TI TLE STABLE PHARMACEUTI CAL COVPCSI TI ON AND METHODS OF USI NG SAME PRI ORI TY
CLAIM [0001] This application clains priority fromU. S. provisional patent
appl i cat iwo 20/12783763, filed April 29, 2009, the entireCy/usbomiodrn i s
hereby i ncorporated by reference herein. BACKGROUND [ 0002] M xed onega-3
fatty acid esters are typically encgﬁﬁ,%gted in type 2a gelatin capsul es
containing gelatin (-43.4%, glycer E‘ 0% and water (-36.6% and do not
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nodi fied gel atins such as succi nat ed/ succi nyl ated gel ati n have been used to
encapsul ate reactive fill ingredients, such gelatin is not approved for use
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that high purity ei cosapentaenoi is nore susceptible to
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hlndersIi aftenuates, or prevents oxidation of the fatty acid or fatty acid
derlvatlve for exanple to a greater extent than is provided by a standard
type Ha capsule shell. In a related enbodinent, the fatty acid conprises
ei cosapentaenoic acid (EPA) or a derivative of EPA, for exanple ethyl

ei cosapent aenoat e (et hyl - EPA or EAEB%§ OUNInot her enbodi ment, the fatty
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ot her enbodi nents, the invention provides a pharmaceutical conposition

conpr i shggdiep, s(uehgela’&n ERwteppioived tor pag m the EF\jandndepourlated in a capsul e
shell conprising a filmformng material and a hygroscopic plastici zer,
wherein the weight ratio of filmformng material to hygroscopic

pl asticizer is not |ess than abouts@vMARYFurther, the

[0003] We have unexpectedly found that high purity eicosapentaenoic acid (EPA) is more
susceptible to oxidative degradation than mixed omega-3-acid ethyl esters. In various
embodiments, the invention provides pharmaceutical compositions comprising a fatty acid or
a derivative thereof in a capsule shell that resists, hinders, attenuates, or prevents oxidation of
the fatty acid or fatty acid derivative, for example to a greater extent than is provided by a
standard type Ila capsule shell. In a related embodiment, the fatty acid comprises
eicosapentacnoic acid (EPA) or a derivative of EPA, for example ethyl eicosapentacnoate
(ethyl-EPA or E-EPA). In another embodiment, the fatty acid comprises ultra-pure EPA.
[0004] In one embodiment, the invention provides a pharmaceutical composition
comprising ultra-pure EPA encapsulated in a capsule shell, where the ultra-pure EPA has a
baseline peroxide value not greater than about 5 Meq/kg and upon storage of the composition
at 23 °C and 50% RH for a period of time, that ultra-pure EPA has a second peroxide value
not greater than about 20 Meq/kg.

[0005] In other embodiments, the invention provides a pharmaceutical composition
comprising EPA (e.g. E-EPA or ultra pure E-EPA) encapsulated in a capsule shell
comprising a film forming material and a hygroscopic plasticizer, wherein the weight ratio of
film-forming material to hygroscopic plasticizer is not less than about 2.5:1. Further, the

capsule shell can optionally comprise a non-hygroscopic plasticizer. In one embodiment, the



capsul e shell can optionally conprise a non-hygroscopic plasticizer. In one
enbodi nent, thecapsule contains no chemcally nodified gelatin, for exanple
succi nat edoap1egnacwdnyl ated gelatin. [0006] In still othecTArsR@adios®srs, the
present invention provides nethods of treating or preventing a

cardi ovascul ar-rel at ed, di sease using conpositions as descr,i bed herein,
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di scl osg@tinn further detail herein bel ow. BRI EF DESCRI PTION OF THE DRAW NGS

[0008] Fig. 1 shows dissolution profile of an inventive capsule conposition
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DETAI LED DESCRI PTI ON [ 0011] Wiile the present invention is capable of being

enbodi etftdilhojeinbelgsy. f or ns, the description bel ow of several enbodinents is
made with the understanding that the present disclosure is to be considered
as an exenplification of the invention, and is not intended to limt the
invention to the speci BRIEEMESGRPTIGONI OF Usih BRAWINGS I ngs are provi ded
for convenience only and are not tg be construed to limt the invention in
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nunerical values in the various quantitative values specifie
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vari at i @agidih@5@ sbatefaval ue can be used to achieve substantially the
sane results as the stated value. Al so, the disclosure of ranges is
i ntended as a continuous range including every val ue between the m ni num

and maxi mum val ues recited a I that can be forned by such
val ues. Al so di scl osed hereiiﬁgggkgﬁiDgﬁéRQ?ﬂ%ﬁitios (and ranges of any
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any other recited nuneric value. Accordingly, the skilled person wll
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unambi gHouSl Y 266 4ednlinQ T t.oGn exemplification of the invention, and is not intended to
limit the invention to the specific embodiments illustrated. Headings are provided for
convenience only and are not to be construed to limit the invention in any manner.
Embodiments illustrated under any heading may be combined with embodiments illustrated
under any other heading.
[0012]  The use of numerical values in the various quantitative values specified in this
application, unless expressly indicated otherwise, are stated as approximations as though the
minimum and maximum values within the stated ranges were both preceded by the word
“about.” In this manner, slight variations from a stated value can be used to achieve
substantially the same results as the stated value. Also, the disclosure of ranges is intended as
a continuous range including every value between the minimum and maximum values recited
as well as any ranges that can be formed by such values. Also disclosed herein are any and
all ratios (and ranges of any such ratios) that can be formed by dividing a recited numeric
value into any other recited 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.



nunmerical values presented herein and in all instances such ratios, ranges,
and ranges of ratios represent various enbodi nents of the present
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U tra-pure EPA can further be defined (e.g. Inpurity profile) by any of the
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about [0017] In one embodiment, EPA present in a composition of the invention comprises ultra-
pure EPA. The term “ultra-pure” as used herein with respect to EPA refers to a composition
comprising at least 96% by weight EPA (as the term “EPA” is defined and exemplified
herein). Ultra-pure EPA can comprise even higher purity EPA, for example at least 97% by
weight EPA or at least 98% by weight EPA, wherein the EPA is any form of EPA as set forth
herein. Ultra-pure EPA can further be defined (e.g. impurity profile) by any of the
description of EPA provided herein.
[0018]  In other embodiments, 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, for example about 75 mg, about 100 mg, about 125 mg, about 150 mg, about
175 mg, about 200 mg, about 225 mg, about 250 mg, about 275 mg, about 300 mg, about 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,



175 ng, about 200 ng, about 225 ng, about 250 ny, about 275 ng, about 300
ng, about 325 ng, about 350 ngy, about 375 ny, about 400 ng, about 425 ny,
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aci d ortygiesllypichene it ﬂhem msaipehn@ﬁn bf B 0101 %ayabolin0 anQbhevei pent, a
conp05|t|on of the invention contains substantially no docosa exaenoi ¢ aci d
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about 7@%, mt more than about 9%, not more than about 8%, not more than about 7%, not more

than about 6%, not more than about 5%, not more than about 4%, not more than about 3%,
not more than about 2%, not more than about 1%, or not more than about 0.5%, by weight of
total fatty acids, docosahexaenoic acid or derivative thercof such as E-DHA, if any. In
another embodiment, a composition of the invention contains substantially no
docosahexacnoic acid or derivative thereof such as E-DHA. In still another embodiment, a
composition of the invention contains no docosahexaenoic acid or E-DHA.

[0021] 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.

[0022] 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 thercof. Illustrative examples of a “fatty acid other
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consi stg, 1;0@;119[%@%%59;% %ﬁg% Cﬁ% et hyl ei cosapentaenoate (EPA-E), about

0.2% to a y’ Werg oct adecat etraenoate (CODTA-E), about
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eicosapentacnoate (EPA-E), about 0.2% to about 0.5% by weight ethyl octadecatetracnoate
(ODTA-E), about 0.05% to about 0.25% by weight ethyl nonaecapentacnoate (NDPA-E),
about 0.2% to about 0.45% by weight ethyl arachidonate (AA-E), about 0.3% to about 0.5%
by weight ecthyl eicosatetracnoate (ETA-E), and about 0.05% to about 0.32% ethyl
heneicosapentacnoate (HPA-E). In another embodiment, the composition is present in a
capsule shell. In still another embodiment, the capsule shell contains no chemically modified
gelatin.
[0025] In another embodiment, compositions useful in accordance with the invention
comprise, consist essentially of, or consist of at least 95%, 96% or 97%, by weight, ethyl
eicosapentacnoate, about 0.2% to about 0.5% by weight ethyl octadecatetracnoate, about
0.05% to about 0.25% by weight ethyl nonaecapentacnoate, about 0.2% to about 0.45% by
weight ethyl arachidonate, about 0.3% to about 0.5% by weight ethyl eicosatetracnoate, and
about 0.05% to about 0.32% by weight cthyl heneicosapentacnoate. Optionally, the

composition contains not more than about 0.06%, about 0.05%, or about 0.04%, by weight,
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no anmouit 2aBeumHyl BHAder |d~9awtv@ thisr @f BichsircpthylsDEhy I Thorgemppisiios ofigbe ti on
B s SO 53, 005 A AN 5] ML)
enbodi riamt abduh@ SQ/OdSmEIB iMdre ﬂlaﬁ@rﬂﬁ% SBSarﬁ»lﬂ(w tmbBodinPént, aheadmiosBioh%onipoises
exanpl eabgbOH 05‘% tZO(JA)aEgutm(l)eil ht 01;[ g}?a%rl)p g ra out bg%arﬁgtwheelght tocopherol. In another
embodiment, the invention provides a dosage form comprising about 500 mg to about 1 g of
the foregoing composition in a capsule shell. In one embodiment, the dosage form is a gel-
or liquid-containing capsule and is packaged in blister packages of about 1 to about 20
capsules per sheet.
[0027] 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 eicosatetracnoate,
and about 0.08% to about 0.20% by weight ethyl heneicosapentacnoate. Optionally, the
composition contains not more than about 0.06%, about 0.05%, or about 0.04%, by weight,
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



enbodi ment, the invention provides a dosage form conprising about 500 ng to
about 1 g of the foregoing conposition in a capsule shell. In one
enbodi merwp iwi2dwsage formis a gelor |iquid-containi ngCeassubpszag is
packaged in blister packages of about 1 to about 20 capsul es per sheet

[0027] In another enbodi nposi ti use in ac ord t he
i nvent i GPUCHAPPPIIROTC AR 7 ‘tuté)sioyrﬂrlngfflt})r%fshat}ro ﬁS|I§tanB e%t? Ié% 97%

or 98%copoleibS Nomppsby hv&li cRoFRER! A0S £, 8ROManthi2 AW 600 Ql%)% \Qeléﬁt% by
wei ght ethyl octadecatetraenoate, about 0.10%to about 0.15% by wei ght

et hyl rtocmélel@;beifn emtb@rteelbOdbmnt e 2Bantion ammteset %%%ﬁﬁnmognvtlsmt@obut
ar achi ate gtl 10/to about 0. 8%b ﬁi]i ehcos git enoate
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Opti onethé yapstttéeh@loamaht h@Bh&ﬂetlwﬂﬂsdlﬁett gBRfig. than about 0.06% about
0.05% or about 0.04% ‘i;réﬁ DHA or derivative there of such as
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further opti ant i oxi 0CO
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enbodi nent, the conpqsition conprises about 0.05%to about 0.4%

exanpl danagid o fatty #jd desigatives ée @B%?b?mqurﬁmﬁ%fh?eﬁapﬁl%é%ﬁlh’@ﬁt@ts tﬂﬁgérs
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t he foregol ng conposition In a capsu anot her t he
capsul exgietHancostdraiardstypo Ilat'@itatmadapwlemﬂi aﬁoehbrg:at‘tmtiiment [tﬁ@ 28}sulencongainsous

enbodi nment s e iny rOV|des a pol unsatur acid s h as
Epa (e 5ty ottt TR SRl REalEh G B ety b
capsul enahebhend R8BS/ 1500 Q8LARNt . the capsul e shell resists, hinders,
attenuates, or preverits oxidation of the fatty acid or fatty acid

deri vatlP029] | nlmrootier cerbditnananthe mmentwapplevales lepharmesdusicsl, corhprbetian,

attenuat es nt S j datl of t yunsat rated fatty a

Gor | vatehrisfle, BERYGNE ERHAO fta Purd IRERAL ARG B o) Bibeadsl R |,
anot herdessritedi esih , antihﬁvﬁ@D@ bheliaopeixide Pu€ heimialel Yhamghidut ad geyat) n,

for exanpl e succi nated, succi n%l ated, pthal ated, carbanyl ated and/ or phenol

car banyabaried Myarke rhout BOdewke, dhoandMesrkee sboriondae/kes shoui HMawkoabPHAV des
o DS EOUL1 Gl SITRPSLAL MEOELBLIERA 46, e Lol iguPirs
basel i rf€ per H0% deH fal a@criod algnedt eboitiPanbalid@ytabd®r dvedpbkigs, dbous, dovked/ kg,
about 8 N KBou® ABout’10"ashus 91, Aot 12, Ciobat 3 Abort A bt T Mapedt 18000t
17, about 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 Meqg/kg,
about 23 Meqg/kg, about 22 Meq/kg, about 21 Meqg/kg, about 20 Meq/kg, about 19 Meq/kg,
about 18 Meqg/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 Meqg/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.
[0030] The “basecline peroxide value” and “second peroxide values” can be measured in any
suitable manner, for example by using a U.S. or PhEur or JP compendial method. Typically,
a plurality of encapsulated EPA compositions are provided, each composition containing
EPA having been encapsulated at substantially the same time. A first sampling of 1 or more
capsules from the plurality is provided, the capsules are opened and peroxide value of the

EPA is measured substantially immediately thereafter, providing an average baseline

peroxide value. At substantially the same time, a second sampling of 1 or more capsules



Meqg/ kg, about 3 Meq/ kg or about 2 Meq/ kg, wherein upon storage of the
conposition at 23 0C and 50% RH for a period about 1, about 2, about 3,
about 4, wbaoto/B710about 6, about 7, about 8, about 9, alpomtUS2@0/03IUt 11,
about 12, about 13, about 14, about 15 about 16, about 17, about 18, about

19, about 20, about 21, a t r. about 24 nths t he

ul t r apdf enépwlﬁ ltsaafgé%ﬁg ‘g%?‘ﬁ%ﬁd’ sod errfgetslracf JaragF CPREHOB o e ds&irqde g/ kg,
about Qtﬂné\/Bﬁllcl)‘cg A2hRUENR 31 MRAGA S ed 3ipRU er?o%i Wéeﬁﬁuleﬁa@épe%eé Y8 Pekkideabout
20 Meq/ k g about 19 Meg/ kg, about 18 (ga@about 17 Meq/ kg, about 16

Meq/ kg, v qﬁﬂm5EReqmMgamahdumbﬂﬂmwﬁbvkgﬂe btﬂmﬁmﬂ@qﬂkngm@outaWZMNEq/kg,
bout 11 t b Meqg/ bout 7
Veal ko, st e, 1R BTk Rha Rebach g R bt B of

about  ZnieaitedimdOB0HbddEne paseide RelurBaAKHdRoN@pétBxidaRdIueS efeomeraﬁﬁ&w de
val ues" can be measured in an%@SU|table manner, for exanple by using a U S

or PhEwsingr aJ plusditpepidicaranyeleisdd EPty siosagel ymtsa vphqyelm Palcﬂﬁ PSagACANS UVa ed
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capsul ) dayqgeriobiea pinuy 20 dzﬁwperiodpa@mnded,day @eri@@pssahess daeryepe@]péra)ed sand 1
peroxi de val.ue of the EPA is neasured substantially imrediately thereafter,
provi didy PsFo@ver age baseline peroxi de val ue. At substantially the sane
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peroxi de val ue" second peroxi de value" are det 8r m ned usi n
pl ur al iMgq/ksg, @auﬁb%ﬂ%k&dr gRut ad\ée&gbg unarsinwipen etomawaliﬁheloetag@ltmn at 2as
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peri od,abguSBBod Fayowreln, asbi@rl 1 datwame?, labday 1 pabowd.4, hEB 15, ébﬂ)uﬁm@tafbﬁﬁt
enbodi nent, the invention prOV|des a harnaceutlcal conp05|t|on conpri si ng

EPA (e.lg: abowtpl&. gbowl {$.abgu 0. @@Pﬂ?leﬁ@&p%l albad 23roraakoab 34| reonhe| sidas

about | 150 Eh RaCpSec Y bR QAR polreBRE Ath dout 35 AT 6h. BEFRLAIAREY
Meq/ kg, ababtol[i MJ'eqN@q/ak@t ZRbMHQ/kg Aoyl RY Mapbg;tabauﬂ\quegA«gl; ab(b.ml@ Medvkg/ kg,

wher ei n_upon storage of the c Qsiti
abOlEl) 18 Meq/kg(‘,:] about 17 Meq/ig})about 18 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 Meqg/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.

[0032] In another embodiment, the invention provides a pharmaceutical composition
comprising EPA (e.g. E-EPA or ultra pure E-EPA) encapsulated in a capsule shell as
described herein and having a baseline peroxide value not greater than 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, wherein upon storage of the composition at 30
°C and 65% RH for a period about 1, about 2, about 3, about 4, about 5, about 6, about 7,
about &, about 9, about 10, about 11, about 12, about 13, about 14, about 15, about 16, about
17, about 18, about 19, about 20, about 21, about 22, about 23 or about 24 months, said
composition 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,



0C and 60% RH for a period about 1, about 2, about 3, about 4, about 5,
about 6, about 7, about 8, about 9, about 10, about 11, about 12, about 13,
about 14 weakow121®3 about 16, about 17, about 18, about PCH/USaOM0B292D, about
21, about 22, about 23 or about 24 nonths, said conposition has a second

e Lgde] P40, 353 Py, 38040 PR R e S5 R B >

Meq/ kg, b@bpslM chfkgl dng RYLabbdt AR, AR MG KYEA tamwéha)gsg AoutNeal kg,
about 1a4 Meq/ kg, about 13&%&' akg, abou]th‘ggi1 Meq/ kg(,? aboSt 11 q/’l?g, about

10 NEq/ng/kabo@houMM@g/lt@ about 8 Meqg/ kg, about 7 Meq/ kg, about 6 Meg/ kg,
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shel | escri bed her e| n and having a baseline peroxi de val ue not /gr eater
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eher o S o, YBSIE KOy BRE Woth MRAIGHEL pBIE Y P NEES: R RAR Loy} 3 O

about IMeghkguibodst 3 Mm}zﬂtg 3; al@lno 0tMég/k@ bohurein, up&b@tdirag@: ofabe ubmpesitedinatt408,
about 9, about 10, about 11, about 12, about 13, about 14, about 15, about

16, abolt andz/5 a%‘étforlope%%atoqd aboys % abent %oéatt‘blaboa%tnboz% aostiY- 23 or

about t tih o rOX ter
Ehan. atmolsBEe RRbGCRTRAR J DibolR S SBGCONIABR 0% b {3 douDRh, B0GE!

about 2171 aMag/ Kg,abaitold, @DOuivRe/ d&:@ut abomoungzmwm@;s Qrba:hmlt 28 ttmqhskg;,aldabout

ﬁéq/wﬁgfc%ﬁuaﬁ?wt yRERE 5%855@501@%55%5% Flgp dboutgsied ke DRy Mso Ry g
ey 4
¥ gf Lg%bgﬁtg%jt(g/leq%ou%&or aggﬁg %%ggll %%f%lggguﬁﬂgmgggt%%%%golgF%%t t he

i nvent iabautptoWedée, abq!lttdﬁrM@q/ugJ dwiut ¢6iheE g,labnu‘fcbﬁTMQQ&gngb@PA%Me@kgE- EPA

| d h d
O haBaB LS Ml kS RCRERHRS dpaid B FRERE okt Tl BTk e B lle R
about bRy Ng:q/@b@wuts' Neeglk& Gaboab®MeqikdVaBdit 3, Maleut atoue dMdedke, ab&uts 5

Meq/ kg, about 4 Meg/ kg, about 3 Meg/ kg or about 2 Meq/ kg, vvherel n upon
st or agMed/kg pea dMedkedn at 40 0C and 75% RH for a period about 1, about

I L M B L
18, abawimpiQingdtRute. 2 E-ERAGHultZdpura BOBPA Pehcaphidattd 23 eipsalbaohidll 24 tvintghs,
sai d a baseline peroxide value not greater than 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, wherein the capsule comprises a film-forming material and a plasticizer
in a weight ratio of not less than 1.75:1 and wherein upon storage of the composition at 23 °C
and 50% RH for a period about 1, about 2, about 3, about 4, about 5, about 6, about 7, about
8, about 9, about 10, about 11, about 12, about 13, about 14, about 15, about 16, about 17,
about 18, about 19, about 20, about 21, about 22, about 23 or about 24 months, said
composition 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 Meqg/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 Meqg/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.

[0035] In another embodiment, the invention provides a pharmaceutical composition

comprising EPA (e.g. E-EPA or ultra pure E-EPA) encapsulated in a capsule shell and having



conposition has a second peroxi de val ue not greater than about 25 Meg/ kg,
about 24 Meq/ kg, about 23 Meqg/ kg, about 22 Meg/ kg, about 2 1 Meg/ kg, about
20 Meq/ kgyoabwu27m9 Meq/ kg, about 18 Meg/ kg, about 17 MPGIRI$20101082952 16
Meq/ kg, about 15 Meg/ kg, about 14 I\/bq/ kg, about 13 I\/bq/ kg, about 12 Meq/ kg,

b Meq/ kg, ab 0 Negrkg, b
o ko & BEGR SR ia gt st Bk dibotb i VA AR LAk w%r D o
about M@ﬁé kboul PIRAY K, ab&mtmdi/kgrmdf Wktq/kgt Qsodt a\@@ea/kgrhbeﬁpy ﬁ(éaEPA)

phar naceuti ¢al conposition conprising EPA ( or ultra pure
encapsuirabed 7 Meg/kgapgtan sltee¢alp81aln@0mammga ﬁlrbé@mlnglalap@mbﬂn@e plastigigemot

greater t han .about out . 9. Me bout Mea/ k ..ab o

Voo ke ingnnefaoiiterie Kust £7Nahe BotRlite FrReo it iR Ly or
about ?anht’m%(HH fdﬂ@rp@h{idhb@tqa@&ﬂta gumpii st a, fdouts f Mot Poabaat Brdbalt and a
pl asticizer in ght ratio of not |less than 1.75:1 and wherein upon

st or aged, gboythy ab@‘#’p&labp‘éinl latabog 13Cabeid 1509b@i Iftopbaut dér plst dbothout 1 7about
2, b b t 10,
about _ tpott 180 fthy o, RO 28: BRE . SipoROBY oy ROBE BouEPP thorths, R O

18, abawinpbSitionhauii s&and pbhowide 2131],uealb0gtfeat22thaﬁbb¢ut 28Meg/ka duiit Zzlea@/kghs
sai d corrp05|t| on has a second peroxi de val ue not greater than about

I\/Eq; tg,a bapioti Mrea/khge by, 224}46%&2@%& Ry sheuty Mé&ﬂ‘l&ga %datng/kg, .
Me , )
about gl EoNeq) Egeﬁ/%%%‘gfg%% kg OME%F\Q e:&%% ﬁ%?s NE’ Ut 1 &RNgq}l\lgéq/kg’Egut )
I%/g }Vﬁq/dbgut &M&q@gl alveuat/ ]%Meqﬂ@mbdm NemaeE@ﬁt aﬂmnmwgog\dw«hgk@ouaﬁdubq/)kg,
Mot 2soRes Metut: BBy 300Kk Dt e bl PRtk s E e iy Rtkane. HRS

i nvent |ng/gggyhgﬁ§2q/lw@g maceut i cal conposition conprising EPA (e.g. E-EPA
or ultra pure E-EPA) encapsulated in a capsule shell and havi nga baseline

per oxi d8034d| ue Imcmnothee gmbdodinteah bonvet@n\pghklgs aablearmageutisel/ kgmpesifoan 8

v o gl TORALAC, Aot NS PR S ABY K AROLD £ 0GRS

filmfor phREndBetixidl valnd ot Mrégéd taAedboun 18 MRyER! ab@lti ® NEq/REt aloRSS t han
1.75:1 and wherein upon storagﬁ of the conmposition at 25 0C and 60% RH f or

a peri ddedlbaabout 7 Mralke, aboudisoiea/se. abesit Med/kepabaut 3 Magkgtabeut hykagrker,
2000t S S Rt R 00D R0 oy R Y A BP0
about 28 aovcigthauatio @Znandesk lisan 1S7: O acdwhoin upin slftﬁSgeaofSthe omdpgsiticoxitd® °cal ue
not gr ea%h%r.’i } E%Info?g%%}rlo gbol\l/ﬁci/ lai‘t(‘;]o’ut %bgtgjgut %4abl\£1t 4, agoout 5, about 6, about 7, about
8, about 9, about 10, about 11, about 12, about 13, about 14, about 15, about 16, about 17,
about 18, about 19, about 20, about 21, about 22, about 23 or about 24 months, said
composition 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 Meqg/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 Meqg/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.
[0037] In another embodiment, the invention provides a pharmaceutical composition
comprising EPA (e.g. E-EPA or ultra pure E-EPA) encapsulated in a capsule shell and having
a baseline peroxide value not greater than 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, wherein the capsule comprises a film-forming material and a plasticizer

in a weight ratio of not less than 1.75:1 and wherein upon storage of the composition at 40 °C

10



about 23 Meg/ kg, about 22 Meq/ kg, about 2 1 Meqg/ kg, about 20 Meq/ kg, about
19 Meg/ kg, about 18 Meq/ kg, about 17 Meqg/ kg, about 16 Meg/ kg, about 15
Meq/ kg, awoubi017ivBqg/ kg, about 13 Meq/ kg, about 12 Meq/ legT/usba@oto3zbi2 Meq/ kg,
about 10 Meg/ kg, about 9 Meq/ kg, about 8 Meq/ kg, about 7 Meqg/ kg, about 6
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about 23 Meq /k%% about 22 Meq/ kg, about 2 1 Meq/ kg, about 20 Meqg/ kg, about
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Meq/ kg ut 14 ]%-H{ b g/ kg,
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[ 0037] In ano her e nventi on prov arrrac tj cal
Conposi ¢ IR TBLHBPYET RGCEbR CEbA whER o Rrer ShiFe o BBRIOTEs iy Sk ed i 1
a capswoe, Ritekdr iod2bb 91, 2bBaS 2] dUB6t Pea[b@iﬁ gensal 51%39% 69&&@% ¢raﬁolaa@ about
10 Meg/ kg, about Meq/ kg, ‘about '8 Meq/’kg, about 7 Meq/ kg, about 6 Meg/ kg,

about Elblvéfcﬁ kgoutalifoatoud 1 Mehoky! 2, abouit] 33atvmig 1 &gpbont bi;@b@ut216l\,@@/llkg7 ahhefr ei n

e PR h B IR RO 207588 Ty Qo B2 TRLEDS B 8RR A BRRS) Gid Elphdbin T O™

at 40 QGanthsh YeaRHhoat 9L PEFou0d8Bbatut 29vakEdik 98,598 Bolt B). 7%bzﬂid)ht 49 9@bout
5, about 6, about 7, about 8, about 9, about 10, about 11, about 12, about

13, abousulsiantighpatl o1 500°%s dhe labslcdpeunt of EPAmSU-ERS, bubsiaht19, about 20,
shout oot Spu APt AUCHLCAL TRV D £ SOTRES) AR 5,
about 23nyeiginig@ncaisolated 2P Meg)g Kity EPAbautltr2 plreNB-EPRQ comthimiig 2 BibMed aAkguntabout
19 I\/Eq/(z ¢.'initial amount) of EPA or E-EPA, wherein upon storage of the composition at 25 °C and
60% RH for a period about 1, about 2, about 3, about 4, about 5, about 6, about 7, about 8,
about 9, about 10, about 11, about 12, about 13, about 14, about 15, about 16, about 17, about
18, about 19, about 20, about 21, about 22, about 23 or about 24 months, said composition
contains at least about 97%, about 98%, about 99%, about 99.5%, about 99.7%, about 99.9%
or substantially all or 100% of the labeled amount of EPA or E-EPA, by weight.

[0040] In another embodiment, the invention provides a pharmaceutical composition
comprising encapsulated EPA (e.g. E-EPA or ultra pure E-EPA) containing a labeled amount
of EPA or E-EPA, wherein upon storage of the composition at 30 °C and 65% RH for a
period about 1, about 2, about 3, about 4, about 5, about 6, about 7, about 8, about 9, about
10, about 11, about 12, about 13, about 14, about 15, about 16, about 17, about 18, about 19,
about 20, about 21, about 22, about 23 or about 24 months, said composition contains at least

about 97%, about 98%, about 99%, about 99.5%, about 99.7%, about 99.9%, substantially all
or 100% of the labeled amount of EPA or E-EPA, by weight.

11



about 18 Meg/ kg, about 17 Meq/ kg, about 16 Meq/ kg, about 15 Meqg/ kg, about
14 Meg/ kg, about 13 Meq/ kg, about 12 Meqg/ kg, about 11 Meg/ kg, about 10

Meq/ kg, awoub10@2k48g/ kg, about 8 Meqg/ kg, about 7 Meg/ kg, Pamaise016/082962 kg,
about 5 Meq/ kg, about 4 Meg/ kg, about 3 Meq/kg or about 2 Meq/kg. [0038] In

anot her od| the invention provides a pharnmaceuti cal co osi.tion
conpr | s[Pﬁgﬁenc %P%&&H@phe@ rgthe EnEBRIoZ, pigvics agahaé’méceéw EIRPA g a
| abel edoiRURY dbafRulatddi EP RLc ANREDL) mqﬂtrEB&re% EﬁAl;P&ntaM?gr £1aBeld@aAMofhor age
of the composition at 23 0C and 50% RH for a peri od about™ 1, about 2, about

3, aboutf EPA, afjeutin Bpomkiotage ®f t@bmpomtloabbﬂ:@ °Q,andF6Ut RH, foabp@modlﬂmuabout

11, abo t 1 about .13, abou bo 6 u ab

Sbour FOPUSEABROS! sty 47BN 5, dnof 5 Sbody BOGLH. by 8Oy, M w27y
COWDOSIdbb@tHIZICbeaﬂ N3 dbul EASIboab0sItatRdld 6,admeut 198MouaheuibedPYe, aRub099. 5%
about 99. 792Eabout 99. 9% or substantlally all or 100% of the |abel ed anount

of EPA abputE2 ERRoupy2. ibpuhi3 0{ 8b®39]24 monthdt Y9&d cerpridicreenntainhat feasiebpion
provi dQ)‘%O/’J‘ ?rﬁb%‘i Wﬁ”@&@g A% oﬁhtéd)@/c%ﬁg% ?é 74, aﬁ%%ﬁtf@? I8! _e%o'ﬁf’%(gﬁﬁ,,

E- EPA or ur & alnlng ! ed” anou

anmount )subitar&i%ﬂy@ﬂl Jc-1B6A, ofmlliteraeelld HPONntSif GIPAgEr EiEPrAbeywmrgmm tion at 25 0C
and 60% RH for a period about 1, about 2, about 3, about 4, about 5, about
6, abodf042] abé%ltaHStheé%lﬁ’Pd@nenéb@GtmI@ltloébEﬂ%’ldﬂ 2 ghysmacepsicala peyposition about

14, ab%g?npi?%gl&t %Jsuﬂa@ed EPRY nt!u?n rﬁ"ﬁ%telea o%HPHf EBRorFREPA %ﬂereﬁp

about or about sal nposi tion contfains at east
about %’z’(%igeadzﬁiht c@ﬁpbsﬂahmlt239’@/éndaﬂﬁ)%RPDﬁ)r E%:rladbabxfcut 99abtit 2 adbout 3,990800 or

PUBSLoTE ol Shin o105 S0 S S AT 61 R Sy 00 gl O

conposi 4 @sblﬁq éﬁo'%ﬂt NG, £OGEPEYHBLERE, %B’&u(@ %oﬁzﬁ%ogfzylatbbat PURBok BPA)
containing a |l a anmount of EPA or E-EPA, wherein upon storage of the

conposwm ut 4 smormlms and @@%qamonoqonwlmemtomowbthan abouta®oUt. n@t ngiye (han3,
about bout, 5 about about Aabout about 11,
Sbout  15oR0E e o R ge Y st 1DERRLG frp MM o, Foss P ok BBt S
19, abmJI%Zth ahewst {2, alife . 0226, abOuhord3thafi @datito. B4, rmngﬁtsstan&anyd
conp05|t|on contains at |east about 97% about 98% about 99% about 99 5%
about 9BgrEatihyedudandey smqﬁ“@@mgraéﬁm@ pirfugsy ThobwaotdegrdatiibEpdertaitount

of EPA tﬁé g}:esﬁP '%ont%xt éu%h%n erg Jﬁ&llﬁ%h‘gg{ 8%99&1% S%Jel IBQRG E%&Eﬁo%n

provi des arnmaceu cal osrtion conprising encap

E- EPA (h’roubgltt rahom;uahﬁ‘nﬁ EEA)factoret andiomgorgt albehe dompodition of tEPAffeW‘l@ﬁ; ébm upon

stor ageexgrfnp{ hﬁght ten?pselr;tlllr%npﬁt wgtoer 8rC b}ijl Pe%thOSIS/%vﬁh' aIl%I;(CI%IGIIDl‘[e arulld%jr t g ?rlrjlhlec]hate
container closure system.” The term “specified degradation product in the present context
means “a degradation product, either identified or unidentified, that is individually listed and
limited with a specific acceptance criterion in the product specification” for a particular
product.
[0043] In another embodiment, the invention provides a pharmaceutical composition
comprising encapsulated EPA (e.g. E-EPA or ultra pure E-EPA) containing a labeled amount
of EPA or E-EPA, wherein upon storage of the composition at 25 °C and 60% RH for a
period about 1, about 2, about 3, about 4, about 5, about 6, about 7, about 8, about 9, about
10, about 11, about 12, about 13, about 14, about 15, about 16, about 17, about 18, about 19,
about 20, about 21, about 22, about 23 or about 24 months, the composition contains not
more than about 0.5%, not more than about 0.25%, not more than about 0.15%, not more than

about 0.125%, not more than about 0.1%, not more than about 0.075%, not more than about

0.05% or substantially no degradation product and/or specified degradation product.
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about 2, about 3, about 4, about 5, about 6, about 7, about 8, about 9,

about 10, about 11, about 12, about 13, about 14, about 15, about 16, about
17, aboutwO&oioazowet 19, about 20, about 21, about 22, alpowiusS2®om8298bout 24
nont hs, said conposition contains at |east about 97% about 98% about 99%

about 9 0% about 99. 7% bout 99.8% about 99.9%. substant, all all or
10005 ofl DR | 5o eatha tie I RERAC oY et AL oK 1ot RAATE0A5] Cqmbasitor

embodi re%ﬁ{pnsfngeenképéﬁméd%;p (OYI EleP A2oM RS m%ttemgco&t@mg? fabORd GRRAI ST NY
encapsul ated EPA containing a | abel ed anount of EPA or E-EPA, wherein upon
st or ageofdiPA lee E2ERPosihcram uaon 3RrQE eindhe 3OMPRBItIPorat F0pdr padl 6akoBH for aabout

2, about_ .3 bout out bou out 7 bo out 9 bout 10,
about ot sBRRh sBouEnabbucs, ARG Bou 5ty 8000k oy Mhuh F3pour
18, about aBSut 1absdlut 20, ababioLd, aBdut 1ADEbEut 23, atRROUS, aB3utOr7, abSUit1824bdi@NY NS,
sai d conposition contains not nore than about 0.5% not nore than about

0. 25% abkeut Aprabophah dwuti£2.0abrmoe3 1stabapl &4 tthsa byuEoTOPOSABY, CadRingBele t han
about q?&r%ﬂilaﬂloéboﬁpég%t @g%& W ﬂ% 19@@“1?8 g?ﬁtor@ﬁﬁéﬂ?og ng;?é”chta %PQS’%?.%%
n y g t product an peci e

substanti al no degra 0 or specifie gradati on ‘product .
The t ernot "'nterg rtiedabbomn Oprsdtuadt"more thive abpse Vo5 %6,0mdt adrenan abowaro. 1 ¥spuot ty
resulting froma chem cal chanqe in the conposition broug%% about during

t

manuf adbefedhanhogt 087 oroaget Bererthan akawh 80T ensubytantindlydtor degradgtion pepduct

exanpl &y 4l 9hcifid ﬁﬁ@ﬁ&{ﬁmd&ﬁz water or by reaction with an excipient
and/or the i diat € contal ner closure system"™ The term "specified

degr add004f] pr dawobdbthien ettbedprens ethc icvattext proesies 2" phategradasli composichnct |

either identified or [ i fi that is individually.lis nd limted
W th o ORI TR BOZE b P o ik R bod couping f kBPedions!” o
parti clrarp RTRAUEPA, LHRAIL ubbn aRRiLesT BERAHPIBIRb ot 16 dYRNTSONRPI RYides a
phar maceuti cal conposition conprising encapsul ated EPA (e.g. E-EPA or ultra
pure E-1EPA) abowit laiahpwi?, abpuibklabou ot Hfabgm/o, eibo®- ERAouih abenind, abont

storage of, the.c bthan 5 nd %,RH for .a i nd out 1, about
> aboct 4ol PP el B o0l BV B3 0 1 Gl B R oot 1o
about Iaboutb®Uibod21,2ddut 21 3aboabaBtor boutRe whontths, tidbesthpdstionaéidding Aot about

18, about 19, about 20, about 21, about 22, about 23 or about 24 nonths,
the corfpesithanotbosbhd¥i thy waghtmbitles leheled EBAar FDEB), nebmare ihanahaw bt

0. 25% re t qpﬁy 0 0 e than
about dﬂ% ) né mh%?ﬂ“thaﬁ&dggé?&%}ggg&gaﬁg%k%%@éﬂﬁﬁ%%eggéﬁ?%%ﬁgg@?gggt
subst anhémalthan aboude g7 sHahotanoprtbausioua @50 orsqdstaitialy hedyoaahationproduct

product.[0044] .1 n anot her enbodi nent, the invention provides a
phar mad@dor sggel &dgfighproduct.

[0046] In another embodiment, the invention provides a pharmaceutical composition
comprising encapsulated EPA (e.g. E-EPA or ultra pure E-EPA) containing a labeled amount
of EPA or E-EPA, wherein the capsule comprises a film-forming material, a hygroscopic
plasticizer and a non-hygroscopic plasticizer and upon storage of the composition at 23 °C
and 50% RH for a period about 1, about 2, about 3, about 4, about 5, about 6, about 7, about
8, about 9, about 10, about 11, about 12, about 13, about 14, about 15, about 16, about 17,
about 18, about 19, about 20, about 21, about 22, about 23 or about 24 months, the
composition contains not more than about 0.5% (by weight of the labeled EPA or E-EPA),
not more than about 0.25%, not more than about 0.15%, not more than about 0.125%, not
more than about 0.1%, not more than about 0.075%, not more than about 0.05% or
substantially no degradation product and/or specified degradation product.

[0047] In another embodiment, the invention provides a pharmaceutical composition
comprising encapsulated EPA (e.g. E-EPA or ultra pure E-EPA) containing a labeled amount

of EPA, wherein the capsule comprises a film-forming material, a hygroscopic plasticizer and
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conprising encapsul ated EPA (e.g. E-EPA or ultra pure E-EPA) containing a
| abel ed anbunt of EPA or E-EPA, wherein upon storage of the conposition at
30 0C andwo2040RR7fodr a peri od about 1, about 2, about 3pCalisee104329about 5,
about 6, about 7, about 8, about 9, about 10, about 11, about 12, about 13,

about 14, out 15 auI 16,, about 17 out 18, abo about
21, abdUROBYEat5EpIC tlBIFera%@diPOM quﬁgﬁ‘hé Re PH%‘P%% 3 %ﬁa%gg%ﬁé?%
more t rﬁ‘)ﬁ%%utol Q%lﬁtbb’ aw&!ltg}hfab&ft 4t Qﬁ‘odt%b%cﬁl@ 6555%9'7 %oﬁ‘?@\)aboﬁp@ 4¥Ba€ than

about 0.25% not nore than about 0.15% not nore than about 125% not
mor e t hidnabdwdt, dhoued 2, rﬂbDu‘fntfr aeboutad, alhmwﬂSoat@%% about H/mabout%na@bmd? 0. 05%

o1 oduc OO Hh iSEHEr NN a0 ha! MRUARE Fin rfauT R G o

phar rraCrﬁMteltﬁaai Ao IS My%l%mra@&hesuaﬂae@ﬂpm@ -B8PAag, fPdréthan abolRFR %, ultra
pure E-EPA) containi n%[a | abel ed anpbunt of EPA or E-EPA, wherein upon

st or zggéloéﬁnqrhéh?ébﬁ‘i%% 59 nat mercqlmmaboutHhA23%.f et morsetham dbeurs dit %1 noabout
2, 10,
about o st s BozShoNb Hore AR Sodhy 0¥3Pebr dpu@REYl b q@rRloTprRBOL O

18, abaiti/ot Specifivaideg2datiabpiodu@l, about 22, about 23 or about 24 nonths,
the conposition contains not nore than about 0. 5% ( by ht of the Iabel ed
EPA or [ROEBA) Imgmothst smbrdimanbothe Byommn proyiden ek WC@%@% C@MAgYHOM ot

mor e t%&ﬁ@@gtengapkaﬁ%d 098 (@Brie A Ahe e Ey) )bl 2 18R ARt

0. 075% an about 0705% or su anti a ation product
and/ or PA, M@d@lmd@rcadaﬂe ocompiised la(fﬂm-f[oﬁﬁﬁ@]matnrlainmhjfgmsoeptwqdasmenbr artche

i nvention provi des. a,pharmaceuti cal ition co e ted EPA
o o OBl i B R ST B h CATPINGTE Tt b gA o

E- EPA, ahelofiaBolithe a%@aﬁ’c@ |a601?tc8”3561ﬁ915 aBodtis] BBJuebMivdat TBIRLE 8] abot @y@wtscopl c
pl asticizer and a non- ygrosco&c plasticizer and upon storage of

corrp03|1t0i @bpvétllZ@DO@Cl&rﬁdeEU% dtod, abquerl b oeboabbfutaboyt Ehebeut2 s, almmtl%

about b u ut 10, .about, 11,
about 130008y PoinP o3 AR o 2B TR g ko B0 RSB Lo
19, abQﬁ@reZﬁhn 90000 5%Lbyataulit oZ2he RBEIBY ERA QIE- EPQQItnozﬂldﬂ’@ﬂiah?aboﬁthBZS%,
conposition contains not nore than about O. 5@ by wei ght of the |abel ed EPA
or E- EPRf maipttharpplout Wals “abenitmere thay abyit t hRdrimessdhen @b%% I%hootpr e

e, g g BT AR PR s ARG AR BB R

speci f iaad/od epycifitalt degradatiedpiotuct.
[0049] In another embodiment, the invention provides a pharmaceutical composition
comprising EPA (e.g. E-EPA or ultra pure E-EPA) containing a labeled amount of EPA or E-
EPA, wherein the capsule comprises a film-forming material, a hygroscopic plasticizer and a
non-hygroscopic plasticizer and upon storage of the composition at 40 °C and 75% RH for a
period about 1, about 2, about 3, about 4, about 5, about 6, about 7, about 8, about 9, about
10, about 11, about 12, about 13, about 14, about 15, about 16, about 17, about 18, about 19,
about 20, about 21, about 22, about 23 or about 24 months, the composition contains not
more than about 0.5% (by weight of the labeled EPA or E-EPA), not more than about 0.25%,
not more than about 0.15%, not more than about 0.125%, not more than about 0.1%, not
more than about 0.075%, not more than about 0.05% or substantially no degradation product
and/or specified degradation product.
[0050] In another embodiment, the invention provides a pharmaceutical composition
comprising encapsulated EPA (e.g. E-EPA or ultra pure E-EPA) containing a labeled amount

of EPA or E-EPA, wherein the capsule comprises a film-forming material and a plasticizer in

a weight ratio of about 2:5:1 to about 10:1 and upon storage of the composition at 23 °C and

14



[0047] In another enbodi nent, the invention provides a pharnaceuti cal
conposition conprising encapsul ated EPA (e.g. E-EPA or ultra pure E-EPA)
cont ai ni nyoaoleaeioead anount of EPA, wherein the capsul e PCOMISRI19032952
filmformng material, a hygroscopic plasticizer anda non-hygroscopic

R Ty e B AR B R R R R e A

8, aboufhodo, %B%tlol%o@@@%o&tllz abowt1312p0u PP Ulhodsi 5, %Q&tttmlé'bou@@mhﬁoo&ﬁ
about 16, about 17, about’ 18, about 19, about’ 20, about 21, about’ 22, about

23 or allﬁo@b012419noh@ths20 @h@tc?dnpb@ltﬁ%ﬁb@or%a@m@oomb% rroenshs, flan carbpesitia, 5%

ror e ¢ Rt s B Ry by st s R oo dBE Fe e FRAL velafordiny”

0.1% n®buh®s%! AemalkaHin Sbdif BA5 %8 abt FRdFEthiahaBo@LLS9D),. ¥ ¥adRE than about
substantially no degradation roduct and/ or specified degr adat i on product.

[0048] O-Wearet Haerce dilt??élhto He nayanare othaprabeit d0580 phasrhstaatipily 1o

Compost e, RATRLLS! I SPCRREHGHIER (Rugy B EPA or Ul ra pure & er

filmfdoosrg mih emnbehkr ealbbttgnms,cmpl DvEltRat povites aaplhrmatainichly gsrapaEsitpnC
pl astici zer, and upon stordge of the conposition at 30 0C and, 65% RH for a
peri od REWSINg, enaﬁéutateﬂ &g BEPAputltra purees P A3 confgiging wlabglgd gmopnt apout

8, ab oyfr a%%t‘éln ]tﬁ)e %%Qfﬂgtcg @sbep Hin- :kgrnbﬂ% %tter;ag a @Q ?'l'%tlét%er 1ﬁbc10x9t%1§l?ﬂ5a bout

about 16 out 17, a out 19 about
23 or abtmbfﬂszutr@rﬁths) attolutal@;ompdslptm otnrargomfahermrmpmltmrae% R&rand HOkE ROl 5%

b i ght f. th E- EP, t t 0.2 (V
Y e HER S a8tiad Aot dodbRi 2 ABhE t RE b s e Toag, b Khpurobopt & abi 0e
0.1% n@but"pd, eabb{itam atpeut 19 6804 3 nMoul™4 Catollans aut 18, AR 97, about 18,

substantial |y no degradati on product and/or specified degradation product.
[ 0049] abputahdt ¢eut etbebiutert abote23, mbent 2drmrmbovi désnenthh awivheenpdsdain

[ anet o GO BrorERA POl R it it T PEA s FPAA SO T 7 g

mat er i albou©).DyB! AsCARicahil @sdut 011384, ndhthode THaRabBY@IMEXVP] fot PAors tHagl abeit and
upon storage of the composition at 40 OC and 75% RH for a period about 1,

about 2.1%baet Borcafvnt abput b\ (%05 nokmenie Han aheut 0705% pyusulstangplbyitnog,
about Ju% - gt%ﬁ oﬁct?gf%%%%% fic gjog%ag%tgn@?%& 14, about 15, about 16, about

17, abou about 22, about 23 or about 24
nont hs,[0052] c o asbthied RmMboBinddnnSthi Oy Emioa pﬂoameatmopharﬁ]amlcblycmp@tﬁomf t he
| abel ed EPA or E- EPA nore t han about 0.25% nat rrore th n about
0. 15% SRBTIBEICHRM aé%io(%tg d:-EBSogr ﬂHﬁ P E-ERfbnContuning @ kbgled gmount of

EPA or E-EPA, wherein the capsule comprises a film-forming material and a plasticizer in a
weight ratio of about 2:5:1 to about 10:1 and upon storage of the composition at 30 °C and
65% RH for a period about 1, about 2, about 3, about 4, about 5, about 6, about 7, about 8,
about 9, about 10, about 11, about 12, about 13, about 14, about 15, about 16, about 17, about
18, about 19, about 20, about 21, about 22, about 23 or about 24 months, said composition
contains not more than about 0.5% (by weight of the labeled EPA or E-EPA), not more than
about 0.25%, not more than about 0.15%, not more than about 0.125%, not more than about
0.1%, not more than about 0.075%, not more than about 0.05% or substantially no
degradation product and/or specified degradation product.

[0053] In another embodiment, the invention provides a pharmaceutical composition
comprising encapsulated (e.g. E-EPA or ultra pure E-EPA) containing a labeled amount of
EPA or E-EPA, wherein the capsule comprises a film-forming material and a plasticizer in a
weight ratio of about 2:5:1 to about 10:1 and upon storage of the composition at 40 °C and

75% RH for a period about 1, about 2, about 3, about 4, about 5, about 6, about 7, about 8,
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nore than about 0.075% not nore than about 0.05% or substantially no
degradati on product and/or specified degradati on product. [0050] In another
enbodi merwQ 20tpe12fresent i on provi des a pharnmaceuti cal conpOTIUSR@N/08298Dr i Si ng
encapsul ated EPA (e.g. E-EPA or ultra pure E-EPA) containing a | abel ed

anount of or, E- EPA, rein, the capsul e conprises.a filmform

mat er i aﬂ%%ﬁ%aow e s LretoRt &@B?ﬁﬁ, et 4o by bautg g eyt é_ﬁlﬂrﬁguﬁo: 1
and upom sbQtage aut LIE GRS hldu® P2 2kborB 29 6r 2B8R0 Rohthor sadd B&hpQHigDbout
1, about 2, about 3, about 4, about 5, about 6, about 7, about 8, about 9,

about J@ntagtsowt niote thapaboutl® ) Yedby eidlg of dlivolabeledi EPAbaUt-EPB)), mdsauere tan about

17, aboyt bout 19,. about . 2Q.,about 21, about .about 23 bout 24
ront ho a2 s Ao B mon PRt 808 olhnof B A8 C 25 PRy sl UBR BT £ e
| abel ed) FRA oF rRofcPMen MStut MROESL @Bt ARt then 265%ut MG5FDEE shivamialde o

0.15% not nore than about 0.125% not nore than about 0.1% not nore than
about Oleggatiomprodugiead/ ohspecHisd eerdamm ppdedibst anti al |y no degradati on

pr oduct / or eci fi ed . i c 5 .. .ano i ment,
the i n\}gﬁ% on prslgvig@éﬂ%&ae%ﬁg&rlﬁn%%uﬁgcg{&%grr%lgg |t?0?103?]mc\165r;epsr ?sbﬁ%hgﬁ%@%glul at ed
EPA ( e.c@mpbsiBBA comptibihg abgquroed g+dekyut ¢ong af BPAgeg. EdiA edulkanmuind ECHP APA,
wherein the capsule conprises a filmformng material and a plasticizer in
a wei gtaving: # Jabrledggipunt of - BPA prabidifA socapsulstedupon Rhespagatier ¢apsule,
conposi i 25 Q%206 160% RHsb ot RrRepbRsh 8PIMutl nRRAR! 12 maRkRu 3,
about 4, aﬂgta}%pOS, about 6, about 7, algou? 8, a}goutu 9, about 10“,“ aﬁdut 11,
about Iflgnthy A4t mdBths,aliboionthd, oabduiontls, atlvasttabb6t SABoalbout PY%ambout 48p, about

19, abouyt abaut ., about o, about or_a », 24 nmont hs, sai

Sompos ApueL e e S v BB o8 T ABBEA R e fE R st s pt s S b eea epa
or E- ERfoled) @nolilr & EPAN %ﬁﬁ%re&ngﬁ%théq%m]g&hf‘ont. hana abRid OndeftheROthdTor €

t han about 0.125% not nore than about 0.1% not npre than about 0.075%

not noreentpesitionbaumot@c@bed vs labaled capitdtian|dpterduridggriddtaragapepiodduct and/ or
speci fi egr adat i.on product . [ 005 anot her. enbodi pent t?e invention
o ovi ad805T 0 AR AR Ghs LPPRER shIhenerR o LR BLIR g v M e
or ult reanipuike one EHRANEOAlIfBinligg andtaleh,eshcatP witire HlasEBAeBI anld- SfthinaMaer ei n
the capsule conprises a filmformng material and a plasticizer in a weight

ratio oPhapblag vaer). o agploind croborimeri, thsohmsfosmingemetericheorapigsd eFlefian at
avout o0 4B0t 7 BB R e o vipSIp e on B du BB T
about Iplastiatrotst Inlshill aabthgt cthbodiateon) thelchpswlbohudll dBnprisbonfilhForminguiiat@iyl, about
21, aboauﬁyg%gs’col?ilg%&la}sticzlger?arl ngrllj-%gérogcdfop%op Elsqscize? 21!1 a goqggl?‘si tion
[0056] In another embodiment, the capsule shell comprises about 30% to about 70% or
about 40% to about 65%, by weight, of a film-forming material, about 15% to about 40% or
about 20% to about 35%, by weight, of one or more plasticizers, and about 3% to about 15%
or about 5% to about 10%, by weight, solvent such as water. Optionally, the capsules may
also contain additives such as colorants, flavorants, preservatives, disintegrants, surfactants,
fragrances, sweeteners, efc.
[0057] Capsules suitable for use in various embodiments of the invention comprise a film-
forming material, for example gelatin. Gelatin is typically manufactured from animal
byproducts that contain collagen, for example in the bones, skin, and connective tissue.
Methods of producing gelatin from animal byproducts are well-known in the art. In various
embodiments, the gelatin may be alkali-treated gelatin, acid-treated gelatin, chemically

modified gelatin, or mixtures thereof. Methods to produce alkali-treated gelatin, acid-treated

gelatin, and chemically modified gelatin are known in the art and are described, for example
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contains not nore than about 0.5% (by wei ght of the | abel ed EPA or E-EPA),
not nmore than about 0.25% not nore than about 0.15% not nore than about

0. 125% me0 20ovee7toRan about 0. 1% not nore than about OPOTAZRONMO8299Dr e t han
about 0.05% or substantially no degradation pr oduct and/or speci fi ed

degradat i roduct I r enbodi nent nventi on provi des a
phar madBuF ur%cﬁirpads.'g 2@6&1&3% Eers‘%a%%oam{ﬁfée lzye @f’ereé% A By a
pure E-&BAkycontaining a |abel ed anount of EPA or E-EPA, wherein the

capsul e conprlses a filmformng material and aiplast|C|zer in a weight
rati o dP0out The Silm-foomaigomiatetigl maynalsagompysaor ag@X@Iﬁplﬁheommmélhaseﬂn at

40 0C 75% | d ab 1 2 b
about IYrabia LG of RELIREE " ags o GuuSRo, RO iRy 13
about ldphaafauh, Iﬂy@ro;%'gﬁ@l sthfoh, abiiim Bina8d) QudiuABsaltadotbeldfh cepher2éhd about

21, about 22, about or about 24 nonths, said conposition contains not
nor e tﬁ@ﬁ’@ﬁ@ﬁt 0.5% (by wei ght of the Iabeled EPA or E-EPA), not nore than

rore t HA S hout BOE hBRRERE the it b O FRLE SR ImARRE ARS8 B0 o504

or subssgeatt, |ngWeyglnpm@lsegrreaﬂﬂtem)rnpmrao@u¢m yneéight rapxent foif @gddidegprapglt methyl
product. [0054] In_another enbodi ne t he present invention provides a

phar mac&litiosarnd prpyaant jaieh ebéﬁp&%horv}b’@ it alpus 947, Jongxample aboyt 3$.0%pa
(e.g. '%ag&’xf\gw éHdt uwoetoEaﬁE@)soh%f @garﬁplb afeleds @%ﬂgoﬁé VildbsiR. EmEPA

encapsul I'n a arnaceutlca ¢apsul e,” wherei n"upon Storage at’"15 0C to
30 OC fampthar pmbodlﬂnant &bcﬁlm-ﬁ)rmmg heteridP camromprisl 8 200%(t hs ab@4 80021, Hy, 30

nont hs, 36 .npnt h at | east o t 97W about 98% .abou 9% .about
99. 5% ek TSR, O SStP S 5052 a ¥t Cigh: B & hydEgs thesf Heraind ar 1y

al | Wlﬁ}ﬁ%@doﬁgl @"%l&%utc’?f ‘V@P&aﬁo’ﬁt 99 lobd, for &3&Hlc Abut b, SW%QﬁiffeH%hd In a

rel ate nbodi nent e conposition has not reached its [abeled expiration
dat e dubonig ‘@aﬂb@tu‘isiQ)rf@tgﬁi ¢ abgut §. 6@5@}130%1@ weobipls enbodi nent s, capsul e
shel | s abl,e for, _use inventiaq

1 m PG e lfis F Rl S@e@ﬁn%ﬁ&ﬁ gt 38 LRI aR R e BER en
(e. 9. Vakess)the iMmafofBingt et Ofh mntwltyt Reuding el oxteAdeg camtempale Gapy i ses
gelatin. In another enbodi ment, the plasticizer conprises a hygroscoplc

and/ or StPh AGGREEROPICE ap higbransilessrstargty ostdizad séveh. Iesterisipgh faroe i d-thipged
| |
capsul g,shel 1, GaTmr | %tﬁl%ﬁi @%"%’8 r‘}% ng{ Hﬁy’\;&fgﬂ?%eda%@sa&}}égén%e‘do hr%hl% £l zer,

a non- hygradscopi ¢ pl as anot iment |

t he Capﬁdateel ssdrell,land ongatifisbsclabBot oBeWeit mat@hbDoit m@di¥ted hambd lbﬁop@)(l)}%lére sadhout

65% V\%agerlal gglygacfcflar{&f Or\fglger‘]ca lga él?r{lé al01r 061[ é)rUtex& egc/gst ?nce 11L1|é glgfr/fa‘?ers
carrageenans, guar gum, gum arabic, gum ghatti, gum karaya, gum tragacanth, pectins,
tamarind gum, xanthan gum, and dextrans as well as synthetic polymers such as carbon chain
polymers of the vinyl and acrylic types as well as heterochains of the polyoxide and
polyamine types including polyethylene oxide, polypropylene oxide, polyoxymethylene,
polytrimethylene oxide, block copolymers of ecthylene oxide, block copolymers of
polyethylene oxide, polyvinyl methyl ether, polyethylene imine, polyacrylic acid,
polyacrylamide, polymethacrylic acid, polymethacrylamide, poly(N,N-Dimethylacrylamide),
poly(N-Isopropylacrylamide), poly(N-Acrylylglycinamide), poly(N-
Methyacrylyglycinamide), acrylic copolymers, polyvinyl alcohol polyvinylacetate, polyvinyl
acetate-co-vinyl alcohol, polyvinylpyrrolidone, N-Methylpyrrolidone, N-Ethylpyrrolidone,
N-Vinylpyrrolidone, sarcosine anhydride, polyvinyloxazolindone, and
polyvinylmethyloxazolidone. The starch or other elasticity reducing gel extender may be

added into the formulation in amounts ranging from about 8% to about 30% by weight , for

example about 10% to about 16%, by weight.
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about 20%to about 35% by weight, of one or nore plasticizers, and about
3% to about 15% or about 5% to about 10% by wei ght, solvent such as water.
Opt i onal WO 2pteé12¢@psul es nmay al so contain additives suclkRCaaScalosmaL s,
flavorants, preservatives, disintegrants, surfact ants, fragrances,

sweet e . et sui tabl e.for e.in varjqus, enbodl ments of
the i nﬁﬁﬁﬁlon X:&H%‘ﬁ L‘L%ﬁ #&Faﬂﬁb?% Y Hatv@ieuy om %ﬂlmé&térﬁf SRV, C¥el ati n
i's typigalrie ”@r{éUfo@Cﬁleeeq)lefsﬁ@l%@meia'erﬂlB[eO@lﬁ}gﬁo%céﬂ‘@tan‘a%t abmhgabl@grn, for
exanple in the bones, skin, and connective tiSsue. ds of producing

gel at i rpldstigirersni Mah- lmypn@oba@mplear@ sneshble rygrscopic tpfh@tlamrs inpludarglysgsn,

nbodi be_ al kal ed
gel at | TORRLAE AT Gabite [t coardrihe g ieihf f @ bbbt T
produceslpdotgd! | Nboi-Gatieh gﬁd@lwof 8Gitabid herheeogRhat plastickiss ah@meCaiialy

nmodi fi ed gel atin are knowmn in the art and are described, for exanplein
Nakanurdghgdratgr, hygregenaigd 3sloams 2a81ip. Haslly). Mmatiercpdeciiteld xpljtoh.e¢rathaideander ei n

inits nprise, for
exarrpl Ne‘t %II}’I/GI %%‘%Q% gﬂ%%&&@g ﬂ? oéhq sﬁgﬁ1 rgéﬁﬂcétadrﬁﬁé agélﬁ;%rqﬁeal kyl at ed or
hydr ox;{&ﬂd@]l at éd omel dmﬂcmliiﬁetﬁl; laecra@sulstsaekt huitathlp Har $ltsearu¢hu chplrsttionabk yie
starch,, sodiuimalginate, sodiumsalt of a gelatin copolyner and acrylic

aci d. [IDOBYPN has &ﬁtyﬁF@POIéﬁﬁé?dPﬁé?ﬁto ORI 955PRIG rpﬁ%SH@Z?raW@.ghfaraﬂea# a(L?BH‘pr i se
a 20:80.f ﬁ%gﬂr'% 189b&912 P¥% é!t&%h?@tb ?lfﬂu)ftfiqrt%’ab Qf 5. Fxf’z%kfn@ ¢ 8l éth: % Dol ght

m xture o roxypropyl methy | ose an yvi ny about
70%t04h2ﬁ)11,tab90% S5flar aboarpl el .about 88. 0% saponl fied; and about 30 to about

50, for ut 4 centi poi COSIt | n anot her odi

Phe 1 1ARET G e Sk R Gl S0ty L e SHEpar Rt Ght
m Xt ur §nydifion 848 e@m tﬁ%w&ml%@ﬁl 1906 of AoktUr: §> 1ab JBYGH H)‘Y%H&)A{ 3 %eﬂ {oul ose
and pol yvinyl alco (e.g. about 70%to about 99.9% for exanple about

98. 5% sdpuin?:fi dwut éﬂdoalbouttS b, Qrcﬁbabfo:hﬂ t@@bovftdrl efmwlne)l@btdmsta autediti poi se

ol actr dH g Rt rne babPaR AP o Fad f8h TR dilFM D hEfaMar an

el asti g1y, a[tQ@HsCaHlﬁlt getl, axte@sideéut@aml CAMAsE SRDUSS ArG by 1e§§tab&h 3.t fdabtv €S
such as hi gh nyl ose starch, oxidized starch, esterified starch,

aci d- t HibareH0dt atrléfﬁst ab@tﬁér? { i adeast alowh 3.8nls@f Isaytabauisd Sile A 16W@b@lt3ﬂz‘éél and
hydr ogepgt, td?b%hfyi ¢h. at é%gﬁm{t%%‘# %gle%haa{ 5l 4.3 ﬂgéjs't Eﬂ!)cgf? 4581 a‘r"e%t%%o{?{

ot her na m)dl ura I opolyners s cter

pol ysaat;ﬁta; atdest aboage.téalb lelegitaboutal 7:0f 1 éaseativtlat 8sl, aniehss dbmg 420: i a1 ddasts,
about 5.0:1, at least about 5.1:1, or at least about 5.2:1.
[0064] In another embodiment, a suitable capsule shell has a film-forming material (e.g.
gelatin) to total plasticizer weight ratio of about 1.75 to about 5, about 1.78 to about 3, or
about 1.8 to about 2.5, for example at least about 1.76, at least about 1.77, at least about 1.78,
at least about 1.79, at least about 1.8, at least about 1.81, at least about 1.82, at least about
1.83, or at least about 1.84.
[0065]  In another embodiment, the capsule shell has: (1) a gelatin to glycerol weight ratio
of about 2:5:1 to about 10:1, about 3.5:1 to about 9:1, about 4:1 to about 8:1, or about 5:1 to
about 7:1, for example at least about 2.6:1, at least about 2.7:1, at least about 2.8:1, at least
about 2.9:1, at least about 3:1, at least about 3.1:1, at least about 3.2:1, at least about 3.3:1, at
least about 3.4:1, at least about 3.5:1, at least about 3.6:1, at least about 3.7:1, at least about
3.8:1, at least about 3.9:1, at least about 4.0:1, at least about 4.1:1, at least about 4.2:1, at least
about 4.3:1, at least about 4.4:1, at least about 4.5:1, at least about 4.6:1, at least about 4.7:1,
at least about 4.8:1, at least about 4.9:1, at least about 5.0:1, at least about 5.1:1, or at least

about 5.2:1; and/or (2) a gelatin to total plasticizer weight ratio of about 1.75:1 to about 5:1,
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carrageenans, guar gum gum arabic, gumghatti, gum karaya, gumtragacanth,
pectins, tamarind gum xanthan gum and dextrans as well as synthetic

pol ymer s Woehita7®war bon chai n pol yners of the vinyl andPa®fiske10/0839pes as
wel | as heterochains of the pol yoxide and pol yam ne types including

pol yet hyl en i de | ypropyl e oxi de, | yoxymet hyl ene, t hyl ene
oxi de, E%Pghﬁ7§§58@9w§3‘y agg fgﬂ SEWHépgﬁi R 2@@@@5 L e?hylene
oxi de, |pak m&yﬂ mﬂ aylkas%fata&ﬁt,l POIY S RYdt&BBut 1798, aPRhMAMBOY m 128Gk bast
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extendey gy 200011 10 LOLULAL! S foATEUSLS, 130010 L oRiBeut %
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i nvention can COh‘pI’I sSe one. or | asticizers, for exanp l e h I’OSCOpI Cc

and/ or HBWlhyg%no@t%fpﬁrcenﬁroggW& ﬁéaagsulwéhﬁll ﬁ?ﬁ@i%&)@}@ﬁdﬁﬂ@@%ﬁlﬂgm phbie
h d I I
(ygr 0S Gkt Flene g t&EhS 'reg)%kéﬂl 1‘35119% s S8R g %%%yﬂoe%ug 5}95‘70. S

propy yco ow nof ecul ar wei ght pdl ye ene glycols
Non- | i gelatinngbomx a‘rmbebomrflzyu glyatrbk ahaut-110Ygroodooipl 1% pd)rbiibi wolwmnsabaue IZ%de

Pact ¢ op abgl 1D oo MimPond ool G iy PO SPpcette’ b wPRbhgamr@Hecul ar
vei ght sp{oRih&hostaQfR sth@u abiedHlc RPQR-in b%ﬁﬂ%bs&lan QP encepreQat ﬁﬁ/@ﬁm@ca@msul e

shell suitable for use in a conposi tion of the invention has a hygroscopic
pl ast i direpared vsing B-gey grass @ompnmpg aboutciZe rgem@ndmwmgh‘i, ebeit Aphalycetolbyt o

about 8:1,, a out out lto ut . ., L. f.0r exa

Sbout avaenean 17 eliof S s 387G hsilnh ot G Pynal B SR ke,
enmbodi nent . 32%cRast by vedight| axﬁuatio@bizﬁ%fv@dterttgewe@hﬁ C&p¥nRs iptdparedaforh Bech
invention has a gelatin to gl cerol ht rati o of about 2:5:1 to about

10: 1, abealmass sambe drieghigbont ot%@mt IZ o fingd nagigfure @nient.ofapfignstrrepaed o

20Ut By Ay AT o 9390 PP - R M ofs e | o2t
3.1:1, tht sdreaBtthaboatinedt @ dardiatascelastel@bddiscBeSicpresait fiehatenddodithends ¢f 1, at

| east anut 3.5:1. at | east about 3 6 | east _about 3.7:1, at | east
about 3hginyenten.| Eapsulegspposiiiaps ps dggcry ééglﬁfeé?be%& fujthgr gomprise” Coatings, for

example enteric polymer or wax coatings.

[0068] In one embodiment, a composition of the invention provides a relatively rapid
dissolution profile yet still maintains excellent stability of the encapsulated material (e.g.
EPA). In a related embodiment, a composition of the invention has a dissolution profile (as
measured by Rotating Dialysis Cell Dissolution (RDC) Apparatus under the conditions set
forth herein below) of one or more of the following: (1) at least about 20%, at least about
23% or at least about 25% of E-EPA is dissolved by 10 minutes; (2) at least about 45%, at
least about 50% or at least about 55% of E-EPA is dissolved by 30 minutes; (3) at least about
80%, at least about 82%, at least about 85% or at least about 87% of E-EPA is dissolved by
60 minutes; and/or (4) at least about 95%, at least about 97% or 100% of E-EPA 1is dissolved
by 100 minutes. In a related embodiment, the fill material still retains the stability/peroxide
values as set forth throughout this specification.

[0069] In another embodiment, a composition of the invention provides a relatively short

Tmax yet still maintains excellent stability of the encapsulated material (e¢.g. EPA). In a
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at | east about 4.1:1, at |east about 4.2:1, at |east about 4.3:1, at |east
about 4.4:1, at |east about 4.5:1, at |east about 4.6:1, at |east about
4.7:1, atwpeasyi2atdut 4.8:1, at | east about 4.9:1, at | @aFtusaions29520 : 1,
at |east about 5.1:1, or at |east about 5.2:1. [0064] In another

enbodi nent,, a table ca ules has ilmform.ng nateri al
gel at | ﬁfﬂfeg ﬁlaﬁaélmﬁpas% icempasi %.Ogh%lerlaf/%w&f ugs%lﬁdnfm%%a%l é‘b(ﬁ‘uts‘&%ec%about

. 78t QxAftan TP O, 2R hal B hb®s ARQUhar? 5 hdufy, 1QX A L6 AbulsERS thaPaut
1 76, at | east about 1.77, at l|east about 1.78, at |east about 1.79, at

| east zhwtst 011 Igs than I5eadioursh dor efargle ahout dafs o aboutt 52, Bours.at In| eastatabout
1.83, S 1. 84. 065 t her. .enbodi ne capsul e
Short Ra®msRohe 0ROty SGERIhe SApTRIDIELia VEREL BETY oty SERRNL
10: 1, ap@%eo’iﬁgatlbnto about 9:1, about 4:1 to about 8:1, or about 5:1 to
about 7: for exanple at Ieast about 2.6:1, at |east about 2.7:1, at |east
about 2{0@7@1 & on@%boca@@m agnghad fogttrqapeyt aa%nprexerltlonaqf 3 eardiovassular-

3.1: 1, e b a 3. ab 1, at
| east a %hetd ?‘% % Q}é{ngl eas %mé)ggltlb EB?%:%?Q%%I ehérseéln %&g&éﬂ 1, q‘éﬂ{e Ii;eerélst
about 3icBedigvastuldraakitedadisuate”dhedei refais tb @aag idisaimair d‘ﬂso@dei of die hepasdr bbbt
4.1:1, at |east about 4.2:1, at |east about 4,3:1, at |east about 4.4:1, at
| east &S Y5 areriegandevedns) g5y symptom thgreofe aLhe topmytcandioragculayrre]ateds
about Adl&*ﬁe” I‘%}enﬁ? t& anlﬁéas;go}dg?% lr?f"‘gﬁe h@Qi@HI‘ bE_SOQ V%sse@t(l% ﬂ%ﬁemt

5.1:1, or at |east about a gelatin to total plasticizer
wei ght wveats) or @by apmptont thebeof, 0103.1@bd18€as5 ot ,cabditibn tha &afises @radootrtbus itp aor

bout 1.8 bout 2.5 f | t t 1, at
about  Fom O et 2 pllelHing: amgies Wosp ppsatt iR disgpser S pout
1.8:1, Rbtel ‘é‘@tﬁiacal{é@h@mﬂs @Jant@t aduBAShy RRRIL hfBétioRt, hﬁ‘g’iﬁé @1%?1‘1% pkcfdis, O at

| east about 1.84. [0066] In one enbodlnent the capsule shell conprises one
or nor earrh[vthngeJ atrlah ﬁhrUéﬂﬁloamﬁmmS@fer@mUm@@% filyilkbont ca@iac gisyferaicyi n an
amount of ,.abou mount of ab

A P S g s R R R R S S R

of the JdediasdUaeySdBeRPOBGBhEyY R4ethdidcasapadtheva@nhiomiboligl desmRs, sigbagout 2%
to about 16% by wei ght of a solvent such as water. 0067! I n _anot her

embodi rraeititus adighgsisuicaropaiiy) digsiphiadysdurcsion i suljecte with dédbeics mellis.todempr esent

i nventi c f out
50% gel S orPRgHEy Rulta! ey BpfiS oS RIRIAS JEhRR b SRS hEN

sor bi t dhilse) uhomﬁzygaboutfara%at ohgp@uholél@&imlmhztl t(HbFHyr ulpnm@ztygo@ofetmlﬂﬁ)l% to

about 35% wat e by we I n one enbodi nment, 1@2’ |.e shel] suitable for

us in SEYHP 1@1 o‘}YPSIFChPGétefﬂl%%’ént hyneylandsnya, éa/@e ipatedIsi Pgitvgel
Mass CoBicbR! AheARAYEN, 4R 1R @8LIFLdrTichYa, W&o cARRtATS B UREBIHR add¥na and

myocardial infarction, low blood pressure, metabolic syndrome, mixed dyslipidemia,
moderate to mild heart failure, myocardial infarction, obesity management, paroxysmal
atrial/arterial  fibrillation/fibrulation/flutter, 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-Il diabetes, vascular disease, venous thromboembolism, ventricular
arrhythmias, and other cardiovascular events.

[0071] The term “treatment” in relation a given disease or disorder, includes, but is not
limited to, inhibiting the disease or disorder, for example, arresting the development of the

disease or disorder; relieving the disease or disorder, for example, causing regression of the
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wei ght, about 17% sorbitol solution (e.g. 30% water) by weight, about 6%
maltitol syrup (e.g. 15% - 32% water) by weight, and about 25% wat er by
wei ght . Gsip=0ier7msepared from such a gel nmass can be dPCediSe@oabyar 2%t o
about 12% final noisture content. Capsules prepared by such a process that
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in the 4@k Sopferc 8F d¢ wg%mcg QD AGaMEEdy PY 4 slesu ke AEeesserr
enbodi ngrerOfortR8mpRY &Ml RB; pl@aaﬁyﬂgeorqmﬁg »sg;m@t@ﬁlsaesf tﬂ@ﬁf@éés@%‘i' daer&i-n can

further conprlse coati ngs, or exanple enteric polynmer or wax coati ngs.
[ 0068] The tore “preterttions mn rel@tl%ﬁ@p@glwtm diseask or llesordey erpang rpr@\re@Vn@Ielm @nset

relativel i ssal utd on sti i ns_exc
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t hat cﬁﬁ@g bﬁ@y stoa

[0074] In another embodiment, the subject or subject group being treated in accordance
with methods of the invention has previously been treated with Lovaza® and has experienced
an increase in, or no decrecase in, LDL-C levels and/or non-HDL-C levels. In one such
embodiment, Lovaza® therapy is discontinued and replaced by a method of the present
invention.

[0075] In another embodiment, the subject or subject group being treated in accordance
with methods of the invention exhibits a fasting baseline absolute plasma level of free EPA
(or mean thereof in the case of a subject group) not greater than about 0.70 nmol/ml, not
greater than about 0.65 nmol/ml, not greater than about 0.60 nmol/ml, not greater than about
0.55 nmol/ml, not greater than about 0.50 nmol/ml, not greater than about 0.45 nmol/ml, or
not greater than about 0.40 nmol/ml. In another embodiment, the subject or subject group
being treated in accordance with methods of the invention exhibits a baseline fasting plasma
level (or mean thereof) of free EPA, expressed as a percentage of total free fatty acid, of not

more than about 3%, not more than about 2.5%, not more than about 2%, not more than about

21



cardi ovascul ar disease.” Non-limting exanples of cardiovascul ar-rel ated

di seases include acute cardiac ischem c events, acute nyocardial infarction
, angi na,wengiova’mactori s, arrhythma, atrial fibrul ati @0T/s206/082982 er 0sSi S,
arterial fibrillation, cardiac insufficiency, cardiovascular disease,
chronlc ear t fail ranic stablea gongestive hear lure,

cor onar]y Ar PLrYOT: tﬁ%@%outéf JIAPTR A 2 R 6075%. et e Dhig @éspgt

di abet ggeredhaAPEbARR dﬁ%'ﬂdﬂ%nor@'tﬁ&ﬁ%cﬁn 0e; @RAbMhordtiRat HbliCo A¥& URCEALON N
subjects with diabetes nellitus, edema, essential hypertension , eventual

pul nonaugh embotlinem, fred pLasma\/FeRA dindieadetal Ftr wcidileaisarc duemingdaption ®,
hom)zyg g fam {rl al hyperchol esterol em a (HoFH), honpbzygous fanmili al
si t ost et ]Iagﬂg aﬁ) perchol esterolem a, hyperlipidema, hyperlipidema in HV

posi ti veors]b] QQtaﬁothléV P@bb&REhY he Bm&fttdrlsﬂbﬁéﬁte%ﬂodﬁ Wehg tr&EIEM dccordance
conplications in unstable angina and nyocard i nfarction, |ow bl ood

pr essurith msthagsof ércsiprientiomexhihitt adfasing baselinsrabsoluieoplayrag levelootniofad faivar t

failur rct ¢
ol | ur Qi dYRCRER Morldt) AP UhORe BRESbOY. PRISARTEN! noP BHAIKSRI about 200
supr av afdlinglinat gteatehymlr shoas 166IMglmipaot gmuﬂealﬂham estﬁmeﬂeo amdl/agi dr astset

edema, platelet aggregation, primary hyperchol esterolema, primary
hyper | ig5¢d&rinan aboy %H@Pymérterl al hyperten5| on, pul monary hypertension,

ccurt SUTICTORARLE SRS AL SR SR wl ARl Mo en

arr hyt mas recurrent ventrlc atlon ruptured
aneur yswith sicthesls exf che mentied epkibits mfpstmgebﬂ:scliimplasma achy anr died bl(m]irrq:ﬁllo mati c

oAb BT E BUE S P A
i 4
co o uASH My A S0 WHFE o Tyt ShOgUTE R, G B o

di seasqugil, dﬂrﬁgﬂ‘gieﬁterﬁhgﬁ aleanpl %/mlarrestl ng the devel oprment of the disease
or disorder; relieving the dlsease or disorder, for exanple, causing

regr esd0878lof fmedphensmbedingngonatéeds of thepresentnigventionenmpiess & ateveef by or
| h
resu “ ?aﬁléﬂ@%“tﬁe ?ur?géc?ga(ﬁﬁ ecq {épdgrme&ngrba% %E'mﬁﬁd p o%l%%}ﬁlopgo nP{ %Ye”“ ”9

or trea preven

r el at i aherapy.alnginoger dnﬁ)edm&nq rmdh@d@rcﬁehe liRamion qnheBo thaged @ﬁd@ﬁtﬁ?ingcbf
di sease devel opnent if none had occur red fpr eventing the disease or
di sor detbIcEH %‘(‘9&9’? gionp hrring cggeF e phthe fRlgvpe: b@S@an% BORER -6 Yahee of

5ot Sopeg ) AEAFE, Bl MR, HELDARP.SEAETEC TS, DY R B o 0
alr eadymg/db%ﬂﬁast @Hbﬁw 230 mp/dinet keatiadioute?0, mighid, prlemenboutPsénthg/dh aptasti des a
met hod %out i6% ) ?east %oup 570 mg/dl, at least about 280 mg/dl, at least about 290 mg/dl,

or at least about 300 mg/dl; baseline total cholesterol value of about 250 mg/dl to about 400

mg/dl, for example at least about 260 mg/dl, at least about 270 mg/dl, at least about 280

mg/dl or at least about 290 mg/dl; baseline vLDL-C value of about 140 mg/dl to about 200

mg/dl, for example at least about 150 mg/dl, at least about 160 mg/dl, at least about 170

mg/dl, at least about 180 mg/dl or at least about 190 mg/dl; baseline HDL-C value of about

10 to about 60 mg/dl, for example not more than about 40 mg/ dl, not more than about 35

mg/dl, not more than about 30 mg/dl, not more than about 25 mg/dl, not more than about 20

mg/dl, or not more than about 15 mg/dl; and/or baseline LDL-C value of about 50 to about

300 mg/dl, for example not less than about 100 mg/dl, not less than about 90 mg/dl, not less

than about 80 mg/dl, not less than about 70 mg/dl, not less than about 60 mg/dl or not less

than about 50 mg/dl.
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conprising admnistering to a subject or subject group in need thereof a
phar maceuti cal conposition as described herein. In another enbodi nent, the
subj ect owo=otyeeto3gr oup has hypertriglyceridem a, hypePChalSeswms295zm a,

m xed dyslipidem a and/or very high triglycerides. [0073] In another

i ol yoBPidle. ParsierBR gty Gitsadent RETEMGR)g Heé%tcﬁwg i pRPRekbeE of a
S u bl ec taéllg{h%i" Qr)n]bocfh%np lthd ﬁﬁ§t ok $ g?ﬁbrl;L)@ %TP@ %gwng dﬁn"ﬁhatle@ 3itn about

east about 5 | east | east

about AoRermpdsdll adladsivieetasdlcanlPou® (80 Q@xampd! 190al wlh&EhSatre akotuicaRdCo miMrainumat
| east about 1000 ng/dl, at |east about 1100 ng/dl, at |east about 1200
ng/ dl , at)-| east about 1300 ng/dl, at |east about 1400 ng/dl, or at |east

228“29}@?@9 LB 91 §TRY R AORE dhrk oty ORIl

[0074] fbneangtiheverameadd vEatqut i he abom jee lWeO]KS sbdijtdad agasumpo beickhg abcmﬁalt ed in

accordanc Wi t h h ds of reV| usl en tre vvlth
L ovaz a(P DU O K dDaK} Clactienrf’ @@eg@é‘t?ﬁo Rt 18 sk & 181.tﬁa

l'evel s angl ofponen tb'@lso&% ise%%élé aﬂ)dhtqn@ a‘-’dé‘ﬁhl?%%ﬁé BBt 1 k&&@&ﬁ‘(lb)wéé’lk‘é‘r apy
is discontinued and replaced by a nethod of the present invention. [0075]

| n anotdbent htmdmunérwe;eks hebosubjt@ehoud 2 wedhp oc abgutdupcdkei thg sulojeettcafcﬁubnct
accordance w.th net hods of nventl on exhibits a fasting baseline

absol utBOW SIS Ol Of Mpe ?@tﬁélg%?il PBPUERESS t hereof in the case of a subject

group) not gr8adRiced hlyREAL evOls €6m! gﬁi‘éhltﬂbaseﬁﬁ?éoﬁﬁl@&&fo drfdi@an about 0. 65
nnmol /M, not greater than about 0.60 nnol/nm, not greater t han about 0.55

nnol / m not( rediced Aphdhlesels gemparsd tnbaskling or arni@c perter than about 0.45
nmol /m, Ecgtmc? S84 Bt g%‘ve"f‘?&ﬂﬁepa?ecﬁt% Alus e a@el‘?on %ﬂer embodi ment, the

subj ect or S jec gr oup in accor Ance Wi nmet hods of the

i nvention ex(ﬂ)tnbtlﬁcreasbalsﬁl)m@ lésaisstdong)amdasmﬁsdlmveta()tabebnezﬁ:m t hereof ) of
free EPA, expressed as. a ﬁercent age of total free fatty acid, of not nore
than about 3%) adgfuctigh & b 5rﬁépdsk§tcozlps%itﬁéﬁsehﬁ%r%aaﬁeb&%@e 2% not nore

than about 1. G4 0kSPEdHADL ORIk (TRERIHERR, PROU By S% ot more

t han about O not nore t a out not nore than abouf 0.2% or not
nore than ab@)t r6duchdn 1ﬂmLBhée\&~J]mdmnmmh@thoﬂmsﬁlmefore@lq@blasm EPA and/ or total

o 2oL e Sy SIS P ) L AL Gy (00761 I
accordance (i) 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) a reduction in LDL particle number compared to baseline or a placebo arm;
(1) an increase in mean 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;
(0) no change or a reduction in fasting plasma glucose (FPG) compared to baseline or
a placebo arm;
(p) a reduction in hemoglobin A, (HbA,.) compared to baseline or a placebo arm;
(q) a reduction in homeostasis model insulin resistance compared to baseline or a
placebo arm;
(r) a reduction in lipoprotein associated phospholipase A2 compared to baseline or a

placebo arm;
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wi th nmethods of the invention exhibits a fasting baseline absolute plasma
| evel of total fatty acid (or nean thereof) not greater than about 250
nmol / M, wotogvieatdr than about 200 nnmol/m, not great ePCThER01AI082952 150
nnol /m , not greater than about 100 nnol/m, or not greater than about 50

nnol /m . [00 | p anot her enbodi nent, the suhj ect or, subject group .being
(reated i n alebrElisEEr il fHoHE RbagTa e Va0 R Eth pEtepse a°% BlEEr g
basel i ngypl asma, serumor red blood cell nenbrane EPA | evel not greater

than about 70 nmg/m, not greater than about 60 ng/m, not greater than
about 50 ny/ 4 2 radoctigy manerlculiat® cwbwatcd40 bagplint or mplacgroemtmer t han about 30

mg/ M, or noj .greater. than about 25 /m . .[0078], I.n_anather, enbodi nent,
ot hods of "¢ 1 hrELElieh LR Shedb Al i BREEh FSmBRE AR SRR Bl ect s
(or suljlacbo@rRuUp' s nmean) baseline lipid profile prior to initiating
t herapy. I n another enbodi nent, nethods of the invention conprise the step
of identifyi fig agedushipnén high seupiaet Cyeastipe pidimhseid) spmpgricd topaschee or
follomjﬁgéagg%ﬁ%ine non- HDL- C val ue of about 200 ng/dl to about 400 ny/dl

e at

for exar east about 210 ng/dl, at |east about 220 ng/dl, at |east

about 230 ny(wl) an iatrcheds teraboptiospdipiEBA  coaipatedas basgtiotibr 2pRAcety ai,; at

| east about 260 ng/dl, at |east, about 270 ?gldl, at | east about 280 ng/dl,
at | east abolit ZOHCERgFIM regrblogd sdlymemipsaEPFoeompyred to hasskng prea pieeho
chol estgrol, Vgl ue of about 250 ng/dl to about 400 ng/dl, for exanple at

| east about £60 ng/dl, at |east about 270 ng/dl, at |east about 280 ny/dl
or at | east @bautcd@@®dnnay/ ikreatzamediena mbhisl ofGevarh phosfhoaibmluandlatOredblatid t o

bout 20 d| , | t t about 150 /d | t. about, 160
Pooul 2l PHleft or oS Rag e (R}, dAeR e o RS AR A BFCRKOREIEl about
190 rmo/(@ly). pasklid fA8d E%k)ﬁm%a%tglli&ﬁcn g{id 0-Ybr dRict RiPAON] cERpdIEH & bastiRe APl e

not nore than about , nore than about 35 ng/dl, not nore than
about Jdagehp dim. not nore than about 25 ng/dl, not nore than about 20 ny/dl,

or not t han about,.15 /dl ;. apd/or _baseline LDL-C val ue of about 50 to
Shour JOBER, BohBRt ma Befoits BEHESHreaf® Bbfoniorins ictSutle fgts o
about 98vePéne dr@lort @&Skdré) 8dd faBOt (a BO (YbEVs pi@itto ldesisg tHeaabrboM suBRctry/ d

not | ess than about 60 ng/dl or not |ess than about 50 ng/dl.[0079] In one
enbodi réseeD- clanprndhari gRBodmenty dhe iythedsoporapiéscp adRBEdTINEn 2 HIONHIO8IHIOBagks. | n

erochr ARRENDRN o S BLLSRS RS S g EETEE A, SSORLG, 0T,

are hedy) seadcedmimedabndrsubgogfently Yaking an additional measurement of said one or more
markers.
[0082] 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 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, any 24 or more, or all 25 of outcomes
(a) — (y) described immediately above.
[0083] In another embodiment, upon treatment with a composition of the present invention,

the subject or subject group exhibits one or more of the following outcomes:
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[0080] In a related enbodi nent, upon treatnent in accordance with the
present invention, for exanple over a period of about 1 to about 200 weeks,
about 1 twoabowu730 weeks, about 1 to about 80 weeks, &boaiS2dionsabout 50
weeks, about 1 to about 40 weeks, about 1 to about 20 weeks, about 1 to

about 15 week out 1 to about e out to abo about
e about SN agm s tan g e s adBi O iy eay A0gH ShothicRrg %uz]l%/@t %5 f oot
or subj@eht tHoRUR 180Tt S0QNE: 1Rhst ABER 28D, b Rafolbb Ve (%Y, AUELPMRE 36

reduced triglyceride | evels conpared to baseline or a placebo arm

r educedeaipab@it48Velat le@strqbauteﬁﬁ%oatda@e Ebawe 5690, at [siastodbot armor @t )eaistrvbpefas ed

o ¢ 1 BVEI S B0 TEaRER bomBBREl HangD & BrREgdS Bifling &e AR Sn i

LDL-C | evel S(HARRtRh 30%, Raselsé NessAhan2 (19 akedRe, AE¥thdrf ])O%lﬂ&éh@@tlés@flhdm
non- HDL- C | evel s conpared to basel i ne or a placebo arm a reduction in

vLDL | éVelircreaspeamedneigassasaionddDbrC devslsaeiebeedaetign hyorgHDnErlevdeof At apo
Al | eve %a QHTW %Qleﬁé% g&ﬁ%'vﬁ,%‘l%ét a%oﬂﬂr acelq. Al ouﬁ'lé%,% %&?51?0%333{%, atap?n

A-1/apo 0 ¢ place
| i popr dtssi labomtlm%;la lmfrplamﬁds%) ab &l ab’dﬁt Gt)%a apleastedimaﬁm, eklcast abedtuct i on
in LDL artlcle nunber conpared to baseline | acebo a

i ncr eastd%prit HasibEBL 430 248 I%hﬂ&uéao%oatﬁa@éﬁb% S %i%&@&@uh?ﬁ(% (@ﬁ‘ilal
reduct'%@har{ger&mmn%chsng% i Ehrehe) ESHEGA AMRAE St 0 basel ine or a

pl acebo arm~ (n) a reductionh in o LDL conpared to baseline or a

pl acebo ar m () G)lbmntmhar@eclmmga mcedhmfgacm annint@&sse ngHﬂIa@rﬂavqjd; of as &eaftFPQ)
conpare seline or ebo ar p), & reductj o he j,n_Alc
(Fba cy0eunsar edord bt oo hat SECa PRl sbblebed Sht 2% at et R Aol
homeostiagk Sb&mR R0, | 3eHst Elbcfu%%'s% AN R sCHMAUEY, bPIARSHLNGS AN aflcRitabERO arm
(r) a reduction in |ipoprotein associated phosphol i pase A2 conpared to

basellﬁ@9bﬁﬂéﬁ@ta@8bé5&&ﬁx@%kaﬁ2®edMEf%oﬁwhﬁlﬂh@h@m@kﬂuh@hma%hégmgwfﬂ

nol ecul e- |ne or a placebo arm (t) a reduction in
|nterle8Eq%“%%§§ﬁ§§P%8r aﬁ%§51|ne 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 10% increase, less than 5% increase or no
increase in LDL-C levels or a reduction in LDL-C levels of at least about 5%, at least about
10%, at least about 15%, at least about 20%, at least about 25%, at least about 30%, at least
about 35%, at least about 40%, at least about 45%, at least about 50%, at least about 55%, at
least about 55% or at least about 75% (actual % change or median % change) as compared to
baseline or a placebo arm;

(e) a decrease in Apo B levels of at least about 5%, at least about 10%, at least about
15%, at least about 20%, at least about 25%, at least about 30%, at least about 35%, at least
about 40%, at least about 45%, at least about 50%, at least about 55% or at least about 75%
(actual % change or median % change) as compared to baseline or a placebo arm;

(f) a reduction in vLDL 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;

(g) an increase in apo A-I 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;
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(u) a reduction in plasm nogen activator inhibitor- 1 conpared to baseline
or a placebo arm (v) a reduction in high sensitivity Creactive protein
(hsCRP) cwoparoat7t0d baseline or a placebo arm (w) an | RCTABSIEO0/0829SEr um
phosphol i pid EPA conpared to baseline or a pl acebo arm (Xx) an increase in

red bl ood cell menbrane EPA ed ta b sel ebo arm and/ or
(y) a reduct (BANSHCIFAE Mo dRAT PG Lragp ofat Gageba éJm%i%% 8}%% U NFPor red
bl ood cgblit F@)@tﬁ@éaspibdﬁ%@%aﬁ'ﬁ&s‘%@%& 263% Qt (Qﬁ%ouﬁﬂ@)@%@&i@% %@Bg‘y g d
(DPA), arachi donic acid (AAj, palmtic acid (PA), staeridonic acid (SA) or

oleic d@as(d aba@n)408ampdeast! abait Ha%eldt heasbrbaut éD%«;@b@téﬂaﬁﬂ aljop0 8 99%| (actoale?o

nbodi h ds,of th b I
ovel s B A TuR v el sPEREER s BN b ai BB ahove pri or o dosi ng

the subj ect @y aSudictioh i8MNRPProtdin(adNeichest anbadiaBBmt 5%! helcagtdbods 1@y i se
adm nistering a conposition as disclosed herein to t he sub ect after

basel i reast éb@ltswo/fa aéﬁ@sbﬁb%rzé%mlﬁ keaptsabgwt 266y ehlaapt goapt 30 @y)it kgpg about
d |
oret ﬁ{)?‘eﬁeﬁraktalgﬁt %Fg@ qud}enﬁt lé%%?a{]ﬁbﬂt%@%bg\d% ! a%%ﬁl (S)QEQ)??W f'i@l?t{ alS)ofutt ﬁ@b‘g one

conposi(attol %ichirnye op heslemt %ichwer) b@ﬁparé@folﬁ?)salmdc&aqﬂﬁebaapﬁ,rl od of about 1
to about 200 weeks, .about 1 to about 100 weeks, about to about 80 weeks,

about 1 to afibtfedsptighimamecangydl particlonuplsgof ablea%ék%ut Sa(bc?&éeait abgub e 20
weeks, a@@&%’g ?(bjou{ ? ‘%b%teasjféb%%%% a"f‘ps%'ttab%u{ %S@ba'(,’[%asg-gb%ﬁ%b% a@i%g tabgautt 0

about 10 weeks, out '5 weeks, 1to 2 weeks or about
1 week,35heatdodsit @abduto40%.ui leadt a@ouﬁuﬁﬁ%xhﬁ blas;tsa‘tmmym"/oopr b l@stohhouariP0% or

more of, any 4 or nore of, 5. or an por e of, any 7 or
o6 orCctithyoghiectimiedr e Simigre B Rare or any 15 o
nmore of ,  anyd2nQhcrBRESn flcan DL 191% siRIof aneast%'BMutlﬁA)OJt 18Rt @od%lft 1080%t 15 or
nore of, an 6 or nore of, any or nore of, any 18 more of, any 19 or

m)re ofleasaahor 0l 564, ardeast @lﬁqutalﬁ%,zt least abowt 85%% at boast amubﬁO%oa@le@st ,abanty 23
24 Il .25 0 t b 0
o o SsgP 126 3008, O R PRt BT, oY b BB o,

cormOSI(tauam 9Qfchide ophesiemt % icAMER) tefpartd® SddbiRCdr aflacbbpas group exhibits
one or nore of the follow ng outcones:(a) a reduction in triglyceride |evel
of at |east dbaduedusggn mren@ag}lll@mmlclg@b@leggrol phaftleast 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;

(m) a reduction in oxidized LDL 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;

(n) substantially no change, no change or a reduction in fasting plasma glucose (FPG)
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;

(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;
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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 |wax10ows 55% or at | east about 75% (actual YPCHAISQE08298Edi an %
change) as corrpared to baseline or a pI acebo arm (b) a less than 30%

increase, le n 20% i ncrease, 0% i.ncrease, .| es 5%
i ncrease or alrﬁ ction dn %ﬂmﬁ%awo ugs N Tesistangrqfi %#Pa#hasbﬁ gﬂ

| evel s 194t %Bodtel@% A0t 295 1@%, a@?e%"st %&HQO%‘V%t flast! @8R8 29%0h!ttle§s{0ab@ﬁt | east
about 10% at |east about 15% at |east about 20% at |east about 25% at

| east a®Sutat3ens abaut|305stat é@@h@bo@:s%‘%atat ll®atsaboabéﬁn% 40Mastaabopie 580, abetut
45% at, | east t 50% | east about,, 5 0/o t ab ut 75‘V ctual %
b o P B0t 300Y aR i o nab SR RPN Bt L p et T RO RRR I TP Hk A O

subst andrinal Iy no change, no change or an increase in HDL-C |l evels of at

| east about 5% at |east about 10% at |east about 150/3 at | east about 20%
at | east abolf) DBghctpn llnelayxpr%t@@&sscsw&d ahosphalipasa et anlwgst abontedst atabout
40% at 2%9?? t%@/u ??%B aut! 1‘%@5 t’}b %9"2"()0/atat k%@tséboﬁp%@ éﬁg%é%r L3l | east
about Y ual ange or 0h ase I'ne or a
pl aceb®0as,mt léed) abodt%% talﬂ&mlsﬁﬂ%wt 140%3as &;asﬂ ﬂﬁ)&t tlis\%m aﬁ&%u abonesdd®s, ot ess
than 40% i ncrease; | ess. than 30% i ncrease, |ess than 20% i ncrease, | ess
than 109t ARPEASE7° (agwal %%kﬁnseam merian e cbngs compared &ebasalmepr €rfeethd s or
a redu on in LDL-C levels of at |east about 5% at |east about 10% at

| east about 15% at |east about 20% at |east about 25% at |east about
30% at | eastr) ab@ﬂu&ti&s%inaaceﬂlemadlwls'mmtm@le@x&)le-étof helagdt abind b o,45 Wastatboliteast

about east ut 55% . at st . about ast 5%
ol 0 et Gl RO Rl PRt 188 o Bt P il 30Be 2 e o
arm  (@bofk 33@/@ I' £ 38t éH@)uA@@%Bat' 18MehSouRlIs At of 18RS Tab&ﬁ%% ovat [Rhst hB@sti pahout
10% at |east about 15% at |east about 20% at |east about 25% at |east

about Jeogaldo chmtormﬁdm %5bhgngsd comapared @Hwt:lurm%a rdaccbe agm; about 45% at

| east about % | east . abo t %6 hange
or ot oo o, PR reRRiag i RRRE- €874 Jiesl iouP 37 aPRRYknd Tob it e ool
reduct i 1G9,i4d 1aalsubolue>zel/os atOleagitabb @S, alp Qakt £ifdut 30%| eBishst abowtt3si) % 1@kt | east
about 15% at | east about 20% at | east about 25% at | east about 30% at

| east 56Ut 40508t least pleci 15 %b glilcagtodpuial 0’ corsat l%b@houaﬁl.@@%a(ﬁcm@aétchamt
50% oro,gf.difant <h LorhBI (F6isURe 0 LCHA0GE ofth, Medi an % change) conpared
to baseline or Q‘F%E Bo arm ?s) an increase 1h apo A-l levels of at |east
about 5% at(t) ee@iﬁ,lc‘@(homtpleisﬁ%{moﬁﬁl dc@@sbr inhibitor-1 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;
(u) a reduction in high sensitivity C-reactive protein (hsCRP) 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;
(v) an increase in serum, plasma and/or RBC EPA of at least about 5%, at least about
10%, at least about 15%, at least about 20%, at least about 25%, at least about 30%, at least
about 35%, at least about 40%, at least about 45%, at least about 50%, at least about 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 least about 10%, at least about 15%, at least about 20%, at least about 25%,
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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 awolemgm7®WBout 100% (actual % change or nedi an ®CThsegep3snpar ed
to baseline or a placebo arm (h) an increase in apo A—I/apo Bratio of at

| east ab % st bou 0% at | east about % east about 20%
at | cadt G ?5/» aflegsg té%“%yutt g pbot 4?>é<a§t féa%&ﬁtuté@t’ r3f lqagbputpout
40% atsghpaslicRAPMWut 456‘%, &t 1ch@asbuedioyl, &Oﬁ/‘lea@tra@ﬁt Lhegsta@Rauk, HAR%% fact ual
% change or nedi an % change) conpared to baseline or a pI acebo arny (i) a
reduct|ro¢dltlm%qh|©ogﬁr)®pmphl(e§)t0bwbn@loﬁfplaceﬂoeaamt about 5% at | east about
10% at Ieas€ abOLé ; | east about 20‘V at asth d250/19 %i ast
about 30% a )Ie P%%‘o tmﬁrg@/se Bt 0% s?lmaeb% Ogﬁo srim 39 9 at

| east alNUdHAOVIPAQIA RLPA @a8/r 80 at]l@%%ab@tﬁt%| at%acshawtg@ 10%, BERh &bt
change) corrpar ed to baseline or agl acebo arm éé, a reduction in nmean LDL
parti cl18Ynuidirast doup0%oeaisleasigbert 2584, ahicapiethout aWouet leag@bent I5&agt leabout

15% agagkyoﬁtaﬁ({%,ﬁ%g st @@&4@&0§%§% a]%BRtUﬁ‘EOO? A’l 4gl£%%"t‘§§° a@roé{tlea%g otu"t“ga eagt

about out eas a’bou 1'east a

at |ea5(hctaiﬂc9,tﬂtchﬂlfg@%r (n&;dtamaek, chaglepogeapatd fﬁelﬁhsalme%rfahﬂﬁt@éo agogndreed to

basel i ne or pl acebo ar E)&% an increase in nmea ?arti cl e size of at
| east about o%a igdugtiongp tata olasherpl af 2ty léa%tab%o% %td%s aboytdQ<s, 238k 20%

at | easf,,abpst, %Efe@st a%oult 96‘%, talQQS't”ab %508l le%?tsayboﬁtbﬂ}e‘ a’%“rfe/ st Mout §3&1 ;@bout

40% at | east out east about '50% or at ast a out lgOA) act ual

% chandeasorbare di0an a%eaktaa’mget) A% npdeasd abant B8%elat lrestaboat fi%aoekoleastmabo(tl) a

reducti in.r t-1ike artlc ol este of.. at st. about 5% at

oaert Ao TR 2Pk o8 Freluh S Sl b s Plls ot

25% atjpheASt PHRUEMRQY AL nleBRAS oﬁ%%res%ﬁf’/‘?nvéﬁtldne@ﬁﬁyrﬁ@%asﬂ% baAklidceast
0

about 45% at |east about 50% or at |east about 100% (act ual change or

medi an 195adhahgey ocofmarr@edk@ro sbtafoethi me(adpr- @) mrlacébdoanmthﬁ( ﬁt}bja:troectubjtepton in
oxi di zed LDL of at 1reas]‘t) bout g mg&@} east 1rabou& 10({lrl | east 1bout 15%
at | eat Foodf" FHETAFT Ut P P ringo 8, COMPOSERG: Sapout
35% atdidchssl hakauto ﬂ{%%ibjébt éf&;@fbhsoalh@ Wvehadfh o or R tmake tsetfdbth i (a)at

| east about 100% (act ual %chanae or nedi an % change) conpared to baseline

or a plGitakodatermingdy) anghpehsagiangy | tyking & heaege, mersuEmehy ©f dhe #ne edu@ercon in
2t B LGS TR g TRy B o least about 10
30% at[00&Fst Inadnothicr 3nbodiaicni, @psi trahiment wila cainpbadsi ofidhe presdmtiipveaitioheast
LU IS O e T T SR IR

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.

[0086] 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
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baseline or a placebo arm (0) substantially no change, no change or a

reduction in henoglobin Alc (HbAic) of at |east about 5% at |east about
10% at Iwezb1a0W8 15% at | east about 20% at | east alPOWUS2GYH03E2 | east
about 30% at |east about 35% at |east about 40% at |east about 45% or

at | east ahout 50% ual, % hange n %c e) conpared

el e ne M Phaaploss, SSprot oaos & b eSS e So dRE e fom

i nsul i NehRS '11%&1%“&@11&% at Heﬁﬁﬁétrﬁ&%&q@e@ & ydp%‘&éﬁl @P%ﬁ b0fbterlind €8t about
15% at | east about 20% | east about 25% at | east about 30% at | east

about 38%4m alsmlgeasmdaab@mblmwwalmmemsaab@ghmq@% 4D paticleabouber50%h, or

at | east .about 100% ual % chan nedi an % chan ared t

el B sz Rt Elined SR 5%y BREMAR A EHREP STEIRR RSy
phosphatdriases Ifpdpedteiat ahEBBL- Iﬂia,@pﬁol %oe A2 cérﬁ@@&et@ﬂﬁh’éd £:61% EPIT Al fastha @bout
15% at | east about 20% at | east out 25% at |east about 30% at | east

about 3S4M #nd|SEEE, ESDIAIVAIIUSHE wagltatlgbamumswraélpnl féglgth%o@m@wb or
at 'eaSLDEbRHérC%RQa{O écﬁl%&%iﬁ"To@e&hé"lggucgntéﬁe%kﬁ{lz° &é’@@%f)bfecc?e% .#% grﬁrn

basel i ne or fonin |n race
mol eculserund uSlhg atand@@dsdnzgine UinnbMpadby kehsiquad oUhestG¥ohnaguck @as ticsakibed inl5%
at Ieast about 20{’& at | east about 25% at | east about 300/21 at Ieadgt about

35% atdefaalaiy stapsiaist teathooksation exwaipla i Fusdmeataly abstinigpbbbersioy. or Ed
| east a(ggﬂ AQWM ﬁe{?ag?n\g@ S)Junﬁﬁg'c%ﬁgaétfha”ge) conpared to basel i ne

or aplaceoarm are Tonin inter n-6 of at |east about 5% at
| east dB0O8IA] ]lﬁi%neambloémmm abbjetts I¥foratp tb ddsbushoior tBlYpd sample asticcabout
25% at,. | east 1ablouﬁ ég at | east about 35% at |east about 40% at | east
about 4895%agpl @ BUt 50% or at |east about 100% (actual % change or

medi an [Yegd)angR) asRaebdiRcRaaR! bt@ﬁen@ﬁn@nﬁb@%md@r Mmdthod éf fr@&lﬁfgt &ON in
pl asmi nogen activator inhibitor- of at |east about 5% at |east about

10% atpréeasng aboury m:z's%rclmlest@@lsmlaabmiéor 0% dyslipidersta @b@mcks_t&%yms Ileeast
about 30§“% Ieastten bOtIJl (g& g 0east ab(g 1tn Atfero %t ea tntabout 45 at
| east aBSUIP5808 PR} rasds fhekesh g JovRg AT UA e ARG P BT YD 7S
change)coapapieiosdad @Lsélaé‘e@ HeREn. () réateddutot@ient,thé !pﬂ:@er&&ﬂﬁdnhbﬁ ipkdtides a
C-reactive (E)rot ein (hsCRP) of at |east about 5% | east about 10% at

| east dpethed aborlueging frégivgeridp develsapgsulitecy @awaea%dzhenzw%m% witiasttatibheyut

2800?],[ a&ﬂ%ﬁr‘?i%xt%@%&&elé?s%’ nfdhot h%iaaﬁl AbYhsiddel 1ﬂ£déqﬁgt%t (P%Q&)éﬁck‘lo%@ty&t yeast

hyperlipidemia).

[0089] In another embodiment, the present invention provides a method of treating or
preventing risk of recurrent nonfatal myocardial infarction in a patient with a history of
myocardial infarction, comprising administering to the patient one or more compositions as
disclosed herein.

[0090] In another embodiment, the present invention provides a method of slowing
progression of or promoting regression of atherosclerotic disease in a patient in need thereof,
comprising administering to a subject in need thercof one or more compositions as disclosed
herein.

[0091] 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
patient in need thereof, comprising administering to the patient one or more compositions as
disclosed herein.

[0092] 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

29



| east about 100% (actual % change or nedi an % change) conpared to baseline
or a placebo arm (v) an increase in serum plasma and/ or RBC EPA of at

| east abowio 28#/122103| east about 10% at | east about 15% Ppat/use@sio3mbout 20%
at | east about 25% at |east about 30% at |east about 35% at |east about

40% at | bout 45% ast about 50% at.l east .about 1000/ at | east
About * 5oeaD and B0 e gk st e o Pas it SoRuPiE BTSSR OFhSRAGR)

conpar %eto?m%mﬁt%ltﬁfns%s lsélé%lphéi‘élﬁl (w) an increase in serum
phosphol i pid and/or red blood cell nmenbrane EPA of at |east about 5% at

| east dB0W] 1OWnegmbodamsdnt, aﬂbfwmp%ﬁ%l ofithe lea@ttloabmdmm@%reéto 3 mlvgﬁtct about
25% at | eas t ,abo t 35% east. % | east
chont gsstnt sfRthy el &85 oG A e heBhano o SR bt u T Bp o000,
or at |@aso P astabdao3000ass Udbul’scloanae: moorfﬁgilaaaut%sclhgwgao@ oFpRMEdort O
baseline or a placebo arm (x) a reduction or increase in one or nore of

ser um pbesipHY mgi e abedy H000 wg. B}rcﬁx@m@éq #bopHAS mpabopinl 0bmen glpwr126/msf  at

| east 0 t,-abayt 20%
ot T eacOl LRy gZbpd &35S (AR0Hbuc 306 o, s SR SARE nohE PSa Bl WERR AR, OOV
40% atabben3d0 agpuboud3% mg, dbeasss(abxgutabdaﬁWsahg,l #Rat 4ohaiy, abs9H4d5 mp, | east

about 75%(act ual % change or nedi an % change) conpared to baseline or a
pl acebd a\ﬂrﬁl Lgy 61?0%@75511% Qut P YhMen 2P 2125 RS BOHEPH) M 289Ul YasPZabout

5% at u I t tpb e ast
ab%ut 23!%) (ﬁﬁ%atg?&gt?ga?}l %O%?ﬁ{ 6%9%&%#06&? n§ Al "7‘?(2 %Qﬁ%tu?t%‘% at
| east aiboum 75¢BPAg about astmgbabatit SO mgatbdie £ ragoahouBB% org, abodt%ﬁtmgbout
75% (act ual . % change nmedi an % chan are sel i | acebo
oo E e o0k G B rentou 456 RSB PR dount O touh (BB e
measur '%Qu@ﬁ%@'rh?edbbﬁﬁ/ﬁi?% @, é%ﬁt PIOOMRE CabFBf KEI5Sms, eiboﬁpléﬂ) Ihg a(b%)lt 104y )
prior to dosing the subject or subject group. |n another enbddi nent, the

met hodsmg.abori 5200amgi atiovt €23 hpgaaleoird 380 migoabas 1d7é mgagbdutrﬂéﬂélrrng tapotthe

e aotrnined oint Dupsctunt F0 PRl T0E el A bR aneabbll 1 DebRbne o

nor e Mabker B73smERasut ED0ahe kivsel 1528 Ifl%l’ab@QUDSﬂOl B8 ol el £150mg [ £438b] 600N
anot her enbodi nent, upon treatnent with a conposition of the present

i nvent iBg%, abpaf 1@5@%4 oyl bpShimgephasd 1675 atg@aboq 17780 arnﬁa@bt)l@old2m§boatbout 1
9ot e gkl SuBP, (80, 980k . ABRC S A P2 ek,
weeks, abbotl9o0D rhe ﬂ)bOUI92.’52mg\mbﬁt 19i0aug, dbotio]l Bdong, ddun@@Ismg, 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.
[0094] In another 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
a Western diet consumer. 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 diet may alternately
or additionally be characterized by relatively high intakes of red and processed meats, sweets,
refined grains, and desserts, for example more than 50%, more than 60% or more or 70% of

total calories come from these sources.
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about 1 to about 5 weeks, about 1 to about 2 weeks or about 1 week, the
subj ect or subject group exhibits any 2 or nore of, any 3 or nore of, any 4
or nore oVQ2arw123100r nore of, any 6 or nore of, any 7 oPCRAISe010/0329any 8 or
nore of, any 9 or nore of, any 10 or nore of, any 11 or nore of, any 12 or

nore of, any 13 or nore of, any lé:‘)gé%&g of , any 15 or nore of, any 16 or
nore of, any 17 or nore of, any 1 any 19 or nore of, any 20 or

mor e ofjggey]y 2 T:heoﬂ'ollm rg Qytarnlﬁ&y al%Zf&rﬂmfa%w@fpur@(més 23140 FndRhSuIRT not 2Ry 24
or nore of, or all 25 of outcones (a) - (y) described i'medi ately above.
[0086]<Pamanét@ﬂ@mﬁ@9ﬂwlﬂvmﬂemnlbeﬂn§a§ured in accordance with any

clinic u%?qCﬁfptable nmet hodol ogy. For exanple, triglycerides, tota

chol est DL- C and fasting bl ood sugar can be sanple from serum and
anal yzggoesi U@T‘éﬁtdf&ﬂﬁc@ﬁﬁiﬂ@@)ﬁ&aﬁ%ré@%ﬁ%cﬂﬁiﬁf&mgﬂ@h—‘pﬁ@ EthPLEEABd6XUDL- C
can be cal cul ated or determ ned usin serun1I|p rotein fractionation by

pr epar dtBALe~31p telated Aetey m@évbséwcahel Héaqginsht 0 aﬁtnhﬂé@wberaﬁaﬁlwl igtopy

refract | r B and
nacrp o dsiadfep e SRAKIC Sod kT AE Rl bHARTE! GRRBLI R LB AonpefiiR 0 2

Li popr qickitin (~al)4‘V&)al‘gl§fmrdﬂ€(t~E%)] seditblr sstus@r Y1 7195), Ngalsited nabdutibnt Lg'eblltldl aetric

i nmunoassay .t echni gues. article nunber and particle size can be

det er miEdeH SyatRy- rméﬁoe@@raﬁlﬁsﬁ@mn?w@%ﬁ%@élsmdﬂ)cogwélémgd%%w filkapthent s
| i popr ma or
serum o SR e B e B o b BB e
Ckidizddzmegehﬂhéﬁhé%Dahémm&ﬂhéﬁi@%)nDIecule- 1 and interleukin-2 levels

can be ed from erum us andard enz i muno y techni ques
Those. R st SPuPaRERH ebCPRPuaHEr  ompoShaNnarts TS PusoRan p?@?%ﬂxanm e
Tietz F\Ml'ﬂgl@%fbt s%'a&d%’hd @ldr&i ﬁaéltthﬁW@%O% Rﬁtd? 3BCC/EPBY RH For ARIMVEA

Borter Eds.), WB Saunders Conpany. [0087] In one enbodi nent, subj ects fast

for up ared m@nﬁmurét phrel @rd of)stbtagodcmnlpdi averobpensti and, pdr@xld@x/almpl thb(ﬁlllt 10
hour s. q q ?d V}theTpBFngt inveniion pr y 4%

met hod "0 “¥'# e%Y%‘? ﬁ‘&a é‘x?&% Ag pERIY "Ry Ser cRETEsT 8 SPRMIR AR/ OF “hi xed
dysllpuﬂﬁ&kﬁf&ﬁaggylckson Types Ha and lib) in a patient in need thereof,
conprising adm nistering to the patient one or nore conpositions as

di scl osed herein. | nTabfel. &%%léwmwmeq/kgi@w@emger nvention provides a

[reatmont w th CSTRPPRCR] THPRn FXCRHAbdy LN ats JoreRdr oy 16
consi dered i nadgquate (Frédedrh sk 0B YRR, Ry hyperTrprdem aj.
TC 1.6 - 32 3.4
CcC 1.9 - 3.4 9.6
Storage at 30 °C/65% RH
TC 1.6 2.0 3.6 4.8
CcC 1.8 1.9 3.5 12.5

[0098] As is seen in Table 1, the Test Composition fill material exhibited much lower
peroxide values after 6 months of storage under both sets of storage conditions. No
significant differences were observed between the Test Composition and Comparative
Composition fill material in terms of potency of EPA-E and related substances throughout the
duration of the study.

Example 2

[0099] Test Compositions and Comparative Compositions of Example 1 were prepared and

packaged in blister packaging (50n PCTFE laminated with water based adhesive to 190u
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[ 0089]

I n anot her enbodi nent,

t he present

i nvention provides a nethod of

treating or preventing risk of recurrent nonfatal nyocardial infarction in
a patientwei2otp/a7tBst ory of nyocardi al infarction, conpPCIiusQoiIamsiont steri ng
to the patient one or nore conpositions as disclosed herein. [0090] In
anot her e iment, the present inventjon provides a nethod of slow. ng
PR e T AL TS A M G AR e S

pat i entcdmpdiatfhs e aRh. strOdBr didieN 95 admEon) RiLS M9°¢00% RHMHES thetifd Beed

t hereof one or

nore conpositions as

di scl osed herein.

[0091] I'n

anot her

enbodi reift |12 ohad6 pratlent At the end iod stoprasy capeslea weet dppdcdhnd theararergdoralues
s.IV and V

hyper i BT R PR b HEEIPIE R B

| evel s

%

[ 0092]

gﬁ%ﬁfegﬁﬁggg%m nistering to

I n anot her

the patient one or norMI€2MPESkide NBuSMUPEKRS)ASHSh SR BEe-
enbodi nent, the present Jinvention nrovides a nethod of freating subj ects

havi ng very |hi gh setﬂaﬂetind: Jiyer i de3 Mevel $6(\Mo.g. |t Mat er | 1Bao.1d00 mg/ dl or
greater than o—af-e—at—t--sh—of—devetlopthg—panereat i ti s,
conpri si ng adniniste‘Pﬁ@eﬁbzéﬁg%ﬂéf$@ht one or nore conpositiong as

di scl osed hegrgbn. [PRY3] Th_one enpogi ment, @ conpopsi tionggf thy i nvention
is admnistegred to jp subject in an anmpunt |[sufficijlent to provide |a daily
dose of eicgs@Pent agho6i c aci-d of about 1 pg.3t o abdui? 10, 000.1ngy, |25 about
5000 ngy, abgut—50—+tp_—about'3000 about/5—g—te—about'2500—+g, or about

A4 T \Z1L"AA% LY \Jg L] y AT OUUT u
100 my to abjout 1005$ﬁﬁ$e@6%)é;géﬁT%Habout 75 ny, about 100 ny, |about 125
abogt 250 ng,

ny, about 15907AD; arggt I75,00, ab 2007 g, about 225 1o,

about 275 . _about| 300 ng| about |325 np, |about 350 ngy, about 375 ng, about
400 ny, aboutCa@z25 .6about 3450 ny,10about | 488 ny,| -about 500 ny, |about 525
mg, about 5 s SLHt—B600-g—abaut—625—g—abodt 650 ny,

g! J 97
about 675 ng, about 700 ng, about 725 ny, about 750 ngy, about 775 ng, about

o, andafilsonte i ot P TER ol anfbipd AR pE% hea bt o
My, abaifter 3065 ang, 1 2ah@iths AflO@aggat 2306160% BAb aithafi@loBand 6 bniigs, ofatwoage 1075
about 1227%%%1{ about 1225 }%Coabout 1250 , about 1275 ng, about 1300

ng, L ng
ng, abgtfV1s airempanesse tha ompdaiveSompefionshout 1400 ng, about 1425

L T
ng, abdui0% PoOmugth whaouss th? Zeommyratado dlgmpositions showed an average decrease in E-

EPA potency of 0.44% per month. However, similar results were not obtained with the same

batches in Example 1 (not stored in blister packages). Additionally, the related substances

measurements did not show any concomitant increase suggesting normal analytic variation

may be responsible.

[0102] When the peroxide values were forced to linear trendlines, average slope values
between the Test Compositions in Experiment 1 (no blister packaging) and Experiment 2
(blister packaging) were similar indicating that the packaging is likely not responsible for
prevention of oxidation.

Table 3. Peroxide Value: Linear Slope Comparison Between Example 1 and Example 2

Test Composition Comparative Composition
Storage Slope (Meq/kg/mo.) Slope (Meq/kg/mo.)
Conditions

Example 1 Example 2 | Example 1 Example 2
25°C/60% RH | 0.33 0.35 1.45 1.03
40 °C/75% RH | 0.56 0.66 1.81 3.00
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1750 ng, about 1775 ny, about 1800 ny, about 1825 ng, about 1850 ng, about
1875 ng, about 1900 ng, about 1925 ng, about 1950 ng, about 1975 ng, about
2000 ny, wbaoty/2003 ngy, about 2050 ng, about 2075 ng, alPOWUS2W0032982 about
2125 ny, about 2150 ngy, about 2175 ng, about 2200 ng, about 2225 ng, about
2250 ab u% 2275 ny, about 2300 ny, about 2325 ng, about 2350 ng, about
2375 %X%@G 2400 ng, about 2425 ngy, about 2450 about 2475 ng or

. my, ;
about 29963)m0A §R8QFkon! RsARA! NeforRB® 8dicaERles FMkadpld DR oARINMRISOHHSCE-0sed
herein are used in treatnent or prevention of a subject or subjects that

consumeERA usiagittei Rotating @l wsisCal wethofl setdneh endyaniarakn et alt, B¥ssmthodsstsofy t he

i nventi incl.ude .a step of .identi,fying a.subject.as a stern diet.
consundiD6 MEelt HERe i deraha s T g Ree L e e ienl
subj ectTdcanéle aid, MESYLE603 d198D) COnsdHi® s wekbas §@ foreh bdswern diet” herein
refers generally to a typical diet consisting of, by percentage of total
cal ori es, about 45@9@6(éﬁbut 50Bheanbbly dr at e, about 35%to about 40% f at,
and about 10%to a %.pr ot ej Western diet may alternately or
additionally be chgﬁg%¥ég%%%d byK@g$é;ively hi gh i ntakes of red and
processed neats, svwWeadpsratiref i ned7gcai ns, and desserts, for exanple nore
than 50% nore than 60% or nore or 70% of total calories cone fromthese
sour ces. EXAMPLES [ 409B] The f ol IMillipeye dxdiophelyc fiter sheetsi | | ustrati ve

pur poses only and ul ot be %ﬁﬂ§ r Jm.tlng the invention in any
manner. Exanple 1 ? 09 %%“Test np%§#ﬁ|%%§?# ﬁgg/prepared conpri sing
ul tra-pure Ethyl - ERAtér64a EEPA, Abs3dt¢ Ethaheld fatty acid substances (no
DHA), and ~ 0. 2% al pha tocopherol) filled into soft gelatin capsule shells
(-500 mg fill wel giempls: capaldry B g 446 Woger IQHpAISTng gel at i n
(-449%, glycerol (-7%, sorbitol solution (-17%, nmaltitol solution
gelatin and purified water. A Conparative Conposition (CC) was nade

conpr i 40hed]t heTharmnples weas andlgzclestainSo ppoir¢ricorstdmdardf piepadd iimtethafighet Ha

Capsul es_nmade froma gel. c ri.si of glycerol . (-20%, | at i 43. 4% and
wator (C3B08 o] Of ORI Caifb A T R () R mer o
then plAgehition et RAGSHBMIhE&wIR raeggeﬁi @gr&@ﬁa@wé@ﬁnﬂmﬁﬁd@ brefe Ge80% RH
or 30 C65%RH for a period of 1 or nont hs. At the end of storage,

capsul esniler @ bpepedraed bpeYamzaEi ORI daga; ofuceihated igelatimegapsules). vidisscdwtainy zed.
Resul t Sprgt':ll% osfh t%\éw}n\ller}lti-\l;gbclagsu}e %8‘%1’186&190611 %fas Ca?s%sg\!a usatefdr Q}m tltlehi)gc?dle method in

media containing buffer, SDS and IPA (100 rpm paddle speed, 1000ml, 37 °C). Samples

were removed at intervals and analyzed against a standard solution (9.5ml/ml in methanol) by
HPCL. All data are shown in Figure 1.

Example 4

[0105] Bioavailability data were obtained for a capsule shell according to Example 1
containing 500 mg E-EPA (AMR101) and were compared against reported by Yamazaki data
for 300 mg Epadel capsules (succinated gelatin; Comparitor 1 and Comparitor 2). Tmax data
are shown in Table 4 together with dissolution percentage at 60 min. Full bioavailability
profiles for EPA succinated capsules and AMR101 capsules are shown in Figures 2 and 3,
respectively.

Table 4. Dissolution and Tmax

Dissolution at 60 min | Tyax

(%) (hrs)
Comparitor 11 | 77 6
Comparitor 2° | 75 6
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di fferent batches). Table 1. Peroxide Val ues (Meq/kg) Upon Storage. [0098]
As is seen in Table 1, the Test Conposition fill material exhibited nuch

| ower perwRi2dw/nalodes after 6 nont hs of storage under b@Ch/USRM19/085955t or age
conditions. No significant differences were observed between the Test
Conposition and rparatiye—Copp R ost+toen—FH1HH—matertal—+nterns of potency
of EPA-E and rel at It ances ?hroughout the daration of| the study.

Exanpl e 2 [ 0099] |esthggga ishdPD %&gg% nposi ti ons of Exanpl e
1 were prepared and pac é b?ls?g% pac aglngq? Om PCTFE | am nated with
wat er based adhesi ve tdh$9ﬂash@b$lpvmganduhﬁaF3§éaM£d to alum numfoil).
Packaged Test Conposi tii rativ ns were then stored at
ei ther 25 C/ 60% RH or ‘%8&5 C&%EW%@%@“@@% 83 6, 12 or 36 nonths.
At the gpgbjof A§tcﬁﬁ %g%eerpﬁ&%ufa%% X\BAMKXD@V&%Hlb%&j ghdd®r I?leEPA' AQoMAbHYS qf the
fill contents anal yzed as shown in Table 2 (average of the three bat ches).
Tabl e 2ninpssoxiddlea IShmﬁer(Mqth@g)wasa@pOIStdofoagF@apquenAyl Perciatad gakatinabl e
2, the Tesq Conposi tion exhi bited nmuch | ower peroxide values after 3, 6, 9
and 12 FBHYRs of storage at 25 C/ 60% RH and after 1, 3 and 6 nont hs of
storage at 40 C/ 75% RH as conpared to the Cbnparatlve Compositions. [0101]
At 40 0OC, the Test Conposition showed an average decrease in E-EPA potency
of 0.30% per nonth whereas the Conparative Conpositions showed an average
decrease in EEPA potency of 0.44% per nonth. However, simlar results were
not obtained with the sane batches in Exanple 1 (not stored in blister
packages). Additionally, the rel ated substances neasurenents did not show
any concomtant increase suggesting normal analytic variation may be
responsi bl e. [0102] Wen the peroxide values were forced to |inear
trendl i nes, average sl ope val ues between the Test Conpositions in
Experiment 1 (no blister packaging) and Experinent 2 (blister packaging)
were simlar indicating that the packaging is |ikely not responsible for
prevention of oxidation. Table 3. Peroxide Value: Linear Slope Conparison
Bet ween Exanple 1 and Exanpl e 2Exanple 3 [0103] A dissolution test was
performed on capsul es of Exanple 1 containing 500 ng EEPA using the
Rotating Dialysis Cell nmethod set forth in Yamazaki et al., Dissolution
tests by
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RDC net hod for soft gelatin capsul es containing ethyl icosapentate,

Phar maceuti cal Technol ogy Japan, 15: 595-603 (1999). Conditions were as set
forth belwa20RDC7103| | : Phar maTest Paddl e speed: | OO pm PERsSe@Evsms2 370C
Filter: MIIlipore hydrophobic filter sheets Inner nedia: JP pH 1.2

di sintegration nedia Quter Media: Aﬁﬁgb%%e Et hanol Sanples: 5m taken at

10, 20, 30, 40, 60, 100 and 120 mn 0104] The sanpl es were anal yzed
agai nstwaatistRiBac]: standard prepared in ethanol at 0.5ng/m, the anount of
product dissolved at each tinme point was then cal cul ated. A good

di ssolution profile was obtained with a Qys of approximtely 60 m nutes and
a profile very simlar to that gener.ated by .Ya aki .tJPodata; ,succinated
Gelatin cape esy MuisRloHD o BPBRTiPL Pl 2 RN 5L ERRs Mo b £ on
was al sapaNalshét, egdhdy¥int the kigioEag O bh dt1iHe PetoxE@N AL IndY gadhkdrethan SDS and
| PA (100 rpm paddl e speed, 1000m , 37 0C). Sanples were renoved at

i nt er vaYlsd/sadnérpeny sensce ghthssompositian 4623 ° 6 8nd 0P vrRiddosnperiad ofd mentianol )
by HP r . Fi e 1. 05] Bioavailability
dat a %P%%ﬁ%%@ﬁ%ﬁé@%ﬁ%ﬁd;% ﬁ‘ojtéé%ée?gﬁmﬁlgg ()eh%éarrpl e 1 containing
500 ng E-EPA (AMR A ) and were conpared agai nst reported by Yamazaki data
for 300 ng Epadel capsul es (succinated gelatin; Conparitor 1 and Conparitor
2). Tmax datZa ar el SHORANZGSuGeah cemBositRyeeHelrinyl thesiia 815 kR A dvetherideht age at
60 mn. Full bioavailability profiles for EPA succinated capsul es and
AVMRI O capsules are shown in Figures 2 and 3, respectively. Table 4.

Di ssol uti on Jand ThexCapsatcatisdeomposiig offf;laionAtveheran th82ByRHP A2coGggusul e
shell = 134 ;. _coptents.=.327 Mean of three hatches usi ng RDC and pH
150 Or0eperatbout sl SuE G AT Ay e LR UPC e QP Ent or - EPA

di ssolution by 60 m nutes, and had a shorter Tmax than was reported for

Epadel present in succinated gelatin capsul es. CLAI M5
4. The pharmaceutical composition of Claim 2 wherein the ethyl-EPA contains

less than about 0.5% of any individual fatty acid other than ethyl eicosapentaenoate.

5. The pharmaceutical composition of Claim 2 wherein the ethyl-EPA contains

less than about 0.3% DHA, if any.

6. The pharmaceutical composition of Claim 5 wherein the ethyl-EPA contains
substantially no DHA.
7. The pharmaceutical composition of Claim 1 wherein the ethyl-EPA comprises

about 0.1% to about 1%, by weight, of an antioxidant.

8. The pharmaceutical composition of Claim 7 wherein the antioxidant is
tocopherol.
9. The pharmaceutical composition of Claim 1 wherein upon storage of the

composition at 25 °C and 60% RH for a period of 6 months, the EPA has a second peroxide
value not greater than 7 Meq/kg.
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What is clainmed is: 1. A pharmaceutical conposition conprising at |east 95%
EPA encl osed in a capsule shell, wherein the conposition has a baseline

per oxi de wel2ow/not3greater than 5 Meg/ kg and upon st or ageTafS2010832952
conposition at 25 0C and 60% RH for a period of 6 nonths, the conposition

has a secon erQxi de val ue not greater t 8 kg. 2. The

phar maceut i P oo B e cr SR o aF & oo bRin Shen ripragepal e The
phar mac@poSigibn 40P 08 iaht 309PR HGoRh [PerodBEE Shdhtlidh et PN ha ERAGRBRIJASd €ss

t han about 1% of any individual fatty acid other than ethyl

ei cosapehtcawmngesatsr than 6MHeq/fsbar maceut i cal conposition of Claim2 wherein the
et hyl - EPA contains | ess than about 0.5% of any individual fatty acid other
t han et hyl eicosapentaenoate. 5. The pharnaceutical conposition of Claim?2

wher ei n t he gt hyl FiisPphLantaitasl baasositanoflsin Q. dedtdAupdd stmdee 6f thkhe
phar maceut i cal co%m tion of daim5 wherein the et h%I - EPA cont ai ns
subst arfowopijiopat BHAC apd 6FheRpHar ppseod PEaImabp &1 ERdAas e seyoad metoxidter ei n

t he et &deﬁfoe\gpegﬁéﬁéﬂa%ﬁﬁ N’;}Q(g/g%tf) 1% to about 1% by weight, of an

ant i oxi dant. ar ma cal conposition of Caim7 wherein the
antioxidant is tocopherol. 9. The pharnmaceutical conposition of Claim1l
wher ei n upon storage of the conposition at 25 0C and 60% RH for a period of

6 nonths, t he- EPAlRaghamaeubisy panraeitiod dfalClmnbl VjicEat &poR piiage ReHrkg. 10.

The ph i (5 st/ i \Q{g@{t i r foedk
corrposﬁoﬁggg%h%gk%cegﬁg%g({;oﬁ%ﬁggegbcggt}léo o]?’ %h eﬁ%’lﬁ?ﬁ%& Qts e%% g\r&hxg(% a

second vabremot deeateathsg l0dVlegkgat er than 6 Meq/ kg. 11. The pharnaceuti cal
conposition of Claim1l wherein upon storage of the conposition at 30 0C and
65% RH for a period of 6 nonths, the EPA has a second peroxi de val ue not

greater tham3l2 Magy kghrmhéeutithe cRRFSIRAEHE i@ qORReRIH l}ﬁdih QforfdabiMitel
wherei n upon storage of the conposition at 30 0C and 65% RH for™ a period of
6 nont empokitoERN3MEES aad H6oRH lpe r exiidé o &lnmthro thegE R4 thes a tseeomd poravidy/ kg.

13. TheVa ur%al{ortrgge% e%‘ltl‘?a%ll()%\%%gg.l tion of Claim1 wherein upon storage of the

14.  The pharmaceutical composition of Claim 13 wherein upon storage of the
composition at 30 °C and 65% RH for a period of 6 months, the EPA has a second peroxide
value not greater than 6 Meq/kg.

15.  The pharmaceutical composition of Claim 1 wherein the capsule shell

comprises a film-forming material and at least one plasticizer.

16.  The pharmaceutical composition of claim 15 wherein the at least one

plasticizer comprises a hygroscopic plasticizer.

17. The pharmaceutical composition of claim 16 wherein the hygroscopic

plasticizer comprises glycerol.

18.  The pharmaceutical composition of claim 17 wherein the film-forming

material comprises gelatin.

19.  The pharmaceutical composition of claim 18 wherein the film-forming

contains substantially no chemically modified gelatin.
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conposition at 30 OC and 65% RH for a period of 6 nonths, the EPA has a
second peroxi de value not greater than 10 Meq/ kg. 14. The pharmaceuti cal
conposi t iwa 20f0/F@WBmM 13 wherei n upon storage of the compoFitsean/0ar9s80 0C
and 65% RH for a period of 6 nonths, the EPA has a second peroxide val ue
not greater than 6 Meg/kg. 15. The pharmaceutical conmposition of Caim1l
wherein the capsule shell conprises a filmformng naterial and at | east
one plasticixer. AR phlendBalARC@HIPoSifibn COMASMT 19NwAkreh] ahdD fim-RbgIR N the
at | east one plasticizer conprises a hygroscopic plasticizer. 17. The

phar macentainsasubgarpdsinoisoecindtedgeatm. 16 wherei n t he hygroscopi ¢ plastici zer
conprises glycerol. 18. The pharnmaceutical conposition of claim 17 wherein
the filmformng material conprises gelatin. 19. The pharnmaceuti cal

conposi ti on 1f clBicprhEnyhiatiedl tohipsifibh BF T MQwheRtrrihecapids Mt hald y no
chem cally nodified gelatin.20. The pharmaceutical conposition of claim19
wher ei veiglt rptio of gdatri taglcsrl off Abow dbst totiost 19ilno succi nated gel atin. 21.
The pharnmaceutical conposition of Claim 18 wherein the capsule shell has a
wei ght ratio of gelatin to glycerol of about 2.5:1 to about 10:1. 22. The
phar maceuti . corfoghaimadeutéal CoaiposifiBn Wh €Nl & aceaptiel capsitebticllnias aa
weight ratio of gelatin to glycerol of about 4:1 to about 8:1. 23. The
phar mactightaatio eberhdu toigdyrerr ofrbeuttalstoaberiet:h t he capsul e shell further
conprises a non-hygroscopic plasticizer. 24. The pharnmaceuti cal conposition
of Caim2 1 wherein the non-hygroscopic plasticizer is selected from
maltitol, |&B3titdlhe phylmacehticdhgdmpgenat edClinarl 8 wheydn dicymaside almdl fytthernse
syrup. 25. The Ehwceu“ C<’il| conposition of Claim22 wherein the

non- hy gPBPESH Y- B PCPEP BHMEFT-ses maltitol . 26. The pharmaceuti cal
conposition of Claim2 1 wherein the capsule shell has a hygroscopic

pl asticizer to non-hygroscopic plasticizer weight ratio of about 1:1 to
about 8:1. ZA. Thihcppharmacwiticilcedmppsitposef Cmmo?1 @haiom 2hel nowby gioscopive
capsul epla?srt]i%{zler ri1sa§eléacted from maltitol, lactitol, xylitol, hydrogenated starch hydrolysate and

glucose syrup.

25. The pharmaceutical composition of Claim 22 wherein the non-hygroscopic

plasticizer comprises maltitol.

26.  The pharmaceutical composition of Claim 21 wherein the capsule shell has a

hygroscopic plasticizer to non-hygroscopic plasticizer weight ratio of about 1:1 to about 8:1.

27.  The pharmaceutical composition of Claim 21 wherein the capsule shell has a

hygroscopic plasticizer to non-hygroscopic plasticizer weight ratio of about 3:1 to about 5:1.

28.  The pharmaceutical composition of claim 1 wherein the composition has a
dissolution profile as measured by RDC wherein: (1) at least about 20% of the E-EPA is
dissolved by 10 minutes; (2) at least about 45% of the E-EPA is dissolved by 30 minutes; (3)
at least about 80% of the E-EPA is dissolved by 60 minutes; and/or (4) at least about 95% of
the E-EPA is dissolved by 100 minutes.

29.  The pharmaceutical composition of claim 28 wherein the composition has a

dissolution profile as measured by RDC wherein: (1) at least about 20% of the E-EPA is
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hygr oscopi ¢ plasticizer to non-hygroscopic plasticizer weight ratio of
about 3:1 to about 5:1. 28. The pharmaceutical conposition of claim1l
wherei n tWe 200vMROMBt i on has a di ssolution profile as nme&SuUSA10H3IELC
wherein: (1) at |east about 20% of the E-EPA is dissolved by 10 m nutes;

| ohst Aioan e 00 Jrmip e Emhcrs oo d oo Sheg- BB Hisudd Bhof Bingay &
| east ahoukt A ofoot RE tfe ERPA & ﬂhs%ﬁ%ld\’tﬁi%(bﬁn&g&, ha '€4)ea?t-l_ea?s_93bom©5% of

phar maceuti cal conposition of claim28 wherein the conposition has a

di ssol uh¢ BrERX of disselved byd@8umiedtcby RDC wherein: (1) at | east about 20% of
the E-EPA isdissolved by 10 mnutes; (2) at |east about 45% of the E-EPA is
di ssol ved by 30 mnutes; (3) at |east about 80% of the E-EPA is dissolved

by 60 ninut e, anthe(phar@dhcdutiadt corkpuitiol 290 @int hevier&RAPos Mhssietrmsh &y 100
m nutes. 30. The pharmaceutical conposition of claim21l wherein upon
adni ni seidagqrappssionstai alhemamp sebiedtothetsybigchaghigyes apj A TrphwitBinhjtdeast 4¢hi eves

an EPA i, thin . a st 5.8 hours of said admi nistration. 31. A
phar rrach-egwocﬁg}a}dzgg%ﬁ%tgtlr%t?%h conprising at |east about 95% et hyl - EPA encl osed

in a capsule shell, wherein the ethyl-EPA has a baseline peroxide val ue not
greater than 5 Meg/ kg and upon storage of the conposition at 30 O0C and 65%
RH for a perilod of miappricHtcalt sRIMRASHIPN. epAPTERe £t Jedsd idoplePoxa adylEPde not

rt | ! .
gr eat ereé&fé,g@atﬁll alr\]/?é]fgglg s g,r\%?]é?elh N &ﬁ?%gi[)ﬁ ] ﬂas&ﬂl@hﬁ%c?&d%lﬁ'@ﬁw &eldy

nodifie T ar maceut conpositio Carm3 1 erein
t he capbal & Mégkd ambnpm sesggel dtel compasitipg rao §6 01 andS&6 Rt farer peaod o 6

non- hygroscopj ¢ pl iici zer. 33, The. pharnmaceutical  co sition of claim32
wher of MORE Ay PBEE BRI aicePi PEPCEBAI I abs Bt o ad keriforein e

phar mac@pil€ el ICRRRARI dol BemRfall Pni difi}eaMigr i n the capsul e shell has a
weight ratio of gelatin to glycerol of about 2.5:1 to about 10:1. 35. The

pharmaceutical conposition of Caim 34 wherein the capsule shell has a

wei ght rati o,,0f latin to glycerol of ab 4:1,t0 about .8:1. 36. .The
phar mceut i o cofboontmsiedicteRbPheShofna: bidine Ak wBoH, o St s
pl asti cdozrgjﬁsmgesaai@@h grok¢opia prasticidzepbnd & asi-hy@oscopid plagicizehydr ogenat ed
starch hydrol ysate, glucose syrup and mi xtures thereof. 37. The
pharmaceutical conposition of Claim 36 wherein the non-hygroscopic

33.  The pharmaceutical composition of claim 32 wherein the hygroscopic

plasticizer comprises glycerol.

34, The pharmaceutical composition of Claim 32 wherein the capsule shell has a

weight ratio of gelatin to glycerol of about 2.5:1 to about 10:1.

35. The pharmaceutical composition of Claim 34 wherein the capsule shell has a

weight ratio of gelatin to glycerol of about 4:1 to about 8:1.
36.  The pharmaceutical composition of Claim 34 wherein the non-hygroscopic
plasticizer is selected from maltitol, lactitol, xylitol, hydrogenated starch hydrolysate, glucose

syrup and mixtures thereof.

37.  The pharmaceutical composition of Claim 36 wherein the non-hygroscopic

plasticizer comprises maltitol.
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pl asticizer conprises maltitol.38. The pharmaceutical conposition of Caim
32 wherein the capsule shell has a hygroscopic plasticizer to

non- hygr osoapioci2pioasti ci zer wei ght ratio of about 1:1 t@®@Cansae10835239. The
pharmaceutical conposition of Caim38 wherein the capsule shell has a

i ol s S B0 RS L o8 L e
| east 6}9%1‘550(%6/ %Emier@ﬁbﬁﬁ@%%'pﬁiﬁﬁ'stic{keﬁw‘é%ﬂaﬁfhh% oF 1B 1908 00

non-chemcal I'y nodi fied gel a a hygroscopi ¢ plasticizer, and a
non- hygroscoplc plasticizer, wherein the capsul e shell has a melght ratio

of gelatin t 0s tlcize

wei ght rati 0o Ry BeBBi e soFPBfhaf of SH Y B D AR b e R o
about  Jiykrdseob plaktidizck to Adn- h}@@s&o@m%sticiz@flw@%hﬁfa@b Bf 4BouM3er @i dbotith21.
hygroscopi ¢ pl asticizer conprises glycerol sorbitol and the

non- hygroscopi ¢ plasticizer conprises maltitol. 42. The pharmaceuti cal

f cl ixd
corpos: L1 on 41, IR R DRECATRRRO AL 035 BERELSRE CRELTICE,

t he "conposi
0C and ¢n08psttdtddoin aaca:;ﬁniecmhenfcoﬁlpmmghﬁm-dhbﬂu@dgrpﬁ@dlﬁe(bgellaaﬁ @ hg@oosogic
perOX|de val ue not greater than 8 Meqg/k 43. The pharaceuti cal

conposiRl#ssikIzer agf ginenAueigsesnss Al aﬁtFﬁéZon grsin the gapsale sheld haw p vvrashy sstinegfge

val ue r U f 25
08 and BisRE Ry BlostARGpRMRAL 60 100 A PRIRLPE IR Y W iR AOTRERVELARR. |

per oxi deastialzaetomon- lgngembepric phaticizerdf gbdag 3: M%.abAutn%ﬂ hod of treating or
preventing a cardi ovascul ar-rel ated di sease in a subject in need thereof
conprising admnistering to the subject a therapeutically effective anount

of a conposi4ji on Be &rdfibn &Sclalﬁhﬁo RiRQf (RE hGERLeBpfA p MRIR Romprises

cardi ovascul ar-rel ated di sease is sel ected from acute cardiac ischemc
event s, glaemlandpobaeding the néahygrostepicanggiticizer eorgpuirgs prdittok i s, arr hyt hni a,
atrial fibrulation, atherosclerosis, arterial fibrillation, cardi ac
insufficiency, cardiovascular disease, chronic heart failure, chronic

stabl e angi ng, corngestarviecdueiadltcohipiobitiog ,of CMIMNGY Whafciiethe ehingRRBMN 1BQronary
heart di sease, deep vein thronbosis, diabetes, diabetesnellitus, diabetic

neur opathsincdicrasads) yeduayasianensen thin 5 Mgy ek wpop (eragh albybe eempesition gfs23
edenm, 0 e t yal f er
i sonset RECIYARITAELERTL s pRARE, B ooRclRAR ko TR0 dl Ll bt
hyper chgtesttearog dhdggkg. HOFH) , honozygous famlial sitosterolema
hyper chol esterol em a, hyperlipidem a, hypertension, hypertriglyceridem a,
43. The pharmaceutical composition of claim 40 wherein the composition has a
baseline peroxide value not greater than 5 Meq/kg and upon storage of the composition at 25

°C and 60% RH for a period of 6 months, the ultra-pure EPA has a second peroxide value not
greater than 5 Meq/kg.

44. A method of treating or preventing a cardiovascular-related disease in a
subject in need thereof comprising administering to the subject a therapeutically effective

amount of a composition of claim 1.

45. The method of claim 44 wherein cardiovascular-related disease is selected
from 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 disease, deep vein thrombosis, diabetes, diabetes
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i schem ¢ conplications in unstable angi na and myocardi al infarction, |ow
bl ood pressure, netabolic syndronme, m xed dyslipidem a, noderate to mld
heart faiworelo/nywsardi al infarction, platelet aggregat iPOm/USRI10/6BRIF2
hyperchol esterol emia, primary hyperlipidena, pulnonary arterial

hyperten ulrmnar hyp rte Si o recurrent he nam cal Ly unstabl e
P G b ey B o hun O et SR SN 4PRUs s, S0ReRe et
ventri (Béée'ﬁ'half hﬁeﬁbﬂls’i’éﬂ %Oer(th/ﬁ)pulrﬁbﬁhw Eﬁ%ﬁﬂﬁ%ﬁ{? mversdlﬁéa% %9& Akae, Blaroke,
supraventricular tachycardia, synmptomatic atrial fibrillation/flutter,

t achycdpidira, hgpezygousii dwetlies, hyperchlesterdiesdas éHoFENoulomdmygmiroe fsailinls m
and ventrlcu cl.ai m 45 whe

hod
oar di ovkeNE ?nlﬁelhgp%raﬁzﬁp?%%fg?gnﬁJﬁ%ﬁet Bt bRt Ehir R el Retidiia,

ischemic complications in unstable angina and myocardial infarction, low blood pressure,
metabolic syndrome, mixed dyslipidemia, moderate to mild heart failure, myocardial
infarction, 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 ancurysm, sitisterolemia, stroke, supraventricular tachycardia,
symptomatic atrial fibrillation/flutter, tachycardia, type-II diabetes, vascular disease, venous

thromboembolism, and ventricular arrhythmias.

46. The method of claim 45 wherein the cardiovascular-related disease is

hypertriglyceridemia.
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