TI TLE OF THE | NVENTI ON METHODS OF TREATI NG HYPERTRI GLYCERI DEM A PRI ORI TY
CLAIM [0001] This application clains priority to U S. provisiona

appl i cat iwo 288wa9ad34No. 61/ 151,291 filed February 10, 200eTArsd010/0Z3638

provi sional application Serial No. 61/173,755 filed April 29, 2009, each of

whi ch are incorporated by r eir entireties. BACKGROUND
[ 0002] Cardi ovascul ar d|seaétﬁﬁiyéﬁggﬁiﬁ#ﬂgkqgéglng causes of death in the
United States angEPsfOBy CIPERE LONG HEPERTRIGLYECERTBERIA hat over 70
mllion people in the United States al one suffer froma cardi ovascul ar

di sease or disorder including but not limted to high blood pressure,
coronary heart disease, dislipi 1 ive heart failure and stroke.
A need exists for inproved trea?m&ngﬁ“g@ﬁ di ovascul ar di seases and

di sorders. 3JobMARMiE QBPRatibA dlﬁﬁis%&%rﬁml@dﬂj@%&lslbﬂﬁ Hphicaiin SeNANNbON

provi des nethods of treating and/or preventi cardi ovascul ar-rel ated

di seased/krlebd1i flcpdicbiuent 49, 20&9@1;1%& pfovisiassd applisistion Rerizlpyo.colibt3, Bing
adm ni shef iy @81 58 Bod Ué&JcES%wh{}h%?eﬁcE@S{ ‘?e%f byPrePRAITBEEY | lfn tﬁ%lr %1%88@& tion
conpri si ng €l cosapentaenol C aci deri vVatrive there

enbodi nent, the conp05|t|on cont ai ns not nDre than 10% by melght,
docosahexaenoi ¢ acid or derivative thereof, substantially no
docosahexaenoi c acid or derivatiye Eqﬁgﬁ no docosahexaenoi ¢ acid or
derivative thereof. In another e ﬂmﬂglcosapentaen0|c aci d et hyl

ester conpri @@@Z]aéarhl%@%cuﬁpofﬁseg% Webghbs (Haf leé’dlh% c@ﬁste)( AHth B g2euhitdd the

conposition; the conposition contains not nore 4% by weight, of total
fatty duitdsamt mest Elrapeasicoostapentt aemmtabﬂldt (Bteh J D nelitoarpeoalndﬁ dire Whiged

conposit.ion cont about 0.1% out 0 st _one fatt Ci
otner L pgos iR Rsr i urinrami duvne Bitad Il d G or
deri vatylyi plrfuichronh ROkt Jh@e&@edlﬁ[ﬁ?&@ﬁlﬁ'eéﬁngeﬁw@%ﬁmﬁﬁta'aﬁé'str@l%émgs' tion
useful in accordance with the invention conprises, consists of or consists

essent ingbd gxists fatimpsersd toRomeys Reiceidiovesdwdr déscesss ap@ Asersissat e ( EPA-E),

about 0.2%to about 0.5% by wei ght ethyl octadecatetraenoate (ODTA-E),

about 0.05%to about 0.25% by wei ght et hyl nonaecapent aenoate (NDPA-E),
SUMMARY

[0003] In various embodiments, the present invention provides methods of treating
and/or preventing cardiovascular-related diseases and, in particular, a method of blood lipid
therapy comprising administering to a subject in need thereof a pharmaceutical composition
comprising eicosapentacnoic acid or a derivative thercof. In one embodiment, the
composition contains not more than 10%, by weight, docosahexaenoic acid or derivative
thereof, substantially no docosahexaenoic acid or derivative thereof, or no docosahexaenoic
acid or derivative thereof. In another embodiment, eicosapentacnoic acid ethyl ester
comprises at least 96%, by weight, of all fatty acids present in the composition; the
composition contains not more than 4%, by weight, of total fatty acids other than
eicosapentaenoic acid ethyl ester; and/or the composition contains about 0.1% to about 0.6%
of at least one fatty acid other than eicosapentacnoic acid ethyl ester and docosahexaenoic
acid (or derivative thereof).

[0004] In one embodiment, a pharmaceutical composition useful in accordance with
the invention comprises, consists of or consists essentially of at least 95% by weight ethyl
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 nonaccapentacnoate (NDPA-E),

about 0.2% to about 0.45% by weight ethyl arachidonate (AA-E), about 0.3% to about 0.5%
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about 0.2%to about 0.45% by wei ght ethyl arachidonate (AA-E), about 0.3%
to about 0.5%y weight ethyl eicosatetraenoate (ETA-E), and about 0.05%to
about 0. 3x&2etonpBeshenei cosapent aenoate (HPA-E). | n anot irem/uspdioneisent , t he
conposition is present in a capsule shell. In another enbodi nent, the

conposi tion.contains.substantial l or no anou of docosahe noj c. aci d
(uﬁ"i\)_ ¥ geisatthy %%é%te%%eng@eh(%ﬂéfg%)hwgoﬂm%D&f&é‘ié_) o [%@eg]rbﬁfa her
enbodi rIEHEicosta?i&athéh‘é@i%t P ) OVind o tifer BRRIREM S, tEalhAGitROIRS Ale§enk Gn _%g\e/ gr e

hypertriglyceridema conprising admni stering a conposition as descri

her ei n capsude sbdlj.edn anothee edniddenedf then eomposataucoritems substeriabler nalay.nd 0006]
These and oth enbodi nent s. e esent inveption w,l Lsclosed in
{urt he MMt B BBI G (A et DeeB T ErvP ooy R EDBREER: esent

i nvention i goeenahklafodbr BebSEMRAD A BertidnVRbViAsSa HREHBRL oftthatifle ffotbmtd on
bel ow of several enbodinments is nmade with the understanding that the

pr esentto d¢set benprisigiyserdemie compsibine adainsicnne @ranpositidncastdeseribetl herpen to

i nvention,. i of | d |.i.m invention to the specific
enbodiﬁ@gbg%PﬁV%égﬂg%gégkgghﬁgﬁggmébgk% %G?ﬁéd for convenience only and are
not to be cqUS0G]UEEs¢ @nd ioffick dnib@®dimstenbf eie prrs@it Yinvernoe rwillBsd adclosst &
illustrated under any heading may be conbined with enbodi nents illustrated
under dHyhtdeail hssdnioplg™w. [ 0008] The use of nunerical values in the various
quantitative values specified in this application, unless expressly

i ndi cated otherw se, are stated as approxi mati ons as though the m ni mrum and
maxi mum val ues within the st&®BENILENPESERIBIINN h preceded by the word

"about." Al i scl osure of ranges |s intende S .a conti nuous range
i ncl udi ng ef@%ﬁrv\&hﬂ%aﬁ&%ewnm@l%l FHRERCAR Gothg %ﬂ}%ﬂf@%ﬂs B e diss _
wel | a%e@&gotlfglﬁpﬁﬁﬁv oAby AR IIREAE s BMdS Wath ﬁh%'dﬁﬁérstaﬁhﬁ'@ tHhtSHE %’%@s@nﬂ"er ern

are any an | ratios (and ranges of any such ratios) that can be forned
by di vidi$chgpure dite beawesidenades ias exainplkfi¢atioo odrile otvhetiondiasd iosednivodedt foc

| . JAc di.nglv., th kill.ed il. i.at e. t hat A h
o o 1S RS i ption R neri®E RAERBHS o RRNE T 1okl Hre TROUESY W ¢ he
NUITET | CahvatabiéeSomy eSRNLRA nbERSITe adbtubd ab! lihASTRNESSEHC i a1 MEandranges,

and raqggs of ratios represent various enbodi nents of the present
i nvent ifonbodimons|illystratpdeundab e hesding mae be woehiricd widr embedimeatsptusieseed or

treat mepty. AN/ Qfier heading,

[0008] 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.” 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 disclosed numeric value into any other disclosed
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.

[0009] In one embodiment, the invention provides a method for treatment and/or
prevention of a cardiovascular-related disecase. The term “cardiovascular-related disease”
herein refers to any disease or disorder of the heart or blood vessels (i.e. arteries and veins) or

any symptom thercof. Non-limiting examples of cardiovascular-related disease and disorders
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prevention of a cardiovascul ar-rel ated di sease. The term

"cardi ovascul ar-rel ated di sease" herein refers to any di sease or disorder
of the hespt2oorodddsod vessels (i.e. arteries and vei ns) POT/US2¢109936p% oM
thereof. Non-limting exanples of cardiovascul ar-rel ated di sease and

di sordersi nclude hypertriglyceridem a, hypercholestero] enia, mxed

dysl i pilaeﬁﬁea,l}yeslﬁ%%@ﬁrdﬁ@%»t h}éﬁ@&&*&?@t@fﬁ%&é@m Bt i&igéen%r grgnary heart

at her o6l 8EOS|&culdf rdiehim ﬁrok’@%’_@ﬁ{e&&‘s@%&& sveaRhl alypbAERIG | Aocardig] Ot her
cardi ovascul'ar events. [0010] The term"treatrrent” ini relation a given

di seasentrctoins endlether cardiomeksslar buentd.s not limted to, inhibiting the

di sease or di r,, for, exanple, arresting the develo nt.of th L sease
or a sor der 0BT 1wt HENEIBb aneBhhoF LB b oA o7 Rl

regr essjop !Dinﬁfedttbﬁinﬂibiﬁ?ﬂlectﬁsedbéﬁf @86rdeRfor Slan®lé,NGredtis® M ddveldpaused by
or resulting fromthe disease or disorder, for exanple, relieving,

pr eventthegiseasctar alatordny; eligpngke eicashor disoedes.efop exampler ehuiping Theresseynet
"preventiqn.. i.n.r .0 - Y i se i ; enting
e “onabt pehitecliBiordlebeisRiudh f PR BARE RSP b TRlifle FEAR: AHCY

di seaseliwrddi foreampll eslicoRguprehagingrorarctibg ephplohatofhy dieasproe diisspised t o
the di sorder or diseagse but has not yet been di agnosed as having the

di sor defhedfrmg Bex&EIona iy FIptiqy O\Aeit £Th GISEASE 1O GFSOFCE d2e8BY:-dIrSsnHBS %W@F‘bpnent

ifoalr ecﬁda’is&rsgs(fe%b?&%{pi 1]1?463 hQ@%c&E@&ﬂi&&%ﬁn% Nfe p(fi%%?@.tor | DVgaL tﬁera

f
provi des a nmethod o ood Id therapy ‘conprising admnistering to
subj ectocourrmghp estibjgetabg may bepadishescd od the sraderans elitchcalbut hospatsict bom as
descri bed herein.. I n anot her enbodij.nent, the subject qr subj.ect gro has
RO L N N SR AR R S T R A

hi gh trigtypehdesiredd)Pidknd N anot her embodi ment, the subject or subject
group being treated has a baseline triglyceride | evel (or nedian baseline

triglyceri dd00EMdh dne arikwdimen, tfc presmbjimention pup)desfethethodfefshlped lipaf  at
| east a out 300 nop/dl, .at .east @bout 40q ng/%% Ft | east abo H 500, ng/ dl ,
at | easPoABG LU0 Ty AN E PR a0t SaSBUEC70D TG, 8 RYP | BaltohBUE 0D

my/ dl, pharth&REticakorpoSifen M/ discrittld hadint abanéthd00@bswARh:, tBE shisjest orabout
1100 ng/dl, at |east about 1200 ng/dl, at |east about 1300 ng/dl, at |east

about Iubigctrgragp, hasr hypertriglyseridgsoat hamsodolgsicaelemfss rmised ysbpigpivist aor ng/ dl

to abo ...about 450 ng/dl to about 2000 ng/dl or about 500 ny/d
to aboﬁ%n%@g8U%%9%%ﬁﬁ'0013] I n one enbodi nent, the subject or subject group

bei ng treat §d012] lacawtldtangebodiment, the subject or subject group being treated has a
baseline triglyceride level (or median baseline triglyceride level in the case of a subject
group), fed or fasting, of at least about 300 mg/dl, at least about 400 mg/dl, at least about 500
mg/dl, at least about 600 mg/dl, at least about 700 mg/dl, at least about 800 mg/dl, at least
about 900 mg/dl, at least about 1000 mg/dl, at least about 1100 mg/dl, at least about 1200
mg/dl, at least about 1300 mg/dl, at least about 1400 mg/dl, or at least about 1500 mg/dl, for
example about 400 mg/dl to about 2500 mg/dl, about 450 mg/dl to about 2000 mg/dl or about
500 mg/dl to about 1500 mg/dl.

[0013] In one 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 decrease 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.

[0014] 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
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wi th nethods of the invention has previously been treated wth Lovaza(r)
and has experienced an increase in, or no decrease in, LDL-C |evels and/or
non- HDL- GvDevsl®363kn one such enbodi ment, Lovaza(r) therapyuseelogeseont i nued
and replaced by a nmethod of the present invention. [0014] In another

enbodi r.oup being treated in ccordanz&with

nt he subject or. .subject
met hods TSt EP%e&irrm ﬁ“t?FFOélei Ftcesea%f As PHOAEt LAWY MY et il a9 evel

of free [FERAHIOmoMeARdrNBALADoItN0 NGt ASR, Abt BreattbiRET aBERUPH0 RRolAHIERLET
than about 0.70 nnol/m, not greater than about 0.65 nnol/m, not greater

t han atgyeaterth&0alomb /5% nmeidgnl, goegrearr thharbadud0 Omebmhmot grehter fon ajpetat er

than a 0.50, nmol /M not eat.er. t han ut 0.45 |/m ., or.no

o ant a4 ot Rt St ARt a "B fien bRl wstniet o
SUbj eﬁsuﬁfe@ﬂ@ob?!b@ﬁg&f&&hﬁﬁ acPordGfRNian aRthMdt b f IRE MOER 0af cxhitBtsi YR BliON
exhibits a baseline fasting EI asma | evel (or nean thereof) of free EPA,

expr esda#ingsplasnie leyelntos gecapftherged|of firasER At express¢dias aberssttagp pb tatdlaiiccabout

3% not re .t t 9 8} % r oabout
1 b0h ol B PR REE s R 13k RERE- AR ABEE B YebRrCRAE s
about  GhobHoradtiannabioat 1 13&6) b eadre GhaaS¥oun 0%, Mot tokdréian aboutt 0.052%mer moat nor e
t han about 0.15% In one such enbodi nent, free plasm EPA and/or total

fatty dbiabeldryoanet mesicaha ANt H30p 1 merctthan rbRyt Ot gsynot peryg ghan
anot her k . ' ' ' t '

ccor dan Oy T B B O B BSha Dk nE! PR HEFLER fbts are
absol utdetqpmasderioeweinitafting dhadpyt atty acid (or nmean thereof) not greater

t han about | /m ., not_ greater than .about 200 nnol/nl, . not greater
than about 18019181 Afthernarbg BiEr tenatbighott LBGChRPIibeis Usged ghoa or
than abRpdrdafte Vil mdthodf OPHElinVdAtian %Iﬂ@ﬁs £rRAf: BBRRline El_tk%hﬁé’?lia%ﬁ 1&Q%] stubj ect

group being treated in accordance with nethods of the invention exhibits a

f ast i ngotshéulyiavel (ir asemn, thegreolmobgrepied than ebdutcE10 nmeliml, ane gEMAr Henelboniot
t h t. 70 m th bout 60 t
o o2t L TARUANE 6 ) 0 ORERV B TR Al i

about ?g}edrg/tﬁhnawma@hmg[/ﬁmter t han about 25 ng/m . [0017] In another
enbodi nent, net hods of theggresent i nvention conprise a step of measuring

the subj ect'[§0{@rinsamgteest cobadiprost. niign pultiaeiePr rabicPpiggoyy dringe tigptedr int o
it ?‘tdc&?fg&ﬁ‘c%rxﬁw n%eltﬂ'ocjfg%?.ttpg iR TRGHLERBLs 2 TR BAsAlne! MEsnhdM & 8P red
conprise the step of identifying a
blood cell membrane EPA level not greater than about 70 pg/ml, not greater than about 60
Lg/ml, not greater than about 50 pg/ml, not greater than about 40 pg/ml, not greater than

about 30 pg/ml, or not greater than about 25 pg/ml.

[0017] In another embodiment, methods of the present invention comprise a step of
measuring the subject’s (or subject group’s mean) baseline lipid profile prior to initiating
therapy. In another embodiment, methods of the invention comprise the step of identifying a
subject or subject group having one or more of the following: baseline non-HDL-C value of
about 200 mg/dl to about 400 mg/dl, for example at least about 210 mg/dl, at least about 220
mg/dl, at least about 230 mg/dl, at least about 240 mg/dl, at least about 250 mg/dl, at least
about 260 mg/dl, at least about 270 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
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subj ect or subject group having one or nore of the follow ng: baseline

non- HDOL- C val ue of about 200 ng/dl to about 400 ng/dl, for exanple at |east
about 210wopbdloos@t | east about 220 ng/dl, at |east aboRCTABROWMYLIBS at

| east about 240 ny/dl, at Ieast about 250 ny/dl, at |east about 260 ng/dl,

at | east ab ut / east about 80 /dI at | east  about 90
mg/ dl, ‘&0 Orlbé‘itmgg@ r @@@p %ﬂ morgfhan pbout A8t Mg/ dn BPleRPE; than @ﬁ?t}

about %ﬁg/dmoﬂhmt@thaa%&ut%% {,Hot nto% tHax %@ttezs%gﬂdﬁ%t nfé?@ﬂfan%@@utrm)/ dl

at |east about 270 , east about 280 ng/dl ~“or at |east about 290
g/ dl ; thg/dklor met mgm_th@n\ﬂabutel Somgéﬁnmd/@lmsmedLDLdi abloeof 20QutrH/ tdlabofitor

el I e T P T O T e

HDL- C uBAdigbdk sehawtl Got Ibs@ﬂﬁtﬁtab@ﬁ?t TWhAE/d], H&T e @XBRPhEoNI ) HPAE of Retlegpout
40 mg/ dl, not nore than about 35 ng/dl, not nore than about 30 ng/dl, not

mor e t HA#n alswtif0 p®/dhy/ dI , not more than about 20 mg/dl, or not nore than

about ‘15 mg/ [ﬂb 813094 ‘%%%Eaéﬁsg%t&%ﬁm%% ﬁgfaw{ré‘a‘?m% b%‘éor%é%cé wat‘l?%i% éﬁé)s%?{*g/ dl

for exanple™n l'ess ess than about
not | esavdnhian, ﬂb@uhmﬁlé ot dlperiodtofladsst 1 @ab@bh @00 wékkspdbdut ll’tOtabbﬁSH)(I han
about 60 /dI or not | ess than about 500&?/d|' 0018] In a rel ated

enmbodi r?’té‘f?ﬂ(s ahoh L tp @aewetht WreksadbdH dalRcPont 2k was ﬁtbegfehto PR Ui Weekss or
exanpl eab VeI tPaRaf bOdcQks, 3NN b at)8 k3O EEKS bR QY twekkd, %b@!?totl{o 100

B
weeks, out 1 to about %g weeks, out % to about % weeks, about
about 4momeﬁk3®dabaﬂmuﬂlt@aammdhw%&swdEMSltahbmmﬂﬁwedsahombuﬂBvmehkﬂw about

1 to about 12 eks, about,.1 to about é%»@e about 1 to about 5 weeks,
about PUPECEHsyPIcet ghawk SXbits g o morgakihe W@%B}l@e’ﬁl%r subj ect group

exhi bits One(aplredﬁ&rdgrlglfyc&lft% 1b@did %ﬁt@e@t&&@m (a) reduced triglyceride
| evel s conpared to baSéline; (b) reduced Apo B'levels conpared to baseline;

(c) |ncreasdh)EDM%GfMGVBH@WtbwmameﬂfmdMEamel|ne (d) no increase in LDL-C
| evel s conpared to n.in LDL-C |l evels conpared to
basel i ne; 3f 5@?@%@3@?%(?F:eﬁ8§mﬂﬁfg%)ﬁ P% conpared to baseline; (g) a
reduction lr(dythanteay@inSmeJtp@rvagcbmpmaed baxelind;h) an increase in apo Al

| evel s conpared to baseline; (i) an increase in apo A-l/apo B ratio
conpar ed t o (Bhseadpgféon in LDL- C levels compared to baseline;

(f) a reduction in non-HDL-C levels compared to baseline;

(g) a reduction in vLDL levels compared to baseline;

(h) an increase in apo A-I levels compared to baseline;

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

(j) a reduction in lipoprotein A levels compared to baseline;

(k) areduction in LDL particle number compared to baseline;

(1) an increase in LDL size compared to baseline;

(m) a reduction in remnant-like particle cholesterol compared to baseline;

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

(o) no change or a reduction in fasting plasma glucose (FPG) compared to baseline;
(p) a reduction in hemoglobin A;. (HbA ) compared to baseline;

(q) a reduction in homeostasis model insulin resistance compared to baseline;

(r) a reduction in lipoprotein associated phospholipase A2 compared to baseline;
(s) a reduction in intracellular adhesion molecule-1 compared to baseline;

(t) a reduction in interleukin-6 compared to baseline;

(u) a reduction in plasminogen activator inhibitor-1 compared to baseline;
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(j) a reduction in lipoprotein A levels conpared to baseline; (k) a
reduction in LDL particle nunber conpared to baseline; (1) an increase in
LDL size wonpavmseb3to baseline; (m a reduction in remamrCTUSkR@op23688 cl e
chol est er ol conpared to baseline; (n) a reduction in oxidized LDL conpared

to baseli ne; no.cha or a reduction in fast | asma, gl.ucgse (FPG
conpared to shel EqduRON e SOEdYLY (ovasth CHERS Y @5¢1§19>A$%n1(%% eBipar ed to
basel i ne; (q);ve%nﬁ&%@&h%rﬁrﬁo%mam&M@dmm&%ﬂﬂen resi stance conpared
to baseline; (r) a reduction in |Iipoprotein associ ated phosphol i pase A2

conpared to (la)a@ehmmr@se Qtsl)edéolcv@omﬂt(RBﬁ?)lmambramfaEEAICQMaredd@b@ebne moflecul e- 1
corrparedt ucti on |n nt erl ﬁ n 6 .co

|
boenri oo, b R Fodufiin dtihoRuTn 08k oh Bigkhot it afeh i BRTBF b eBhesll od (o

basel i rt%n(em o doB6laREdaeRoit Nk @H%@nﬁbédsyp&ﬁaeﬁblb%‘id (AR ahehiforibSERP)
conpared to baseline; (w an increase in serum orAgﬁasma EPA conpared to

basel | H&:AX Rymatic aoiE FRAR)s stagridanicdid () arellgic ERBCP AdrepparRe tEmACzpar ed to
basel i ne; gﬂ()ﬂ;’g / Sy&neaeéﬁbn%ﬁé togm‘%{ con]?] neﬁﬁlgfdg gc‘?sng n OP&. 18%11%%5‘{?‘6‘%)

phosphol i pi exaenoi ¢ acl

docosapabjeeg i subRei ckhitidA) decasaseini tdgmmc&clbdem Ab)incrpak fifh theGoacdntra(ibify) |
staeridoni¢c acid or olejc aci npared. to baseline. [0019] In

one entBdifferpd Qf(rﬁoﬁn -2 Fidsblepd ﬁ@“sa ae% ﬁBd%‘PYFi‘SSrPfdhe 4o ?ﬁn%ﬁtafr%?hlqoal%
|
hor eacsid AR SAEELISKTH B LB HRBIGASH sl be AR SIS poRney  ana

an i ncrieasascoh RIB{EDHA.i o of EPA: ar achi donic acid in red blood cells. | n a

rel ated enb t he subj.ect exh ubstanti.ally no or no increase in
REC DA, [ 0QUBIOI: cifecrmhiEHe RRcthoty Fol O <bhdmyPHER AP TP HDG A e

conpri Scﬁsélﬁé%kféw&f HRIBIh&R heNEs %et%rtﬁ“&‘(a@r (‘g%s‘odé‘ﬁ}{rlﬁ% & d§§ﬁg ﬁférsh’ﬂj ekt (@)
- (y) above prior to dosing the subject or "subject group. |In another

enbodi rmrstleectrmommtImmgﬂl@ocnpbq)chmeau thermetheds qognpaise edpossteiinga egmpidsstiainos ed
For th it saiosed PPRECbaft sk TR i TS ol b Py St Ag a GOHh ¥ oha
nmeasur engitrOdct&aiskdoBRd QibsEqicat Bk f add@od] mbasussednief sedbaclon®bie. upon
treat nemn;rk\e/\ﬁst h a conposition of the present
[0021] 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.
[0022] 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:
[0023] (a) a reduction in triglyceride level 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



i nvention, for exanple 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 twoabowuv3edd weeks, about 1 to about 20 weeks, alautus2omwe2mbout 15
weeks, about 1 to about 12 weeks, about 1 to about 10 weeks, about 1 to
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of , anYabéutOTSWC%Ja(Pf% clﬁl'ﬂge Br ﬁ%dlﬁf?Wc&ﬁlge)aé%%oﬁlpgfedq@'b%eﬁﬁe any 8 or nore of,
any 9 or nore of, any or nore of, any or nore of, any 12 or nore of,

any 13 or dPe24f(b) arhc;SSIIZﬂamst‘%mmceeaﬁt leaw;lrlallawrlnm@,éefss tlamnyl()% inreasor e of ,

any 17 19/ or nore. or, nore_ of e of

any 2 195 MRb e gter i ot e e FRET ”ppn- P O Rt et i PRIE.

al | 25 1gfclPt SABRS abut 1%, (a)(lea@ﬁz&fdiﬂt Beg at rsaﬁcubahtei% aexe abd 10224, ak 'Iba@tnOt her
embodi nent, upon treatment with a conposition of the present invention, the

subj ectabept b %é@asbﬁwpze%hﬁ‘tiﬁ%% aboid Zé%,ﬁbl@es‘iﬁbotlh@%{ﬂtllw #houb 3 Gotes:
0023 0 | t
bbout 10y B AUE R Rl BoblyShy f L uY: O BEPLR AR e Pusly | 26

| east atsOutacBRYYo c&tangeaxsmecab@%aﬁ%{ge)ais compstcdabbaskeliddl% at | east about 45%
at | east about 50% at | east about 55% or at | east about 75% (actual %

change or me8P&H (64 substsgl3lhano ebangsria di-(leyels; %ChE[I@GZE]HQIb Eveles t han
30% i NG .EASRAse! iGFPDL ! r@[&v@l@%f'a?feraﬁ'btiﬁ)‘é 5&S5 hadAhdd%h (9‘0/1% ?@a§?abolu?§§%t Qta” 5%

i ncrease or no I ncrease I n non-H eve S or a reduction in non-HDL-
| evel s ledst about2f8$, anldenst alidit 2400, lag dsist sl B0BY@t &astl azb@at 3éﬂéoa1tle5%abaut I east

about | east ut . 15%. at ast. about % at |ea t 25% at
fonst alinetlssnribah LR 1R b hotE b SRR 0k 587 ot oot L (oFR
45% ato,lgaste RRMan R Yhaile) hE8hp AP ba3AMOr at | east about 75% (act uaI %

change or nedi an % change)” as conpared to baseline; [0025] (c)

subst anti al [[§02fd (dhanlgss ithanH% Onkbsesst, 9, leno th;amaﬁ@”é ingreal, -aCldsevihdng 40%r an

increase in C |l evgl,s.of at 5% a bout 10% | east

about - 15eRg, s URaet iRt 168 Win AP bet, B MR Thut B oI 4B, ' o

| east apQukcraB¥or ab ineast imboILCA40%s ¢t a tRastionRAUDL 45%veBlof lheRast bt

50% at | east about 55% or at | east about 75%(act ual %chan%g%/ medi an %
T,

change)>’asatdeasp abad 108, lsh despt shout [ Hh2al lepd)abaut s, atHeast alooat aéhdast a

B T B

i ncr eadeast AbDLSS, | @ \1€dsB alyut 3 5Veduait iead aboutlL % Cldcaiab /s cldngator Ingaisdn Bdout
change) as compared to baseline;

[0027] (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;

[0028] (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;

[0029] (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;



5% at | east about 10% at |east about 15% at | east about 20% at | east
about 25% at | east about 30% at |east about 35% at | east about 40% at
| east abowO 24B0493@8 | east about 50% at | east about 55%pcatUusk@asescapout 55%
or at |east about 75% (actual % change or nedi an % change) as conpared to

aast about 1069) ik Bebescionn Adopd riip ks Buaboucty leonamert bu

25% aty h@asihab s, F0%st @bolteass, a@mawabéﬁ%%t at'l@e?s%b&l@@@% 4P%statvolieast
about 45% at |east about 50% at |east about 55% or at |east about 75%

(act ual35%,c¢tdn@e aboutrdtfo.ant Wast w@ngte%"és atc eapaabedt £0%bas el ilqast af@OI8D%(f) a

reductlo In,v DL levels ast ab 5% at |east about 10% at | east
bout - 189 st gl et Srba@PObteindoy ot | east about 30%  a

| east about 35%] (®ta ﬂe@@c&fonqgﬂﬂbprﬁﬂ%gﬁkvéﬁaﬁtat RRQUbodSY, Alcabddlit PRQUL
50% or at Ieast about 100% (actual % change or mnedi an %change) corrpared

t o baseltilggst aljogp 28, pigyashgbowr 20&a e lqapt %ppgt 2%, 4tté9ees|t gbqw 38%0, lableast ahpwiut 5%
at | easfsoabgyt, ¥ utB% %e%sle?&ba% L 49720 %&tea%%h r%9°§as@%13}4u‘?%b about

25% at "I'€ast ~abou eas about easf abo east

about 4581@1ala%chﬁ%&tor@iﬁdlﬁn%@%ngabc@hpdrecaﬁbtbaablm 100% (actual % change or
medi an %chang}%} conpared to baseline;[0030] an increase iin apo A-1/apo

B ratio of dP0ddbra asgtiondy n?@nﬂéalstpaﬁmpu@b% ofpt leadAboubhots at bt at
| east aa%?{fél@ﬁ‘y 1Mt é%%%ﬁs%??%a&%%/%ut%w %??etastaa%{ﬂtzs?oﬁ tlé’alst L%%%Eo%?%t

35% at [east about 40% at ast about 9 at | east a 50%
| east dbmsuabdlmo%/o(, aticastlabdatcHBhge loast aheat Aﬁ%?/catclhaaangbc)utd@ﬁpaxredleasi atbastel i ne;

0031 | . tei | f at | t about 5% at
| east at Cotyal Meamammedi L. Pahid)sd MpusdiS hbslic200 at 1 ast about
25% at | eas{bO?j]c(Hj a ieaRe il BRSM L@?P#irtléé%zefﬁf & A3t atRPYY;, 40Mstdlbolieast

about 45% at | east about 50% or east about 100% (actual % change or
medi an 1996 ea hepesl) ahocun@é%e@lt ltea)sttah@mZOﬁ/e at l@OBaou( j2§%aatrle@ls1|@b01dri$0?/n atrbant LDL

a0 artp s duasCheut b RIS} S 4t eonbRRs e BRR 0 2 h B 0B PO o
about 3a8malak chﬁﬁg&tormmn%(é%n%y chBpstd adtlifd% at Ieast about 50% or

at | east about 100% (actual % e or nedi an % change) corrpared to
basel i ne; [dO83i] (()ka)redupuoﬁdné%t@@amt ikerpaticlemhofsateral Of at lopst abeyt 53, at desst

?2 ggt 28@%ut?f02)g,oeﬁ%ats?$o%§£ ab%tult%&% GE/&EEO@}O%{J eag't 6%u@i5°} ﬁ%éas??o%lﬁtt 38‘%?/% 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;

[0035] (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;

[0036] (n) substantially no change, no significant change, or a reduction (e.g. in the
case of a diabetic subject) 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 lcast about 45%, at least about 50%, or at least about 100%
(actual % change or median % change) compared to baseline;

[0037] (o) substantially no change, no significant 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



about 35% at |east about 40% at |east about 45% at |east about 50% or
at | east about 100% (actual % change or nedi an % change) conpared to

basel i ne;wpQOBM3¢31) a reduction in remmant-Ilike parti clreTalisediesess®l of at
| east about 5% at Ieast about 10% at |east about 15% at |east about 20%

at | east about 25% at. |east t 30% | east out, 35% at |east about
20% arcrbagqut4 c{mor&s%astaﬁ %g@z %%%}t%%%ge or ra?cgﬁ%égeha&s%ﬁor&w fact ual
% changgsQinenedi an % change) conpared to baseline; [0035] (m a reduction
in oxidized LDL of at |east about 5% at |east about 10% at |east about
15% at Ieas[ﬂ%&jc(p)azﬁh@tlm inl leas¢ostabis o b Mdeatinduba sesisirwatof 30 Mpstaabolteast

2t T casteatiguit 600 PRe L oAt ADE” Bt At I erge] Tonpared 6%
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reducti on (e.g. in the case of a diabetic subject) in fasti ng pl asma
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3504 a1 oad oA *3bonTaR p A8Ptoudn hocilusy B BB AOTRT B taBbuE
| east at9oudt 13B0%bdrdOUg at %a@mz&mgelm, aeléaarab%mm/ﬂ,gae)leacsoa&arted%,@t basel i ne;
[ 0037] o) substantl al | no signjficant chaQ%e or a reduction in

henog| pwa b 7P apubS'ay o 1@%%@5%&9% SohcasitabpwA o.b dre! A9 SW. Peast
about 02 0 bout 30% at
| east a out {sﬁﬁ)t% ?Rg}syti g % 8&’%{1 I@%ﬁg?ﬁﬁpa@%%g%hat@ | east a?)out
50% (act ual [%)@I]a(n)ge r@iuctrmdnmmtﬁé:ceﬂhdalgec)hesmtrpamledﬂed dsfaaielbasmebo@tomss]lt (p) a

reduction. in ho Si s suli.n resista eas about
Son ot 1P Pl EE % 354° b daze "Rk Moge 2D 67 LBtEGH L Soepodeid b iaes
about 24 a@tledsﬁﬁ%ut@@%tat 30% aut M@%Stat aQULboRP ¥F YAkt |B@SiboaP oM, 4P% at

| east about 45% at |east about 50% or at |east about 100% (actual %
change 1©afstMéﬂo%(aﬁaﬁ@é)thmpanwdlam%lﬁhmei e@npfrod®das¢lglk; a reduction in

| i poprotein ciate hospho bou 5% east
wbout 200, 4PoTaasE! EufaRyent REEE of o Ghn Bbors® ay RS beTalgshie 1855 o
| east adpout 1530%:t 1&ist ARas LOBDOUEas8 abbut 5%, @8 fdastadbout 3080%:t |@ist AtasB5Bbaut
45% at |east about 50% or at |east about 100% (act ual % change or nedi an

% chandedst @b@faﬁafwc%@ attde%tag@utﬁé% [ad depe] aljauy S58%: @8 dé 1gashationt il AQYod@etuplutar
adhesmcgg e qﬁ&ﬁ‘a ﬁe)féﬁ)?g}efﬁ?%%l % at | east about 10% at | east

about 1 cast eas dbout 25% at |east about
[0042] () a reductlon in plasminogen activator 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;

[0043] (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;

[0044] (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;

[0045] (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
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30% at |east about 35% at |east about 40% at |east about 45% at | east
about 50% or at |east about 100% (actual % change or nedi an % change)

conpar ed wo 2begmBisne; [0041] (s) a reduction in interl e®kirnySeo10/02388 | east
about 5% at |east about 10% at |east about 15% at | east about 20% at

| 5% 3 | 5% b
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30% a%{;‘?@t?érut%é}”tat i%%ﬁa%)%ﬁtt i@ﬁsé}o 1?&9%%% uﬁ‘%gg . At 1ea§aa%5u@?§3 ﬁé"aﬁ%ohea“

about I éast Chan e or
conpar % qadiad el ichaige [od@bd]an(% chaiged ét&m&ascetdlfasslﬁreumd/@l asma and/ or RBC
EPA of at | east about 5% at | east about 10% at | east about 15% at | east

about 20% d#0 47éa(§iaa%lﬁtlorzab/50wétch@lé%t§rpl a%adﬁa%@%uta&%,%é%a@t et 0%50h  at
| east qpa%?%b&ﬂ%?ﬁ%ﬂl%%?é})(ﬁ@@@% 49 Y8254 olu'?§§‘t/og&%%lgt é:b%{ 369, htel%ﬁét ABQut

100% at |east abdu or at | east a act ua Yo change or nedi an
% change)o,ad hpsirabdut 40%,a8 édastabouf 4)5?45?_14 1€as) atzut BOr etdsest hiows 86 Unor at least
phosph bl ood cel | ne EPA of at .|east about 5% at

ol i pi nd/ or
o it TSrh gt o &t B e ) EEPA T BT ot Losot Sbout 25%
at Teast abqubi0h ot chAeALMNEE He heast iARRHEn 4BHpral ri@astngabout

45% r at | east "about 50% at | east about 100% at | east about 200% Tor at
| east diasclinc4o0ss phoneal nre meamkrs oot ﬁmethllar(a))/crc(hhplg@) tocdasprr éd Subleba@el i ne;

[ 0046] reduct or ea ne or ser.um phosphol i
Loaror $ileferhBl Rl ambiBARAR e Bafif i s SgRinS el BOSRRUROLE .
| east ah@idsed Q%elnatto tiRasbjcabaitr bd&¥ne dvels@Fsbncdhiadbre 2Rk tset fBAK LN aout
25% at | east about S% at | east about 35% at | east about 40% at | east

about 4BVpradeteanged, sullsoagently thleasta s¢roud mepwmsment of dhg ongHEUMORES %,
t ual %G d to baseline; d/ 0047
o e O e R G S IR ] LD oo B ot omst anel

(y) are 10l es east about 5% at |east about
10% at [0049] 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 of, any 24 or more of, or
all 26 or more of outcomes (a) — (y) described immediately above.

[0050] 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
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| east 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%voavidmasst about 55% or at | east about 75% (ac®raalus2oion2assge or

nmedi an % change) conpared to basel i ne. [0048] In one enbodi nent, nethods of
t he prstsent i nveption co rlgtg&ggsel ne | evel s.of one or. re

mar ker STACEPNGHNt I?{el(aéﬁtl {S}Sacfﬁtfl aft SEEIENE Lﬂb‘]ﬁ%t&}f‘tlYFr a’%adlﬁl% Y
group. rleﬁa&&% Br E?QQQ&H@ ﬂItracErﬁﬁﬁfﬁ%I Hféﬁr%d&l%g?r IA3% Ad ”Af% 8t &ld NERP can
conposi tion as disclosed herein to the subject after baseline | evel s of one
or nor éendetdransedsiEomfserunh uping Stindard(nephepmete tehmquesd, Lemgr@mbie)qwrhd y

t aki t k
basel | B FaIIdHR LB s et FeBRgpain RS REe bR Lo gole
t r eat MBfHmbAr tahdapHAOBOSES o Wf détbeniREE LMY hilI@MNt i@Fhetit OfesehealPI(RMIVEr @

period of about 1 to about 200 weeks, about 1 to about 100 weeks, about 1
t 0 abouwPe@MREksRembyils hl?Opf@t%IEﬁomd 5B Lyghstggho lppesu s 2 1can deaditienming! ieeks,

about I b0, aRauk, 20, VEEKS oAU L BROHS 19, 0elS DOl d,d 0, ARRY 12

weeks, ou meeks

about Zeskidiss.aDxidled DL \Aﬁek:,ellﬁlhﬁacﬂldtbljoﬁeﬁolén’ul@lllbh&@lﬁtelgémm6&m1§)¢dn%eany 2
or nore of, any 3 or nore of, any 4 or nore of, any 5 or nopre of, any 6 or
nore of eteémneﬁl fpm werugn BYing afspdasd snzyme dngunoassay '@C]@Pq‘i’ﬁé’r elhspe te&hgﬂqw or

more of g %lgé'crqla d 3 dIRi1Sin %tand%ﬂy tejxgoo%[(s MR ©x pleaﬂ&zlf?‘uﬂaanfgﬁ{a% CLARY 14 or

nore of, or ‘rore o or nore of, any 17 or nore , any 18 or
nor e ofCheamytrﬂ,%thd%d fBures oishvmmyl a0 Bortenbde), CWB Samyde?s (’Eompanyore of , any 22
or nore of 3 or nore,. of 24 or nore of all. 26 f

out conms (2 O0SHTR QesTrraiacitaalirdt &y Bbik S lRose] pa nBload SogalF -

can be gRasinehricRadpeALIaNeaatd h any clinically acceptabl e nmethodol ogy
For example, triglycerides, total cholesterol, HDL-C and fasting bl ood

sugar can be[O%Ziﬂh@noﬂl@mmmdmmmmdlean@ﬂemzmdemtmnrrgowﬂemimedlopmfttI@Mgqr
t echni ques.

orum (ERarNE B b ARk i R SRl sk T i v "

subsequgatirguiant bh@dnk Ve ndsBthesdos, EymprafiiAsdimRiéhgOlo thy RafdhtyddeCor more
ultracentrifugal nethodol ogy. Apo A, Apo B and hsCRP can be determ ned

from s@ﬁ@@@pwa&@@ﬂqﬁd&e@@h@ aneieg eﬂ@@ﬁm@aéhe PISSPUPRGINEPH Pf)dasan be
det er mrﬁl d 6Py n@&ﬁé‘ Wir%%e?%F $4LARARTd b ctbérdshﬂﬁ&{ 'v&%h%{}%%m t&? gnbaues.

LDL par P& hy icl'e sizecan be usi ng nucl ear
magnet irﬁacﬁlesmafaiee-rélbﬂt@) npetherapyreisr Yondgsradnnsddqupe prtédritks@andype 1V

LDL- phosph ase can be determned from
hyper 1p1 emia).

[0053] 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.

[0054] 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.

[0055] 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.
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EDTA plasma or serum and serum respectively, using enzymatic

i munoseparati on techni ques. Oxidized LDL, intercellular adhesion

nol ecul e-woand/i9sd3er | euki n-6 | evel s can be determn ned f POFUS2010/023638 Ng
standard enzyne i mrunoassay techni ques. These techni ques are described in

detail in st rd textbooks,. for le Tietz Fund ment al f .Cinical
Chemi stry, 5&9@ Ey}‘ref c@mbodLprRG ¢ e&ﬂ%e@dﬁ’%‘}uoﬁdémyl S8 %%{Ewﬁef c#dkpany.
[0051] shejleeﬂgqlaeﬂﬂg%rynﬁ{g% seﬁﬁﬁ’ltﬁ géerfoﬁ%vélé)(e grgréaerlt%am%@ 141Qr drathll 00d
sanpl e col |l ection, for exanp out 10 hours.” [0052] I n anot her

enbodi rthart 20Q0rmg/piﬂ)ees@rthat| any ehmlmrf fvelvipthespaacrretitio dowprisingatiinmgstoring to

pr event r er chol st ero nd/ or m xed dyslipidem a

(Fredr |th?<g%tﬁe %‘9% ’FéI%a?ﬂHlpr“ ?nﬁ%déscgéisﬁiﬁ?ﬁelq n need thereof, conprising
admi ni steri ;[goqu ThhéncP afnbEdliincat €2 RbmPBSiBok VYTPAE | il @BnaR dirinlsesed wer ei n.
In a rel ated enbodi nent, the present invention provides a nethod of

reduci rigbieet il ycanouns spfigeans tg proyidsubilaibt dese of ubresepentogieic eiéaf bt with a

statin d i d
L n P AR To 00 o0l 3938 DN SHATN 4 OATRLC S s RAERLE,
pr esent2500\ne) toir @UOI@HOQ intle® ot (00dngffot eemiplogbait 7prr@g/abbmtmg)0rm§,kaboﬁt
recurrent nonfatal_ nyocardial infarction in_a patient with a hi stor%7

1> mor e

nyocar di2amg &bawcltﬁodﬂg 208k PP gbadm i Be.abP Ry’ gng rdopadlene. BRE!
CO”POS'&%%ﬁu@ﬁ)g%g%%@ﬂzsgﬁ%%ﬂ t 39008 anb B #1390 ea[boﬁ i g%tout AJ%empr esent

i nvention provides a net Fovi ng~ progressi on onot | ng
r egr essibont 450 afghebms cli76rmg, |abodi S@ﬁasg, abow Saétmg,mboumﬁbmg taheutedS, mg,

conpri ni steri ect i thereof e or . nor

compos e AR sad e ebeih b5 C usafoitiy arbErp b ATbdisahts Biemgr esent
i nvent 'a‘BBuﬂOVQ)/hl%eﬁb@at ”ﬁtsriﬁ? Dout 8Whig[‘gb&[t 8%%@"%0(198?@5}@ Rbsikt @%VM? )
triglyceride |evels ypes IV V hyperlipidema) in a patient in

need t bpeid?00 memmus P%H@d Abmit 966 rrmga@bom Yhengatboeint 009mag.cbonbt @S mg,

vent (DR po0 BB RTRaBE Pl LOTRE 4 MBedhBRRE A Pl tht LB

triglyaggi am)@ui Xl ﬁg(ﬁ)oﬂt 12 Pl ibduansd &0 abal{tdR 79 md raaaitelrsot)hﬂ@ 25800
ng/ dl ) and that are at risk of devel opi nqégancreatl tis, risin

adni ni sk38pimg abeut his0pagi dwut dHE B2, ARus @rﬂ%uabwrﬂénégn@u ehlo Her ei n.
about 1475 mg, about 1500 mg, about 1525 mg, about 1550 mg, about 1575 mg, about 1600

mg, about 1625 mg, about 1650 mg, about 1675 mg, about 1700 mg, about 1725 mg, about
1750 mg, about 1775 mg, about 1800 mg, about 1825 mg, about 1850 mg, about 1875 mg,
about 1900 mg, about 1925 mg, about 1950 mg, about 1975 mg, about 2000 mg, about 2025
mg, about 2050 mg, about 2075 mg, about 2100 mg, about 2125 mg, about 2150 mg, about
2175 mg, about 2200 mg, about 2225 mg, about 2250 mg, about 2275 mg, about 2300 mg,
about 2325 mg, about 2350 mg, about 2375 mg, about 2400 mg, about 2425 mg, about 2450
mg, about 2475 mg or about 2500 mg.

[0058] 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
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[ 0057] In one enbodi nent, a conposition of the invention is admnistered to
a subject in an anount sufficient to provide a daily dose of

ei cosaperwaenw/m3@di d of about 1 ng to about 10, 000 ngy, PEF/tmbawin2H690 ny,
about 50 to about 3000 ny, about 75 ng to about 2500 ng, or about 100 ng to

about 1000 , for exanple apout 75 , about 100 , about 5 .. about
0 g DA o3 OB IR DB B % I PIARAE 900V MRS 275

Ny, aboyp, 3000 Tbr AVOUE toBE ealbHes ARRUrord 2WesiPourdtout 375 ng, about 400 no,
about 425 ny, about 450 ng, about 475 ngy, about 500 ngy, about 525 ng, about

550 ny, abodf0¥A9nngne atmbadinB®O agrongiositivn 628 usg, inabwtitod650 thy, inabetun 675
ng, about 700 about 725 nmgy, about, 750 bout 77 abqut 800 ny,
mbout gomnfies Shailsnds. silhul g7zl obtrengBieanyst 855 gS: Rhout
950 ny,coah@uic 3 4alt MbredDOrni4RRY offtiny 3P eiét foile%aﬁlgmmlle%ﬂ%l& rdRB0d W herdhout
1075 ng, about 1100 ny, about 1025 ny, about 1050 ng, about 1075 ng, about

1200 nmps ‘dFdut Thoterpy, phapseccutiodly sageptabletitn 1lx7prepgnt capisit meawotheg theabout

1325 t. 1 . boyt 4 4 . about
1328 s GHRMLnigR0i o 0B A dS QB 00 o BBk dE8R- Mol
1575 nyyitlabthuit cobfiideiy of el@wempdEizibn.my, about 1650 ny, about 1675 ngy, about

1700 ng, about 1725 ng, about 1750 ng, about 1775 ng, about 1800 ng, . about
1825 ng, abdiPoVlds@nggmbadisiant. the EPAconypiset alkoieisesa-S dbldut Hepentaggoicahout

1950 nu,.. - - - - 0 bout
2078 mareic ol Rl BmBBinfE ble £O8 ol SO bicgchnatRoic Rk bt 38 e 00T
2200 nmpmimdonent 202 Fhry composes 22250 Gyplkydlvstet of 2itbsapgntaatvicibci2.300 anatherabout

2325 ny, .about 2350 , about 2375 , about. 2400 , about 2425 ny, . about
2450 mymUGEn BRSERY SRy £ CoRUBTHEIOT GBS MY h o OSBRI any
of the fahOds IbRELHSRANS 6L ORISR, bAckbeRLBAIo Rl RHANLAGN B 2

subj ect or” subjects that consune a traditional Western diet. 1n one
enbodi resnther ehbodmdnodibe dEPA menipmgenin once iendbloddecnd, theelpP Af congaised llicsg a

subj ect .as di.et cons r, or prudent diet consunmer and then
treatiﬁaxFﬁgigﬁﬁiii?p?ma?ﬁ@:%ﬁ%?@gkm$§‘deened a Western di et consuner. The
term " \W\est erposti|ah "anbicEiembb&hens tHEEPNalsl M the fémt ¥Pesl-ERrelitii@RSERA] Ng

of , by percentage of total calories, about 45%to about 50% carbohydrate,
about ~ 3898c-odial9BiriglyovrdeakPA Arcinasler coeor sakited HPALSY, the dtcsiasid rineeft er n

o, b LT 00RO 09 5 ShAIEATLesd i & Uk il o1
for exanitle slooselotvats rafdoef dxidagion bandoes not otherwise change its b’iological action to
any substantial degree.

[0062] In another embodiment, EPA is present in a composition useful in accordance
with methods 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, about 950 mg, about 975 mg, about 1000 mg,
about 1025 mg, about 1050 mg, about 1075 mg, about 1100 mg, about 1025 mg, about 1050
mg, about 1075 mg, about 1200 mg, about 1225 mg, about 1250 mg, about 1275 mg, about
1300 mg, about 1325 mg, about 1350 mg, about 1375 mg, about 1400 mg, about 1425 mg,

about 1450 mg, about 1475 mg, about 1500 mg, about 1525 mg, about 1550 mg, about 1575

13



60% or nore or 70% of total calories cone fromthese sources. [0059] In one
enbodi nent, a conposition for use in nethods of the invention conprises

ei cosapernwaenm/3@di d, or a pharnmaceutically accept abl ePestuseorodessdyat i ve,
conjugate or salt thereof, or m xtures of any of the f or egoi ng,

col l ectively rred to herein as " " The ter har mac i call

accept 4B% eabOPh?@emgT&Oéh%g#o%e% “ﬁgéﬁ@n{ ?Ovttrié% f %tel%h %e@%n
does nqt729rrﬂéj%8uﬂlm%gt%hﬁl’?@<h@ 5%1&(1866‘%@3 ‘é@bﬁclt&@rmg rhﬁogﬁtapggoo[ﬂ%vm th
ot her componénts of the conposition. [0060] In one enbodi frent

conpr i sbsual§7Sang, a@pubwﬂang dbohit, 192 511g mé)nuabﬁ?ﬁ@n wgaabodt 191 mpotbiost 2000

enbodi nent PA c an ei ent a cid ot her
oo Minebopf SodsERe CHIRF pASE "o PLRY 2688100 T abRiIzs Ha B
acid. Insenst, %buﬁm%geéﬁout bheo EllgAawmwe@g Qb&@SEBeHhaeneuc2aBi fget hyl
ester, el cosapent aenoic acid matibé ester, el cosapent aenoic acid

ester, abpPUEIVM9sApAPPRERT MacIbaULLASY Mestbert 2375 macbrut 240008 shent 24f5yhe EPA

corrprls FE% h ses all-cis eicosa-5, 8,1 1, 14,
17- penta n‘&og@%@{)‘éﬂ%%ﬁb t7§ H{g. r[%B@l@M inot her enbodi nent, the EPAis in
t he form of [GO(B'IMHnER&,heﬂ ¢rhbodimeitPAcompodtion aieful Qi a&d’olr(ginyeezﬁﬂhdﬁe EBRAntion any

other ester or salt of EPA or the free acid formof EPA The EPA may al so
be in t99BLMSHAtGROTS thans g i1 DY d@t e thani Aheu P e Rk MO tap AP YeS ih e

sl ows 4oy thdrSalcdt ?%%o%bfie%hr? DR 605l ABE 3P F@%E%?W 96 £t 9tﬂatn~°ab ut

bi ol ogi cal action to any substanti al degr ee. I'n anot er enbodi nent,
EPA i s 456 .as¢miore rthaa abonipfs] hotonoraskdrudboun2 ¢ ootrmiaxwhamabdut &g, modst mbra he

i nventipn i.n a unt .of about, 50 000 ut 7 to
oot 588ttt B 5B el SO oS rtonk 4% BB AT 20, Menelss Smbh oot
about ]c%glﬁggltloﬁ‘QPH{e 1&3&1&6‘9 :coﬁ‘tlaﬁfétsugégltﬁﬁ%l n@%@&saﬁg eHESic aéilao Uh sB0@néMer about
225 ny, about 250 ng, about ng, abou ng, about 325 ng, about 350

ny, abowboditBeniny cqumtmwef@ n ‘élbqm@seﬂlzlﬁvmmnabomnsmomrgsahamuolczh%i ny,
about 50§ rrg }‘fg 523 ng, about 550 ng, about 575 ng, about 600 ny, about
625 ng, 49 If bout 675 ngy, about 700 ng, about 725 ng, about 750

ng, about 77§06, Inad@@uier 8RB odBhcnabORA BaHriles atale@dit7088 0t Meast 3b@witat bt Mo,
about 900 ny, about 9259$%about 950 , about 975 . about 1000 ny,

about 1925 afpastfldutat o at fg9et 770,07 Bagi) 8 Yalb igastt A0, arg 004b bhitveigrs ny,

about ]Oqsdﬁ fatty acids present in a composition that is useful in methods of the present invention.

[0065] In one embodiment, 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 95% by weight EPA (as the term “EPA” is defined and exemplified herein). Ultra-
pure EPA comprises at least 96% by weight EPA, 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.

[0066] In another embodiment, a composition useful in accordance with methods of
the invention contains 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. Illustrative examples of a “fatty acid other than EPA” include
linolenic acid (LA), arachidonic acid (AA), docosahexaenoic acid (DHA), alpha-linolenic
acid (ALA), stearadonic acid (STA), eicosatrienoic acid (ETA) and/or docosapentaenoic acid
(DPA). In another embodiment, a composition useful in accordance with methods of the
invention contains about 0.1% to about 4%, about 0.5% to about 3%, or about 1% to about

2%, by weight, of total fatty acids other than EPA and/or DHA.
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ng, about 1075 ng, about 1200 ng, about 1225 ng, about 1250 ng, about 1275
ng, about 1300 ngy, about 1325 ny, about 1350 ny, about 1375 ny, about 1400
ngy, aboutw@4fB/aveg34about 1450 ng, about 1475 ng, about PEOM@Syo/HAleRIt 1525
ng, about 1550 ny, about 1575ng, about 1600 ng, about 1625 ng, about 1650

ng, about 1 70 , about 1725 ,. about 1750 about 1775
nmy, about 1%@6'&%“ a&% r%%@ﬁgm%t aa%a?sﬂi%seseﬁg in agordangg yath i iIYBRAN 1900
Ny, abaill ohdEP nie oPRRUDLIIGIR g f@ﬁure@b(%’Elc&@dgéntg&m@gﬁ&'Tet%@@&eﬂ%pre@@ﬁyﬁt 2025
ng, about 2050 ngy, about 207 about 0 ng, about 2125 ng, about 2150

ny, abdedst 2b@B Mo, abloadt @2@09719@; oabbiﬁtaSth 19§70, dyowtighR 50 alfatiybaouds 2275

1o, abdlShsstng ot TR mERih S R bR S POt3) I n

anot herth Bt AL or ot ARG Sthhh Abokts 29 byl Weahe 061 aislefatyt drid BthieP IR | ON
contains not nore than about 10% not npbre than about 9% not nore than

about 8%gospismtasbeie actdathidisstat; (Fpgne ﬁ@mp%ﬁi@ edrAdnaRRS ROTE Jhanribouhd P&, ndfan
bout 5 t
<bOut S5 RE o808 Yhord oy 91, bR, ARR 2 RS 0D,

docos ahgoaeptaenaiciadid(diiA)estet; f(d)'ith)é cohfp)oaﬂﬁﬁ hey a esthodiermdex (20 aONgradbli on of
the i nventi on contai ns _substanti all no docosahexaenoic acid. |In still

anot her! EnBRANE esboutal @ desbent: | 8Pt L4 1o ghowt droedenthe; gopunesition hasrt ai ns
no dOC @Hﬁé%&%%ﬂg t‘io"flﬁgélﬁro §eg | lat; V& a“opﬁtr @95 Q&ﬁ‘ﬂ eas?ﬂbg%fﬁej to

enbodi es at | east east %
| east Qbont @92;l(eptht cOGPosiadn taashs ﬁ)ﬂt%loratthdneaémtlt %ﬁpmmot Ineas thaﬁ&%)utolrs 100%

by weight, of all fatty acjds esent in onposi tij.on that is useful in
oY e bt ot e dabo ol RSRS Gkl (PSR AR RS BOTIBRHS SR | on
of the deM@S’b}Brﬁ“n&QﬁB}E 'tl%ﬁsab%ttlf PpRUAS nE(Pr@\tha'ﬁha%oh@E Bb Ul)rtﬂid?! nhtite @ﬁ'anaa%otﬁ ed
herein with respect to EPA refers to a composition conprising at | east 95%

by wei gﬂnpprﬁmse(nas anfler t(gr the" @ROSItion des janpatoside veluengd] not ineete Hbarepbgut 5

u | 96% ht . E | 7%b h
epa, oGy el PhaEuRE, Gt gh Bk, roip TE HBOEER Rk g T Ve oo

set fordbbumaﬁl@q/tkg [0066] I n anot her enbodi nent, a conposition useful in
accordance with nethods of the invention contains |less than 10% |ess than
9% | ess tha{ﬁo@%lnlaé@télelt mbpdm?nu @@@mpwa%ors%eﬁlle@gcqouﬁcbam%%thltb%gw@mtm 4%

R I M T A S A L R
acid C&ﬁldcgﬁ[ie,nt&ﬁoate (EPA-E), about 0.2% to about 0. 5% by Welght ethyl octadecatetraenoate
(ODTA-E), about 0.05% to about 0.25% by weight ethyl nonaccapentacnoate (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.

[0069] In another embodiment, compositions useful in accordance with the invention
comprise, consist essential 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 nonaecapentaenoate, 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% ecthyl 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
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any fatty acid other than EPA. Illustrative exanples of a "fatty acid ot her
than EPA" include linolenic acid (LA), arachidonic acid (AA),
docosahexwonoiondasid (DHA), al pha-l1inolenic acid (ALA), PeTame@doricss aci d
(STA), eicosatrienoic acid (ETA) and/or docosapentaenoic acid (DPA). In
anot her enbodi n? a conposition useful in accordance wth nethods. of the

i nvent | SAPCSHPR TS 9HPNBY 10MMEISEHIRF OTADRTAFIAKI BN df- ¢ oOSHUGTHOIBY% OBET about
1% to ghputitid?in BY amBh@hrno®imdr@tin {1t ¥.59¢ bf;lﬁotoﬁlBFer thh R SBPA 1R RS REr

DHA. [0067] | n another embodinment, a conposition useful in accordance with
t he i nwerltodoneriathe onmposqtlwquc&nmises h@u‘t GIQS&(vwor@oﬁe&ﬂ% oy ex@mple about 0.2%

ei cosapent ae 0| [ th est ent 6% at .| east
Sbout ooy aehCgforigted Tt Aot 00Ge & o fdptaes ehp Rl
t he cor[pgﬁjqueqqmawl)suw@egorrpoa t| on contains not nore than about 4% not
nore than about 3% or not nore than about 2% by \/\/lal(gl of total fatty
aci ds ot her [PH&EH Ié@@@%lalp@rnb@sbm@nb cg.l@pemwwse freaccordence wéth dbrsysntidnon

t t
cont o T8l TR S8 APgH BBl 10 Y Bk B BOR S, G24aRl B 0T
aci d etdbplt 69085 10 @bbuttme%cbyrmz&gntl@hylMSacﬁcaiteﬁ‘raeﬁmaﬂevebodeWS(/ZQo (Bb‘bu@f

about 1 to about. 2, about 1.2 to about 1.8 qor about 1.4 to about ;o (e)
the corfbd¥ithyoncigh chyks perdceineniienate.yabopn0 88y tor abgyd P405e @Yt‘ﬁelabb@rbyll 0,
about %T@C%l&oﬂaf%b%uh@ 39/5tc95bo%ggl4t%)9 %vetléht %ﬁl?yglcﬁsa?&raeﬁ&)te LB B @g5d, on
contai ns not nofe than about n'?’ an about 15 ppm or not nore
t han aboubout(0. wm dﬁgdﬂmnﬁ%@bmtae(nbatet r(éptﬁmatby;sthe mmpcsmﬁmbracmammnomom t han

bout 5 t b 4 hout 3 t
oo ¢ nift douhl 0 R e st € oY bR e RBr s GEBE G de
val ue of; RRA-DIPA e 1t &%’etﬁm-ﬂﬁleé TR B Bositift co'ﬁpa'ir?s SIU,B@QH‘[ 3% dt n'a'eaﬂi{dﬁﬁt ofh0t

nore than about 3 neg/ kg, or not nore than about
anot herDIéﬁmodldmmatlveathmmmfsmCho% gthel-IHA N ab@ocmramsmow flhrﬂneh@ptlnmélfytl on
corrprls consists o cqn ts essentially, of. at .|.east 95%
et S e L T R s T R R R e T R e
oct adegaset thaeapalt €. 4 L rdt)mordaut 0@500%ak @n@tﬁ&uémﬁocﬁﬁ%’mb){hé/\@(brﬁlﬁﬁsuﬁinhw
nonaecapent aenoat e (NDPA-E), about 0.2%to about 0.45% by wei ght et h]y

n

ar achi demarisey AmuE,055b drieb@it3bd Yoo feshryampiy. sbeuby). 3% kyhweighhiacopherol.
ei cosat Abaf gﬂg%cﬁm{eﬁrﬁsgkv%%gg lp%w&'ets do(g eo %%%81%#{1519% %go{ﬂt%bb 1 tto about

henei Cosapen aenoa anot conpo
presentl § of thedaRgoing cempbdition in a capsule shell In one embodiment, the dosage form is a

I'S

gel or liquid capsule and is packaged in blister packages of about 1 to about 20 capsules per
sheet.

[0071] In another embodiment, compositions useful in accordance with the invention
comprise, consist essential of, or consist of at least 96%, 97% or 98%, by weight, ethyl
eicosapentacnoate, about 0.25% to about 0.38% by weight ethyl octadecatetraenoate, about
0.10% to about 0.15% by weight ethyl nonaecapentaenoate, about 0.25% to about 0.35% by
weight ethyl arachidonate, about 0.31% to about 0.38% by weight ethyl eicosatetraenoate,
and about 0.08% to about 0.20% ethyl 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) or other
impurities in an amount of not more than about 0.5% or not more than 0.05%. In another

embodiment, the composition comprises about 0.05% to about 0.4%, for example about 0.2%
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[ 0069] In another enbodi nent, conpositions useful in accordance with the

i nvention conprise, consist essential of, or consist of at |east 95% 96%
or 97% byoweioglese34et hyl ei cosapent aenoate, about 0. 2% PoTAlSeUN/0236580 by
wei ght et hyl octadecatetraenoate, about 0.05%to about 0.25% by wei ght

et hyl nonaecapent aenoate, about 0.2%t1to0 abqut. 0.45% b i ght, et hyl

ar achi dBn ST ABEIICE 304 GroiiBe 8RB i@lﬁ?ﬂt&nhﬂovgéo%é@éﬁaﬁamt e,

and abquhPisRe%obet ﬁ)‘@%ﬂ% tPabdd? gfoﬁryﬂe ﬁ%i@%@%%@ﬁﬂpéle%sufa%mnal ly, the

conposition contains not nore than about 0.06% about 0.05% or about
0.04% by wdD@F], InBhthor crdlerdimant, ¥ omhesitornds dagetibeaheediiyd adDHnistered torre
enbodi nent _the conposition nt aj,ns substantially no or no anpunt of DHA or
der 1 vatTiet HEr & BV aeh s BoRS I BeRbS SR dposT o1 braruRenarF SBhrBine Ty
conpri s®sutone; 8f a"®InSpRMonON 8&dtibed Berdin, laBE ARG Qkd @b apts&tgéctldmyr ithes in
an anount of not nore than about 0.5%or not nore than 0.05% In another

enmbodi raagther tbodangidsilt 9loR eapayes. seash agswiainiog ooyt d gbefup @mpgsitiopr as
exanpl e % | .0l . e i t- 500
mo o alsanbe Ry R i ied (RENRE R in bR AR Tor SRR BEleep ABSH, 20

| n anotdaeaneabadi ITeah, «ANPOS D tehpyusesy s&thudonitdiniag aboatangeof tdmpdritidnnaent i on
conprise, consist essentjal of, or cansist of at |east 96% by wei ght et hyl
ei cosapEptHAdstE. ahypingteoedio the spest 1o theogveyingefog granaplpprtween about 5

oct ade etd ARNPR Bm. about 0.075% to about 0.20% by wei ght et hyl
nonaecdpent aenoat e, about 0.25%to about 0.40% by wei ght et hyl

ar achi donat 00ajdutond cB8fotimeabawubctBoiby traed) ht acedbtiphcewnb sattletds af tleat e

and abaut 0.075% t o, about O..25% et hyl, henej.cosapent aenoat e. tionally, the
opao T aoR 4 ran e RO arol A A sty o B 5 P El s g D e Torci Bt
0.04% byiRjcdfdrapPHA or derivative there of such as ethyl-DHA In one

enbodi nent the conposition contains substantially no or no anount of DHA or
derivative t[A8T4 lofanstheh cabodintept,-dOERosiTines osfplowi adcordafics withrmeghodsoofal | y

conpri ses.one.or nore.ant.i oxidan e. g.._ tagcopheral ), or.other inpurities in
o ot Bt e R0 The k58 onf RERER: R 655 pRLbther
enbodi MRAdin ihHEIE AP BSt bPRAERIFPIIf e thealPpoltic Qedhd%rtd calipokitiéh Afdcofas a
exanpl e about 0.2% by wei ght tocopherol. In another enbodi nent, the

i nvent isvhicpt whkraieghaagras agronrasiioadsplered inghameuth Eabe supiech velsdhar o1ngt of

R I T T
about Isublinglabut w0l sapsiphageapadmati@etion. In one embodiment, the composition is
present in a capsule, for example a soft gelatin capsule.

[0075] A composition for use in accordance with the invention can be formulated as
one or more dosage units. The terms “dose unit” and “dosage unit” herein refer to a portion
of a pharmaceutical composition that contains an amount of a therapeutic agent suitable for a
single administration to provide a therapeutic effect. Such dosage units may be administered
one to a plurality (i.e. 1 to about 10, 1 to 8, 1 to 6, 1 to 4 or 1 to 2) of times per day, or as
many times as needed to elicit a therapeutic response.

[0076] In another embodiment, the invention provides use of any composition
described herein for treating moderate to severe hypertriglyceridemia in a subject in need
thereof, comprising: providing a subject having a fasting baseline triglyceride level of about
500 mg/dl to about 1500 mg/dl and administering to the subject a pharmaceutical
composition as described herein. In one embodiment, the composition comprises about 1 g to

about 4 g of eicosapentaenoic acid ethyl ester, wherein the composition contains substantially

no docosahexaenoic acid.

17



[0071] In another enbodi nent, conpositions useful in accordance with the

i nvention conprise, consist essential of, or consist of at |east 96% 97%
or 98% byoweioglese34et hyl ei cosapent aenoate, about 0. 25%PCo/ishawin2d388% by
wei ght et hyl octadecatetraenoate, about 0.10%to about O. 15@6by wei ght

et hyl nonae t aenoat about 25%to bout 0. 35% by wei ght. et
arachidonatjgggﬂéﬂﬂnﬁfﬁﬂ dPBmﬁbﬂﬂ?W§“§§@§%§ %Epﬁﬁ@mbﬂﬁ9?SEF §§ﬁbgP§§hoate
and abQightabhePGXaihQiRAOMH rogng%lﬁ&}efwe gb&%yw%ﬂpatt@ afeRf isong 4’@} the

conposition contains not nmore than about about 0.05% or about
0. 04% tblylpweiugmtor fktan dor agciiodbl wkoutHer2e 3of, @u@h7 & 9et1ﬂylll BHAL2 monthne

dor  vatrgt faret SR ol B CRT ORI SRR PR #IRe AR 8o el 1

conprl3§§a@n@lggemgm@g@ﬁ%hgn%gaﬁ5@¢ﬁ§eﬁ, tocopherol) or other inmpurities in
an anmpbunt of not nore than about 0.5% or not nore than 0.05% In another

enmbodi ment, [PAE]1dsepe smbodimabripe investiepigvidys 0506t & cabpedition aggesebed

exanpl g ahout 9, &%@é(u 6f9£'t %d?&%?e‘ﬁ‘? "8 1rehih AP QF ha?& 5%”? cg%c{*&ﬁtg Ilﬂ%%ted

i nvention provi orm conprising abo

t he for&@@smgnmﬁﬂhesmhbaﬂmbm alecsabyscﬁled&bedld [ 0072] In anot her enbodu rrent,
a conp05|t|on as described herein is admnistered to a subject once_ or
twice per daf? 91 NSt Hebodimere prRomPosition s sgt gprtly hergiis iy Rackagedcipgether

cont ai ) g 8hQkont i Rlng e ATRASIAAID (A5 ESLLASHAPERSLR,, are administered

to a subject not her” enbodi nment caps each contai ni ng
about 1 g of a conp05|t|on as described herein, are adnlnlstered to the

subject in the norning, for exanpgﬁ%gﬁh) n about 5 am and about 11 am and
1 or 2 capsules, each containing ?ﬁ§ of a conposition as descri bed

herein, are @@gﬂ]%éﬁlﬁﬁ%ntfep ﬁl&&b@%@h@&led‘ RAndRiz8Y S uB-bIf R lglﬂ;@é&%%diﬁt ween
about 5 pn1and about 11 pm 073] I'n one enbodi ment, a subject bei ng

t r eat edvitlhamopor- bhdc@tensmh wreertﬁwmddf) cvhleatieihe efficacy argl w&ty of AMRI Gleinon

| d- al f in .fib
A, D S T S T g R R T AT
accor dapegmmd tc BFIdAOEsT AMR 1A 2 ReIN b4 &TdRi10F @nhparditlol PI&IcBS) ie 10Jé1ﬁ1gt er s

"orally deliverable" or "oral adm nistration" herein include any form of
del i verfystoig 4G Hevehpant paticagemtithofasting olipoddvelsor>0heeedi and &1 ehL

ther 1008 05T WSS SERTPSRIAT 8, PLaced L the mouth of "the subj et
admi ni strat ijgpg1]iTHe! HESRIaBUAGHVRDEE this study are the following:
1. To determine the safety and tolerability of AMR101 2 g daily and 4 g daily;
2. To determine the effect of AMR101 on lipid and apolipoprotein profiles;
3. To determine the effect of AMR101 on low-density lipoprotein (LDL) particle
number and size;
4, To determine the effect of AMR101 on oxidized LDL;
5. To determine the effect of AMR101 on fasting plasma glucose (FPG) and
hemoglobin A;. (HbA,);
6. To determine the effect of AMR101 on insulin resistance;
7. To determine the effect of AMRI101 on high-sensitivity C-reactive protein
(hsCRP);
8. To determine the effects of AMRI101 2 g daily and 4 g daily on the
incorporation of fatty acids into red blood cell membranes and into plasma

phospholipids;
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subl i ngual as well as esophageal adm nistration. In one enbodi nent, the
conposition is present in a capsule, for exanple a soft gelatin capsule.

[ 0075] A wornpowiosdsen for use in accordance with the inveoriusaoioamcbe
formul ated as one or nore dosage units. The terns "dose unit" and "dosage

unit" herein, ref to a portion.of a pharmaceutjcal. conmpqsition that
cont ai ns anrbam)u 0 (?f‘plﬁr%)ﬁ]é? Aplatienshipa Jetrecn Jrasgliice f4sipe a?éi ﬁ?@i?lé and the

adm ni stratigmdienRE pdifleTs 1Ehesapguti c effect. Such dosage units may be
adm nistered one to a plurality (i.e. 1 to about 10, 1to 8, 1to 6, 1to 4

or 1 to 2) of0.tinascpdercdhy relatorabipnieatyedn aremcamshaedaldblpod etll miembaane

t herapeutic response. [0076L,l,n another enmbodi nment,. the.i nventi.on provides
use of any CHTROSRRRBNCASELFPALaOREPERiorR Gpo Bt igh A0 fPYE CG Sy or e
hypertri gl yqeosdericapépulaionUidir &bfs dtidyn@eheh @deRbmes QMBHicH| agéhimrb@aﬁr%ng a

subj ect having a fasting baseline triglyceride |evel of about 500 ng/dl to
about I®CGtipgivdll naerd taabierioni contragepon or tphestisellbpsimiener) pH&r yracseof agsaivith a

conposi.tion as descrihe erejn. In one odi nent, the conpositign
Conpr i S99V Bt ey %_45 B 5t WhO s hog o SRR BER P B BB R BLy o

wher ei n '&;.gu&ﬁ{gnﬁéﬂagwp%&&@ &i&ggﬁgﬁ%ﬁaﬁﬂ%&%}%’(w& SOGRRANEXRBABECwill be

acid.[0077] Inone enbodi nent, ositions the i nvention, upon storage
in a clavskdtedoby dhaenvasbgattrapnad ‘alicthaotinst repayatar de saédly | genoatieetd( et g.

bout 5 to about..5 -10 0C) t \ f for I f t 1,
5005, aclnigoir Tgshogld oo RS, *lsfin Rimay CERR ob iy PRl b B%5006
at | eagonAhRd! 4RV Mbst IbeadlhlaRe Bl Weks WioPlo AhdbedalioRRMtnQ950iRE nbhe

active ingredient(s) originally present therein. [0078] In one enbodi nent,

t he i nwenini dipigrabaringe snadsatiofis dnieanpei mtlaps filess ifadoihepthien products

manuf acture .of a medi canent for_ treatnent of any of a . .

car di oV:RERYIRE olfnégaag é%}tyQ%i:sa%ch?rrPea PHRucts o5 JitHE aEpPlements yithaetential

di abet i1gyiq RO oAt SNEIHRTRAMHIEN n cmBERARRAS WithORatdS tRGlnyf it oh &i@blk | S
packagegﬂtogetr%]e? vvis?h 1| nstructi or?scfor usi ng theacorrpo iyt(?\gn too tlr eat a
car di owasttui{bay, noiss be digle to EXANEiESfirO@80h-statmlipid-adtenhg thergplyat edreeraomt r ol | ed

random zed, | e-bli.nd, ,12-week stu with an en-| abel extension.is
o omaad: JHBkE) Sapttipe 620 B R et b e R AP et TR ¢
fasti naNdrii Alnv&GRa] 98utheXBbfica; 0D/ AdherichhEuRipe MRidia, ORIdESHitN eA @icat NEnest udy

is to determine the efficacy of AMRA 2 g daily and 4 9 daily, conpared to
pl acebotudynwillogez PHrgio 60-week, Phase 3, multi-center study consisting of 3 study periods: (1)

A 6- to 8-week screening period that includes a diet and lifestyle stabilization and washout
period and a TG qualifying period, (2) A 12-week, double-blind, randomized,
placebo-controlled treatment period; and (3) A 40-week, open-label, extension period.

[0084] During the screening period and double-blind treatment period, all visits are to
be within £3 days of the scheduled time. During the open-label extension period, all visits
are to be within =7 days of the scheduled time. The screening period includes a 4- or 6-week
diet and lifestyle stabilization period and washout period followed by a 2-week TG qualifying
period. s) must be stable for >4 weeks prior to randomization.

[0085] The screening visit (Visit 1) will occur for all patients at either 6 weeks (for
patients not on lipid-altering therapy at screening or for patients who will not need to
discontinue their current lipid-altering therapy) or 8 weeks (for patients who will require
washout of their current lipid-altering therapy at screening) before randomization, as follows:

[0086] Patients who do not require a washout: The screening visit will occur at Visit 1
(Week -6). Eligible patients will enter a 4-week diet and lifestyle stabilization period. At the

screening visit, all patients will receive counseling regarding the importance of the National
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fasting TG levels in patients wwth fasting TG | evel s >500 ng/dL and <1500
nmg/ dL (>5.65 mmol /L and <16.94 mmol/L). [0081] The secondary objectives of
this studyoan®/wbe4f ol | owi ng: 1. To determ ne the saf et pCarnus2aioloescadpi | ity
of AI\/RIO 2 g daily and 4 g daily; 2. To determine the effect of AMVRA on

I i pi d t fi 3. To d th t..of AVR O
| ow dendiigRrpLBakater ko NoEH (iwnhutb bHeH Wipees 41 Goliderdriiine ¢ ne
ef f ect r@éelv%vﬂsglct%s% v ad itk tRis d[@t @’@ﬁ&ftmﬁ’) @vh?ré?]fufr@%{[ w@ihoﬁw fd on

fasting plasma gl ucose (FPG and henogl obin c (HbAic); 6. To determ ne
t he ef fserseniof VAVRVD ogenr an¥asiti lr(W@q 4§D diligable TbatlemS wdt begm pd-veak wdsheut of

o toct P RS ety Pk Fhl1 e Lot g e NG S ECTRE '

aci ds iataviliedcdl©aftrG@ldns R RE ol RACthiNdiet. i@ ¥R oRRA SR onRicE patontsTO
explore the rel ationship between baseline fasting TG | evel s and the

reduct iV danetaselifygormutieipatian basedion screqranglapprsiary teseraseltsiviipyiski hepet ween
an incr ei cosapent aenoi ¢ aci d (EPA)
concenttg ﬁg{ﬁghéﬁgn@@g eggljg{%%%&?% gstl ng TG |l evel s. [0082] The

popul ation f[0087T]MAtsths teud wfitise %ﬂ:eﬁ.lﬁlﬁht\mdﬂiﬂes(tyl@@ﬁhllﬁﬁtl@hpéﬁﬁﬁe@fﬂhﬂ@ -wedkent i al
wll need to be_gn contraception or, practice abstinence) >18 éears of age

with a BIdjndraiedilizaten adswryiond neredarbgiflse Peenty piid- aiterefheng-wesdr Afy
are curg ?Hﬁh é?lo'd' aﬂﬁ%ﬁ'hfa% R f%JES%@@IR?’ ev éaﬁsﬂ{eﬁ a?gé{ ﬁf \’V%el@@ %ﬁ@i/m

t her apy r without ezetim e eval uat vestl gat or
as to vtheWeek -thiBligibler ppi¢nsanusichsaf &l yvehge danting UBG latelszeﬁoe)aﬁg/dg ar@r i f
it should be continued. If statin therapy (wth or without ezetimbe) is to

be cont$ 1@9@@1%/ Hos&lL) mumet/Lpandtals ¥ Y/LZA igeeRiST pghe of2-eclk adradie-bland on.
Pat i entt? % t%rloﬁ n"ﬂl? tIld.l 1evel Golug alh%g lorrll.gwma %e% geldo 8 tl§ mfl\?e(fagde ar, d@h épr%/ day’

fibrates; her pro S contai ning orrega ot her
her bal rﬁéemgi Uﬁtlﬁe Visitd @V euky-23 i VesiEN {Wevk 11 vakice Tt b platidiit i eﬁlfeﬁlgEGTG R;@el

effects ei.ther alone or in conmbination with statin therapy (with. or

Wi t hout rom Visit 2 and Visit 3 falls outside the required range for entry into the study, an additional
sample for fasting TG measurement can be collected 1 week later at Visit 3.1. If a third
sample is collected at Visit 3.1, entry into the study will be based on the average (arithmetic
mean) of the values from Visit 3 and Visit 3.1.

[0088] After confirmation of qualifying fasting TG values, eligible patients will enter
a 12-week, randomized, double-blind treatment period. At Visit 4 (Week 0), patients will be
randomly assigned to 1 of the following treatment groups:

e AMRIOI 2 g daily,
e AMRIOI 4 g daily, or
e Placebo.

[0089] During the double-blind treatment period, patients will return to the site at
Visit 5 (Week 4), Visit 6 (Week 11), and Visit 7 (Week 12) for efficacy and safety
evaluations.

[0090] Patients who complete the 12-week double-blind treatment period will be
eligible to enter a 40-week, open-label, extension period at Visit 7 (Week 12). All patients
will receive open-label AMR101 4 g daily. From Visit 8§ (Week 16) until the end of the study,
changes to the lipid-altering regimen are permitted (e.g., initiating or raising the dose of statin

or adding non-statin, lipid-altering medications to the regimen), as guided by standard
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ezetimbe), nust be able to safely discontinue non-statin, lipid-altering
therapy at screening. [0083] Approximtely 240 patients wll be random zed
at approxwoedslop3®d centers in North America, South AmePCTAIS2@Ge/023638
Anerica, Europe, India, and South Africa. The study will be a 58- to

60- week, Phase center stu stud eriod

6- to gIHRk 28d Péﬁ‘é%@g B};P’F%admphzftfd Fniragedlestdeimatinds il & tn e ths sle

stabi | izafy ﬁ‘w@ék@uﬂ’ﬁﬁﬂﬁ@%st?ﬁft'a?%s@tnﬂ d@sayal i fying period; (2) A 12-week,
doubl e-bl'i"'nd, random zed, placebo-controlled treatnent period;, and (3) A

40- week, ope[ﬁOSP ldlféiglblemaenms ozwllpl@r ramdomﬂxoewgnemﬁﬂ‘ﬁlgltt%éwsck Orio meceper i od

d doubl t N t t f
the soigelti AR b 2B g PRLIOT o it f b el o Tpe TPt B IR o
to be Widahhéht Hedays A)lf/IRtle} is pRedgdderh 1 i Bquid TR1caCHBIBAE NGIARS EQdulefictiedes a

4- or 6-week diet and lifestyle stabilization period and washout peri od

f ol | owadatpling piwb@kapls@leqxaaﬁl cdywitly light liged ppratiis ind eostis| G efdrAMR Ifkeks
prior tg .k “?Qe[“d%ﬁ‘l{)lﬁ%ﬁ‘lng[tQQaQﬁ%LntT Snéd?r a%{%h 9wt Sthke (2| cg]lbséllejs) AR10 ?C(t?]rur for

al | patien |en S not on erlngt er apy

at scr agstchigg plackbs) maﬂlbaﬁ(ammghalw I1h th@fevﬂﬁﬁgj féroa dcbtslcomlcmpsaletsw rdagur r ent
lipid-altering the i;& or 8 weeks (for patients who will require washout
of t heifratignis i@ dhe ﬁl\ﬁﬁ 1aPtgé4ainr5eafrH@rtaﬁs9u1wﬂé EPEES] h@MBé%rleg cansdlsniidat i on,

as follo Of4f r T, ifn
Vst i chi@iReb SR i HOT ORI L Eafn BRI inTHE SHRIBR NG

4- week gddsgzttr@ﬂdeﬂtigfr@m\yilhres&imaﬁ IAMR1 0 bh gpepiubad.in Ate hbmmircandervemggyvi sit, all
patients wl| ei.ve couns ar th rtance of th

Rat 1 onai ohol QP EGHERGE R B PR PR B BB IS FUREA Banges
(TLO) %&hl@ﬂld%hmg OGN EHe %'%{e'h%h 'p@ﬂéd ) réc@lvleQ)‘ﬁ/eﬁJTﬁb%l dingt 101

Pati ents who wi | require a washout he 'screeni ng visit wil occur at
Visit ¥ ¢uabk Pa@f)nts will tgkblzekmatlﬁbﬂltgs:amukts ihéleg momnu@z askekinihs hmmnggen od at

I 6 o e R S L R R S S A o o

per sonnghn¥ inl TG ARIn Ghsdliat it W sekWOeriipo@t T&cbhdary effidaay Lhedtpat fopthdased
on screeni nglﬂl aboratory test results to instruct themto resune their prior

| i pi d- aloublermdriecdireant peed mFbl@vi}e fatlowhg: end of the 4-week diet and
washout® pBreat, hufo BreBRl fenpl (it RERTER B B M TH g™
period angaldlhted hmeaénlaﬁ rhﬁo@)sétbmg cHékdt@vel(Lmeasyr ededhteli Sd-high{ddéaly - 2)
?gsey iggbg(péfg\{gink g;hé? sterol nlollolI ﬁDEat I, ea?rfds ngys tlovgad\égm?yn 11%%%&?6%1? cl?osléslterllrgl TG
(VLDL-C) from baseline to Week 12 endpoint;
e Percent change in very low-density lipoprotein TG from baseline to Week 12;
e Percent changes in apolipoprotein A-1 (apo A-I), apolipoprotein B (apo B), and
apo A-l/apo B ratio from baseline to Week 12;
e Percent changes in lipoprotein(a) from baseline to Week 12 (selected sites only);
e Percent changes in LDL particle number and size, measured by nuclear magnetic
resonance, from baseline to Week 12 (selected sites only);
e Percent change in remnant-like particle cholesterol from baseline to Week 12 (selected
sites only);
e Percent change in oxidized LDL from baseline to Week 12 (selected sites only);
e Changes in FPG and HbA . from baseline to Week 12;

e Change in insulin resistance, as assessed by the homeostasis model index insulin

resistance, from baseline to Week 12;
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<1500 ng/dL (>5.65 mmol /L and <16.94 mmol /L) to enter the 12-week

doubl e-blind treatnent period. The TG |level for qualification wll be based
on the awsoagw/@a3it hmetic nean) of the Visit 2 (Week - PrTarsdo1viogicss 3 (Week
-1) values. If a patient's average TG level fromVisit 2 and Visit 3 falls
outside the required range for entry into the study, an additional sanple

for fasti REFCTE: TREASTIIE HBARIOHN apciaind) Rhasekplipagie K framebasghinajoseel 12 1§ 5

third sampl.gqjcg sgol 486t ed at Visit 3.1, entry into the study will be based
on the a\rjgseraéee far%t]ﬂ%tic mean) of the values fromVisit 3 and Visit 3.1.

[ 0088] &Af Changeoinf intraedlutir «elhegomdmdlyduhg 1 ffash ibagelihe toaWaels 12 gkelgitbd Bites
patients will enter a 12-week, random zed, double-blind treatnent period.
At Visit 9yWeek 0), patients will be randomy assigned to 1 of the

fol | owig t: RS %R{ ' .g daily, or
Pl acebo. F&%@%}lﬁ%ﬁ}%ﬁl%ﬁfﬁz}o%u Ieé‘gbﬁoi%?\’gd{tj?ie{dstgﬁgr?@%ﬂ% , patients will
return & oChlagesint glaghin¥p&i tictbra(dféiakibps-1 \rah thabelindéokwidl |12 aBéelcdfed isites?

(Week 12) for efficacy and safety evaluations. [0090] Patients who conpl ete
the 12-we@RYdoubl e-blind treatment period will be eligible to enter a

40- week, -1 [ ' .Skt ek 12). Al patients
wi | | recele\gg eﬁfélEl?#%Eg%%%ﬁ%e%qe%qgeﬁg}fés?l\g&%gtﬁ%té S’ 8 (Week 16) until the
end of o hehsigedy serthagt@sphdlipid BRAldopiclt @bheabdligic t@WdrRN2are perm tted
(e.g., initiating or raising the dose of statin or addi ng non-statin,

| i pi d- & t Ehingy ipeet] blaed eelbmembrane EPdgeantent froasbagalintele WockstZamadr dpracti ce

d i bi i nf tion. . Aft it k 16 tients will t
Po0 Pe e P dp st i e e b iting R B o Rt sy U "
[0091] El h@idl Romabhgnhs W IWedke lQaan%Jeﬁﬁléh@Bchi@,t dde&dahehehdéekei@) to

receive orally AVRA 2 g daily, AVR QO gr,dai,ly, or placebo for the
12- week daigphidonriapid. palesicasid. sigers aeld. MIRICr apid: provided in 1 g

liquid-fill |.at.i | ~hi na: ol - i
1T ed wth oo R e AP Pan P s B AP RS ARy e
doubl e-fhitingdT Gr e naimdnspar baadlingpat erehbs trebthient. alSafcly asfesdmhedss (AMRDhdeor

mat chi ng pl acebo) in . the norning and 2 in the evening for a total of 4
capsul €4VEEs cyeRfS. PHYgaddeorptart Awanrenets Schpnystyy theaitolest Boupmasy

recei Vel2lle%|egrocllr(90§%§ @@G?)f'gital signs, and physical examinations

[0095] For TG, TC, HDL-C, calculated LDL-C, calculated non-HDL-C, and VLDL-
C, baseline will be defined as the average of Visit 4 (Week 0) and the preceding lipid
qualifying visit (either Visit 3 [Week -1] or if it occurs, Visit 3.1) measurements. Baseline for
all other efficacy parameters will be the Visit 4 (Week 0) measurement.

[0096] For TC, HDL-C, calculated LDL-C, calculated non-HDL-C, and VLDL-C,
Week 12 endpoint will be defined as the average of Visit 6 (Week 11) and Visit 7 (Week 12)
measurements. Week 12 endpoint for all other efficacy parameters will be the Visit 7 (Week
12) measurement.

[0097] The primary efficacy analysis will be performed using a 2-way analysis of
covariance (ANCOVA) model with treatment as a factor and baseline TG value as a
covariate. The least-squares mean, standard error, and 2-tailed 95% confidence interval for
each treatment group and for each comparison will be estimated. The same 2-way ANCOVA
model will be used for the analysis of secondary efficacy variables.

[0098] The primary analysis will be repeated for the per-protocol population to

confirm the robustness of the results for the intent-to-treat population.
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1 mat ching pl acebo capsule in the norning and in the evening. Patients in
the AVRRA 4 g/day treatnment group will receive 2 AMRA 1 g capsules in

t he nor niwgQ 2ard9seseni ng. [0092] Patients in the placeboPrgraispomioric3s ecei ve
2 mat chi ng pl acebo capsul es in the norning and evening. During the

i i , | abel AMRIQ 4 ilLy.
gﬁ iegﬁ't gnwpﬁf)bfﬁk egptrﬁfgw%f leacy V@ﬁ%@'ﬁ.@%@ﬁﬂ? H%C%Brchﬁli‘ﬁj larfast%gqﬁétl%vgls
eveni Ngyorh §aQphe T &R MBRY s ié gﬁexbf\s@rcbam&ea %wmep&%mn?enb lok i) will

treatment period is percent change in TG from baseline to Wek 12 endpoi nt.
The seqmaﬂdey9@%&m&&cy)&acMaMhﬁ@fhoﬁoﬁﬁwébemhkﬁ%ﬂMRmdlmmbﬂnaﬁnUnmennmU

i ncl ude t he oII Per.ce ges in total | est er ol ),

hi gh- déh&rgs rPF‘pﬁﬁFE‘?ee it FHaE At g S, @Rpymiey 2 SnGlf dranteont domkin yG

| i popr gh&ishre gﬁﬁ{s% ar %mfééa%e kel G Sp ﬁtﬁdacemm%&@ adSD5hiok-dut RRPFBHET N
chol estero d very l'owdensity lipoprotein c estero

(vLDL- Cﬁ)mddmmthmsteldon@ldtmn\bée}he déibnblial méatmefltepetied) a et g @40 mandemized

| ow densi .t sﬁﬁﬂP 8 n TG from baseline to Wek 12; Percent changes in
apollpdﬁpﬁgéﬂ ne 6§%H¢EnﬁﬂmrgﬁﬁppﬁbﬁpﬁPkln B (apo B), and apo A-1/apo B
ratio frombaseline to Week 12; Percent changes in |ipoprotein(a) from
baseline to Wek 12 (sel ected sites only); Percent changes in LDL particle
nunber and size, neasured by nucl ear nagnetic resonance, from baseline to
Week 12 (selected sites only); Percent change in remant-1like particle
chol esterol from baseline to Wek 12 (selected sites only); Percent change
in oxidized LDL frombaseline to Wek 12 (selected sites only); Changes in
FPG and HbAi c from baseline to Wek 12; Change in insulin resistance, as
assessed by the homeostasis nodel index insulin resistance, from baseline
to Week 12; Percent change in |ipoprotein associ ated phosphol i pase A2 from
baseline to Wek 12 (selected sites only); Change in intracellular
adhesi on nol ecule- 1 frombaseline to Wek 12 (selected sites only);

Change in interleukin-6 frombaseline to Wek 12 (selected sites only);
Change in plasm nogen activator inhibitor- 1 frombaseline to Wek 12
(selected sites
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only); Change in hsCRP from baseline to Wek 12 (selected sites only);
Change in serum phospholipid EPA content from baseline to Wek 12; Change
in red blwoaowalbesrenbr ane EPA content from baseline toPQ#AIS201B/023%88!
Change in serum phospholipid and red bl ood cell nenbrane content in the
following fatty acids from baseline tg Mﬁek 12: docosapent aenoi ¢ aci d,
docosahexaenoi ¢ aci d, arachidonic ak almtic acid, stearic acid, and
ol ei ¢ aghgkis EggggdlSThe efficacy variable for the open-|abel extension
period is percent change in fasting TG from extension baseline to end of
treatnment. Safety assessnents will include adverse events, clinical

| abor at d 12- |.ead
el ect rooas dibgr ars TRl ) R brenBERaOdts P S WG Habfdnetfissos)
For TG, coﬂi@nsiﬂ@L(&d&lakﬁﬁg ats@sieét@lav@,g LAakei Bdséﬂn&@@i}]d@hd@levéﬂmf a¥biAL 500

basel ine wl def i ned t he average of Visit 4& ek 0) and the
prec edlrngd iomb@uhhﬁé)plmg/ﬂh gnd/(bélaﬂmqmﬁt@mm tovthe pibj g:t[a acwtu‘@& COMPesiticiccur s,

Visit r e Il be
et B R SR S T
cal cul ateetl byoweighl, <yl amdsa‘lélaﬁib.erﬁate\/‘ﬁ&ierelﬁ tlenapaiositiond dohtais wbfthmediyas t he
average of Visit 6 (Week 11) and Visit 7 (Wek 12) neasurements. Week 12
endpoi PHAGH dgrivatpieribsreddt i cacy paraneters will be the Visit 7 (Wek 12)
measurenent. [0097] The primary efficacy analysis will be perforned using a
2-way anal ysis of covariance (ANCOVA) nodel with treatnment as a factor and
baseline TG value as a covariate. The |east-squares nean, standard error,
and 2-tail e®.95% Benhéetiehobclam érwhaireih dlre emaositiopas adminigered o thedubert each

conparison w | | gestl mat ed. The sane 2-way ANCOVA nodel will be used for
the anal Vsl ¥n3tPLd@8¥ndary ef ficacy variabl es. [0098] The primary anal ysis
w Il be repeated for the per-protocol population to confirmthe robustness

of the results for the intent-to-treat popul ation.[0099] The primary

effi cacy vard-abl elwim¢theot dleinpembersin Bhangeosition qtreseyt MG dapywdes from
baseline to Wek 12. A sanple size of 69 conpleted patients per treatnent
group will provide >90% power to detect a difference of 30% between AMR O

and pl acebo 4.n perteanéthedhangeint 1 dMchis tei s0Bjettis hassi eghcdfitheMBli¢-alt@apum ng
a stanc{ﬁlrd deviation of 45%in TG
erapy.

5. The method of claim 1 further comprising a step of measuring a baseline lipid

profile in the subject prior to administering the pharmaceutical composition to said subject.

6. The method of claim 5 wherein the subject has one or more of: a baseline non-
HDL-C value of about 200 mg/dl to about 300 mg/dl; a baseline total cholesterol value of
about 250 mg/dl to about 300 mg/dl; a baseline vLDL-C value of about 140 mg/dl to about
200 mg/dl; and/or a baseline HDL-C value of about 10 to about 80 mg/dl.

7. The method of claim 6 wherein after administering to the subject said
pharmaceutical composition daily for about 12 weeks, the subject exhibits one or more of (a)
reduced triglyceride levels compared to baseline; (b) reduced Apo B levels compared to
baseline; (¢) increased HDL-C levels compared to baseline; (d) a reduction in non-HDL-C

levels compared to baseline; and/or (¢) a reduction in vLDL levels compared to baseline.
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measurenents and a significance |level of p <0.01. To accommpdate a 15%
drop-out rate fromrandom zation to conpletion of the double-blind

t r eat mrentwpeniood3e3a total of 240 random zed patients i sPplrarsaed/ o068

pati ents per treatnent group). CLAIMS What is claimed is: 1. A method of
treating hypertri er| e a subject ipn need.thereof, conp ing: (a)
i denti fying 3 q?ﬁ%z as‘ffﬁeﬁgfnbégeﬁu et erhity ers PHETEPEI (O about
500 ”U/IQJiucftlgn%’QHél ééﬁi@ 188 rat B LBt gmg"'&o%ﬁﬁarrw% Bz%efulihe (ﬁ)UQJI&Qttheﬁh

phar maceuti cal conp05|t|on conpri si ng about t o about

phar macd®dt incadase orpasHDLeq lewipei & adgctain ﬂnathEbdatlex@E%f atb)l'ea\mea@ht 1%t hyl

elcosapentaeno the co nt.aj ns substgntial |y no DHA
der | varr ot PRgRdopastbREThLon BERGE B oS0l B SPRE P Sundardhio s
adm ni Ha8818d; 4R1/8MQ) & URE Beh 6824 @ IDLIRSeIP8smPAYd todbasding. et hod of claim 1
wherein the conp05|t|on is present in a capsule. 4. The nethod of claim1
wherein the subject is not on concomtant |lipid-altering therapy. 5. The
met hod of cl i P | ieng 1 pi d
rofi e in the sl igl SRIRG 3 DR-RuchERuBier PEATHEL BB B ARRE "G

conposirtdwtioh Gn &@glylce&nub jleel of &.leddnabamr3l006aniortpaatdrioSbaskiatee (1) dohi@cudy ect
has one or nore of: a baseline non- HDL-C val ue of about 200 ng/dl to about

300 ng/iAMonAPELelcvals ap @@lapar@%q E%SFE%I(C)V%H fecrespe AbBIAL-Sdevaryeampared hout
300 ng/ vl f u 00 ng/dl;
and/ or t% ase?@%@&%l Eg/o%%g%ul?il tho1 a%out Og%)patréh g%%}l %The met hod
of cIa|n16 wher ei n after adnlnlsterlng to the subject sald pharnaceutlcal
conposition daily_for the subject exhibjts on nor e of
(P reduced B ofyameodion it T Siariae B e sebiych SR Scomay &
l'evel s poanar@d fB@oxpﬁ?eddtd&les( FQ) ﬂe&u&‘de@%ﬁ@ﬂrcﬁ@e @vé@vc%hﬁaaf‘éanﬂaawa%@hﬁeo (b)
baseline; (d) a reduction in non-HDL-C | evel s conpared to baseline; and/or

(e) a redusstidpo iB lovehl chmpaicd toobpatied (cd iberseicd NEDS-C Tiveclsrsohpdredf toc| ai m

{igryauniing: B ab Tt h de RS odPagadt ppicha®cd SHREIBRA TR Co | s

than 30 dINEsBREed tobaelrcHDl 2 GediRYiBh $n Aén-BIDIEAUEHdIOEorhPure PRy tdsblire; E:Q\éﬂ s of
at | east about 1% as conpared to baseline; (c) an increase in HDL-C | evels

of at |TedustionputDEdseals ewnfapd@ haseline; (h) an increase in apo A-I levels compared to

baseline; (i) an increase in apo A-l/apo B ratio compared to baseline; (j) a reduction in

lipoprotein a levels compared to baseline; (k) a reduction in LDL particle number compared
to baseline; (1) an increase in LDL size compared to baseline; (m) a reduction in remnant-like
particle cholesterol compared to baseline; (n) a reduction in oxidized LDL compared to
baseline; (0) a less than 5% change in fasting plasma glucose (FPG) compared to baseline;
(p) a less than 5% change in hemoglobin A;. (HbA.) compared to baseline; (q) a reduction
in homeostasis model insulin resistance compared to baseline; (r) a reduction in lipoprotein
associated phospholipase A2 compared to baseline; (s) a reduction in intracellular adhesion
molecule compared to baseline; (t) a reduction in interleukin-6 compared to baseline; (u) a
reduction in plasminogen activator inhibitor compared to baseline; (v) a reduction in high
sensitivity C-reactive protein (hsCRP) compared to baseline; (w) an increase in serum
phospholipid EPA compared to baseline; and/or (x) an increase in red blood cell membrane

EPA compared to baseline.

11.  The method of claim 1 wherein the subject is diabetic.
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baseline; and/or (d) a less than 60%in LDL-C | evels conpared to baseli ne.
9. The nmethod of claim7 wherein the subject exhibits one or nore of: (a) a
reduct i orworeotowaogdyceri de | evel of at |east about 30% aPCrarsp@oseBess
baseline; (b) no increase in non-HDL-C | evels as conpared to baseline; (c)
no decrease in H C I npar 0 _basel i ne; .and/ or t han
30% i ncrease'din L fm@?g lcayﬁﬁ@ﬁbale apBsspic compo “Fﬂ’é %%qffe%e

claim Jtogﬁﬁér%lfh M@@ﬁbtﬁoh??&r”@fﬁ% tﬁé‘@orﬁﬁ&ltf’oﬁtto %E'H a%a?&o%@ul@f iRy, Of t he
foll ow ng outcones: (a) reduced triglyceride |evels conpared to baseli ne;
(b) reduced Apo B levels conpared to basellne (c) i ncreased HDL-C | evel s

conpared to asel ne L ncre in L rel.s conp. red to.baseline;
(T Feducton i e o] Sl LSRG the et R PR RO SubkAERT T
non- HDLin Glikey gl ckaglmpabad 1tt@ab@ﬁ@blcﬁﬁsule(s@er@hereeductI on in vLDL levels
conpared to baseline; (h) an increase in apo A-l levels conpared to

baseline; (i) an increase in apo A-l/apo B ratio conpared to baseline; (j)
a reduction in lipoprotein a |l evels conpared to baseline; (k) a reduction
in LDL particle nunber conpared to baseline; (1) an increase in LDL size
conpared to baseline; (n) a reduction in remant-like particle cholestero
conpared to baseline; (n) a reduction in oxidized LDL conpared to baseli ne;
(o) a less than 5% change in fasting plasma gl ucose (FPG conpared to
baseline; (p) a |l ess than 5% change in henogl obin Alc (HbAi c) conpared to
baseline; (q) a reduction in honeostasis nodel insulin resistance conpared
to baseline; (r) a reduction in |ipoprotein associated phosphol i pase A2
conpared to baseline; (s) a reduction in intracellular adhesion nol ecul e
conpared to baseline; (t) a reduction in interleukin-6 conpared to
baseline; (u) a reduction in plasm nogen activator inhibitor conpared to
baseline; (v) a reduction in high sensitivity C-reactive protein (hsCRP)
conpared to baseline; (w) an increase in serum phospholipid EPA conpared to
baseline; and/or (x) an increase in red blood cell nenbrane EPA conpared to
baseline. 11. The nethod of claim1 wherein the subject is diabetic.12. The
nmet hod of claim 1 wherein the pharmaceutical conposition is packaged
together with instructions for using the conposition to treat a

cardi ovascul ar disorder. 13. The nmethod of claim3, wherein the
pharmaceutical conposition is packaged in blister packages of about 1 to
about 20 capsul es per sheet.
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