agni/nitesk er i ng

to 2 subkectd NolaRioLSTSR@, PRALIREEN 63l o GOTRIR IO RL 16 IR 0N S

conpri si ng one ‘oF nore addition cartar vasc ar agents.
[0004] Stixeaayn®buffdidrdndt e@elicigsendraiicasmndrdisdriie ifPddiag duatdiliniiidab high

cardi ovascul ar agent(s) can be co-formul ated as .a single dosage unit or can
be for rRiPed RIGSSHES, eQueniy heasidiseasci dypligrdenin sge2asiye %%Ftoflaﬂ‘éfé@ﬂ@l phgled,

conbi nati on or concom tant adm nistration. [0005] These and ot her

enbodi nents of the present invention will be disclosed in further detail
herei n bel ow. BRI EF DESCRI PTI ON ORUMMAREW NGS [ 0006] Fig. 1 shows effects
of EPA, DHA nmbi nat i n Treatpent on menbrane |ipid peroxidation at
chol est er ol [ﬁg&r}ﬁgsﬁﬂ%l t'B %FhF’ﬁ{l‘i oqu?f PECSENt [IFHEPD FPIY. 1‘% s shoRRergperaiical of

EPA, DRI ia6 iR EBHpALIETEPA &8l TRbn AR (‘H%”&f f'ﬁ@?e Ad&ﬁ%{lap%aﬂm@%ua%g@ﬁts

chol esterol -to- phosph Oglpld rati o of “0. Fi 3 shows
chol estlerabthge perbddmengf the dARA cbmpRgs @H)fsamnﬂae@owbathtetkwh cYiceafmenethem

at or vasratoeRnero s SRR T by iR Pyt et o HetSh Rt s i o
enr i chegrieiir Beesf (k. LhghDIFES) #1a@l,- t 0- phosphol i pid ratio).

[0003] In other embodiments, the present invention provides methods of treating
and/or preventing a cardiovascular-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 embodiments, 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 embodiments of the present invention will be disclosed in

further detail herein below.

BRIEF DESCRIPTION OF THE DRAWINGS
[0006] Fig. 1 shows effects of EPA, DHA and Combination Treatment on membrane
lipid peroxidation at cholesterol-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 peroxidation.



DETAI LED DESCRI PTI ON [ 0010] While the present invention is capable of being
enbodi ed in various forns, the description bel ow of several enbodinents is
made w t hwoheloumd®est andi ng that the present di scl osurePC3/useotba3ensi der ed
as an exenplification of the invention, and is not intended to limt the

tor conven: GAIJREY Gid- ARERABIERDR ot Petn T mMOTs RGHPhGRAPIon | n

any W%%mdéﬁ%’%lﬁ'iﬂ@ﬁfle%tér&l' SRR REmbRLe! (laﬁé’hJ‘&?éi‘bl% ﬂﬂé){pl_ pﬁp%ﬂ ed with
enbodi ments il lustrated under any other heading. [001 1 he use o

nunerical values in the various quantitative values speC|f|ed inthis
application, unless expressl e, are stated as
approxi mati ons as though the¥ﬁ?2ﬂh§ﬁ£§ﬁgehiifﬁhﬁ1vaIues within the stated
ranges wer e [0otd] Whae edgseit fnbentivaris capdbRWF beingRnidddedTRRIBESus foirhg ke
variations froma stated value can be used to achieve substantially the

sane r esggripgiogdelaye of serasd sbpadementp domage avid @él@ﬁeﬁs@néﬁlgrt&ﬁg‘@g present
| nt ended 85.,@ SRR 88%9%11 e?%&lgﬁh&%oﬁ e }’n%Jer}‘r]'t %Eé{"?eﬂot ﬂF‘enHéd{‘Lm‘such

and naxi rum val'ues creci ran es t *&an be’ for e

val ues.linfit she dhsatiosed thergeaifiar @nlmtymaﬂité 1Hhitralt@ll Gica(igs drangesidef feny
such ratios) that can be fornmed by dividing a recited nuneric value into
any ot HORVEEICE eRnliutdl pEC Vel . beAEWFHP‘thy IMthies VPR a8 B nmgir-

appr ec'lﬁhﬁoc#nlﬁ@%ter Mt g?e?ﬁglr%&?hﬂgpﬁead{ v Pglb{ﬂ%ﬁ%ﬁl ohbbAhlcAR. ifARR8

unamnbi guous nune ues presented herein and in al
|nstana&ﬂasmghﬁhaﬂmm&ngranges and ranges of ratios represent various

enbodi nent s pres i nv nt o i cosapent aenoi ¢ Cld 1 I n one
enbodi ment . EBRIdRG AL RpeR TRt T N T R
i ngr ed'a%thathlHeuﬁlgierx'fol%Pﬁ ﬁ’cﬁcé%&?gthgﬁz&l@é Rrd ﬁﬁ@ﬂ%sta Bk FRRRRE B ﬁf’oﬂgh ¢heaci d
(e.g. eicosa- b,8 17- pent aenoi ¢ aci d) and/or a pharnaceufical ly

accept abinefnemtmd mdgmwratvahaes, watbn thgastetcd ramges twarh dodoprecededntyx ther werdof - any
of the I gpl The ter har ceut cal | table" in th r,esent
Cont oxt ahage Py Mgl DioBh SAATERS hER o NG ERS ol ool et B BT w1 o
t oxi Ci ts)abﬁtahﬁaMg thaIir@Cteslts 49the saedd iludM tAhchttlli‘@dilsQ@W@ Be %espfs ihfeBded
conposition 013] In one enbodi nent, the EPA conprises all-cis eicosa-5,

8,11, 14a iqlltﬁl@ﬁﬂ%mﬁ dneledigg avarvareehbetwessbdbis menmung ged Eraxime walaele f or m
o an_ SHERREOUPR AL AR SuFELA  FhaReB B8] e AR TR
of EPA.ankrandnadt faeios €amdodhgandf, aﬂyrwlcEl?@nds;vmmlcsleae feimaispditidiegai reciael d
nmet hyl ester, eicosapentaenoic acid propyl ester, or eicosapentaenoi ¢ acid
butyl d8Hic \faiuestqtq) jany other recue?i numeric value. Accordingly, the skilled person will
appreciate that 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.
Eicosapentaenoic acid
[0012] In one embodiment, compositions of the invention comprise EPA as an active
ingredient. The term “EPA” as used herein refers to eicosapentacnoic acid (e.g. eicosa-
5,8,11,14,17-pentacnoic acid) and/or a pharmaceutically acceptable ester, derivative,
conjugate or salt thereof, or mixtures of any of the foregoing. The term “pharmaceutically
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.
[0013] In one embodiment, the EPA comprises all-cis eicosa-5,8,11,14,17-pentacnoic
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;
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anot her enbodi ment, the EPA conprises all-cis
eicosa-5,8,11,14,17-pentaenoic acid ethyl ester. [0014] In another
enbodi nernwo 20te12EBA conpri ses |ithium EPA, nono, di- or PCmiusbyiomsivde EPA or
any other ester or salt of EPA, or the free acid formof EPA. The EPA may

SRR S S AR A A R e I O

bi ol oginteahyl atet Q:'Ibo%ﬂ)eﬁfh\én&uQ@id%}bpy’tﬂestéﬁgfr%ﬁ;osziﬁ%ﬁfb&hmb raclarmﬁrssmdl memm EPA
present |n a COQEOS'“ on of the invention conprises ultra-pure EP,
1

t er m " @hether pubedimeat, (the Eie cemprises; Hl-pisspeese: i%lﬁmwé’%ﬁa@qlﬁ %! et
conposi gtllpn conprising at |east 96% by wei ght EPA (as the term "EPA" is
def i ned”8nd exenplified herein). Utra-pure EPA can conprise even higher
pur| ty EPA, [G)@)lr4]&1xaana>lt}&:raémlbc&hmbnt9?[9{e P Aved ogiiyiri sefP Ai thimma tER A5 ason§,8 #h-byr

ht EPA, wh th A f EPA t.fort i
Utra- o @cqaﬂAeFLP%%f GRY AT SRS T AP bR 5! PRI MRP A ¢ he
descri %d e ialthe Pcfrﬁlvétdfﬁ st¥tifited ddrRAfifd of SinanRiRefivewhRdistint doviies EPA

conpri se PA-Fatty Acid conjugate wherein EPA is conjugated to another
mol eculrate of oﬁﬁﬁtmzrr butmioammtrneherwmetciaalzgcl ity biolngisalactioh taii stantigd degrae. Fat ty

EPA o Sobond0 05 Ok SoaBrhbRPA A ST IR AJPER oL A i oy Copgste

enbodi iBRApurBlEPA. aThaltbm aqitfh- @wf aghueed herin Weth &éspe@tEtBAEaAdrews It6 a
sel ected fromH a fatty acid acg?l of 12 to 30 carbon atons with two or

nor e mogm@@mtlmaﬁgnmaalmgeatd@w@% byfwugight BPAolesthetesmysERA” 19 defineshandyr hon
Epa ( ESIORRRRERaEing ik Blke EPR YA bomBhERelTao ARG BEAS HPLLaMSe b o

di ffer egst Qﬁ%tby weight EERPoﬂ:aﬂtléast 88y, weight ERANPIerg@teaEP Ariplkay fanaof d,
di hono- annallnolenlc acid, arachidonic aC|d drenic.acid, doni c
aci d, Fbcoassstiardehgein. ddfra-pyraEPAcan further be daﬁ%#@a ynavretw@rofﬁ%

fuIIy Qfégg b HERORRi R Rgrdiet er oatoms, and in one embodi ment |s a
Cl- mmgﬁ( gl?lgup R1 O OrR2 (r). [0017] Synthesis of a diester

conj ugat e cdﬁOltﬁé Iacamtmhwt’u@dlracntpﬂm BBAt mmlmdwdm EBNthlryomdl eorjigatart ,
|nclud| r anpl e, Ior| ani. cids as
cat al ystref i i Epipetiin 48 PG BlCSIERE ELAEPAIE AneBhr BOGRT YRR o
aci d chhibifhgent FHAXP RIFaHR)A cidl ichRjIBate -cohipekeni ‘Hle%fdr Cfoﬁﬂéd%étd/@en EPA and
(DGLA-chloride), linoleic acid chloride (LAchloride),
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 to 30 carbon atoms, the same or different than R'. R'and R* 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 example gamma-linolenic acid, dihomo-gamma-
linolenic acid, arachidonic acid, adrenic acid, stearidonic acid, docosapentaenoic acid n-3,
etc.). R?is generally either hydrogen, fully hydrocarbon, or containing heteroatoms, and in

one embodiment is a C1—C4 alkyl group.



arachidonic acid chloride (AA-chloride), conjugated linoleic acid chloride
(cLAchl oride), ALA-chloride, STA-chloride, ETA-chloride, DPA-chloride,
etc.; andwoheiwurendef i mobilized enzynmes as catal ysts. [pPQ0ASRo1vO3IBADt her
enbodi ment, a conposition of the present invention includes a m xture of
EPA-Fatty Aci d diesters. hi a related enmbodinent, conpositions of the
present inv PBn i nclude I ess than 20% EPA- DHA conjugate, |less than 15%
EPA- DHA conjjugate, |ess than 10% EPA- DHA conj ugate, |ess than 9% EPA- DHA
conj ugat e, IGHs than 8% EPADHA conj ugate, |ess than 7% EPA- DHA conj ugat e,

| ess than 60 EPA-DHA conj ugate, |ess than 5% EPA-DHA conjugate, |ess than
4% EPA- DHA éﬁ | ess than 3% EPA- DHA conj ugate, |ess than 2% EPA- DHA
conj ugat e, I ess th 1% EPA- DHA conj ugate, |ess than 0.5% EPA- DHA

conj ugat e, 2601|7? ?Infh@ﬁi@ 0?2l HeEBA AR £6 Bhnt BB ta@coRylished @béordin@Gd Thethods

anot her enbodi nén a conposition of t he present 1nventjon includes at

| east %%lﬁaﬁmﬁatthq adcindluding fggaxaénl(le lglnﬁpﬂaEPmtalﬁhloméa%tor OTENEPRIdst t y
acid con te, ast t 99%
Zhn Fatt porG: wte LR O RIGhE) MRS ERR VIR A AN QIR

pr esenbhloﬁhl@ﬁtmmn@-@tlh@léiﬁc AeidNEnleridd Q]DGL(A/thﬂﬁdejp Ihﬁolefcaama%hlcm]ienﬁme- t han
8% no nore than 7% no nore than 6% no nore than . 5% noé([m‘;]l 5 % 4% no
£higride %e/é

mor e t Khlerige), ar%h%ﬁ@né: @%ﬁhl;%ie 4O ArpHlarida)a ponvgatest lingjei

nore t % h 0, or
o mor &PRdY (U SRafBRIcE, STARH o, B TRIORdL R A Y R o

di esteﬁmn{o@ﬂ%ﬁl ehzynassais leetalystsbodi nent EPA IS present in a conposition of
the inventi in_an a unt _of. about 50 ut 5000 about 75 ng to
bbout 2500 J8P1ER BN RO ATEORH00 ot mereB M E RS oy
about 100080 of Eb%uﬁatﬂ}zicfﬁgdleﬁa‘gmmmld’ﬂ&i eﬁ’@&ﬂineﬁi? 2ofBosiffRHbT #eGrednt about
225 ny, about 250 ng,” about ng, about 300 ng, about 325 , about 350

nmy, abdoumtenBds mqlr.;dealbsmﬁlan@@‘yw’gPAdBHAt conpupatey lessthan 1504 ERvrDEb sanjugats, ny,

25 my eandt LB6 My DR PrisBal s g B pBAMH A hifine JAR MR SR S0

ng, abanARﬁJuggte @b@ﬂian&%EMDmbownjﬁ@e N&ss tRdO6MN, ms@DmA oamgateﬁléﬁs ng,
about 900 about 925 ny, about 950 about 975

about P AT cpewawgles%@eﬁ"/a@?e\ REA a%ugatq_,_ﬂe%f %n 35@586 BH2
abou %8%@%%1 oGy ih 208 5B AR Db Jthe Mo TPFEPATIED (u G s 1505 %:
about D400 EPg\- Dab’oudsmﬁgbZQ omigss dianux 1% EPO\-DiHA admjugaté,zbi(ﬁwmht about 1500 ny,
gggﬂt 1525 Tg()lﬁlig anot 5615 %mn%dm?e%(t)ug c%r%gsfgn o?' ﬁuﬁ)relsglgtomv ntlo%bl%lélltud%sesezu:S 9.
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 mofe 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, about 75 mg to about 2500 mg, or about 100 mg to
about 1000 mg, fdr 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 325
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,
4



1650 ng, about 1675 ny, about 1700 ny, about 1725 ng, about 1750 ng, about
1775 ng, about 1800 ng, about 1825 ng, about 1850 ng, about 1875 ng, about
1900 ng, wbeoto/29®S ny, about 1950 ny, about 1975 ngy, alpowius2@0032vg8 about
2025 ny, about 2050 ng, about 2075 ng, about 2100 ng, about 2125 ng, about

2275 mboRbBHl mEsEPETS dRoULoss I Y SABRUES 80 L 7380 *Bary Theabout
2400 Moo 24261005 AHo e G466 Fl, JBORWTS2AT 5030 900 b ES0ED.

[0021] In one enbodi ment, & conposition of the Tnvention contains no
than abbatt 9¥meneboutdié mnzboabbiR0 B abwot 1ADF erg: hh@utallﬁé()tmg%bonbw%ﬁor e

t han about 7% about r n ab not . nor e
han anStebhed | Bt mivitoul 085S Biotoudbsile ABME 7SR A8kt DA R0y o

t han abjogs Iﬂé’/Qab@ﬁt o0 AR £oubar7 ARGULLA 9%00 By, WBbEtt326fmd atbalt tzasotmgam ds,
docosahexaenoi c acid or derivative thereof such as ethyl -

any. | rﬂbantomérmérﬁﬂ@eut MOt me.abebb S mg.owont 1439emg rﬂb@h‘t ) I@gmb&uhiSOO
subst a%é aa!bo i‘é&sd fb@gﬁ?ﬁﬁ% a&%tq5?§ m ert)é’tﬁh%ﬁ@ n‘iv;% &Rfléﬁﬁ%aa%oﬁ DHA.

In stil ano ere oSl eiln IOI’] CcO I NS no

docosah@saengi a(boﬁtCl@SOrhg EzHBIuIAN(E(Dﬁ@Z}lbdm 1309 nfpe abewrbloddd men tabo PV 15efpgesent s
at Ieast about 603% at | east about 70% at Ieast about 80% at | east about

90% at2bpahki004peaboyisbY254ne. eyt 180908, evh 18645 meboub hYid megthpuai 935 ast
about X I i tion
oF % he e sl IS IOPN 9% mePhodth D0pFhia 1Bl S92BER SBbu 2058 FOTREN

i nvent i 205 mg]taé)omsz](lé)&sg,t dtent 3024 migesisout RAH0 ﬁ(g’/qabd)tﬁszsﬂﬁhagt a:b@% 22(1é)smg,t han
9% | es 8% | ess than 6%. | ess 4%
ARG ST v R BN et U U R BT L SE A S
0.25% rﬁ% a%thiBWSQﬁg,taB@uttZ%@'mgCQBERR%MM By, %01@2456 h&bo%t 24%%0&3&%{1@ ty

acid confent, of any fatty acid other than A, erlvatlve hereo
IIIustﬁé@DW@%exanples of a "fatty aci d other than EPA" include linolenic
acid (LA) or rivative t f such a .eni c_acid, arachi donic
2t d (an olOBE Y EevEes o SERodTogiathe RWURUGTsSuA: dion HE Thite

( DHA) orabdet 10281 hotendreh80dibost of, ast RbkyihaPabeutdphavt nhdreleni boacTd, beLA) or
derivative thereof such as ethyI-ALA, stearadoni c acid (STA) or derivative

t her eofmeigdhanagboat A, ngiMoks thas abqut Siieinet a@mth@@k\qut&%d@t imaae thaa abpet eof

such asuet I T AnARIal SOCRARBR ARIOREuAFof REAGRL BT ngat h4s, er eof

such as 'ét ano a conp05|t|on 0
i nvent I\Oeﬁglhtaff tomkefadly aows aioﬁﬁsaﬁlbmeﬁoﬂclaﬁw drgief‘leﬁﬁ\w’tﬁSreo( qichak ethsaPEM @enoi ¢

acid et hIYIA taI%E {nea?nro?lfe% %En ogt[rneln?aas;[:orr?pesooﬁtlo%tofltl?ea frfver?t?oon contains substantially
no docosahexaenoic acid or derivative thercof such as E-DHA. In still another embodiment,
a composition of the invention contains no docosahexaenoic acid or E-DHA.
[0022] In another embodiment, EPA represents at least about 60%, at least about
70%, at least about 80%, at least about 90%, at least 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 5%, 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. Illustrative 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 thercof such as ethyl-AA, docosahexaenoic acid (DHA)
5



or at least 98% by weight, of total fatty acids present in the
conposition; (b) the conposition contains not nore than 4% not nore than
3% or novormrog2risan 2% by weight, of total fatty aci deCotuser10i0bzons

ei cosapent aenoi ¢ aci d et hyI ester; (c) the conposition contains not nore

th 0.6% 0.5% 49 d fatt d other .th
ei 2gsap>érfie§émecth§£q0g S@%% G@YQTPPA(%V:}M ﬁ%ol e f | 5)%35%1@? thereol e
i ndex (s0h ) @ l%tl%'t st%at%@orﬁpoéﬁd 2sTAout d%n%aﬁ\% Ql%?éﬁf g‘li&l Q5 ahpuial. 4 to

about 1.5; (e) the conposition has a specific gravity (20 0C) of about 0.8
to abouficobaicneibantd (189 erodeabvative heasf ovchairoethyloE BA tand b slotosep@Racnpfc) t he

corrp05|tl nt aj ns_not nor & t han 15 ppmor 10 ppm heavy netal s,
(o)t neel R R R et Afd-BRAL 5 obmm 4 ppm '3 ppm ot 2 ppm
ar sem c anﬂ;é@lﬂ(lh)anbt}h@r SAPRRmkh, @RoMPSsiBoPEf X iitkenHah S diRtor B8 of ian S,

[0025] In anot her enbodi ment, a conposition useful in

accor dafﬁ&@wmgt hatthé (BheieprapoHacomdid ely| et EPrsesenigs &ast Y% yat dgasod7%,
about OBl S 3t FL0KL L RRANERACRTRL S 4 PbtauBa e 250

et hyl nonagsapenicae tnatdes,(MNPRAdrE)han 3B Wr ndt 2ird hared)byOvddh ef toydl fatty
arachi donate (AA-E), about 0.3%to about 0.5% ethyl _eicosatetraenoate
( ETA- E)amd&r?&l%l&melwsel@%at%OIa@awk cthyl3sig; e('eht}ar: Cﬁ@ﬁ@&%s e PRReoBeE thatpA- E)

cach bl el gt §f 0t B adyAhliiRE] S8y RERSARL b & Bl dcTnd rLsRpOL her

enbodi nent éco ositron 1s pres in a cap sues e I'n st anot her
enbodi rfdh the ctolr@osmps tlag agbehdtive omcleal (ﬁﬁ °Q0 of Iabmtclatol abordd) éhoad 1 getbatbont.

0026] | t h t f i ith th
[ nvent 1 loh oL SRS <610 ROHGI St (sd SEaPREMIpagRs Sopetbh ety 480 ap) poatit Bebe oo
or 97%¢oaboin!1. @'a%@W@"fo%@ﬁ@@ 95 oR R 09 3 %0b @ @@Pl{b tHe 80FEIn contains

oct adecat etraenoat e, about 0.05%to about 0.25% ethyl nonaecapent aenoat e,
about 0102%%dre tlxno pDHlAE%penhyﬂ 1@ pavhhaioy aneals algo uhe 0oBposittorabmiding n6%

hyl d 0. 05% 0.32%
Penat c bRt RATr 2Pb G APR, B0 2 bt gR i pRa PR S e aSs o perpidse

conposival@mot nfdeé iAS] 43, otnwl&%maoa tion contains not nore than about
0.06% about 0.05% or about 0. 04% by wei ght of total fatty acids present,

DHA or deri V8973idnianether grnbagigpntas cempeditigpHaselylan aerordamse wilthehe inyvpeiion

corrp05| 5 t I f A€

t her eof® ngﬂ],hg 25@%?@5 al@%e&cégxmgtglogl (t)ﬂe%]surthgrth}gp Q%aﬁ{ag%altengéq ses one
or nor &)aabo. MrtbSab(o&t 5% ethep beta@éc)atetmeramea(@mﬁA EJ)E abeit 0105% tb hdoutabout
0. 5% or not rmrethanOOS% | n_anot ment, t ecorrposmlq?

conpr i sk&> a8 nen@S%qn&ﬁea%at(N@PM) faépufe9< %%pWOeabQBb%S% ooy lrachadegate

Loc RSEOLE A0t SRSy S R 0 10 nd 005,
about 0.32% ethyl heneicosapentacnoate (HPA-E), each by welght of total fatty acids present
in the composition. In another embodiment, the composition is present in a capsule shell. In
still another embodiment, the capsule shell contains no chemically modified gelatin.

[0026] In another embodiment, compositions useful in accordance with the invention
comprise, consist essentially of, or consist of at least 95%, 96% or 97%, ecthyl
eicosapentaenoate, about 0.2% to about 0.5% ethyl octadecatetracnoate, about 0.05% to about
0.25% ethyl nonaecapentacnoate, about 0.2% to about 0.45% ethyl arachidonate, about 0.3%
to about 0.5% ecthyl -ecicosatetracnoate, and about 0.05% to about 0.32% ethyl
heneicosapentacnoate, 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 total 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
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capsul e shell contains no chemcally nodified gelatin. [0027] In another
enbodi nent, conpositions useful in accordance with the invention conprise,
consi st eseentwalidy of , or consist of at |east 96% et hylPCeiusesaparvugmenoat e,
about 0.22%to about 0.4% ethyl octadecat etraenoate about 0.075% to about

0. 20% ef hyl .nonaec t ae ut 0.25%t out .0.40% eth
o oty s R TS RS Tl T B eomisonyibn SnEue bt i eE e ot

0. 075%15&e%98§1d9nt3§% %Bé/ﬂheﬂﬁf‘ﬁi 50 SRABER FaRR @ Ge tRACIORY 0Wel 8N hohoteot al
fatty acids present inh the conposition. Optionally, the conposition

cont ai rtBam@053%orle anbthar ethbedim@nt) 68 coaipositiod cOBPisasrababidlifS %0 t®4beutlﬁy4%e| ght
of tot fatty aci ds,psesent rivatiye there of s eth

'n one BegTEAPO PR 2O RS dieoRBbReL Y ohits sRBPERRY. AFoS S Hebune of
DHA or Aiehi Yat bl thet R sRIonSH GRoAGe R Iy capdife sHdle GOBRSEEL dRbbdimbhth e
optionally comrl ses one or nore antioxidants (e.g. tocopherol) in an

anount @pSwdsh ateisdle chbmigallp ngndifaed gdatimmore t han 0. 05% | n anot her

axanmpl o abodP 1T BSR LR SAORE SRER S s S AT ACS ARG i Oy ion

I nvent i comppisevéoheist assd@&aageoﬂ‘ F raoﬁ@srpasﬂ & lagst EBOLthyD @idogapentaatmitt, abogt Of
the fore 0|n conmposition in a capsule shell. In one enbodi ment the dosage

form i D-2%efo abput| P4 &Il%yén@%iu%ﬁcw@tr%ﬁ‘aﬁm @bahfd 050 5¥m d athout | 2G5 &
packager, ol .80k odtel PR W52 GRRRY £ donh{éoéﬁdut'dh@r{‘é}ta!%ﬁt

enbodi nent, @Q{r?rpom tions uséful in accor ncye Wt e I nvention conprise,
consi st0. %&elnmleaaddsytetnaienoatecamdsnbeut @072 tb ebsit OB eﬁﬁyl/ohenel%%eﬂnqpnwe,g ht ,

ethyl eico apent ae oat about 0.25%to about .0.38% b ight eth
oct ade CHELEY FHURCE IoUb D 51 oWt HbBE ORI By (RPBHD- dihghmpdeition

nonaec ao%ﬁmrﬁeﬂb@@ﬁ&e tRRO0HouP 0 289, taeo&tm@% Oo3556uPY. 0984, %@twagm&f total fatty
arachi donate, about 0.31%to about 0.38% by wei ght ethyl ercosatetraénoate,

and abowidsOprogus,t BHaAboutdeOy 0% é@twa hmheam@arb&ﬁﬁaerﬂ@am@ cehedinieyt Wi ght

of all fatty..acids t he compositio ti naII. t he 9 osition
cont ai rfeTingbing &% Ry T E TNy Bor UBaRIMooRHT bt G 18508 ST el gh

of all duatitnyHAC! Use po@p&ifion RithepbpteddllyaddnyRistHBhe oPfmditl Ghtigsid@ithyé.g DHA.

I n one enbodi ment the conposition contains substantially no or no amount of

DHA or teeaphoid) ieant speouat of nglimarcahae ghgut-03HA or Tioe moserPsi & 0550, iy enetber
anount G100 ERTREE ERuROTOY s TBP Bp S B PP kb fety BEIRIFR R sl 2%

enbodi r@n'&xzelghlﬂetoﬁd}ﬂiﬁﬂﬁl t i ancthep remeélnwnquthGOLn@Eﬁﬁanpﬁhmﬂs D.db%Ygef €orm

exanpl e about 0 2% wei ght tocopherol. | n another enbodi msnt t he
i nvent | GHNSEBEAgaY %3666&509@%#&0@ r%ow IBEsitignn Agansyleahslht Imong of

the f Oreﬂgﬁﬂdpﬁetﬁoﬂﬁgg%e{g'e P 1 PGB Fd-288hining pRNOLAETs RERALH FEBlister NE

capsul
packages of about 1 to about 20 capsules per sheet.

[0028] In another embodiment, compositions useful in accordance with the invention
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 octadecatetraenoate, about
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 eicosatetraenoate,
and about 0.08% to about 0.20% ethyl heneicosapentaenoate, cach 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
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contains no chemcally nodified gelatin. Cardiovascul ar Agents [0029] In
one enbodi nent, a conposition (or co-adm nistration reginen) of the

i nventi orwoanwi23®8 one or nore additional cardi ovascul RCTAFMA329The one
or nore additional cardiovascul ar agents can be co-fornul at ed wi th EPA or
can be co-admnistered with EP, he i nt erch ngeabl e terns "cardi ovascul ar
agent " (i o BT et e M&%Sﬁé HOfer ERD MEnH R CBRPOSHIRCOTREDS s
capabl epght Hiosas kd‘Qbo&r@M%ntfbrngxan%le r8aHcH Y, Pewélgﬁtkto‘ét) IfE%che| AP i NGhé _
cardi ovascul ar di sease or disorder, or a risk factér or synptomthereof, in
a subj embod@aedi the avcotian payetes s dosagsi ﬁormammpnsmgdbputvﬁotohoguto Rlhavit tl at dfon,
choIengrgl and t Eﬂ{g erlde nndulatl en% & %%7 4 trea oqpnary
artery 'df S&48&"8 Cg? TPRAP & FERE Y éP% E% 1PP8H ée :SPIBSé”i é ©

hyper t eRata@it, noddemi&lly hasditisadlatar t eri aI fibril I ation or arrhythm a, agents
that treat stroke, agents that treat nyocardial ischem a and/or agents that
treat t%@h@)@iﬁlﬁar AgO®S] Non-limiting exanpl es of classes from which

car di ovascul for e

ivent 1 on QR ECE: PhbARIcR, (£ coltBGilith 35 BEARRR el [<Ufafh 5P Bhe

acyl t r ansdneioasenfpsAd )onk N lnidreraidltmhudaﬂalgavs@duwt hgemts, nhﬂw b SrofoACAT- |
ACAT-2 as. wel | as dual |nh|b|tors of ACAT-I and ACAT-2, al pha-adrenergic

bl ocki rigdiicnglscardippraular 8830éy §3n bargrhermdated migckiep or can be co-administered

angi ot efgl EP&O Pi‘ﬁ%flﬁﬂe{&ﬂa%@ﬂ%‘%e&é@@rdﬁdwm'&r%g t 6{ d&?&lﬁﬁ%aﬁ&hg@ REHCE S
angi ot ensi n receptor antagoni sts, anti-arfrhythm cs, anti coagtl ants,

anti pl atr ed aa@argt o1 ag@ol thpopr cdpable ¢ treftaygoArdentmgredn osiuciogtthe bishcéder S,

bile acjd sequestrgnts, cal ciumchannel bl ocker ApoB chal e .ester
Pt anst IV HRERE T B RS QSR T oD BRO RS b Jf &
di uret 'sﬁﬁyecﬁy5¢érﬂioqgﬁ'uﬁlr ?%%ﬁ‘@ssher@ﬁd@zhh%dhﬁhé' %ﬁl?&&rluﬁﬂétﬁﬁho NihdleSterdli AL €s,

3- hydr oxy- 3-net hyl - gl uta coenzyne A (HMG CoA) reductase inhibitors, LCAT
act i vattugb'cem@_méulepng)ragﬁrn@lu&wm thif pa@ecqrmmrblartews dleaSpopngethaagl@@m at ed
phosph i_nhibjtors Cros r.ansf er

PLA2 |
Dt ot o1 P BBt BRI ot G0 b GaEhar e R Thih el ol e RRREERS! o
and actdrihgtiahis, ég‘éﬁ{sttﬁhtﬂﬁeaP%& agani gias treBRﬁﬁ&aﬁﬁ&lﬁb(&feﬁn@@ﬁﬁ/&Pf@n%&ﬁht alg

agoni sts, PCSK9 antisense or RNAI, squal ene epoxidase inhibitors, squal ene
synt hettwéthif%bfhﬁl& ors, thronbol ytics, and thyroid receptor beta

G o

cat al yzesuichia acmﬂdml with ette ﬁresfeﬁ’atﬂveﬁtldhf canl@l @dcedahclude: Acyl-coenzyme A:
cholesterol acyltransferase (ACAT) inhibitors including selective inhibitors of ACAT-1,
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-methyl-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, PPARa agonists and PPAR dual a/y agonists, PCSK9 antisense or RNA,
squalene epoxidase inhibitors, squalene synthetase inhibitors, thrombolytics, and thyroid

receptor beta activators.



esters fromchol esterol. ACAT pronotes accunul ati on of chol esterol esters
in vascular tissues. Agents that inhibit ACAT, therefore, are useful in
prevent i ngyoaniome@®i ng at herosclerosis. Non-limting exaeplusgo10f3us t abl e
ACAT inhibitors include Cl-1Ad 1 (Avasim be, Pfizer), CS-505 (Pactim be

sul fate gank’ﬁ Pharma), or conbinations thereof. [0032] One or nore ACAT
i nhi bi t547 EbEYSi  ed,  are typically present in a conposition of the

i nvention (qppgQ @@mdﬂ&t&{o?éitewlt Qcﬁpﬁaﬁﬁ@ﬁw' (EQGA@F gt ﬁerane@PﬁghﬁE?é}E& of
the invention) i'n an anmount of about 1 ng to out 1 f'or exanple
about Enmgneabobﬂeand@umambunsfﬂlﬁﬁcaabaotﬂ@OﬁMgmﬂaboﬁnn@Gomgfcmnomr0M0 ny,

bout 50 b 0 , t 70 b t 100
o oy 5 i dl O AR T brofmudPac RN lHion o G530 et T 038" o
abOUt 2hQud¥y, ARG RE6 ikmbit ARCWIT, 2thordfdte, %@@Lﬁseﬁl@oln”@rev%ﬁ@ﬂg o¥2frehihg about

325 ng, about 330 r‘rgI about 350 , about 375 about 400 , about 425
my, abothcrastrrogs. abontingfisg ngramalrsuef So0ablg, AGAJUInEDIBrAginclbe €1-560 ny,

about 4 about
e O R e S e
ng, about 8500311, O @it nﬁ)?éS AIQA"Iabﬁlublt(QQO 1ﬂgi651aélbuﬁr69%1dﬁgy plettit 856G Ny,
about 975 ny, abaqut 1000 . ACE i nhi bi tors. ]IL0033 An iotensin |

conver tqowoaﬁﬁwéﬂ(e 1Awt)0ndeh9%rﬁ@@na§taﬁ6 REENER A apcqréma giodce sebpdimengsn g

i nhi bit EHAN a I

br adyklo'ritcl né ?fgb\éh 1é;H)bot pr ongtog%gsgalrs}%%t%%fo o &gjl gl\gag%ﬁ}g é@gggng’nd

di sor deabsut ﬁg@tabouth]a)t mignithadok QOA@ aboet msefgu hbaut 4Prreg,eatoun§o org, tabeuat(i()ng

car di ovasc eI at seas h as_h t ensi.on, art fail

di abet B2 ey B  PRecmt et LSRN Fnp oh g 25 Riabays (0ot ¢ abl e
ACE i nhjpBipt PTSSHngﬁbdiQQO@%Hé Ofold 2253131%I ﬁ%dt'zsoerfi@' dgRit h&d mg @@agoiﬁ%gl

moexi pril, rampril, quinapril, perindopril, liSinopril, bénazepril,

f osi nopibptlt 3@y n@oa@u’qa}ﬂﬂoﬂs abloat 5T mgj @0@4]33@rmgmbom)6é0 AGE abowti ¥istogs, i f
desired, ar pi ¢ Y, ~Rr esent 'n conpo i on of t i nvent i or

co- nam e Bt b o eR SEcBbu Hof v SRR Becttabheed B Phe S 5hes on)
in an adtsaumﬁmﬁlgabmtt 5055ngrgabt)ot atbm 5Qodrg325frﬁg Mﬂpwnﬂgb@u@ut%ﬁ MY,

about % about , about 1. r‘rg%about ngy, about 2. , about 3

g, agcﬁbpuu mga Bt 7§5rrgg %@U?S%n@ o me.nipoubBRlimes abmrfgg atb%t;t 8
T3 o, buC e 280tk 53 M8 oBRCY0 ik, T3P dhe bollBosg ML oyt 7 oM

about 20o0mlL008begit 2 1 ny, about 22 ny, about 23 ng, about 24 ny, about 25

, about 26 , about 27 , about 28 , about 29 , about 30 ,
9 ACEmhtlr)rgors 9 9 9 9

[0033] Angiotensin I converting enzyme (“ACE”) converts angiontensin 1 to
angiotensin Il and inhibits bradykinin. Because increased angiotensin II and decreased
bradykinin 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 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 50 mg, for example 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
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about 3 1 ngy, about 32 ny, about 33 ny, about 34 ny, about 35 ngy, about 36
ng, about 37 ny, about 38 ng, about 39 ny, about 40 ny, about 4 1 ny, about
42 ny, abwot2onBizmye about 44 ny, about 45 ng, about 46 mGT/USha0i3294s ng,
about 48 ny, about 49 ng, or about 50 rrg Aldosterone ant agoni sts. [0035]

Aldosteron ro tha tri byt o hypertension b

i nhi bi tMé&dg RP‘d ’S?gf%??é’f?gﬂl OE e g}gda %rzgr{%g’fa(?Pu‘y

m ner al - &@r §iduPhd rﬁgca%eﬁpwn?gr %b&&emﬁlgr@odﬁ%@@% arBoﬁ’tr@/ﬁ@t LSl Ao hieat i ng
hypertension. Non-limiting exanples of Suitablie al dosteroné agents i RAcl ude

epl er ertbnet Aintgahltat B3meg, abpuichinivignalidud 34 nidebewf3s QOEEJut Ab dus tabowniey
ant agoni st deS|re are ically re ent i.n itiqgn of .the
vent o Pop! Y PRaHoR 30 Bl b T o R e eSS PHE POl dn etp o
the i nvﬂ%g%buﬂ%@g AFLNE mf a@ﬁ@u’ﬂn@ ABout @8 ¥RV Ubowk A0 M@ or hBsutesvane| e
about , about 1 , about 12 ny, about 15 ng, about 20 ngy, about 25

ny, abeﬂdosserongan&mmstS% my, about 40 ngy, about 45 ng, about 50 ngy, about

55 ny, about 5 t i a . ,
about 85 r@[QQ%SJH/?Idg%Q%{E 8 H%?erggﬂpg}o agout haltog&#}glbg% gﬁah ﬁelglg t@F0037]
Al pha bhbibkigskidadys ureébh. EdAgéiﬂseltl&llt glompateptvith ald@dgoons f, mmmieicertmtdh

adrenal i ne binding at a-adrenoreceptors. Adrenaline binding at such
r ecept JFEPIAH AL tb@retoag geSHsIMreYangAL gk &e%tﬁ&%ﬁ@%eﬁl@@ﬁg}lw CYegEdess t hat

conpet %ﬁ%ﬁ%l@ﬁﬁ@ﬁ@ﬂoh@%&'&s RLRgK @ereﬁ 51191' AELRIR Gr c%hﬁnﬁdﬁ%h?fh%{ée%fusef ul in

preventing or treating hypertensi m t1 ng exanpl es of suitable
al pha bl oc ke[ﬂ@36]nltﬂdusierode)>aamgsmsts, nfeteklyéd;l(apratypﬁjabwpmsnm inpr e@opositjon of

t erazos or .conbi nati ons t 003 a bl ockers f desir.e are
{ypi calthg I PREEHO P aam SN EE T ApCrG he B SRmegb b 8o
with Epﬁ\aﬁ‘aﬁﬁhﬁiﬂ Shbb o .‘9&%% a%’mc?l@b S @Janip'[beaﬂo'ﬂi@ 'iﬁzg Qhduti10 (;ﬁ’%" a%Hﬁ’tul@t of

about 0.02 ng to about 0.5 ng, for exanple about ny,
about Orngéabngt 1 amguabant QGng abtab@étrn@ a(beutni:i) mgbdmut esmg ﬁ’g@utéll@ong, a(b0@18 ny,

about 35 grboabalie BOHGS aBontou b mg sesht S sud Bod MY ook Rollne of

about le5utngl)ﬁlg @Baqugsﬂa@ mutbomgex@dmbs @heutt W0mgy, about 0.75 ng, about
, about ng, about 3 ng, about 4 ngy, about 5 ng, about 6 ng, about 7

rrgngabe‘llphebl?gkerébout 9 ny, about 10 ny, about 11 ny, about 12 rrg, about 13
e T A
about 2Qnatine dbalitg 22 vrBirembeithto2H0 Adrendimeubinding a’tgsuchh@tﬂpt(i@(lem; toabout
325 1y 1V&2§C%lfllgtrlgt?00n and thgr% olilrg hgge?’tegglon Agents that compete with adrenaline or block a-

adrenoreceptors are therefore useful in preventing or treating 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 0.04 mg, about 0.05 mg, about 0.06 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 mg, 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 8 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



about 400 ny, about 425 ng, about 450 ng, about 475 ny, or about 500 ny.

Al pha/ beta bl ockers. [0039] One or nore al pha/beta bl ockers, if desired,
are typi cablgiopre®ent in a conposition of the inventionPComScaoasavsni st er ed
wi th EPA according to other enbodinents of the invention) in an anount of
about 1 0 ut 2 for e about t 3 nyg,
Sbout G0 vﬁ?bS%athgOut an Orrge: B 125 gfg&ga% g, a@ouhfg% Bout 7
My, abomhu8i0fng, aal%BHMﬁ ﬂg,abaﬁmﬁo k) ABBut zﬁi%%g ot hbo® 50058 it 12 ng, about 13
my, about 14 ngy,” about 15 ng, about 16 ngy, about 17 nyg, out 18 ng, about
19 ny, Apbatea®loakersabout 2 1 ny, about 22 ng, about 23 ng, about 24, or
about 25 ng. imting ha/ IS carvedllo
Ang! ot ensi n 1P Qo8 MuRY aBERTRc LR RRGHeD: afe PiReS) arSption

ant agoniosdpositiah o€ e @éntiotdbl esladmBiNteasiith ERA QRESHInG! 8 GKRE $mbORBSonts

ATi -receptor antagoni sts, or sartans, are useful in treating hypertension,
congestafyke eantion) a prypmounired abawt e toebrut 2§inedorexame ahar dag.gibout

Non- | i n npl.e I or _a I
candesg%%ghgblrbes t?b8ﬁ oﬁ%% @ih?4]5§a%§ %15§1§%}?%Qh§1%¥h?§éﬁﬁ§

epr osardbaiit, 7 afg, agdtvisnag, dost 9 ey, @abdut 10004 JdboEl i, Avue 12me, obetttsll3rmg,|
receptor antagonists, if desired, are téﬁlcally present in a coggosition of

the i nv@AYS Bhmgerboih 13 dng. mbevtelmevaiant EPAH bR et oyt hems #Boi 2fent
f th t |
0 eldlgrg%h’b%‘)m ”ab%t}t g ag&ﬁt ??9@% a%o&gzzi Q)raagggtt 2519%g ”aa%&f)ﬁmgm%gp e

about

about kxm@pkaﬁOnmhﬁmﬁ@uﬂﬁbdﬁw1§bmn@dﬂabout 10 ng, about 12 ngy, about 15
about 1 ab about 24 ng, about 25 ng, about 28 ng, about 30
ng, ab égggn 9? nggmﬂﬁnwﬁbout 40 my, about 45 ny, about 50 ny, about

55 ny, about O@ﬂ)]%ﬁ é‘t@ﬁ’é{ﬁ Iﬁﬁe@toraﬁﬁ&gon?s@s rmtenﬁté‘wtcaﬁ&i ABgioRAGH! rc8Gh &0

about 85 ng, about ny, about ng; 1 n an anount of about
40 ny thdockistutARIZO Afgt-rdcqvtoemtﬁmrests,acbrowan@ enrg usaffubuun t@atimgy hypdstsusioB0 ny,

about 100 bout. ..120 about, 14 about 180 about
200 . ongBrve 38" Fnra 945 e Dl Sag st 8, - 9386 S ETar So0

g, abow io'ﬁéh@innllli rédRpdR AEPYRstsOfnchiIeUandOdrtal 1BesaROML o8 artdh, 1bQktagxanpl e
about 20 , about %50 ng, about 300 ng, about 350 ng, about 400 ny, about

450 Vaésnom, tggusangn. epperattasm caigbinabensthewof. my, about 650 ng, about 700
, b 7 004
g, about ﬁﬁqugﬁ cPI?J oft C(?rte teﬁ%@o&%m '?‘f'tréce {or h&ﬁt&%{‘sﬁa% {Zliogire{d S5 d}t%t?,lcal OW a

Anti -arrhyt rugs a rrect an rre u Year
heart 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 100 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, about 10 mg, about 12 mg, about 15 mg, about 16 mg, about 20 mg, about
24 mg, about 25 mg, about 28 mg, about 30 mg, about 32 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, 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 mg, 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-arrhythmic agents.
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that is beating too rapidly. Non-limting exanples of suitable
anti-arrhythm c agents include adenosi ne, am odarone, digoxin,
di sopyr amvaepiofizew®ai ni de, |idocai ne, mnexiletine, procai raFiu$e)1046ims di ne
gl uconat e, propafenone hydr ochl oride, tocainide, or conbinations ther eof .

[0043] One qr re antj-arrhythmcs, if desi.red, ent in a
conposi t i oncf895rﬁr(%ni Ay %XIPS? agdt d0 SATET e tRFEHa qaﬁté@ @(‘e&%lp

ot her EtHBQQb@ﬁﬂl%%o&?aﬂiJﬂ? Nb\ﬁqnhmg)exaﬁp@@ o@@m@te Afi-ARRMImR kA 1ﬁ&u@eb0ut
1500 ng, about ng to about O ng, or about 5 ng to  about "1000 ny, for

exanpl exdahasirte, 0. alnu:r@arommdlg@nﬁ, nglsopjmmndeo Tecamideabdidpcdingyy, makitaiine 5 ng,

bout 6 t 10 b ut
O o uP A B R gite, Fut st ek oo B M dsh 8 EoBBR RS Sbout
125 ng,th@beut 150 ng, about 175 ng, about 200 ny, about 225 ng, about 250

ng, about 266&3 about 275 ng, about 300 ngémgbout 324 , about 325 nmy,
about 330 ng004Hddre 380 mage abbarhBimioyy, if d4eoe nypicathoupres®s g2 about

oy ansontRtiofoF il ARRYoh 0 Bl 3R bR Mhuc@Bio 3aR- Thwodhgil; 075
about 7025hmveﬁhﬁgtm 4D OmaTnt c&btbutlt 0T md®, abeho US0080Q, atput abﬂtho &5t N0 about

850 ngy, about 875 , about 900 m}; about 925 m;ll about 950 ngy, abaout 975
ng, abdg. Aoy, m%tsb%houiéﬁ@#) g, Taariosyuig lalsoeultouiﬁﬁ:,mﬂga AHAuAS 1100

mg, abqy éaﬂ)ag @Sgﬁmﬂlﬁt %Oa%gu mgf‘la%ﬂt 1%')%’71? e[]i_SgBtO% ngl,%pg%béuut 1 régou afpout

1225 ny, out 1 ng, abou ng, about
1350 ngng aaﬂ»outtSOﬂﬁZEahmgt 6(hmguab011400)mm abc&b(S(]tmg’lAB@trﬁ@ mgbbott ].‘D@Bﬁg rupputabout

1475 or out 500 044] ano her . enbodi nmen one_or
ant i - e e e MinBite o OB 2B bR ey B 00U S eapout
500 ”D rﬁgrab%t, 275Qhg, %@Hﬂ)j()@ rﬁ %butlsmng%oﬁi—szsq{agtﬁboat ) MBS abFh 35¥)b&lgt fong

perrrL about 4 nmg per 5 ng per nL, about 6 ng pér nL, abodt
per abbyt Aomig, zﬁomglO@eng rﬂboua’ébijmg's@bwrg 458rmgi aboabd Tt M5 ahgutp¥l0 my,

22?‘” Bal0ut oy 330 'mi: a0l o a3 me RefBGE sk eI e ™

about ZHGuiE7 Peig, aﬁoutavlowhn%%‘éunmsaﬁf aboutavtso n%muﬂﬂﬁ)ﬁfg, raboutaem mg_325 gy
per mL, about 3 0 about 375 about 400 ny

about P8R e ﬁhouta%@utlg 4®9uh§7§omg, ﬁhoth&Qu@gAamuh@%mg, r&houto%Oatb%ut 500
an gre}tr)u%m (%F%O%g] %ﬂo tng {_}%r out 6%% 8P&gx@§%:n£aa%§%tt ngl.sdﬁgﬂ;asogg f(ﬁ)g 02%
about n@3Wputaldddtmg).aBd361050 mg, about 1075 mg, or about 1200 mg, about 1225 mg, about
1250 mg, about 1275 mg, about 1300 mg, about 1325 mg, about 1350 mg, about 1375 mg,
about 1400 mg, about 1425 mg, about 1450 mg, about 1475 mg, or about 1500 mg.
[0044] In an another embodiment, one or more anti-arrthythmics can be present in an
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 6 mg
per mL, about 10 mg per mL, about 25 mg per mL, about 50 mg per mL, about 75 mg per
mL, about 80 mg per mL, about 100 mg per mL, about 125 mg per mL, about 150 mg per
mL, about 175 mg per mL, about 200 mg per mL, about 225 mg per mL, about 250 mg per
mL, 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 500 mg per mL.
[0045] In another embodiment, an anti-arrhythmics is present in an amount of about
0.01% to about 5%, 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
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about 0.05% about 0.06% about 0.07% about 0.08% about 0.09% about
0.1% aboutO0. 2% about 0.3% about 0.4% about 0.5% about 0.6% about
0. 7% abow0 201082909about 0. 9% about 1% about 1.1% aboRCTAIS204p/03d988it 1. 3%
about 1.4% about 1.5% about 1.6% about 1.7% about 1.8% about 1.9%

bout / bout % % t. 2.39 bout 4% . ab . 5% about
2. 0% Aot a30uo 3 nabuta a “GesulSB: avpbbl 80t Gt 0RO aLEN" 3. 296
about 3 396 P, Iy, PROsP; 5%, HBAU 39, B A0BHRy 7V ARl A%

about % about 4% about 4.1% about 4.2% about 4.3% about 4.4% about
4. 5% aalbountl 476 oo ddite, abontq .9ah eboutL%8%4boabduto, 4b0eth 2.2, aivaiti?.358sdbputnei ght

nii b £ DAt L0 SoPBaa P i Rer PBr CoABat « hoRBUL VBt et .

Non- | i nabbit 28X abtRl 8 SR fabait 3 P24 Ruet . segapdd 31.6%) bt Rdepabdud 3.5 RIbbuN,
cl opi dogrel, dana aroid, del taparin, denaparoid, ticlopi di ne, cil ostazol,

abci xi réa®e, ehaut ﬂ?/qaabmaé 1%; fﬂtﬂui Bate, abewtt. oo @I@utérﬁ%@aﬁf@a}d‘i 5%l rbsirt 4l e,
tinzapag| €f4 9‘% 031?4%% 8§t4t é‘ﬁr@roafbou{@%@]we@ﬁ o?r{her%{ ?c@tﬂf)& Lt el et

agents, aré esent ron o e invention
(or co Mml&re&wg@ﬁswth EPA accor d| ng to other enbodl ments of the
i nvention) in an anmpunt of about 10 rr%leto about 100 ,. for exanpl e about

10 ny, about[084015Aplatglshrgentssniit rielgt agenegegon a%thereisferf@mbéb@mmw no,
about %ﬁvgggm@ﬂom 4L hﬂﬂ% %Q%Bfé? Man Qfégeéo% ngnﬁﬁﬁfét %éﬁt , %ﬂ Ht 60

ng, about out 75 , , about
90 ny, cdxhndﬂgrQS mgnaparmda,bodﬁltaﬁzﬂﬁh nojenapareid, anoloptdia, a;iiosl&zd%O ai:@utlmah,bout
300 nmg, e 0 , _about 7 out. 100 .nyg, t 125 ny,
Sbout 56 iRy S o BP0 e PO S EI AT BB COPE B about
275 no,ihQeo@bout 300 ng. [0048] In another enbodi ment, one or nore
antiplatel et agents are present in an anount of about 25 ng per nL to about
50 ny per nﬂ004ﬂr0@<mmrea@@ﬁpla@&tn%qn§c mdesab@uaresmymgﬂllwemrqstnt abcmt 35

ut 45 t 50 ;
o P arineSRD os e eafh @b eosaRRiis iR TuEEPs TripBine W RMer shodinfigte
about degh@ﬁfveﬁﬁon)amutaniou%oﬂgbmrlorfhg t@bsYi 100 26k, Tor BRIMpPIE ab&RaBt md, 75,
or about 2 ng nm.. apoA-1 mnetics. [0049] Apollpoprotel n A-1 ("apoA-1")
is the qbputnh%é/nm @b%itrﬁ@eﬁn@bwrﬁ() Bg. ORI MBLakolb P 81t pbRut 3Reme. [abaitt40hg

exanpl qﬁg, afboﬁ‘toﬁn% gﬂo@%b %?g, aﬁ'&lt%%ng %o&t]&) rnE %o%?% 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.

[0048] In another embodiment, one or more antiplatelet agents are present in an
amount of about 25 pg per mL to about 50 pg per mL, for example about 25 ng per mL,
about 30 pg per mL, about 35 pg per mL, about 40 pg per mL, about 45 pg per mL, or about
50 pg per mL; or in an amount of about 1 mg per mL to about 2 mg per mL, for example
about 1 mg per mL, about 1.25 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 component 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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| i posome, ETC-642, trineric apoA-1, CSL-1 11, APPOL8, reverse D 4F, or
conbi nations thereof.[0050] One or nore apoA-1 mnetics, if desired, are
t ypi cal | ywpresenrodwn a conposition of the invention (or PCOABdMmMoNBuEr ed
wi th EPA according to other enbodi ments of the invention) in an anmount of

about 0.1 out 1500 , .apout 1 ny .to, about 1200.ngy, or about 5 ng
to about 10 ebﬁ%}%%rorewﬁ%oébﬁu@r@e.%sngf Aokt 5 REAT DB, 75 %y,
about  lofhosi@BRYF 1R iUentRRQBE c&a@iﬂiniﬁ&@&%i%%ﬂyac@&@%ﬁg t8 QtHB enMBiienBO MY,

about 40 ng, about 50 ng, about 60 ngy, about 70 ny, out 80 ng, about 90
nmy, aboutthd G@emtepn) abhewamd2st ofgrboaibd litmgl ®0bey! | H¥owg, dost hyng whadbeut PUH ny,

about 225 apout 25 out .266 bo 275 ut 300 about
e o TErbolbS the ol 08B (S Gafiie 288X b 03, B oM, el ds 200
ny, ab(ﬂd%, 30t Mhg, abAHE HAB0a03E: 6 AQUbot 19 MEL ab3BORS m208bdil 30 ARLUbod 4D NU,
about 550 ny, about 575 ng, about 600 ngy, about 625 ng, about 650 ng, about

675 ng,m&b’@mlt Stomgnapoubfbing, FEst A mea bt 89 mee, ghoutdeang. abrst MY matrdaut 800
, : 7 9 ,
Shout 920 6 Mo 18 e Ga ne ARGH AR e WpuCPR b B0 B BEMbuES®, £

about A7 mbow; 2 BhagtabdlOMONgg, HbaLE241A25bow; 32hautabbaEMB Mg, Abat350LAZ5 Ny,

or about 1200 ny, about 1225 ny, about 1250 ny, about 1275 , about 1300
ng, abdbputlBEmgyabeidQP MysbhoRy+2nByebad A4S0 e, dheytit73L oo aheut 2000ue. 1425

19, Dby 40T uhGHR3Uh mé LbollDs7 PingA Rk GbB0, MHhouPBE A nR. ABKA! S0 h0OS1]

Bet a bl ockers ock responses to the-beta nerve Treceptor
sl ow hedptt 6t mganbut @0 rmp| abodt P2 % sgurkoutNGO-thg natound7 e xanpbes X0 myi t abl e

beta bl ocke i ncl ude ebut ol o] t eno] ol , t oprol 0 nadol ol , . nebi vol ol ,
o1 ol GPOLh SpPEnaRaN, S0 M GaRh LT o abeis SBrhE SOESP2 T Gpor Bl o

bl ockergoud 750881 518fhe 186@ sy Bb&A|10Y5 B{E‘?%Sﬁt 1'0!30%%,%Wldﬁs%n%oafbohhﬁoo
invention (or co-adm nistered wth EPA according to other enbodi nents of

t he i nwegtabon) 1024 reg abows 60 ofg, abauitl 01me: or alseli 200000, shgut K6ung, hgut o

about 7 r a t 1 t ut 500 for ex l.e about 1 , __about 2
oo o0 T RhuC LI meaFhel® 1 SREHE. o0 Tan b8 BORGR shudbrtby k2 oot 20
Mg, ababui?bi00Gng,abewtt1438 nilg ab&haus0 Ay, BEbut aPAINeSEr dMdut PIDOURg 60 g, about
70 ny, about 80 ny, about 90 ny, about 100 ng, about 120 ng, about 125 ny,
about Bx¥ fgckesout 175 ng, about 200 ng, about 225 ng, about 250 ng, about
275 , abo 3 . . 400
ng, ggout 4 @0%@9*2%85?E§§%kﬁ%%6 8§$q§3@3ﬁ%gI%E%égéﬁghggéaﬁ%gdS%p&H%
heart rate and lower blood pressure. Non-limiting examples of suitable beta blockers include

acebutolol, atenolol, metoprolol, nadolol, nebivolol, pindolol, propranolol, 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 to 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 400 mg,
about 425 mg, about 450 mg, about 475 mg, or about 500 mg.

Bile acid sequestrants.

[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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Bil e acid sequestrants. [0053] Bile acid sequestrants interrupt the

ent erohepatic circulation of bile acids by binding bile acid conponents in
t he gast rwOnbwst2ieyal tract, rendering them unabsor babl ePhensadwss2948i | e
acid sequestrants are thus useful in preventing or treating hyperlipidem a,
anong o gses and dj sor der .mting. exanples of bile acid

1S
sequest! theIRtieT] e aad oSS 218 Fisp e &5 PISYENting o Het B hpgipidemia,

chol est A JiferYisca QT RhAALoRRSs. tREN ﬁﬁfltlné 00 e AR iRMacPGudihfits %?dlﬁ]de
sequestrants, if desired, are typically present in a conmposition of the

i nvent iqotﬁsémlamblchcmieﬁiimlehoebblwttahd EliRAcsire o crrgombmtlhesrthembdl ments of

the i nventi j-N~an _anopunt ou to or_exa Ie about
a s Mebout 180541 OR0SETRE Wl adt e Ry BT A Ehieali8 ar D in
an anmouinpekitish @8thc3@Qerdnt(@r @@Q&'ﬁmﬂﬂé}@d REih EPA 8¢ Rk80 2B mBB@iniEts about
325 ny, about 350 ny, about 400 ny, about 450 ny, about 500 , about 550

nmy, abodthGoocHipn) dbawemeps afgboysome t¢8bouig2 mbdor cxpomlergbous Baug. apset ny,

about 9 b

ot 1y Hou 13 the W TH 0870 230, TonEOO M bR uT o R anbIONIS,
about 309 about aaboo:tmg%ﬂiﬂemplabbmﬂ 386Ghyg, r@)ouﬁmmgﬁﬂiﬁu 360 nad) abbutd40 ng
Cal ci um channel bl ockers. [0055] Cal cium channel bl ockers are useful in

pr eventT#g8Ht 1308 %l?eu%%ﬂ)&é”ﬂg eafbgwoﬁ%pgﬂbewrWd@&cﬁbpa‘t 92 gM&cAbyHoS0 me,
Non- |
n-1i %Bhﬁ&og@gg?dg;aﬁ g?(mgahﬁd& %06 li&?g‘g%ut%@%gra%g}mfddé%%l gg%i’iﬂw g,

diltiazem rate, Isradipine I ne I pI ne,
ver apambbut E@ ragl abdiipl 750 rbg,sqbbait 20000ng; cambi mmg&uohezwmg,l\ddmut 2Pl i ng

o1 mobar Do Yol L0 Ao 3Dt ACRIT AL PReatE 2 b5Eo BITORMEnbr 6. cal ci um

channel chl@aK&idmel blosi.r €d, are typically present in a conposition of the
invention (or co-admnistered with EPA according to other enbodinents of

t he i nventi dAPS3]rCaAaumnaantel dlockboure umultlo pabootind or weptingdry perkansineyabout

o, “aglin: 7S B g RolRu RS Gagrhrl of 88t ond kB dtie o °

about QidEdipthed dNtizedd d[@fldlgﬁﬂ’e wxaaRl esraliput, &nmplﬁ@qugol& ﬁ‘ﬁ; vaxla athil,/ Ny,
about 8 ng, about 8.5 ny, out 9 ny, about 10 ng, about 1 out 17.5

ng, abaouid @godigincabssytatey 1 50ﬁﬁma§g@uthe@fng\lorab@mngz@w@w O%mbantWHS rrg,
f
about gf:glcnign ﬁ&%‘éf bl%trgrkpe]%e 1n(8[%1dgl2181¥%d P?gle e&at?taﬁlmamldgtorﬁ m%g%ﬂsnslt%

about exa

ng, about SQOOQS] Adooot mdbe H@cluﬁbdwhnél%lﬁﬂ{er@bbdésu@ﬂ 0, ty@b@lllbt pfﬁ@elﬂfgn aabout
55 ny, or about ?0 ng; in an anount of abaout 20 ng to about 120 ng, for
exanpl €CHROEI0D O Hhy, Migsipn (9 cergdmupered 20tk A gserreing to other embodiments

of the 1nvent10n) in an amount of about 1 mg to about 10 mg, for example about 1 mg, about
2 mg, about 2.5 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 5 mg to about 34 mg, for example
about 5 mg, about 6 mg, about 7 mg, about 8 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 55 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 90 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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50 ngy, about 60 ng, about 70 ng, about 80 ng, about 90 ng, about 100 ny,
about 110, or about 120 ng; in an anount of about 60 ng to about 420 ny,
for exanpwe 2atvoat0980 ny, about 70 ngy, about 80 ng, abourCIWsSnego/oatvesit 100
ngy, about 110 ng, about 120 ng, about 140 ny, about 160 ng, about 180 ny,

about 200 out , about ng, abo 26 out 280 about
300 ng, M&EEAN PG 03 mg, Pr‘g322 09’6?{46@& ag’ﬁngté&s%é ghgut %%%E}S 400,
or abo%of}%ongrat{ogpydmgn anot her errbodl ment, one or nore cal ci um channel

bl ockers is present in an anount of about O. 05 mg per nL to about 2.5 ny
per m., for [@Q&Hﬂh@natbommbn@memgomor mbre @bowh charinchloplears mipresgipbutan). 2 ny

m., abo 0, 3 4 b 0.5 L
Bbout 6ROt SR ani? Aoyt T B gl tr SR ls PO 08868, o my
per anbeﬂkbht a. 1%%19_&9& dBeut @QQ&% pér-mb, aﬂﬁu@@B nﬁ'é—]%erafﬁDLﬂboillt 0.4 P&mOL,

about about 2.0 ng per ni, about m., or about

2.5 ny qbeut mg:mfpmln wbbmtt(bé dng peond) abps| s e mr k¢ ébouﬁ rOaﬁwglfgepergnbx ein

"CETP" t d
tri gl ycboREE g fet RN B ok (00 Fos e AL RISl 1 P B dpE”
pr ot ei raboiisl. Vﬁﬁfgqfeem ub@ft@ 0 g ppr e eabdug. 23rmg peahlng a@bhe:r o8¢ grasii.s and

ot her cardiovascul ar di seases and di sorders. Non- |imting exanples of CETP
i nhi bi tSFEPHEPIYS t or cetrapi b, anacetrapib, JTT-705, BAY-60-5521,

Pre 3185043, B0k AR 00 oo B EATRE NGIANS-ERPELT1ark O HnpREn ko DR CETP

i nhi bitors, esired, are present a conposi t| 0 I nvention (or
c0- admitransfeenredchail dsterHRAt cac aalr tnhigt}ge]tid)eso tThiebiteniad i B8 tatsoahlledhplasmy éiptd o n)

in an am)ut sufficie opro ide the subject w.th dose of abqut 25
per kg BT EPgH: o Herelar WG 1o PEBGERNE 6 HEUBer GO B e B bo Lt

25 ngy R%fdl&%scﬁg’toﬁ'lrseaégs HRd B%Brdé% %ﬁqﬁn@iﬁg @aﬂﬁgfes kg, C@ﬁﬁ%hlﬂl@brﬁgnd?ﬁde kg,
about 45 ng per kg, about 50 ngy pe g, about g, about 60 ng per

kg, abdotce®iby qml@cett@glb alBblit7030 B@YpéQ SEYL, &5@1&85953 nglnpierCH<§()05@Bou®r 80 ny

per kg, ou er kg, about 90 ng per kg, about 95 ngy per kg, or
about lcﬁgl%ﬁtbathﬁ tI]E%O?[OOGO] I n anot her enbodi nent, one or nore CETP

i nhibitors, [0059e3hd &dmoRy €EEWPEREBorsNifalcSiedH) Qs f)ﬂe%iht@ﬁ atddfpbsivienof eix (or
co-administered with EPA accor di ng to ot her embodi ments of the i nventi on)

n an dmowiion der ebuslminpouedyithdPibesordine & othpiotbEODCH of S1caBBRion) B or
about 7%%%& g’u%?elﬂ{ to pI%VlCQ]tﬁé ?1%3 g&%lﬂﬁg’ §8§eo61} a%%u][ Qg' 'npé ﬁé}rlég body weight
(“mg per kg”) to about 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 mg per kg, about 50 mg per kg, about 55
mg per kg, about 60 mg per kg, about 65 mg per kg, about 70 mg per kg, about 75 mg per kg,
about 80 mg per kg, about 85 mg per kg, about 90 mg per kg, about 95 mg per kg, or about
100 mg per kg.

[0060] In another embodiment, 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 of about 100 mg to about 10 g, about 500 mg to
about 9 g, or about 750 mg to about 5 g.

Cholesterol absorption inhibitors.

[0061] Cholesterol absorption inhibitors reduce the cholesterol content of
chylomicrons and chylomicron remnants by preventing the uptake of micellar cholesterol
from the small intestine. As a result, less cholesterol is delivered to the liver and thereby
reduces LDL. Non-limiting examples of cholesterol absorption inhibitors include ezetimibe
and simvastatin, or combinations thereof.
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[ 0061] Chol esterol absorption inhibitors reduce the chol esterol content of
chyl om crons and chyl om cron remnants by preventing the uptake of mcellar
chol est erwb 2broonzridhe small intestine. As a result, |essPchalSes®sIUS i S
delivered to the Iiver and t her eby reduces LDL. Non-limting exanples of

chol est er ol %)%gr i on inhi b qu lan| ude. t| mgq? (g Si rrvas at| n,

conbi nat i ond on e Kho rROPRIPEOR @fserl cSdb &r%fpr%? inPﬁ?SBPtt ors,
i f des'lflegicd%{lﬁ)sft%[ql Gelhy V&SRt (o nccﬁa@f&iﬁl%@e%b& |\t OfpA h@ccbf&ﬁ?g‘ttb Ofthé0"
co-adm ni stered wth EPA according to other enbodinents of the invention)
in an amhedimefts abohet myelmtgbtt)onailnmmoulm ofrgpotfitot n@(amplbcaltdlﬂomg, ﬂorrfgiamal@out 2

Moot gohy™ B aBR0d s oo 02 ool e, SRS P oiorlE B bl et o

exanpl ﬁ@owouﬂ-o 8 or aBewt101Re & in Ak ArfoudPoMbou PP W atdat BUm anﬁl@lm
about 35 ng, about 40 ng, about 45 ng, about 50 ny, about 5 , about 60

my, abobeuel) mg; abmyoup Mo ahgut Abeat abrsit Ay M rbawoiik mgoateyt 3@|rm,gr abpwtsi0
0063 t
5o btk L EPme SEEPSE ol WOk 3 hpk Rl Py RS bERES B g bl o o°

i ncl ude7shygdreeabberddimgazi de, torsem de, ethacrynic aci d f urosem de,
trianterene, indapam de, chlorothiazide sodium aliskiren, or conbinations
thereofD’”[’@GG4] One or nore diuretics, if desired, are typl cally present in

a conposi ti gfjo@e) bif) tfcﬁiéfc?éa'sé’ﬂnﬁ fcr&’teé‘?d%lﬂ%ghﬁés%d S’ﬂn? c?&ﬁgb{gd

ot her enbodi ments o I nvention) In an anount of
about 2nShymertehsive exfacp) eNabbotitig 2eammes abditretisSinniyde allydwchmro?cﬁlam@ﬁ, about

1 ng, about.l1l.2 about , about 1.75 , _apout 2 , . about 2.25
o or aBOUCC) i€ B fieReBRs, ArrBer o di e mgRy 6 nabolER Sy
exanpl &304t Oﬁcgfgblngtmlgtth&gbffrg about 12.5 ng, about 15 ny, about 17.5 ny,
about 20 ng, about 22.5 ng, or about 25 ng; (c) in an amount of about 2 ngy

to about 10006@A] @my oremawph@eabsom& degiredy, arabyputallg prgentab @utomposgion ahthet 5

ny, about out 10 out about,.15 about 17.5 ng,

Thout J8veron ot ARt 0 Heot g i Pna2RRhSain Br yBRnibhL i "B

mg, ab ot anRSUnBf: (a)ba:ud)ht 0358y Akt 2! ESQnggfor ahatilc @boutd.2 PRQULbO(P ormm%about
ng, about 80 about 85 m1;2§about , about 95 ny, or about 100 ny;

( d) abolieut1Q 7oring; @B%dumgsdo ang. akawpl .2 %@b@utlloﬁn@lg, Aot £ ma. Aowy,

2‘80% 1p ﬁ{g %gﬁ)%ht %§6§0%thglaﬁloa%o%9u &1@9%& tozeﬁ)o tf?%?o(%%&a&ﬁle;%O%ﬁg 8%

of abou&t m@, aut 00 ﬁfgohﬁouﬁiﬂn Bgng,fabbute])ﬁaﬂgl eﬁoabbllﬁ nfg, algput abmg, abéut 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 15
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 50 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 55 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; in an
amount of about 75 mg to about 300 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,
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ng, about 15 ny, about 20 ngy, about 25 ng, about 30 ng, about 35 ng, about
40 ny, about 45 ng, about 50 ny, about 55 ngy, (e) or about 60 ny; in an

anmount ofwakowr122®9ng to about 100 ng, for exanpl e abouC2AISPYO/0adesIt 30
ng, about 35 ny, about 40 ngy, about 45 ng, about 50 ng, about 60 ng, about

0’ ABORDS00 G, (1] o BBl g #50r5 raRRaORAD] Ap o0t & 198 g,

about ]@Qg%ou@bq 0%?1501[’@)5 %) Z06n Qﬂouﬁ%ﬁ%o&zﬁm%erﬁﬁowa%ﬁpl@ﬁl about
275 ny, or ~about bout” 0.1 g to about 0.5°g, for exanple about

0.1 g, mbm]a: fer. @caglpleaaimutlmgioegmlalabumt Dmg pgrmivr alacbmatm@pér k., adqou(@)ng n an
t of b t b
per i PeaBocssuy TPl s 5 b By ThET Tt SR R Pibn 3 g

per ,abé}@@lﬁlg%eﬁﬁﬂpefawﬂu,tlah@-ﬂerﬁmg per nL, about 8 mg per ni, about 9 ny
per mL, or about 10 ng per nlL. Dyslipidem a agents. [0065] Dyslipidema is

a cl asPustipifeniéagents hat i ncl udes hyperl i pidem a. Fredrickson's Type I
dysl i p! dem 3‘9 rﬁ §11§Pd%mr1a { ercgl oltf(ahs%g Hﬁil:[ %%ﬁud%\g Hﬁﬁe&‘h %ﬁ&g drlgfi

hyper | i popr ar ¢ omcro aracter zed

by el ev’@tpedICﬁWl@de@ﬂhﬁﬂ (§oﬁléﬁh&s Edf&jrﬁttts %tBuE@ﬁth&l@Cﬂyn&mﬁ)@Epﬂﬂaary
dyslipidem a (al so known as fam|i al perchol esterol em a) exhibit el evat ed
LDL | evepstlivepigénagntis, pr damil &ksla»fpegchr clongmiy sisi phadasierizeds By ¢levted

conbi negloRAS ERRP LR c'ﬁé‘@z%aﬁrécﬁgﬁl JP]E_ Dﬁﬁ&ﬁg‘ﬁ%ﬁt’ﬁ_&% e(?l%lI kpown as familial

hyper | i popr ot ei nem a OW | ncrease Fredrickson's
Type | IHypeiebblegtendamia) (eshxm-:tt elaMecbaDIedievtelst a Tdbseasth Bredrickson’s Type 1Tb

dysbeta r ot ei ture at ed. inter ate dens rot ei ns
! Bt S R Breg BRi ) chRPlthy B Ay inpie P LEh, CErerr s carfaBees o o

hy pert rHy@Eﬂ@@ﬁﬂo@&ﬁ@n%ﬁ) )sh&@vﬁc%la@datﬁi \eﬂﬂr@I—VLEEeie%els Su blré%l?ltcﬁso\ﬂ"st Hype 111

Fredri ckson"s Type V dyslipidem a have increased VLDL and chyl omcron

| evel s. dy@ﬁlﬁld@plal\@nmetlmm tcalied brtangibesse of cbyls¢talppo@eqtmaelagerﬁeeturqscd1@meed

Angptl ody,, APA- Phosp Al CS). ma 6560 I\/bO()
peaRo ARG PR DRbIE R D Gttty SErarsbT oLt 1y o et

( Genent(@@rﬁétlmésPéanw@Bﬁrl&qg@éﬁmg»eerﬂeﬂﬁ&é? 1A% RIlc oV DILS]evel SERuB)0E:s (wear enl s
Ther apeutics), CP-800,569 (Pfizer) 256073 (d axoSm thKline), MB0781 1

( Vet abdgrdrjcksmEs §ypq§51y@hederpfa| heye ynerepeBy LDRoEKeohy lonirrgp| lewtlsh

a Smi t h 8 b
ginag)e?r;npi b P %ﬁtﬁ%l %Bﬁﬂéf Eo(%g Fég?%? géénrt gﬁcll%% éﬁﬁé %{ﬁ)ﬁ ne)
eproti ropme- ()(ll@haspBagJamCsﬁﬂISDEs (IsaBfght)) N(MKHBD@\M(O@[ P@SKPIRA i Bﬂﬁylﬂﬁl))
MBX- 8025 ( Met abol ex) PLX204 (Wet h/ Pl exxi kan ﬁ al eglitezar 8(R8\1
dal cet rrﬁiﬂ%blzl%c%@ﬁ qm]é@@y% %P%é anti-oxLDL. '(Genentech), APL180 (Novartis),

APP0O18 (D4F) (Novartis), CER-002 (Cerenis Therapeutics), CP-800,569 (Pfizer), GSK-
256073 (GlaxoSmithKline), MB07811 (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), AVE5530 (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 1 mg,
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Logi x), verespladib (Anthera Pharnmaceuticals), AEGR 733 (Aegerion), ABT-335
(Abbott Laboratories), AVE5530 (Sanofi-Aventis), LCP-AtorFen (LifeCycle
Phar ma) , wBl2a06R2099Cortria), fenofbrate, choline fenof braraS2eprasions be,

col sevel am | aropiprant, or conbinations of any of the foregoing. [0067]

Compos i B 1 | Je apa0ete: 4, S5l 1R, e PR PRI e
other eyhpdigBRts Gf. 5mtl1@vrﬁ@tab%m 2 Zgarabaapmngofabab%mg tﬂ%&@saﬂa@ut

1000 ng, for exanpleée about 1 , about about ng, abo nmy, about 5
ny, abobbutdlhnyg, alvone3 TngrglboatbftﬁjmgBabmlt 4&lmutab9utn@ mghehout 56 rm@ abalboijt 15

ng, about 20 ab ut 1. t 30 bout, 3 0 about

13 g, HbgfPut ey e it g shg Mol TGP Bl 7S H g M IR

about &3 ﬂg ab@bpsrx m@Samﬁt 98 RQU hb&ut 9I5rgng,ab@w10mngrg»boa¢bmstmg bt mb[@gt 80
ng, about 85 ny, about 87 ny, about 90 ngy, about 95 , about 100 ng, about

105 gy, abawlolit0 Mgy abayt 1dpang, abeot f mebebeut 125 rﬁg abgyb {30 Mo aheut B¥ous. 125

ny, abo 4 ,
about 1 ut1i3§)5 g‘%bu?&’%géo%’ a ou?%iﬁ@’ %rg(?utabourﬁ 1 ugr.rigl?5 %UEQ@%O%Q ggout
175 ny, ababtoms ﬂl%Qa]ﬁng,t 1abcmg ab85t S mghabidut IR0 My, abwoUsS ix%iiab@ut Bioog, 200

ng, about 250 , about , about 300 % about 325 ng, about 350 ng,
about 3PSutyd)S allgoaleom@@or@g 8&8%85%% ABout Ze i 24aeuhg00 gige @bowoFSnge. about

7o, abanprony mE”aBEs 3 SR 8 b S B uREY0 B BBy BERE
Sggut %5161@150 gﬂggabowaSGSrrg%oaé)bou()O(Bﬁ@ a’goEur:aﬂ@Ghttel% I%IﬁbutTQSO ta’(c)gr;laboﬁZHS?E,t 2bout
[ 0068] PhaT Gyt B IR Doyt R0 Eilsbera 1. e tepis OB i aBRHELSTB (o)

recept %amc@mg MOIRTRY ¥RRP000 ST, 'aE&dt@QS n@%@sbedsﬂor}ng &80 975 me, or
ant agoni sts conpete with endothelin-"1 binding, thereby attenuating

pul nonalbyutvlab)ﬁclwstrl ction. Endothelin receptor antagonists, therefore, are
usef ul ul rmnarglghypertensi on. Non-limting exarrpl es of

t
endot h ‘W’i Z@Jﬁf%’fg A48kt s i ncl ude anbri sentan, bosentan, volibris,
thelin, or qootd|Bihi@ASof hate@Elin-l 0R6hdshelidA MBTR) ecﬁd@ﬁd[tﬁhélﬁh Begem

antagonists, if desired, are typicall yEgéesent in a conposition o
i nvent iT6PEDIASH CRusCHaMIMANGReYasacastristismA Eadetbelin Frycptor anthgqnivsBopste n‘«tlth of

the ' ”V%%ﬂgw?@) 'Blncﬁﬁ%at?&%{}%%n%gﬁgtpgﬁn&%%%%%o@@.&n&?on”gm{ ?lgelﬁxr%ggibg abo“t

rrg, ab(}m'tagomsts therefore, are useful in treating pulmonary hypertension. Non-limiting examples
of endothelin receptor antagonists include ambrisentan, bosentan, volibris, thelin, or
combinations thereof.

[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 statins, inhibit HMG-CoA reductase and thereby reduce cholesterol
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8 ng, about 9 ny, or about 10 ng; in an amount of about 50 ng to about 250
ng, for exanple about 50 ny, about 75 ng, about 100 ny, about 125 ny, about
150 ng, awounioliz%9y, about 200 ng, about 225 ng, or abeur/R2@0MB2944HMS CoA
reductase inhibitors. [0070] HMG CoA reductase (al so knovvn as HVGR)

converts M3 CoA (3- nmet aryl - coen .to neval on
acid (Pred %tlﬂﬁ}de&o%& r@“ﬁe%&éﬁ% C@S%H}QH t%ﬁ Sltiehan 1Hré’f Hog PcVa;S‘SEYh
that prQAHses Aol Estislsoland HfokRA rlﬁgﬁiﬁfnés efok”@kaﬁ’hﬂlQr Snyp@tlcﬁ&eﬁ@tlolle?ﬂa
statins, inhibit HVG CoA reductase and t ereby r educe

chol estle'poﬂhmMu@t imoxed Alyslapidesial thypeiizigonidesduc taﬁnsmsclnmsm thoorslimmtengus ef ul
intreatin f ca dlovas orders |nclud|ng
for exanrgiS BB Be PHRURF aTtBE RS R i BV ST o qiniin
hypert rthJaMt%ﬁﬁl gRiNaBtatidl PRFASEIE RSivhstalioN flul 4Btdtinh glt&x@dmhﬁsmfvadrm GoA
reductase inhibitors include |ovastatin, |ovastatin + niacin, nevastatin,

pr avastamlpdipingr besulstcatsimyastaigu viaisietin, + plagipaseetimibe, andpraygstain, remong
atorvasttﬁgkn + am odi pi ne besylate, sinvastatin, sinvistatin + niacin,
ezetimbe, "and pravastatin, anong others. [0071] One or nore HMG CoA
reduct ase i rMbovitOMsSEr mbredHMG-ejd)A aidecthypinalitoys, P &sied, drd typicatlyposichi on  of

the invention (or. co-admnistered wth EPA accordi n%t o ot her enbodi nents
of t he INn¥ SARRHYIONNOH hG HBYVAREIOBT (05 pberRdmingsicredy Wiy FPA otRgordiNe fiorot8%anyl e

about ]ﬁgﬂ a

about ng, a oﬁ%f é]e%fle‘g%gmn %,Ou%r a 8ﬁ%%%&6§%28@m§ P&Lgxaﬁ]gut 20

gg, abmbgutzthggabomb@ung ,abouwp mgb&ilﬂitl)lt Qﬁlgrgbomtiau%, ai?ut;g mgabbmtt 745g ;agputabout
ny, ou , ab abo ou ny,

oot Sy oo g sy SRS b0 Hymeatont 2838t Rme 186 mEpout

i 2%23?9%%“%0%%‘%38?“’%"1“00% i, AR miR b o %“5b0%75°2%03?9%§555 oo
gt;gut 4sgxbabgut gggmg alge '@mgab}:;wt %)Oml%nyqouaﬁbung mgngoo gt;é;@bOGSUSmgg, $88ut
abo out apbo a out
Ny, ggoal]?P 1;714]‘%:»0 g‘ﬁ%d‘[a}? a??ﬂ g@o t%ég Iggoatho gg%() g‘g‘&ﬁ%ﬁ% Ny,

about  &b%8utB00 ﬁtllgoenlsoﬁﬁ'ésrfﬁgL ABUBSPRI, agout@b@uh%%%uﬂuoo atgoubo&FxQSrmg about
975 nmg, or about 1000 CA T activators %00 2] Leci t hi n- chol est erol

acyl t r abeplet s mg( ab@AT) raprabept 800 Agl 8BeWFP Mgt @0@héﬁfé§1gera§>¢ute%7t5emg, I'n
R R T R S P,
and eveibbu@a?30/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.

LCAT activators.

[0072] Lecithin-cholesterol acyltransferase (“LCAT”) converts cholesterol into
cholesteryl ester. In subjects with deficient levels of LCAT, unesterified 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 in its 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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at heroscl erosis. LCAT activators are therefore useful in reducing serum HDL
| evel s and treating or preventing atherosclerosis. Non-limting exanpl es of
LCAT act iweatoregi2rovel ude LCAT enzyne, reconbi nant LCAT, @gemaiSe@oobmaapy
agents that include a nucleic acid sequence coding for expression of LCAT,

estrogeps, t rogen .anal ags,, and conbi i.ons thereof for exanple as
di scl oé_galr?ff%.els. SeieneiRotbrgrigaly ﬁ%iﬁ&ﬁﬁ%ﬁhf@g&sww é? GBS r@in in
its entdfRhY of [OQARlostda &}’ th@ﬁ@e_tﬁ@ﬁ%oﬁﬁﬁfsi({%t PP]: anldf AR éﬁ?me?-!’eﬁa&%%kcal ly

present in a conposition of the invention (or co-adm nisteréd wt
accor diasgogan aalvgs, ensodiimgions thefeof lsefficrone it fagse)the sutaectzmonm LEUTE legtlent to

rai se the serum I level, of the subject tg adesired |level. Subjects with
bnor melP MY B S RISE Bl ) E Ry e SRR s o S s IR o Bt
conposiwitPab&ft nohBall DEAM deAlin AR ng BY tlRRAdaNEh b COMpBRAYABS tIRS inkO8Iesh,
estrogen anal ogs, or conbinations thereof sufficient to raise the subject's

ser um LeoaprisingdiPA eng diGAal cnzsed, sstragepi eshiogyn ardegs, St ApMmpaations theregt wat er .
I n anot her { ubj,egt i t. n I S I y be
trear ec e A EERL o S BT B MR o R TR (P e
est r oggrr niSbr MY abnAl8qgSperanL 00 ioird)abowts g per @bforinforaoratounto ggpéd ci ent
to raise the LCAT serumlevel to about 6 ng per niL or nore, about 7 ng per
nL or rBkE MBHuUt 8 ny per nL or nore, about 9 nmy per nL or nore, or about

10 Mo PEHL WeeBfor TRbiferss DL receptor inducers. [0074] LDL receptors are cell
surface protee I’(l)g Aﬁg’ﬁg wi th adaptin, LDL receptors bind free LDL

chol est erol [0074]drIDh ct@ptors arccadt sdfave pratties, AMegueithgdg@mymDIDieckptoed s.

Thus, ents t i.nduce LDL_.receptors further reduce.serumlL | evel s and
are Usaft iR TPb ARSI f1 g CRE s oSl W0 STEinR. R i G
exanpl erlﬁlfs,l %@gtsrtﬁﬁﬁﬂh%e LoLl ﬁﬁéﬁ&lﬁ%hﬂer L QREerfR e 1T lélé'éfs?an'dqf? ﬁsﬁgpfnor

i nducers, esired, are typically present in a conposition o

i nvent imgevehting cor- autafing stlrestladsih ERA neodomitinggexaopde hefr LEbodéapent & of
t he invlg ti og% in an anount of about 1 ng to about 1000 ng, for exanple
about 1 %C,ys jout 2 mg, about 3 ny, about 4 nmgy, about 5 ng, about 6 ny,

about 7 ng, [80MOR BB mAOAUNL Fed@torOidadetif Wi, Ao tpidadlyNBrescalpGhita 20
ng, about 25 ng, about 30 ny, about 35 ng, about 40 ny, about 45 ng, about
50 ny, @BWEBitigs offic iapenitongor Agradmbdiiercd svithgEP Alssearding tengthes sebedipeniy

178 o, 450 B e 9ottt BBl i s 30

ng, 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 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 450 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] Compositions 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-PLA2 inhibitors,
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about 325 ny, about 350 ng, about 375 ngy, about 400 ng, about 425 ng, about
450 ng, about 475 ny, about 500 ngy, about 525 ng, about 550 ny, about 575
ng, aboutweQoOiwmgyo9about 625 ny, about 650 ny, about 675Peg/USaions29790 ny,
about 725 ny, about 750 ny, about 775 ng, about 800 ny, about 825 ng, about
850 ng, about 875 . about 900 n%, ut 925 bout 950 bo t 975
mg, or Y6 ’136%)856:%1 in| SOVBPAIT PR il% %V@lqme% f SrEoRBnavo THine
nvent | QBMPRY of P, L@emﬁnﬁtogrmma@nlab%m ‘aﬁl%bmaﬁﬁ%d & BGnRNAR @m&dfpase A2
(Lp-PLA2) inhibitors. Lp-PLA2 hydrolyzes oxidi zed phospholipids in LDL
chol est er ol JO0H]dbnd @VGInereoLpLHLM_Athbwm i desiraggerc atyplaslbadneeseﬁt in a

Lp- PLAZCTRFRY BT %l Bl 6" e B ih e DAEHGRRE tp PGS stopdients™

devel opyrant iBfenBél)Eh ARCABERS 05 abMNANT highiot dbadt @W@ge%ﬁéxa 1Pkt Ik bi t or s
include rilapladib, darapladib, and conbi nations thereof. [0077] One or

nor e Lpﬁbpum&mgnhbcmt ﬁéﬂ& abpyt 4jmegi #heut 5 e abwtﬁcrag,l apopt & 51 8baUs SanswpYisi t i on
of the d%e&t %borﬂlﬁ C%B?ﬂ s;‘ﬂnét %0%926“1% aﬁg’(ﬁ ANl ,[5{!10%936 ?n(g’ta Sl 35,8810

enbodi nme h an out

for exa’nsphmmbnguaboht ng,m@,bxbuﬁt 3 g, a0 ds nag ﬂiboutaﬁibmg éodilig 65 algubowt 7100,
about 6 ny, about 7 ny, about 8 ngp about , or_about 10 ng about 15

my, abdi® BeUhY Mehabeutsy) mg, a my aﬁaut 5}901@& ahoufd 25 i ¢POUOl MWyMEabout

45 t 0 t
Shour” 7288175 el Rooi 00N m bulth AEPRML oSl M0 B MlouP2T S he. FBAH 2000mD.
150 ny, abatmoms mg5ab@t 33Dang, @O0t B n@baMutZ@B gy, abebod?s BE) ahw ékﬂﬂcmg, 275

ngy, about 3 325 ut 3 0 aboyt 3 400 ny,
Tout #98u0eS loabou 30058 ABbLES e Ao TBUPESge S Mk aPOSIMGE. ahout
550 ”D,abéQP@S b2 abht 6%@%% 60t 5 n@b%’éut@%@ ﬁ% ab%lapv@s &R0 aBBut 795*00&1% 675
ng, about 700 ng, abou ng, about ng, about 800 ny,

about 8@5%’@75 aigoabo@ 500 mg, @boh&%ﬁ@, ﬁb@utﬁ@lmg 9%%7@75 alzabo@2®)0nmg, about

950 ng 975 r _about enase inhibitors. [0078]
5-1i poslyy 4&%& ﬁﬁngﬁ% r'88-4P8% s ﬂﬂgl aRm§H8§ﬁ8ﬁgce with various
enbodlqan@@x%knbﬁgnmam@ﬂ;ion Non limting exanpl es of 5-1ipixygenase

i nhi bitors include VIA-2291, MK-886, CM 977, ABT-761, ZD2138, | onapal ene,

zileuton, 5-0078Irnliprveenase inhitigys ereqisclotign 2eqordancewisEBmUS gArdodiments

CO”b' N3 @O n%}l% 507 Noh ‘i’ght?ﬂé%é‘g%%ﬁe%?' Epl%(kge%yeg?rnﬁif%ré WL 98 54y L abl e

for use in accordance wi nts o ins I'nvention are
di SCI 0SMH -$86, tUM DT ,| ABITHH1UZD2 1p&t lendsilcuadzipait@nt5-LO inhibitor 6, L-739,010,

CGS 22745, SC 45662, and combinations thereof.

[0079] Additional 5-lipoxygenase inhibitors suitable for use in accordance with
embodiments of the instant invention are disclosed in the following U.S. patents and patent
applications, each of which is hereby incorporated by reference herein in its entirety: U.S.
20050101659, U.S. 7026344, U.S. 7329682, U.S. 20040198768, U.S. 20090054519, U.S.
5112848, U.S. 5086052, U.S. 482828, U.S. 5208364, U.S. 4970210, U.S. 4794114, U.S.
4686231, U.S. 5134150, U.S. 5639782, U.S. 6239170, U.S. 20060106014, U.S. 5229386,
U.S. 4673684, U.S. 6136839, U.S. 6090547, U.S. 6355434, U.S. 20090042849, U.S.
4731382, U.S. 4877881, U.S. 5130485, U.S. 5665752, U.S. 5723481, U.S. 5102897, U.S.
5234939, U.S. 5143928, U.S. 5217971, U.S. 4889941, U.S. 5234937, U.S. 5283361, U.S.
5232939, U.S. 5086064, U.S. 5208251, U.S. 5290800, U.S. 5006549, U.S. 5494927, U.S.
20040198800, U.S. 4719218, U.S. 4847270, U.S. 6121323, U.S. 20080226758, U.S.
20070218146, U.S. 4728656, U.S. 4835189, U.S. 5763673, U.S. 4835190, U.S. 5162365,
U.S. 5985937, U.S. 6455541, U.S. 5534524, U.S. 20070134341, U.S. 20050267145, U.S.
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applications, each of which is hereby incorporated by reference herein in
its entirety: U S. 20050101659, U.S. 7026344, U.S. 7329682, U.S.

20040198 186,2010/1370920090054519, U.S. 5 112848, U. S. 5086062/USkn18/032982828,

U S. 5208364, U.S. 4970210, U. S. 47941 14, U.S. 4686231, U S. 5134150, U.S.

onaens il S SIIATS NSRRI IS HHEED s §

4877881534bh5 @18'304%431@ %356%‘8%52 UsS. 20‘6?(%%)@@18 1.8 2b9a8970c, UUSS
5234939, U.S’ 5143928, U S. 5217971, U’S. 4889941," U'S. 5234937, U.S.

528336 200002526232039, 200S026086064,S.U. 2036268951, US.S. 26I00BDWS, ULES.

01215030000 &653bokicH 0B S B S. P0G gnelsS. A Aage0”

U S. 576362807033884%83519007034%1835116236508032980 098893728 1355.U §48&13% 19, U. S.
5534524, U.S. 20070134341, U.S. 20050267145, U.S. 4694018, U.S. 5260294,

U. S. 57987#8021U0sU 853bi828. U.$5.20§7865032, U.$ 2000083562, U.5.2093088H28, U. S.

A o

U S. 503608, wssszszmwcj&ngu 3J.52GASHILS L9, 7405502 mwaﬁa&ﬁﬁuy S.
20070237848. U.S. 20070244185, U S. 20080227807, U S. 4728735
4803279780755, 8649385 1UUS. 39985 dJ.Su54421Hdo¥od 2Hi69668, 1) S. 528%)%91%%22

5025304 U5 S0b301TRS7S o 0L R g (P USR0S U S

563551437662, 78063@MISUUS. 4633964).SU4S7546730155497868), UB33363093U1LES

4951586810/ %, BR1AEEH030S. 2098 50380835 1o Y. Bedovrse s

63765287gbl53. 168698951 2UUS. s96334 1y SU45451‘§9/7@4§7521L§9§6 6%7%§7@319U1ﬁs.
5703093, U.S’ 5811432, U. 8. 4822803, U.S. 1, U S.” 5750565, U. S

4751310476943, 8168938 COUUSS. 63%98351U SU6§)6@2985S2675@3@ 159?0@?31144%183.

616003000 €Soaarps S PA0ARRY S4B BBaTin oD, dsahlivonis

524868%814k48, 2290928961k, S.US8636R341,U.13S. 4988339, WU.SS. 2605838481, ULSS.
5814648, U.S. 6939674, U S. 5696141, U.S. 5434151 U.S. 20030216481, U.S.

2003023998623206%. UZoWe00 75288, U.S. 2000020366205 20080136830179.75836105S.

0420303 S0 DBIsHG5 TR UHedo oS B0t st Lo
5856323 SUSS20MIBUD 5204581, UBOT6AMSOLLSS SEROI1AL STS47FELAAB94S0LGS1

20010025040, U. S. 20020143033, U S. 5665749, U S, 20010009917
2007004%62253U18; UpB0s0246%286;S- 30810538394 S. 30820153935 5¢.S. é6§5749 us.

20010009917, U.S. 20070049621, U.S. 20080280826, U.S. 5393923, U.S. 5114958, U.S.
5376670, U.S. 6217875, U.S. 5155122, U.S. 5288896, U.S. 6436924, U.S. 5256680, U.S.
7132441, U.S. 5145860, U.S. 5354768, U.S. 5698576, U.S. 7371874, U.S. 5068251, U.S.
5130483, U.S. 6177415, U.S. 5541218, U.S. 20070264361, U.S. 5284949, U.S. 4672075,
U.S. 5212189, U.S. 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, U.S. 5252562,
U.S. 5420131, U.S. 5037837, U.S. 5081126, U.S. 5105020, U.S. 5187175, U.S. 5342838,
U.S. 4755525, U.S. 5248682, U.S. 4963576, U.S. 5514703, U.S. 6194585, U.S. 6194585,
U.S. 6291534, U.S. 4695586, U.S. 4971979, U.S. 6653311, U.S. 4755524, U.S. 5147893,
U.S. 4711903, U.S. 20040077691, U.S. 4695585, U.S. 2005009084, U.S. 5516789, U.S.
5512594, U.S. 20070202206, U.S. 6261607, U.S. 5350754, U.S. 6344563, U.S.
20040235807, U.S. 5064851, U.S. 5254581, U.S. 5288742, U.S. 5403859, U.S. 5407945,
U.S. 20030008914, U.S. 5254731, U.S. 5318970, U.S. 5519022, U.S. 6174883, U.S.
23



5376670, U.S. 6217875, U.S. 5155122, U.S. 5288896, U.S. 6436924, U. S
5256680, U.S. 7132441, U.S. 5145860, U.S. 5354768, U. S. 5698576, U. S
7371874, W030105268251, U.S. 5130483, U. S. 6177415, U S PEﬁAHSZG]S/OﬂMS
20070264361, U.S. 5284949, U.S. 4672075, U. S. 5212189, U.S. 5302597,

510643120005, 30gE0 1G4, 535 BRI 3455 355036854555 Ups5 L300 I o

2420131573kh5p 1P93X483¢25, .S 54848051268 3429672 10802M&00k) 35, S5§33)7)$§§’ankl’lﬁs
5342838, U.S.” 4755525, 'U.'S.” 5248682, U.S. 4963576, U.'S.” 5514703, U. S

61945853591)@ 6194585, U.S. 6291534, U. S. 4695586, U.S. 4971979, u.s.

s095585, U S00903T000me 1RO R T o8 16d8Sig, Sy ReliORAITN g6,

U.S. 6284R¢itiol oBithOB b, (obead BAAGS8d willh EPA 20040338 @ther UmBod RGABS1,
U S. 5254581, U.S. 5288742, U.S. 5403859, U.S. 5407945, U. S. 20030008914,

U S. 5284hginventian) isangomoint of sbow=Gome, tolabgut 330M1m@g3abayt 8. lemgto7Bouty. S,

0S5z 063 oy PARARARer Sgoa e ns Hicln S0k iy SRGE A e B Bapgdte
U.S. 53pP6fp3abdud 080 hbéane. 8 magpateubd Imgg@xy@mggabdnhﬂ@kﬁgmsouuzﬁ) mgsboed, are
typlcall present in a_co 03|t|on of the invention co-adm ni stered

wi th EPR B&cthaf AG M 3Benker0 Bt dBRUE: B2 otboukd0 @&éﬂ?@%% mgnala?wa?&daa{ of
b
about Odbg%tz hﬂ'lg ahaKt 359@ JE%ut b ch?utgggtrﬁ;%,?ﬁ?gﬁ 2((1(‘)?261 ut%t’r‘hg "

t o about or a out to about abou
about Gibbuyt %ﬁbmtg, abails 274, mgtnimht 100, abxmlt325 nrg, ateoodf0 by, rzrgoutaﬁduhg,zo ny,

oot R TBip a0 SRS, 3 B, o£58 ey S0 Gy s 5 0

about 28850 0%0&%‘55% a%QBPBOO?ﬁ% a’gout%z@%g%%uﬂeso ﬁ%%o&o@srﬁa about
325 ng, about 350 ng, abou bout ng, about ny, abou? 450

my, abobbud7® mg, abdy (25 509 érbg}lt aﬁbmg, 512@1tﬁ65 rapoabous 800 my, ahdwi25518, ng,

756 o PAR0 oty $25Re. $98Hba R B 303 he HRubuz0 858 Hhet Dot 80
gy, abobuBiidonhg, U023, %ouﬁm@tmg%oﬁmmtxﬁgta&ﬁmmmgbemm 95 ng,

about 1000 ng, a out 1025 about 10 ng, about 1075 ng, about 1100 ng,
about 1025bagt 1038608, abosd 058 mg pbaout d780 g, abeut Aung19b00t Fy0 meabeut1 225

. sl 4019 BB U0 R S B 125
mg, ababbutlBRG myg, ababDLnSOJrﬁg?,Eabﬂgt 14em5aug, dbdb01 3509, mg,bawtlt 1885mppaboabdsf0 1600
9. abonlilé, a]B%].thS 15 ’mg,ba(l)b%glt %g(?oomg?ébo%??g% rlnejg?gbonq 1650 rng, about 1675 mg, about

1700 mg, about 1725 mg, about 1750 mg, about 1775 mg, about 1800 mg, about 1825 mg,

about 1850 mg, about 1875 mg, about 1900 mg, 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 2425 mg, about 2450 mg, about 2475 mg or about 2500 mg.

Microsomal triglyceride transfer protein inhibitors.

[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 SLx-4090, AEGR-733,
implitapide, BMS-200150, CP-346086, JTT-130, dirlotapide, and combinations thereof.
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1700 ng, about 1725 ny, about 1750 ny, about 1775 ng, about 1800 ng, about
1825 ng, about 1850 ng, about 1875 ng, about 1900 ng, about 1925 ng, about
1950 ng, wbeoto/129WS ny, about 2000 ny, about 2025 ngy, albowius205032vg8 about
2075 ny, about 2100 ngy, about 2125 ng, about 2150 ng, about 2175 ng, about

2200 ny, ab 225 .11, t 2250 , 2275 about bout
2325 n, o ! 8253%%1 {%nal @%{nhéﬁe%s %Tlgtabla %b&sez%%fog%m%% teﬂéﬁggn%gs ohbout
2450 nqgpe ﬁﬁ%ﬂ% m%ﬂt?on”&e Ql[scﬁu@@d—'fn t%é%lld%ﬂn M §rﬁ%§&1@§3éndtﬁa!t&it &éﬁﬁ’lﬁdaﬁl@nst "e@c!?lsf er

proteln inhibitors. [0081] M crosonal trlg yceride transfer protein ("MITP"

or "Mref)whish & hestler mdonperatezd by offeiencd preinviedtsientitdtydpiSo 2030 165¥HI.§. MIP

| T popr dtorAE e eReRTRer oo BValaPhs "R RURER a6 P r b oot

Non- i niy S BI6EXIMRI. 208800 30N 1. Di 20928029938 Udes HA883499 0 SABED 1333 .U.S.
i npl i tapi de, BMB- 200150, CP- 346086, JTT-130, dirlotapi de, and conbi nations

t her eof 718082]U ﬂdéDMQ&’ﬁaU MIEB2TRAT. LV tSor6966010; dbBe 58519835 b5 20068 Hit¥ahce
‘l’JV'tSh e’t?%d' 756} 2 3t h%snsg@d}bph&%“tb‘)@ aéz%g \A}fc't?%ed bl 0§7do2! howt ng
. S. patentS an ént applications; each er eby” 1 ncorpor at ed

by ref eenoe 41es 668178l7ﬂ7l 6318804 5595872, UUSS. mewms;amsuz(ﬁ)go@@ﬂmﬁ@ Su. S.
20040132779 u S. 20040132745, U.S. 20050181376. U.S. 20030086912 U. S.
6767732005023403308b%19141950090426.0 0659 0 28848044008, 5830889004 28355786% 35

20060168880 078 VS0 cTB0 7855 ) & P H0EBo S AP Bt >

20030 1(19'80020090&432@,04@81421)@80l%ﬂB?(ﬂS 62D03626808%,53587 20040(B.3520080253985,

12 2B | SodfPRRTANTS R A0S0l 3. S040ANNEY.

200802418690602 5102800 @BSAB8, Ul $14 2909003439702 $2380020132806, U. S.
20070088089, U.S. 20040033506, U.'S. 20080161279, U.S. 20020161233, U.S.

20020042516,[008%. IHZ@@7@D©@EQI?H‘[ Uns. or6mod4 80P nlehit@0EoRirdD 2@? tjan@lly

6617325, U S, 6147214 .a . S. 2002003223
oF o SR BT paaS Bt g ey R (o 85 Admitidrey pHEEB AR Brthes £ on
of the dniboafthém of e ifRenidh) il & &heshtWutfitidaPlo pesal edthaguﬁject%lﬂea dose of

enbodi ments of the invention) in an amount sufficient to provide the

subj ectabgpt hig pgoke obbodhware H(H@gp%éqg) R@abﬁut B@Q]ytg\mr ég,t fo( ﬁiﬁalplélﬁ ahgl}t %
bout 100 Ka,
Apout B pILbu S0 0 RUEMLR 33 10Mer 35, IRPID iher R0 T8 RER D .,

kg, ababbubtS n@ppeke, hgoutabq@peﬁﬂkgn@qnetﬁo kg, peakg uibo6tco Mg perkgggbomtmqig 70 ny

erk,abot75 kg, about 80 er kg, about 85 er kg, about
80 ngg[ﬂ?F g,&l Oab%lttg Ber kg, gbout SOliLg pelrkg,g abro)ut 85 gg per kgl,Jabout 9(r)r%g%er kg,gbou N

95 ug per kg, or about 100 pg 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 ug 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 1 mg to about 1200 mg, or about 5 mg to about 1000 mg, for
example about 0.1 mg, about 0.5, about 0.75 mg, about 1 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



95 ng per kg, or about 100 ng per kg. In another enbodi nent, one or nore
MIP inhibitors, if desired, are present in a conposition of the invention
(or co-adworzosyiere@d with EPA according to other enbodi mPaTAISed10t082948
invention) in an anount of about 30 ng to about 20 ng, about 50 ng to about

15 ng, or apout 70 tQ about 1 . [0084] In anoth r embodi t, one or
more M OP%%SDWOF‘I%O?IRiﬁfSEgd%i a?ﬁ@at_, géf%gpge% O;rﬁg,a%@ahg%% S 4 OIHF()E ag:

i nventiQgul 075 £Q; a0t MoBLiRE eboW 135 ERABGRCHEIAG {RuPYIEmLADod ginhs, of
the invention) in an amount of about 0.01 ng to about 2500 ng, about 0.1 ny

t o aboubotb8Ld mg, abdd BE0 Ingrpboot §hoorg, 1PO0 WY, mgratabb S igigbew Whowg, 1000

ng, for.ex e abou ng,, a 0.5,.,a 0,75 , out out 5
1o, abdlibing e ke Sobrigaodidtes S olsa e ol 1 R Gl deThy®iiou
60 Ny, MARABbut/W2RYng, ABOKL1080 i) ab&QYY5 &Y, BBaboab 0200 hRabdtt 1 2M3aHE, abdht N,
about 150 ny, about 175 gﬁioabout 200 ng, about 225553@ about 250 ny, about

275 ny, 23080608, adout RyS mboilous2¥0tame, abwtl 325 mergboy mg5bayt 18i5ous. 400

ngy, abo u 5 t 47 bqut , about ny,
about %éuﬁgﬁoar%%’u@gg%g#fﬁgg’a 81& P%g)om %gaﬁ)oggloé‘uﬁ ngf bﬁglﬁoﬁg’ ag)%?r?r%S about
675 ng,mghiotit V30 iy, atRous75/ag, aghut db0Ming/ 2Boutd 62 albnat) tabdtSl 659, m@ kbotit 800
ng, about 825 ng, about 850 gg about 875 gr(g about 900 ng, about 925 ngy

about 9%d5 e 2kBwut/09merbous bt Meoakeuid 75% B RbaW 2T 7gne. Abetk | 5850eny,
about : : » mab ny,
or aboa%g%zg%sng, O%%‘é%{%?igg ar?ggpg% tj}? g ?aé) ggt ln%i,mg%’o%o?) ﬁgﬁ% “&8 aﬁ)gt%‘to %%%5300
ny, aboug, db3R26197P, mghdwnt 20BDmiggabaid @025 tip7 sbary 2080 my, abd@@ 0T, m@butit 1425
T, abouPoTessrg: 2Btk dwob2hg mnot 255 e 048 ouPo TBeavRd. 22800E 1675
Ny, aboghudy 69 rﬁg,,aba’twwﬁlrﬁé%em 2?60%%, abbR02 3, maRMeht 1350°mPThbodPeits 1800
ng, about 1825 ngy, about 1850 ny, aboul 1875 ny, about 1900 ny, about 1925

ng, abouog, 2boB2468 m@lsbout 2885 Blgqgl’pouilﬁéﬁ@ nZpa®utrg4’7 amguwr ab@RrZ 5 mgabout 2050
ng, ab 075 ,..gbout 2100 ny, about 2125 ny, about 2150 ng, about 2175
Ny, ab%Aé%ﬁ"’%,‘mg%{’j‘f‘”@ﬁ‘ZS ng, about 2250 ng, about 2275 ny, about 2300

ng, about 2330835TRcréiic Aroilcrathr-adiidd 2%EPtoRD (“PRRAUY) 2A0RudTBar RBEHEr 2425
ng, about 2450 ng, about 2475 n? or about 2500 nmg. PPAR agonists and
P

act i vatRspisins[rapagingHe eXPISHTIRN P e91ics b Actng a trrnsatipdon Betst by combippims" )
are nuglgaf, RERRHX rBIBtaF K“ﬁx@?“k@%ﬁt’s‘ Gt qﬁhiﬁf] R A2y PPh GRS T dNfoRCT T N
| (10 na or

as transcription tactor ron wt e retinoid recep

(" RXR" Jusep emninpdiffiap thar&ipdedsionrofaetthivigicacinARdingt ortdiam@icd pendd agdatlatédn

OSSR ST W S B SRS Y i ! i pARRES

associ at yp g p
agonists and activators include fenofibrate, bezafibrate, ciprofibrate, clofibrate, gemfibrozil,
CER-002, rosiglitazone, GW501516, 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 1 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.

sPLA2 Inhibitors.
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wi th nmetabolic disorders such as hyperchol esterolema. Non-limting

exanpl es of PPAR agoni sts and activators include fenofibrate, bezafibrate,
ci pr of br ave,20olafi9br at e, genfibrozil, CER- 002, rosiglitacons201008081516, RW
800025, KD- 3010, and conbi nations thereof. [0086] One or nore PPAR agonists
and/ or acti ar.e yflél cally sent in

. f
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about 0.5 ny, about 0.75 ny, ab ou% ny, about 1.25 ny, about ny, about
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ng, abdl® 2PeBpl gpdout 109 Emggaboyh 085 mepe ab i apeyts] Bf“ 1550
1700 mg, about 1725 mg, about 1750 mg, about 1775 mg, about 1800 mg, about 1825 mg,

about 1850 mg, about 1875 mg, about 1900 mg, 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 2425 mg, about 2450 mg, about 2475 mg or about 2500 mg.
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Squalene epoxidase 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-
limiting examples of squalene epoxidase inhibitors include terbinafine, naftifine, amorolfine,

butenafine, FR194738, NB-598, resveratrol (trans-3,4',5-trihydroxystilbene),
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ng, about 1575 ng, about 1600 ng, about 1625 ng, about 1650 ng, about 1675
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about 2450 ng, about 2475 ng or about 2500 nmgy. Squal ene epoxi dase
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% about 4.25 % about 4.5 % about 4.75% or about by weight.
Thr omb dghspnibosiag entrgonai) 0ol v opdienye | compdiestiansdivgstable eartglinge dnypderdial

Thronbol yti.c agents are therefore useful in treati cardi ovascul ar

fi seasduiiifng A SRS, HERRERAERNET Haatbi 4hS oo RERR iRy SREYRRY of

pul monahioneBdAlc Sehts lisdheosdsRmalL CRltt i, chidiabai, &pXxaBAd) PD-BY820a! &idal

i nfarction, and venous thronboenbolism anong others. Non-limting exanples
of thr clwbBligatioss Hgeaef.s i ncl ude fondoparinux, dalteparin, enoxaparin,

op xeban POORAATE o EOTRARAIES ST Sl OOR SBR L iy o,
t he i nweniposifiof ©f tlomachtioni (8 es-a@dmimidtérc ERAhAERAradtdiginao othee embdothmetineent S
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 8 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 kg, 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 3.5¢.
[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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of the invention) in an anount sufficient to provide a dosage of about 0.5
ng per kg of body weight ("ng per kg") to about 40 ng per kg, for exanple
about 0. 5wvopopenr7éeg, about 1 ng per kg, about 2 ny per GI/shawn3iB4sy per
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0.5 ng, about 0.75 ng, about 1 ng, about 1.25 ngy, about 1.5 ng, about 1.75
ny, abdig 2 ng, about 2.25 ng, or about 2.5 ng; or in an anount sufficient

to proy, i ational units per kg of body weight ("IU per kg")
to abod?%gﬁgn?ﬁﬁggghtn% %r exanple 60 11U per kg, about 70 1U per kg, about
80 I'U per kg[QO%ﬂ:]anﬂlelQ@aﬂdhbwamuld«gagmmmte 0O hidfygern ngcveabmg,;t inhilGting) ger kg,

about 120 IU r about 130 lU .about 140 .1U about. 150 | U
o g et My st 32 isardie s RS et ey PSRy
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per kg, about 230 per kg, or about U per . her cardi ovascul ar
agent s.copb@spnOthiseof.car di ovascul ar agents are also useful in preventlng,

exanl es- of 0P G Rearal bR T S ST daeerk FovSa: 141 1 HSsmhn
orli st at corkghositich ofAde @4&RionEbe-déPbe condntigivietddaivithnEPA hetaaing ﬂoo&ﬁ@] One

or nore of these other cardiovascul ar agents, if desired, can be present in
a conpositodgnerds of the invepden)iipgn @Wuﬁwfﬁép%@l%th@ rcemandgd or smRgested

eccor 0, PRGBS, IR0L, 8 5 TS A ATRAL RSB "0

agent ( Qgent(9) may Bd picgcht énfaadnpenition tdfeh« arvantiom&e what be co-administered with
EPA according to other embodiments of the invention) in an amount less than the
recommended or suggested dosage for the particular cardiovascular agent(s). For example, a
composition of the invention may comprise EPA and one or more of these other
cardiovascular agents in an amount of about 5 mg to about 1500 mg for example 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 266 mg, about 275 mg, about 300 mg, about 324 mg,
about 325 mg, about 330 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, 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, about 1025 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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agent(s) may be present in a conposition of the invention (or may be
co-adm ni stered with EPA according to other enbodi nents of the invention)
i n an anowoteioaez9han the recommended or suggested dos&ge/uSow10i0ba948
particul ar cardi ovascul ar agent(s). For exanple, a conposition of the

i nventi may co | S5e EPA an e or f these other c rd| vascul ar
agentslggséﬁgéﬁﬂﬁg{gi%nl g3 m@od§56d20§ ﬁﬁp’%ﬁg ute10 ny
about ggoggyw@ng%r§gnﬁg50@ggyt 40 ng, about 50 ng, about 60 ng, about 70
ng, about 80 ny, about 90 ng, about 100 ny, about 125 ng, about 150 ny,

about 175 ndOO%Hddnadz@G usgyl toai@mnbem@l@gl,smdwntzSlerermgarealoombezmstrmf;d about

275 300 abou ut 325 abou bout 350
o, apdurirsae i andBianRcn ohaRg ColBsaR U eed A baEe Ruinly mols af Bk o,
about 5@ callbe abRHbePERIHBne aDAbE RadinpY, about 575 ny, about 600 my, about
625 ng, about 650 ny, about 675 ng, about 700 ng, about 725 ny, about 750

my, abottsapy Qher Pesiyati8e0 ny, about 825 ngy, about 850 ny, about 875 ny,

about 1025 HOREl D5 uh R, B8H S ReTmBRe bty SRR, 1R ES: y
about Id%Enemhs, apodiugd 0dhd rd@rlvmveatxﬁUhnﬁZ)@QhBEfor@bmgt dfu%gﬁnﬁm beabgadt in1250

ng, about 1275 about 1300 , about 1325 , about 1350 , about 1375
ngy, abd§eordatss \% thy %Wﬂ&%}z@n%ﬂwabwfepf@ou%g stapéard prwslwfﬁg kngwnatoout

1500 g Jeos%%?e]d 1'1’1'%35j 'aﬂ%i #]ﬁﬁlgtlé Qrggxﬁﬁcéﬁeﬁﬁst rs% (I\)féellgs ‘R’fﬁr@ﬁ @tﬂ%ﬂ&&il b?gra‘ﬁicn are

not to be construe cardi oca ar- agents
can haveéhemibtty: m@tcmmeM@hamsms and a&mﬂhc‘cmef] 41)h3 EcdleﬁNewaé«ikku Niday- Inmnsomafnca;or e

headi n Sal ts Derivativ 009 Salts tes e,

oot or o TO9AY TN i Arsresed; Atk EDristin biremny JaP o BHE ST Ghr BE  and
der'Vaﬂm&%&cQﬁwﬁﬂﬁqﬂﬁ99@@a&9ﬁ%ﬂ&hﬁ&rﬁBPQﬁdﬂ@dﬂQﬁgMﬁ@@H&ﬁhﬁﬁ@QO@ﬁnCe Wi th
the invention and rmy be prepared using stand ar procedure$ known to those

skilled in t[ﬁ@99§riPh@1fmas:ymda€V|@cm@dm@lt@heﬂﬁ Saltyy” @éede ¢hag salt w&racldrug
Advanced Or%ﬁli C 1Qhem' str%/ React. . r%i‘? msl itructure 4t h

(New YAV REMV 18T TN &Y SEF n@éop13‘§§2§“0 1oL g g 2 é{fomc AV K C&Y Faéit&fw’cal

O gani Gitelemcsiid), gfuklfodis, ndawe) fubhagit, ghruvic Gapertier glatintic, Beamdis dithradifiog) ;

and Wi sermel et al., Industrial C}ganlc Chem stry (2002) L0099]
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[00100] In one embodiment, 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,
propionic acid, glycolic acid, pyruvic acid, oxalic acid, malic acid, malonic acid, succinic
acid, maleic acid, fumaric acid, tartaric acid, citric acid, benzoic acid, cinnamic acid,
mandelic acid, methanesulfonic acid, ethanesulfonic acid, p-toluenesulfonic acid, salicylic
acid, and 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, base addition salts are prepared from the free acid
forms using conventional methodology involving reaction of the free acid with a suitable
base.

[00102] 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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met hanesul foni ¢, ethanesul fonic, benzenesul fonic, pantothenic,
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like, seont lin aScompssaaiil 6f Ad GSvenfofl- or ANACOaRMAHiitereaCinda VIEKtORIHBNHLC
acid, sulfuric acid, nitric acid, phosphoric acid, and the |like. [00101] In
anot herERbodiovesnularggens ohdbiputilokP09 40 eeoudl B0Q L eibareli SO0 emationeS9¢: beabgui d
fornms usi C e, d in i i e e cid
wt i Sl rRBYETIo, P8 TR B GRPY 0 Mt 29 1 ARSI 230, Bbofh 15 ] bBeBCL F

I S recanvernbed 1t:9td iiwut 5dealasga oy dboeedt:Mabbutvii:3 ko sbosiuB tlabbait heste.abbat a
further enbodinent, the acid addition salts are halidesalts, which are
pr epar ed! 05#b94t hidr ochl oric or hydrobromic acids. In still other

enbodi ietrdvilan HRst alts are alkali netal salts, e.g., sodiumsalt. In
ot her (ﬁ%}r Zﬁ’a‘é

Iments, a e addition salt is reconverted to the free acid by
treat ment wi[0010#] sk ¢rebérebabindnt, tIx0ARSInt limvennen endadksne ntethodRA taeatingrae or

o ar o ORI U GHPG CHB GIE T T QoL BB IS AR BYHSL e e uay
about  1; 10Q4vi @ saRke iéhtg%@to Qi hno@BOYhbokimOR, e Rl caliRists caR@MinidsaliBR, O

about 100:1, about 1:50 to about 50:1, about 1:25 to about 25:1, about 1:10
t o aboutr coocomitzabadminist@tipn, alowmpssition aboempdsitons @s disolescdihcteiabyatit ork: 3 t o

about 3:1, abput .1:2.to about 2: or .about 1:1., Ant.i oviral Thera
00204707 oSBT BRaSn At b NEEHERRIE, svioine BF SURGL P Ris, RBFER

t r eat i ngclad€anpicOMas Eolastprémb it i@dind{zﬁﬁgfiﬂaﬁﬁ, é&fdanR drifogsal Mnd daqtingwanpl e
dyslipidem a or hyperlipidemia, in an HYV positive subject. In another
enbodi nent, PR eVadEr BoRpHI¥dspreteasimhiiiters: &t dasied. gwe Btrelmipresant in a

2 S APy QTR ey SRR R AR IR R LBy

pr ot eass theriav&itiod) tn amahowe od afrue NaY intg, tofabs@rsNe may ifer, examPlendout 125 mg,

| opi rlavaibroilt lrISe()I Ing?\a{‘g)ordt lr7i5tn?£aa:‘/bio{1t ?6]Odmsg?g€éuqa2v2i5rrhg, 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, about 900 mg, about 1000 mg,
about 1100 mg, about 1200 mg, about 1250 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 900 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 150 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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[ 00105] One or nore H V-1 protease inhibitors, if desired, are typically
present in a conposition of the invention (or co-admnistered with EPA
accor di ngvoaomrheenbodi nents of the invention) in an aeoorstolofsmout 100
ng to about 2500 ng, for exanple about 125 ng, about 150 ng, about 175 ny,

about 200 .ngy, about 5 about 2 , about 300 ,_abo 35 , about
400ung,m%éb‘8 aﬁ@e}gwb{za%abgﬂlmsé@a ,t?g%@&g, %@3%916%3&506‘@&“ ut ﬁwgﬁg, 825

Ny, aboihu6P) MY, BRAWN0 1RY dHBut @ﬁpm% §08.tN0 AL CMHouP 950 M, 28HRW001G00 N,
about 1100 mgy, about 1200 fry, about 1250 ny, about 1300 ny, about 1400 ny,

about 00t 44 mgbelaut BO0ngrboabd Mt M7 8Routh00abg.urbotBOS0 myp, abeut001825 ny,
about 1900 about 0 t 2100 abou , ..abo 2300 ng,
Sbout 2708 T w8y Wiise 500 Sbond WmE anb e FB thef 550 568 k50t togidey To00
g, forape¥armoangduht 20 ME, abdloLts0308, dFhbo @D e Qril an akeuht SABotl,
about 600 ny, about 700 ng, about 800 ny, about 900 ng, or about 1000 ngy;

in an arouapcoke Beburerbt wpbost Abegtpea e bedy weaght.dvapgAreplagbent 15ongrger about
100 ny, Q 5 b 350
o or en el 280 B k6 R0k 2330 PRk AR 600 PP AR R 3 BBhe

exanpl engperktg, 308baig 40 alpopsr kg50 ng, about 300 ng, about 350 ng, about 400

ng, about 450 ng, about 500 ngy, about 533 ny, about 550 ng, about 600 ny,
about d3¢aggFoEBSUt 700 ny, about 750 ng, about 800 ny, about 850 ny, about

900 ng, abo . . o about
e A e S R L
ny, abdlite t260®s ‘foggllyadedivtraBE0 ontjorabidbminisB@Gonigherab dutlu®@SMyrfgrm abdeltved06f ng,
about 45 , .about 500 , about 550 ny, .about 600 , about 650 .ny, about
700 g, DEGHR PR HHE0ROS00 HoO aSaLLESE Mg O A BEAE Y Ry PoALBRE 650
Ny,  abgyticcd QR ThouPOLthc 1OBRAMIvhARP W b OR Mt 8POMhpddadh Mwllowdhout
1200 ng; or in an anmount of about 15 ng per kg body wel ght to about 40 ng

per kg Body “oel gidminfsprtien anptledebduccal 5 andy plinggal abowell 28s nepopleagekly,

about 2 . per kg, about 30 ng per kg, about 35 ng per kg, about ngy per
kg, orzéﬂg%?gﬁﬁmng per kg. Dosage Forms [00106] In one enbodi ment,

conposi ti ong00i07 hk sofcasitioaiméits comblifiosedfl the doh@on Aben HRrEn 00kdd ¥
deliverabl e”™ or "oral adm nistration” herein include any form of delivery

of a tHfiesegseforme. Npmlimiingacomeset pukbicnwlidodosaer foraubpelude wvdsteilagt he
I T e
buccal talsietssefBdrievgeraltatass iglalerasbles ppbpgasibts adpsulestergatiisoft or a hard gelatin
capsule filled with solid and/or liquids), powder (e.g. a packaged powder, a dispensable
powder or an effervescent powder), lozenges, sachets, cachets, troches, pellets, granules,
microgranules, encapsulated microgranules, powder acrosol 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 a plurality (i.e. 1 to about
10, 1to 8, 1to 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, a 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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[ 00107] I n sone enbodi nents, conpositions of the invention are in the form
of solid dosage forns. Non-limting exanples of suitable solid dosage forns
i ncl ude twibl2eteg12¢@®@9g. suspension tabl ets, bite suspensi eaTitske1e1032948 api d
di spersion tablets, chewable tablets, nelt tablets, effervescent tablets,

bi |l ayer tablets, etc), caplets, capsules (e.qg. spft or a hard gelatin
capsul €379 &y et ohsrahands Ao u?ralg%dﬁms%md% frpeggion, pakagBETBwder
a di spefsabhiepAEeFmOlin 31 8h&EEYSRES R ROWRET) co-ARFRREESon SAGRESSmore
cachets, trochés, pellets, granules, mcrogranul es, encapsul ated

m cr ogrdmsagdeamits podgbarcd.cbe &P isfpoesaunt iata fonsdosege amy for ¢rampdoh Bebpdeserym f or m
r easonabl dapt for. oral, admi nistratjon. 0108] EPA.and/or. an t her
oo red e APt ot et SR E b EhL B e e e Ghise HeBge
uni t, apptamallPenk Wdsivdddidal toyial QFdTBAE@Er ddinE&RTRIresHOmAARIrY Bbhpositldie ter s
"dose unit" and "dosage unit" herein refer to a portion of a pharnmaceuti cal

conposi ti on [PRBL0] clonngihes capodimunt cosfpoaitione) ap st inscrdigarpandigiindkt ©rfor a

single sl i t oVi: - hel i ffec : jts
e ST SRR AUV B AERPTHLLG Pl Gl SUGNeARFRIGI |5
1 to 4 mkerhgé pridy tooigtdtiors Nuai-litléihg eampdesra@nyitiblotiguidsdosegdftms dnethdeci t a
t herapeutic response. [00109] In_ one enbodi nent, a conposition of the

i nvent i SOHOBMIESRSBEORFAIXHP. SYDIS. ihr¢pa0sed domuratinert’s di spersed or

suspended | nofH ﬁ;]fpwgd?{gege{rﬁbo?dﬂﬁexﬂf s QF g%‘iﬁ{s;’eg@%'&é{)ﬁbdnsst&fa S clofo?

capsule (for exa atin or HPMC capsu or otRer dosage form
or car r icentagsr desotirted datheomi tempemtameo tdfegertrdo@igreabbut She atospér slilotCor
suspension is sub%%?ntially un Il _a t, where

oD R Ber e i b Pty BF ARk Zor b5 r 8 el AP0 ol s

pr esentexhibifat 1EdsBibAPHOAE atiBhdt abdiR058X ARG BoUSPENSbPA k4Lt B8b&APSY] &6 and
the cardi ovascul ar agent is present in second dosage unit, for exanple a

t abl et .thOpttivenadregientén prigewily ecesedtdhereional car di ovascul ar agent can be

present in i co sition. 001 1 I.n_anot her enbodi nent .
CONposi t | on?[gﬁeﬁc%] d{%eg]%ﬂ%%nt r?d%%??%’bet%%n PHRUPR - BRAAGS i Bgﬁg?ﬁﬁglcf‘lor s
or doseokipobisioh @omBribiAR FPathndi & @edibyaseiilat fi@)t GBI cheapdulied itvk thpsuRoshe RS
beverage prior to ingestion. Non-limting exanples of suitable liquid
dosage Wisrers thadilubies & bpspling msroxédps palng ingh greater thansabagy ri@pMleqikgqabant er osol

For mul a4LO05: gl A% b Y00, SEBRC ROk SOTPIMILONINAL £ iEqke

i nvention, pon st or In a contain ai ne
t enper abbunel Mefkd gesladued Neg/lg, whavin dponost@dgaibf the-cbbhfdGitioh e rat ande, or
frozen for a period of about or

1, 2, 3, 4, 5 6, 7, 8 9, 10, 11 12
mont hs, 08X RiEbfar saperiodabpuiabaipUiodorbolt 3. :baut 4.ah6ut oot rahouhde2babit
?Eefoe/q nafBButaé, abS@ST0, 3RRN1 1 9BGP12, LB&UARL bRt I AALBH! £NLESI: 187 AhuP?y | abolt esent

18, about 19, about 20, about 21, about 22, about 23 or about 24 months, the ultra-pure EPA
has a second peroxide value not greater than about 25 Meq/kg, about 24 Meq/kg, about 23
Meq/kg, about 22 Meq/kg, about 21 Meq/kg, about 20 Meq/kg, about 19 Meq/kg, about 18
Meq/kg, about 17 Meq/kg, about 16 Meq/kg, about 15 Meq/kg, about 14 Meq/kg, about 13
Meq/kg, about 12 Meq/kg, about 11 Meq/kg, about 10 Meq/kg, about 9 Meq/kg, about 8
Meq/kg, about 7 Meq/kg, about 6 Meq/kg, about 5 Meq/kg, about 4 Meq/kg, about 3 Meq/kg
or about 2 Meq/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 recommended. Degradation products for new drugs above
certain thresholds should be reported to the Food & Drug Administration (FDA) in

accordance with current Guidance Documents. Degradation products above a certain
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[001 12] In another enbodi nent, the invention provides a pharnaceuti cal
conposition conprising EPA and a cardi ovascul ar agent (fill) encapsul at ed
in a capswbeoshielio9 wherein the fill has a baseline per exrads2malosz4sot
greater than about 10 Meqg/ kg, about 9 Meg/ kg, about 8 Meq/ kg, about 7

Meq/ kg, , abo 6 Meg/ kg, .about 5 _Meqg/ kg, about 4 [ kg,...abaut g/ kg or
about 2hwsé%§f§g%m%%rs§3wdﬂlbwﬁe§f1§?§g&o ogf U%rPﬁg‘g‘ﬂfilgnl‘%‘“ggd be R 200 R
for a peqib@eh ARYEterdzatRRAME béen &IOUed3 DERRtoA prodled tabave 2BAYEn GmoBROUL 7,
about 8, about 9, about 10, about 11, about 12, about 13, about 14, about
15, abobouldebe gbdificdl7 A dbgradatiod, praducit is1'9juahbedit when isbbotogal safstuis 22,
about 23 or dtaart@ut @4 Hont hs, the ultra-pure EPA has a second peroxi de val ue
not gr eSIUFCGHEFVABAGE 25 Meq/ kg, about 24 Meqg/ kg, about 23 Meq/ kg, about

22 Meq/ kg, gbouts] 2inloddeethbetimeR0 bmaOsilRe &UtheaRedhtion Svilte a/ kgkimaRoydilyl 8
Meq/ kg, about 17 Meqg/ kg, about 16 g/ kg, about 15 Meq/ klg about 14 Meqg/ kg,

about  1@syied/lesg, thameuequal thekyLregd. wssutiorage MBderklight abestit hurgidigasid/basshout 9

bout YRR, Sl SRR g o i 3Rl f DT, B Al e IS,
sonme phaodie aut icpatted @Mhe Hobt and BlagrAadieindwetion (FIBA). Dagaadiadri spibodiraehict s

can alter a conposition' s efficacy, for exanple by deliveri an | ess active
i ngr edi@APopiHoRS &f s Htventih WiBcdh masHIwY. datlygless £Afi rater duict Lramer uppsy

drugs ahgy ﬁrﬁfe% g‘g% hggt,emnﬁhﬁg,aa%ggwﬁgﬁgarog}%9aﬁcﬁ ddthe BRetofk, Rokdin

Adm ni stration I'n accor current %ﬁ)ﬁance cunents.
Degr addtisahlmamabodte.05%alfeug dagradatioai pmddirce sdtakpbramduamic Bhaul d be i dentifi ed.

A degradati r d]uct is "i({jenti fied" .when its .structural characteri.zation
has been acHpBUBd. s, SabediBRn b caRRet Lol e dmeion 1 ATB OOt Y be
qual i figfde oﬁle%ﬂﬁﬁqi%g,%oﬁrs%%é ®Rr '}'igllk’[?héaft,' Iﬁ%ig%%%d/ﬁe%e lH&r@ﬂoBQi_c?%d/&?f ﬁ]g

ud
is acquired and eval uat ed. 14] In one enbodiment, conpositions o

i nvent icxndapive lsordiftens, pentriddedsythaodwubi 7d @smytunadentficd degrhdation prefuam Inupon
storage upder light, heat, .hum dity. acid/bgase hydrolytic, and/or oxidative
cond ¢ EHEr Erhpdins S8hovIRITE e s Ao TE g b B ARL 4R 1G:
report afgt apdhestdrags wiadr Doy Aer] Miustidiat, i 86d/bAhydlolytRN Oy exideearent
conpositions of the invention with a maxi numdaily dose of greater than 1
gram fpoditiens cageindassethan dhght 5 nBoieny wydeiftogd degredatianarredesidr ol yti c,

and/ or oxi datyj condi t ] . t.aj . . : 05% . .
degr adat |X|ona[gtr) i(;%&cﬁ %I%et é@@%dérpt%gtg C%B?%ggéD%@dﬁ%?%lﬁg r{gixé%g%ldfiar%nt ,
conposidos©ns1 aig fohld mpvgovhi storayd tidealighes heasrhahatlity, adaBeasohylebgict batiorl ng,

on storage under. light, heat, humdit ci d/ base hydrol ytic, and/or
Hpon StRLEIe ions, 2 about 0.3% oF a{ny i en‘uﬁ)e/éi degr)a/lda!ltlon product.

ive conditions, Ccontain less than about 0
In another embodiment, compositions of the invention with a maximum daily dose of 1 mg to
10 mg, upon storage under light, heat, humidity, acid/base hydrolytic, and/or oxidative
conditions, contain less than about 20 pg of any unidentified degradation product.

[00117] In one embodiment, compositions of the invention with a maximum daily
dose of 10 mg to 2 g, upon storage under light, heat, humidity, acid/base hydrolytic, and/or
oxidative conditions, contain less than about 0.2% of any unidentified degradation product.
In another embodiment, compositions of the invention with a maximum daily dose of 10 mg
to 2 g, upon storage under light, heat, humidity, acid/base hydrolytic, and/or oxidative
conditions, contain less than about 2 mg of any unidentified degradation product.

[00118] In one embodiment, 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 0.1% of any unidentified degradation product.
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oxi dative conditions, contain | ess than about 1% of any unidentified
degradation product. In another enbodi nent, conpositions of the invention
with a mwormnmvidaidvy dose of |ess than 1 ng, upon st or a@eTorsdew/obisght
heat, hum dity, acid/ base hydrol ytic, and/or oxidative conditions, contain
| ess than a uni dent i f| ed degradati on product 001
one enbodi n&ﬁbj 19301{13 ?rfal@ﬁ&msm CARPPHURL PoedRYHIN nEikh ﬁlm%%mdadg}se of
1mg t0 dQc FBles 4R 16 WY, g:?&n é{{?ﬂgé uhéléi’hlrght Reat hurﬂﬂdﬁ}zddc‘idfbas@%'y@x’olpﬁl%eand/or

v

hydrol ytic, and/or oxi d e conditions, contain less than about 0.5% of
any uni i cedative icenditieny qolztrindmsspthard elecut 1Pnofamt imespakfitsbdégretation porduosi i ons

f th [ 1 t
Cnder HEr CBauittel sPuPpS IO IR it RS hrEh Mgt ags Rl e S i 9
condi t i @Ngg, GPOH Atdrab&IRHdEN BFhtAOIL hdthidBy, oacuaﬂa/sewwoﬁ@lgﬁbfmﬁmdgma@\a&l on

product . 01 17] In one enbodi nent , conposi tions e invention with a

maxi mureogditioys, gesteingessithamepoub3® g of &tpowcwbﬁqb@ema@n praghet. heat ,
hum di ty, agbg /%b@sfn &Yedér%éé&e 4nt%ntf I%g%{ogimé)ﬁ%' Sadl Eve%? C\%lkIPE%nax‘i&pﬁaaﬂl;J €ss

t han about f any uni egr adati on

enbodi reeE of AONAESL L1I00NEg oﬁpdnhaotalgvemﬂeroﬁgm héatﬁhmrﬁpdnt@u aeiddadey hgdrsltiof 10
ng to 2 upon storage under g heat, hum dity, acid/base hydrolytic,
and/ or & {Oaawdﬁéwwﬁa lﬂlp%scont%‘h 5 r{hare gloyt HhMa%fo%ny ongugliged gggradation

uni dent,i.f 4 R4 ﬂ?%&ﬂ&te‘n%dﬂﬁé}{?%tm 1Q1Q>ihs bBlhe! 1ﬁv&ﬁ%n%°9hﬂgﬁguné?ﬁﬁ%g§é dions

of the i nvention Wih a maximum dz dose of greater t
st or agefulideg tbilghtmg,hemhn, stdrags dndey hghmlréhtbammldlm raoﬂdyctais@ hydmobtior amiordat i ve

condi tions,. contai.n | ess .t han abot % of . an unl ent, fied. de datlon
o1 oductoH 1S SoTsora e o EDou IS fens e depdia AL h o

maxi mum dai | go f0g eInO(fme' @r%ochﬁ‘l@ﬂt LO0mPBsitiSHROSY ﬁ%%@ﬁgﬁoﬁ NG a |rhe9$?ﬁ1umh§z§ﬁ
hum di ty, aC| d/ base hydrol ytic, and/or oxidative conditions, contain I ess

t han ablps¢ ofl 9B Mmen\2 gxnwgaIstorrammleghgldah@a@mumldﬁiwmld/base Apdiohic, and/or
enbodi ne |t|o of t e nvvltha i f | ess
S GisivE SARRR s, ERe R s i TV p e ok BT T Gtion s RES B 1 o
and/ or myihdati¥ediaRnd cdbipoistionsuTtiad ﬁlvélﬁfo‘h witas n@&ﬁﬂﬁm ilyEoffofaNY mg to
unqual ified degradatl on product. [00120] In one enbodi ment, conpositions of

the i nvier i enonwsiorags Heder nlightddicty hiwuditnf aaid/bage thddlpcbﬁlmgandémoﬂméaf@reage

under | t b i dative
condi tldgﬁgﬁmggﬁ 1Iz%ttlmr%lhl %glstgér{ %bgg?%g%&%%?g@{%lﬂ%ﬁy&e r?&%gqq{gq dl?f%degr adati on
product. | n [a0mX)elh @tﬂ)ﬁdb(b’ﬁﬁmbnt @0ﬂip0§t1<onsoas$thef1ntzéaﬁon nvignt i redxitutohdly

maxi mum dai |y dose of 10 to on storage under |ight, heat,
huni di t4P5¢ QbEgatssBany g 8Pt $teragaﬁa¢eé Ky Py lilwdebjr?&iw%/wﬁ@yd@éﬁﬁwaﬁw%ress

than a0 HHMs, 8dail ?&H Aanfabs6t ¢1pg 3¢ Qﬁ%&ﬁhugflﬁgdj ﬁér%ra([a(ﬁgﬁ piddubf) one

embodi ment, conpositions of the invention w th a maxi mu
[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
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dose of 100 ng to 2 g, upon storage under light, heat, humdity, acid/base
hydrol ytic, and/or oxidative conditions, contain |ess than about 0.2% of
any unquawpf2osdi2a@gr adat i on product. | n another enbodi meoT/UScanpsus i ons of
the invention with a maxi numdaily dose of 100 ng to 2 g, upon storage
under |jght, heat, hum.dity, acid/base h | ytic, and/or oxidative
condi t I BHRSYcelnt dhsranesi RN Oab oHRI°E %Xcgi%g&w DRRTIRFTHicRld CRrBRRSEERRL 100N
product;p, L&%ﬁ%@lanhl%%)&%t@fag@ﬂﬂog&%s oCRTRARI b ARNiAE G toR Ve UnAo &1 @
eater tha d

maxi mum dai | y dose of gr n 2 g, upon storage under |ight, heat,
humi di tthe campoyitiers exndytbatodaes inot peovito unasceptabliceviexicty dir tintorestior enthadthel ess
t han about 0. 15% of any unqualified degradation product. [00123] In sone
embodi rfEAPEN® %Hﬂﬁgf?@%ﬁﬁuéh the invention conprise a stabilizing agent

that suppregsemns]PCeMpiiSonshi sTdans, imken@dhespicnallnt tempateSotd1€or more
deconposition of the active ingredient(s) dur For exanpl e,

. : { 1 ng storage. . {
oxi dat inhermResBiNgHdy| acoenialde dEPRAIS Bs cBAPYISt i &ngb%f difurats iwetratively malpdee
prevented 0%, AL HENNALE 4N DY dl]Gat orn,eﬁgélﬁsee %gﬁ&?i‘hg%{hgﬁ%?-la&?ﬂé ahd %%tbé%g .
exanpl es of suil tabl’e "anti oxi dants’i ncl'udle tocopherol, Tecithin, crtric acid
and/ or rasbkbiate; atirches, Gneludihg rddfecetlaobdinpckdblotstarch indegdroBded anehty@igLal |y
present in a cquosition in an anpbunt of about 0.01%to about 0.1% Ey
vei ght ,CdrtabBoard Emylsxbr)i sraapiirli serbgsbexyhiplndsxgree (e Csredencs” pO6A2
Conposi {.l iV eni i ! ne gols . :
pharnaé%h??%%ﬁf?kggggg%a ﬁgggxg@%@gﬁﬁ@#¥$ﬁ%gpgﬁﬁﬁﬁgha%%%g%ﬂ??%%f??@ﬁ&
accept abhfecouwrpi anht; inendiasicnednsmaswfasubhaigpdraten oslciuns sliifata dilyelratpeut i ¢

agent, used as a carrier gr vehicle fordelive of a, ther utic agent to a
0b] e ot oo ectan it ForteRompotaty PSrobES raEsL Soss SHATOR ng or
St or ag&cRLBR&' tn'cRRli nﬁ&o@%&tﬁllﬁleo&llﬁﬁ)@é | fdodt Gad OLoBELODr @f Adukthérpigse of

the conposition, and that does not produce uhacceptable toxicity or
i nt er ackllolesani(¢.& , Reveel ™oamb pewtered rectllose orapogint ¢aohonafe) @lRie; Genfvoget i ons

of the jnvention optional COMRri.se..one of nor harnmaceutical |y .,
o ccept TSP IRUREE A b SRE UL GRS, FrfRif RrS R g bRty o
i ncl udebogt 9996 atioelil 9% Ay abbit 83%,1 0t H6H2(AS BBout [S8%H, @F €he foRE Mkl @f the

anhydrous | actose and | act ose nonohydrate; starches, including directly
conpr esopoaitignar ch and hydrol yzed starches (e.g., Celutab(tn) and

Eraex(( ). RO OhaS S 0 i Bhen R, (el <08 292401 2000

sucr os ghaasadutddllyentgpattodidedgranets scipigas. ; Suribiddsinegeaatcintlinis Withat e

TR R R TR A .
of PenWest) and pregelatinized corn starches (e.g., National™ 1551, National™ 1550, and
Colocorn™ 1500), clays (e.g., Veegum™ HYV), celluloses such as purified cellulose,
microcrystalline  cellulose, methylcellulose, carboxymethylcellulose and  sodium
carboxymethylcellulose, croscarmellose sodium (e.g., Ac-Di-Sol™ of FMC), alginates,
crospovidone, and gums such as agar, guar, xanthan, locust bean, karaya, pectin and
tragacanth gums. Such disintegrants, if present, typically comprise in total about 0.2% to
about 30%, about 0.2% to about 10%, or about 0.2% to about 5%, of the total weight of the
composition.

[00127] Compositions of the invention optionally comprise one or more antioxidants.

Illustrative 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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cellul oses including mcrocrystalline cellul ose, food grade sources of a-
and anor phous cellul ose (e.g., Rexcel (tm) and powdered cellul ose; cal cium
car bonat eyvoghyci2n®9 bent oni te; pol yvi nyl pyrrolidone; an@Crhis2010ks294$Euch
diluents, if present, constitute in total about 5%to about 99% about 10%
to about 850/[% %i %out 20%to ab ut 80%. of the total weight of the

corrp05| ti on.[0PbeFI2 ISi 19forile oanleWéOI} nORIRRBH GB‘FIPH?FaI PRF c¥npPSe one
or hBHﬁéd%ﬁﬁ P' a%é‘éﬂta\‘ol@%ﬁl% eﬁts@r%'dﬂés%%rs%f&c@r%nﬁx(’Sd%h%ﬁﬁcﬁn %gngsabl e
di si nt egr ants include, either Ividually or 1n conbination, star ches,

i ncl udiang adbekivancgh ampért gmﬁﬁ@@hac®e§@ngo a,polxdef beiap (abigtedfo ﬂkwv‘éstn)orlamld

pregel atini zed corn star t| anal 1 I 1550,
P ColtgRBrine et o) Bef s Szt Rk SRl g Pt ek BB iR 2g

purifi afe edldt W Pis@icghdte LRFME ThRpbiiAen &Ehd 4Hs0H8d up®t MpbaRh! WuRsHe binding

car boxymnet hyl cel | ul ose and sodi um car boxynet hyl cel | ul'ose, croscarnel | ose
sodi umagenty. andpgdipsivey |iggluge, ofithevmydividhghn atr 68, comturgiion @esrea; tamcyuhs such

as agar nt r
Such aryrdiS eyt Wfscs (BEURS AT, ARHBY Dy@Fi0 M BNRARPRERRL W Bor
about W@onalm?uﬁlDaMh@o@lD@UISOD@%eH@ITOS@QQUE a@ baPadtdinabaud, méthylketililbe: t ot al

wei ght of the conposition. [0012 M]) Conmpositions of the invention optionally
S

conpr i s@dgrengiosgopdiughis HxTalase's): pleimic peigtandesalinof glginigiedd: | HENGHEMs odi um
ascor bafnfith YIiLAFEE LEPERRDSERMCcM LidTBLAGANL BAAR for dhmplesent.
are typica presént in-a srtion i'nventionh in an anoun

about Q)O@Gﬂ)‘i«f@ﬂ@li;,ﬂ@liﬂ aﬁ@/qK-aQMGEI; pcﬂyﬁ@tﬂi%mtambHBM(Z lﬁ%oz@pr@lywaﬂulﬁs@(k%l o
about 19 wei ght.. [ 00128] Co f theJnventlon pt i Ily
conpr | eI oA b et | aee) e S abRenE) AR g, it
adhesi igsscas cExGinRk &Notal aBYED. PVon4 'aﬂ&t%%“aﬁo&’%ﬁﬁ@ RSO S5 %ABr éHHaﬁ'i%
suffici'ent cohesion to a powder being tabl'eted to allow for normal

pr ocesgbagowpébani dmtotzahwhlghsO%thz pwngSIHumTl cation, conpr eSSI on and

packagi ng, ﬁggl%’?t Itow th gﬁ Lo di S|tnt egrate and the corrp05| tion
to be absor Bo O@R%Séé?l}s ?téﬁ:}’egl%} @ 1y ﬁeﬁ??p]éﬁed Afheli VES™

I ncl udeyhaghiddeficaljdhydeptasld )We@tﬁng Rge@IbishakéipRntsac aColinfitidgasambles of
sucr ose; fgel atin; glucose; starches such as, but not limted to,

pr egel atifactpeiy thatagahbe used gs Waiarg egenty tlmCOH!E’!?SlllO@ﬁmf Kb imyieation Agcludsoo) ;
cellula t o] d e
ccdi umcﬁl(?l?err? %Tarﬁ%m?th mc)B&&ao %@mfgfjaeé;g g?Q on1 aﬁ%@% Cg%%%;hllllgﬁl
magnesidhioraleu ahd wendpyridigiug; chlbtdeg ularctgu mdlmﬁl ylsl&fsumlﬁatde palgbghgsthylene
bent oni t es;. povi done, for exanple povjdone K- 15 K-30 and K-29/32;

pol yrretadadphanxt éfglerSHﬁvcexaﬁ%ﬁ BT BRN - oy ed o O éné 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 Gattefossé), polyoxyethylene (35) castor oil and polyoxyethylene (40)
hydrogenated castor oil; polyoxyethylene alkyl ethers, for example polyoxyethylene (20)
cetostearyl ether, polyoxyethylene fatty acid esters, for example polyoxyethylene (40)
stearate, polyoxyethylene sorbitan esters, for example polysorbate 20 and polysorbate 80
(e.g., Tween™ 80 of ICI), propylene glycol fatty acid esters, for example propylene glycol
laurate (e.g., Lauroglycol™ of Gattefoss¢), sodium lauryl sulfate, fatty acids and salts
thereof, for example oleic acid, sodium oleate and triethanolamine oleate, glyceryl fatty acid
esters, for example glyceryl 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 total about 0.25% to about
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Klucel (tm); and ethylcellulose (e.g., Ethocel (tm). Such binding agents

and/ or adhesives, if present, constitute in total about 0.5%to about 25%
about 0. AB@20w/RbAt 15% or about 1% to about 10% of wrhe/usetlalo32ees ght of
t he corrposi tion. [00129] Corrposi tions of the invention optionall y conpri se

one or r euti cal acceptable wettjn ent.s as excipjenLs.

Non- I i rf i}ﬁ% QW&% a&f)ugéﬁf(a@f {)ﬁét tq;ah s b syl v ééhﬁs in
conposk%hﬁﬁ§ngﬁ the invention |nclude quat ernary anmoni um conpounds, for
exanpl e benzal koni um chl oride, benzethonium chloride and cetyl pyridinium
chl ori de, dl[ﬁet%ﬂ] @@dp@ﬂmwl fefsubei freveetiom obytnop By hycbmnéseal dauyd pbie nybre
ethers, .for ex | e nono onoxynal 10, .and o tox oxamers
(ool yorhathyRERER, SRR b BryRena s Pahs | eaiatmdiyy S SwBRhyfone
fatty agiphigky CcesidsR aibellcmté Snclg¥, ammh@vmhwweﬁlhy&@ﬂﬁaﬁ&% glyceryl
caprylic/capric nono- and di gl yceri des ée g., Labrasol (tm of Gattef osse),

pol yoxyshytiees( 36ympuisl B 8851 serticpaig oyl direcaf4m)cliding onesmativen
: | thyl ene (20
ST I e T T

pol yoxySatroydxene (odldjdas tstlnattac; mky@michwl&,neocﬁ@ﬂhbbé@aateﬁtsedham hegtatexanpl e
pol ysor bat e 20 and pol %/sorbate SONIée.g. ,. Tween(tm 80 of IC ropyl ene
gl ycol sPdu, magptes seiym sorideanBLdptingy PEe (§igyc&iarbanat e 5%0 gand

Laur oglyg 9&&%;{@4 S0zl d’n]fnﬂscﬁ rg%h@ bt EUbAR b Renl AhYiaBS) 481 a0
salts thereo for elc acl dlumo1eate§ triet ano am ne
ol eat e,Sughya@ioghtsf rftptrgseaic c@sﬂﬂttenstoteﬂcaboﬁﬂhf%lte afbytcld’4y,| abooin@ 3 Yctarabbeat,
sorbit est r bi t rate, sorbitan npnool eate,

o bi ¢ WorUIRR G Tt SO S Do P LA BB b PuT e Bk apol . and i xt ur es
t her eof . SUC{b }’Yﬂt]tSlﬂglbf&%ﬂ{—&dheként@hf%ﬁﬁi@ttalcc@&%&t‘aﬁc‘ﬂt ®1l-Rutiat adodﬁi?ﬂ”ﬁu . 25%
to about 15% about 0.4%to about 10% or about 5%to about 5% of the

t ot al vsglfgﬂatandfmetta‘ibc stoanptesi Taloris af @ﬂlsdi}erﬁn mpghdfmt ossd, for etXhmplenwemium]

(et uapii AT Skt B Bhngf Gy PRt B e HRERHE M, naR e

| ubri caitésent, Rehstidetes abddmrl%nala%b@ltum%ya%m 025eORPhtAL | IS%I orQHbMQtGO % to
behapate (e, g Conpritol (tm) 888); stearic acid and salt's thereof,

i ncl udiakguimines theriot jof ihas e@rapasiteon, idkeis e decised nmnmt@@p‘aﬂ@rs
hydr Ogefgo% %ga sggg&@l%{uzatpolnl sSl‘lElb lld§£§r Rélﬁéé E(ﬂl (Elal%(ﬁ cog (9&!1 és ' ar ’talEaI ¢
waxes oric acld; sodium benzoat% sodium ace drrara e; 'sodi um

chl ori debadid edl@ugi phespREGpORdged cﬂaﬂmvmd(rﬁd@leﬁﬁﬁ@rlﬁhchté:ar bowax(tm 6000);
sodi um ol eate; sodium |l auryl sul fate; and nmagnesj um | auryl, sul fate. Such
| ubricants, [PP! %ﬂe@%POSI%WS@ thet @reﬁ?PttIBY%UOQb‘éﬁﬂonél A SPPBTisHSAE o0 Cabout

0.2%1 ql?@@ﬂHg agents, sweetening agents, and/or colorants. Flavoring agents useful in the present
invention include, without limitation, acacia syrup, alitame, anise, apple, aspartame, banana,
Bavarian cream, berry, black currant, butter, butter pecan, butterscotch, 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, eugenol, 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, thaumatin, tutti fruitti, vanilla, walnut, watermelon,

wild cherry, wintergreen, xylitol, and combinations thereof, for example, anise-menthol,
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8% or about 0.25%to about 5% of the total weight of the conposition.
[00131] Suitable anti-adherents include talc, cornstarch, DL-Ieucine,

sodi um | awoyebigardat e and netallic stearates. Talc i s amrCaniSeeadbm®agent or
gl idant used, for exanple, to reduce formulation sticki ng to equi pnent
surfaces and al sQ to reduce static.in the bl (ind Tal c, I e ent

const i tUFBE-2REEUHMYL 3N SRy 6NameRy, fhogplasyping hopeyre 66?0%%81 0. 5%

to aboqgm&{smlﬁﬂ‘ rﬁehﬁloﬁ Qﬁ&llyﬁﬁ@é 8hkh eicrefahlevgrgn@%mt ken. didants can be used
to pronote powd | ow of "a sol |§ formilation. Suitable glidants include

col | oi dal sn[DObBﬂ SIW@fX@IdEg agerds ¢lhmt qaalbﬁ useldl inathic cpreseht invenipdro spthadtee for
powdered cel | ul 0SE: and manesmmtf osi.tions of the

pr esent™f\en EEERTARE ik s bt'f"mﬁ’o?sé’a‘%f"]&%’o?y A" dgent amate,

sweet eme@go@ge&bﬁmltanwagﬁame@ anhgltitdt] ams)ﬂmm 3@eMdsperigigé Ubd, NnbdremBy esent
invention include, wthout limtation, acacia syrup, alitane, anise, appl e,

aspar t direswissRaRewd@avaedharing sewipl, beevig, siiraless. cwcrasat fagatnse.cthaupatiner

pecan, )grﬁttolenﬁccﬁéﬁpe calciumcitrate, canphor, caranel, cherry, cherry
cream ocobl'ate, ci'nnamon, citrus, citrus punch, citrus cream cocoa,

cof fee, col g00r3Q! Fl@b@ﬁﬁgag@@@lsvmetdhu% a@aned, adtidloe, cotythiagedad, bel xdsems iy,
eucal yptus, eugenqgl, fructose, fruit g;nch gi_nger, chyrrhetlnate

gl ycyr rqqnz)&SIPPn%:ef ithceinveyqinin g peitablfy amewntyfar oy abqug %  to|abawn,
line, WJD%SuﬁﬁI“A, t&’%ﬁ&ﬁ%“)&‘%}%am 15yaioté%ut§5ﬁ“@!utt foht. nepl e, menthol , mnt,

m nt cream m xed berry, nit, orange, peanut pear, pepper m nt :
pepper m nt c{ﬂ@haﬁ] @ompmmdsro)f tlfaomdettl,onr@ﬂphmwmpmprmma sbq:@ndingugentsﬁon—hari n,

safrol sSor toI ear m nt arm nt..crea r str err
el TR A P G AR R Rl A TS el A
t hau”atﬁy'aratéd”afu'rmflﬁrﬁ' difidate Y@Q' kdofin) Wall NHixcurb@HREEE! 00ne errﬁor‘éhs%rsﬁéﬁ»dlng
wintergreen, xylitol, and conbinations thereof, for exanple,

ani se- mgattholrg @h@@naylyapmmt it icomanvhorr @ﬁ]@l@ 1nw:¢m1|0ny1nca mﬁdnamqunt of about

chocol M. nt o n- i o eucal ypt us,

or angea(%: 419 a]?f)élﬁ? /gt hi)wl/é nﬁfué&f%]or eﬁ/ﬁ%d %\d)élﬁ ‘Hli’gtweé% be used
in the presqodi3ig)VeRt foddboiniCéedentd Odn @v@mﬂﬁplea@@gué fsam@winah agsart NFor
(acesul fane K), alitanme, aspartane, cycl amate, \é amat e, dextrose, isomalt,

MagnaSweemple) stargh|can seive agramilicr e Welhé%)hékﬁ}ié?gf@lmn hpclaspifisttipreol cReipiantet (r )
Powder , bﬁ%{% At %o“l? éo‘?{t%h oﬁa{s’ rﬁﬂﬁlﬁg fﬁf%ﬁtf&‘ﬁ?%\%g}feﬂ% R ori &%ta g?nanner

t haumat1'n, Ing ag tenin
agents m@ndﬂmr opﬁ‘a&r ands eaoulediffeese ntatdgorie® ngFoskdipions m‘ Wlheb¢ negdilyl on i n
any suitable amount, for examfl e about 0.01%to about 10% about 0.1%to
about gopresiatedyienensordinap kil idhe 8% wei ght . [00135] Conpositions of the

i nvent 'ﬂ{brgﬁédt&”ﬁeh}’odﬁom” se a suspending agent. Nonlimting

[00137] In various embodiments, compositions of the invention are useful for
treatment and/or prevention of a cardiovascular-related disecase. The term “cardiovascular-
related disease” herein refers to any disease or disorder of the heart or blood vessels (i.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 cardiovascular-related
diseases and disorders include acute cardiac ischemic events, acute myocardial infarction ,
angina, angina pectoris, arrhythmia, atrial fibrulation, atherosclerosis, arterial fibrillation,
cardiac insufficiency, cardiovascular disease, chronic heart failure, chronic stable angina,
congestive heart failure, coronary artery disease, coronary heart discase, deep vein
thrombosis, diabetes, diabetes mellitus, diabetic neuropathy, diastolic dysfunction in subjects
with diabetes mellitus, edema, essential hypertension , eventual pulmonary embolism, fatty
liver disease, heart disease, heart failure, homozygous familial hypercholesterolemia (HoFH),
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illustrative exanples of suitable suspending agents include silicon

di oxi de, bentonite, hydrated alumnumsilicate (e.g. kaolin) and m xtures
t her eof . Woeowvi2npe suspendi ng agents are optional ly pPETars2010/032948
conpositions of the invention in a total anmount of about 0.01%to about

3.0% about 0.1%tq.about 2.0% . or ut 0, 25% to out .1.0% by wei ght

[ 00136]hoTHEYEYRdEBIIY Slé@é&qréﬁ ,élye%rﬁﬁ)ﬁs%?m%h@/mf?@&ﬁ 2. 4gPrLiPIisBIh T n t he
art. FQinexsymmhe. ssbjgfieh nGasHRSIHe BpehriflybdrRiens YRhtmRS Bmillisdthe ANt -
The cl assification of excipients above 1S not to be construed as limting

i n any umstahkerangibecindi mpocrdialt wépoetione dow hlendypmssuree matahplialssodroper atiecdunder
various, di.f.f.erent cat rie f cipients as will be readily appreciated
o e g Ra SRR it B AR BoskTiel i s P P e LS RB Ry + ous
enbodi RS smeOMasEkiteRd Ofibligioneilation flafe:, uilﬁwysﬁl@r tsuatemAtuland/ or
prevention of a cardiovascul ar-rel ated di sease. The term

" car di deeweudis (BS ¥ » daghicaidsalyeseversrasirppid ohegt sdema.aplgtelst sggrsgation, pilgarder of
t he he £s i . I vel . Y 0

t her o2 Pt ol RS B by, B 8R! KB he Yo By

car di ovgpetdmiondirse@sat heModydantitdliyngnseabdarpbesicolbr eahdliapiasOuakeduedkat ed

di seases and di sorders include acute cardi ac_ischem c events, acute

nyocar diCAINIURE a RENY GRS, afjguAant avegiricatlase dtbillpdon af YRyt Retured appggysm,

{1 brul 3l olcAtid ChRie! ShARlnriQhe o cddif! Bl GALCERRNLATHALLE! ency,
car di ovascufar  di sease, chronic heart ¥aifur e, chronic stable angina,
congesttashgcidar; t tybadll udiehetesor vasaulyr adiseasy, deseas éiromboanbalisnheacrttridilsease,
deep veiﬂg1 t hr.orrboai ﬁ‘ﬁ di gbet es, diabetes nellitus, diabetic neuropathy,

di ast ol ArYHYERS ARE PEIST P4 ’QUB?C@L?@V%“t'h di abetes nellitus, edema, essenti al

hyper t ensi oog 1 Ry e URmPULIRRAPYineBRALA & Rvchafidedsd dvBiSortiS BRERIes, RATS
di sease, heart failure, honbzygous famlial hyperchol esterol em a

( HoFH) e imdted dasinhinting thie dsdass oedisdrdar, for enapenie oteegneths| develapment of

h li pi ia, h lipidemia in HV it bj ects, h: t ensi
yber t vt A5k os BREcr g and. Bishlst oD ERshet T SRLTEb o B Fra SRR ot
nmyocar dh@ldiseieadrcdit@fer; boYelRVIR0n BHIRESIH EausbBE bR IrbGlENEHbRAMBe ddc¥@dor

dysli pidem a, noderate to mld heart failure, nyocardial infarction,
obesi t ylispageigEmernemplsardicywgapresentingl graraating gymptoms of the disease or disorder.

fibrillatli £ Lonlflutter . I A . ch di as
(psvry . s bR Bt Bl RO BIRURTR: JRURI YRTRG i lind BERIREY
pri mar Yofhyiperse hizvelspmesd @héne pad retyrrdiy peevdnping et adisqasd @B rdsordar fremi al
hypert ensi on, .pul npnary hypertensjon, recurrent henmpdynam cally unstable
vent ri QEFEFINEde gyrbieef thatiay) be prsdispessd o vf@rﬁwqréw%d@ﬁwﬂgﬂtfﬁlﬁi B yef Besty r ent

vent i il alsdd BE Ial B! AR gﬁ@der URELEaSd G %51%% tﬁfgt hﬁh%f Qii?e?%e@disérﬁéloke’
supraventTticul ar tachycardia, synptonmatic atr al I%I ri ation/flutter,
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,” “concomitant administration,” and “administered
concomitantly” are used interchangeably herein and each refer to, for example,
administration of two or more agents (e.g., EPA or a derivative thercof 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 each other,
within thirty minutes of each other, within one hour of each other, within two hours of each

other, within four hours of cach other, within six hours of each other, within twelve hours of

cach other, within one day of each other, within one week of each other, within two weeks of
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tachycardia, type-11 diabetes, vascul ar di sease, venous thronboenbolism

ventricul ar arrhythm as, and ot her cardi ovascul ar events. [00138] The term

"treat merw0 20r0/ne9at i on a gi ven di sease or disorder, i neCuasg)10/081948 s not

limted to, inhibiting the disease or disorder, for exanple, arresting the

devel opnment of thﬁ' di sease _or dicgoort er; .relieving the.di sease or. di sorder,
f

for exdnph &hcgadhigencegratsolos He Mdihae Ly repnths @b Ffdy othgl, WINR &35 ng a

condi t i pohikass&Eh BiheR wilis Bhd {89 of EQMJiRg, & sease or disorder, for exanple,
relieving, preventing or treating synptons of the disease or disorder. The

term "preverdf0bH] Innoncetrabodimenty the picvan inventas @rovdai s orcthed ofetersing a
preventing the 1onsgt Ggfd.di sease devel giﬁ}me.n%: it none lgad occurre&l, £

pr eventPRECYREEEEIE et SOPREYNY MR ETPR i B i WOECh b 6e! PREPT ey be
predi spR&Rdsition tdrecompRIdas compakingases kil dirSompbry eddiheal diAgngseas: as
havi ng the disorder or disease, and/or preventing further disease/disorder

devel opgents (¢ithcaps aamglodassenenit p@1BYItipldesageuaishodhareiftone of amsesiptd ons
of the j.nvent i > .Ni st e i ni st I
e oncom PLTRTGS AP BT 67 SoRBaiSne TN HBiinAl MALE ST B additg o
" co- adrdffecstoftiedndividiaheenit@st admi ni stration,” and "adm ni stered

conconi t ant Ir{%s are used interchangeably herein and each refer to, for
exanpl e, adriPRlE bt p drlatsd eaRPIMCIp UpOR Jesataent dn recordpiceopith the MIressRt ve

t her eof: gk og rdi, sGkl ar ) ¢ 1 i i he ;s3pB,d ge
unit, C}Il’llgé?]i mred at el%l%aﬂéer pte??:lggorgtf ha:gra%l w%ﬁ?ﬁﬁgogeﬁgrﬁk?\’u{bgg oféeg@h g@ﬁer,
wi t hi n weeks,nabout égo aboeakthwotkse rbouti 1t foi abolit DO eerksyiabottes tohibmacl widksr |

wthin thir i nutes of each other, wthin gne hour, of each other, within
two. houguioh tudhent o s GE orBan PRt ofbons P dhdhtn S Naekh 4o ithour
of eachp8hhfy welitst Nudut Vb ¥6o BUK SRS aRAE M t91BSE: 2 Wetiki &t 8Bt HacRf t1gach

other, within one week of each other, within two weeks ofeach other, wthin
one noruhjcof oreabiectagrbier exhabitsing or wrerohthhdolddwisgehtcotieer , wi t hi n si x nont hs

of each other, w thin on ear , of each othe tc. [00140] In one

rboat ment |+ he s PR ERY 1SR PGS heebfiant SRR ng

car di ovascul ar (f)ebdiced ABoTERIEls COMPircd d1BasdENE Y SpleEdbbArho a subj ect in
need thereof a conposition or compositions conprising EPA and one or nore

addi ti onal car € ovassed BDLafdavrels ¢ampated todaselinsiongIpdacdbsaigs unit or as
iorely ) . o ( q
multiple Osaggﬁi)%a'lﬁ%?sg%‘fbﬂe 18% c%rnﬂﬁ%etg b'ggélﬁﬁg?gggal%%l% gnfif € | Mprove

by conpari son paraneters achieve ive éffects of the
i ndi vi dual tre@d)maadirtioh @OLBLLIC level doalpateddo datedide orR@placthpadint r eat ment in
accordance with the present invention, for exanple over a period of about 1

to about 200 m&&ggdugg%tn nonr DL pG dﬁvemmpared 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-I levels compared to baseline or a placebo arm;

(1) an increase in apo A-I/apo B ratio compared to baseline or a placebo arm;

(j) 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 remnant-like particle cholesterol compared to baseline or a
placebo arm;

(n) a reduction in oxidized LDL compared to baseline or a placebo arm;

(o) no change or a reduction in fasting plasma glucose (FPG) compared to
baseline or a placebo arm;

(p) a reduction in hemoglobin A;. (HbA,c) compared to baseline or a placebo
arm;
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weeks, 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 abouwolBivealws, about 1 to about 10 weeks, about 1PCo/ishanin3B4seeks,
about 1 to about 2 weeks or about 1 week, the subject or subject gr oup

exhi bits one or of t.he follow n outc reduce cerlde
| evel s conpare@vﬁﬂﬁgﬁggmﬂﬂ OHF°§3%§H%Q WﬂeP§¥ ‘gﬁ

conpared to baﬁﬁbaﬁengf a placebo arm (c) |ncreased HDL- C Ievels conpared
to baseline or a placebo arm (d) no increase in LDL-C |l evels conpared to
basel i ne or a (11) aa:ebmtlammlll(oe)rotalnraeshwttfrct)phqsnhd_maseow sumbsred tmpackiak ¢
basel i ne or o arm (f) a reduction in non-HDL-C | evels conpared to
basel i ne or EPE@%%) "Fm (g) a reduction in vLDL | evels conpared to

basel i ne or wRehpeéaec@dxmn (MacANlAMEdIRGSE ﬂl@leaﬂ@-lpcdmﬂa%/&kos bERIA&et t 0
baseline or a p acebo arm (i) an increase in apo A-l1/apo B ratio conpared

to basel i ne orPBcghos®Bho arm (j) a reduction in |ipoprotein A levels

compared to_DaashLRcAly A BLASAER UMY ASLERRRL b Pt iche

nunber conpare aselineor a plac on in LDL size

conpared to ba@gli peluofiom ip b&@mlim)gan racti{dtdr anhitdbudt éamnpdred te bushihe lor ke
particle cholesterol conpared to baseline or a placebo arm (n) a reduction
in oxidized LDPlagehopared to baseline or a placebo arm (0) no change or a

duct f ast | b
b () a redbatt on R Rorb gl Ao A e P O] Cchmar (AP agafing B o5

pl acebo arn1(qu@hn@dmmphamomnnhoneostaS|s nodel insulin reS|stance
conpared to baseline or a.placebo, arny..(r) reduction . in |ipopro

coshel ated pholbhi fisust 48 SEa A Sute i IR (RBPGE 30 JeSkios el R o
reduction in inptyacellular adhesion nolecule- 1 conpared to baseline or a
pl acebo arm (t) a reduction in interleukin-6 conpared to baseline or a

pl acebo arm (1 amremueﬁiunrwhbbmdsmiMU@emnaetEﬁéimwnpmﬁﬁ‘blbmmhnqcmGMpared

to baseline or ﬁ | acebo arm
pac O arm, and/or

(y) a reduction or increase in one or more of serum phospholipid and/or red blood
cell content of docosahexaenoic acid (DHA), docosapentacnoic acid (DPA),
arachidonic acid (AA), palmitic acid (PA), stacridonic 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 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, 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 1 to
about 10 weeks, about 1 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 11 or more of, any 12 or more of, any 13 or more of, any 14 or more of, any 15
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(v) a reduction in high sensitivity Creactive protein (hsCRP) conpared to
baseline or a placebo arm (w) an increase in serum phospholipid EPA
conpar ed wo 2begieli9ne or a placebo arm (x) an increase PATAESA0I032dS cel |
menbr ane EPA conpared to baseli ne or a placebo arm and/or (y) a reduction

or increase in one or nore of s phol i pid and/or red bl ood cell
cont entOrAROTE SEGBANGRARF Of v d I <§) SAPUHPAES: EVall o PRISAYS, a0

ar achi dondmaeidf, 491 ombf@ 3 Qnﬁgz 8 1(118&) of, ahwes bAMHIE o8¢ g dr Mdre oc;r Al eic

acid (OA) conpared to baseline or a placebo arm 0014 I'n one enbodi ment,
met hod<250ff auhemes €slenty) descehed wamediatehyi overeasur i ng basel ine levels of one

or nore mar forth i ove prior to dosing e subject or
subj ect or ouf0 P44l st <ohstfheritnbron, RETIEREBHE oo LR ek g
COWPOS'1h{7&1|ﬁoﬁsfo¢|e§§1&1?§:&§{leh%r®h6dtd¥ abbet BubhBslt 28htwesckbagRlt Maol8¥&! Feof one
or nore markers set forth in (y) are determ ned, and subsequently

t aki ng vegrkadiout éﬁ@labﬂ@a&hWéﬁ@nﬂbw 13‘@| gbogh el G\reehﬁ)raéohfa]r ke plsout 400Y L&, | n
anot herabgﬂpf{jo 1501 20 WRRLL LEGRUME Mo lgsi\wgeo 8{%&;@ ou? lo%e%k %é@tnlt O out 1

i nvention or exanpl e over a perio out

t o abouibold0d W\&QKSaboabCDLtb abotlozab@ukts &&bm&tekswee&bwhé shibjeex @baitiecdGrovgeks,
about 1 to about 40 weeks, about 1 to about 20 weeks, about 1 to about 15
weeks, Bt OEePbmaffd?ftt q pollgedngoute®BeX 1 to about 10 weeks, about 1 to

about 5 weeks, tduétlc;nomatg%t};cegdé’v?e%g ofPht 1%95% Whodt ¥%2€kKe etdﬁeab%’dtbjl@% ator

subj ect group |ts an nore o or nore o
of, any 5 or ninaet afout aﬁ% 6t tastnaboeat @(D%, anLeagc about®5%, aﬁleaﬂmboﬁt B)(D%rmtre of ,

any 9 or nore of, an ), OF eof 4 re of,
any 13 or nor ei)eﬁ?t ﬁ’&ﬁﬁ/%g/ SHfrabo ?4 a?nﬁt %Bﬁrabﬁﬂtr 259 at %ﬁ%}/ a1’8““0 0%8?% of ,
any 17 or norejQfs, ab%ﬁVSS'I% di’rat leagteab%tu 7§%y(aélt8alc% JHRA& &fmecﬁw%@ha@@emre of ,
any 2 1 or nore of, any or nore of, any 23 or nore, any 24 or nore, or

all 25 of outcowmsar(:wo baSQIyI)e adegdaichedrmedi at el y above. [00144] In

anot her errbodl Jeat ment osi ti,on of .present
ot on o or TR esi A0 0% SRETER 1o8b b 2080 RIS G it 06 BERE Mospoue 1
to about 100 WeRKS? akedibe &r hi@inkRA inSdnWEBKSC |&RAW alrcliG:tdBahohPIDEEKS,
about 1 to about 40 weeks, about 1 to about 20 weeks, about 1 to about 15

weeks, about 1Ctlevelpeliet least\ieentsl Yo.atiderst abaus 3dbtdcast ghoak 870, ablsast abowlo
about 2 weeks ?6%?139 %tastlab\é’ﬁfa IfS%E Qteleﬁﬁba{b%ﬁ{ 2@%, ﬁtuf%laﬁ tbog{ %’b}g, 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 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 lecast 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;

(d) a less than 60% increase, less than 50% increase, less than 40% increase, less
than 30% increase, less than 20% increase, less than 15% 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 lecast about 20%, at least about 25%, at least
about 30%, at least about 35%, at lecast about 40%, at least about 45%, at least
about 50%, at least about 55%, at least about 55% or at least about 75% (actual %
change or median % change) as compared to baseline or a placebo arm;

44



exhi bits one or nore of the follow ng outcones: (a) a reduction in
triglyceride |l evel of at |east about 5% at |east about 10% at |east about
15% at Iwe=xoicaiaonyw 20% at | east about 25% at | east alpowtus3Q9p3mus | east
about 35% at |east about 40% at Ieast about 45% at | east about 50% at

| east about 55%or  at | east ahout ctu e or hange)
as conpar ed to(%é‘s‘éqch?ée&A&ogff gﬁ‘:‘f’@ foaa& ast g 8130“55 ?%&ﬁb%’é‘ﬂ/o?ﬂ

| ess than 20% hlStﬁft%@@,at |1&a§§al$&i@@0@@%'léh§{ %@QS%e%% léaQtaEbo%?/%b%Cfa??e"“a@t or no
increase in non-HDL-C’l evels or a réeduction in non-HDLC | evels of at |east

about 1% at | elasit 3about [8B6 alxiut 140%s tat ddaeabBIAS U, ak deast alanbloéﬂ%l@@/deaatt

| east about 15% ast  about. 20% t,, about 25% 4, east about
300 at | east HBRCYES whioreatitatiohe G5O “athibies$ Mbgl Yoo feast
about 50% at Lt&apirc@Rbisc®R¥rarplalebd @ast about 75% (actual % change or
medi an %chang(z\léb as conpared to baseline or a placebo arm

substantial ly adﬁé%@n inyLéHakyelsorf addcdshaban S&o.iah lmalng(t é)O%I gt fastat
| east about 5%%1 5%’1 El@a? %{{Q/%%E@Iéaﬁfﬁou?e ag%? %@%90 %?%[ a’l’?‘lP t 20%

at | east about 0 eas eas about
40% at | east alaB5%5% least albeﬂﬁétO"/&,théasB%ut a5%, eﬁ&hstabomttS(l%,%rQﬂt I@tst | east
about 75% (actual % change or nedi an % chan as conpared to baseline or a
pl acebo arm (aﬂyoué 1|08?<{g(atcwéh 75 0bANER O gngdan ?/e%arxgﬁbﬁt)@wxﬁi e baspdiae aress
than 40%:i ncreg obd £55 than 30%increase, |ess than 20%increase, |ess
than 15% i ncrease or nd increase in LDL-C levels or a reduction in LDL-C

| evel s of at I@smn iabroade 16 %po at-1 levakstof ab buabt a:bﬁ% 5%’; afl leas tabauaolldfo, b Upastat

| east about 20% about % at | east 0% st  about
355 a1 oast At Koo Tubt ek 2O shicabsioua gt byttt 30 wwiienst
about 55% at LgasBsabavicastaWotr403h, diaast al%?l@%‘y 5?%(1&%9&'50%(‘6}5’&@%5@
medi an % change) as conpared to baseline or a placebo arm (e) a decrease in

Apo B | evel s ofibaut 108%stactisblit chongeatr thedisnt Yalobangel 00mpartd [tedgscliabouta 15%
at | east about éO%’ﬁ at | east about 25% at | east about 30% at | east about
35% at |east BBEU° 4D% at |east about 45% at |east about 50% at | east

about 55% or a(h)lagaﬁ&re@daquta d 2% /f@pe Buatio ¥ shiaagabalt 398 dit adusPasohangs) aas
conpared to baseline or Facebo arm (f) a reduction in vLDL |evels of at

| east about 5%cagit ahO@béﬁ%aBbL@@stmwt 3%} atlestaabout 23%9mt least| abayt 3&oat 20%
at | east about le%?to/e?boﬂtt 35’>‘%%?§ttleaasp gl.!flc}ut %90/, a?feaét%%gﬁt 45%, at least about 50%, or at

least about 100% (actual % change or median % change) compared to baseline or
a placebo arm;

(1) a reduction in lipoprotein(a) 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%, or at
least about 100% (actual % change or median % change) compared to baseline or
a placebo arm;

(j) a reduction in mean LDL particle number of at least about 5%, at least about
10%, at least about 15%, at lecast 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 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
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about 35% at |east about 40% at |east about 45% at |east about 50% or
at | east about 100% (actual % change or nedi an % change) conpared to

basel i ne WO 2a10pi2269¢bo arm (g) an increase in apo A | | eCelts2ai/031948 east
about 5% at |east about 10% at | east about 15% at |east about 20% at

| east about 25% at |le 0% st about 35% at st .about
hoos b east s ouE Bt va L o Shibed or BHGiAn Gh ShieL SaPREL{ REBOE Phct ual

% change or negbp&@eb(ggrggnge) conpared to baseline or a placebo arm (h) an
increase in apo A-l/apo B ratio of at |east about 5% at |east about 10%
at | east about (11S%idlattloheastmabadtkem&clatchdﬂeasnol abeutcag5iount¥d, @astastabout

about 50% or e afZ At “EB0v Tact bt bR anle oo Rotioun o0 e Alliga)

conpared to bamedult QYNrat dcdl ASRPB58S, Mk 1dds) alBoukt AJUS tak Qidsi Abduk BSPY, QF &lalf )
| evel s of at | east about 5% at | east about 10% at | east about 15% at

| east about 200/901’&t5Q‘Vea§1t akfesst abmg, 10906 |(aeival %behangs ooy madiah s ehanbeut

35% at |east 45% at | east about 50% or at
| east about 108‘5}9}%&6 as Encehogngoga%f%ld i an % change) conpared to baseline

or a placebo armj a(re}d)lcﬁoﬁ Bdesddizedh LD, ¢fed tcakDibopastd, ai Radtubber1 00§, adlcakeast
about 5% at | east about 10% at | east about 15‘V at | east about 20% at

| east about 250B0uht] S 44 deaghakaut 388, a4 tlea%é@cut% fat deset about PRz at Ja3sfut
40% at | east gllpdéfﬂ%éfgg? le§§t albgf’i‘tséioo/abag%asﬁ (9ut95‘y bt fegﬁ%t)?ﬁbﬁ%, oerdQ?/é?a%tE)Ct gﬁl

% change or éhange conpare aseline or a placebd arm
increase in rrealmdtDK)O%a(alctual &o shageafr raedlhrea/sk:haitg@nboﬁp’areditto Ibesedine atbaut
10% at | east t 15% at |east about 20% at |east about 25% at | east
about 30% at P 8 OdPout 35% at |east about 40% at |east about 45% at

| east about 50¢f) Qb a%sfio  BRAUL 0O @Q)trléalledlfetfblﬂalﬂgﬁst ffe PEGhADNYbRhange)

conpared to baseline or | acebo arm a reduction in reman
particle chol eﬁ&(ﬁ)ofbf ev.sfleaat aboelaé%, ablrast 8$>%1t H1%J gdeast albot! S¥%Q% lcast dbenist

east about 3590 at! [HSPoRbatts dobsatroreac: Anshe suf S3p Fomet Agil. ™
50% or at | eaa@%«;aamsastm% 48%t dalcadh £03a096%00r AE tHagtatibue haomgetactual %
change or median % change) compared to baseline or a placebo arm;
(o) substantially no change, no change or a reduction in hemoglobin A, (HbA.)
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%, or at least about 50% (actual % change or median % change)
compared to baseline or a placebo arm;
(p) a reduction in homeostasis model index insulin resistance 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 lecast 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;
(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 lecast 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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conpared to baseline or a placebo arm (m a reduction in oxidized LDL of
at | east about 5% at | east about 10% at |east about 15% at | east about
20% at |waxnicahaony 25% at | east about 30% at | east alpomtus3@yyp3mus | east
about 40% at |east about 45% at | east about 50% or at |east about 100%
(actual % chan

nmedi an .% ch e co. ar ed sel i ne or | acebo arm
(n) substanti a?ﬁ;? rﬁéau%lﬁaﬁaén&aﬁsﬁ‘@%% oh tole %&tq ot leat Pl 3r{p f

gl ucose (FPG %o@tlol’/@aa%tleaép%ﬁutfl%’% %Tt léa‘é‘@%ou@%% o A%t Mouk 236] a@‘lPé&k'E 15%
at | east about 20% at |east abouf 25% at |east about 30% at Ieast about

35% at | east albnmt30%%t l@atst alemt35%(<b@tt,|tlea469/bouat40?/ceatstleaatbdwtut 96%, abteastt

| east about 100% to han |a % gha corrp basel i ne
or a placebo af (ta% sﬁrbg' gﬁ?‘g ]ndg)g }{8??&%1 /°n8ﬂ%ﬁ2§n?jemg gtff&g?on in
hermogl obi n Al ccghibhb&lo Bescidte drgqgﬁce@@gﬁﬁ 5% at | east about 10% at | east
about 15% at |east about 20% at | east about 25% at |east about 30% at

| east about 35%) aatedpewstingnistleuking, ofat I¢ashgboudpdutat g4 abaut 0%, éadtastabout
50% (actual % 8@%@%%}& Ted] ?%6%%9?@9%53125@9 L9 léﬁg‘ts%o'uf'%{)s)r agle%%tacebo

arm (p) ared horre asi s’mnmo iASUlTA resistance

| east about 5%bait 3b€aat leabcubbutlﬂ%) Atledsealsdut abt bt [Ea¥abaiit 300asdr aalast 20%
at | east about 25% at |east about 30% at |east about 35% at |east about
40% at |east abtit! 04¥o4acpl (e ghinggsunediony o shange) rempired ko beslioow (dact ual
% change or ﬁjag&) (Vgrﬁlhange) conpared to baseline or a placebo arm (q) a

reduction in Ifpoprotern associ ated phospho |ipase A2 of at |east about 5%
at | east about (t1@%edwatioh emplasatongen hbégatat inhebdtst- laifcmmﬂeaﬁo%ouaﬁ% aastastabout

25% at |east apout 30% at |east 59 ea east
ot asts ot e 0Zpat iS00, 5T A Lerlt b a0bs Bpdsemnta P te ahlse or

medi an % Chang%o&%@@a@%a&@a&ﬁﬁ%‘s%@t @éasﬁatﬁ&u@%%? a@'iefa'st( éﬂou@ gkeduyetdgn in
i ntracel | ul ar adhesi on nol ecul e- 1 of | east about 5% at | east about 10%

at | east about alidBag 504, bleastleaatbebmutzt%ﬁ dacthdakt Chaaakgntomﬁ%haat%l ezmmecabout

30% at | east abnqut i? alﬂﬂ east anut 40% at | east about 45% at | east
about 50% or S1MPEY o Base] COfGRALRREI™ 9% change or nedian % change)

conpared to baaglal 1B8u@ionan BlIgAGERRtIARNT-réfotiva pfRelH ChICRP)idT at Hagrabeutkion; 6 of

at | east about 5% at |east about 10% at | east
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 lecast 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;
(v) an increase in serum plasma and/or RBC EPA of at least about 5%, at least
about 10%, at least about 15%, at lecast about 20%, at least about 25%, at least
about 30%, at least about 35%, at lecast about 40%, at least about 45%, at least
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 arm;
(w) an increase in serum phospholipid and/or red blood cell membrane EPA of at
least about 5%, at lecast about 10%, at least about 15%, at least about 20%, at least
about 25%, at least about 30%, at lecast about 35%, at least about 40%, at least
about 45%, r at least 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 arm;
(x) a reduction or increase in one or more of serum phospholipid and/or red blood

cell DHA, DPA, AA, PA and/or OA of at least about 5%, at least about 10%, at
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about 15% at |east about 20% at |east about 25% at |east about 30% at
| east about 35% at |east about 40% at |east about 45% at | east about
50% or awvoless27@out 100% (actual % change or nedi an ®CThsegep3mespar ed
to baseline or a placebo arm (t) a reducti on in pl asm nogen activat or

hibitor- 1 b t 5% | O/ | e t 15%
:a'? : e:as'? rabou? T%@Oﬁb%}?ﬁ%:@? : uﬁéeé’?gts elag, %g : tg%%t t@‘g ua“abou(t
35% at |east ?e*ﬁ&%boﬂp%%afatl ﬁsatboﬁp@t)*%, ﬂﬁ%hstaébohﬁit‘%, abrut: 8P 5%, at

| east about 100% (actual % change or nedi an % change) conpared to baseline
or a placebo ateast ghopt éS%etmmﬂﬁztsm ab@uthXSQb cetgl Vi vhange ©r meclean Yeclpmgelei n

(hsCRP) of at | east ‘?EO ut 15% st abog 10% at |east about 15% at
| east about 2089™BYC eé{beoq}t p} 3]tm’laé1 Y about 30% at |east about

35% at | east QU dd@ivn 1@¥ot&l%§lest@hﬂ@f at1o86t aBdut!5ea St |afQBbudUPs, @lcast
| east about 100% (actual % change or nedi an % change) conpared to baseline

or a pl acebo aﬁl?ﬂut(lﬁ%,alﬁlﬁ?aﬁbﬁ]é&@@of/n at deaghiBsiva SAte, @b dyast alRBE 3P ablcast

| east about 5% & 0 t it 20%
at | east about%ﬁicg]&/q%é{j1 é%‘g %g/%%g/(}éa‘ifa%oeugg ab%!? %@i% %?% a?lP about
40% at |east abouts45%r at lehﬁaﬁiouabbm $%0alads Liemgt c&b@tuthaﬂ(m%ha@ge)l east
about 200% or at Ieast about 400%(act ual % change or nedi an % change)
conpared to bas¥npHed tsy aéelﬂ}edlf acép?rﬁ“{lw) an increase in serum

phosphol i pi 0[9@%&'] ﬁSI’FedeIQb tﬁHﬁ@Q{facHé‘ RS toibv@rgi(?!%ec%gd’t—p ?Q%ség »

| east about east a out 1 % | east about east a
25% atbabdastleefbouf 0BOY natre Inesaledrs adztoﬁot*thaﬁ%i) at(y) past toadmutg Hho%ubatt dreast

about 45% at ast abou % st about 1Q0%. at. | east about 200%
R T g A MR Y @%C%ufsaﬁg%l%ﬁ%@%ﬁ COPRRATREY o

basel i rtﬁ‘sc%se@h@ﬂeﬁp%ﬁleas'uﬁ}ect(&ﬁer%aie@tﬁggde%rbfooné &%&%%ﬁark&s@&efoﬁh ipe of
serum phosphol i pid and/or” red bl ood DHA, DPA, AA, PA and/or of at

| east dpbuate geotermined,east Sdboquenﬂ@%klaglaea@lonébo@ﬁtsummt af theast axboate 20%

at | east about 25% bout 30Y% | east about 35% at | east about
40% atmﬁlgggtasgl%fﬁr (ﬁ%to}%as tnel %qrnpbeSﬂI%tleF& at | east about 55%or at | east

about 75% (gooum] fp ﬁb@w%nﬁfodmtaﬁpo% GhangR) wiR P esbsitRnFS@E ipd&epr a
B o N g SRATION T i rsigg of Abott | (o about 300 weaks about 110 about 100 -
weeks, 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 1 to
about 10 weeks, about 1 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 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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about 15% at | east about 20% at | east about 25% at | east about 30% at

| east about 35% at | east about 40% at | east about 45% at | east about
50% at |weasbioam 55% or at | east about 75% (actual %Pcharsgeoms2medi an %
change) conpared to baseline or a placebo arm [00145] In one enbodi nent,
net hods. of the present inventi n ri se neasuring baseline | evels. of one
or mor éctmpsddrm serugy yying ﬁa‘%‘% tm?@}mﬁrlfs SMMUZOHFEY (PGIRIARCSs Jﬂ?leé’f‘m&f

subj eClp @t Pind dﬁhrﬁﬂgtﬁ% ceRdisEtined fh@mg%&t%iﬁ ﬁQgﬂb’hb Sr%s&}fiﬁbé”” NE\H{)‘ ng a

conposition as closed herein to the subject after baseline Ievels of one
or nor epasrduestyy. sBemharts hippprofea)s and( yplaplwsnlmh@asﬁ Aéoband:mddmmge@ﬂjénml y
t aki ng .as. measure

AR ib) 7 1 g T g o S A St e e

t r eat mRBEhnYYueh @x@.&@@@ﬁﬂﬂ i1@BrcRflulah 8416 RE SRl cduldL @ RhH @iterléulin-2 XM @ndeer a
period of about to about 200 weeks, about 1 to about 100 weeks, about 1

to aboﬁetes@uméeﬁ@n salbl@uvsn_tg SENAHE PNZH0C [EBKE0assBOISENNIqYas. abhsse tesbnigpesks

weoks, “Shastrild (AR RR loxhbly 200 et URBCP AL MOCRIRYE, 2

about IM&Sy,@fhﬁbQBlﬁmi, mmdtahemub;m@,) OB Subjded Campary. exhi bits any 2
or nmore of, nore of, any 4 or nore of, any 5 or nore of, any 6 or

an
nore of, any Yﬁ&] W@l%?d elahwaleatr thepfedugiions @ﬁyw@eaé?s PlopaEarBetersyAY, i@ or

mor e of ;@0 ¥re L ti9F AR any 12 or nore of, any 13 or nore of, any 14 or
nor e ofa © re%S 1orlca r% gﬁcanany 16 or nore of, any 17 or nore of, any 18 or

m)re of , an),{OQB49c}rInnnrodlanfe:m‘tmdyném the preseet nfv;enﬁnyp@vﬂdesra mothed off blanly 22
23 or. nore .of 24 or cones (a)
or o S el SRy F oA R par et 4 Yo iy S
measur gghits Bo ?ﬁﬁhg@%@&pﬂéﬁlg‘n 8Yorfpdsitidn@lab HisBleS&PERNh € 1B IRIQUHIMimdr!
exanple, triglycerid total chol esterol, HDL-C and fasting bl ood sugar

can be therﬁpbﬁcif ﬁ)@mgse’ﬁ@tﬁddm arimssllztwd tm@vcrfgldst bﬁdarrdlqnht@t @nemregat tveithrii ques.
VLDL-TG_ LDL-.C a?ﬂbVLDL- c%at ed or et er#n § %}af er%m

i popr SCEIPR™PROL TSHIETS “Hﬁn‘ib?“e&&?aéﬁru VRS é)nat d§ £ iB¥%equent
quant i teleiqi£ t@aBdUt 375 iy dIl BichRE tHARBE Exudto MbuBDS) Mg/ &, dtlgtréaa@&mﬂ orf dagial

met hodol o vhéoo Al , Apo B and hsCRP can be determ ned from serum usi ng

st andartd fdl.yfor €3MPlqbaut 10%@54%@@\991{%2)00@ ane/Ble abewr30rfedtbpriom
serum Lﬁ%'og%péﬁla&d oﬂtgw}%’g 'E%ME]‘ er i g;a@ssay techni ques. LDL particle

nunber rtrcle size ed using nucl ear magnetic resonance
(NVR)  spect rfooes0]yin &ensrabddimkentp ostinidsi ofshapetstddlinpdinidp ohippias enchurign be
determnedfromEDTA | asma or serum er r espect ly,

en zymathaée Insevds @B apgpr ésgq,pre rnarl?ers lélet f%rtﬂ llsl (a)UEH (¥) pI‘SIgI‘ to cliovs(iengythe subjegt 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 a second measurement of the one or more
markers as measured at baseline for comparison thereto.

[00151] In one embodiment, the present invention provides a method of treating or
preventing primary hypercholesteremia and/or mixed dyslipidemia (Fredrickson Types Ila
and IIb) in a 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. In a related embodiment,
the present invention provides a method of reducing triglyceride levels in a subject or
subjects when treatment with a statin 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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techni ques. Oxidized LDL, intercellular adhesion nol ecule-1 and
interleukin-2 levels can be determ ned from serum usi ng standard enzyne

i mrunoasswY 2bwennidgues. These techni ques are descri bed PATABS2@0I031908
standard textbooks, for exanple Tietz Fundanentals of Cinical Chem stry,

6th Ed. tig, Ash d Bort Eds.),. [ . 100148] |
a rel atr@gefé%%_ai PFe it foty &%‘%&&?{ﬂ?egﬁggrsg eﬁl&%&ﬁ%ﬁﬂﬁggﬁ%@%ﬁg_@e% not ](y) !
above affprlealoh K i Anbloved aint UERRL defiRAlhhulibanebhar |8EPRGLMfrovdde

present invention provides a netho bl ood I'i pid therapy conprising
admi ni streisi my nepravesiuby gt degrenalsirediemdsir the tsubmets uriglycerydeofevdosaget uni ts

conprising a.conposition onposi ti ong as disclosed herein. In another
enbodi rﬁ?@?o,vefiﬁéEEETP%]“_EB‘EOVB&%%G gt Sﬁsﬁ?ﬁs a baseline triglyceride |evel,
prior to trgabntinrothe? cGBBRATt, ItBE pREert iRy dalies pRividddembihed of eater

than or equal to about 150 n&i{adl_, greater than or equal to about 175 ng/dl,
gr eat erort pravensing empisatalt myaersdiel rgarcagn.drompyising eqmaysteniem tothegulectt @ about

500 ng/ or e hout ng/ t u 0 .l to

about _1bieNgPat SRR befRRTE A BaaRR 6 ne oty oFREH % e

enbodi ragpits (¢itlchadssiaflcldosagpnagents ulteié davage omy) ias gisoeasiiidreig. basel i ne

| evel s of one or nore markers set forth in (a)f‘- (y) &F‘réi or to dgsing the
l,OIlpﬁéll

subj ect or dAB]¥dtIngstiisT embodimenhdhe BiFYY MR (2HBelSo¢ ShPFHIEg
admi ni S&r%{ré%‘i&ﬁ@g g?%?%ééu'n%ﬁt AShthap &Jggéﬁﬂiah ﬁﬁglf?%ﬁ I?hn E?E?j%ytbwf)% taa@%tBSI of

basel i ne T eve one or nore nar S set

det er mMmmypatardald isfalrsiegu eilpyisingkiadgi@istseocgne nhassubgrrent aofcompesidbore ar nor e
mar kers as neasured at b i ne for conparison thereto. [00151] .1 n one
orbod! HORPOTARS HHBREHRE FROH ot 5 BUF GOLRRHBO BRIt BTG BT o &
preventgifiGe B5dabROYit W&%ﬁﬁlﬁ?l&ﬁ%%&{ﬂi@) ANH{DbscinxRsh dyslipidema
(Fredrickson Types Ha and lib) in a subject in need thereof, conprising
admi ni st er i 1§01t heanstlisi embodinpohphs preson imengompyides armetbodpf sleivmg EPA
and one_or nore additi otnal cardi ov st%ul ar, age ts %('eeithe{). as. a Si Iefdosage
uni t orP &F M ?fz‘?ré”%%% A" Gh*t'SY Oﬁg i%8% F%’g&g“sﬁ% el'f.st Jr?camr“&f’i?%&eo’
enbodi r@fipristnd@dpiigisefihg kdhRRLbjest erc@m'geﬁﬁo@oﬂwdﬂp&itw‘ns cefpfiting EPA and
triglyceride levels in a subject or subjects when treatnment with a statin

or ni ading @xneisdslditioapkeadionpisolan agerpy (Githee 8 8istale dosagadageitas multiple

(Freder . ey: | pidem a). Statin or niacin extended-rel ease
nonot hedrog eq?létg%l%n%lécg%sir&e{%&fe&]ﬂadequate when, for exanple, the subject's

non- HDL- C | g0el55] shmodnottewemdddidient, she piesém\ieveddod providdes degethod désikcitadg t he
subject’'s LDL-C |l evel is not ipproved or is not inproved to the degree
desi r ed®PCtiReinsd pjbacet -l%nmuﬁ@ep%&@mprléma GEMIHHPOREEP Broupischivineeithagwdid t o

the deqhafodieish ' donfddiBhs LhRpSURL SBA Snlifddl HCRIEAGIdiBYEN dafti®Pcular

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 a
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/dl or greater
than 2000 mg/dl) and that are at risk of developing pancreatitis, 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.

50



i nproved or is not inproved to the degree desired. [00152] In another
enbodi nent, the present invention provides a nethod of treating or
prevent i ngonrrorfar@® myocardi al infarction, conprising a#eirnissaens2ygsto the
subj ect a conposition or conpositions conprising EPA and one or nore

addi ti onal i Qvascul ar agents (either as a .single dosage unit or a
mul tiple doﬁﬁégﬁi i $JOGer ;f?@@rigg% R dirrseny omésl% n| AOXHG? hbrmefBddPent ,
the pr Eiﬁ@xréfntih? YOk Jtt rs%kég |%§m@1]gi§‘iﬁé Q&@lirﬁiteﬁﬂge@taﬂbéﬁgj cBf with ﬁ\h?é&?]r& RG stbigk of

recurrent nonfatal nyocardi infarction in a subject wwth a history of
nyocar di edmpasftamcen @mpossiops icempysiag flA st@pnngr nwre hddisotyl eetrdiavascular

car o oV L uRe e b tis B o T e yE N At P EURRN | ol dosage
units) as di[gg|ger Ras@en. enlfddindt, e gredcheringmbiodi pRMdes t Hempiheg et

i nvention provides a nethod of slow ng progression of or pronoting
r egr esqIrOYPNENE aneé padel weprenscdif semlsevapqulay cyamsp are sibicqiody haepeappd the

conpri sj dm nisteri ng. | £C nosi ti on. or. i ti:0ns
conpr i ARAvEARGHEL ARG SURAREL, RoSHIRAT A fRHnEITREE WRRR, . s
a si ngleengosiage dtndompokitidgs Rulptipihg KRS age ohei d1Snoss addifehad sactibheisailsr.

[ 00155] I n another enbodi nent, .the present invention provides a nethod of
treat i rigewpétheyas hsiggls depagetunitipr aepyltimedessee upisngs dsclasedisini stering to

a subject i r it . L1l i S and
one-or - mor ¢ 1900 H; e R oA EATRAZ . ALua pEFRATNE A0S SRR ARG
uni t orAmsBrandt igu-dDiloshadstensli lbedls as a dujettogedp methed hase[if® 1L p8]-cHatestamolt her
enbodi nent, .th resent, . .jnventijon proyjdes a ho f treatin r

ot ventFYR 6 af gt 197 Tal erst e reBritib halsare o d6eh of el T il ape o
hyper | ipider @hlycfid RYQI TGk 1dad W&gi&’l‘,%ﬁ%du&&g"ﬂ{e'& 418 2AhOinsh HINg to
t he subject a conposition or conpositions conprising EPA and one or nore
addi t i ahelestcea dicvalagfc theasubgage reup( by tddenniakriagsi ngbrepeitisager wnmpogitionss

mul tiple dosa it as _discl osed herein, 0157 n.anot her odi ment ,
The. pr SSBRES TR b bpf By Mo SRl P aschlingnls LEWRER: L ShafRE try
hi gh seamitortak n@lliysle dbshge hfitS|as d{selofed BHr&iattemehiban HAROsumKdkroap. gr eat er

t han 2000 ng/dl and that are at risk of devel oping pancreatitis,

conpri si ng affd il sheanothgr embediacstishemverticnanpodrt 1 sivthod daedpssig Apmb
com 308 B 0 La R PS03 pE SRR APl e o
her ei n.t[igRt&Ee leneclanatshbjecampadidiegta, subjuet grepenith ianbaolino h.Dir-chwlchesola
ot hod of pLeVent g L gy ence Of SHEGio SRl S M LSS 2
a baseline 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 LDL-
cholesterol level of at least 100 mg/dL, a baseline non-HDL-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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a conposition or conpositions conprising EPA and one or nore additional
cardi ovascul ar agents (either as a single dosage unit or as nultiple dosage
uni ts) aswoizetiiaz@d herein. [00159] In anot her enbodi nerCT/ush@ops@sent

i nvention provides a nethod of preventing onset and/or recurrence of

cardi ovascul.ar events in a.subject who has escaped.the unstabl e period
after CHI 89%8e ynyor &ﬁ&}@t&ﬁﬁ %ged@i%%r %ssﬁ%éosg CHIUS {1 Aoy e&f‘?’é“‘é%[ﬂ ect a

CONMPOSiEiRR 1A APOPRSEL bPHR HBIBY shfth FRA AREIPREnPLatRRuAAS dondiasdd

cardi ovascul ar agents (either "as a single dosage unit or as nultiple dosage
uni ts) tast domull dsetinérdr eid defe00ib8Q] thenrednagtonem dbdph-Belevels tdiethprsebjent

i nvention provides a nethod of reducing Apo-B and non-HDL chol est er ol

| evel s §R' subj ect group with a baseline LDL-cholesterol |evel of at |east

100 ng/dl, gobessgl innendrembbihreatiol eshpstiond 87 @he afvedtiod @ABIMikdRerb@/t6lla and a
baseline triglyceride level of at |east 200 ng/dl, and reducing the o-B

and t hesuhisat MDBIncieewY seffigiont gypiovisie a ¢ralysiiiy) dlese @hputblymgdmahplsttlé},@(}%g a

COWPSH}I%,% Houf SERCRL L ib%ﬂﬁs(f R Rl Bt Epﬁaﬁ%‘f‘ 786 R andhf f’SO%qgétd.ro 3kt
cardi ovascul ar "agents®(elther as a Sing & osage Fit*or as et pal e dosage
uni ts) a9 mig sacdtesedoldteng) for txanEeabss 76fmg R@ostulgoats, Hoaul2s hbod] 130N
anot her enbodi nent, the invention frovides a_net hod of reducing 0-B

| evel s Mg 2R85B, BP0 BembPIsI g EeReut 3 99 e mboshd egbapt 300 mg,
L it . RS ) =
o, bornEEteehe shou o0 A BOUEST] 5, LEYE A e SURLER IR taE,

subj ect group w a bas esterol
a baselabnet #ithmigDhbait dl08stgrabout 8¥%emgobbatt I50ang, dddt 6FF dig, abod @Obagel i ne

triglycerid |, of at |east 2 /dL, dyci h - I's of
e suiBet oy B b AThHE Aberf REs T8 AEmEll BE s Subie eBg oty HE ° °
COMPOSIdhb MDY mEOTPAR ISO0ARS, HBIPELS M) abER B0UNONDOAE STDRE:, abittdoRNAL,

cardi ovascul ar agents (either as a single dosage unit or as nultipl e dosage
uni ts) abeuddchgsddunh@rleing, dhouad’ amguatouet fELmiyeboud 1925dugcatobt | (§Hons

| evel s of 1 subject group in a tistica si gnifi anmount

conpar eag’oiltoﬂgs éggfta%}lt ?lr()@afﬁ%’earli’ﬂlt r%?’nabg‘r’i% i%@r%gsaé’o f?@%}lgg@tﬁo%m

si gni figganbouNCIBasng, Mout PLIBlcestRit ab74 eehbdid 1300 ntle Abot0B2E62hg, | dboanot her

enbodi nent, the invention provides a nethod of redu0|n8 Apo-B levels in a
Hng

subj ect133P aup abewinbi15snagabeub i+l mg. abaitdeT megrbey Mid FHaslel413emg,

LDLchol e vel of-sat | e / i - tero

| evel oai)agtt fﬁga&slg’ a%%t Insgﬁcﬂ?é %ﬁgt iz;%(éas { aﬁi)hgt ﬁﬂ}lggﬁgc%)r%:ﬁhe eI\lI;lig’lLa qb% Pcia | east
200 ng/mig, aboed UESnggt dtwufpe7 Bmigeviedus 1000 tipe aBolhj1625 g, abiputbly7Sadng,nibstier i ng
to nenbers of the s%§|ect groug a a conpasition or c%%505|t|ons conpri sing

EPA and /dAdn®rabapt B Wdmet 1RMal Soarg s8R daPhmeaagentis!S/einheons! Himgl e
g]‘? fs ngi a{'éght% I 5 A, dBBLT 1 Po8ngABBAC1 31 thS)atBht S0RGhLSABuNEIB! Mgl MboRMGFPUNt
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.

[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,
cach dosage unit can be administered to 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 0.5 hours.
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reduce the Apo-B levels of the subject group in a statistically significant
anount as conpared to a control treatnment, and determ ning the reduction in
t he Apo- BvDevs/r7@p t he subject group. [00163] In one emb@diSpEN0329a8
conposition of the invention is adninistered to a subject in an anount

sufficient t vj de of about 1 ng to .abqut 10,00

about 5000 &QOP@Jﬁ @3* eﬁra* a8 §OF o7 5N OPYO p %@@9%
about  100,Qak e ﬁ@rﬁﬁﬁst&@@@edﬁ%ntlfilgf W%%ﬁleaﬁpﬁtcasze%mlﬁg@% td @QuBRet about
125 ng, about 150 ng, about ny, about 0 ng, about 225 ng, about 250

My, abowta sRRmgeyt duainguan Ewolqatgmgabuud 3261qaglnganbuud c@50x, rfqr examplﬁt, 13128, g,

525 mo.” A50uF B0 S o SEERE e ek B0bSTHy, ¢ 60T Taseekiy® "EBNS 650
g, aboyckb 62 IUQNG&BO%ft&%y@Ch Al fetodBne abaire 48@itioEal o@hﬁwas&ﬂ& ng,
about 800 ny, about 825 ng, about 85§ , about 875 ng, about 900 ng about

925 ny,agadutanobe ipijlatedbpgethor svifhy cuaquPéO@dmﬁgstraag@mr mppkicaef &
1050 nqﬁm/ gyt 1075 ny, about 1100 ng, about 1025 ng, about 1050 ny, about

1075 ny, out 1200 nmg, about 1225 ng, about 1250 ny, about 1275 ny, about
1300 ng, abq001653251 aﬁgtheabmbbdlﬂxﬁﬁf) PP, isaldointistdFdSo lagubjabtqutthellﬁeﬁu@ forabout
1425 , about 1450 , about 1475 ng, about 1500 ng, about 1525 ng, about

1550 wgexalala&fformab@tﬁgam imehout 160w ARPUt ABBLE 2DeYIEY AR, orkeut © aBHe aheyit Sabout

1675 bout
Lo75 S 3R 0 R SBmEH  5 M SO R 2w

1925 ngmﬁammumrkgaﬁnggbrahmmﬂeﬁ@ﬁﬁdmg@lqnmUIMQﬁmmlmgLah@ﬁdlmmaaabag;uhbout
2050 , _about 207 out 2100 , about 2125 ng, about 2150 ng, about
2175 A G E OB St 05358 Vigh- about 2250 My, about 2275 My, about
2300 ng, abqgpi 2§1 ﬁﬂ)the@léﬁ%d%@ K8 inRRAYA p%ﬁ@esnfﬁ@ uBOBHEPA4AN Hb o@DOut
2425 ng, about 2 my, about 2475 ng, or about 2500 ng. [00164] In the

var i ougn@lmcdlmcdaroa‘gentsemtm/mnufantud%sﬁat nt@éccah@ntefom ftreatmeenERPApPENAntet i onal

one or d|t ar dij.ovascul .ar ag ent e ad

co-t or il B el Syirg At SRU RS U as SRR Rs B TSt life ¢ ne
EPA andnizpd | @dibidenta, 0EordRirs ackh tdigagd, GacdiapVa@issudt aktralge Nhtherdk&erosis,

co-adm ni stered as separate dosage units, each dosage unit can be

adni ni srewniaghypesighsiert myecasdink nferction.| yangd shesaghs lgyassuligs cxents-alin| gne
di fferent botdirﬂ%f;t e QR gﬁﬁ&?%‘ Haw’n%@ﬁw?e G0 Q6o TRfEEa | ALY (jd“ﬁl fARAY

units are mni stered dosage unit can adm nr's ered to
the s umnﬁmﬁlmﬂtj‘nha carnpwm(ﬁdcdhftalﬂd)wb‘staﬁtﬂalbﬂwa nolBHA.

[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
treatment 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 diet 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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hours, 12 hours, 10 hours, 8 hours, 6 hours , 4 hours, 2 hours, 1 hour, or
0.5 hours.[00165] In another enbodi nent, the EPA and one or nore optional
car di ovaswol2aro/ag®nt s can be adm ni stered sequenti al | y. PEOUSexaopioes EPA
can be adm nistered to a subject as a sole agent during an EPA | oadi ng
period. . The | gadi ng period can be, for exanple, 1 da 2 days, 4 days, 6
ays,  SiSicBRY NG Sharai oy £clfieks N1gy RS ,Oq%mwrx%%mmg%g
veeks Qfyeld WeRKS gra'ﬁfs'E Shd BEWerRUEd: e'x%ﬁler\ghe‘?@ hhi®dr nfOREoOT0MBE Erordeiibiignal
cardi ovascul ar agénts can be initiated together with current EPA

adm ni soretfron these sourpdsace of EPA treatnent. [00166] |n anot her enbodi nent,
EPA is adm nj red.to @ supject. in the, nornin for ex l.e from about 4
am to-about BH A T anBuRt BERTER bt e BRK BPenshBhn SEPERIFG BEE O
and t hentidinaad RR&IRd aB6wR 6alldbOVabpatthrto ABREE Sskald adnhei &t efn@datco t he
subject in the afternoon or evening, for exanple fromabout 1 pmto about

11 pm capsmplateh it isothebere, meendad that theploureogigpiataitsddssaription pmregnrded e
versa. [0018(L rmeragl%hﬁ%m O BBAL, bl %Idhﬂl%%ﬁtth?ﬁt% M ‘Eﬁfov&iﬁg Y3gsOf EPA
and one oOr nore cardiovascuPar agents In 8 manuf acture of & medicanent

for trdatloging abreqpivelen] thatareointended el defrsthel bgrit 4rel @bpsdoftihs éagatisuch as
hypertriglyceridem a, ypercholesterolenia, m xed dyslipidem a, coronary

h
heart di sead801%7askuthapldibe etglerstapdr Bire, varphe coaEeR a8 Bodidicpgnshia e
hyper t shaleily prOragas GhdddinBlELctBBd hARM QRN n@g@ﬁ%ﬁ%ﬁ%ﬂﬁﬁﬁé ait |0

one e e conposlition contalns not any. In
anot herSwehivhehgrephd niddéfi@oomosint boomadowithoutsiepantiag dritn &lel spinteandrscoge &HA.

00168] . | th nbodi t, the.inventi . i d h tical
Conpostf S TaIPIcet R EPRG oA B GRS T8 RO RaraE gt SR ne
{1 cal maen 4064 B ENARLL O SDIRCAATALEYASH 8 icohpbladipgase, vherein

the conposition contains not nore than 0 any. In arelated

enbodi ment, the conposition contains substantially no DHA or no DHA.
[00169] In one enbodi nent, a subjﬁ@%Agﬁg&% treated with a conposition or
reginen set forth herein is a diabéti pre-di abetic subject. [00170] In

one enbodi ngOH1733anyhdfolloRengrebhnadstith stngsiedababeillisaiteyusigfoded ohlyeaidrent

or prevention of a subject or subjects that consune a traditional Western
di et. |4 Befdo batsoditivenes limiagthe Hydsliesr intdng mament i on i ncl ude a step of

i denti fyl lglsubject as a Western diet consuner or prudent diet consumner
and then 17 ating the subject if the subject is deened to consune a Western
di et. The t 007N \eahexperineit” wiet@iductegftertsst JareraHAy BRA & DHA with and

without with atorvastatin in model membranes enriched with PUFAs and cholesterol at levels
that reproduce disecase or high CV-risk conditions (i.e. 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 uM
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-Dilinoleoyl-3-sn-phosphatidylcholine (DLPC) was obtained from Avanti
Polar Lipids (Alabaster, AL) and stored in chloroform (25 mg/ml) at —80°C until use.
Cholesterol obtained and stored in chloroform (10 mg/ml) at —20°C. CHOD-iodide color
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typical diet consisting of, by percentage of total calories, about 45%to
about 50% car bohydrate, about 35 to about 40%fat, and about 10%to about
15% pr ot ewo.20/Me®ver ndi et nmay further be characteri zedPoy/usediaos2oes y hi gh
i nt akes of red and processed neats, sweets, refined grains, and desserts,

for ea ere half or nore or 70%or mor e e from
sour c)(;sr b S1OCkK) Mas ipgenagedpaecardifis ©r H BEPCPHUE T%P‘ﬁ% ﬁthp%é‘eé%ﬁa@rﬁ ze@?and
modi fi ocabians MO ERGLAMP O, MElisay éheSM' bﬁ,@lelabplveN%Aak ey ageagt'eﬁpt Gt ot hose

skilled in the art and are conterrp at éd is, therefore ended that
t he f orspgdiaphobatesiid @dsade‘énrrh]ptil paobidey @g&uewml lgwpiditinstusatg vemmatdi@ly t han

ot ua AT ety A ga €97 PRGESERE -5 anticit 5 vt Rl BB scope

of the fveai;ony [N Ghikbnilin ﬁllagwdﬁlteb@nmdﬁ At BeklalitAtunY hiRMe. CPaRgRs and

nodi fications to the presently preferred enbodi ments described herein will
be appaaxgemmeln)talt hosg sHicl | €HOD t teegantt . wasic hnctha@pdjesbyandddingdi f R4 at idns can

be made without departing fromthe s (ﬁl rit and scope of the &T esent subj ect
mat t er SAmdenfdtaRyetcEacelis shd ABPTAS FhheMnbrenlated\hydtoxgtaduene(BHEI ¢ ¢k Q£ Gr

el ai ms. e B B B R I RPN BorBSh8 ﬁ%@%&@@%@*d
i |l ust rtagéthe with posgenani lyplaﬂdoraalmﬂgoﬁxéd) aimeum@nfftEmﬂD@H bi MAPA/DEH: hte

i nvention a y manner. Exanple 1 [.00174] exper i ment s condycted to
t est Eﬁﬂulr@ﬂq@{ cEpx 4 hergamporRdsstl iwithaiste %ﬁéﬁ B coPpRSHSE OARE pne

ey angdpRISLERE Wb i RRAPLeadoRlioh SRbOlpabilayel s that reproduce

di sease o CV-risk conditio hypercholesterima). As is shown
bel ow, EPA E[Qmﬁ]tMGHlbpﬂEmmpthO@leBd@Df b Pt xttchplrestcttdl withatholesternlitehed

b to that d DHA. M
Tomot angoBhi AR B Shido it SRy Salf tobn Vel PP oh ool
benef | tcd GRAPASISAR chBrdiBA Pk ARG RRLT Y 1£Eﬁo@@ﬁn%tmg @nd SRR cd

i ndi vi dual‘? at a fIrxed concentrati on of .0 M or in conbination at 5.65
mVl and u41d315a sthd dyeBRamrod n[Dngnrgeswhdt w@éwmmgu thre liigd avasebelricd twith KFPAL. 3: 1.

Separ at ed eff t hese agent nlipid.peroxid

Fof mat 1071 RbFE LR BTt oA oS B P CE OB BT B & S HEPLERgh) os of
0.5:1, 1.0: I{{{O@Nk] 1R &idual Ls%W%htS wab el & deh?ﬁ%f ot deginneig &t Son MRgeur ed
for EPA, DPH and EPA/DPH i n chol esterol -enri Ched nmenbr aneejggﬁ‘ pared in the

absencevagmempratendesicefticn, cretasteattrane fapold 6jas resuspgrded gn ac@on buffer

-sh- pho(ﬁ.%hr%M %P%@? AU %’a%i) pﬁaFS)ot%tyal‘lelHed 18 pﬂ]ospf)\ﬁ%nf)iid 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 each membrane sample will be taken for baseline (0 h)
peroxidation analyses.

[00179] 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 ul. 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 nm using a Beckman DU-640

spectrophotometer.
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Pol ar Lipids (Al abaster, AL) and stored in chloroform (25 ng/m) at -80 0OC
until use. Chol esterol obtained and stored in chloroform (10 ng/m) at -20
0C. CHOD-wodnoei2e@bor r eagent (stock) was prepared accor @cmg/sc@oaspaocedur e
nodi fied fromEl - Saadani et al. (El - Saadani M Esterbauer H, El-Sayed M

Goh Nassar AY, J G A oh . HE-S
ot oxi des - 0GIdnThS PR eloreniEl RE e B 1 s as Rt cronidsgbcby
L gbdmﬁﬂﬁ’zﬁégpégmglgs;%mH?%ﬁ%E@é&s QkcoPdife M K2 HNMvind rdk2tidh Khem@: 15 MM NaN

ni um nol ybdate, and 0.1 g/L benzal konium chloride. Prior to
experinental use, the CHOD reagent was activated by adding 24 nM

et hyl enedi ani net et raaceti ¢ acW@H(-EDHA); 320 =M bLO]-affle@ hidr oxyt ol uene
(BHT), and 0.2% Triton X-100. Atorvastatin was prepared in ethanol just
prior to experinmental use and added together w th conponent |ipids
containing fixed anounts of EPA, DPH or EPA/DPH at equinolar |evels. The
conpounds arl@01§1i Hee weansity ddeviiqdide ampn (&t | bhcrdiedi ingthife ractaen is dirpithy
prepar at | . full dmncaor tiQn int h i.pi i . [B0177]
Verror ant BibfU 8T Enoithof BRBRIAHARh e s fh B BhFre LHR

chol estislat aBs0pHeaphalue )12 400! B Nt b@S af 80ghmg from 0.5 to 1.5, were
prepared as follows. Conponent |ipids (in chloroform were transferred to
13 x 100 nmlPeEi2]t Resadfs areshewalin Fiuresd uthder a st eady stream of nitrogen
gas while vortex mxing. The lipid was co-dried with EPA, DPH or EPA/ DPH
prepared in the absence or presence of the atorvastatin at equi nol ar

| evel s. [00178] Residual solvent was renoved by drying for a mninmumof 3 h
under vacuum After desiccation, each nenbrane sanple was resuspended in
diffraction buffer (0.5 mM HEPES, 154 mM NaC, pH 7.3) to yield a fina
phosphol i pid concentration of 1.0 ng/m. Miltilanellar vesicles (MV) were
formed by vortex mxing for 3 mnutes at anbient tenperature. Bangham AD,
Standi sh MM Watkins JC. Diffusion of univalent ions across the |amellae of
swol | en phospholipids. J Mol Biol 1965;13:238-52. Imediately after initial
M.V preparation, aliquots of each nenbrane sanple will be taken for
baseline (0 h) peroxidation anal yses. [00179] All |ipid nmenbrane sanpl es
were subjected to tine-dependent autoxidation by incubating at 37 0OC in an
uncover ed, shaking water bath. Small aliquots of each sanple were renoved
at 24 h intervals and conbined with 1.0 ml of active CHOD-i odi de col or
reagent. To ensure spectrophotonetric readings within the optinmum

absor bance range, sanple volunes taken for neasurenent of |ipid peroxide
formati on were adjusted for |ength of peroxidation and range between 100
and 10 m . Test sanples were i mediately covered
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with foil and incubated at roomtenperature for > 4 h in the absence of

| i ght. Absorbances were neasured agai nst a CHOD bl ank at 365 nm using a
Becknman DyoedD/wpwmet r ophot oneter .[00180] The CHOD col oPCEAIS2010/03988Y | S
based on the oxidation of iodide (I ) by lipid hydroperoxides (LOOH) and
proceeds according to the foll ow ng rgfcgion schenme: LOOH +2H+ +31 -. LCH
+H20 +h [00181] The quantity of tritbaide anion (I3 ) liberated in this
react i ojphSs daff&t iy Proportional to the anount of Iipid hydroperoxides
present 1 n the nenbrane sanple. The nolar absorptivity value (e) OI is
2.46 x 104M1 cm 1 at 365 nm [00182] Results are shown in Figures 1-

4. CLAIMS What is clained is rmaceut.i c .on ¢ S|ng EPA
o a cor i b as e f eisuical s RSH SOGEHNRE Hr b AR g iiR L BRP s P
10% DHAy R cinehddmpdsftiod¥ntaths nbRRoFOMRR $0%i DAy KtightMiflnyher ei n the

car di ovascul ar agent is an ACAT inhibitor, an AgE |nh|b|tor an

al pha- bl ocker, an al pha/ bet a- bl ocker, an angloten3|n I receptor

ant agoni st, 23‘ n anliﬂe;)gqr(nq ro'fsmgncﬁﬁflt%’o A ?@8 rilttpe &trg ! e%scag?ggentais %%kg(;g&oc‘(er !

a caIC|unchanneI ase 1 nhi an a

m et i dnhidit6k T4 IATH bhliblter, alnbalpﬁa@i‘dcﬁeﬁ&queﬁﬂlﬁ/@ﬁﬁarbl&k@hOh@Saﬁlgfownsm IT
absorption inhibitor, a dluretlc a dyslipidem a agent, an endothelin

r ecept GFCRH AHEBPEI!, agniipErythegis pesit, %a@a&atel%ﬁgq_ _9Ppha-blagketyp cealeiuny _
squal eng, SN HRSE VF{)M@' é&Awe&Ra%% drl YiRhQA- algﬁﬁ?& 05 @TRlp ﬁlhlb%ﬁ%gf' de

transfer protein in tor, an s |b|t , I poxygenase 1 nhi bi tor,
a PPAR halgarid sdqacttrangtaochol @tardir disbiptigh |1n:hlb1ynﬁna diwretityyr dystipidecepbgmt,beat a

activator .pl atel et aggr.egati i nhi bi tor, st.erone ant ggoni st.
3. The DUMYEUT FIcoRIoB An@ESHiRh 1 bl BRCAPIOR&NdEFTg Gyt RD i « RGudERD t e
fromt %oglﬁgébolnhﬁ?tby%h%ﬁ'ff atibfei, @%&k&s@ﬁaﬁtrlg%%%%g %rélgé}&' g'of@tpmhﬁﬁ%r?’?ﬁ

ABT- 761, acebutol ol ,” acet ohexam dé, adenosi ne , dact one

al egli taazd?LAlahnlslklmrea S-bpdsgigenasn ihlibitdn maPHAB aginkst/aetjvagori o dhroomm]ytic
an10d|p| a Vi b An 4 antibo

At 1~ otert SABRoRy ool FRla- Rtk pbr. S gRTStiparkar B A hTora Bt 48 fosterone
atorvasﬁg@bﬁmtAVE5530 AZD-2479 BAY- 60- 5521, benazepril, BMS-200150,
bosent an, but enaf ne, candesartan, captopril, carvedilol, CER-002,

chl orot hi azi de sodi um chlorpropanide choline fenofbrate, Cl-1A 1,

1 ostazol . £ oV Aol BNl RS AL TR

dal cet rtApgtoup including of 5-LO inhibitor 6, A-0002, abciximab, ABT-335, ABT-761, acebutolol,
acetohexamide, adenosine, AEGR-733, Aldactone, aleglitezar, aliskiren, aliskiren
hemifumarate, alliin, amiodarone, amlodipine, amorolfine, amprenavir, anacetrapib, Angptl4
antibody, Anti-oxLDL, APA-01, apixaban, APL180, APP018, aspirin, atenolol, atorvastatin,
AVES5530, AZD-2479, BAY-60-5521, benazepril, BMS-200150, bosentan, butenafine,
candesartan, captopril, carvedilol, CER-002, chlorothiazide sodium, chlorpropamide, choline
fenofibrate, CI-1011, cilostazol, clevidipine butyrate, clonidine, clopidegrel, CMI 977,
colesevelam, colestipol, CP-346086, CP-800569, CRD-5, CS-505, CSLI111, dalcetrapib,
dalteparin, darapladib, defibrotide, diallyl disulfide, diallyl trisulfide, digoxin, diltiazem,
dipyridamole, dirlotapide, disopyramide, doxazosin, enalapril, enaliprilat, enoxaparin,
epigallocatechin-3-O-gallate, eplerenone, eprosartan, eprotirome, eptifibatide, an estrogen or
an analog thereof, ETC-1001, ETC-216, ETC-588-liposome, ETC-642, ethacrynic acid,
ezetimibe, fenofibrate, flecainide, fluvastatin, fondoparinux, fosamprenavir, fosinopril,
FR194738, furosemide, gemfibrozil, GFT14, GFT505, glimepiride, glipizide, glyburide,
GSK-256073, GW501516, hydrochlorothiazide, implitapide, indapamide, indinavir,
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dal teparin, darapladib, defbrotide, diallyl disulfide, diallyl trisulf de,
digoxin, diltiazem dipyridanole, dirlotapide, disopyram de, doxazosin,
enal apri lwoensli2p9p| at, enoxaparin, epigall ocatechi n-3- Ecgalsh@n®32948

epl erenone, eprosartan, eprotirone, eptifbatide, an estrogen or an anal og

th f., ETC-1001, ET 8- ETC- 642, . eth i id,
ezet i BT SFAGRIAE: g'ﬁlf%oe e 73)3 kit ROES a9y, JHABREN LA | enzyime,
f osanmprig@wigFeh OBHARN] hlSlnEB;Hg‘}gI%aleﬁé' rlQﬁﬁmlijOSeﬂﬁﬂf IRQEdih,, L@Fﬁlﬂ)

GFT505, glimepiride, glipizid gl yburide, GSK-256073, GW0151
hydr oc VAHERIH laz iIBO7§ Irpl M%Qéf&@éﬁ |mdﬁcpmnndemeihmuionawm¢n0ptméc§arwa¢mate

di JTIT-1 T- KD- 3010 i pr.ant,
oo e nEsting medaprofel. d MR8, gt Rl RIS, hafng,a nRERAEN NESEEL ¢ an
| ovast a{CR6560Y R3BRSRI, VAHRLGL, nMBRY Bdiashan MBitaffigine ﬁﬁﬁh&&iﬁﬁﬁbmnl%ﬁhﬁﬁ‘lkd()pa

et opr ol ol succi nate, mexil etine, netoprolol NK§886 noexi pril, nadol ol ,

naftif |qi@esamtatlegqrilﬁme PC&E%Q%NANOE&%&%bpwd@prﬂ n@FFHI8943, iindeioh,

i ) PSeos IR NP R AL SR eI

pr avastpbpranolpr c’hgzd)@lchllorlﬁdé oq@nﬁlﬁm d@ini¢ine r@ﬁ@mame R2dL o edrhipril, decofbiphitanol ol
hydr ochl ori de, qU|napr|I qui ni.di ne gluconate, R7232, ram pril, reconbi nant
apoA- 1,3PPAcbrisorinant EAAT, rr@ﬁ@bmdm gy ergEy (iggnsr d)d-trihydroxystilbene), reverse

(trans Tt ri pfadi‘tm{l I{%}fslto's glﬂ?a!}?ﬂe r5§é’l?[5§cﬁlel?ﬁﬁgate, rbét%%ﬁ%g{\f%%ﬁggggz5

rosiglitazone, rosiglitazon rosuvastatin
S-al | yl&982®i Seallyﬂ;@qtﬂmawalqmnseﬂr,emeleys@etm sildedeflaf simvagtating aST.at4080,

SLx- 409 Sobet i -4 tadal afil, tel m sartan, razosin,

Cer bi narhe norel PRI T diadihe PR ot d e, JRdPadrapapidine,

t ol but a{fh8an tt&raﬁﬁ’&er RhRmillo rt§ﬁ>ma%de ttéﬁ%%I@‘p[stkmldLRh‘Q‘n&ﬁ%)ﬂlt TReegD ENE,
trimeric ApoA-1, valsartan, vardenaf |, , verapam |, verespl adib,

vol i br |tgammc8®42tAmemA8ApQA2 voAsewAaB, vagiopaflg, VA28, omsrapamiy,  wenekpladibi on

car o ovalinaP RsGEnt. W2 Ra wikalh Ao Aeaf i L P AR Ok ona

cardi ovascul ar agent is selected froman ACAT inhibitor, an ACE inhibitor,
an al pha-bl ocker, an al pha/bet a- bl ocker, an angiotensin |l receptor

ant agoni st, ‘an ankhe eamrpsiioncofagleme | frthaneorpprating an agdidiaral cardievasenlacker |
a caIC|%ghchannel bl ocker, an HMG CoA reductase inhibitor, an apoA-1
nlnetlc a CETP inhibitor, a bile acid sequestrant, a cholesterol
absorptlon inhibitor, a dluretic a dyslipidem a agent an endothelin
receptor antagonist, an LDL receptor inducer, an Lp- i nhi bi tor,

squal ene epoxi dase< FRmAStion, of ﬁPaEI@K*TWé]@fql%él%eo?ddltém}ﬁl CrEieRasulary frggpy&ar i de

;r ?nfl‘; gs:’e%?gfeﬁtf?dnﬁl ah A 2T iffivit?, BPARERARMSE, 2R Glind diQker, 3ntaHAMRA-MbiGragent ,

receptor
an angiotensin Il receptor antagonist, an anti-arrythmic agent, an antiplatelet agent, a beta-

blocker, a calcium-channel blocker, an HMG-CoA reductase inhibitor, an apoA-1 mimetic, a
CETP inhibitor, a bile acid sequestrant, a cholesterol absorption inhibitor, a diuretic, a
dyslipidemia agent, an endothelin receptor antagonist, an LDL receptor inducer, an Lp-PLA2
inhibitor, a squalene epoxidase inhibitor, an LCAT activator, a microsomal triglyceride
transfer protein inhibitor, a PPAR agonist/activator, a thrombolytic agent, a thyroid receptor

beta activator, a platelet aggregation inhibitor, or an aldosterone antagonist.

6. The composition of Claim 1 further comprising a pharmaceutically acceptable

excipient.
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beta activator, a platelet aggregation inhibitor, or an al dosterone
antagoni st. 6. The conposition of Claiml1l further conprising a

phar macewoDcaldp7@ecept abl e exci pi ent.7. The conpositi orCOfUSGI10I082988 Wwher ei n
the excipient is selected froma carrier, a diluent, an antioxidant, a

flavoring agent, sweet eni n ent col orant, . a suspending agent, or a
conbi nation ther .Cog!wﬁl@n%éﬁ?gﬂdgﬁwﬁﬁre&t CXPIRICRt {Rire @'ieﬁ fEP & B¢

pr esenty;j Rn@hn aRMant, MOMABAN agdif0) fledihiRP Ot BOQorTRt; a uspth&ng APRASI ti on
of Caim1l wherein the conpositiron contains Iess than 0.5% or

der i vatdraeompinggiogithereff. t ot al fatty acids. 10. The conposition of Caim1l
wherein the conposition contains substantially no DHA or derivative
thereof. 11. The conposition of Claim1l wherein the weight ratio of EPA to

other fatty @ci dsTHeScopdsRRatofabiaith 190hdeinlBe EFRE iCHIRRGS ik bR AnffunChdim 1
wherein the EPA conprises a G - C alkyl ester. 13. The conposition of

d ai m BPowhkl0ang tq #houci 500 mgal kyl ester conprises EPA ethyl ester. 14. The
conposition of Claim1l wherein the conposition contains |ess than 1% of
tocopherols by weight, if any. 15. The conposition of Claim1l wherein the
conposi tion 9.s i Mhancodipdkitiyn d€ldlaier abtherdio grg@niposition Lontaibkl écss algno& 5% on of
Cl aim 15 wherein the dosage formconprises a tablet, caplet, capsule,
powder ,PDilHxsdgevatsgdyerciglitaf el fagty d¢iHe, pel I et, granule, m crogranul e,
encapsul ated m crogranul e, or powder aerosol. 17. The conposition of Caim
1 wherein the cardi ovascul ar agent is suspended in the EPA 18. The

conposi tion 1@ Cl'Eicmoiiposiien ef Qldilnel whspmnbé oompesitsarbsgats subbtgntiatiyfrar m

19. Th osi.tion of aim 18 wherein the conmposition is present in a
capsul g)ﬁgg}% ﬁ&at%ﬁ%&ti on of claim1 wherein the cardiovascul ar agent

conprises orlistat or netformn. 21. A nethod of treating a
cardi ovascul ar-rel ated di sease conprising adm nistering to a subject in
need t her eofl IEPA HredcammaitdnovaSleinh dr wheremt the 2geighthiationet HdWh of otienifatty2 1

wher ei naCnglzs gt%gsltavo%%g:lﬁr- rel ated di sease is sel ected

12. The composition of Claim 1 wherein the EPA comprises a C; — Cs alkyl ester.

13.  The composition of Claim 12 wherein the C; — Cs alkyl ester comprises EPA
cthyl ester.

14.  The composition of Claim 1 wherein the composition contains less than 1% of

tocopherols by weight, if any.

15.  The composition of Claim 1 wherein the composition is in an orally

deliverable dosage form.

16.  The composition of Claim 15 wherein the dosage form comprises a tablet,
caplet, capsule, powder, lozenge, sachet, cachet, troche, pellet, granule, microgranule,

encapsulated microgranule, or powder aerosol.

17.  The composition of Claim 1 wherein the cardiovascular agent is suspended in
the EPA.
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fromthe group consisting of acute cardiac ischemc events, acute
myocardi al infarction, Al zheiner's disease, angina, angina pectoris,

arr hyt hmwo 2aroreradal f brul ati on, atheroscl erosis, atri alPCriuseétoloatouon,
cardi ac insufficiency, cardiovascul ar di sease, chronic heart failure,
chronic stabl e angi na, congestiyve heart failure, coranary, artery disease,
coronary heart di S¥49 ,poa@gb SRSt rabma e SUSySIRES USSR ﬁ%lg%w i tus,
di abetic neuropathy, diastolic dysfunction in subjects with di abetes

mel litus, edemm, essential hypertension, eventual pul nonary enbolism fatty
liver diseasld, hebhctcodippsition of hiamt 1 8falidreinghe ¢rompsytpous pfeagnt lin akapsule.

hyper chol esterol em a (HoFH), honozygous famlial sitosterolem a,

hyper chol est erol em a, hyperlipidem a, hyperlipidema in HV positive

subj ects, hypert eng esmpoyigr of i @didcer Wilerim thd SEhIRVaSci8ANREdnE dbhPiiSed N
unst abl e angi na and nyocardial infarction, |ow blood pressure, netabolic
syndr orfslista ofgaetiymin. pi demi a, noderate to mild heart failure, myocardial
infarction, obesity nmanagenent, paroxysmal atrial fibrillation/flutter
(PAF), paroxysmal supraventricular tachycardias (PSVT), particularly severe
or rapid onsdt edenmancthbdit ef ettrcaggy egatdaddiovgstiulamrcyatéy pdiseivel esingir3imm a,
primary hyperl.ipidem_.a, pulnmnary arterial hypertension, pul nonary

hyper t e¥glipiateripg g pubict HengsdyheipeiddiA pndinspdiovascubnegsiul ar t achycar di a
(VT), recurrent ventricular arrhythm as, recurrent ventricular fibrillation
(VF), ruptured aneurysm sitisterolema, stroke, supraventricul ar

t achycar di a,22synpflematthaed af €laah 2fl ividrareih altd cndiblasctler-relitad Higeae ds seledtadpe- | |
diabetﬁﬁﬁgﬁﬁscular di sease,. venous .t hronboenbol i sm and ventricul ar.

arr hyt he gRouprRNSHHNG R ASpiccrUfiRe J5ChRARE &VTtE Ui PGV AL dNAF 8ent i s

sel ect edZf &AM '&?se%e?hﬁgiﬁé} %ﬁgﬁh ip@&oﬁ§, Ay N, driia Db RMlatioRNa B sd 1 BRLRI tor,
an al pha- bl ocker, an alpha/ bet abl ocker, an angi otensin Il receptor

ant agoritsal, fitanlagion,i cazdiagy inkwiflicicage riardiavesari gibeise| cdiroragbenrt faalubsechropicocker ,

a cal ci channel bl ocke HMG CoA reduct ase inhibitor, . apoA-1

i et TGl (Bt gy o pear BRI camnayallin, QP Corgha deal disfRe. deen
absor ptyeah tHrohbsdis Oldiabdted] diaBétts mehit@y didttid eFuRpati9Ntias@lc AsRhaRIN h
receptor antagoni st, an LDL receptor inducer, an Lp-PLA2 inhibitor, a
squal erfebispox ivdtis eipigtisbinealitus.aredpmAT essantiphtlomertensiine r vl prlimgngeer i de

transfer protein. jnhibitaot, P a | St/ IV, , | yt1.6 agent,
a thyr oeimc]% rhgllgép?a (%{ryn Elé\%é z;ﬁtgzstefls\a}cat Eféﬁt aglggdasg el ]zﬁ%&agfg{rlg%eat ﬁ%rﬁgéy%ﬁ?%i ?ay}@alor an
al dost diypaehalettagdsmiat (HokH), Tomoapidiediaaifilidll diomc2demtae meperchblesterolemia,

cardi ovascul ar agent is.selected fromthe group consjsting of 5-LO

i nhi bi tPCBIPIEIBHAYPeARidcRlitrbH MBpsigss subjgsts, pgpcriasiopyigicgriglyceridemia,

et onosary oy EaEey P, 6 T i anaypel e deant ) ke
anpr enauétabolenagetromap) imixéthgb’s]’ilélidemia, moderate to mild heart failure, rnyoc;ardial
infarction, obesity management, paroxysmal atrial fibrillation/flutter (PAF), paroxysmal
supraventricular tachycardias (PSVT), particularly severe or rapid onset edema, platelet
aggregation, primary hypercholesterolemia, primary hyperlipidemia, pulmonary arterial
hypertension, pulmonary hypertension, recurrent hemodynamically unstable ventricular
tachycardia (VT), recurrent ventricular arrhythmias, recurrent ventricular fibrillation (VF),
ruptured aneurysm, sitisterolemia, stroke, supraventricular tachycardia, symptomatic atrial

fibrillation/flutter, tachycardia, type-II diabetes, vascular disease, venous thromboembolism,

and ventricular arrhythmias.

23.  The method of Claim 22 wherein the cardiovascular agent is selected from the
group consisting of an ACAT inhibitor, an ACE inhibitor, an alpha-blocker, an alpha/beta-
60



anti body, Anti-oxLDL, APA-d, apixaban, APL 180, APPOLl8, aspirin, atenol ol
atorvastatin, AVES5530, AZD 2479, BAY-60-5521, benazepril, BMs-200150,
bosent an,wbubmnafese, candesartan, captopril, carvedil ol PCCER2Q0832948

chl orot hi azi de sodi um chlorpropanide choline fenofbrate, CI-10 1

ci |l ost cl evi di butyrate, cl.onidine, opi degr el 77,

col es e%‘?%‘?{ aBé‘P%’@f‘ip g 11 t§ﬁ6@%%°nl%ﬂ%W5WL@E€[ig8gt @S%‘%Iate%S%mF q
dal cet r@pi-Hlocda Tae%élhﬂl»clﬁﬁﬁé}%l%@ké? aﬁeﬁwf@@og&e ,rediic@a!s& Yihn@itsul 40 dfoadi al 'yl
trisulf de, digoxin, diltiazem dipyridanmole, dirlotapide, disopyranide,
doxaz osmmnetlgnal @prPI 1nh1é)r¢at i pbile acid @mamm a cholesterol absorption inhibitor, a

eplgall ech n:.3-,0 | at e rrenone rosar protiro

ept i fba SB%‘PF%gd Bl a%ﬁn(g% IB]greﬁPé?r ago%‘f’{a rel%@‘ﬁ&o&‘f ucer, an

ETC- 588:4- PDAQOiﬁﬁlblt%irCa 6érialetit Nk MBSLC idfibitor, Q,ZleLcmeQ,Ctl‘f’éﬁ&Ofd bﬁl@lto@@mal
flecai nide, fluvastatin, f ondopari nux, fosanprenaV|r f05|nopr|I FR194738,

f ur os erffiglyceridanfrapsferz proteiGAThiitogRT BHB R gremssictivaer, aytirpmpplydc ageytour i de,

i nawr 10 FRORE s BRI LA 58, TS R o s BHRPAIE L

| ar opi prant, LCAT enzyme, LCP-AtorFen, |idocaine, lisinopril, |onapalene
| opi navir, |osartan, |ovastatin, LY 333013, MAHDLA , MB0781 1 VBX- 8025,
metformn, i hyldgacth pbebblimas wheeiniby eardiguascrlst perat vistessddram the

MK- 886, ;. il fahe dAILOANILNAL k] ATRoaN GGkl B! ABr-38 5987 B 0260010,

Nebi vol niaci n, niaspan, nicardipine, ni'nodip
ni sol dlqoenohexamld@,s aa"deamme:)r IAEGRE733E>C$KGadRNm,, ale@hMSQQ’zb,hskneﬂfn n(khpklrdn PF- 3
185043,

dol o joglitazone, X204, prayastatin, prazosin,
s et B o B Bt A s DTS Sty Gl I iARgpt14
QUi NapskibodlAHbADE! NPATAL &pixEUASAPLIBN RPPYIS, LGHARDIARISL MMAxhin,
reconbi nant "LCAT, repaglini dé, resveratrol

(t ranls-z%VE!SﬁSLtAZEy@‘#wyBAiYi o&h8)], benaeerydD-BIHMS-20015p| Adidntan; | buerfine,
t tatl 025,
Sl Pyl 8RR Rk RE5RAo TR ETIR, chBRAIEALT e Mo P HES PR

SLx- 4098nofibeke! iaiome 1 ( QR¥std1) clcbrlishaftutyratee! ddridint adloptREALOEIMI 977,
t er bi nafi ne, thelln tIC|O idine, tirofiban, tocainide, to azanlde

t ol but awiesevelamr eelestingi, bCPt%ﬁQ&@n €B-80056hd6RBpS. CS-5ARF A Y6l 1, wdelcareribene,

vo 1 br (4R RG4S0 N BB i SeAAY AR Mox CHERRLAT

t her eofdipyidamblite dRtdtaddgf diSbpyrammzde] ubraredim tehelaplalr de@h@ﬁml a:hoﬂgﬁﬁh and
EPA are co adm ni stered as separate dosage units. 26. The nmethod of Claim2
1 wher éPHa{Agateab-Ar drealiatel N ARARE afPrasisiAR. GrRiroBoPRfifibafide alrfstrogen or

?ﬂ? ggilggﬁ;%?ﬁhéﬁgéﬂaﬂcﬁllg?’g?ggc;ﬁr}'gt E1?C7 58 MBorid1 Atr@fe48 inSRicM&HE! N
ezetimibe, fenofibrate, flecainide, ﬂuvastatln fondoparinux, fosamprenavir, fosinopril,
FR194738, furosemide, gemfibrozil, GFT14, GFT505, glimepiride, glipizide, glyburide,
GSK-256073, GW501516, hydrochlorothiazide, implitapide, indapamide, indinavir,
irbesartan, isradipine, JTT-130, JTT-705, KD-3010, lactacystin, laropiprant, LCAT enzyme,
LCP-AtorFen, lidocaine, lisinopril, lonapalene lopinavir, losartan, lovastatin, LY 333013,
MAHDLO1, MBO07811, MBX-8025, metformin, methyldopa, metoprolol succinate,
mexiletine, metoprolol, MK-886, moexipril, nadolol, naftifine, nateglinide, NB-598,
NCX6560, Nebivolol, nelfinavir, niacin, niaspan, nicardipine, nimodipine, nisoldipine,
olmesartan, orlistat, PCSK9 RNAi, PD-348292, perindopril, PF-3185043, pindolol,
pioglitazone, PLX204, pravastatin, prazosin, procainamide, propafenone hydrochloride,
propranolol hydrochloride, quinapril, quinidine gluconate, R7232, ramipril, recombinant

apoA-1, recombinant LCAT, repaglinide, resveratrol (trans-3,4',5-trihydroxystilbene), reverse
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plurality of times per day. 28. A nethod of treating hypertriglyceridema
in an H V+ subject, the nmethod conprising adm nistering to the subject a
phar macewpcalo/eavposi ti on conprising an H V-1 prot easePCrmhiskios29and
ultra-pure EPA. 29. The nethod of claim 28 wherein the H V-1 protease

i nhi bi tor co e renavir, fosanprenavir, indinavir i i
nel f /P #F P“E[?Hi\rﬁ‘lﬁon Yot ZPne SpSIEIRZANGI Rl £9 e HOT A RS Ro‘gg%ﬁ ]%‘iw]hod of
treatingogss prSeé{Sz'TstéﬁleOb%hfnﬁvirn seleﬁyalsﬁe@ﬂe | fdagss taﬁfvsaatm t Rexmbhod

conprising admini'stering to the subject” a pharnaceutfical conposition
conpr i sSabgtiems é@m‘ﬂ?p]u)sttaialafﬂ,l telThertapt hoezosin, clediim®e, whadinei ticlofidinEPA and

her oi 1P RETERR N SFFrert EraRTReGdRERT e i bpfiiuTbeByete™ M 0

uni ts. 3damferéRt Neichedit AHBALI, nGalg_a)fﬁﬁ IVarddhafiet @RARDO R SeBpLAT, VBrcHRLHD,
t hereof, the method conpri si ngﬁa mnistering to the subject a

phar mac@libis AV ASS b WARBA2 A AR My 4B 38 i lawten oF afembigatiomthereabt hod of

claim 33 wherein the EPA and netformn are adm nistered in a sane dosage
unit. 35. The nethod of claim 33 wherein the EPA and netformn are
co-admi ni st @5ed iThes@phbatiof Caisage whrrdis .the cardiovascular agent and EPA are co-

administered as separate dosage units.

26.  The method of Claim 21 wherein the EPA and cardiovascular agent are

coformulated and administered as a single dosage unit.

27.  The method of Claim 26 wherein the dosage unit is administered one to a

plurality of times per day.

28. A method of treating hypertriglyceridemia in an HIV+ subject, the method
comprising administering to the subject a pharmaceutical composition comprising an HIV-1

protease inhibitor and ultra-pure EPA.

29. The method of claim 28 wherein the HIV-1 protease inhibitor comprises
amprenavir, fosamprenavir, indinavir, lopinavir, nelfinavir, ritonavir, saquinavir, or a

combination thereof.

30. A method of treating or preventing obesity in a subject in need thereof, the
method comprising administering to the subject a pharmaceutical composition comprising

EPA and orlistat.

31. The method of claim 30 wherein the EPA and orlistat are administered in a

same dosage unit.

32. The method of claim 30 wherein the EPA and orlistat are co-administered in
seperate dosage units.
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33. A method of treating Type II diabetes in a subject in need thereof, the method
comprising administering to the subject a pharmaceutical composition comprising EPA and

metformin.

34, The method of claim 33 wherein the EPA and metformin are administered in a

same dosage unit.

35. The method of claim 33 wherein the EPA and metformin are co-administered

in separate dosage units.
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