TI TLE COVPCSI TI ONS AND METHODS FOR TREATI NG ANDY OR PREVENTI NG

CARDI OVASCULAR DI SEASE BACKGROUND [ 0001] Car di ovascul ar di sease is one of

t he | eadiw@ 20eu®gR40f death in the United States and noPCTHS2@pM2TL18
countries. It is estimated that 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, dislipidem a,
congestive heart failure and stroke. Wmged exists for inproved treatnents
for cardiovascul ar-rel ated di seases and di sorders. SUWMARY [0002] I n vari ous

enbodi ment OMPOSITIONS ANDVRIHTIRODY PORIER EAMANTRANS/OFePREVENFINGONS and

met hods of using such conpogiARPIOVIASCENEARDESIPAGEM™, serum and/or red
bl ood cell (RBC) EPA levels and/or to treat or prevent

cardi ovascul ar-rel ated di seases. [0003]1In one enbodi nent, the invention
provi des a pharmaceutical conposition conprising, consisting of or
consisting essentially of at |eastBAGKOGBYUNEDght et hyl eicosapent aenoate
(EPA-E), about 0.2%to about 0.5% by wei ght ethyl octadecatetraenoate

ODTA- E) , 0,.05%t bout 0.25% b i ght et hyl t. t
(o ) TR Qoo Safiat e B Y e e i o AT BRI R A |
about 0. 3(V(S£a%s®h@%'§os@Eﬁr%E@Ml gl etibydtingitedat @tk aendbiod pebldiihe and

about 0.05%to about 0.32% ethyl henei cosapentaenoate (HPA-E). |In another
enbodi nent UnitpéStagasséaicspBer frempreasdiotasgiardiseape o disagparincluding ubedter

enbodi nent .t [ Lyl nt aj Lal:Liy.: ho -or : of
docosahex agﬁ%ﬂ?g to;@gg F ?&Sﬁr%d%acglbﬁ\}%y ?(g/%? ?%ﬁsé’ﬁléléjﬁ%ﬁmg’scoeg%%@? %Eé{t (DHA-E) ,
for exanpl &iled andst@ke hAmead oxibts Foliafiroadattatrle @Sy cardicdhouilarGeR&d by

wei ght. [0004] I n anot her enbodi nent, the invention provides a method of

i ncreasi ngd’é‘%qsﬁmndpq%%ﬁﬁsand/ or red blood cell (RBC) EPA |evels conprising
adm ni stering a conposition as described herein to a subject in need of

i ncreased serum plasma and/ or RBC &Pfmigr&t s. In a rel ated enbodi nent, the
subj ect has a baseline EPA plasma, serum and/or RBC | evel not greater than
about 50 i [4§03] anth vgymns anvpdinsnes thegreshat invenposiproodestrhatrhecesudsilect for a
period of at Iea,[st abguttG we?ks th Slrjlgj %.%t e€<hi bits at |least a 100% at

| east a 1559FPWIGsALE methidyor Udpe FulePnposses CAPCPRN AT 088 Bt | east
350% or at ap@asicd bRRAWINGRBES EPACBAMIYEnd/Br tBRal @MEEvt VirdRIaulpasel i ne EPA
| evel ) in plasma, serum and/or RBC EPA | evels conpared to baseline. In a
rel ated entddpdBiieascs-he subj ect has a baseline EPA plasma, serum and/or RBC
| evel not greater than about 50 1 g/g. In another enbodi nent, the subject is
provi ded w n T]pa%ln';j . sal Lt on. ' jeve. sai d

i ncreas esvﬁdndaEEA evel s. dﬁrﬁ%%tgtthﬁg&gﬁ%% ]?)&gf?% fa%ﬁ F%ﬂéﬁ/agﬁ‘ﬁ}?cé‘gfg}}ﬂ@sg‘%o%vi ded

W t h about c@npriding, abmitting of op eonsikaing @bscadalty eftunhasi 5% by W bihyh anot her

enbodi nent, . the invention provjdes met hod of treating a
car di ovascHFaTDPHASIOBE (i deab aboH 0% (b Opdrfe hes a5 ehsbr , conpri sing

admi ni ster B&Qd&a&%ﬁ&ﬁﬁié(kﬁﬁf&ﬁi{)%ﬁf 0.654 Dah&kD 159, B?gvse:?%@leglgl . In a

rel ated enbodi nent, the subject has a baseline EPA , rum and/ or RBC
| evel not gomatarentahsonta(ODPATY), athayt §.280th ahoon0.Abfsibyi seightiatigylt he

conposition to . th j.ect, f eri od at |.east, ghout 6 weeks, the
oo oct  exMebReangs hRLGT buayPh % Bitusto ot PlutERtiTRR T a8eHo8R | cnet
about a 20099 Aat), iiREdHoutd® 05, 18 aBRAY3284 cth§PifdncRBMpen BRI 0HY-E) egst  about

a 350% or at | east about a 400%increase in plasma, serum and/or RBC EPA

| evel s conpeoteer cnbodimaiti the composationels prasentanb sapsmihellt hearnibirect has a
basel i ne EPA pl.as serum and/ or. RBC | evel ..\n re r than about 50 |g/g.
I n anot her e%lﬁgéﬁ}eﬁwgﬁl%e, “The Slglggjcg% mlsgutﬁ)sr?%l\%llag%ﬁg\lomgfl%gélg%%ttol}g g to about 4 g
per day of ds@sshexadmpisidid AMHA]) 0PA&]vEhies eheasdd sedhharetiemmd TBrlss-Epffot he
present invention will be disclosed in further detail herein bel ow

[ 0007] Fi g. SxenyHeiat BeisdrrEbauf @06Yes abgut 8/05va o abritt BEA Y diiwiightr at i ons.

[0008] Fig. 2 shows EPA increase over baseline after various EPA
adm ni str atﬂ(ﬁaf' In another embodiment, the invention provides a method of increasing

serum, plasma and/or red blood cell (RBC) EPA levels comprising administering a



DETAI LED DESCRI PTI ON [ 0009] Whil e the present invention is capable of being
enbodi ed in various forns, the description bel ow of several enbodinents is
made w t wohnelwmesiesst andi ng that the present di scl osurePC3/useoibs2onsi der ed
as an exenplification of the invention, and is not intended to limt the
invention to the specific enbodinents illustrated. Headi ngs are provided

for convent&npsitdit 3 REEiRE BeR tol DsuBRocEMNRLd Bethck@sdd fhim IS W on in
any manner. Enbodinments illustrated under any headi ng nay be conbined with

enbodi ment 8B( ERAdevelse dngndletcd gmpodinnent, the sidiierg hay obasolimhEP fdasgta, nuneri cal

values in the vario antitative val ues ecified in this, application,
unl ess expratm iRt iRl i BTl 4Pl Ak ar Sr bR PR S s

t hough t hecghpdsiEoR BB ST aREE Bf W [bdNt BbdU1 @ vwdeRl, 8Bk §INGEE SxMBiLatbOt h
preceded by the word "about." Al'so, the disclosure of ran%egs is intended as

a cont i nuolpastraal{iféo,iahteasidi 1§ ek fopstaal 00&o, ek toartar? S0Pe apdeastiRYmadleadixi mum
val ues reci I . e.far values.
A'so di sol 500 oRE ERy 988 ER-LAERER: WERATEY IR e 0B
ratios) thatplegha, Berubrodndést RIFC BPW 1di¢1g cémpiars tois elintl MB airclated! ue i nto any
ot her disclosed nuneric_ val ue. Accordingl %/ the skilled person wll

a

appr eci at echedimenh{hesyubiect hasiadaaselingdies plagma. seamy and/of RBGtlewd netan be
unanbi guougllexﬁ?ﬁ{a %Bgutfsrog%%ﬁﬁ aﬁ&g&r é&@ddi&éﬂg&‘&é S%Ea%yél%@idéﬁrv%{h”ana”d in all
i nstances Such ratios, T s, ahd ranges of’ratios represent various
enbodi ment smefinttdi8aidlcosPbiitibmyEedtive o adHd8Ltkhidinaogsce bPPAN®RLs. Thhe

i nvention provi des pharmaceutical conpositions conprising ei cosapentaenoic
acid or a dthgambpdinagnérthesubiert bnrrowidpd dithalput g Ehaboghhedict donef conpri se
ei cosapent gﬁgg&ﬁ aGiisl, or a pharmaceutically acceptable ester, derivative,
conjugate or sa P ereof, or mixtures of any of the foregoing,
collectively referred to herein as "EPA. " The term "pharnmaceutically

accept abl e10008] t h& progise rmbodmicex tthenpaogtidnhabvitlibea swthet @ficeating quest i on

does not pr oguce upac%letpt gbl e t.oxi c{).t to t(rﬁ supj ect .or th er.a%cti on with
ot her  conpHaKTaSRITHACH JRsai it AoHbet b s3d egAE BB EaRT AR EPA
conprises gbhpdsitfordsiRs@ibed Beredn thihd fubjRENIAERPItEd &GibsHimbht, BRAUBRE

enbodi ment, the EPA conprises an ei cosapentaenoic acid ester. |In another
enbodi ment has hieasEie Ciplissesscaur@ind/oCB B4 ky¢l nes pentecothariabogafer@enoi ¢

acid. In another enhodj nent, the EPA conprises eicosapgnt aenoj aci d et hyl
Goter, of CUULEAENGPENaEHF SABRIIOBSR B SRR UOLp BRALTGH L aLAaubh opy
ester, or Qi6I0saRNbRENKhDHiRGL FafiUb¥ht £50084, at |AsEBBENET s@RIROHBMbut t he EPA
conprises all-cis eicosa-5, 8,11, 14, 17-pentaenoic acid ethyl ester. [0013]In
anot her enbhaddd¥meaitlcast hizouERAS)%, hinlcashabdusrH0BY0, et llagdt abma ISDVhenanlERA,

nmono-, di- _or triqlyceride EPA or any othe or,salt of EPA ,or the
free acid oM dPHREEirdn elam ey A e BERPE T FS |RGHHOBIP R A0 KSR + ut e
deri vati venps reditbEEmBediiéas, thesubfet Clins I RVEid BN plasmi,abRin®hindd RIBCI on but
does not otherw se change its biol o%ﬁpcal action to any substantial degree.

[0014] | n akothet geqatss dhaneabout 1hieg/soipowithdrembodinmmagbasubjest & providegd uni t
(e.g. a capsul i n.a nt of about, 50 ng.to about 5000 ng, about 75 ngy
to about 2§ﬁ§aﬁé?“%%ﬁéﬂ%ﬁfggéﬁrWﬁ”ﬁoagHﬁﬂgggﬁﬁﬁ'ng, for exanple about 75
ng, about 100 ng, about 125 ng, about 150 ny, about 175 ng, about 200 ny,
about 225 (06RpboThesd%Ad BEher aOUIinE Al dTBhe ROQIAt in3OfidTDwilltroditcle’d iy, about
350 ng, about 375 nmgy, about 400 ny, about 425 ng, about 450 ng, about 475
ny, about BothcpdctaBegn BISvay, about 550 ngy, about 575 nmgy, about 600 ny,
about 625 ny, about 650 ng, about 675 ngy, about 700 ng, about 725 ng, about
750 g, abaylyf 75FID AROULIBOR PRI, LGN, B33, {BPAGRRBRANID. about B75
ngy, about 900 ng, out 925 ng, about 950 ng, about 975 ny, about 1000 ny,
about 1025 ng, about 1050 ng, about 1075 ny, about 1100 ny, about 1025 ny,
about 1050[00§8] abbig 25b78s KA indyoase ov20selye aftvo ueridd P Argdmialrdrations? 50 ny,
about 1275 ny, about 1300 ny, about 1325 ny, about 1350 ny, about 1375 ny,
about 1400 ng, about 1425 ng, about 1450 ny, about 1475 ny, about 1500 ny,
about 1525 ng, about 1550 ng, about 1575 ngy, about 1600 ny, about 1625 ny,
about 1650 ng, about 1675 ng, about 1700 ngy, about 1725 ny, about 1750 ny,
about 1775 ny, about 1800 ny, about 1825 ny, about 1850 ny, about 1875 ny,
about 1900 ng, about 1925 ng, about 1950 ny, about 1975 ny, about 2000 ny,
about 2025 ng, about 2050 ng, about 20752ng, about 2100 ng, about 2125 ng,
about 2150 ng, about 2175 ng, about 2200 ngy, about 2225 ny, about 2250 ny,
about 2275 ny, about 2300 ny, about 2325 ny, about 2350 ny, about 2375 ny,
about 2400 ng, about 2425 ng, about 2450 ny, about 2475 ny or about 2500
ng. [0015] I n anot her enbodi nent, a conposition useful in accordance wth

t he invention contains not nore than about 10% not nore than about 9% not

- "



about 8% not nore than about 7% not nore than about 6% not nore than
about 5% not nore than about 4% not nore than about 3% not nore than
about 2%waatimmoepe4t han about 1% or not nore than abouPCO/USA1109720%i ght ,
docosahexaenoi c acid (DHA) or derivative thereof such as ethyl-DHA, if any.
I n anot her enbodi nent, a conposition of the invention contains

substantially no DHA or ethyl ¥¥allED ptiESdRIEIRONEr enbodi nent, a
conposition useful in the present invention contains no DHA or derivative

t her eof SUWBGQE DitAsife- thé PRI&G kv canot Reshparbeds EmbddA BORPLLSRPmMAL | east
70% at |least 80% at |east 90% at |east 95% at |east 96% at |east 97%
at | east 9fmydesariptiondrlogoofscuerall @abeditgntows made wish thel understangingdhaishqr esent
in a conposliret in(%?ii aFO%orredi n eto tigigr idra]lvgnt ie()nq]'lich()ﬁl?#t@ anvogl er aegti)sodi ment, a
conposi t i oR GEBEANOH 4R CordRREE TR R 2P RETMUEATPDHR CEAT AL PBEL ¥an 109
I ess than fffende@sslilitanc 8% ntdss thdgReiliéenttddinddidiliubated. eHadiki@rrd% | ess
than 4% less than 3% less than 2% less than 1% |ess than 0.5% or |ess
t han 0. 2599rayidegdpiganvericnqgoninrang arg satfedctcrBrrusH thmieheHivegton ijany ot al
fatty acid e . i : i : -at her than EPA.
[Ilustrati vmceéﬁ{(g%{arrp bggi%gngllfp?g%tfggag%e?gﬁ%%l %%Eﬁg{ ﬁg%ggﬁ’%&i[n%gl% e linolenic
acid (LA), cabadihicdgriilgst@aciddindéyny dieadsadiexaenoi ¢ acid (DHA),

al pha-linolenic acid (ALA), stearadonic acid (STA), eicosatrienoic acid

(ETA) and/ cosapent aenoi c. aci DPA). l.n anot her. enbodi nent,, a
Compos, 1 olIHEE oR AP FreaRedisaefict A MheriveRen o P ecaBbat 0. 196 t o
about 4% aROMp1RaRIA, hifle@dOPtesI 'ndlge}tgtf%u%mli%,%% RROWLs o MhaMEilalt . of

total fatty acids other than EPA an [0018] I n anot her enbodi nent, a
conposi t i ofhough feoamiampandimaximiya viahiee mtithomthh aktedirengss wese botbf t he

follow ng features: (a) eicosapentaenoi.c acid ethyl .ester represents at

| east aboub ittt Bhef GRREE FS RSt Calbomies ST Gish BB et gne - of
all fatty agitihso®N R8£Mnciudidgh® cBO0MmPRshdwedh the Minithien eRIMP@sintinPRalaeNt ai ns
not nore than about 4% not nore than about 3% or not nore than about 2%
by wei ght, resfted at well pagmyrangdsdBatsen e farmgd baiseds spues fdpoilicclasaddieatiny |
ester; (c) LIl i . %: re than
about 0. o8 oy AR b P AR P e TR oy A S P P B IBRE L O, ey
t han ei cosapelotaienmdicaciut iefolinly ofisdr disclobel) niirieri il SA édoedinglgstha
refractive index (20 B of abouyt 1 to about 2, about 1.2 to_about 1.8 or
about 1.4 tkilledpgiporwal anpesciaty hat Bispn 84Q0 T30S, srdiess: P EnerLolyrtes ¢ap be20 ©)
of about O : to
about O. 92?%{%?‘%?[&%%%62%}8%f@?o%gggﬁltegfaﬁga%g% ﬁ‘%g%e%%%ngﬁgg?a%mg‘ﬁ%s not
nor e t han spbuttidsSrgmges, end rpgenaifretioh@preadyo warid qupbodheenty ofbt @kesent(f) t he
conposi tion contains not nore than about 5 ppm not nore than about 4 ppm
not more t A4 Bout 3 ppm or not nore than about 2 ppm arsenic, and/or (g)
t he conposition has a peroxide value of not nore than about 5 neq/kg, not
nore than gmaw} 41& kebodhatntME envicRfbn pRRes BharfhckdicabPéonisitiyat € t han
about 2 neq/kg. [0019] I n another enbodi nent, the invention provides a
conposi t i oRCTBPIIRG Sicagperiaiwicadiher edybmativatheycosf In e awdipslimentnychf at

| east 95% % 0F 979 i t . el t t.0.2%to
wbout 0. svEBPadigmeStupRls YEb PR b E R A PRRARLATROBY BussPRBI B o Dsue
by wei ght eédwativeanaggapensaethesdot, or afigtiesb 2%y bo thalfotebolgdaitebyvaei ght

et hyl arachi donate, about 0.3% to about 0.5% by wei ght ethyl

ei cosat et r Edpist 1 hermpandedin.” ol losiesm opkpsoascuticabogesepfyhple” in the present

henei cosap i . . A I t han
about 0. 0658 Mg atng bR RGrcEin bRy GFIRRNIc pRAMEOHEL NGl R o
t here of sthehlsubsctairhyteradkin with othee cempadinmestith¢ bememiitpmsi ti on cont ai ns
substantially no or no anount of DHA or derivative there of such as

et hyl - DHA. copposi tion.further _optionally conpris n nor e
ant oxt danl Q120 TP EBSHRRIBI. GF Fsihe it ERORth oah AbOft of not more
than about pfhtR%oRy adPt InMRbaet BaBodnerYahel EP 20&hPEIcs @ RRALIRAtacndib eid
conposition conprises about 0.05%to about 0.4% for exanple about 0.2% by

wei ght t ocefi¢rerlplanother comlestdiveentetio ddfidneamenrisgps Gh S0 kg cster ebout 1 g of the
Conposi t | Ore]iciossa Qﬁtge\:/ni (ijéa a(ljci(ii N Ganb e gr'n%oc%pn%ln{ The[]g)lng(gl)rlnnrige%%cho% ee{atc)ggilicr’rent '

t he i nvention provides a ‘conpositiron conprising, CORET S ng 1516t

consisting essentially of at |east 96% wei ght et hyl ei cosapentaenoat e,
about 0.22%to about 0.4% by wei ght ethyl octadecatetraenoate, about 0.075%
to about 0.20% by wei ght et hyl nonaecapent aenoate, about 0.25%to about
0.40% by wei ght ethyl arachidonate, about 0.3%to about 0.4% by wei ght

et hyl eicosatetraenoate and about 0.075%to about O0.25% et hyl

henei cosapent aenoate. Optionally, the conposition contains not nore than

~ A7 ~rns N o ~ N AN 7 1 1A o o,



serum plasma and/or red blood cell (RBC) EPA | evels conprising

adm ni stering a conposition as described herein to a subject in need of
such treavoentl/1091240ne enbodi ment, upon oral ly adm ni st @CIrAg2@1LOSTPOSI ti on
as set forth herein to a subject for a period of at |east about 5, about
10, about 15, about 20, about 25, about 30, about 35, about 40, about 42,
about 45 opciakeyl cét, &@U@Feﬁtb?&owéui&ﬁfet@wdt&t tido@beht@dic z%i’d)yﬁotp?l 2-fold, at
| east about a 3-fold, at [east about a 3.5-fold, at |east about a 3.75-fold
or at | easestebeigicesagertaingiccasahdyl(dstataln aedleir gmbodimeny,dheEP 4jopimppeigeshy
baseline E evel ) 4 : 0 C EPA. I n one enbodi nent, the
nmet hod con%@f%é%gg}g€££ﬁg$9?ﬁgﬁ%$?§?%%ﬁgﬁﬁg?§%ht in need of an increase in
serum plasma and/or red blood cell (RBC) EPA prior to said adm nistration
step. In a[004Bht eth anitadicmbotimdnhehsBEPAdcn thasoran dasiedl EiA EHiAupl BRAR, Sserum
and/ or RBC | evel, not greater_ than about 50 |g/g. Iln another enbodi nent, the
subj ect i s"PBvidied twﬁw%@&f% oF P BhIsBGE Ozsa_gt Oéérl’_f*d&pt@ff?%eaﬁcai orm

conposi ti oprppR FRQEDN meFRRLHEGNhe fHAPBF RARBNRHE] b8P 4DE FGMROSI Li on tO

t he subj ect as per above,” the subject exhibits a decrease in DHA, AA and/or
DA.A pl asndgriwgivemharhddlors RBG Itewatd of oxidntian duhdscsewbotticmaskt chanpors
adm ni ster{ng the conpositign t e subject as per above, the subject
exhibits ah10 ?gﬁggmﬁﬂaﬁbﬂﬂﬁﬁﬁgﬁg%g§§run1and/or RBC | evels. In stil

anot her enbodi nent, upon adm ni stering the conposition to the subject as

per above, [(g14) p| asamvthes SMbEYiRGM, ke P&ﬁbdsﬁi&'ﬁgf&@@ﬂt@@&ﬁo&}ge@hitk@ st 16%
DA.A pl asnma, serum and/or RBC | evel s decrease by at |east 31% pl asnmy,

ser um and/ e3PsRBLIN @vamenndet ks 80 g tarabpeaX0 2onpbadbang PRROPI 2¥Wa, serum
and or FEC,| el 161 358 R4 085S N 390K TRSLAR.ANRLIE pon
& nti 6n es & method o bl asma

enbodi nment , e 1nve BFOVI I'ncreasing seru
and/ or redids agdataak I 5¢ RBRLAPATS eigehisouc 00Pmigsabugit A2 M| shoek RHPme,
conposition as _described herein to_a subject in need of increased serum

pl asma andpfut RBCMEPAbQUEGRP @12, phpus 328 mes abpus ABR Henabrut 3(HBie. kKt APLt eri ng

t he conposidi, | i out 10,
about rlrg ggégtébu%g,ﬁ a 6%%%?6 5‘{?35?&%3?5 g%gﬂtgguégf)o %ﬁﬁoﬁg?ygﬁgﬁ?&ﬁz, about
45, or abo6f0 61, dwops 573 g, shdut 660 mexihdot 635 aig, hteas 65@guiboat 60DRME, at | east

bout 150% | t t 2009 t | bout % t | t about
2 300% at 100 Hikotord 135, dhoiae o) Bt bbals i AU MEIEe 0 Eehange |
EPA | evel i OMRSS) iiealirde habit BR90h haeaRAoLEHEL IndioB ARbouper um

and/ or RBC EPA level s conpared to baseline. In a related enbodi nent, the
subj ect ha87amgaglsivi he0(ERg, ghoat MZS merabavabOang,RB@ @/&imgeboujrid8d er t han

about 50 Ig/g.,. 1n t her, e j ment,, subj ect i.s.provid Lth about 2
0 vo about i ooyl BEE R oo PGS BE Mool [ 2l SEh [ RaP b g ek oo
adm ni st er hight 1DSO SRNERSI 1 2 mE Cabolie1 F0h € boas] R8Mm@ Y&, 1350 engs Ubhract
exhibits a decrease 1n DHA, AA and/or DA.A plasma, serum and/ or RBC | evel s.

I'n anot her |2Fbmei hont 1409788 abari Hi2Smes.ishgutt HS0 srgmabeuttddn mep abais 130hj ect as
per above, _t } exhi bi i I r d/ or RBC
| evel s. | nmsgp %@vgﬁﬁﬁ& Mé%%%@n@gtdbgﬁggﬁ%gﬂ%%gﬁtﬁe@mﬁﬁ Roelﬁ?g?rpo ‘tion to
t he subj ectb@as 1p80 mgbahoat 1&HANR) @soa] 7M@angmbandl 725 RBEbo@VIGLS8 nggabaase by
at least 16%_DGA.A plasma, serum and/ or RBC | evel s decrease by at | east
31% AA pl ﬁéar,ngswu Ndngra RB@%Zéﬁgg@ba@clﬁéﬁé%&BW%lSV%a& a%%w%d/or
DPA pl as ”er%%ddﬁ%@%ﬂ{n r aﬂ%@?léﬁ)"ﬁk%{?oﬁ?[%ﬁﬁ%,%ow ﬁ)@b‘%ﬁzg,tab&ﬂ 219%9‘1’4%, [0024] I'n
a rel ated emmbodi nent, uUpon orally adm nisterTng about to about g per
day of a cempoDi0 mg, d®us2d’F wptdbohe? Ki0mg,.abautslip exyt, about 24 SPperg, ebowf at

| east abou abqut about about 2 bout . 25, out 30, ut 35,
wbout 40, AbruBasout 0fe Beutmps Mo 8 s Dot anditoelS ik e 2i08bour
10 i 19/ 9 i Aty e@Re 2328 mheaslut @’pmh%,aablaﬁt zm{rﬁg,larasﬁteme,m%a,tabb@@atzsa{g?ut a 20
ilg/g increase, at |east about a 25 ilg/g inCrease, at Teast about a 30

i1 g/ g increlse 242 mgeabout abBumg ar 8BoLt L§d¢migner ease, at | east about a 40
ilg/lg increase, at least about a 45 ilg/g increase, at |east about a 50

! lalg I ner g(ﬁﬁg] ain Jlt%eo?ifetr e@l{%&ﬂne %,ZlSColixh%/sﬁ]ohnggfﬁﬁi%%’cccﬁhaﬁc%%%h t%QOUt a 100
ilg/g increase, or at [east aboul a i g/ug Increase 1 n serum plasm
and/ or RBCirlkRAti@odon@dierndt endiasiehiabeut 100, aoindes themrbiswlit 984) hot tipthan

adm ni stering the conposition to the Slét()iect as per above, the subject
exhibits a decrease in DHA, AA and/or A plasma, serum and/or RBC | evel s.
I n anot her enbodi nent, upon adm nistering the conposition to the subject as
per above, the subject exhibits an increase in DPA plasma, serum and/or RBC
| evels. In still another enbodi nent, upon adm nistering the conposition to
t he subj ect as per above, DHA plasma, serum and/or RBC | evel s decrease by
at | east 16% DGLA plasma, serum and/or RBC | evel s decrease by at |east
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baseline triglyceride I evel (or nean or nedian baseline triglyceride |evel
in the case of a subject group), fed or fasting, of about 200 ng/di to
about 500wOAROU109124 anot her enbodi nent, the subject or ®abjuseerryezap has a
baseline LDL-C | evel (or nean or nedi an baseline LDL-C | evel), despite
statin therapy, of about 40 ng/di to about 100 ngy/dl. [0030]In one

enbodi ment abdu 8% Wbi B6fc tRin ShHAk @GS nS AGR tRAI ABut 6BAhRINA tRGEDOHRINEE W th
nmet hods of the invention is on concomtant statin therapy, for exanple

at or vast at hef meisdharaadost 4%, oot eermikast o3 ‘oheat apnye thantahowr2 % noh swre

ezetim be) bher i 0 ].eGt, . n 1t bl e
ctatin tnefabJodfip s nSPRAK MRlhuoyt 03 Stk Rabng SuRuiRIBR Ao goF

2011/ 10972 8P4t VROt Q2 ichGis [cARB-LH A, ifinny. heranetheo cimb&ditnent, Be subj ect or
subj ect group being treated. in accordance with nethods of the inyention has

a body masSOMPRIION(ENhe B eiarropiays wbstafial koo A ciybRHas Ikgilhe. [ 0032]
In anot her , eaRQd R Iﬁ,haecdnga’o%ﬂfoh‘?{@eﬂﬁ[ &Vthgﬁ&sﬁﬁtiﬁ%ﬂﬁ% cSHRLAL /b B LDL
control in a subject 0 1s on stable statin therapy and requires

trigl yceri deddromevé thgraohieuchpy DHAE.met hod conpri sing identifying a subject
who is on stable statin therapy and requires triglyceride |owering therapy,

adm ni sterj o the subject a ph ceut i.cal accept abl onposi tion
conpr i oi nglUHELT I §rofissibna b TR Eptprs oty 0075 o Gey SOPBRBo 2
wher ei n upgpr,aghTbatk S5B! htNeast DEYCATBABDTIOR (bRt V&, SUBIsEI%, SE0SH byect
exhibits a clinically significant reduction in fasting triglycerides
conpar ed t vewbhtof el fattynacidseprpycation cosmnesigion acedidingée the'isydntiptal | y
significant reduction in fasting triglycerides" nmeans a reduction in
triglyceri {n s ondi ng:.: ' 1.0 of an
adver so. cal 3| as Eo R SinBaGERRSibR yRorh SHAEH B Rifl BE, D
triglyceri desnti@sttntsing lssathdn 60%0| kevetham DK 11§ thale &04) lcseyiomarod) lads thaxf ar cti on
and recurrent acute coronary so)/ndrome. See e.g. Mller et al., Inpact of
triglyceri 8& [y ERN B b thand adaisithan $Toplspy BrR 2 re dasotheatler-dessddier acut e
coronary s ! i A =1 : 7
(2008). * hov byt ecrat Vs TaThyrelely &f Mt (6| ooy Mjah B nelha

enbodi nent fatty dta ¢ontangldf wng fagtyi dcidcarterivatiectheroof otherfthat ERY. tHusglatieer i des”

duct | £ /dl. | . _cont ext,, t .
msrrgln?]t gi Lfﬁgﬁﬂlﬁ%n c?ntf%tg‘f ‘[‘T‘qﬁﬁé‘ﬁgthrgrﬁt@%i ﬁﬁ@ﬁ&?n@mﬁ?ﬁﬁ%ﬁé%&e%@@% change in
LDL | evel sadifARY, doRBdBYaenb QAR DH.ONEIRIIAGIcHRIKid (12| WERAlSAD AL OVI des

a nmethod of lowering triglycerides in a subject on stable statin therapy
havi ng basé&¥TAk cicastiienyiq adigy( o) dndéy dofosabentecr@dlrondy(RPAY. dnabotlitr 500

ng/ di, the t hod conpri si. admnistering to,the. subject a.pharnaceutical
Conposi t1 oREesiginE A TBraRy i BTk ShEk P, Wl e R G AR BRI o by
wher ei n uponYaeabdusds! dbdat 0 5&, ©ABBESI %] @hbbet 190 sbilit €%, bilakdightfar a
period of about 12 weeks the subject exhibits at |east 10% at |east 15%
at | east 2098l fatty padsethogban EPAjaador DEY, at | east 35% at | east 40% at

| east 45% at |east 50% at |east 55% at |east 60% at |east 65% at |east
70% or at t 0 i [ glycertd . | ect
mai nt ai ned[do(ﬁggt agrfaeé%??e\gﬁnr?gt eérn g’%yéov%pt%h%lgtﬁ Ellég‘%gf)&%nt@gvr@ h E‘ﬁﬁlg&%&rﬁgﬁ PA for
a period obnataubdrel? thefokiswinghfeataras: taheicomptntatnoisadigl eyl adtsacpraseniyasel i ne

fasting triglycerides of about 200 ng/di to about 500 ngy/dl. e term
"stable st a@s# bt 3By aﬂé?%iaf%?‘ﬁggr{g%f RiEast ford é%?ﬁegy el el gbup,
control subiigChrent GPMELOMpSHRLETH) GE CHRpbAiSIHE iR ni3S0rP 8RR Adki N a
stabl e daily dose of a StaPI n (e.g. atorvastatin, rosuvastatin or

si nmvast at i A%o, hotrmare thfeamou%%eek@tMGrotham@bDWe?%ds’ewibt, phwtdl fajty acids

triglycerid asurenent, (the "qual ifyin eriod").. For exanp|le, a subject
or Jont v ol SBghaR Flf ettt st et DR g viah Sy TBLRetS s "aat Ly
(i.e. the FARRLEAILCBAEI nebY thantlaBbitlD. $1AS6r AR ¢ tHaBasbutd 4B any Nedi at el y
prior to baseline fasting triglyceride neasurenent. In one enbodi nent, the

Sl . ng ASUr .
subj ect' s aMavide {3t acsdpfheicthas cicorapentpenoaiaid gibieestBetdheerroamesitionn ny/ di
and about 0 ko duringato LI fyi ri ] n nt r ol
subj ect arégVH%%Q%SﬁF#%%E%OOEsPﬁg$¥“g¥%gﬁﬁggt%%ﬁ%léggé‘#§§%§%é%fgtﬁgek
peri od posto dael bne) tHelddfbkitionhes epgpoidio@atity @beCybatbout 08 tadbdwii st er ed
to the subject and the control subject in an anmount of about 1 ng to about
500 ng, about 5 ng to about 200 ny, or out 10 ng to about 100 ny, for
exanpl e about 1 ng, about 2 ng, about 3 ng, about 4 ngy, about 5 ng, about 6
ng, about 7 ngy, about 8 ny, about 9 ngy, or about 10 ny; about 15 ng, about
20 ny, about 25 ny, about 30 ny, about 35 ny, about 40 ngy, about 45 ny,
about 50 ng, about 55 ng, about 60 ng, about 65 ng, about 70 ngy, about 75
ng, about 80 ngy, about 90 ng, about 100 ny, about 125 ng, about 150 ny,

I o e p— I ~ NN I ~Nr—- I ~Nr N I N — - 1. .



triglycerides in subject group on stable statin therapy and havi ng nean
baseline fasting triglyceride | evel of about 200 ngy/di to about 500 ng/di,
t he net hodloconmpdreng adm ni stering to nenbers of the swbjraseoigoaps a
pharmaceutical conposition conprising about 1 g to about 4 g of ultra-pure
EPA, wherein upon adm nistering the conposition to nenbers of the subject
group dai | y of &ou0R8td @BbiR . BhRWbodid IREKDut 1192 5ePihecbmPbatien exhhiRi ts (a)
at least 10% at least 15% at |east 20% at |east 25% at |east 30% at

| east 35% netrmorsdkan ahous 2Gppm erpd mars than gbontddsipnsoogot aorp ghentabe®okl at | east
60% at le % I t. 70% at | o | fasti

triglyceri ﬁéﬁsl h%g%“%%lgn%}fr glr? Y pﬁmgﬁn& Sﬁlgrgl%lf thu ?e\gﬁgng?%ce?ﬁgs ﬁlhbé}%%r on

st abl e st athafn abb@rdaggym, wiot hout thae ab@A3tHnd, odhbt Rofeuthen FBAt b ppmarsdid, od of
about 12 weeks, and (b) no increase in nean serum LDL-C | evels conpared to
basel i ne, M) therempepitipphasypiraside yplis o Bt mergihasahont »Ecde: nofg
triglyceri i her
enbodi nent %?%@B?ﬁig@ﬁ%l%%&% ’oggggg&g%pnet 63912 dﬁ%%??ﬁ%&?r@ﬁ{gﬁb@gﬁ? des in
subj ect onnet&igl e statin therapy and havi ng mean baseline fasting
triglyceride | evel of about 200 ng/di to about 500 ng/di, the nethod

conpri sing jnistering t he | ect a phar.maceutical.conposition

conpr i o1 nol QIS T Gt ahdatimieny B bR I e R B R e

admi ni ster bditgg_isftihg cSRARAS 3fi SNcdnSistimiEo s MLCH50020d%¥ of 97%3bPREIAH eyl about 12
weeks the subject exhibi'ts (a) at l'east 10% at |least 15% at |'east 20% at
| east 25% cigpsaperigenodBygbaut 012¢atn abeBoh. 54t by waight dhghoctadetasefsenaBey at | east
50% at | east 0 t.le %. at. |l east 65% at |east.70% ,pr._at | east
7506 1 over 1oy D5 BiagefEle s witu TR tetnlasnSRE sher el 2 s et

mai nt ai nedQasYystypwtighséthyl dladhidnary abut DY toCHOGOD Yt welkhtr @hygur e EPA f or
a period of about 12 weeks and no increase in serumLDL-C | evel s

. (b
conpar ed t BicpmiTacpRate, aRd pRYU Olado toorhoubl-33hjtled thengicesaprisadnaafel i ne f asting
triglyceri ldi., 0 o/l IR0 t her
enbodi nment %ﬁ ﬂlgglluyﬁglghé{"f‘%%g%?%&%%%ganng%égg‘o?b%%%? ﬁ’hg%glﬂ)g ﬁggi des in
subj ect gr ebyut 010488, dylvecigittaD HA driveriapyveathcrclvd suchopsrodlayi-ids elln e f ast i ng
triglyceride |evel of about 200 ng/di .to ahout 500 ng/di, e met hod
conpri si ng® Bﬂ&ﬁ}egt BF CAIGPPY PR FRItES WS@H@@/&H} ¥t %E%Wﬁogbg‘%?%ceut i cal
conposi ti OfeSRRRE LiRkNGF JPRYE etﬁ%zlgDHA. aﬁ%onﬁ%o@itﬁh fh’[ltﬁerr%ﬁﬂb'ﬁa@lg%%ﬁ?rl rern

upon admi nistering the conposition to the nbers of the subje group

daily for enpermod apfiosidants (2 togpksrol hne oshebjmptritgrsonpn exhintiafsiof a)  at

| east 10% at | eas %.,, at | east 20%  at |east, 25% at | t 30% at |east
3506 at | eHOre avgvelt O bABt naiaire fn B0k ST ihedimeriaRt .V eadt c0%
at | east 6admpatitide@wipritfdaboat 01088t abade . P¥efor BRAAPIE ABEULR Y, by GhA@RT | des
and (b) at least 5% at least 10% at |east 15% at |east 20% "at Teast
25% at | etespplzuoh laenothersamigmiimentt abouh 800 wgde abaut|l exafithagompnsitian iseast 50%
| ower nmean_pl r.serumLDl-C | evels by conmparison with a control

subj ect grB%E?dSﬁaﬁ?% g?ﬁsélgf Scljlﬁh‘stabl e statin therapy w thout concom tant
ultra-pure EPA for a period of about 12 weeks, wherein the control subject
al so has nfE0pas @l anvehdragibbdigndnt,itid ineertichgsoateabearhpadtidbnmghprising, about
500 ng/dl. [0039]1n another enbodi nent, the jnventjon provides a nethod of
| overing t FeRISyEBPE a%%oriSﬁtl%BﬁS@&tallqwgableaﬁ 98ty @elggh%t H therapy and having
mean basel pagsahashidddicd hbd ¥4 deivbaVEho Ay @Qgrékteﬂ%qtac é&ltentaen%_@ézut 500
ng/ di, the nethod conprising admnistering’to nbers of the subject group
a phar maceatdut 81076 bntpeabdtt (020% bypraigit rthyhbondccdpegtatmoaah aboutd). 2H %6 to

ul tra-pure EPA ei n. upo dm nisterin onposjtiaon to. the nber s
of the subP®¥ Og“}ﬁbﬁb L etﬂ?ﬂ arae 252 tégg/&fo %@uﬁﬁé"%@bx nggé{]%}‘gl‘ét group
exhi bits (glogictta@Asdc Paboat 0.025%to 36 0159} 8@t hotPlbsapbnta&sate. 25% at

| east 30% at |east 35% at |east 40% at |east 45% at |east 50% at |east
55% at | e@ptiosdby thetcompasitionsontains nptanere trgoaboat 0.06%s #bors d05hmer nean

fasting trigl pbdes and ( at |east 5% at. | east ,10Q09 t .l east 15% at
| oast 305 " DTALE B aBie Bl SRR e B s SR B Bt S350, "ot cas

45% or at b@BsdinkAPtht ev@bodiBaNconpdiasbsantidB M wlddantoune¥ DS ADyr conpari son
with a control subject group maintained on stable statin therapy w thout
concomtant ultra-pure EPA for a period of about 12 weeks, wherein the
control subject group also has nmean baseline fasting triglycerides of about
200 ng/di to about 500 ng/dl. [0040]In another enbodi ment, the subject or
subj ect group being treated in accordance with nethods of the invention
exhibits a fasting baseline absolute plasma |level of free total fatty acid
(or mean thereof) not greater than about 300 nnol/m, not greater than
about 250 nnol/m, not greater than about 200 nnol/m, not greater than

A=~ e e N o A N~ o e o



[0042] I n anot her enbodi nent, the subject or subject group being treated in
accordance with nethods of the invention exhibits a fasting baseline

absol ut e whasmeopeeel of free EPA (or nmean thereof) not Pgrast@n/oetzas about
1 nnol/m, not greater than about 0.75 nnol/m, not greater than about 0.50
nmol /M, not greater than about 0.4 nnol/m, not greater than about 0.35
nmol /M, OHerRltive R & subhafle®PODHAD. B ddiositon futtr optionally comprises

2011/ 109724PCT/ US2011/ 027218 [0043] 1 n anot her enbodi nent, the subject or
subj ect gr eupoEPIgEntipEdams (4.4 t eibrie @thel iIRpwrEids o 8n amouniedfingtent i on
exhibits a_f I o) I bl . cel | nbrane EPA
Cevel not  GeESial tholR s AFn e RS T PO B il B B o8 g o
not gr eat etorhpesiticabauipritO@atiomt 0105 %9 totabgiitetnd %\ folr lbaamslb atdbutDR % G Weighiot
greater than about 75 Ig/m, not %reater than about 60 I%/n1, not .greater
t han about tosoPhgelniIn apgfhergnebadapeitnilip inysatien BEVidss aidosagstongt expRisiighan
about 30 | Jdaf 4 n anot her
enbodinentgﬁﬁ%?ﬂgggﬂgkbgﬁg%%gggg%?ggﬁggg@Péﬁm%%%%%f? Qgeg%%% of neasuring
the subject's (or subject group's nean) baseline lipid profile prior to

i ni tiatingl@3é} apin anothcaroibhdmeaanisbainvention prevideds cafipdskteon qvwemisingn

conprise the ste f identifying.a. subject or subjec roup havi one or
ror 6. of  t hESBITB RN O TaLer O Pok T, e B SEbs B Be el o about
400 ng/ di, cfodapxiadidht, out 023Y, RRGYHLt (23—@%’!%/\9& ht@khyl 8@ HcaRMMENcRZD Mo/ di
at | east about 230 ng/di, at |east about 24 ng%dl, at | east about 250

my/ di, at PRleas0.18koietabRa0. hif/ediy, weight| ctiyd nosdsetpenzoaig/abpyt GS%éast about
280 ng/ di, _at st abau 0 [, di r at st. abaut [ di... baseline
total chol %té uék) gsl% /‘E/b U lgt(l)l% eztgﬁloaggcg%ar?g? L |ut|t0 gﬁé‘tbtguat%oﬂto%?%/bg% el?%tr exanpl e

at | east abmytcid&Qtci@éiibate, atd hiras h.08MOtabd 0. 2@/, dihyl Béndi®3sicnalasdte. 280
ng/ di or at | east about 290 ng/di; baseline vLDL-C véal ue of about 140 ny/di
to about 200tipRglly thefcompesisiap Fentains petyaeredhanabout® 0y ahout 81050e8st about

160 ng/di, 8t 1 I olt ( /i ar at |east
about 190 %@,’i‘%ﬂé??’a{aé’gﬁ?’eﬁ%htﬁé% O iyl bR AFOH b TN %Oodl%ng/ di, for
exanpl e notmbodienchhihn campoditi@Ocongdindiubsantiallyodo emtoearhdaun oBDHLA 0:80 ng/ di

not nore than aboyt 70 di, no re than apout. 60 ng/.di, not npre than
Rbout 60 AR GRGRwe ﬁ%ﬁh&%]éE&Sﬁ“WFI&HO,S“WBtf”Wgg?ﬂ%?tlilyef’ﬁaﬂi’{“s?ﬁo mg/ di ,
not nore tgﬁ@o%%tanaéxiﬂ%tggehg. qgéogﬂ@trzog &r?g%r "i’rﬁglgrfitie%% ARARbuntFhofror € than

about 25 ng/di, not nore th about not nore than about 15
nmg/ di ; andhore thas ebouid.1%br Btwadrgehapf0.6H6uln 3dthe calbodim@0.0hey/ di, for

| t |ess.than about, 4 di, .not, less than about /di.., not
Coos t han_ HHBARTH e ot ARG bissAO e e mgr BRoo St Be itn about

90 ng/ di OfocBfticrbleIh ahHtBer ARVHMER, 1N/ iekntibPPGR]deh a dokR Fo 28 cAp@Ehgrent ,
upon treatnment in accordance with the present invention, for exanple over a

peri od of abwid0d medgoabeuftl 2olthadergoingerupositieingygnsuld d@lwveeks, about 1
to about 80 weeks, about 1 to about 50 weeks, about 1 to about 40 weeks,

about 1 to t t : about 12
weeks, abo[ﬁﬁ%yt oﬂg %@?&%@b&g%%é&%%gﬁ%q goﬁpgégg%ff&éthﬁggggcr%ﬁ%gt l1to
about 2 wesksmoplashouiid/dr ioedloodidel (RBI)) EPA levels ulppading adiiipiseotinighi t S one or

nore of the foll ow ng, outcones: [0046] (a) reduced triglyceride |evels
conpar ed teoraa%%vqw;def%mg]heﬁ}n{o gt MG%OE@%%@&%%%&%%O basel i ne:

0048 ' - : i ne; -
[ 1(c) bﬁ%&iﬁ%ﬁfl? g'ggi-o&llﬂz %Mﬁhﬁst&‘?ﬁg)@&&ﬁ?és% 8%!5 %]?t%lehgﬁ%% d Qy)og e

i ncrease in LDL- s conpared to basell ne; a reduction in
LDL- C | evefs agenpdiofdt lbast bome S| amut [ Q0Ha)t F5), about @Auatouons,iahomtdid; il C

| evel s co red to baseline; 52 reduction in vLDL | evel s conpared
o basel | nes: TOYSEy GRO 4 TRt oG Rl SpavA thepuORr LD A e EBoWsel | ne.
2-fold, at least about a 3-fold, at least about a 3.5-fold, at lecast about a 3.75-fold or at
least about a 4-fold change (final absolute EPA level divided by baseline EPA level) in
serum, plasma and/or RBC EPA. In one embodiment, the method comprises a step of

identifying a patient in need of an increase in serum, plasma and/or red blood cell
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[0054] (i) an increase in apo A-I/apo B ratio conpared to baseli ne;
[0055](j) a reduction in lipoprotein a | evels conpared to baseli ne;
[ 0056] (k)Wea 20Hdwet2don in LDL particle nunber conpared t @Chasedroe]21s

[ 0057] (1)
reducti on
[ 0059] (n)
reducti on
reduction
reducti on

a reduction in LDL size conpared to baseline; [0058](m a

in remmant-1ike particle chol esterol conpared to baseline;
RBEFHPAI 1 td sk hdthim@atibh-st69 "RAd RIhtéPeribSEmbMethe[sOHRHHaQ) a

I n fasting plasma gl ucose (FPG conpared to baseline; [0061] (p) a
i hasedimo §P A lasd, serianddr Ridipeacknbt teocaba dledni abont 0062] () a

D011/ 1007 2 AR CEID TS A0S B l'%%%%%@e@%ﬁt@%@&&ﬁ%%qo%ﬁf%g Fptreggaglf‘?sf' ine; VO

associ at edsm@@@g@diﬂim% aﬁ&h@pémwcﬁﬁeﬁ@umﬁﬁrﬂnﬁmerh@@%&dngaosﬁiomﬁlufet ion in

intracel lul ar ad

reduction

pl asm noge

reducti on
basel i ne;

, esion nol ecul e-1 conpared to_ basel i ne; OGSLgé) a

Bubi¢at eeperaabRryh 1 sbimsheddbitse drgsabs mePHPOBe6Idr RGEAduct i on in
i vator i b Ri-t;0r 0 [ Oy: eline:  I. ] a

P8k bR End Bk LUK EATBAP b RURERE LI MRR I e £

EERE&Iton) toake subjdceasseriabow, dsnmabRet S@iitimaphaapielin pPd EPA

conpared to baseline;

plasma, serum and/or RBC levels. In still another embodiment, upon administering
the composition to the subject as per above, DHA plasma, serum and/or RBC levels
decrease by at least 16%, DGLA plasma, serum and/or RBC levels decrease by at least
31%, AA plasma, serum and/or RBC levels decrease by at least 20%, and/or DPA

plasma, serum and/or RBC levels increase by greater than 130%.

[0023] In another embodiment, the invention provides a method of increasing
serum, plasma and/or red blood cell (RBC) EPA levels comprising administering a
composition as described herein to a subject in need of increased serum, plasma and/or
RBC EPA levels. In a related embodiment, upon administering the composition to the
subject for a period of at least about 5, about 10, about 15, about 20, about 25, about
30, about 35, about 40, about 42, about 45, or about 50 days, the subject exhibits at
least about a 100%, at least about a 150%, at least about a 200%, at least about a
250%, at least about a 300%, at lcast about a 350% or at least about a 400% increase
(change in EPA level from baseline divided by baseline EPA level) in plasma, serum
and/or RBC EPA levels compared to baseline. In a related embodiment, the subject
has a baseline EPA plasma, serum and/or RBC level not greater than about 50 ug/g. In
another embodiment, the subject is provided with about 2 g to about 4 g per day of
said composition. In another embodiment, upon administering the composition to the
subject as per above, the subject exhibits a decrease in DHA, AA and/or DGLA
plasma, serum and/or RBC levels. In another embodiment, upon administering the
composition to the subject as per above, the subject exhibits an increase in DPA
plasma, serum and/or RBC levels. In still another embodiment, upon administering
the composition to the subject as per above, DHA plasma, serum and/or RBC levels

decrease by at least 16%, DGLA plasma, serum and/or RBC levels decrease by at least



[0069] (x) an increase in red blood cell nenbrane EPA conpared to baseli ne;
and/or [0070](y) a reduction or increase in one or nore of plasm, serum
phosphol iwoaoan@s red bl ood cell content of docosahex&€emaiSeoianpei§ DHA) ,
docosapent aenoi c acid (DPA), arachidonic acid (AA), palmtic acid (PA),
staeridonic acid (SA) or oleic acid (QA) conpared to baseline. [0071]In one
enbodi ment 319eMROSIEs R, sthigh RIIRSEC IRERMLRAsCIBMRIESE20M afidrdrmp Lasel i ne

| evel s of one or nore markers set forth in (a) - &%/8 above prior to dosing
t he subj ecplagmasgpjreend/gr RBE.levals mawesecry grpodihaehd(0%t he met hods conpri se
adm ni stering a conposition as disclosed herein to the subject after

basel i ne | lyg O D

dot or i ned il ibons S AR EiRE SEFoR Rk bk phE ARl d MouE Sper 4 e
or nore madkesSa cdriyibdRjonrus acdbitk hereirbodi subjuct foup@aridd efdtriesst alwiut B, a
conposition of éﬂ@opr esent inventi or_ exanpl e qver a[ageri od of about 1

tg about 28%Puhd ub o dpout Zpoab&blbgg’,ai’f%t%émt 3apheut 40.pgoutso AT 2Bputweeks,
nooks, abosd U aR bR GeiARAkfout abOu PR G HAERE Sy 183 by LOWBROU 2

about 10 warksisc,abRruit abolity 200 ifcryweks lcastudotit 425 agatintttas?, maeds or about
1 week, the subject or subject group exhibits any 2 or nore of, any 3 or

nmore of , apjoudagdP ugg mcrshse, ahlgad abeutotSeugg incagape.ait nastrabpet 40 ualgy 7 or

nore of, any 8 or nore of, any 9 or nore of, an 0 or. nore of, any 11 or

Tore of | aeistf g reRod 45 e T Tori fadibotbd st paRiptRpeetdatany 15 or

nore of, aQIXou]cgﬂr fn%regée, a@f%)fst%%oﬁra I%r;%/%{ncre%gé( oi]'§tl%st P& f aolféO any 19 or
, any 21 or no , any 2 ,

nore of, any 20 o re o r n 2 Or nore o any 23 or

nmore, any gd4/gAhcromycdn s@umablasdb and/oORBCOPRS ch@dpared (yDasdixss in bedhdrnmredi at el y
above. [0073]1n another enbodi ment, upon treatnment with a conposition of

t he presenfMmppdiglgns, ypon pdaingydinecthe spmepice tht BlFcesnP®Biabevoe e or nore of

the foll ow : : i i i i el of at

| oast _abour sl HhABER UrcrARCH DRt MA BRYGE DO A Babihd SMEELIQE RBYE, O Sooe
at | east abwotls. 2b%othdr chhadimaivaipon A0 nisttrih@tstcompositioBhe atibjt@ast about
40% at | east _about 45% at ] east. about. 50% at | east about_55% or at | east
about 75% PHAQ4P 0 %’i%ﬁ?b @fa‘:?ltsr@dpafﬁa%le YRS RS S&%%@ﬂr RBCH3G | ne;
[0075] (D) 4 fiFsolRBmBOYI AL B Samiifieidd\R0 cHANAAG GARCwN&SS; phan 10%
i ncrease, |less than 5% i ncrease or no Increase in non-HDL-C [evels or a
reducti on aboveoPHADbI@he\setusn afd/ait RBE dsel sadvoreascl B atdeast €6t Délbdut 3% at

| east about, 5% at | east t 10% at | east t 15% at |east about 20%
nt Teact _abihoaum G peRBE ydudtesdos bihald aadbluBeec B 1B about
40% at | eRBIC RPAYH48% botat 8RS0 0RRAWLr DPX pladimd, 8a®in ARMHRBOYevels at | east
about 75% (actual % change or medi an % change) as conpared to baseli ne;

[0076] (c) srdapebrarsater hapdB0%. | evel s 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% ea 0 : 0 t t.A5% at

| east abou{(ﬁggi%; Efa‘ﬁ?’&g%mg’ggﬁ?&%éb%eﬁfoﬁ%? H?Sggost;ﬁgﬁ%lﬁ%n %%(%@@%ICI Yo change
or nedi an theedpangs)pmamenfpedatéchst D waalse B iweeks, [A000tK) (Gyeeksloe 33 wdakh 30%

i ncrease, less than.20% i ncrease,_ |less than 10% i ncrease, |ess than 5%

i ncrease oPTiojipgARgWCraRy ppdeseriped/ dreingr 4 reduction in LDL-C | evel s of

at | east about 5% at | east about 10% at |east about 15% at | east about

20% at |e{9(ﬁ)t26r‘bokﬁ or?ese%ﬂbd%ltim&ﬁ?ﬁ% iRRAHbN ﬁ&%deé‘fa m&RRE foRrBeMmeRPHd/Gt | east

about 40% at |east about 45% at | east about 50% at | east about 55% at

| east aboupresssticorofaardieastulabolated7dsaé@coomirisigcidengstcong rediubpectsrchange)

as conpar egeetdooéjs%a? 'Erlear‘gr%’ent or prevention a composition as set forth herein. The term

“cardiovascular-related disease” herein refers to any disease or disorder of the heart or
blood vessels (i.e. arteries and veins) or any symptom thereof. Non-limiting examples
of cardiovascular-related disease and disorders include hypertriglyceridemia,

hypercholesterolemia, mixed dyslipidemia, coronary heart disease, vascular disease,

9



19 WD 2011/109724PCT/ US2011/ 027218 [0078] (e) a decrease in Apo B | evels of
at | east about 5% at | east about 10% at |east about 15% at | east about
20% at |waxbtizoos 25% at | east about 30% at | east alPoWUS3®YP2RM8 | east
about 40% at |east about 45% at | east about 50% at |east about 55% or at
| east about 75% (actual % change or nedi an % change) as conpared to

basel i ne; [#8kédhthétos@eroSidUittydiniathyeRbndi®Y ehybc@ididinthRash, ABGMer5% at

| east about 10% at | east about 15% at | east” about 20% at | east about
25% at | eadydioyhssular gpomts.at | east about 35% at | east about 40% at | east
about 45% at | east about 50% or at |east about 100% (actual % change or

Tevel s of MY Ehst "ahan ey f Foe@fon 8RN 2P  DELFIRuAL. 783,
| east abouhotdGfitedato, inhﬁﬁtﬁngathedtse%%r disbrdeedet cralngili¢, aB@%ngahe | east about

35% at | east about 4 % at | east abou | east .about 50% or at
| east aboufCVERIBIALt Bal lss‘@t?rparsigi@ﬂgﬁr' ﬁéatlaa%f% 13p3R) 4t atOéaXter Basel i ne:

[0081] (h) apsidaGe %ﬂ & tﬁ@@ls@asb/o?ﬁfgoﬁlef %tr'réhegfng}et cdnﬁﬁﬁ)rn c‘%?é% tyye at | east
9

about 10% at ["east out 15 | east ‘abou at | east ab ut 25% at
| east aboutesGlbigig flaxrn tleaisieamuhsom foatxdnadstrebdong, pddemting ol tecsing about

45% at | east abou 00/ out,. 100% % hange or nedi an
% ehange)  SOMRARSAT 1% el otisof o gsR A s ealies s O CRHCR FHERYER of n( o)
llevel s of afscds@dsHisaRRHcRI® pRtveh he 8RQUbT diB%xse aévell tﬁthQME hdd% at
| east about 20% at | east about 25% at | east about 30% | east about
35% at | easturigdoprevenoog the dipessser dibader awpcerihg gsa smthasow ber at
| east about 100% (,actual. % cha e or d| an (V cha basel i ne;
[0083] (j) R edUE |%%he|‘iﬁson%e§r?% asSouE e °t|¥ eenﬁgﬂtg}l%%e%ng Ym%tbhoeut 5% at

| east abo Utils&ﬁl% or&hséa@@,&hd/ab prelvcrthiih ﬁJﬁheﬂ daate/diberder &%Uopaient i€aBtadgbout
25% at | east about 30% at | east about 35% at | east about 40% at | east

about 45% P&sCteast about 50% or at | east about 100% (actual % change or
medi an % change) conpared to baseline; [0084] (k) an increase in mean LDL

particle s Pf oﬂ ﬁod‘?’tﬁ@tﬂt the [&ef tlh&eh%lbn Mesjaq{gthgtg /81* ﬁt@&:l 11%’1130Ut 15%

at |l east a out 20% east abo about 3 st about
35% at Ie&&tapabo@néﬁ%ad@mktemg toaebmﬂ»jecﬂ&%ub;aabt g@apin sdeduberb@4 or at

| east about, 100% (actual % chan di an_% ch e onpar asel i ne;
WD 2015 0B TBL G095 2 drs0ne] FEFinn It ALAIAL AP a T AP o
particle chpl@sdcehupths BfpBRBiccARMiE, Bferdblesterolemia, mixed dyslipidemia

and/or very high triglycerides.

[0029]  In another embodiment, the subject or subject group being treated has a
baseline triglyceride level (or mean or median baseline triglyceride level in the case of
a subject group), fed or fasting, of about 200 mg/dl to about 500 mg/dl. In another
embodiment, the subject or subject group has a baseline LDL-C level (or mean or
median baseline LDL-C level), despite statin therapy, of about 40 mg/dl to about 100
mg/dl.

[0030] In one embodiment, the subject or subject group being treated in accordance
with methods of the invention is on concomitant statin therapy, for example
atorvastatin, rosuvastatin or simvastatin therapy (with or without ezetimibe). In
another embodiment, the subject is on concomitant stable statin therapy at time of

initiation of ultra-pure EPA therapy.
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| 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
about 45%0anilwart about 50% or at | east about 100% ( &CTA®R01¥0LT2ANge or
medi an % change) conpared to baseline; [0086](n) a reduction in oxidized
LDL of at |east about 5% at | east about 10% at |east about 15% at | east

about 20% [(EBIL east arRRY endedimadt, the€adjecaboiiibjRPFoupbeingashtcahput 35% at
| east about 40% at | east about 45% at | east about 50% or at | east about

100% ( act ua¢covdanpanih nathads if thie oy atigndiey a bodpaessdndex (b mean BBOB7] (n) a

reduction | I p |, yeose (FPG of at |east about 5% at | east
about 10% Op?gtﬁfzéégtt élbalgﬁﬁtn% /]%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 | efI32pboin arw®ér emibodimdneakd inabittivn pk0O¥ey @ethudbf fathanigg YL nedi an
% change) conpared tq baseline; [0088](0) a reduction . in hepoglohin Alc
(HbAi c) of Sftral @ha ﬁuta%mﬁwss/&n at@{?heé&élp(%&n angygguizgs “ﬂ%%(%?“‘gg%?“ﬂ%% at

| east abougy g th%tmét&ﬁﬁéonﬂ%%ﬂ{ag idery Ak o s%ﬁ bt RROKon3eMe @htid BRRE about

35% at |east about 40% at |east abouf 45% or at |east about 5 é}o(act ual
% change onandmediiaes t¥ghleandpelpweonp dreexpyt admiassedringdo tHaOO8RE{p) a reduction in

honmeost asi s, nodel i ndex insulin resi.stance.of at |east about 59 t | east
Rbout 1006 Pl EsieALE oce MBI OwpSRiRE PO RRiThe St Taro pBASH efutR R Ds0e ot
| east abouperdfi%o(c.t ultr@?ﬁ&e BUFPN)  Ra8kitdpon@dffinideans (RQ¥mpatitibeastheabout

45% at |east about 50% or at |east about 100% (actual % change or nedian

% change) swWugrarthelsutyeds gslebithe clificdbojignyficant resdoieen wrfastimgl i popr ot ei n
associ at ed, phosphol i pase of . at | east about .5%. at | east. out 10% at
oaor aboulmIRaTag (PERTd R Blirdh gh Ao RRREn S B e AR "ot

30% at | eaghifebetutd@bi%n ilfasligasiclyeadés 4%ns atcdueasd inabiglicedddoin at | east
about 50% or at |east about 100% (actual_ % change or nedi an % change)
conpar ed t ampaerggroniipgda preducton By ofen adrerpheardiostsculanevadhesi on

ol ecul e- 1T9éi8€1/§y, lg?@rffo ﬁgf&ggeé{’ﬁ% érgggélgfeﬂhe ?&ﬂs 5%9%.6@3%«&%«?& oFouh, 15% at

| east about eas out eas out at | east about
35% at | eagbcabnuinf40ton atd lcedsdnt abiaeitordblty sghdrbmas ScabguMilk¥t alor at

e e o R e 1 R R Bk Db SIS OB e
10% at 'eééﬁoniﬁg%yﬁd&é%omﬁ{e#mﬁt 1#bANAT 20Mu1. FACCERST s RBAYLY (3p08), at | east

about 30% at ast about 35% at |east about 40% at |’'east about 45% at
| east abouhersbgigncomostted Bastcratmwiterd@0Va¢rafore ah 086 ethbogment; a fieldiieally%

change) conpared to, baselipe; [0093](t).,.a reductjon in asm, n n
o) o TR R RarrauERE in Piind CRNtitd Bueat Fidudlion L BLARROREY | cos
about 15% pakedt@astex@Rubrm?2 Aaintlinih@ BBl @hadl” Bel nalclihRagy si?ﬂi(ﬁ‘éﬁnﬁo% at
| east abou? 35% at | east about 40% at |east about 45% at [east about

50% or at adesssrchapgrun [odevelaciunag thgatyange or medi an % change) conpar ed
to baseline; [0094] (u) a reduction in high sensitivity Creactive protein

(hsCRP) of [(ﬂ)t331 €A% one embodiment, the invention provides a method of lowering

triglycerides in a subject on stable statin therapy having baseline fasting triglycerides
of about 200 mg/dl to about 500 mg/dl, the method comprising administering to the
subject a pharmaceutical composition comprising about 1 g to about 4 g of EPA (e.g.
ultra-pure EPA), wherein upon administering the composition to the subject daily for a
period of about 12 weeks the subject exhibits at least 10%, at least 15%, at least 20%,
at least 25%, at least 30%, at least 35%, at least 40%, at least 45%, at least 50%, at
least 55%, at least 60%, at least 65%, at least 70%, or at least 75% lower fasting
triglycerides than a control subject maintained on stable statin therapy without

concomitant ultra-pure EPA for a period of about 12 weeks, wherein the control
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about 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 |wasplaes 45% at | east about 50% or at | easPCaISe11000 (act ual
% change or nedi an % change) conpared to baseline; [0095](v) an increase in
pl asma, serum phospholipids or RBC EPA of at |east about 5% at |east about
10% at |e§t&1 ec@ﬁ@@%aé‘-%hﬁ’éfabﬁ?gsﬁlg%@ﬁ&esw&o&tmb%@g‘iﬂl toeyit 0%g/at | east
about 30% | east about 35% l'east about 40% at |east abo % 45% at

| east abouf h@tmn “atableagaim theyepy” lm@%m@ns th@a@@ subioth suiBYvRwupatontiehst about
400% (actu % an % Li 0096] (w)
an |ncreas§ﬂ)(%8P§§%§lgﬂ) %F) 08 ﬁg??§%§ %ﬂggéé%bg i dg&ﬁﬁ%‘of at

| east abOU‘Staﬁﬁ/((e @,tatdremétm’;lmubas%oratm‘lfasaﬁh) ab@uteasjta%eeats plieastthabout 20%
at | east about 25% at |east about 30% at |east about 35% at |east about
40% at | ehaclinpBstingsiglyceride meagsemes silhe “sepilyiae prded?. Apottembod at

| east abou ian %
change) co%ﬁﬁ ggt (gégjgﬁé% F@%%%f?ﬁ@égﬁfgﬁﬂgbfé%gg?aﬁﬁgﬁég ?%’one or
nore of pl &Ersamesiesmmcpbagﬂmiﬂ quisd farutl lcast %&@Mm@%lyﬁﬂpr feMdasgidheor QA of
at | east aggut 5% | east about 10% t..l east abput /15% at ] east about
20% at tmagahceﬁé%neaiur?l@agt I, gRuEmaRsCRly eyl COBH9, at | east
about 40% sifjedtRITIL @b@‘rﬁallﬂénﬁtd B&tv&le@@%oﬁqgﬁg/&oﬁﬁ a%utI 199%he/80RKIN55% or  at
| east about %5@6 actual % change or nedi an % change) conpared to gasellne
and/ or [009&]%1991fymg1@mdt iTha subje¢tand lcontha Iseljtetrant theh cattinugdon tibout 5% at
| east about OW eas ut .15% Iea t about 20% at |east about
255 ar 1 oSabe ShitoxGhE i PP Pt R oSS ing L east about 4006 at | east
about 45% at |east about 50% at |east about 55% or at |east about 75%
(actual % pludape of oEshisudidee Ao ga}in ¢oamRInBrtdolras elbjswe and RABhirsl one
enbodi nent, nethods of the present invention conprise neasuring baseline

| evel s of &dccin %@@prﬁé‘?@tééﬂg¥%hoﬁtﬁqp ngyabout ymedpiapputi290desiofig t he
subj ect or ] r QEF] , e
adnlnlster?%gﬁasgiigégp %&qngqgfs gg%&berel aF%H?be sugggbﬁ%nB%%?

basel i ne | éwed, abait Sang, acbbum)ng, mtmukémsg,sbcbutfz%ang,mbmemg er a(bp)lt 8 mg;

det er m ned, subsequ aki a second neas nt of t he one or nore
mar ker s asdﬁﬁﬁga Tngﬁéﬁg %%mf dﬁﬁ%ﬁﬂ%@ﬁ‘%ﬁ B $9roHY M& anot her
enbodi ment 3, diPQY nig, %@&&%@tmgwawuﬁsqﬁg%gaw6mgoatbohh@s RECagRE 70 fient i on, for

exanpl e over a period of about 200 weeks out 1 to about 100
weeks, aboalout 76 mgbbutt 89Gngvebig, 90abguabott 109 mpcbbubRSveekdoualddung,l t o

SbOUL 40 ST 280R e o B0 Yo o SISl el g PP A RGHS, 0o
about 1 t onﬁgbsrwut&m%kabdm 3@@9% aﬂou\t\@%mgt BSous 4b0 Bt alut PP HRC hbdi OUp

exhibits 2 or nore of nore of any 4 or nore of, any 5 or
more of , 50 BizotbawbeS i, oraabpuVS(B)rman ﬂleamﬁher@ﬁsb%lrmnt rthe subiget (andy 9 or
nore of, an or ny f, any 13 or
more of . aﬂgtlof%ﬂ the ncnolngmo%dbj ecwba bgseh% :L?LO level dei%lte stab% rtgtng . any 17 or
more of, amerdb§, Of abdar 40 mfg/dl anyoowlw m@ﬁﬂehoinotli?dﬂ)énﬁ)@dﬁlﬁenﬂﬁhesﬂ)ﬁect any 21 or
nore of, any 22 or pore of or nore of, any or nore of, or all 26
or nore of aWwagl gubyect hw) b(djéfsréfi‘SS b@ﬂbX.(ﬁPr@dpra@éqtryB%(Bbv%not reete epar anet er s
(a) - (y) g&ﬂ% ured in accordance with any clinically acceptable

met hodol ogy. For €&xanp triglycerides, total chol esterol, HDL-C and
fasting bl ood sugar can be sanple from serum and anal yzed using standard
phot onet r y[@03Shni huas).theqﬂcmbod'ﬁ;ent,mle Bvamcdn\irdlidS « amethel efdbwotiag ed or

det erm ned usin serum rotein tio ion b reparative .
Ot moenty M dSe Ty bBERER Bh hehe AR Py DD BhabBotng ot r y
or by anal yldifeckib acaBhr 20493k RRIRACSIOGYdLAROmBhod AompRsARd hsCRP can be

determ ned from serum usi ng standard nephelonetry techni ques. Lipoprotein
(a) can beadiatnesteringed niqralrpr S@ﬁtbnﬂdis Pai grasparivrtaceytipil gpmpesiiien i rmunoassay

t echni ques arti an be determ ned using
nucl ar - naGHERRIRE B S RPN £ EOuBRIbIschE Peilvn e FEhor ot oi ns- and
LDL- phOSph@dimﬁ@@alngth@aanp@sn@tﬁtt@rtm ﬂ@ﬁb&fsm@meb{ S0P deily fehypdtiand serum
respectively, using enzymatic i mmunoseparation techni ques. Oxidized LDL,

i ntercel lul ar adhesi on nol ecul e-1 and ig erl eukin-2 | evel s can be

determ ned from serum usi ng standard en %ne i mmunoassay techni ques. These
techni ques are described in detail in standard textbooks, for exanple Tietz
Fundanentals of dinical Chemstry, 6th Ed. (Burtis, Ashwood and Borter
Eds.), WB Saunders Conpany. [0102]1n one enbodi nent, subjects fast for up
to 12 hours prior to blood sanple



col l ection, for exanple about 10 hours. [0103]1n another enbodi nent, the
present invention provides a nethod of treating or preventing primry
hyper cholweterigloerzsa and/ or m xed dyslipidem a (Fredri cle€orusSIgmpes72ita and
Hb) in a patient in need thereof, conprising admnistering to the patient
one or nore conpositions as disclosed herein. In a related enbodi nent, the

present i NYLMuPM RO tHE SuliedBE %xﬁ%ﬂ%@ﬂk@ﬂﬂg9ﬁﬁiEhMQS98dﬁbhﬁmeﬁs ina
subj ect or subjects when treatnen a statin or niacin extended-rel ease

nnnotherap9tk@ﬁééﬁsﬁﬂbwédw%m&déqmé5é @ﬁﬁ@ﬁé@%@%ﬁ@wtﬂybemﬂvwh§%érW1pldenla)
0104]In a b i t ) od of

'Ereat} ng o%%%)trsgv/%?n?%%a 666/;@ %%L}%S%‘r%?geﬁ%t 7|r(l)o)/rﬁ%p[ %:{Wrsrs/l(’)féaregl&a i%?}égcti on in

a patient widlycotidtd bt YomttolBybiearglow mhintAndgl droviable oapii tietpy vaidivuni st eri ng

to the patient one or nore conpositions as disclosed herein. &0105]In

anot her  enBOYPRARERL ultrprpupsy e Aer 4 pRFodiaf shoyrlgurasks vehargp Hesasfrok | owi ng

progressi o r r S a

e D R A St

t her eof oné0@mgnir & a:rniq:te& embadimeas thii satllostetin theraplyrwill[bd 30Biciant sudt her

enbodi nent esent entlo ovj des .a ne hod of treatin

ot event | ng iy SHPGH Gen v e BLals apente ggebor AL SRl go,

hyper | i pi dgfgi@hah BbdutRd nENI fbf‘th@%%&'&'%ﬁfé&ate‘l’;pﬁﬂ%ﬂ t8 HINOb AU Ya gy i Ng to
the patient one or nore conpositions as disclosed herein. [0107]1n one

enbodi nment {righycodposisironewf the invention is adninistered to a subject in
an anount sufficient to provide a daily dose of ethyl eicosapentaenoic acid

o S5out 3yRek o, TPl ol T 25NN S0P PR g oot 2000
o Bbout b?%y%daﬂ"ﬁosﬁ‘?ﬁ”ﬁgrw@"‘”%ﬁ%lm“h e 0 .
about 325 Higlyepdadcvabes abgut gﬂdag/déw%w%égﬁdl Apomgdiod seBRESARS ny, about

1o, about ao "t e ks offle Bhied el (-t bmatid L 1700 g,

about 725 ogmpadingiibolb0 gy ababiciut offrlraipnre BRAUWhEOM upon adinatistei®Rbthog, about

850 ny, about 875 , about about , 925 ng, about . 950 ng, about 975
my, about §UBOPSRPR mb@mgtgﬁ@% B SRUPIE T bertRslRl abos Infcckabut 1100
my, about g&é@ct %upacliﬁf’bﬁts %%54@ 138k 10@’9%1%310175%%91%&%% aﬂ-?egg’c 2%,, a@t%%{t 1225
ng, about about 75 , about ng, about ng, about 1350
ng, about 1@%5mﬁgwt&ﬁbuulmnméwngmlaboéf%le&mngw%awdaﬁt1ﬂ5omdgwt@w%ut 1475

ng, about ,, abou 25 ut 1550 , , about 1600
1o, about Tasetfee. BOGHR "¢hes 1Bt 73RdbverEae i RRlie %oy, apout 1725
ng, about &gipfarien walodonrby ubjb f'bl%@liﬁalﬂtgfﬁ@dﬁ'ﬁstaﬁmnnjtﬁ@rﬁ yGithgipout 1850

ng, about 1875 ng, about 1900 ng, about 1925 ny, about 1950 ng, about 1975
nmy, about LOBOMGNt WiaprredORA forp paaipd of abasd 2rpcckaiod(beriBeregse inbout 2100

nmg, about 212 ] bout 2225
ng, about %s&%ﬁdﬂ@@ﬁ%bﬁéggo%%meggoﬁseé@@ ngﬂnﬁ% %%U§§§gwggﬂ“) out 2350
nmy, about %Zﬁbﬁ@hn@h@ﬂﬁg 240 efiges cbolt Maﬁg/ﬁgt,o abbes00449Ql.ny, about 2475
ng or about 2500 ngy. [0108]1n another enbodiment, any of the nethods

di scl osed herein are used in treatpent of a subject j ects that
consume a 1403d] ti Bh%nothﬁégfl@f)ﬁmaﬁnéttﬂemﬁelm%l REAvgen HEsth od pﬁgoWﬁétnﬁods of the
i nvention {88 8inShitRn gt@&@waﬁma aﬁH@a@iﬁ? n?e%n%ase%@tfa%ﬁﬁ di et
consuner or prudent di et consuner and n treatrng the subject |f t he
subj ect i str@ynmde EvWkst abont Z{IOang/(dbtmsa.hmatSOOng/dl ghameihdd tcemprisingt " her ei n

refers gene aIL at et (o tin f, b ercentage of tota
Lol o oo " Bmsloris § ARG e BhinaF SRRy eomiRs o sitrBEhE SRR 4006 rat
and about A0 UQy R - P&%"EH’K Q{1Riréln uﬁoﬁ"@cﬁhﬁﬁs’ﬂerﬁigﬂhe BEpSidigroane! y or

additionally be charac erized by relatively hi gh i ntakes of red and
processed ﬁﬁn@%cb@méémsmnpéﬁfﬁ@mngiawdgﬂhadedé§s@$ﬂsGﬂﬂbka%ﬂﬁ%pmé nor e

Sour ces. | [ DIUSYh Rl sy o kRt et b leaislh bRl e LB or or n

are used i n5%/ gEAtHEBO%0ht 1aas$sw,,e@ttlem 6814bjita 6455 65 Nait 16BNTOMEO £3cst han
(actual or average) about 150 g, less than about 125 g, | ess than about 100

g, less than about 75 g, |ess than about 50 g, less than about 45 g, |ess
t han about 40 g, |ess than about 35 g, ldss than about 30 g, less than
about 25 g, less than about 20 g or |ess than about 15 g of fish per day.
[0110] I n anot her enbodi nent, any of the nethods disclosed herein are used
in




treatnment of a subject or subjects that consume | ess than (actual or
average) about 10 g, less than about 9 g, |less than about 8 g, |ess than
about 7 gwol2esigi0pzan about 6 g, |ess than about 5 g, | e®sTiUsanmiabug 4 g,

| ess than about 3 g, | ess than about 2 g per day of onega-3 fatty acids
fromdietary sources. [0111]In another enbodi ment, any of the nethods

di scl osed hey.abWelfaStinsStei %lycerl&ds%td&ﬁﬂkrlﬁﬁn \&nﬁh‘l@bl@tﬁ;l s@bjestURiifGinzdlonat
consune | ess than (actual or average) about 2.5 g, |ess than about 2 g,

| ess than @rbblatstaimshfgapy wihout I@Qﬂpoélbtﬁ@t ulfragpurg EBé fonaperisoeftaboutsl g, | ess

t han about Y, .0f EPA

(conbi ned) TQ’ ?%Sm aor fgg%ﬁerlgghsm%?g?i‘z? lgvegs C%%{é)rrge%c}O%ase%ne a‘%gegerrlp% tion as
descri bed bett@il @ubjSCt&’dfﬂ hdsaedlitd figding tﬁglbt@fdtes oNgtDUOL00 Wighk toshoudado | n
anot her enbodinent, 1, 2, 3 or 4 capsules, each containing about 500 ng to
about 1 g Br/d- corrpositi on as described herein, are admnistered to a

subj ect daily. In another enbodinent, 1 or 2 capsul es, each contai ning
about 1 g fjo38] Coimé}ﬁ}tﬁér%&béém&’e‘ﬁ%ﬁé &%Qntib% n&b ded ﬁleﬁl‘éﬁ‘oﬁigﬁ%ﬁ—fn dto the
subject in the norning, for exanple betwee out am and about 11 am and
1 or 2 capmglﬁsndesamrsubpntgoup mgstabieutatlm tierafy anddevpesitandrsdmedegingi bed

herein, adm th veni for .exanpl e

bet ween abﬁlﬁly%gr EOfg%BHttz %@thd[ T:éqb %@E% @’r%ﬂrgﬂ]?lpn%}ngubj ect

bei ng treaa&thgaerﬁfgq%@@lmswthss @ﬁ%@cﬁlpojpﬁahﬁadeﬂﬁ@ﬂtcb ?oél‘ﬁoﬂmt on fibrate
or nitrate therapy. [0114] 1 n anot her enbodi nment, conpositions useful in
accor danceceimpisingalnods 2db abow 4 gw%lritr bRk RA owhgr Eip u@en agepagteng thie ter ns
el vty or SRRt et of U5 M RELALETeOR" FibrbBp UL LYy oct
wher ei n t hecagaht sibjcd erapsixhiban (a)sit PagtCids, lamleraktelswwr feagif200h@t Baky ect,

whet her or _not the agent or conposition is swallo Thus "oral

adni ni st r a€p‘énat lpase Plidedt 1%%&&%1%, drierss t®or #denst 4%1@ %@Pf’rSt é%%egd%@hé%él

adm ni strafiong 6?%, QHFas‘?H?@dhﬂE%ft 70%“%1%% 961 1bb, 80 mbsh R in a capsule,
for exanple a sort’'gelatin (’:aps 1 conposition use in

accor dancetrwlyderidbeandnbeat lcasn Seaat loast fl 0vayat laaseds%s alnast A0%qyerleasi ASEge
units. The ter l0sa

t t t f
a phar maceit'f ngo%oﬂ"p%%ﬁtt?’?%’nattal %?F“génf‘ F??égé%oé ﬁ%t%(gg/e&"{eﬁ@%@gegﬂ cI gge(r)rt
suitable f ?fasﬁa o B8 138N SL15 81 cORp ﬁt@soﬂrv@ﬂi Q@orﬁrotl Q@({J@o‘? %i‘gdpcmﬁflﬂtaﬁfcﬁ Such

dosage units nay be adm ni stered one to a plurality (i.e. to about 10, 1
to 8, 1 toobstabletstutih therady woh@)t coﬁcd.m1ms ubl@rpmielﬁPAdDr apenmmf aboneR as

needed to elicit,a th eutrc res se. n.anot her, enbodi rent, the
i nvention P8y dEETS 688 Sy ubis HrJ“Bi’é% npERUARHLEIYC n@f/‘ atl ng
noder at e tgboqle\zga)glgm%%ddtgbag%]dldem ain a subject in need thereof
conprising: providing a subject having a fasting baseline triglyceride

| evel of about 500 ng/di to about 1500 ng/di and adm ni sterr ng to the
subj ect a PH3PhacEutnothar cebapisingthhinyentagueyidew metherd of lawerige

embodi ment eg&}%c%nﬁ@%%ﬁgﬁeht ﬁ}ogrg ?rg Etlat?lg %taﬁﬁ%ér%r# gldtI%Vﬂ'@ éan%agelﬂlte fasting

ei cosapent a wherein e conpo I on contal ns
subst ant i atriglydeeiddbsobathubeactib mg/attoohbo[lm(m?ﬂlgm anoinbeod eainpdsingnt , t he

subj ect being. treated has di apetes. EXAVPLES [0118].The fol l.qw ng exarrpl es
are for il P@g{m%@r}qgéoﬁﬁ%%gptgﬁp J 3 ETHP ?‘E?uL%aWGBW@WlU‘é‘H as limting

in an MaNNESmprising about 1 g to about 4 g of ultra-pure EPA, wherein upon administering the
composition to the members of the subject group daily for a period of about 12
weeks the subject group exhibits (a) at least 10%, at least 15%, at least 20%, at least
25%, at least 30%, at least 35%, at least 40%, at least 45%, at least 50%, at least 55%,
at least 60%, at least 65%, at least 70%, at least 75% lower mean fasting
triglycerides and (b) at least 5%, at least 10%, at least 15%, at least 20%, at least 25%,
at least 30%, at least 35%, at least 40%, at lcast 45% or at least 50% lower mean
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Exanmple 1 [0119] A single center, double blind, random zed, parallel-group,
pl acebo controll ed dose-rangi ng study of E-EPA in subjects with

age- assocwared/ioppai r nent (AAM) was perforned. The pri RETUSQ@AI02723% t O
exam ne the effect of ethyl-EPA versus placebo on cognitive performance in
subjects with AAM as neasure by the power of attention tasks in a

conmput er i Zgﬁsﬂh@%{c Sé?@ﬁltmL-@/@{le@-b?@élin shieh VAt edtirol SASQNGATup Mih@aives
were to: [0120] (1) exam ne the effect of E-EPA versus placebo over 6 weeks

on the fol Powably stasigitberppy wHbow sapermaitany sliraqoge EPAVier baeried 9f aboshtl nuity of
ftonti _ . ‘ o ) _ . Pealban
renory  askeeRGag LIt Lo Rlol B oTEIRY Kt R U lobedigfBU AR o) ane

t ol er abi | i byatelut EOEMA/A! &5 shomit PO@AgI. from routine clinical |aboratory
tests, adverse events (AE) nonitoring and vital signs; and [0122] (3) assess

the potential dose-effect relationship.of E-EPA on the cognative endpoints
by nmeasur e P of Indothsr iembogliman, t%w@%ecr Ar w%%ﬁaroaaaemédreme%a cel |

menbranes. ,Qd &bl %Fth%néﬁﬁ&{% o@ﬁféqﬁ{?&ﬁ%ﬁ-exfl@gtﬁ]fé'élﬁﬁ%?&%ﬁ%e %@mt%ﬁs&g enrol |

96 subjects who would be randomy allocated to 1 ossi bl e” treat nent
groups f or lesehefekes, totiahfatty aldanc edabthesdof )ded iggmatet Bhnsibbjtei0sinpdmignatup) , as
follows: 1. 1 et hyl - dai 2. 2 hyl.- E ai | .4 et hyl - EPA
dai |y e PEEERH AhPUPP ORI Gefraanerhnd b sobrSyFtBiM as S0
ng soft gehbKANSHhEDI/RIL N0t Fcattr eal ¥boERD0HM 88 Ye Pt igkdater SradiBolios . 38% by
wei ght ethyl octadecatetraénoate, 0.075%to 0.15% by “wei ght et hyl

nonaecapent@mehodt e, 0.25%to 0.35% by wei ght ethyl arachi donate, 0.3%to
0.4% by wei ght ethyl eicosatetraenoate (ETA-E), 0.075%to 0.15% et hyl

henei cosap no 1206 d| - - i gxi.dant. Mat ching
pl acebo cagﬂ'rsh&?gs g{on Oﬁ%gg%bﬁéﬂy%éﬁ’é?é ﬁlﬁ)g%?glr%%}%? ?lﬁ)ﬂnglﬁﬁlg%ﬂgﬁé}{l - -

t ocopher ol accohdanpd aditl bectigids i thaiavdnsioh Rehibitan doiting dekctiae hikatutaplasgual
nunber of subj ectsé?& was al|ocated 1 g, 2 gor 4 g gl acebo. Study drug
was taken tOXFLR fErRgiliRA (@npanglergoldn heeic abs iy est groupypotigieatar thaiose, 500
Mg was gl Vﬁt%bdt@.?bﬁﬁn&?ﬁl?h{tggr@ﬂ&tﬁaﬁ MWoub6es AR, YRS Bkt &Ran dbobfi§6GVENi NQ)

with alig snack or nea
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 1.5%, not
more than about 1%, not more than about 0.75%, not more than about 0.5%, not more
than about 0.25%, not more than about 0.2% or not more than about 0.15%. In one
such embodiment, free plasma EPA and/or total fatty acid levels are determined prior

to initiating therapy.

[0042]  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) not greater than about 1 nmol/ml, not greater than
about 0.75 nmol/ml, not greater than about 0.50 nmol/ml, not greater than about 0.4

nmol/ml, not greater than about 0.35 nmol/ml, or not greater than about 0.30 nmol/ml.
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[ 0125] The study consisted of a screening visit, a training visit and 4
study visits. At the screening visit, subjects' eligibility was determ ned
t hrough cwgnotywen2ziest s (verbal paired associ ated | ear niPag/USBALI2BRUDSCal €,
vocabul ary subtest, Menory Assessnment Cinics Questionnaire [ MAGCQ, m ni
mental state evaluation [MVSE] and M NI [mni international

neur opsychy@uB| ¢ IMiRir @Wboddsdnk, ARSsubj@0Br dibfct BloapBembitkakddn St ati sti cal
Manual of ntal Disorders, 4th Ed. ( DéM'I V) plus dysthym a]), haenmatol ogy,
clinical cheserdaneswithdnetirods@ddhedneattion cahigits g fashing Baxs)ine plasmpescrymphi ng

Vook. st vy ratsed Gt EkRe BB o851 MREg NG R SSR h FelB Ratuphdihar™ ™ o° ©
underwent thg POR,EQANAE ¥&itdiQRIn ARLE 8OV ne/hB e bled: Usinoibo 93 £5/hR 1-
Witten inforned consent.” 2. Male and fenal e vol'lunt eers between 50 and 70

years of agetgr3ateiSkhi alioap 35 Lgbnic ompiredterttharndbone 6® ny/nlpss gredftérebdred i n such
everyday problens as difficulty renmenbering names of individuals foll ow ng
i nt roduct i abput 3P si81male PelEredpreBi abayit 9 ne(ml potrasprieriBan pukd? LeEileos t ens to
be purchased or tiple sks to be perfornmed, problens renenbering

t el ephone Al rgartg}%?n %60%1%%?“ %6165 and difficulty recalling information
quickly or follow ng distraction as determ ned by a score of 25 or higher

on the MACi(Q4qpesti vfiair etbo@nsdt, mdthamoatlye prossht asntich den#Rs alstdped as
gradual wi thout sudden worsening in recent nopnths. 4. Possession of
subj ect i veMEARTHBjRCIUNRSt s (RfriubicrieePp aintdBhpasqhincninid gedepder tat | east 1

st andard deyi:ati -Of I - I

popul at i onﬁl\e{gﬁﬁgﬁ 1gerrnllggr:i))elé1 %Elbﬂlﬁ%ﬁ?%(%lgﬁené E:}ge Fl{egag? £ hgtllﬁﬁ%ﬁoﬁg&%ﬁ&fgé gtr% % myt he
PAL subset obidentifgingécdubjoet oldribizcygiSapheving ondwvi eread tiod foldedugabeascline

intell ectual ction as. determ ned, by a scal ed ore of at least 9 (ra
score of ;Poﬁ'biilr%%‘??ueo‘?f b et @?@9%‘@&%@@ O FraMp 4938t abmyh {

I ntel I gensey SEAl et (M sout 820 ﬁ@m@%%aeﬁab@m%%dﬁ%t fetengied Alg%/de score

of 24 or hi gh§% on the MVSE. WO 2011/ 109724PCT/ US2011/ 027218 7. n- smoker s
or ex-snoketlsast about250ory disat 18ast Yemit 200 mgtd, atdeasedbond2Thmga it leastand j udged

by the I t] i kel | t] t | for th
dur at on ofbthaRe s st Eahgt o Geh: it RagPBoCiD megkeRiTe e ot uay.
9. Body nagisolbdiéteKydliRM1)abcd025 KN abbRLAN gl wsi Sandpld itaEdstatiodnl | kel y or

unable to conply with investigational nedication dosi ngr requirenents. 2.
Di agnosi s 860 mgjdrat deast ahoyt Y misibragéqast alophOmmg/dsoat leass PO¥enentia as
defined accgordi to t I Vinlex evi S] iteri 3. Past
or current %%/@t %a%)e/lngefvﬂa}s Iﬁ'legu\r%(%]lléo%f%? % % 104r0 I%%{%% a}allbto}l JI[ gdbd[lgl g@&é‘ﬁ é}%a‘r(ﬁdra{)tleaé(‘:touI d

have af f ecteast abogni Iinig/df, unkhit@aboutd.60Rastl, of lcadt bbentl 70ingy/@l ¥t 16dst about
i nfl ammatory gastroi ntestjnal disease such _as Crohn's Di sease or ulcerative

colitis. 515&ag&topat et 20pitdRO medli Paglinge HPEeCrvakigohabgut 10 to about 100

mg/dl, for example not more than about 90 mg/ dl not, not more than about 80 mg/dl,
not more than about 70 mg/dl, not more than about 60 mg/dl, not more than about 60
mg/dl, not more than about 50 mg/dl, 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 30 to about 300 mg/dl, for example not less than about 40 mg/dl, not less than
about 50 mg/dl, not less than about 60 mg/dl, not less than about 70 mg/dl, not less
than about 90 mg/dl or not less than about 90 mg/dl.

[0045] In a related embodiment, upon treatment in accordance with 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
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6. Current or previous history of cancer, excluding diagnosis of basal cell
carcinoma. 7. Any history or evidence of clinically significant cardi ac
abnor nal iwg 2061/19¢R24ur ed by 12-1ead ECG 8. Any ot her ne@#CgalS2¢iondi2ig on or
intercurrent illness not adequately controlled, which, in the opinion of
the Investigator, may have put the subject at risk when participating in

the study QiclRXbdiRY&o bbbt 2ORERKs, absutl1eDWbbst 18f widrg, budytddboaif f2Ct ed the
subject's ability to take part in the study. 9. Cinically significant
t

abnor mal  sweelen byt (140 ebeit dPyvacks iabost | kadiont dMeghs, abow dHe aheutpycaks
screeni ng vital sig fell. qutside.t r [ -this

popul at i on,81r %}%u%:?“fe%f(’t ﬂ% S%%I%‘%ﬁ Og‘r??uéc))h@ &tgrl{éu %X\}ltégs] iogrillgtog?il 05% ?Q%? ef(gl?otvﬁ}é subj ect's
sui t abi | i t yuttemed:he study. 10. Any changes to prescribed nmedication for a
medi cal condition within 4 weeks of the baseline visit. 11. Orega-3

suppl enmentation within 4 weeks of the baseline visit or during the study

tr eat ment B&“ﬁbd.(abefuea@l;r qeyd?éﬂxpﬁgomﬂeéégaweﬁﬂ%s or daily dose of
aspirin >325 ng. WO 2011/109724PCT/ US2011/ 027218 13. Cough or cold flu

remedi es cEupyq| Ni 1Y ORIcRY BPoH 1381 chnphRBkdBRcliNg;t hi n 2 weeks of the
baseline visit or during the 6-week treatnent period. 14. Known allergy to

any ingredients of the study drug or placebo. [0128] Any subject coul d
wi t hdr aw f [&481 he(Btinaigased Ctlpyats enmpatied to bgselingei r | egal guardi an' s
request, or at the discretion of the investigator, if the subjects

uest, or at | n of i if the subjects
Ceri ous. or QLo Rl gl A PPEIC R bR e (o document

subj ect outcone and reasons for w thdrawal. Any ongoi ng AES were
fol | owed- upd0soi i | (d)hecdweinh ihbBDLF@ $olclsadmpatedlio baséide;or was ot herw se
expl ai ned. Subjects who were wi thdrawn were not replaced. Subjects were

assigned up| identification er.s according to a predeterm ned
andom zar MISHF: o5 Basrbietio iy PSS SRRl e PefiBRS and Used i n ¢ he
drug packagi ng. [0129] Study drug was adm nistered orally BID as a divided

dose with fowsd] f?gga@em%ﬁ.in&yl)m@&&s wRhRrépRdamdized to 1 of 6 possible
treat nent groups able 1). Table 1. Treatnent G oups G oup Dose (g)Study

Drug Dosage Form gsof t gel capsule) G oup )
[0053] h) an increase in apo A-I'levels compared to baseline;

[0054] (i) an increase in apo A-I/apo B ratio compared to baseline;

[0055] (j) areduction in lipoprotein a levels compared to baseline;

[0056] (k) areduction in LDL particle number compared to baseline;

[0057] (1) areduction in LDL size compared to baseline;

[0058] (m) a reduction in remnant-like particle cholesterol compared to baseline;
[0059] (n) areduction in oxidized LDL compared to baseline;

[0060] (o) a reduction in fasting plasma glucose (FPG) compared to baseline;
[0061] (p) a reduction in hemoglobin A;. (HbA;.) compared to baseline;

[0062] (q) a reduction in homeostasis model insulin resistance compared to

baseline;
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Dose (g) Study Drug Dosage Form (soft gel capsule) Active 1 1 Ethyl-EPA
1 x 500 ng BID Active 2 2 Ethyl-EPA 2 x 500 ng BID Active 3 4 Ethyl-EPA 4 X
500 ng BIWORDLHCWHT24 1 PCT/US2011/027218

[0063] (1) a reduction in lipoprotein associated phospholipase A2 compared to

baseline;

[0064]  (s) a reduction in intracellular adhesion molecule-1 compared to baseline;
[0065] (t) areduction in interleukin-2 compared to baseline;

[0066] (u) a reduction in plasminogen activator inhibitor-1 compared to baseline;

[0067] (V) areduction in high sensitivity C-reactive protein (hsCRP) compared to

baseline;
[0068] (W) an increase in plasma or serum phospholipid EPA compared to baseline;

[0069] (x) an increase in red blood cell membrane EPA compared to baseline;

and/or

[0070] (y) a reduction or increase in one or more of plasma, serum phospholipid
and/or red blood cell content of docosahexaenoic acid (DHA), docosapentaenoic acid
(DPA), arachidonic acid (AA), palmitic acid (PA), stacridonic acid (SA) or oleic acid
(OA) compared to baseline.

[0071] In one embodiment, methods of the present invention comprise measuring
baseline levels of one or more markers set forth in (a) — (y) above prior to dosing the
subject or subject group. In another embodiment, the methods comprise administering
a composition as disclosed herein to the subject after baseline levels of one or more
markers set forth in (a) — (y) are determined, and subsequently taking an additional

measurement of said one or more markers.

[0072]  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
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1 Paraffin oil 1 x 500 ng BID Placebo 2 2 Paraffin oil 2 x 500 ng BID

Pl acebo 3 4 Paraffin oil 4 x 500 ng BID BID = twice daily, ethyl-EPA =

et hyl - ei cyeapangaeaci ¢ aci d [ 0130] Study drug was di spen®€dl/tseo1viozi2ug 3, 4
and 5; the maximum period between Visit 3 and each subsequent visit was:
Visit 3to Visit 4 (2 weeks 2 days fromVisit 3). Visit 3to Visit 5 (4

weeks 2 dayrd 6080 St bnofd of, ad $ br BokcDfVAS] 11 & rhére\WEkS 12 Havste brom Vi sit
3). [0131] Al treatnment packs were identical in appearance, in order to

mai ntai n sewy bter maw dfnystd ranee obldnyd StineugRbany tLher stomigf, amné7or
I nvesti gat ﬁ{ore ép%ﬁ P8 LM &f‘ I}y; s‘?ﬂ%‘g o%]a%%zoartdfoc%g gf,%ﬁl?%‘ ¢ 'mo%‘9§, subj ect s

remai ned blinded roughout e’investi or‘was permtted to
un-blind i e 22 eti@bresafPgigcl3Sor thorie! anyelst eransic dat 4l nEtbuedniey (ayp@nati ve. The
process for breaking the blind is outlined bel ow

described immediately above.

[0073]  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:

[0074] (a) a reduction in triglyceride level of at least about 5%, at least about 10%,
at least about 15%, at least about 20%, at lcast about 25%, at least about 30%, at lcast
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;

[0075] (b) a less than 30% increase, less than 20% increase, less than 10% increase,
less than 5% increase or no increase in non-HDL-C levels or a reduction in non-HDL-
C levels of at least about 1%, at least about 3%, at least about 5%, at least about 10%,
at least about 15%, at least about 20%, at lcast about 25%, at least about 30%, at lcast
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;

[0076] (c) an increase in HDL-C levels of at least about 5%, at least about 10%, at
least about 15%, at least about 20%, at least about 25%, at least about 30%, at least
about 35%, at least about 40%, at least about 45%, at least about 50%, at least about
55% or at least about 75% (actual % change or median % change) as compared to

baseline;

[0077]  (d) a 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 lcast 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;
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[0132] Onega- 3 suppl enents had to be discontinued at | east 4 weeks prior to
the baseline visit (Visit 3). Cough and influenza renedi es contai ning

opi at es owoanti/tpRtam nes had to be discontinued 2 week®Cpiser1102721he
baseline visit (Visit 3) and were not permtted for the duration of the
study. [0133] Exi sting nedication had to have been stable for 4 weeks prior

to the bas@78p Vi§latdebtéhs ih Ao BN clshE aRER aBBHHAI 8 @A st Dout 1R, dHr at i on of
the study. Wiere a dose change was absol uteléﬁ?necessary this was recorded

in the el ebestoliet Kdseat lepaibout Ym 4t ammybout DT84t Suts| dhons 3Wihoatrleasti r ed
anti coagul gt AR Stal%:és?gbcgutﬁﬁbﬂﬁ of R8s ShoAY W e 59 a?&g‘@fo%],%% %‘Q@[ bout, .
Psychol ogi ¢al' counseling or thefapy was notperm tted Tof ‘the durati on of

the study, 558% drhekastabohtd’ SHa\ ectudl %6 chaige dr wicdlant’d ehaigey andngiardde st udy.
Unused study drug was returned to the study site. Subjects who used | ess
t han 80% obPascHee:pr escri bed dose were considered non-conpliant. [0135]At
screening cognitive testing and suitability for the study were assessed

usi ng the I i i ( Negapr bul ary
Subt ast of e el e TRAE R AR T R b R el L1887 B

Dyst hyni a) leajtGiba6( 1% et éxasti aboun?0% aa kenst abont 2506, CDRstawptd @i dehstogni ti ve

t i.ni.st d ' f I t Vjisit 2
(training URGRo ™ Of e 2oy anZe i fey woORaree-4 FedyolinPeh Rist by 26)
and Vi sit GodopaxctdRs cRaalr fledfaanehaifacs Binssd & biSIMCPT esent ed at _each
testing session. Al tasks were conmputer-controlled, the information

presented on high resolution nonitors, and the responses recorded via a

response nt¥80] cof®annngigasp ibapa dridevelneal adepst dhgut 3heatdedsepbouy 8%, atFj ve CDR
it o i d t i | .
composi t € fe%&ra%ﬁ}lt‘t"ﬁ;@ a\lf\ze%gt: a%%%érbc%’%& hdIRf e%go Ff@ﬂ“ﬁrlyasf)%o&g?@@*gﬁ%@gp es

[0137] The task esentati on neric nory
| mredi at e Yéoud 3R%C af lkadDabayt ddo0\at dadRabahtl45%, at least about 50%, or at least about

100% (actual % change or median % change) compared to baseline;

[0081] (h) an increase in apo A-l/apo B ratio 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;

[0082] (i) areduction in lipoprotein(a) levels of at least about 5%, at least about
10%, at least about 15%, at least about 20%, at least about 25%, at least about 30%, at
least about 35%, at least about 40%, at least about 45%, at least about 50%, or at least

about 100% (actual % change or median % change) compared to baseline;

[0083] (j) a reduction in mean LDL particle number of at least about 5%, at least
about 10%, at least about 15%, at least about 20%, at least about 25%, at least about
30%, at least about 35%, at least about 40%, at least about 45%, at least about 50%, or

at least about 100% (actual % change or median % change) compared to baseline;

[0084] (k) an increase in mean LDL particle size of at least about 5%, at least about
10%, at least about 15%, at least about 20%, at least about 25%, at least about 30%, at
least about 35%, at least about 40%, at least about 45%, at least about 50%, or at least

about 100% (actual % change or median % change) compared to baseline;
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Picture Presentation Wrd Recognition Sinple Reaction Tinme Picture
Recognition Digit Vigilance Bond-Lader Visual Choice Reaction Tine
Anal ogue woabasiogf24 Mood Spatial Wrking Menory and Al ePCmamsgo11/o8engen,
Usi ng the Comput er Mouse

[0085] (1) areduction in remnant-like particle cholesterol 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;

[0086] (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;

[0087] (n) 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;

[0088] (o) 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;

[0089] (p) a reduction in homeostasis model index insulin resistance of at least
about 5%, at least about 10%, at lcast 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;

[0090] (q) a reduction in lipoprotein associated phospholipase A2 of at least about
5%, at least about 10%, at least about 15%, at least about 20%, at least about 25%, at
least about 30%, at least about 35%, at least about 40%, at least about 45%, at least
about 50%, or at least about 100% (actual % change or median % change) compared to

baseline;

[0091] (r) a reduction in intracellular adhesion molecule-1 of at least about 5%, at

least about 10%, at least about 15%, at least about 20%, at least about 25%, at least
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[0138] To ensure consi stency of approach, full training on the cognitive
tests and CDR test battery was provided to study site staff and study
subj ect s.wOhe1vwsht s of each vari abl e were aut omati cal PgTASCc@nMe218Si ng
the machine interface devel oped by CDR [0139] An AE was defined as any
unt oward nedi cal occurrence tenporally associated with the use of a

medi ci nal  pERA 8o, Whieidabod3 500kt ILENALEIRMSY,, helcadtabontalsthat madibbmal
product . [0140]The i nvesti gator was responsi ble for the det ectj on and

docunent at P&, orf atAgast absut ¥ (aatwdl o ehrage abedian e shangkbeprassest toAEs by
means of ngn-| ﬁ$d|ng qguestions. AEs were recorded fromthe tinme a subject
provided a"witt'en i nformed consent and deened eligible to participate
until conpletion of the treatnent period. AEs ongoing at the end of the
treat ment p#92pd ngaeahmﬁbmwadwmmmﬂlZﬁﬁmﬂmmiﬂmuof%rﬁﬂuanMEnb@%eMine or
normal value or if the vent mas on dered nrelated to udy

[0141] A setS aﬁﬁ@°ﬁﬂ¥%@§% %ﬁ?uk d’%éaﬁnﬁxﬂE 0’%n?mﬂose t hat :
resul ted 1 Bugifabf; o WR% abdi0id) 5@1@5&%&945% BEKLL A0 (1RRY. 1R bt e BB O"
prol ongation of existing hospitalization; resulted in di'sability or
incapacitle@%(aMIM2G¢mm@69?ﬁw@@ﬁﬂwsm@@¢)@ﬁﬁ@ﬂ@ikﬁxmﬂned in a congenita
anonal y/birth defect. [0142] Other events were considered SAEs if they

s 2o bolaaf P s i I B e b R RES o7 A skl out SR B v e

criteria, payHbut 1AL, d NRRASSPBOS DIVt 1daBVABE W%Oit 1@@{1@0@@2% §Qdspus was to
have been |nned|ately reported as a SAE. Any death or SAE experlenced by

t he pati entbamdDe, pideest ebeiy 360, wi ket 8ba0 494y gt lspstjahaut 43¢ @t kppst about
| nvesti gat a 0 hin 24
hour s of lgg?h%%%ﬁ%?F?ﬁ@,g@%ﬁ?&ﬁ%ﬂ@”ﬁﬁ ?ﬁ8§@§gﬁ éﬁggﬁﬁgjé?&gé&%%hcluding
SAEs) are baschec,accurately recorded on the adverse event page of the
subj ect's eCRF, beginning fromfirst adm nistration of |nvestigational

Medi ci nal Pr nt|I 30 days, after .the | ast dose. | ood sanples
for the | ab¥¥ gi‘ é‘sf%@%lﬁﬁn‘% 18P SPn P 6%5?%@@“&4.%%8 allgil e) and
clini cal CQI%Ht%% lét (et ot o), AR FABBA G501, o8 184 dbButTRPA G ?easmaﬁt col | ect ed

at the screening visit (Visit 1). Sanples were processed and anal yzed by
Si nbec Labdp%t atrlpass abbgud 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;

[0095] (V) an increase in plasma, serum phospholipids or RBC EPA of at least
about 5%, at least about 10%, at lcast 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;

[0096] (W) an increase in plasma, serum phospholipid and/or RBC membrane EPA
of at least about 5%, at least about 10%, at lcast 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%, r at least about 50%, at least about 100%, at least about 200%, or at least about

400% (actual % change or median % change) compared to baseline;

[0097]  (x) areduction or increase in one or more of plasma, serum phospholipid

and/or RBC DHA, DPA, AA, PA and/or OA of at lcast about 5%, at least about 10%,
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Tabl e 2. Laboratory Assessnents Cinical Chem stry Haemat ol ogy Sodi um Red
bl ood cell count Potassium Wite blood cell count Bicarbonate Mean

cor puscul s 200/wee4Ur ea Mean cor puscul ar haenogl obi n Cr @aTiuszerg/oeas
corpuscul ar haenogl obi n concentration Total bilirubin Haenogl obin Aspartate
am notransferase Platel et count Al ani ne am notransferase Neutrophils Ganma

gl utanyl tgaRsk @bAR8 5%, at lcast 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) compared to

baseline; and/or

[0098] (y) a reduction in total cholesterol of at least about 5%, at least about 10%,
at least about 15%, at least about 20%, at lcast about 25%, at least about 30%, at lcast
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) compared to

baseline.

[0099] In one embodiment, methods of the present invention comprise measuring
baseline levels of one or more markers set forth in (a) — (y) prior to dosing the subject
or subject group. In another embodiment, the methods comprise administering a
composition as disclosed herein to the subject after baseline levels of one or more
markers set forth in (a) — (y) are determined, and subsequently taking a second
measurement of the one or more markers as measured at baseline for comparison

thereto.

[0100] 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.

[0101]  Parameters (a) — (y) can be measured in accordance with any clinically

acceptable methodology. For example, triglycerides, total cholesterol, HDL-C and
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Lynphocytes Total protein Monocytes Al bum n d ucose Basophils [0145]

Phar macodynam c: Essential Fatty Acid (EFA) Measurenents [0146] Bl ood

sanpl es (WO 2n1)10%2re col l ected at Visit 1 (screening) amdTAS2018212484, 5
and 6. Analysis was perfornmed by MSR Lipid Analysis, Scottish Crop Research
Institute, Dundee, UK. The screening sanple acted as baseline for the EFA

nmeasur enentasting Bbéd kugdr Rhdlbd\ein R Foatdcten hh@ Hﬂtaﬂ*z%ﬁ WRingSEdidahetonRery
suspensi ons and converted into fat t%/ acid neth esters which were anal ysed

by gas chr tﬂ@hltlléwsaﬁﬂyDLrT (@i lJRL CaandyVBRLAL piob¢ ¢aé@11@t§d fi @frt@i@rlafréeusmw ty acid
per gram Ol; d’le 0 Ero(tt%]lll% &)atlgﬂg% Bfegn% 1V§ Sft’ra@ Iﬁﬁfugﬁlgne%‘htd sui;g'p M cceutical s

conput erize een use

on cogniti qeantlw&bamtysmbyarefﬁmo@teﬁyatr b@'|alnﬁlllyﬁahltfabbt&hﬁ;gaﬁﬁt%lh@d@lﬁgyvas
assessed by a batte of C%&gltl on tests designed by CDR Safety data were
anal ysed byPexfsl and hs§ Rabepdisudesarmanes feamapgredsingytageet I ntent to

Treat (1TThe ﬁ%ﬂ)%&ty'@(g} @g Lﬂ%?ﬁd%lﬁg% %E%t‘étteﬁntﬁ‘e& ?roﬁf selrﬁﬂ%%m% visit

post - basel | wer e ation, regardless o r eat nent
actually r etamlarédtrbldﬁaetr@nmtrmnodssaotpulhmmesn Impf)artiélb lhumdoidond meticls ubj ect s

t hat conpl et ed the S tud excl ud i n| ficant col deviators, were
defi ned B SEhEATSER 4Ry TSR e G MR IrPRAES (PPTRGMSFGoREM e based on
the Effi cagyma@mmliBbib&ins HA8 LDL Eﬁ&%ﬁéhﬁ%{se e st At rmandd Bobd Eaeya PP

popul ations defined the Study PP Population. Safety Population: All

random sedpBsibp ecsgumbat sewoe msedctmel}d, gsisg clzydwdie imfusbsapyratiedi cat i on.

tonarnt oy Rl DRlER It SRt RHL R S ie S 3R i it 2 ipel ! & onS

Summary st gdd 5 dkSmMes e st d Qﬁn(ﬁﬁl bnAyhR ﬁﬁtﬂdﬂou@hﬂbcﬁ guéb fference
frombaseline data (i.e. the difference fromthe tinme matched predose

assessnent $hess tedyiqyps asdepaibpd 4n dethid i1 gandaed exibaplufertcadmple Tie@at nent, day

A e PR Hamch S, SURREN SAURE KO B HREL Sewdoq TR BorMEAANNFD.

standard error o mim and maxi tum varues
from basel Saenddat@rhganyeach ITB.] or variable was eval uated by an Anal ysis of
Covari ance (ANCOVA) using SAS(r) PROC M XED Version 8. 2.

[0102] In one embodiment, subjects fast for up to 12 hours prior to blood sample

collection, for example about 10 hours.

[0103]  In another embodiment, the present invention provides a method of treating
or preventing primary hypercholesterolemia and/or mixed dyslipidemia (Fredrickson
Types Ila and 1Ib) in a patient in need thereof, comprising administering to the patient
one or more compositions as disclosed herein. In a related embodiment, the present
invention provides a method of reducing triglyceride levels in a subject or subjects
when treatment with a statin or niacin extended-release monotherapy is considered

inadequate (Frederickson type IV hyperlipidemia).

[0104]  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.

[0105]  In another embodiment, the present invention provides a method of slowing

progression of or promoting regression of atherosclerotic disease in a patient in need
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[ 0151] Fi xed effects for treatnent, day, tine point, treatnent by day,
treatnent by tinme point, treatnment by day by tine-point were fitted.

Subj ect wWohlorv/mopeat nent was fitted as a repeated ef f e®CTUSROIG/ 021288
repeated statenent. The conmpound symmetry covari ance structure was used.
Subj ects' tinme-matched predose assessnents on Day O were used as a

covari ate tHrdofiCodipisihg amikiSREhg RAM MRSt ERRY thdrSo MRS morer e cal cul ated
for treatnent by day, treatnent %y time-point and treatment by day by

ti me- poi nt compesitippsiapdisclpi¢dshdreinnal anal ysis was conducted for the I TT and
Study PP Popul ati ons separately. [0152] Safety eval uati ons were based on the
safety pop on t er AEs,
vital sl on L O n ekt TR Rickork Yoy FRREE R TARIA 00
study dr ugocpmpéntmgcery 15gh e¢rymandlyicotidy labélh (dy. memm&vmy@sm@imm)y
treatnment group, Al safety data were |isted individually by subject.

[ 0153] RBC mp@meagWéleeﬁ:ﬁlea%ﬂfacwwwdr%@@&n&@ @3@@1@%@% %910164 28 and 42

and sunmar bérﬁgos@ti’on‘é' H¥scfo§édl’§‘éi‘&ﬁ treatment group. Change from baseline and
per cent chang from asel1ne were al so summari sed. ANCOVA conpari son of

et hyl - EPA dose groups and et hyl - EPA versus &acebp was performed. [0154] The
sarrpl e si z80183] culmencoambgeismextse doropositeomert thé inAentamt is edrrmmgmém el ne (50
ni_ cotinic Ch0|l ne tor. partia oni st

T oot SC bR Sho Bl 5B R R ulaP 84 8 SP% T R B larf MR b "shoved

a benefit ofaolit M@Cto(dButMD,00BANS, ?ab'éfhs 5099 g, 6bow250 tBlaBs@BOOIRAN=28. 25, SD
= 49.64) to Power of Attention. %s a poolng% SD, a sanple size of 15

subj ects pabout /émmierabonir In0RaRe, @@ﬁh@lﬂép@mgstafabp@ﬁ VR M fereaxamploabent f er ence
of 61 msecy Spﬁghlé'lioql(?@@?ﬁerébcﬁﬂqﬁo Sh@dﬂtfﬁﬁﬁ%cgb&ef\{% n{gf gbcﬁhblﬂ@ nt for

multiple tes rior-expe € compound or
mechani sm ehouaCR$ aip, whdu 25@1&@%1&&@0175 g alras 00 ag, albous AP hry, shae 360 24
subjects per treatpent armwas chosen as sufficient to allow for early

wi t hdr aval 818 peeps 37 s abaké ARO A e%d%%nxg@ab%“é%%e@%ﬁ e %@%y The
follow ng g §bo‘0{? %&gd%ows J?d&??‘é‘sp&%aé ‘??Sp S IRAN AR B

cal cul ate was c to e€d of neno y) = SPVRT
(spati al vv@lvdut 6@0 n@mlvqut $peeq) abodWWg( mlnnmﬂﬂﬁzmg;albmm@ﬁ%p@edbomﬂZRECRT

word recognition eed rec tion s : Subj ect's

gi me- mat chB Bt §§ é‘%"é%g%mgsa t%@ W@gﬂé nl%m’gsﬁgzﬂﬁr phdqug J| n the

anal ysi s. 9B Oaifie 95(?ﬂi%V§cQ)uft 9%@%%@'1@@%@%&@1625% O(fboﬁt’\@d@ng’ ariabl e
val ues. Covariate = Baseline was changed to Covariate = Tine natched

predose asslsg ﬂr@?ﬁ mgoebaday 1 @ ing, gbeet 1G2$tmgfabapiCOVA m@raballﬁl 187§ adgaebout Day by

model - F TR al b S b ThRD e b S VRGeS b Tl ST E o

ANCOVA surrf@r ¥bdud B B mg, ANGOVEY SmpTaEdoMt 1400l RS, AbBiie] 426 Mo @d 450 il | ow on
from ANCOVA raw out put s Fi gures were included for Treatnent, Treatnent by

y, Treat 162/5 Tend pb'l RO My bR By, @ﬁw 105)50 ng’n?bﬁ‘éﬁ INE é‘fg‘, abey f or
ANCOVA LS
Eﬁ,ﬁoﬁcfo%ﬁf | 'ug%Z%s b%uflﬂ?@q‘?% %‘bofﬁl i%% '?hé%bé‘[ﬁfi%o gigf fal%u‘iaf'ﬁ%; to

pl acebo (9 ence’in
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.

[0108] In another embodiment, any of the methods disclosed herein are used in
treatment 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
25



A post-hoc anal ysis was performed which conpared the individual placebo
groups (1 g, 2 g and 4 g paraffin oil) wth the correspondi ng et hyl - EPA
dose rat WO 20h1z2m0912¢ a pool ed pl acebo group. [0156] Ni net PCOAS261010p 2248 S

conpl eted the study, three subjects discontinued; 2 subjects fromthe
ethyl-EPA 2 g treatnment group (1 subject due to an SAE consi dered unrel ated

to the stugyesthinBicBPshsdmerer fradéht IR tOEAeY bRl @bh GBatdRdhd sdjldt eTthe f rom t he
pl acebo 2 g group due to an AE. [0157] For Power of Attention, there was no

statisti casuwe@a@dﬁemedad{\’emméh@ consumesal e farm “oesternyliat? b@@l@éﬁfer%y day,
treat nent t t '
Lreatment B TR By SRR TR Y AR B AR SRS,

ti me- poi nt abd?ﬂ)ﬁomhtﬂﬁyﬂl%ﬁd;hi)@ﬂ myma aﬂob@ﬂzﬁ)%\@t@nﬂta@bmm%aﬂ dbpuslfg%l ficant
benefits for ethyl-EPA 1 an and some trends for. benefit

for 1 and Brofeit hyYVestpm cBﬁ rwyaltﬁznat%% ﬁ@dlb‘l’%]éfﬁlﬁ chpggisviasd horebativgly
e o B ERLRATLEL T N8O QRRLAE Ly kR IRAN ALl POLT 00 O

not show a erence en pl ace o and et except for an overal |
decr ease fexar@lgnmtrehﬂmlanlﬁﬂ% nfoat tlmaﬁommmmewrﬂo% ofrtothhenldrick cpoputati on. The
subt ask Di g}et |Iance Targets Detected showed isolated decreases for
active tre Qfér sus pl acebo, but there was no obvious treatnent-rel ated

pattern. [0159] Quality of Working Menory was the only conposite score that

showed a s{@iphpt i GRhdarhc? icBibbliint@Bbtany 0 teMBEho ikl RERIAGE QY fhn t he
F-ratio. However, there were only iSolated statistically significant

decr eases frmtn@nm/ﬂ a Elbﬁclorgﬁumtszh@ copyusgsless th@re(a@u@homwgw@m 138, and

t hese were

{0260 Quat ErySapkiRul o Lot Gk AREEy e BBl out AT BRI Pl 8 ¢ can
decr eases gquﬁhﬂyhboﬁPAs gelremmphl&me B0 galesy/ibuh Qbtst B5 FetcpOihah Sboutidoeyer, it
seens unlikely to be an effect of active treatnment as the unadjusted data

showed prel eé&%/hgﬂlah@lt@f% bse Hae eboet Aot lessehan ehouhthe offislupy dakat was nost

notable on Day O in the first assessnment session. In difference from

Basel ine_dffidof hain Wik SHOEUAAEAnPlo e hOnONGRU RRRLYY Sotbeme

di fference e no onger appar ent S suggests t at t
fitted a streaztngnmfgmulbmt mosrubﬁlcmtthfarmommmte lbksehiua(saetuaher a;vafage};abo‘ﬁhil@ i's

oftenthec r b|| ty Wt hi S s t

vartabi 11t Borimbiarhhee kos e ahets slos thedr Sk St b B s

Spat i al an%ah"-éﬁ@ﬁt!ﬂ:% s Kﬁdﬂ@ab%@@)le&ﬁﬁﬁﬂ@oo%ﬂ@' gWéEéjthﬁﬁ‘ de?it ol dReEPgNI ti on
Speed showed no differences in performance, in the ratio statistics,

bet ween Et byegEPAatynarigyl faareldistary 6a@2¢sor Sel f - r at ed AI ertness, there was no
apparent difference in ratings between ethyl-EPA and pl acebo There were

isolated d se that were
ant i kety + BRSPS ompbul FhP SRl BT b R Bk b B FOE08 e

stati sti catrbytnhost & Judpsot oxo@bjeeaslea cofisun@d lestgharf Qictuat &ydveﬁgé\) aaaogt@ts Day 28.
However, these individual decreases were not statistically significant. It

i's unlikel § lersdhan oyt qgsleas thee abowided & desatlean abopbe. 1585 thin Whest P8 ri ct ed
to a singlg 0008 RET IR abSYR).2 %"@aﬁrcﬁ APHHX Bﬁﬂ)ﬂl any
ot her day. I‘i‘g P(?J rat e% ?‘;ﬁsrmessf1 fﬁxer eg%a F&r ence in ratel8

bet ween acﬁbmedleuagastoms. and placebo. WD 2011/109724PCT/ US2011/ 027218

[ 0164] When the results of each ethyl-EPA dose and their correspondi ng

pl acebo [0112] In one embodiment, a composition as described herein is administered to a
subject once or twice per day. In another embodiment, 1, 2, 3 or 4 capsules, each
containing about 500 mg to about 1 g of a composition as described herein, are
administered to a subject daily. In another embodiment, 1 or 2 capsules, cach
containing about 1 g of a composition as described herein, are administered to the

subject in the morning, for example between about 5 am and about 11 am, and 1 or 2

capsules, each containing about 1 g of a composition as described herein, are
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wer e conpared (post-hoc analysis), it appeared that ethyl-EPA 4 g inproved
the subjects' reaction tinmes in the attention tasks (Power of Attention,
Si mpl e RewotnooTizae and Choi ce Reaction Tinme). This wa®CTaspomoe2igl early
for Choice Reaction Tine, where a pattern of gradual inprovenment over the
assessnment day for 4 g was seen. It is possible that a | onger period of

adm ni st r ahd@midad & Gk anbjtyt ik IR SbAGE!Br SfanOBtweEPA IR StpAesR] ARuanet ers.
[0165] EPA (shown in Table 3), DPAn-3 and EPA/ AA ratio (data not shown)

pl asma andlRB®-val ues increased substantially from baseline to Day 42 for
the AMR-101 1, 2, and 4 g treatnent groups. AA, DHA and DGA.A val ues

Epa (P asly AR B A A pE AR B 208 (R tER0 (1)

29 49 1 g (MHTyenRiog i MtB) fbgate pNEZA)e thdtapyt) (N=24)  (N=8)

[0114] In another embodiment, compositions useful in accordance with methods of
the invention are orally deliverable. The terms “orally deliverable” or “oral
administration” herein include any form of delivery of a therapeutic agent or a
composition thereof to a subject wherein the agent or composition is placed in the
mouth of the subject, whether or not the agent or composition is swallowed. Thus
“oral administration” includes buccal and sublingual as well as esophageal
administration. In one embodiment, the composition is present in a capsule, for

example a soft gelatin capsule.

[0115] 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, 1to 8, 1to 6, 1 to4 or 1 to

2) of times per day, or as many times as needed to elicit a therapeutic response.

[0116] 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.
[0117] In another embodiment, the subject being treated has diabetes.

EXAMPLES
[0118] The following examples are for illustrative purposes only and are not to be

construed as limiting in an manner.
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(26.41) (16.18) (11.86) Day 14 61.2 124.6 207.7 1.6 (24.69
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Example 1

[0119] A single center, double blind, randomized, parallel-group, placebo
controlled dose-ranging study of E-EPA in subjects with age-associated impairment
(AAMI) was performed. The primary goal was to examine the effect of ethyl-EPA
versus placebo on cognitive performance in subjects with AAMI as measure by the
power of attention tasks in a computerized test batter over a period of 6 weeks.

Secondary objectives were to:

[0120] (1) examine the effect of E-EPA versus placebo over 6 weeks on the
following tests in the computerized cognitive battery: Continuity of attention tasks;
Quality of working memory tasks; Quality of episodic memory tasks; Speed of

attention tasks;

[0121] (2) to assess the safety and tolerability of E-EPA versus placebo from

routine clinical laboratory tests, adverse events (AE) monitoring and vital signs; and

[0122]  (3) assess the potential dose-effect relationship of E-EPA on the cognative
endpoints by measurement of essential fatty acids in plasma and red blood cell

membranes. 94 subjects were randomized.

[0123]  The study plan was to enroll 96 subjects who would be randomly allocated
to 1 of 4 possible treatment groups for 6 weeks, in a balanced block design (24

subjects per group), as follows:

1 1 g ethyl-EPA daily

2 2 g ethyl-EPA daily

3. 4 g ethyl-EPA daily

4 Placebo (paraffin oil) daily
[0124]  Ethyl-EPA was provided as 500 mg soft gel capsules providing ethyl-EPA
of >96% purity, 0.25% to 0.38% by weight ethyl octadecatetraenoate, 0.075% to
0.15% by weight ethyl nonaecapentacnoate, 0.25% to 0.35% by weight ethyl
arachidonate, 0.3% to 0.4% by weight ethyl eicosatetracnoate (ETA-E), 0.075% to
0.15% ethyl heneicosapentaenoate and 0.2% dI- -tocopherol as an antioxidant.

Matching placebo capsules contained 467 g of liquid paraffin and 0.2% dl- -
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tocopherol. The placebo group was further randomized so that an equal number of
subjects (8) was allocated 1 g, 2 g or 4 g placebo. Study drug was taken twice daily
(BID) as a divided dose (c.g. for the 1 g dose, 500 mg was given in the morning and a

further 500 mg was given in the evening) with a light snack or meal.

[0125]  The study consisted of a screening visit, a training visit and 4 study visits.
At the screening visit, subjects’ eligibility was determined through cognitive tests
(verbal paired associated learning [PAL] subscale, vocabulary subtest, Memory
Assessment Clinics Questionnaire [MAC-Q], mini mental state evaluation [MMSE]
and MINI [mini international neuropsychiatirc interview; sections 1 and 2 of
Diagnostic and Statistical Manual of Mental Disorders, 4th Ed. (DSM-1V) plus
dysthymia]), haematology, clinical chemistry and 12-lead electrocardiogram (ECG).
At the training visit, subjects were shown how to use the CDR computerized system.
Subjects took study drug for 6 weeks and on Days 0, 14, 28 and 42, subjects
underwent the CDR cognitive test battery.

[0126] Inclusion Criteria

1. Written informed consent.
2. Male and female volunteers between 50 and 70 years of age.

Self-reported complaints of memory loss reflected in such everyday
problems as difficulty remembering names of individuals following
introduction, misplacing objects, difficulty remembering multiple items
to be purchased or multiple tasks to be performed, problems
remembering telephone numbers or postal codes and difficulty recalling
information quickly or following distraction as determined by a score of
25 or higher on the MAC-Q questionnaire. Onset of memory loss was
to be described as gradual without sudden worsening in recent months.

4. Possession of subjective and objective cognitive impairment with a
score of at least 1 standard deviation (SD) below that of the mean for
age-matched elderly population as determined by the total score of
between 13 and 20 from the PAL subset of the Wechsler Memory
Scale.

5. Evidence of adequate intellectual function as determined by a scaled
score of at least 9 (raw score of at least 32) on the Vocabulary subtest of
the Wechsler Adult Intelligence Scale (WAIS).

6. Absence of dementia as determined by a score of 24 or higher on the
MMSE.
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Non-smokers or ex-smokers for >3 months.

Was able to travel to the centre and judged by the Investigator as likely
to be able to continue to travel for the duration of the study and comply
with the logistical aspects of the study.

Body mass index (BMI) <29.5 kg/m”.

[0127]  Exclusion Criteria

10.

11.

12.

Unlikely or unable to comply with investigational medication dosing
requirements.

Diagnosis of major depressive disorder, Alzheimer’s or vascular
dementia as defined according to the MINI / DSM-IV Text Revision
(TR) criteria.

Past or current history of a neurological or psychiatric disorder that
could have affected cognitive function.

Past or current history of inflammatory gastrointestinal disease such as
Crohn’s Disease or ulcerative colitis.

Constipation which required active treatment.

Current or previous history of cancer, excluding diagnosis of basal cell
carcinoma.

Any history or evidence of clinically significant cardiac abnormality as
measured by 12-lead ECG.

Any other medical condition or intercurrent illness not adequately
controlled, which, in the opinion of the Investigator, may have put the
subject at risk when participating in the study or may have influenced
the results of the study or affected the subject’s ability to take part in
the study.

Clinically  significant abnormal screening laboratory results
(haematology, biochemistry) on screening or vital signs that fell outside
the normal range for this population, which in the opinion of the
Investigator affected the subject’s suitability for the study.

Any changes to prescribed medication for a medical condition within 4
weeks of the baseline visit.

Omega-3 supplementation within 4 weeks of the baseline visit or during
the study treatment period.

Currently taking anticoagulants or daily dose of aspirin >325 mg.
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13.  Cough or cold flu remedies containing opiates or antihistamines, within
2 weeks of the baseline visit or during the 6-week treatment period.

14.  Known allergy to any ingredients of the study drug or placebo.

[0128]  Any subject could withdraw from the study at any time at their or their legal
guardian’s request, or at the discretion of the investigator, if the subjects continued
inclusion was not in their best interest, or in the event of a serious or unexpected AE.
Every reasonable effort was made to document subject outcome and reasons for
withdrawal. Any ongoing AEs were followed-up until the event had resolved,
stabilised or was otherwise explained. Subjects who were withdrawn were not
replaced. Subjects were assigned unique identification numbers according to a pre-
determined randomization list generated by Catalent Pharma Solutions and used in the

drug packaging.

[0129]  Study drug was administered orally BID as a divided dose with food, for 6

weeks. Subjects were randomized to 1 of 6 possible treatment groups (Table 1).

Table 1. Treatment Groups

Group Dose (g) Study Drug  Dosage Form (soft gel capsule)
Group Dose (g) Study Drug Dosage Form

(soft gel capsule)
Active 1 1 Ethyl-EPA 1 x 500 mg BID
Active 2 2 Ethyl-EPA 2 x 500 mg BID
Active 3 4 Ethyl-EPA 4 x 500 mg BID
Placebo 1 1 Paraffin oil 1 x 500 mg BID
Placebo 2 2 Paraffin oil 2 x 500 mg BID
Placebo 3 4 Paraffin oil 4 x 500 mg BID

BID = twice daily, ethyl-EPA = ethyl-eicosapentaenoic acid
[0130]  Study drug was dispensed at Visits 3, 4 and 5; the maximum period between

Visit 3 and each subsequent visit was:
o Visit 3 to Visit 4 (2 weeks £2 days from Visit 3).
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o Visit 3 to Visit 5 (4 weeks £2 days from Visit 3).
o Visit 3 to Visit 6 (6 weeks £2 days from Visit 3).

[0131]  All treatment packs were identical in appearance, in order to maintain
subject and investigator blind throughout the study. The investigator, Sponsor/clinical
research organization personnel and subjects remained blinded throughout this study.
The investigator was permitted to un-blind individual subjects if it was considered

medically imperative. The process for breaking the blind is outlined below.

[0132] Omega-3 supplements had to be discontinued at least 4 weeks prior to the
baseline visit (Visit 3). Cough and influenza remedies containing opiates or
antihistamines had to be discontinued 2 weeks prior to the baseline visit (Visit 3) and

were not permitted for the duration of the study.

[0133]  Existing medication had to have been stable for 4 weeks prior to the
baseline visit (Visit 3) and the dose maintained for the duration of the study. Where a
dose change was absolutely necessary this was recorded in the electronic case report

form (eCRF).

[0134]  Subjects who required anticoagulant medication during the study were to be
withdrawn. Psychological counseling or therapy was not permitted for the duration of
the study, as these could have interfered with the outcome of the study. Unused study

drug was returned to the study site. Subjects who used less than 80% of the prescribed

dose were considered non-compliant.

[0135] At screening cognitive testing and suitability for the study were assessed
using the Verbal Paired Associates 1 (Wechsler Memory Scale), Vocabulary Subtest
of the WAIS, MAC-Q, MMSE and MINI (DSM-IV Sections 1 and 2 plus Dysthymia).

[0136] A sclection of tasks from the CDR computerized cognitive assessment
system were administered (Appendix 8 of protocol) at Visit 2 (training visit), Visit 3
(baseline), Visit 4 (Day 14), Visit 5 (Day 28) and Visit 6 (Day 42). Parallel forms of
the tests were presented at each testing session. All tasks were computer-controlled,

the information presented on high resolution monitors, and the responses recorded via

32



Day 42 17.6 38.3 52.5 -0.2 1.0 (8.01) -0.2 (11.89) (12.46) (20.56) (5.90)
(6.97) [0166] As can be seen in Table 3, at the 2 g per day AMRLO1l dose,
pl asma EPR®Ol2emel08724ncr eased 297% after 42 days and at tRETAISQOIpMOL72dRY
AMR101 dose, plasma EPA |l evels increased by 417% conpared to baseline. 39
WO 2011/ 109724PCT/ US2011/ 027218

a response model containing 2 buttons 1 marked ‘no’ the other ‘yes’. Five CDR

composite scores were used as the primary/secondary outcome variables.

[0137]  The task titles were:

*  Word Presentation . Numeric Working Memory
* Immediate Word Recall . Delayed Word Recall
» Picture Presentation . Word Recognition
* Simple Reaction Time . Picture Recognition
» Digit Vigilance . Bond-Lader Visual
* Choice Reaction Time Analogue Scales of Mood
» Spatial Working Memory and Alertness
. Screen, Using the

Computer Mouse

[0138]  To ensure consistency of approach, full training on the cognitive tests and
CDR test battery was provided to study site staff and study subjects. The results of
cach variable were automatically recorded using the machine interface developed by

CDR.

[0139] An AE was defined as any untoward medical occurrence temporally
associated with the use of a medicinal product whether or not considered related to the

medicinal product.

[0140] The investigator was responsible for the detection and documentation of
AEs. At cach visit the subject was asked about AEs by means of non-leading
questions. AEs were recorded from the time a subject provided a written informed
consent and deemed eligible to participate until completion of the treatment period.
AEs ongoing at the end of the treatment period were followed until resolution or return

to baseline or normal value or if the event was considered unrelated to study drug.

[0141] A scrious adverse event (SAE) was defined as any AE at any dose that:

. resulted in death;

o was life-threatening;

o required hospitalization or prolongation of existing hospitalization;
o resulted in disability or incapacity, or

33



[0167] Gri nsgaard et al. previously published an article describing serum

phosphol ipid | evel s at baseline and after 7 weeks of supplenentation with 4
g per daywof000892thyl - DHA, 4 g per day of 95% et hyl - EPRCHUSR013 02E21DHA
present, or corn oil. Am J. Cdin. Nutr. 1997; 66:649-59 (1997). The
conplete profile of additional fatty acids and ingredients present in these

Conposi ti 09S | S 4RKAPN: cofbdiBfal St IPBRIM &ik@n over a period of 7 weeks,
subj ects exhibited only a 297% i ncrease in serum phosphol i pid EPA conpared

to the incipagp Obtlfelﬂ%%rﬁ@@% c%ﬁﬁﬂ@reWSWEsqpth'eﬁy&)‘ﬂﬁﬂde%d(fﬁ’er@foécE bON. A

conparison of other changes 1 n plasma/serumfa acids 1s shown in Table
4. Tabl e 4reqheed ewtlicEatrtsyrgheil antGlvamtgmn th rpoeveBase Q'frtbe aittencAdhtdddbotve.at i on of
4 g Dose Fatty Acid Ginsgaard AVRLIO1 EPA +297% +417% AA -18. 5% - 21. 9% DHA

-15.20% - 1{015% Dpﬁegargf%g/s o-l-f:]’[ﬁwygove criteria, any AE that the Sponsor or investigator
considered serious was to have been immediately reported as a SAE. Any death or
SAE experienced by the patient while receiving or within 30 days of last dose of
Investigational Medicinal Product must be promptly reported (within 24 hours of
learning of the event) to pharmacovigilance. All AEs (including SAEs) are to be
accurately recorded on the adverse event page of the subject’s eCRF, beginning from
first administration of Investigational Medicinal Product until 30 days after the last

dose.

[0144] Blood samples for the laboratory assessments for haematology (a 5 mL
blood sample) and clinical chemistry (a 10 mL blood sample) listed in Table 2, were
collected at the screening visit (Visit 1). Samples were processed and analyzed by

Simbec Laboratories Ltd.

Table 2. Laboratory Assessments

Clinical Chemistry Haematology

Sodium Red blood cell count

Potassium White blood cell count
Bicarbonate Mean corpuscular volume

Urea Mean corpuscular haemoglobin
Creatinine Mean corpuscular haemoglobin concentration
Total bilirubin Haemoglobin

Aspartate aminotransferase Platelet count

Alanine aminotransferase Neutrophils

Gamma glutamyl transferase Lymphocytes

Total protein Monocytes

Albumin Glucose Basophils

[0145]

[0146]

Pharmacodynamic: Essential Fatty Acid (EFA) Measurements

Blood samples (10 mL) were collected at Visit 1 (screening) and at Visits 4,

5 and 6. Analysis was performed by MSR Lipid Analysis, Scottish Crop Research
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-30.5%-39.4% [0168] Furthernore, in the Japanese Ei cosapentaenoic Acid
(EPA) Lipid Intervention Study (JELIS), Yokoyama et al. reported that they
fol | oned W0er111®9TA0 patients random y assi gned to receipcedsedtoer214800 ny
of EPA conposition (Epadel) with statin, or statin only with a 5-year

foll ow-up. Lancet 2007; 369: 1090-98. After 5 years of treatnment, subjects
exhi bi ted afititudg TRAY6e lUKDTﬁ@ﬁ@eeEﬁ’rfg Qimdhdted MbastliRMobaR RN e of 93 ng/ L
to 169 ng/L). [0169] Fi gures 1 and 2 and show a conpari son of the change in
pl asma/ ser mepEPAN¢EYel s observed with AVRLIOL treatnment in the current study
conpared to those observed with different EPA conpositions in the JELIS

study and I e 01 achi eved
much great EI(' 4?)1 ngﬁ @é&s Fﬁ?:arcgais#emg(@ldgglﬁde%wtﬁ%gase |ne£?1gﬁ%? ﬁ%/mafter j ust
6 weeks t hamviehted ﬂiﬁb.fa&ysatcuﬂylembbﬁtared'h(cﬁ vere bimdlgked dfytoas cl&onﬁ&r@aphfy to
treatment. Moreover, at _the 4 g per day dose, AMRLIQO1 treatnent for 6 weeks
achi eved metR fHbged profiesas nigiogyany EHaciEpal gavedisampla(ueEddpred by
Ginsgaard, f . the 4
g per day osaglsecfar%g%iﬁr g‘g&ﬁﬁ &hp&tggzregigsty ktealtqﬁg bgﬁ{‘?gépé" ﬁr‘%grgéas?e in

pl asma EPAcfiv@s ofysimehadceatiodls biecodnitive @naﬁj’n 1dawadet$reaf@hm@a]| thiegadftcsy
conposition resultgg inless than.a 3-fold increase in_serum EPA. These
resul ts wel'ds aiiesese by adattery ghspgnivon t?&t? @F%gtﬁat By CRBntefety A2ANGHS zed,

doubl e-bl i pdy pRhaceRengentrol led trial was conducted in North America to
determ ne wh ¥her 1'gramtw ce daily of EPA for 6 nonths inproves notor
performance in Huntington's patients. A post-hoc analysis was perforned to
eval uat e t HH48f f eBopulhtidE@EPRAndpzadonclidet:i ng triacyl gl ycerols. [0171] St udy of
the effects of ethyl-EPA on the progressi on of Hunti ngton Di sease enrolled
st udy part| ci pa t 41 and th te Based on
the result$ of Flﬁeént fﬁiaéf"riﬁgﬁ?}ﬂa FTL?B Orglﬁ?(fg’ %ﬁﬁ@é V&%gl gned to
enrich the partPe &afqhaﬁ“ere 1Bided BuBisPaRE HORUREL 15@80 fFreEBeY aWiin a cac
repeat |ess thaffeasedwi t hout requiring genetic testing to reveal the length
of expansions to research participants or investigators. To participate in
t he study, ®i ndi Pﬁ@r&t@oh]alpml%lohél?g) tHbraglomisedpublecas thaecongrleteibthend ei t her a
confirnmatory fastufly, exclitiogysigmfiGnk poteroCASigspawsicalefingl agghbiShfetyPRriteri a
i ncl uded a m ni popolaga. n Bficaey PBipapulbtivcwaoatbd o pedi fligacgfcoatpldteast 7,

m ni mal dyst oni @h¢ tvércept ©F @i Sufet? and Effi@ciPPRSpilatieistdegined the Stidinkp or
extremties), npgpuliodr adyki nesia (not exceeding 2 on the UHDRS item for
br adyki nesi a) , the use of adequate birth control, the ability to take oral
medi cati ong, anéa QEP ullattfoﬁgﬂﬁ§§ncﬁ>ﬂﬁTe%lt§ut)1eEﬁé (R rGRRY% Wi, tfotsy

requi renents. re not eligible to participate it, wthin 60
days of the base e VI SI they had used onega-3 fatty acid suppl enents,

t et r abenazji r i o) r abl I sychotlc
medi cat i onL‘ﬁqgP ?S@g{@%gg@é@% %resérgglgle%g&tﬁ% %ﬁ §thg§gg?g§?mtdrloe%ar ations,

hi gh dose s@amlymrsanlmﬂnqmm scordsl, tnjouand Im@brtdeseaabl%s bewdmdiyazepi nes,
anti-coagul ation nedicatio counmdi n) ]ggh doses (greater than 325

ng per day§taB9rtlca§‘ﬁF?P?¥ Orﬁlﬁétf%tﬂqogh thsawadpstrflnd didcespes frombaagidri s (e. g. |
memBnt i n€) (; A ENAASER (R (A8 hlar @R L ARELCaTEAHERK ANy O Shinnddiey had
parti ci pat | n ot I nvestl gational drug studies. nal usi on
criteria vvsmesttche/mellmﬂatdébptreatwnoIdepalilctémwimhitnTﬁe munmlasy SDE[tlStth?, basel i ne
visit, ahlstor of tardiv éﬁ;ineicai unst abl e i cal. chiatric

i |1 ness, nEBPriRgd &%&?dﬂe‘ﬁ%}b é@ni?g a8t %‘e?j‘r@ HPW&Hm? n the Beck
Depr essi onplaRMeih Qaied | ), suicidal ideation, clinically significant
substance abuse within 12 nonths of the 41 baseline visit, wonen who were
pregnant or |actating, known allergy to ethyl-EPA or pl acebo or previous
partici pat {A0] n B’mfftrﬁwamrgaﬂse@naaatgtfwctbfna@mrlﬁldiM]SW@lgataaby an

random zed, I G tudy of EPA
(1 gram tvacg]S'gllg ?C%%rna%ce titut |Ao)rctl?ﬁn §e)}\\/jise\?v N@khﬁ Xg%%ﬂggaftl ci pating
site approved the research plan and consent docurrents. El i gi bl e study

parti ci panfspr ovFted effects f@nrcaomnseday, #ine pbimt,daaahdm dy\dagittcatpaitbiyci pant s
wer e randoni zed. accordin bl ock- bal anced .conput er - gener at ed

randoni zat I1BS Pﬁl%ﬁ“taﬁa?nt%étsd%%b’élﬁlilﬂ%‘at wereditied. §nﬁle@te\ﬁlétlatr@amwt VAR

Bi ostatistics Center at the University 8f Rochester. Individuals were
randomized in a 1:1 ratio to receive either active drug (n=158) in the form
of two 500 ng capsul es of AVR101 orally or placebo (n=154) in the form of
two 500 ng capsules containing light paraffin oil and 0.2%

dl - al phat ocopherol twice daily orally for 6 nonths. After 6 nonths, all
TREND- HD participants were treated with AVRLO1 for 6 nmonths in an

open- | abel fashi on. Only data fromthe first 6 rmnths ver e used to evaI uate
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[0174] Safety was assessed at all study visits, including evaluation and
assessnent of adverse events and serious adverse events and revi ew of
clinical wakorianery tests (conplete blood count, serum eb@&rissamp272and uri ne
pregnancy tests). The safety of research participants was nonitored in a

bl i nded manner by a nedical nonitor fromboth the sponsor and fromthe

Hunt i ngt onfigkdigkya kpembd cffért asidlh thcRpeAd dtae@pRNdeRtcoPpbeid/s bthor i ng
Comm ttee that had access to treatnent assignnments reviewed safety data

t hr oughout cevaglaBeadipctuge was byedi Sabicets afgcmadeliod pagdosh sssepsmeniseadaay Q o t he
trial's copduct. n: I Nk pi e e red ing an
anal ysi s o?vg%:%oé/sgcri %g%(z:@aﬁi%d%?}iﬁ A‘I{V%Hshs' tL(rjeg%ittSry}gir{E S %@%Ihsp&gsrm %ﬁ ‘?]%a%t or of

i nterest, siltlars fér tedatraditblyclay | tesatrhagbytimapsinbagiatdangentdlyday ds tidne-
covariate. Al _ individuals who recejived study nedication were included in
t he saf et yP@iRbiN&rionEdhissfapnaliapplysigivag goedusteddoethe ITT wad Sfudytifent gr oups

wer e conpapg lgtmrs%aggel he occurrence of at |east one event using Fisher's

exact test. ntinu asures of safety such as | aboratory test results

and vital signs were analyzed using nethods simlar to those described
above for {H&2pri Refiety outwomes wearibalddeon(tANSDX)pophlaticnr Beetyiands wer e made

f |t . i .eval uat.i af et ta. 76]. On d
forty-tivelSeppibs SeS A kmelof (T ol ot Rbl Sels ByRubChn i PMhGSe on
pl acebo (9g%nahedibNIBt@SShNLHy had cérﬁﬁlizﬁic_@pElafe%ldalndqgl&a%’ﬂ‘it?rQlfataEvPe?‘e

determ ned at baseline and 6 nonths. Baseline red blood cell content of
20: 5n3 ( EPMjes¢mied eageadimsiiggipip.calshigtyadatewe liptadt individyatin by sulyect AVR101
(froma nmean of 0.52%to 3.07% but decreased in those on placebo (froma

mean of 0. L%} o 99 ¢ RS0, -1 ndi vy I Ki ng
AVR101 had a%& ngg\}ggfa%iepcl?sggasﬁé@g#a?éﬁg r% (rgélrlﬁ%ééaga?sogﬁlﬁée’qg Y jllg%gé%crir%gr ed to a
decr ease ohndldunirgarided foryamgiafob asudl troaemaft gidip. @hadge fromttagdcand peaesbo;
p=0. 007. Total cholesterol was reduced significantly nore in those taking

AVRLO1 (9. Shamgr do pasehinca B8 SEPisHBIMHISo 42 NN A CRBRAT TR S8 IHRKY ng
Scacr  dat a P AR AR oo SRRl y Tabie 5 Motor Score
Results. Al Study Participants n = 316 Study Participants with CAG < 45 n
= 221 Tot al015dt or Theeamepld st celhelatupn asblaseidnt iPogtoof Att@itmeadspraclimeg Scal e
Ethyl - EPA(? r?ig)?g%euronal nicotinic acetylcholine receptor partial agonist, in subjects with

AAMI on Day 21 of repeated dosing in an earlier study showed a benefit of 61 msec

(50 mg mean=-32.54, SD = 61.22; placebo mean=28.25, SD = 49.64) to Power of

Attention. Using a pooled SD, a sample size of 15 subjects per treatment arm was

considered sufficient to detect a difference of 61 msec, with 80% power and 5%

significance level (no adjustment for multiple testing). As there was no prior

experience with the compound or mechanism of action with these cognitive measures,

a sample size of 24 subjects per treatment arm was chosen as sufficient to allow for

carly withdrawals.

[0155] There were no changes to the conduct of the study. The following changes
were made to the planned analyses: The equation to calculate Speed of Memory was
changed to SPEEDMEM (speed of memory) = SPMRT (spatial working memory
speed) + NWMRT (numeric working speed) + DRECRT (word recognition speed) +
DPICRT (picture recognition speed).
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p- value Ethyl- EPA Placebo p- value At baseline [nean (SD)] 25.2 (8.3)
23.9 (8.1) 0.16 24.9 (8.3) 23.4 (7.7) 0.18 Change in total notor score 4 at
6 nont hs Woean)100722 PCT/US2011/027218

o Subject’s time-matched pre-dose assessments on Day 0 were used as a
covariate in the analysis.

o Day 0 was removed from Day values in the list of ANCOVA variable values.
Covariate = Baseline was changed to Covariate = Time matched predose
assessments on Day 0 in the list of ANCOVA variable values.

o Day by Time-point was added to the list of model effects in SAS® code for
ANCOVA model.

° F Tests table and Treatment Effects table were added to list of ANCOVA
summary tables.

o ANCOVA summary tables were renumbered to follow on from ANCOVA raw
outputs.

o Figures were included for Treatment, Treatment by Day, Treatment by Time-
point, Treatment by Day by Time-point effects for ANCOVA LS means.

o Figures were added for ANCOVA LS means differences to placebo (95%
confidence interval [CI]).

o A post-hoc analysis was performed which compared the individual placebo
groups (1 g, 2 g and 4 g paraffin oil) with the corresponding ethyl-EPA dose
rather than to a pooled placebo group.

[0156] Ninety-one subjects completed the study, three subjects discontinued; 2
subjects from the ethyl-EPA 2 g treatment group (1 subject due to an SAE considered
unrelated to the study drug and 1 due to a protocol violation and 1 subject from the

placebo 2 g group due to an AE.

[0157] For Power of Attention, there was no statistically significant effect of
treatment, nor any treatment by day, treatment by time-point or treatment by day by
time-point interactions. There was no LS mean difference between active treatment
and placebo at any time-point. For Choice Reaction Time there were statistically
significant benefits for ethyl-EPA 1 g and 2g on Day 28, and some trends for benefit
for 1 and 4 g ethyl-EPA on Day 42, versus placebo; however no clear treatment-related

pattern was observed.

[0158] Continuity of Attention did not show a difference between placebo and
ethyl-EPA, except for an overall decrease for 2 g ethyl-EPA that was only visible in
the ITT population. The subtask Digit Vigilance Targets Detected showed isolated
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decreases for active treatment versus placebo, but there was no obvious treatment-

related pattern.

[0159]  Quality of Working Memory was the only composite score that showed a
statistically significant treatment by day interaction in the F-ratio. However, there
were only isolated statistically significant decreases for ethyl-EPA 1 g and 2 g versus
placebo on Days 14 and 28, and these were most likely to be due to chance and not

treatment related.

[0160]  Quality of Episodic Secondary Memory showed statistically significant
decreases for ethyl-EPA versus placebo at various time-points. However, it seems
unlikely to be an effect of active treatment as the unadjusted data showed pre-existing
differences between the treatment groups that was most notable on Day 0 in the first
assessment session. In difference from Baseline data that were calculated prior to
ANCOVA analysis, these differences were no longer apparent. This suggests that the
ANCOVA model fitted a strong negative correlation with the baseline values. This is
often the case when the variability within subjects overlaps the variability between

subjects.

[0161]  Speed of Memory and the subtasks Spatial and Numeric Working Memory
Speeds and Word and Picture Recognition Speed showed no differences in

performance, in the F-ratio statistics, between Ethyl-EPA and placebo.

[0162]  For Self-rated Alertness, there was no apparent difference in ratings
between ethyl-EPA and placebo. There were isolated decreases in ratings for active

treatment versus placebo that were unlikely to be compound related.

[0163]  Self-rated Contentment showed statistically significant decreases in ratings
for ethyl-EPA 2 g on Day 28. However, these individual decreases were not
statistically significant. It is unlikely that this was a treatment-related effect as it was
restricted to a single day and no other dose level showed a similar pattern on any other
day. For Self-rated Calmness there was no difference in ratings between active

treatment and placebo.
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Baseline triglycerides (nmean ng/dL SD) 171 108 187 139 0.27 Baseline
total cholesterol (nmean ng/dL SD) 204 41.4 208 40.6 0.42 Change in

trigl ycerwaesiifpzs 6 nonths (nmean ng/dL SD) -25.8 89PCTAB2011/02720%. 2 . 007
Change in total cholesterol after 6 nonths (nean ng/dL SD) -9.5 28.6 -2.5
24.7 .009 Change in triglycerides after 12 nonths (nean ng/dL SD) -17.7

86. 7 -40. 0[0153p- OWhen the results of each ethyl-EPA dose and their corresponding placebo
were compared (post-hoc analysis), it appeared that ethyl-EPA 4 g improved the
subjects’ reaction times in the attention tasks (Power of Attention, Simple Reaction
Time and Choice Reaction Time). This was seen most clearly for Choice Reaction
Time, where a pattern of gradual improvement over the assessment day for 4 g was
seen. It is possible that a longer period of administration would clarify the effects of

cthyl —EPA on these parameters.

[0165] EPA (shown in Table 3), DPAn-3 and EPA/AA ratio (data not shown)
plasma and RBC values increased substantially from baseline to Day 42 for the AMR-
101 1, 2, and 4 g treatment groups. AA, DHA and DGLA values decreased

substantially from baseline (data not shown).

Table 3. Mean (SD) EPA (Plasma and RBC (ug/g)) Change from Baseline.

Ethyl-EPA Placebo
lg 2g 4g 1 g (N=7) | 2 g(N=8) 4g
(N=23) (N=24) (N=24) (N=8)
Plasma
Baseline 48.3 44.9 49.1 47.5 42.1 42.5
(31.03) (25.01) (17.23) (26.41) (16.18) (11.86)
Day 14 61.2 124.6 207.7 1.6 (24.69 -1.2 21.9
(26.61) (42.25) (57.05) (19.82) (32.91)
Day 28 60.3 142.2 215.2 6.5 1.6 1.3
(36.03) (46.23) (58.68) (15.46) (13.64) (14.03)
Day 42 62.0 133.4 204.6 11.9 0.4 4.4
(39.43) (43.34) (80.69) (26.34) (21.18) (23.32)
RBC
Baseline 19.8 18.9 19.8 20.4 19.3 17.2
(10.85) (8.91) (5.28) (5.77) (6.58) (4.94)
Day 14 12.3 26.9 395 -0.5 0.0(7.17) 2.6
(7.39) (9.15) (13.16) (6.32) (6.73)
Day 28 14.5 32.9 50.2 1.5(4.16) | 0.0(7.06 0.6
(10.47) (10.11) (15.82) (4.42)
Day 42 17.6 38.3 52.5 -0.2 1.0 (8.01) -0.2
(11.89) (12.46) (20.56) (5.90) (6.97)

[0166]  As can be seen in Table 3, at the 2 g per day AMR101 dose, plasma EPA
levels increased 297% after 42 days and at the 4 g per day AMR101 dose, plasma EPA

levels increased by 417% compared to baseline.
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supplementation over a period of 7 weeks, subjects exhibited only a 297% increase in
serum phospholipid EPA compared to the increase of 417% shown above with an
inventive composition. A comparison of other changes in plasma/serum fatty acids is

shown in Table 4.

Table 4. Percent Fatty Acid Change from Baseline After

Administration of 4 g Dose

Fatty Acid | Grimsgaard | AMRI101
EPA +297% +417%
AA -18.5% -21.9%
DHA -15.20% -17.5%
DPA +130% +147%
DGLA -30.5% -39.4%

[0168] Furthermore, in the Japanese Eicosapentaenoic Acid (EPA) Lipid
Intervention Study (JELIS), Yokoyama et al. reported that they followed over 18,000
patients randomly assigned to received either 1800 mg of EPA composition (Epadel)
with statin, or statin only with a 5-year follow-up. Lancet 2007; 369: 1090-98. After 5
years of treatment, subjects exhibited an increase in plasma EPA of only 70% (from

baseline of 93 mg/L to 169 mg/L).

[0169] Figures 1 and 2 and show a comparison of the change in plasma/serum EPA
levels observed with AMR101 treatment in the current study compared to those
observed with different EPA compositions in the JELIS study and by Grimsgaard. As
will be noted, at ~2 g per day, AMR101 achieved much greater plasma EPA increase
compared to baseline (~4-fold) after just 6 weeks than the JELIS study observed (< 2-
fold) after 5 years of treatment. Moreover, at the 4 g per day dose, AMR101 treatment
for 6 weeks achieved much higher (>250 pg/g) plasma EPA levels than reported by
Grimsgaard after 7 weeks of treatment (87.66 ug/g serum). Overall, the 4 g per day
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dose of AMRI101 resulted in a greater than 5-fold increase in plasma EPA over
baseline while the 4 g per day dose of Grimsgaard’s composition resulted in less than a

3-fold increase in serum EPA. These results were unexpected.

Example 2

[0170] A multi-center, randomized, double-blind, placebo-controlled trial was
conducted in North America to determine whether 1 gram twice daily of EPA for 6
months improves motor performance in Huntington’s patients. A post-hoc analysis

was performed to evaluate the effect of EPA on non-fasting triacylglycerols.

[0171]  Study of the effects of ethyl-EPA on the progression of Huntington Disease
enrolled study participants at 41 sites in Canada and the United States. Based on the
results of the earlier study, the study entry criteria were designed to enrich the
participation of individuals with Huntington disease with a CAG repeat less than 45,
without requiring genetic testing to reveal the length of expansions to research
participants or investigators. To participate in the study, individuals had to have the
clinical features of HD and either a confirmatory family history or a known CAG
expansion. Eligibility criteria included a minimum age of 35, a total functional
capacity of at least 7, minimal dystonia (not exceeding 2 on the UHDRS in either the
trunk or extremities), minimal bradykinesia (not exceeding 2 on the UHDRS item for
bradykinesia), the use of adequate birth control, the ability to take oral medications,
and the willingness and ability to comply with study requirements. Individuals were
not eligible to participate if, within 60 days of the baseline visit, they had used omega-
3 fatty acid supplements, tetrabenazine or reserpine, high or variable doses of oral anti-
psychotic medications (e.g., haloperidol), steroids other than topical preparations, high
dose selenium supplements, lithium, high doses of benzodiazepines, anti-coagulation
medication (e.g., coumadin), high doses (greater than 325 mg per day) of aspirin,
unstable does of NMDA receptor antagonists (e.g., memantine), unstable doses of anti-
epileptic medications, or if they had participated in other investigational drug studies.
Additional exclusion criteria were the use of depot neuroleptics within 6 months of the
baseline visit, a history of tardive dyskinesia, unstable medical or psychiatric illness,
major depression (defined as a score greater than 20 on the Beck Depression Inventory

1), suicidal ideation, clinically significant substance abuse within 12 months of the
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Rochester. Individuals were randomized in a 1:1 ratio to receive either active drug

(n=158) in the form of two 500 mg capsules of AMR101 orally or placebo (n=154) in

the form of two 500 mg capsules containing light paraffin oil and 0.2% dl-alpha-
tocopherol twice daily orally for 6 months. After 6 months, all TREND-HD

participants were treated with AMR101 for 6 months in an open-label fashion. Only

data from the first 6 months were used to evaluate the effects of AMR101 on lipids.

[0173]  The outcome measure of this study was the change in non-fasting

triacylglycerol (TG) levels in those on AMR101 compared to those on placebo.

[0174]  Safety was assessed at all study visits, including evaluation and assessment

of adverse events and serious adverse events and review of clinical laboratory tests

(complete blood count, serum chemistry, and urine pregnancy tests). The safety of

research participants was monitored in a blinded manner by a medical monitor from
both the sponsor and from the Huntington Study Group. In addition, an independent
Safety Monitoring Committee that had access to treatment assignments reviewed
safety data throughout the study to determine if any modifications were needed to the

trial’s conduct.

[0175]  Changes in lipid levels were compared using an analysis of covariance
(ANCOVA) with treatment group as the factor of interest, site as a stratification factor,
and baseline value as a covariate. All individuals who received study medication were
included in the safety analysis. For each type of adverse event, the treatment groups
were compared regarding the occurrence of at least one event using Fisher’s exact test.

Continuous measures of safety such as laboratory test results and vital signs were
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141 of those on placebo (92% of those assigned) had red blood cell content of EPA
determined at baseline and 6 months. Baseline red blood cell content of 20:5n3 (EPA)
increased significantly after 6 months in those on AMR101 (from a mean of 0.52% to
3.07%) but decreased in those on placebo (from a mean of 0.61% to 0.55%);
p<0.0001). After 6 months, individuals taking AMR101 had a 26 mg/dL decrease in
TGs from a baseline of 171 compared to a decrease of 11 mg/dL from a baseline of
187 mg/dL in those on placebo; p=0.007. Total cholesterol was reduced significantly
more in those taking AMR101 (9.5 mg/dL) from a baseline of 204 mg/dL than in those
taking placebo (2.5 mg/dL) from a baseline of 208 mg/dL; p=0.009. Lipid and Motor

Scoer data are shown in Tables 5 and 6, respectively.

Table 5. Motor Score Results.

All Study Participants Study Participants with

n=2316 CAG <45
n=221
Total motor score 4 of Ethyl- | Placebo p- Ethyl- | Placebo p-
the Unified EPA value EPA value

Huntington’s Disease
Rating Scale
At baseline [mean (SD)] 25.2 239 0.16 249 234 0.18

(8.3) (8.1 (8.3) (7.7)
Change in total motor 0.2 1.0 0.20 0.0 0.3 0.70
score 4 at 6 months
(mean)
Change in total motor 0.0 2.0 0.02 -1.2 1.6 0.004
score 4 at 12 months
(mean)
Table 6. Lipid Parameter Results.
Lipoprotein Variable Ethyl-EPA Placebo p-value
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Resi dence O earance Term nal Steady Drug (h) Tinme (h) Phase State Conc.

WO 2011/109724 PCT/US2011/027218

Baseline triglycerides (mean mg/dL + SD) 171 £ 108 187 £ 139 0.27
Baseline total cholesterol (mean mg/dL + 204 +41.4 208 +40.6 0.42
SD)

Change in triglycerides after 6 months -25.8+89.1 | -11.1 £105.2 .007
(mean mg/dL + SD)

Change in total cholesterol after 6 months -9.5+28.6 -2.5+24.7 .009
(mean mg/dL + SD)

Change in triglycerides after 12 months -17.7+86.7 | -40.0 £ 126.0 0.66
(mean mg/dL + SD)

Change in total cholesterol after 12 months | -5.6 £25.5 -6.9+345 0.95
(mean mg/dL + SD)

[0177] By comparison with these data for AMR101, Grimsgaard reported a
decrease (from baseline) of only 12% in serum triglycerides in the EPA group after 7
weeks of treatment. Furthermore, addition of the Epadel EPA composition to existing
statin therapy in the JELIS study resulted in only a 9% reduction in triglycerides after

5 years of treatment.

Example 3

[0178] A study was performed to evaluate and compare the content of Epadel
capsules with AMR101 capsules. Six capsules of each composition were selected for
analysis by gas chromatography. Averages of the six capsules for each of the two

compositions are shown in Table 7.

Table 7. Measured and Identified Components of AMR101 and Epadel.

AMRI101 | Epadel
Component | Amount (Yow/w)
Ethyl-EPA 96.3 94.5
ODTA-E 0.25 0.09
Impurity 3 ND 0.06
NDPA-E 0.11 0.11
Impurity 4 0.08 0.07
AA-E 0.30 0.06
ETA-E 0.38 0.11
Isomer A 0.08 0.23
Isomer D,E 0.11 0.62
HPA-E 0.11 0.06

ND = w/w% less than 0.05%
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(nmg/ni) Unadjusted 86.6 126.6 0.381 37.0 37.8 78.3 4.64 SD 65.4 93.3 0.202
13.2 13.5 33.7 0.92 Baseline 42.2
WO 2011/109724 PCT/US2011/027218

Example 4

[0179] A phase I, multiple dose pharmacokinetic study in healthy male volunteers
was carried out at a single center. Twenty four subjects were divided into two
treatment groups of 12 subjects each (groups A and B). Both groups received the
same total daily dose of AMR101 but the dosing regiments were different. All
subjects received a single oral dose of 2 g AMR101 on Day 1. Treatment Group A
received 28 continuous once daily doses of 2 g AMRI101. Treatment Group B
received 27 continuous twice daily doses of 1 g AMRI101 and a single does of 2 g of
AMR101 on day 30.

[0180] Levels of EPA and other essential fatty acids were determined in plasma and
red blood cells. Blood samples for pharmacokinetic analysis were taken at the

following time points for Treatment groups A and B:

[0181] Days 1 and 30: Pre-dose, 1, 2, 3, 4, 5, 6, 8, 20, 12, 24, 36 and 48 h. post-

dose;
[0182] Days9, 16, 23: pre morning dose;
[0183] Days 37, 44, 58: post last dose.

[0184] A first Interim Report presents the following pharmacokinetic results for

Treatment Group B:

[0185] Plasma — Day 1 (Pre-dose, 1, 2, 3,4, 5, 6, 8, 20, 12, 24, 36 and 48 h post-

dose);

[0186] Red cell—Day 1 (Pre-dose and 36 h), Day 30 (1 h post-dose), Day 37, Day
44, Day 58.

[0187]  Using a corrected value obtained by subtracting the pre-administration
concentration from the concentrations at each sampling, a single oral dose of 2 g of
AMRI101 resulted in a rapid rise in plasma lipid EPA. Maximum values were
observed at 5 hours post-administration with EPA levels remaining above baseline at

48 hours post-administration. The half-life of removal of EPA from plasma lipids was
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63.6 1.27 58.8 62.8 55.5 4.64 Subtracted

25.7

WO 2011/109724

87 £+ 65 h (non-baseline subtracted) and 42 + 31 h (baseline subtracted). Summary

pharmacokinetic data are shown in Table 8.

Table 8. Non-Compartmental Analysis — Arithmetic Mean and SD.

0.021 30.9 43.1 0.83 23.9

PCT/US2011/027218

Terminal Mean Oral VoD at VoD at Max Tmax
Half-Life | Residence | Clearance | Terminal | Steady Drug (h)
Time (h) Phase State Conc.
(mg/ml)
Unadjusted | 86.6 126.6 0.381 37.0 37.8 78.3 4.64
SD 65.4 93.3 0.202 13.2 13.5 337 0.92
Baseline 42.2 63.6 1.27 58.8 62.8 555 4.64
Subtracted
0.021 30.9 43.1 0.83 23.9 25.7 28.2 0.92
[0188] In the Per Protocol population oral administration of AMR101 resulted in

RBC EPA levels increasing from a mean value of 190.4 mg/g before dosing on Day 1

to 40.3 mg/g one hour following the final dose on Day 30.
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| evel s and a dedaibafoe aipariséolianleasditaut plvaskm AA, DHA and/ or DGA | evel s
conpared to baseline. 11. The nethod of claim1 wherein upon daily

adm ni strasj on The hchod@wRRSMUI Whertia thdheubgdtbh&cd bdselineaplpand adi/@fseaim | east 6
weeks, the subject exhibits a decrease in plasma and/or serum DHA | evel s by
at | east 16% cokBarlew!l vbnptsecithu abyuyed peade i n DALA pl asma and/ or serum
| evel s by at |east 31% conpared to baseline, a decrease in AA plasna and/ or
serum | evebs byTh¢ nicdmdtol 209mdomipaciadipbo athagedtiatien ofAg/odthaepmpsitwase i n

o .
Pllasma and/ or sgr Hm DEA APk QferBl of §R HROKONRE R e RIS

an at least 200% increase in plasma and/or serum EPA compared to baseline.

7. The method of claim 1 wherein upon administration of 4 g of the composition
to the subject daily for a period of at least about 6 weeks, the subject exhibits

an at least 300% increase in plasma and/or serum EPA compared to baseline.

8. The method of claim 1 wherein upon daily administration of 4 g of the

composition to the subject for a period of at least about 6 weeks, the subject
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12. The method of claim 1l wherein the conposition conprises at |east 96% by
wei ght et hyl eicosapentaenoate, about 0.22%to about 0.4% by wei ght et hyl
oct adecatwoOnraanoare, about 0.075%to about 0.20% by wei goT/uskénylo27218
nonaecapent aenoat e, about 0.25%to about 0.40% by wei ght et hyl

arachi donate, about 0.3%to about 0.4% by wei ght ethyl eicosatetraenoate
and about 0. 075%HiBitdioatlicddt Z7P% aichdtse hepleiPsRPANARNERA G onbaredtBe et hod
of claim1 wherein the conposition conprises at |east 98% by weight, ethyl
ei cosapent aenoab@scliabout 0.25% to about 0.38% by wei ght et hyl

oct adecat etraenoate, about 0.10%to about O0.15% by wei ght et hyl
nonaecapenfaenodhemetivdul cia3%haciampat deilBadminstraedmbf thetchmbposition to

hi d te, t.0.31%tp about .0.38%Db i ght |, ei t et te,
and about 0. 08sdEa a0 BsB SRR RerbrbedLpenr donakpESmE A R et hoa”
of claim 1l whergida H&@c40 MPRSIhiadl of EIaEﬁ@FAAQQﬁMAia%@@rm}?{QQMVeBl in an
anount of about 0.1%to about 0.3% by weight. WO .
2011/ 109724FCT/ g2 %a{og%%%ﬂa%n%%h%&ﬁ u@}a :aQﬁJy Qcimﬁﬁs?ﬂaﬁh%awgg rclsﬂngostiﬁ&l to

conposition is present in a capsule s 16. A ne ncreasi ng
pl asma and/ or sérwubjeRXor apericlid a dtasi (hwaeedthichhebjeafcxhibite anetdnode oonpri si ng

adm nistering to the bj ect rmaceytical canposition c rising at
fenst o6% by wairindBe hyvma It ER A e SISt R RHARR 0. 5% by
wei ght ethyl ochagesrl/stDEeNoRVEs cahpittd & BRUifo about 0.25% by wei ght

et hyl nonaecapent aenoate, about 0.2%to about 0.45% by weight ethyl

arachi donag e, agAUmcHhod rkRiflophartn bR ¥aPhainiGLIY ofinE eSAPEGHAPROA! &,
about 0.05%to about 0.32% et hyl ehene cosapent aenoate, and not nore than
0. 05% et hyl - DHAthewhbjeet fior apemodiaf dt yeaadimivaclsst thatsulpjactafxhibity aalectechs in
conposition to the subject for eriod of at Jeast abqut, 6 weeks, the
cUb) ot exhi bi ¢ SIS 4R Pesst TUTA NS st LS S RRALHERE 6r " ser um EPA
conpared to basgbdr8fe il DGLINBlafRA BedoOdererh #vAlstR M€l 1Y, bhRpsdbiect has a
basel i ne plasma or serum EPA | evel of not nore than about 50 Ig/m. 18. A
met hod of i ncr ehaschne. pldgsigaseon As plasmeERAdonscaumleyebcly dtricased@fot her eof , t he

nmet hod conpri sing adm nisterin o the subj.ect a pharmaceutigal c sition
Compri si ng at 1 SSupER Sfiiled fudidr dndfinief Sl e RS ERS T PSR B 500 1 o
about 0. 5% by wei lghdt 180%\onpateddebaletihsé.aenoat e, about 0.05%to about 0.25%
by wei ght ethyl nonaecapentaenoate, about 0.2%to about 0.45% by wei ght
ethyl arachp donghe meaRAWF cfird %0 WRerSRAME cdnit RIpIREs KU 96% b

ei cosat etraenoate, about 0.05% to about 0.32% ethyl henei cosapent aenoat e,
and not nore thacight ethyb @edsppenbignoatprahont h22on abeutiAadwivweigt eyl on of 4 ¢

of the conmpositign,to the subject .f per i at l.eas bout 6 weeks,
t he subj ect exhpgﬁqescatghag]toafée ]%qutt8&25%%6%%“%%@}8%é’vqlﬁ%ﬁfhé’zna and/ or serum
EPA conpar ed t onbasedpchiendade, abb@ omehesdadut 0hedibylSciphestyin t he subj ect
has a baseline plasma or serum EPA | evel of not nore than about 50 |g/m.

20. A nethod of 2isghiderdthiaheuildot’odeabaus 047 by weight e olResaresragipata 3l e
statin therapy god (%34 @ bB{u.J(ﬂié%%{Hy‘l’ﬁexleﬁ’é’és?%ﬂbeﬁﬁeﬂ&%{apy’ the method
a subj ect wh S e sta

conprising identitying u 0 rs on in therapy and

requires triglyceride |.0 i.ng thera adm pistering tq,th ject a
bhar mceut 191 15 Faaeasr R Rl BSE A kR R By b hout 4 o
of ultra-pure EwkhéitRelyl daysapsh@éiate, YRan 029m i ot 0.BgtU)ewEigRmasit i on to
t he subject, the subject exhibits a clinicall ignificant reduction in

S .
fasting triglyceetadreatetiaghoatce abaus 0d8i tombputz(ﬁl%ﬁwawm@&ﬂmlcal conposi tion
conpri sing abou t 0 - DHK o, B se in
mai nt ai ni ng Lah%%aﬁ?%pgﬁta?%&gé’gu%lﬁggs %é)gbfbgpg'%'?éfbﬁ@géf%{l%n t herapy and
requi res tri gl yeechidendt@wboutrys % es syt 08¢0 &) Weighoethgldsitashistragniong, t he
conposition to the subject, the sub(i/ect thi bits a clinically significant

reduction in fadtd#Rput POgryteerrdds2te st Benci@sysntacprate.

14.  The method of claim 1 wherein the composition further comprises tocopherol

in an amount of about 0.1% to about 0.3%, by weight.
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15.

16.

17.

18.

19.

20.

The method of claim 1 wherein the composition is present in a capsule shell.

A method of increasing plasma and/or serum EPA in a subject in need thereof,
the method comprising administering to the subject a pharmaceutical
composition comprising at least 96%, by weight, ethyl eicosapentaenoate,
about 0.2% to about 0.5% by weight ethyl octadecatetraenoate, 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, about 0.05% to about 0.32% ethyl heneicosapentaenoate,
and not more than 0.05% ethyl-DHA, wherein upon daily administration of 2 g
of the composition to the subject for a period of at least about 6 weeks, the
subject exhibits an at least about 200% increase in plasma and/or serum EPA

compared to baseline.

The method of claim 15 wherein the subject has a baseline plasma or serum

EPA level of not more than about 50 pg/ml.

A method of increasing plasma or serum EPA in a subject in need thereof, the
method comprising administering to the subject a pharmaceutical composition
comprising at least 96%, 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 nonaccapentaenoate, about 0.2% to about 0.45% by weight
ethyl arachidonate, about 0.3% to about 0.5% by weight ethyl
eicosatetracnoate, about 0.05% to about 0.32% ethyl heneicosapentaenoate,
and not more than 0.05% ethyl-DHA, wherein upon daily administration of 4 g
of the composition to the subject for a period of at least about 6 weeks, the
subject exhibits an at least about 300% increase in plasma and/or serum EPA

compared to baseline.

The method of claim 18 wherein the subject has a baseline plasma or serum

EPA level of not more than about 50 pg/ml.

A method of maintaining LDL control in a subject who is on stable statin
therapy and requires triglyceride lowering therapy, the method comprising
identifying a subject who is on stable statin therapy and requires triglyceride

lowering therapy, administering to the subject a pharmaceutically acceptable
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21.

composition comprising about 1 g to about 4 g of ultra-pure E-EPA per day,
wherein upon administering the composition to the subject, the subject exhibits

a clinically significant reduction in fasting triglycerides compared to control.

A pharmaceutical composition comprising about 1 g to about 4 g of ultra-pure
E-EPA for use in maintaining LDL control in a subject who is on stable statin
therapy and requires triglyceride lowering therapy, wherein upon administering
the composition to the subject, the subject exhibits a clinically significant

reduction in fasting triglycerides compared to control.
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