OMEGA- 3 FATTY ACI DS AND DYSLI PI DEM C AGENT FOR
REDUCTI ON OF APO B LEVELS [0001] The present

wap@isiogsiss on clainms priority to U S. Provisi ona€T/US2007/021631
%Rﬁl cation Serial No. 60/850,280, filed Cctober 10,
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adm nistration or a unit dosage of a conbination of a

dysl i pidem ¢ agent and onega-3 fatty acids for the
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especially useful in the treatment of patients wth
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m xed dyslipidem a, coronary heart disea

ref%%ﬁgg "?i}ﬁ%n??eﬁie atheroscl erotic di sease and rel ated
t
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cardi ovascul ar and vascul ar events. BACKGROUND CF THE
I NVENTI ON [ 0003] In humans, chol esterol and
triglycerides are part of |ipoprotein conplexes in the

FIBLE> O THE INMENEIONe separated via

ul tracentrifugation into hi gh density |ipoprotein
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poprotein (VLDL) fractions. Cholesterol and
or @ pnmdpé@ge ®Ea conediggliemeta dyslipidemireagentand omega-3 fatty
i ncorporated into VLDL, and released into the plasna.

aciti @i thevetisctiain mfcnpdllpobmtelat@lleveli t'ﬁhlalméthodwbsﬁec@m
apol i poprotei nB (apo-B, a nmenbrane conplex for LDL-

usefldin th&treGtmBhOHS &P WitR e ﬂa@arg hg?} ?lycerldeéma F s

at heroscl erosi s and decreased |
hyﬁaésrgfg@?gt{e?cgjlgmh?mé&ggy/ {bgcgerr@%thgﬁona{'fﬁgar‘%‘)diseasec(&l-%

vascular disease, atherosclerotic disease and related conditions, and for the

prevention or reduction of cardiovascular and vascular events.

BACKGROUND OF THE INVENTION

[0003] In humans, cholesterol and triglycerides are part of lipoprotein
complexes in the bloodstream, and can be separated via ultracentrifugation into
high-dehsity lipoprotein (HDL), intermediate-density lipoprotein (IDL), low-density
lipoprotein (LDL) and very-low-density lipoprotein (VLDL) fractions. Cholesterol
and triglycerides are synthesized in the liver, incorporated into VLDL, and
released into the plasma. High levels of total cholesterol (total-C), LDL-C, and

apolipoproteinB (apo-B, a membrane complex for LDL-C and VLDL-C) promote
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at heroscl erosis. Further, cardiovascular norbidity and
nortality in humans can vary directly with the |evel
W@R003@ssnzl LDL-C and inversely with the | evel PET/HEL0C7/021631
In addition, researchers have found that non-HDL
hunedrohtheresaérogisandHiecrepsedueavels oisHBktePpAiSdr3SPORe
subtraction of HDL-C fromTC is an inportant
complék, Mo plotéilyipe (dpo-4) weisich dearnasociateduitty thei devedepment of
ﬁ{)t hﬁlr oscl eroti cI di sease and rel ated conditions.
n- = : i : ity i
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is a good th -
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direct measure of apo-B may provide a better as

C. lofadditioramesearchersaiaverfoyedithatnan-HbLedh %%temhﬁ%-ﬂﬁ-c)’
serum [0004] Although LDL-C renmains the |ipid val ue

whiR Tl B&leYmiferrby theasisistrerctioarad iHMaciibrr TC| iskgn iarortantay
better reflect lipid risk. Sniderman, Am J. Cardiol.

indR(c3 WP oAby 4t ddrRROFbscuIavdisuasd hatenbsttarotic disease and
a:”tog?rtl ng t val ue of apo-B in predicting coronary
di sea ri k el g
relep atafiodS: BorcH Pl RErtd g SRS S8h-Biag i memprane:
(CVD) is a broad termthat enconpasses a vari et F
codplengeanalipapeaian tAIeuINIOTF BELFS 15 8 okl Aeasyror the total
any of the various parts of the cardiovascul ar system

amBuhesF rlestetal poésdrtien btrmrogenid agptB-spntairing Ipgsticies, a direct
vessel s found throughout the body. Diseases of the

megatd of Bo-BNRhY Hroias arsttier aidauye of tranamouttdl atherogenic
caraeltoﬂ%pa{}ﬁy?%val vul ar heart disease, pericardi al )

| sease, congenital heart disease (e.g., coarctation,
pag‘PESﬁ?erdJ{n'thég%eﬂ@Slo. 1 2ventricul ar septal defects),

an ear ai lure. Diseases of the blood I
[00043| witbough bDLoSdEEIES the i é?'&&&oé‘?faeﬂbfyuesse%et"sasws

hypertensi on, stroke, vascul ar
cardiovascular risk, apo-B may better reflect lipid risk. Sniderman, Am. J. Cardiol.

90(supp!):48i-541 (2002), reviews the evidence supporting the value of apo-B in
predicting coronary artery disease risk and its superiority over calculated LDL-C
levels.

[0005] Cardiovascular disease (CVD) is a broad term that encompasses a
variety of diseases and conditions. It refers to any disorder in any of the various
parts of the cardiovascular system, which consists of the heart and all of the
blood vessels found throughout the body. Diéeases of the heart may include
coronary artery disease, CHD, cardiomyopathy, valvular heart disease,

pericardial disease, congenital heart disease (e.g., coarctation, atrial or
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dementia, aneurysm peripheral arterial disease,
intermttent claudication, vasculitis, venous

WO p@spabence, venous thronbosis, varicose vei PGT/USI007/021631
| ynphedema. Sone patients may have received treatnent

ventriuldh&iptal@dfects ) ehdattearbfeiiutelr Diveases ofiite/blood vessels may
revascul ari zati ons (angi oplasty with or w thout stent

. I : '
oo ol OB E ler pae st
serncA e LT R e 200 B8R DM A8 Rt

snoki ng. Sone types of CVD can also lead to further
vasielitid, venobs greompaienceiy/eanys Mromkgsis, Vageese ¥eins, and

cardi ovascul ar events (MACEs) and/or nmajor coronar
lymPreabmal &k fatiehtsamaniaverdceived treatroentior (hei) C@){D, such

coronary intervention, or even death (cardiac or

C IOV , ' i
o B RSEH Aot Lroaters g e o sen
prevention efforts. are d Uc '
Plaeige) o VaRCERDII N AT TP AT HeoarAg¥Pass 2t
the aimof delaying or preventing the onse f . CVD
corlgsBiital, dut MERy. ar8anaviTad yatsF kiR TSk reratisibudatie 40 Unheaithy
focused on reducing recurrent CVD and decr easi

n
hatiiey sabh a%.a 4Wertanrlifésie and smokiegt sSame types @fo&/@rﬁaﬂ also
CVvD. [0007] MACEs ‘i ncl ude cardi ac death, other

Ieal‘aﬁp%‘?ﬁé\sﬁ%ﬁsﬁgﬁgb’ sUVdRESs AMbina Nmiafst adlerse carisliastular

arction I coronary intervention such as

cor ry-r.evascul ar i ' j g
evirztrazgiﬁﬁsﬁﬂner%rrratagré%%ﬁ%?g?%g@“{%ﬁ%@ﬁiﬂ o
, , vention (P and cqro rter
infayiction (Mémcgqrwwgmenéﬁnt@at PHRVeD FealiCariac §hé€@i@§u'af%

stroke, transient ischem ¢ RPP/225510.1 3attack (TIA)
whivhcurites sedrak itaeirportamet of effertsetovieeati and prevepeeVbher al

artery disease (PAD).
[0006] Primary prevention efforts are focused on reducing known risk factors
for CVD, or preventing their development, with the aim of delaying or preventing
the onset of CVD, MACEs or MCEs. Secondary prevention efforts are focused
on reducing recurrent CVD and decreasing mortality, MACEs or MCEs in
patients with established CVD.
[0007] MACEs include cardiac death, other cardiovascular death, MCEs (which
include myocardial infarction (MI) and coronary intervention such as coronary
revascularization, angioplasty, percutaneous transluminal coronary angioplasty

(PTCA), percutaneous coronary intervention (PCI) and coronary artery bypass

graft (CABG)), hospitalization for unstable angina, stroke, transient ischemic

RPP/225510.1 3



[0008] The Third Report of the National Cholesterol
Education Program Expert Panel on Detecti on,

wE@Boat4sdNn, and Treatnent of H gh Bl ood Chol eRCBUS1007/621631
Adul ts, NIH Publication No. 02-521 5 (Septenber 2002)

attalcRI(FRA e RogsitalipatioNsioATFRevehtion fdrepestpneral artery disease
i ncorporated by reference, provides reconmendations

far chol esterol -1 owering thera [ ff
pAR _ g py in an effort to
( @ducerlsk of CHD. In the ATP III, CHD is defined as

synptomati c i schenj rt diseas | pal udi
1003815168 St 6 BrgvaieniChonatesl EEUSHDEP Hapm Expert
i schem a by noni nvasi ve testing, and history of
Parcenmrﬁa_et;ecﬁom,eE\gaIpatdnrecamdeB.eatmentmfFHighIBlﬂ%m%eMm
LDL-C is the primary target of lipid therapy, wth

Ad @I &NH! PubIdatie® Nee 0282 150(Sepderinbet DAY alsa khoweas diee
(TG, non-HDL-C and HDL-C. Apo-B is listed as an

“N@é‘ﬁ%ﬁiﬁ'gl”i,ihﬁfeﬁ ficBFpardifiid 5y Fd1EreNEB, pidviditsre@Binmendations

}o_repare o replace LDL-C as the primary target of
or Ghleber e R BB 8 ah o 6L S5 SEEHD O ATe .
superiority over LDL-C i isk diction. [.
CH@Ji'sdieﬁigegmwmt@mw@nﬂr{"ﬁe@%ﬁ%gﬁté gﬁw{nggﬁ\ﬁ ;5{%949 or
LDL-C lowering therapy is adjusted to the individual's

ungthblel arigina, i demdstratedmyRicakdialsiselsamienty henibvakive tessing, and
into short term( O-year) and long term (>1 0-year)

histdre f RbrorER aRBH) pragedflesC TWRANTPAl éndidhtesttrat LDL-C is the
I acl:'gorgl ng\g& I nﬂla%di tion, ATP IIIl identifies three

.categori.es ,of, rnisk for. ] iLf = Se
e rs;a%tégm ey &gy Fel Mhs 0 BigonkBhe rithdting
+) ris actors, and 0O-1 rj f " i .
triggyeBridﬂ@I (BEb nanskDbqhiand 'éHLrsé-iS h’@rﬁ%t&o , Séf??%lbér?‘%?&”g risk
clinical atherosclerotic diseases, diabetes nellitus,

facterd \Whilé it ATH Blkwasinobprepared to rEp!aagalDiG RS thg pamBry
RPP/ 225510. 1 4>20 percent. The maj or independent risk

SR o oyt oyt
evileRE SYpBbrt® bEER ¥ SGperiority over LDL-C in risk prediction.

[0009] A guiding principle of ATP Il is that the intensity of LDL-C lowering
therapy is adjusted to the individual’s absolute risk for CHD. Risk assessment is
broken down into short term (<10-year) and long term (>10-year) risk of CHD,
and the LDL-C goals are adjusted accérdingly. In addition, ATP |l identifies
three categories of risk for CHD that modify LDL-C goals: established CHD and
CHD risk equivalents, multiple (2+) risk factors, and 0-1 risk factor. Established

CHD and CHD risk equivalents include CHD, other clinical atherosclerotic

diseases, diabetes mellitus, and multiple risk factors and a 10-year risk for CHD
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CHD and age. [00010] The LDL-C goals for the three
categories of risk factors are as follows: * LDL-C
w@o@B/oisass nul tiple risk factor persons wth 10PgEHES2007/021631

>2CLb;'}(qeﬁﬁg'rﬁ%rﬁg%%g\b%gé%g?nlgg{lﬁdflgﬁ}olg Edg@liﬁefg h}r\ {i%ﬂé?&tor counting
B S e o S U000 L A0 e

have been used to treat post-nyocardial infarction
CHOMVind agd. adul t endogenous hyperli pi dem as of
hyper chol esterol em as and of hypertriglyceridem as,

bfh i 3 ifagss areas follows:
[oomgﬁt gﬁéﬂ%ggid;cﬁ'é JorQAé Bk Rshces sfaiski favres ataas follows

Dysli pi demi ¢ agents conmonly include

3
b

HMG CoA—reduetase—tnhtbitors(statins chotesterpl
absor RiskRactonsbi t ors, niacin ahBLderGeak i ves such as
RPP/ 225510—tni-eoti+nanmde;—f+brates, bite acid
seque€HDrand CHIFRisinBobivalens, | XRO@Qgegidkt s and/ or
ant agenitsts—and—PPARagomni sts @nd/ or _antagoni Sts.
[ 000 BuItRa(2 NRiskfiactorar e 3- hydi 8Ryn@diet hyl gl uf aryl
coengytre—A—(HMSGCoAy—Teductase[ T N bf TOrs, have been
used| 04 Riskdfadtgmper | i pi demi a apnd18Ptg/8scl erosi s, | for
exanptre—TFypicatty, —statim nmonot herapy has been used

to t .chol gsteral, | ' :

pat | LG R ﬂlﬁn'eéislﬂ?s?%fb%‘?{%%% WARER, | s

i nhPBP PeferNtdh 7 'CoA reductase, which controls

I e N e
production of chol esterol and by increasing the

bf v@+year ask fartGHDo renove the LDL-chol esterol al ready
in the blood. Accordingly, the nmajor effect of the

statins s to [ower LDLC | evels. i have bee
shown 1PV Riskse cHD ri sk by aboiaghgﬁcmqr d.

>20% <100 mg/dI

=)

10-20% <130 mg/dl

<10% and Multiple (2+) Risk Factors | <130 mg/dl

<10% and 0-1 Risk Factor <160 mg/di

[00011] Agents, such as dyslipidemic agents and omega-3 fatty acids, have
been used to treat post-myocardial infarction (Ml) and adult endogenous
hyperlipidemias of hypercholesterolemias and of hypertriglyceridemias, which
are generally categorized as “cardiovascular events.”

[00012] Dyslipidemic agents commonly include HMG CoA reductase inhibitors

(statins), cholesterol absorption inhibitors, niacin and derivatives such as
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However, statins only appear to have a nodest effect

on the TG HDL axis. It is also known that nonotherapy
WOWRaR/0¥=65 ous statins significantly reduces appeBUS2007/021631

| evel s, e.g., by about 25 to about 40% from basel i ne.
nicdtRRmite ofibraBs, biletagbsejuestrants/il TPHrtibitals, LXR agonists

(5):975.el1l-975.e9 (2006). [00014] Chol esterol

and‘?&%’ﬁtﬁé{)ﬁ’l@tél éo}fd FPWF( §goﬁ§&%rﬂﬁoﬁ5ﬁbgﬁg|§% and MD- 0727,

are a ass ower i ng conpolnds t hat

N EENL N W p—"

smal|l intestine and decreases biliary and dietary
redgetase snhibigorst have baen ssad to trﬁabaypefbpleism @nﬂrﬁr@rf@ﬁéeros's
enterocytes. Results from studies presented at the

for é%}ﬁplébrﬂ@bu&ailryd sttingyokbthgragsshashbeen baed to treabehalesterol
ezetimbe and sinvastatin has a nore positive

f 1
o gL B ity hrteanicop oecias, s

inhEﬁ%é?g%ﬁr@%H—%ﬁb étregHg@L' p\?vﬁ qeoﬁgro%&%l fate 6P cholesterol

Hyper chol esterol em a, 2006 Wrld Ca
progug&mlnﬁhggmﬂyatstghns @qurmrg{ g ownrﬁﬂgg«n&ﬁgfproductmn

Ezeti m be/ Sinvastatin Conpared to Sinvastatin
of dvioiestérel apg biyrinétedsinigrthe GRecs ability torremsive taad.Dlogholesterol
Density Li poprotein-Chol esterol, 2006 Wrl d Cardi ol ogy

alr&R){Wﬁ &8RS biodOSA& or@ingRe Mek efi20BL fle ﬁbﬂh@ﬁd t@f IWNer LDL-

er transfer protein (CETP) i nhi bltors such
orce
o e %fa%de%%éw PGS S0 fat by ey
he LDL form Inhibiting this no|legule i :

HoWePPio AIENR L BPBSRTHON S %F@%ﬁLaﬁiﬁp%% eRBLEE. 1tis

l evels. It has been reported that torcetrapib also
also édawadhahmohotherapy ith vericus statassigifieantly reiesegyape®d

as nonot herapy and when admini stered in conbination
leviist 8.g3 15 about-25 to about 40% from baseline. See, e.g., Ballantyne et al.,
Am. Heart J. 151(5):975.e1-975.e9 (2006).
[00014] Cholesterol absorption inhibitors, such as ezetimibe and MD-0727, are
a class of lipid-lowering compounds that selectively inhibit the intestinal
absorption of cholesterol. Ezetimibe acts on brush border of the small intestine
and decreases biliary and dietary cholesterol from the small intestine uptake into
the enterocytes. Results from studies presented at the 2006 World Cardiology
Congress show that a combination of ezetimibe and simvastatin has a more

positive effect than simvastatin alone on apo-B levels in hypercholesterolemia

patients. Orse et al., Effects Of Ezetimibe/simvastatin On Lipoprotein Subclasses
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Bhardwaj et al., Indian J. Pharmacol. 37:46 (2005).
[00016] Niacin (nicotinic acid or 3-pyridinecarboxylic
wa@ediodp433es previously been used to treat hyperbPCpUSENT/ER1631
and at herosclerosis. Niacin is known to reduce total
In Rdtngs VittoPrimiabl Hgparcholesteyiojereial, 2686 aMdrid Qardiatogy
HDL-C. Niacin therapy is also known to decrease serum

Cor‘@rg%!ss 8 e%?e& thR \Rdllantyie eBAINiEedes of the

[ VI Ii pi d and 'I'i poprotein response from niacin

t.hera nf |
Ezqm@.e&mag 5 CORBHEREES F*va‘sfﬁims@éﬁé il o
ni acin plus either atorvastatin eg%
Reagivevroteiniand Loy Rensityhopiotg sy BO\ Pk ZQQﬁﬁ/é{PQBI y
to an ezetim be-sinvastatin conbi nation or
CardisloypSongressal poster pekentatipnet al . At heroscl erosi s
7(suppl):174. Abstract Tu-W27:4 (2006). [00017]
[oogggj SC le% Iff’s'ief ﬁé‘ﬁsﬁfbpgﬂﬁ@in bez)iiRkigitrs, Lot bBr at e

I bro are PPAR-al pha agonl sts and are used

i I t

toreghabipSR NS CH i fisoie SR a%?%é@%%ﬁganfaoyes
decrease at herogeni c- dense LDL. Fi brgt es are t ally

chalestera) fraamitie HDLfoemite teetRLIIMe RRIDI '["968 oleeule’s,
Fenofi brate or

theZefbfie, (4pronhisingepproydh fwhieneas|nHPbtdhalegiempéaveiss It has
acid, 1-nethylethyl ester, which belongs to the

bedn Flipﬁ‘irfédfﬁhm toreethasip BRI ENeE thelevaRnyf YRRIC ans apo-B, both
nmedi ci nal active principle because of its efficacy in

whé&@i\{eng?sawe B%érébgbﬁ%ﬁe‘?ﬁa@rﬂﬁ1 ftgfé\lqmelﬁ (ﬁfn%lnbﬁéfr‘?l/v?th a statin.

I'S an Ive princi IS ver

poorly sol ubl e in_water orption of

Bh@"@f‘l‘(ﬁllelt)?ht Ji"'ﬁ" {-Heh| r&(}%wf%@%%l spl imted. A
treatment of 40 to 300 ng of fenofibrate per day

[008r18D! Biiacin ticotinie Beidrardipyiidinecarboxyiceatia) tma%mewcwév keen
40 to 50% reduction of triglyceridem a to be obtained.

usécpﬁptlgﬂit IBideflipig M aad agierasdlsrosizu dliaaih is known to reduce total
chol estyram ne, col esti pol and

cholesterol, LDL-C and triglycerides and increase HDL-C. Niacin therapy is also

known to decrease serum levels of apo-B. However, the magnitude of the
individual lipid and lipoprotein response from niacin therapy may be influenced
by the severity and type of underlying lipid abnormality. In one study, low-dose
niacin plus either atorvastatin (20 mg) or rosuvastatin (10 mg) lowered apo-B
levels comparably to an ezetimibe-simvastatin combination or rosuvastatin
alone. McKenney et al. Atherosclerosis 7(suppl):174. Abstract Tu-W27:4 (2006).
[00017] Fibrates such as fenofibrate, bezafibrate, clofibrate and gemfibrozil, are

PPAR-alpha agonists and are used in patients to decrease lipoproteins rich in
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col esevelam are a class of drugs that binds bile

acids, prevents their reabsorption fromthe digestive
wayasom46and reduces chol esterol | evels. The URLEIS2007/021631

effect of bile acid sequestrants is to |ower

trighyteridém) lte viease biDLadndito décreas @tim@pgenic-dedrsel LDIdoSdrates
of sequestrants can produce useful reductions in

are'-t%ﬁ?ﬂé@%lg{a‘aﬁnln@ﬁeatté'@h’cﬁ pafen d that combination

astatin ol estyram ne produced

005 BN o SHE SRRl A0 Bafopapgic ace

(2005) . [00020 MIP i nhi bitors, such as inplitapide,
1-magthylRtyhastes, W ||shmedortg$eto§b@rﬂ@fatgrfamﬂlycmﬁﬁngg%kepwarﬁgr
triglycerides. [00021] Liver X receptors (LXRs) are
mahg lyebesasaohedieinabastivet pririciple pelcatise bhits eifmaey i towering

genes involved in lipid metabolismin response to

bIoé@%‘Fgl%eé?no%xéﬁd BRQkslerd138¢ss ( ?%ﬁ@fn@ﬁat@is an ABfe ﬁi‘i—’c\,‘iple which
Bi ol 16: 459-481 (2000)). LXR RPP/225510

Qn
 BRERA) SRR i BB b e
PPAR- ts th
o e oo G A Bl Sl St s 2 20
i nprove surrogate markers of cardiovascul ar risk and
to 268% eedsctioer afsthwlesterolemingnda 40hioL5%b ired uetiinoefdsiglyceridemia
decrease C-reactive protein and carotid intinma-nedi a

to Bdbbteiess. Nont hi azol i di nedi ones, such as
tesaglitazar, naviglitizar and nuraglitazar, are dual

e e i L
coléé‘%x?%ami'aé’asa yla%éo S e iRl o $2§s$€3@39@r

Di abetes Care 28( 7) 1547 1554 (2005).
reabsorption from the digestive system, and reduces cholesterol levels. The
usual effect of bile acid sequestrants is to Iower LDL-cholesterol by about 10 to
20 percent. Small doses of sequestrants can produce useful reductions in LDL-
cholesterol. One study reported that combination treatment with fluvastatin and
cholestyramine produced a significant, dose-dependent reduction in apo-B
levels. Bard et al., Am. J. Cardiol., 76(2): 65A-70A (2005).
[00020] MTP inhibitors, such as implitapide, are known to inhibit the secretion
of cholesterol and triglycerides.
[00021] Liver X receptors (LXRs) are "cholesterol sensors” that regulate the

expression of genes involved in lipid metabolism in response to specific oxysterol

ligands (Repa et al., Annu. Rev. Cell Dev. Biol. 16: 459-481(2000)). LXR
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[ 00023] Partial PPAR-gamma agoni st/antagoni sts, such
as netaglidasen, are used for the treatment of type II
waelb@besass [ 00024] Marine oils, also commonly PEf/EE10T021631
to as fish oils, are a good source of two onega-3
agdrAdts andcartagosisBosrenmitati therapeutic 6gems fandyslipidemia and
docosahexaenoi ¢ acid (DHA), which have been found to

r lipid metabolism Qrega-3 fatty acids have
aths&%#@éﬁﬁd to have beneficial effects on the risk

fact f di | di : oy
oobfE A O 6 B R AL oo

coagul a t VIl ph i pi i vi
anramaltazans, hyvadiaes ShodY CEMIRYE SUEPgRETadEr of

i ncrease serum HDL-chol esterol, |ower systolic and

cardicvakeliiae ribk and atherssulerosisidFohexamples thiazeldiredioneser
the activity of the bl ood coagul ati on factor

deqfbhsB RORDRAL RirdlefiP SRy %é@tiﬁ%ﬁﬂﬁ@fme@!ﬁ&_ﬁﬁ:kaefs@t Npnaci ds

S oer;tpe/ w thout giving rise to any

severe side effects o 2 o J

e L8B4 ST TRl o
onega- 3, |ong chain, I t ted f j ds_f

alphakgarom RIOAReagaNi}s CRSAA GoRMEUNS 8 3oeG [atioiucose.

trademark Oracor(r), and is now known as Lovaza(tm.

insﬁuﬁ,htriPnyceﬁ&es)éndﬁm@a‘aﬁyfaatdsy laging $tydyigesidlitpzgnesas shown
ea

exanp in US. Patent Nos. 5,502,077, 5,656,667 and

to ?igggggﬁﬁgre&%haddlsqwas.a@ﬂd aitral bialsdtes Gare. 28(7):1547-

atients wth m xed dysli pidem a or

ol esteremi a often present with bl ood | evels of
15Eéﬁ%@§ esterol greater than 190 ny/dl, triglyceride

| evel s of 200 ng/dl or higher, and apo-B | evel

[0@023]t aaniwﬁbf%wma agprﬁﬁ?ﬁntﬁwﬂ%ﬁtpéugﬁ £ fiétaghdasen, are
hypertriglyceridem a, hyperchol esterol ema and/ or

usBt fedtheyted atpieté of typetlhdiabetesof di et and singl e- dr ug
t herapy does not al ways decrease LDL chol esterol,

[oécie%‘g'h&g%égteg%% géergﬁmﬁréfewrehso addiyhasie| yrecagooll source
of two omega-3 fatty acids, eicosapentaenoic acid (EPA) and docosahexaenoic
acid (DHA), which have been found to regulate lipid metabolism. Omega-3 fatty
acids have been found to have beneficial effects on the risk factors for
cardiovascular diseases, especially mild hypertension, hypertriglyceridemia and
on the coagulation factor VIl phospholipid complex activity. Omega-3 fatty acids
lower serum triglycerides, increase serum HDL-cholesterol, lower systolic and
diastolic blood pressure and the pulse rate, and lower the activity of the blood

coagulation factor VIl-phospholipid complex. Further, omega-3 fatty acids seem

to be well tolerated, without giving rise to any severe side effects.
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these patients, a conplenmentary conbination therapy of
a dyslipidemc agent and onmega-3 fatty acids may be
wale@snaiab®. [ 00027] Many studi es have exam nedpP€T®€S2007/021631

loopggf iagﬁg s%fcﬁ%rtr@ofé\r/de%{ﬁg%‘ﬁlty{ il Ys 3Cofcamdatetsitdmega-3, long

’ y ?E ?po- _ : ! e nost of these studies

confirmthat . s ins.significantly .r P

chapratimsbetsd faids 88 sTER! cdpERE BrEfERA apg was
further reduction of apo-B | evel s with added opega- 3

soldl antlgr ts tdadersatkn@maco] OGRS Navhiknawn as Lovazast | gﬁ?'éé
the effects of fish oil and sinvastatin in patients

fori dffbreegdatty Beiaris ddiserioed; fanexampled indysS i bataatiNas.
Patients having baseline triglyceride | evels of 292.8

5,569,/03'7 8654066 P afB/5%698'808, dduiH indbipbriteaaicpdinvby fefd@n28.
ng/ or 6

( ay Sinvastatin 6-12 weeks. Thereafter the
100B3h) SBEEel i S oo Y SRBIDIRR PSR Fosert

10( Mei | ekang(t . Conbi ned treat signifi

with @mﬁelevelmcﬁﬁﬂnls)aw@sue@)egr@?tea&hadb gl g@ﬁé‘e&f&%svﬂs of
and placebo. In addition, combined treatnent

200 gl rahigiver, andexpoel I¢iBls 6f greatérshanfdd gdndn ma0y patients
reduced LDL-C |l evel s, as conpared to baseli ne.

with\/\'&ﬂ}@&ﬁﬂ@y&é‘r‘?dé?ﬁ%?Eg?eﬂcﬂo!é@ter@elnﬂﬁ@rﬁ/@ﬁﬁixb@by@libi@émia, the

statistically significant. Levels of apo-B

were. raised in the.c [ t. [

o5 SR YOFH B ER i it
_group. ng et al., Chin. Med Sci. J. 19:145-4

iglzeodps 06U 2P0 Bl adeayasly Saiatiio fsaplaaaftgﬁged values. In
effects of fish oil and pravastatin on patients wth

thesiexsatienys er compléemdrdaryRamisinatiom tharapy bge lysligidemic agent
triglyceride levels of 4.6 to 5.5 mol/| (404 to 483

an8YBda-3Ra®y hoibkingdy e deedsid. for 6 weeks with 40
ng/ day pravastatin,” 6 g/day fish oil (H nega(tm,

[0dd2H A N8t d L s HavRBRiiRed Hd ¥ombined effects of omega-3 fatty
acid and statin therapy on apo-B levels. While most of these studies confirm
that statins significantly reduce apo-B levels, most studies also report a lack of
significant further reduction of apo-B levels with added omega-3 fatty acid
treatment.

[00028] Hong et al. investigated the effects of fish oil and simvastatin in
patients with coronary heart disease and mixed dyslipidemia. Patients having
baseline triglyceride levels of 292.8 mg/dl or 269.5 mg/dl were initially treated
with 10-20 mg/day simvastatin for 6-12 weeks. Thereafter the patients were

treated with simvastatin and placebo or simvastatin and 3 g/day fish oil
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acids, with an EPA/DHA ratio of 2:1 ) , or placebo.
Thereafter, all patients were treated with pravastatin
W(am(d)smﬂhs oil for an additional 12 weeks. Ini tPGl‘/US2007/021631

MaiE NGRSt f ek oS dvead Wabira e davals ras

al so si f| cantly reduced triglyceride and LDL-C
comweﬂéo%xa@mandme&)@du Imaﬂdltm cratvingd treatment numerically
pravastatin nonot herapy resulted in only a nuneri cal

incieased B Onlelbls; entl evedericalih reducses DIOC kivals, akicomtgared to
significant. Treatment with fish oil alone

o188, B A ¥ LOULCTIA ARG iy o
o AR H e SR B BB Fon

Apo-B | evel s vvere si gni f| cantly reduced with
QFOBPaWB%Q e ape-Belgvels mumerinaly dgcreasedria dherplacerpigiogp s long

oi |l further nunmerically reduced apo-B | evels, however
et alt Chars \RE¥P/ 3@53110:145448p@004Y that this furt her
reducti on was not significant as corrpared to

| GRBt
B R o

patﬁsp Wef iR bYGe B LR rge) F‘%i'%ﬁh%?a”@%é’hﬁs'%"%ﬁugfygﬁﬂg?.'%w's
di sl i p| dem a. Thirty renal transplant patients wt

of 4,6 te P molﬂﬁ% dRdiSSsmaldb) werean(tiaby deatatbios & we@ks with 40

>200 ng/dl) and on i munosuppressive therapy were
mg/giay gravastatimdgagifish diloHifhega&k contaihingved di yniegees istty
of therapy with 20 ng pravastatin. Baseline

amdsf 'v@W&r‘FEW@Di-@\Vl%ItI% GH2:ANQr PlRlebo! AR r¥EM & & W@aﬂ%@' were

hi s period was | owed by an addit1 onal

oAV e e S R B 0, tmon

| de | evel he di 69
WithBis B DD G A BT eed hPL Mokl Comuaee e e

+ statin therapy. However, diet + statin + fish oil
pravestatiepodifiet dilealso gig'nffioaatiy rgduced triglyceride and LDL-C levels.

However, the addition of fish oil to pravastatin monotherapy resulted in only a
numerical increase in LDL-C levels, which was not statistically significant.
Treatment with fish oil alone significantly reduced triglyceride levels, but
increased LDL-C levels. Combined treatment for this group significantly reduced
LDL-C levels, as compared to fish oil alone (but not as compared to baseline).
Apo-B levels were significantly reduced with pravastatin treatment. Combination

treatment with fish oil further numerically reduced apo-B levels, however it was
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reduce apo-B levels. Gekas et al., Nephron (2001 )
88: 329-333. The Gekas et al. study results seem
Wl a8 ousss gi ven that the study d| d not show a PCT/US2007/021631

signific uc in apo els with statln
reppﬂgagb@; tE|SJHg p@d\y& wa(srprjot wgtsl%mgg opravastatm

i ndicated as an adjunct to diet to reduce el evated
moaphiempeviepatacas [@étﬁr' edtterigsalnThyominrty:1755-62 (1993).

hyper chol esterol em a and m xed dyslipidem a. Thus, the

[00030] Glrelastdtea/Repartedbnahe cstrM}ectit’rdatméntsﬁfbow-dose
significant apo-B reduction with pravastatin nmakes the

pragéétggn %ﬁatfishso.ls.Hgi@gﬁeﬁé? t%%prantétgﬂoaég ggﬂfn *rhﬁdg renal

oun the c inatton o

tat.in re uces . vels in both
raisgar R RUEDlS WD GRrue B HRA g SslsEoIBEF (oL Englesterol >200
| i poprotein (LDL) fractions in mniature p
mgidhh@NEen iImABINOSUBpPressive theraparwerecaiven aatam%rﬂrob@tfﬁeﬁt
versus fish oil nonotherapy, and did not conpare

we P FARMWEDDb L 8 Weaksiofrihtiapy withe20 menpravastatis. Baddline
nonot herapy. Huff et al., Arteroscl. Thronmb., 12(8):

trig ﬁé’elfé SURE dAXtage WePOIBh MyldR his erlo%itwgé fSloWesl by
i 7y :

ects di et an mvastatin On vari ous ser
hoI C JNMEN r an o

an sﬁ@h@ﬁﬂ'{wﬁ@ of SRnBRIT L 3e 8 ekt ot FaapyWEe.EPtrnw

diet" or "dietary treatnent” girou The dietary
pravastatimphts tarfish«ikiPrelipid). \BaseloertHakaerids favels @&therdlet

whi ch no nore than 10% energy was from saturated and
stage avese d69ang/idht AdoiBatevelsawersnotctignificdrealyaieduoéd néthvdist +

no nore than 250 ng/day; onega-3 fatty acid intake of

sttt BHeragy dHEWeVBE di’ét' Osatinastist ofl %%treﬂoﬂé@'%/ sngﬁﬁﬁ:ahh?
ratio of omega-6 fatty acids to onega-3 fatty aC|

redlBF s IBRY Grei@Rier el Bk oth B, S8R P @2&38 et

o s 5 e BRSBTS
Subj ects in the dietary

reduction in apo-B levels with pravastatin therapy alone. PRAVACHOL®

(pravastatin) is indicated as an adjunct to diet to reduce elevated apo-B levels in

patients with primary hypercholesterolemia and mixed dyslipidemia. Thus, the

fact that the Grekas et al. study did not see significant apo-B reduction with

pravastatin makes the study results subject to doubt.

[00031] Huff et al. found that the combination of dietary fish oil and Iovéstatin

reduces apo-B levels in both very low-density lipoprotein (VLDL) and low density

lipoprotein (LDL) fractions in miniature pigs. However, the study only compared

combination treatment versus fish oil monotherapy, and did not compare
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treatnment group and the sinvastatin group had
significant reductions in apo-B |evels. The
WO 08105363 on between the two vari abl es was r eppPCT/E8208%021631

coriyfglss FRBlmedticdads suymdadBarabls ity &, Adelseh )

2003/ 01 70643 enbodi nents a nethod of treating a

Thregth. e(8):1B0 1280 (ugusti992% t her apeutic which | owers
pl asma concentrat| ons of apo-B and/or an

[00082] Bjularet al. studled it pffetteiof destdmel simvastatiangNVaridusigerum
at herogenic |lipoprotein by stinmulating post-ER

oS EAREACL AT SRIAELH v
ol oR e, bl r e Pl RSG5 e Py imont

conbi natlon with 6 g/day Oracor(r) onega-3 fatty acids
consistes of @rﬁ\ﬂ%dlwr@@@stme dietanmiichyp ararrdhertl@foreaigy. was

Patients having baseline triglyceride |evels of 1.66
frormsaturbtedhdrodi trahd-ansgluthiedviatte acidsatkolesierdl iftagedeys no more
Omacor(r) for 6 weeks, followed by 40 ny/day

thah 2%85hg/day; bRlegdlB f’eﬂ ddi@Mbk& orBrRkE andMearfhe orugln was at
combi nati on of “both cor(r) and lovastatin

el 3, O AR A AR PSS e
creases, in triglyceride and LDL-C | evels. After
leS%ﬁm ‘ﬁ‘aqndolﬁta tTFte: veoetaglescand slubledinanvwas isgegased.

were further significantly decreased. Apo-B |evels
Subjecte vegrgrihén atsat dllocatatltoa ceivel2(0 mgédayasimvastatin or placebo
nonot her apy, and further nunerically reduced with the

for a2 gidekain af dUBrEBtiRd f @bsdovas fakshion! BBt mueR dittahher
reducti on was not indicated as being significant as

redERTEA MEﬂYeS‘%h%k%e 98456 TR0l p apo-e
Ievej;ﬁ o%ﬁé@ Et W%'ga éh%\(ﬁé}y{aaablgg v&ahsere%%frt%%tasos|gn|f|cant
Jula et al., JAMA 287(5): 598-605 (2002).

[00033] U.S. Patent Application Publication No. 2003/0170643 embodiments a
method of treating a patient, by administering a therapeutic which lowers plasma
concentrations of apo-B and/or an apo-B-containing lipoprotein and/or a
component of an atherogenic lipoprotein by stimulating post-ER pre-secretory
proteolysis (PERPP).

[00034] Studies have investigated the effect of statins and Omacor® omega-3
fatty acids. For example, Hansen et al. investigated the effect of lovastatin (40

mg/day) in combination with 6 g/day Omacor® omega-3 fatty acids in patients
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acids on patients with hyperlipema. Patients having
baseline triglyceride |levels of 3.84 mmol /| (about 337
worgdodioys4es 4. 22 mol /1 (about 371 ng/dl) were PCEHES®A7/021631

ato statin.for 5 weeks. Thereafter
w't%pegﬁh%égg{qr&ém Pefigabdind basi B iverids RIS L L 60
: | emented with 2 g{/da Omacorﬂ( ) or placebo.
mmmt/E t 446 marghovareregaied vithii ¢ d@arﬁmcorncfpéﬁsf&eks
HDL-C | evel s, and triglyceride, LDL-C and apo-B |evels

follev@hby 4Oanyidaydevastatirefbr amsadditipreal €dweekd)asel a stembination of
Conbi nation treatnent further increased HDL-C | evel s,

botﬁ‘%) 866}@%‘?\@ IBO Kb0A Yér4 ﬁh?IrB ﬂ%@ﬁ@ La_\r/éélb?(r?ﬁ{drf&her‘a% c

apo- eve S nunerica urther declined slig

res%ﬁe&l”vésiﬁ% i tthﬁwsea%?hﬂﬁ%%@%@%’ %Liaai@?% Leergages in

si gni ficant.
trlgl@eemeaaa@ éDLeCsieve(leoé\itey cqmbvnai_l@n tmﬁm@wngiygende and LDL-
14[ 00036] Chan et al. studied the conbi ned treatnent

C levklsavere/isther isignifidantip/deasgasedd Apg/Bieyels Werecsiglificantly
obese, insulin-resistant nen with dyslipidem a studied

redhébda}/vftﬁ% téﬁrﬁﬁ%noﬁ?ériaﬁﬁ“&d‘ﬁ\‘t‘h@g nbﬁ%‘?ﬂcbﬂ‘;ﬁreduced WIth the

triglyceri evels of 1.7 to 2.0 nmol (‘about 150

socf ) e i Efino S Sv%ﬁ@*%%%%t% g feY

pl acebo; a combj nati on of atorv statin and cor ( P)
'“dleﬁteg 2oRRINAHIIicasY as| cormRIed ta, W%%W‘PHO Bheliapyen
significantly decreased apo-B |l evels. Conbination
et al.; Aatenest/. Ahsnisi BHRY. i223r229) (FadrvarysEi®4dpo- B | evel s,
as conpared to the placebo group. However, the effects

[00035]r ' r%lrtdeplé? dl. Qn@é§|g@f@pmce(éﬁeceef 8tdFPAstalis elnalo?ﬁ@ga 3 fatty
Chan et Di abetés, 5 1. 2377-2386 (Aug.

BT W I
of 3\,\#4 H¥mo about 2}»37( %“S L1%% mmol/|((a8b5 Jt 3'7? rﬁ }dll eW(E:'rse treated
with 10 mg/day atdrvastatin for 5 weeks. Thereafter, for an additional 5 weeks,
atorvastatin treatment was supplemented with 2 g/day Omacor® or placebo.
Atorvastatin monotherapy, significantly increased HDL-C levels, and triglyceride,
LDL-C and apo-B levels significantly decreased, as compared to baseline.
Combination treatment further increased HDL-C levels, as compared to
atorvastatin alone. Triglyceride, LDL-C and apo-B levels numerically further
declined slightly with combination treatment, as compared to atorvastatin

monotherapy; however, the decrease was not significant. Nordoy et al., Nutr.

Metab. Cardiovasc. Dis. (2001) 11:7-16.
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famlial hyperchol esterol em a, but who were w t hout
cardi ovascul ar di sease. The study included three

WO ndos/0¥ant i on periods, each 6 weeks | ong, intepPeT/psm™d7/021631
by washout periods of 6 weeks. The final test was

[00036] | EHap et al Atwaied sheatombirtcuetréatatent of atoreastatim (40 mg/day)
Apo-B level s nunerically reduced slightly with onega-3

and 2lgidaypg Ch B8RSt s HRe, |r?s”|.mnyi'€§|§ta?it9ﬁ1érf WRAHyshpitEAtS Sflidied

wi th l"ovastatin nmonot hérapy. The conbinati o treat ment

n %aﬂegﬁefﬁ%t%?a?%5%¥133¥%§3' B BiaBcsf RS St e Bpmon

bei ng significant as conpared to |[ovastatin
(abﬁbhb@%& 469 mg(ﬂlr dsre dreatgd for@s,\g@ﬂks witht 49 mg/day atorvastatin
Ei cosanoids, Invited Pap. Int'l Congr. 4th, 256-61
and 4laeébo; 4 gm@m&«:on%anceplaabboada sombirvat &ini Qfaetted/astmm and
efficiency and the safety of treatnent with

OmacBFa sk at domBingdtienmes Fra%ebaé t Atvhstatih indstheripy sighificantly
RPP/ 225510. 1 15nyperli pi denmia. Patients havi ng

ood R By A B ottt e e
apcr Bdpvelt | 25, eRTBATRS RN HsGatiarong: Haweaikh eAERots
weeks with 20 ng/day sinvastatin. Thereafter, patients

attrivetabladolitie Omaddor®twerat mat significahtg/Cren énalc digbgtesy 51:
pl acebo, for a further 5 weeks. The adm nistration of

t cids with sinmnvastatin resulted in
rmdera?o‘ Q?‘ZA)OZ?I ons in serumtotal chol esterol and
t,r. ey, and a. sna unerical
t00h3#t'chibeldy 4t b iestEeled erfadneRBss B SRbinaBER HelatRent of
attri butable to the onmega-3 fatty acids was not

40 mgiayf lovastatin soddbg/day macod@ (iggntified @sn#i-8HB dn patients with
243:163-170 ( 1998). [00039] Durrington et a/ exam ned

famiilRf h§hépbiestsrbRimias BaEkbo waé WIMO@[ ahidioviascalar disease. The
conmbi nati on of Omacor(r) omega-3 acids and sinvastatin
studypm@ﬂfde%%?‘eé’wntté}ventlon periods, each 6 weeks long, interrupted by
washout periods of 6 weeks. The final test was carried out 12 weeks after the
last intervention. Apo-B levels numerically reduced slightly with omega-3 fatty
acid monotherapy, and were significantly reduced with lovastatin monotherapy.
The combination treatment also significantly reduced apo-B levels, as compared
to baseline. However, the reduction was not indicated as being significant as
compared to lovastatin monotherapy. Nordoy et al., Essent. Fatty Acids
Eicosanoids, Invited Pap. Int'l Congr. 4™ 256-61 (1998).
[00038] Nordoy et al. also investigated the efficiency and the safety of

treatment with simvastatin and omega-3 fatty acids in patients with
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est abl i shed coronary heart di sease and persisting
hypertriglyceridem a. Patients having an average
whamslisaes tri gl yceride level s >2.3 nmol /1 (averanes2007/021631
: ; : [ ; r
nyp:émdégéggla\?m ?r?ﬁﬁelﬁotg ngrfr\gfdda;%ﬁné WSy cerrfe 1dvBlsoTD. /% gnym@m (8bout

e I f y sinvastatin and 2 g

r r ' - bld
243 et Ok L B A5 Bl REPe YRRt B S st ity 20
gl MG MG or SRR TR PAGRITE P SeAUs 6 an ddditional 5

triglyceride levels within 12 weeks, as conpared to
weblaswith 26 myiuayrstmsipstatinn Thedeaftesnpatiends wepg additionally treated
chol esterol levels in these patients decreased by

witﬁé’%;%@% Orihcd?® lbpyRlcens! fitid fuehet Bywskae! Fasetimiastration of

ared to baseline nonotherapy, only after 48 weeks,

al t there. ' . i St ; ;

omfag%;’ﬁ?*i)f@% i3y G eciBeq if ifdefateiRbliionsn serum
evel s showed a slight nuynerical tatisticall .

total pAPiSHATPL AN JodumtoRIB S Ereb Rk SeaBd Aaal ikericah
of omega-3 fatty acids to simastatin nonot herapy.

dedPeasé irgapoBelevels. Howewer, thesefiert atinbuiabisto the orsegadiatty
OF THE | NVENTI ON [ 00040] There is an unnmet need in the

aci@$ WalsHot SRiriiRetntf Nordb\pet 81 L a8 atterel Wddione 024RP63A 70
' evel s over nonotherapy with a dyslipidem c agent

(19?} gne. This nmethod is especially useful in the
r8'at ment of one or nore of the foll ow ng:

hyper chol esterol em a, .h rtriglyceridem m .
100$8T | Brgutatan cbal snamnab i cHriasest. cast. ol Kiempiity of
di sease, atherosclerotic disease and rel ated _
a conbinaticonaf, Omagoor omegathacigs @ngdrsimyastatin i gatients iy
cardi ovascul ar and/ or vascul ar events, in subjects

estabieheRBcdraRBry Fettt gibase bAGQETSistogrhyperriglycaritdemiaf Patients

the present invention provide for a nethod of
ha\ghg%\g_z%\fe?%% ggggiri(}gﬁip%eﬁﬁ% VdYsto B HRTBIF (896RgedsHlient
serum triglyceride level was 4.6 mmol/l), were treated with 10-40 mg/day
simvastatin and 2 g/day Omacor® or placebo, for 24 weeks in a double-blind trial,
after which both groups were invited to receive Omacor® for a further 24 weeks
in an open study. Combination treatment significantly decreased triglyceride
levels within 12 weeks, as compared to baseline monotherapy. In addition, the
VLDL cholesterol levels in these patients decreased by 30-40%. LDL-C levels
significantly decreased, as compared to baseline monotherapy, only after 48

weeks, although there was a numerical (statistically insignificant) decrease at 12

and 24 weeks. Apo-B levels showed a slight numerical (statistically insignificant)
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reduction of apo-B levels, which is suitable for the
treatnent of one or nore of the foll ow ng:
whysnedaes est erol em a, hypertriglyceridem a, nP&REUS2007/021631
dysl i pidem a, coronary heart disease, vascul ar
decriaseasith additien @f oheegat-3 €atthi seids ¢o aimvastdtat mdnotherapy.
condi tions, and/or for the prevention or reduction of

Durﬁﬁ%t@h%t%?c%%ﬁ, 85§4\48§481t2%”016}.vent s. [00042] Sone
enno or ai

iments acc ng to the present invention include
a method of blood lipid therapy in a subject
conprising admnistering to the subject an effective
amount of a dyslipidem c agent and an onmega-3 fatty

SUMMARYh&Fe THEANMENT IQNel in the subject is reduced

as conpared to treatnent with the dyslipidem c agent

N&-,. RPP, 0004 ' '
004" nelE Ty 4 bkt hekClRARE A oRafRAs B MR,
rea&iopaang: B pela ator adei ey Fo0vs P FE Baerh alone”
subj ect group by adm nistering to the subject group a
This ovetthaothisi espectally usefuliip thietreatmerdof casdranegacfzhedoligwing:
acids in an anount effective to reduce the apo-B |evel

hyp@fcrolsstsrehirgiat hgpmnz?lga@ermnmar eukddodyislipriermiaf covohlngheart
dysli pidem c agent alone. In preferred enbodi nents,

disdde o(lfftllﬁbaﬁgésﬁ{/lgp@isgégﬁ,%I&%rﬁ%éf&rg’f@di%aéé‘ﬁné Pe 1R &hditions,

con pertri

hyper chol est er ol em a 1 xed dyslipidem a,  vascul ar
anclgdene piEvantan & retiuslin 8 cariovRRcHEE AR ia VBERLE gvents.

condi ti ons. LOOO44] In further enbodinments, the
in supjectspubbrashagantsudietts.he onega-3 fatty acid are

adm ni stered as a single pharmaceutical conposition as
[0064 1o rdurnatensiiodimeaticdf, thepresetiipventioa proividedos agrethod of

conprising the dyslipidem c agent and t he onega-3
utilifiﬁbtayccﬁ'ﬁbiﬂétion of a dyslipidemic agént and omega-3 fatty acids for the
reduction of apo-B levels, which is suitable for the treatment of one or more of
the following: hypercholesterolemia, hypertriglyceridemia, mixed dyslipidemia,
coronary heart disease, vascular disease, atherosclerotic disease and related
conditions, and/or for the prevention or reduction of cardiovascular and vascular
events.
[00042] Some embodiments according to the present invention include a
method of blood lipid therapy in a subject comprising administering to the subject
an effective amount of a dyslipidemic agent and an omega-3 fatty acid, wherein

an apo-B level in the subject is reduced as compared to treatment with the

dyslipidemic agent alone.
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[00045] In preferred enbodi ments the pharnmaceuti cal
conposi tion(s) conprise Lovaza(tm onega-3 fatty

W(aeoog@4sga§ described in U S. Patent Nos. 5, 502p07¥s2007/021631

an . : mafi

roo]odh alierindo fielgafi st e FerioRifILaKS methode of
onega-3 fatty acids pre ent in_a conc . :

redm@_agtanm-ﬁ;}e‘oéi'@ ﬁtSl&@i&ﬁ%}v &8”?%‘%!'?@8{03@&4‘8%5{*’;‘/‘% group.
acid content of the conposition(s). [00046] ln still . .

andaiedecingrtbe apoed leveb ofithecsibiest EsoBRbY AININSIENNG{G (e subject
conprise at |east 50% by wei ght of EPA and DHA as

groG9 BRIesinhfiort Batdybididémid ggentiahdcamegat3 fattytaeids in an
conposition, and the EPA and DHA are in a weight ratio

am?@nt%c%ﬁ@hi%%%p%—@ Pevks| D thes6thjeétadroypfasaconipared to

. . 1°18[00047] In variations of the
treﬁ%@%ﬁ%tﬁ&?gﬁﬁpﬁq{%@ich@%n?é ln'teg\rggfgfgrré'@%mbdo@m@n{%t, M Bubject

! itavastatin,
sinvastatin, rosuvastatin, prayastatin,, atorv [
group\hastaiteast ane afithe settoyying Pgﬂa'%BP&Wéﬁ'gb’ﬁﬁﬁaéﬁ’z%lt 2

the statin used in conbination with onega-3 fatty ’
hypeetiitslesterciemia shiaed mysligidend), vascoae disepeet and/of he
i nvention, the conbination product is used in the

ath%Fc?s%Té?Sﬁ‘é dREast Rin8GERtdd tbnditibnsr y
ypertriglyceridem a or hyperchol esterol em a or m xed

i pi demi a. | i ¢ -

ool AFLP sk S bpebra omeas oo

) s i.n the serum of the subject . ' I
acig a5 GHTHRSIANSY ForhanBle Rt et caffegly My 45 6 mbination

conmbi nation of a dyslipidemc agent and, q a-3 fatt
progicicti$or éxamplean unitsinsage, CO@pHé@QtthQ@NSWFﬂgg’%&@gﬁé@% the

mg/ dl . [00050] The invention also includes the use of
omgacs fagtaciés.amount of a dyslipidenic agent and

onega-3 fatty acids for the manufacture of a
[066%%'] Cf’rV'Eﬂa]f'ferred embodiments the pharmaceutical composition(s) comprise
Lovaza™ omega-3 fatty acids, as described in U.S. Patent Nos. 5,502,077,
5,656,667 and 5,698,594. In other preferred embodiments the pharmaceutical
composition(s) comprise omega-3 fatty acids present in a concentration of at
least 40% by weight as compared to the total fatty acid content of the
composition(s).
[00046] In still other preferred embodiments the omega-3 fatty acids comprise
at least 50% by weight of EPA and DHA as compared to the total fatty acid

content of the composition, and the EPA and DHA are in a weight ratio of

EPA:DHA of from 99:1 to 1:99, preferably from 1:2 to 2:1.
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useful for any of the treatnent nethods indicated
herein. [00051] Ot her features and advantages of the
w@e@somi46s nventi on will becone apparent to thoB&T/US2007/021631
skilled in the art upon exam nation of the foll ow ng
(0004 7Y ptrvarstionsrd the ppesertt imentiont the dyslipidenio agent is a statin
DESCRI PTI ON OF THE PREFERRED EMBODI MENTS [ 00052] The

incgfo"r“ﬁg?E inBY fRite@Mo, it E?a%eglrﬁ\ﬁésiétﬁ\ %éd\,‘a%?étlnoﬁré%fastatln

emc agent’s and omega-3 fatty acids f

BT Y R S ——

al one. The nethods of the present invention are

in earpeipaten yithsamegaBdatty Reidsrig &maRtal: prinary
RPP/ 225510. 1 19hypertriglyceridem a or

[00048}r thohe sispeetofaherinventied, thestdrpbidatidm praduadisauged in the
heart di sease, vascul ar di sease, artherosclerotic

tre%’dﬁ'&ﬁ s%féc’t@{mﬁhzﬁm‘\‘é}wﬁybbﬂﬂélyééﬁué?ﬁlaté}%yve?méstéfblemla

ctlon of cardi ovascul ar “and/ or vascul ar events

In a f e enbodi nent, a subject has baseline
or dBEYZ'PE({eﬁ%f greater t han O 9 g/I and the use of

he invention reduces the a Is to |l ess than

[0Q94§1 gin yetfogbssprafarred o &Mﬁe?ft Ee PresejiRygntioasthe
non-HDL-C | evel s of at least 130 ng/dl, nore

trighycefridedéVels &i tHeeserumi60thetsutject z(wrdthemlb\jmﬁ godup)harior to the
i nvention reduces the apo-B |l evels, preferably by at

flrét eaatinidtaticn épﬂ%hﬂﬂnéﬁbrp@fsﬁhyélﬁpl@éiﬂ/ccﬁgd‘rw bhh&fmé?@-o fatty

treatnent with a dyslipidem c” agent al one. [00054
t d LDL-C |l evel s

acipd: e - A0BAoRE: Ry R 2Pre atbT 400MGHE" oG “and Tees

than 130 ng/dl, at le 1 /d east 16
(00RO ) harfayrticn dsadiakides Dy ordn P&%@l@ FBoynt ot

| east 150 ng/dl, at |east 200 ng/dl, 200-499 /dl, or
dyslipideratadsdd amglaihégarﬁdatty fcidstfar theamab@faqwe izeanegicament

a subject wth m xed dyslipidem a.
useful for any of the treatment methods indicated herein.
[00051] Other features and advantages of the present invention will become

apparent to those skilled in the art upon examination of the following or upon

learning by practice of the invention.

DESCRIPTION OF THE PREFERRED EMBODIMENTS

[00052] The present invention is directed to the utilization of dyslipidemic
agents and omega-3 fatty acids for reduction of apo-B levels beyond that which
is obtained with treatment of the dyslipidemic agent alone. The methods of the

present invention are especially useful for the treatment of primary
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[ 00055] In sonme enbodi nents, the invention provides a
novel conbination. In a preferred enbodi nent, the
W@ oovbiossbs on conpri ses onega-3 fatty aci ds andP@r/us2007/021631
dysl i pi dem ¢ agent, wherein the onmega-3 fatty acids
hypertrigigberidiestia oe typerohiotesterena oo nzied diyslipidemian cofonang
dysli pidem c agent, e.g., as a single fixed dosage

heﬁﬂg@!ié&a%@wé&@}lamm,bin%@rﬁclaétiéa@@baé%n@%mgabbnaiﬁons
admnistered at the sane tine. [00056] In other

eferr [ ot 1, ' '
onHhEdE B OR B P v S B A R Rt 1n @
the omega-3 fatty acids are adm ni stered apart fro
prefaged @mbndimeat isHjecthas RRsslingiape @%%EFQF%WGWFME
RPP/ 225510. 1 20concom tant treatnment regi ne. For
g/l earaditilecyse bitheyisvéqticeneidoces the ape lerelsdailesssthandd9 g/l
once daily and the onega-3 fatty acids may be

[0GRF53] il $ 58RehBbEithehs | & sulspaet hdd hbRHDINC legelRIdf atiddst 130

the“benefit of the present "disclosure will understand

that t ' ;
maidmerg Br8EFa & KR8 180 26l ob SAGiHG UseY the fyenfion reduces
dysl i pi dem ¢ ent wl| vary dependin nune,
ther 29 |§y6'§uef§§r§;b5>f BY aLB@éﬁLﬁéz 53 RRMPELRELIO,paseling shd/or
adm ni stration, the seriousness of the condition,
furthérdhar tneatrbenl witke @, dyshipidemic agentdloag.her nedi cati ons.
[ 00057] In some enbodi nents, the clainmed nmethod of

[0GTHA] Nl 5bifel @RbbDEinterits I 3 bLibjeet hieekpatedERDICBVEls(e.g | at
is the first type of therapy given for the condition

Iea%? 1§Qﬁﬁ§lﬁ?'atﬁ%s‘?ﬁ%rm§/ﬂ?8ﬂﬁﬁ%&}tﬁan“ bRl B e 58 15 mg/dl,

I'stration s second-1|1ne therapy, neaning

that the treatne [ Lven.when. jnitial treatnent
or gt least JS@ ﬁég/ah@,ngégy’esf%\?qje_as tr@@qqrﬁe&gwlg (g@e,nat '8?& 150 mg/dl,

onega-3 fatty acid treatnment al one) does not work
at kst 280 eng/dlni200-4¥B medd|, onat lpast Rhmaidhred, ibpothe gaade

to be adequate, e.g. due to physiological changes in
qublifieddas aeibjeut withanpesd dysligiddmia.
[00055] In some embodiments, the invention provides a novel combination. In
a preferred embodiment, the combination comprises omega-3 fatty acids and a
dyslipidemic agent, wherein the omega-3 fatty acids are administered
simultaneous to administration of the dyslipidemic agent, e.g., as a single fixed
dosage pharmaceutical composition or as separate compositions administered
at the same time.
[00056] In other preferred embodiments, the administration comprises omega-3

fatty acids and a dyslipidemic agent, wherein the omega-3 fatty acids are

administered apart from the administration of the dyslipidemic agent, butin a
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risk factors. [00058] In sone enbodinents, the

invention is suitable for primary prevention. |In other
weedsdisrent s, the invention is suitable for sepCnUs?097/021631

prevention. [00059] In preferred enbodi nents, the
consedreitd ret dresitimieat tegimeu - oneexangpte; thie rdystiyideimic dgemtcmay be

agent therapy prior to the conbination therapy of the
adfNrSiblePbAIBALE dAMEBRd 36 obieQaCdRatsy dcidehiay e hdeiniSlehed twice

aICtIV(I: agents (ot hler t han "onega-3 fatty aci ds) nay
da X\e@gs}\kg?eﬁﬁghﬁ%lvﬁpl %ee% %@Eté’mﬁé;ﬁi‘fgtg ﬂealgeneﬁ)ggf%wm

fatty acids. RPP/225510.1 2 1[.00060] | ref.erre
undensiAnchial Bie resiss asdie i SHETNE Tarche Gen Bishainp af the
of blood lipid therapy in a subject group conprising
omedyai- D fattyeadidg and thédyslipijervic agent wilhvaryfdepsnding anBypierous
of a dyslipidem c agent and onega-3 fatty acids, and

facthrar 8lich aklfor eRgimiple, 3hé Abuterdf e@nihistration ehe serioupnéseeof the
triglyceride I evel and an apo-B | evel of the subject

. oy (] . ou
ﬁgﬁ@?‘% fﬁﬁfﬁfﬁﬁ'a% TR Kb blofeF AEdiCAioBet D
- evel of the subject group is increase . .

(0687 1R80TS SMBBAMENS 4P6 AT REB A ARG Stration is a first-

dysli pi dem ¢ agent al one and/or as conpared to
linbéserbppemedhimgdhbi it st therfissiptype of grerBpy gives far higseondition or

triglyceride | evel of 200 to 499 ng/dl. [00061] In
diselaBer IR ot dralodimerts, e Chimbl engthedeitadntivistration is a

i ncludes a nmethod of blood lipid therapy in a subject

scff g YR AbefE Aabh e UeHnichy <\9ueUrsnortiornt
af t

(rsfibid 7P, 8r RuSHre g A il PRRdt-3 L RCR byt alone)

| evel of the sub{ ect group are reduced as conpared to
doas cohwosk agequatetyrwith eeppeict 1o reatmeyigogis Oficeasgkif be

al one, without increasing LDL-C nore
adequate, e.g. due to physiological changes in the patient or changes in CHD
risk factors.
[00058] In some embodiments, the invention is suitable for primary prevention.
In other embodiments, the invention is suitable for secondary prevention.
[00059] In preferred embodiments, the selected subject group was receiving
dyslipidemic agent therapy prior to the combination therapy of the dyslipidemic
agent and the omega-3 fatty acids. Other active agents (other than omega-3

fatty acids) may also have been employed prior to the combination therapy of the

dyslipidemic agent and the omega-3 fatty acids.
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than 1% as conpared to baseline. The subject group
preferably has a triglyceride | evel of 200 to 499
Worgiodioss4p0062] I n other preferred enmbodi ment SPCT/E2007/021631
present invention includes a nethod of blood lipid
[0006€] apy piefermes embmdimgntsy the pasent mivegtierl iriahidesea meghod of
to Jt.he. subj ect group an effective amount of a
b'°|§¥?'glid°2*%ﬁ%¥@?€§??18§” ST PR g A0 e bl
eve a total cholesterol ve [ [ :
ooy b EAmafale T bP Tt Roest ghbihesss Bty acids, and
reduced as conpared to a control group treated wth
whergin @fter agmgﬁetm@,@%emfﬁﬁw hhezglgiy&ﬁegei%\@' and an
HDL- C | evel of the subject group is increased as
apo-Breaekof the subjsutgralp greotgaucee asexpmparedttb@ control group
dysl i pi dem ¢ agent al one, w thout increasing LDL-C

tre JRIEWERN L dY8IRdTmiERRfeRt aloheDaAglanneDLIO MBS tHe suljedt

preferred enbodi nents, the present invention includes
2 et ;> , e - .
QFOé?ESHﬁ%gﬁgé%g%%%Fn Sédergéli g% Etbs%rniﬁﬁZ/EgllsdJu&?té%#Bg %ﬁp@%ﬁ(ﬂ%hpldemlc
effecti ve anount of dys!l i pj.deni t d -
ageal algna endLor s RPTOPRIESITR LASPUIC.dhe SUBIECLOTQHP BT RDY has 2
subj ect group a non-HDL-C | evel of the subject group

basslinectiighyedrids leveiph2ed te 498 neg/dt.r ol group treated with
the dyslipidem c agent al one. The subject group

[00Uef| e RBtherhrsfetredasbbditndrts ah¥ gréseatt ihwsrtiondhclades ko
499 °ng/dl. [00064] In other preferred enbodi nents, the

i H | - . . , . ; .
o BYEPY bR B 53 P T POA L R B S KGR 8 e
increasing an LDL-C level in the subject. grqu
SublSRESTOPIAN BHTeRHIVE: ArRONSR: SqliPIEGtYg 208t 3nd dinegas3 faty
triglyceride | evel and the apo-B | evel of the subject
acigispand Wheseiniaftes agminigtretion ke thaupjiest gjpup ﬁh%truglycende level
conbi nation of a dyslipidemc
and an apo-B level of the subject group are reduced as compared to a control
group treated with the dyslipidemic agent alone, without increasing LDL-C more
than 1% as compared to baseline. The subject group preferably has a
triglyceride level of 200 to 499 mg/dl.
[00062] In other preferred embodiments, the present invention includes a
method of blood lipid therapy in a subject group, comprising administering to the
subject group an effective amount of a dyslipidemic agent and omega-3 fatty
acids, wherein after administration to the subject group a non-HDL-C level, a

total cholesterol level, a triglyceride level, and an apo-B level of the subject group

is reduced as compared to a control group treated with the dyslipidemic agent
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agent and onega-3 fatty acids in an anmount effective

to reduce the triglyceride |level and the apo-B | evel
wo@toosles4suibj ect group as conpared to treat ment P@I/UR20a11021631

HMG CoA reductase inhibitor al one w thout increasing

alonkeeah®antHDEM@ leve] 6D@E§ub]drt gmbm;a%seinbc&aspdrasjcompared toa
treatnment with dyslipidemc agent al one" can refer to

corﬁt?@ﬁrgﬁﬁ‘ttre%;e& Wih ?ﬁé@gﬁrﬂi’d} RJent ARIRS WwithoRY hcrédsing LDL-C

nt of a co subj ect or subject group

L. €. . .8 ect e sanme class with respect
mo&”&”?ﬁ/ g}(pa%ﬁa%%qjg %Wgrn or lipid, such as g
chol est er ol or trig cerlde level) in a different
[000633 ﬂmthegrpé@f@rrew@ﬂb@ﬁilﬁ%enw dhe @é@sedﬁdmﬁqfw@ﬂé @@de§ A
RPP/ 225510. 1 23accordance with the enbodi nent ed
meted ofibloaddipictrendieylin @ sobject grasipatdreprisisg gministering to the
significant reduction or increase in accordance with

sul‘g)%;ét ﬂf%rﬂj reﬁ ﬁ'@&l\/é%ﬁ@ﬁﬁtr of é@@é‘h‘gﬂibmlb FRyent anfoPhedu-Bifatty

f 5% or less (p=0.0 ess) nor e

re era % ) I

ﬁbaasi »&%@nﬁte{%@ FTRHPEE Heraistiratn b PG evel of
al one statistically f t d

th SHRIaFtOPHD e QU ”r'ne'a%%.”te SR ‘ifréwi replEd 3 e
t he conbinati on therapy of the dyslipidenm c agent and

dyslidenisgagehtiabane; e dubject giosip prefarablyihasl a paseline
significantly reduces or increases the levels. [00066]

tndl{ibérﬁfé' Il &NFO eUgY mg/dpo- B | evel s, the nethods and
conpositions of the invention may also be used to

[Oé@gﬁ jrg oﬂﬁ’ergt{igf EFe(of %%ggégfnﬁ%ég Ltgbqnveq’}éﬁlnﬁnlflﬁd@? tarrﬁ@flﬁﬁi of

with the dyslip |demcae Ion non-
reqdyging yd@glve@rlcﬂeek%rehand/e §1 atSHPbﬂD%@quéﬁéOUt
RLP-C | evel s, Lp-PLA2 IeveI s and/or Apo-C3 levels. The
mareasi;mganerIL-é?oiepelsmtthersgblﬂct greIp, GOBNTISHIY PROYICING 8 Shidject
used to increase HDL-C |l evel s, as conpared to

gr(%th;pg?ir@gﬁglﬁyynphhéhﬁglﬁd@idaolledemm trgeapo-Bl level.of the subject
group by administering to the subject group a combination of a dyslipidemic
agent and omega-3 fatty acids in an amount effective to reduce the triglyceride
level and the apo-B level of the subject group as compared to treatment with an
HMG-CoA reductase inhibitor alone without increasing the LDL-C level.

[00065] The phrase “compared to treatment with dyslipidemic agent alone” can
refer to treatment of the same subject or subject group, or treatment of a
comparable subject or subject group (i.e., subject(s) within the same class with

respect to a particular blood protein or lipid, such as a cholesterol or triglyceride

level) in a different treatment group. The terms “reduce” and “increase” in
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nmet hods and conpositions of the invention are utilized

W t hout increasing LDL-C |l evels, as conpared to
whamslossaes [ 00067] Preferably, non-HDL-C | evel BCTrE§200%021631

reduced at | east about 5% preferably at |east about
aco¥dahcowithaselemisodimented methaessdredbientded % npeat arstdtisfically

at | east about 7% further than treatnment with the

sigﬂ}fﬁ bhPiifpt O‘Sn 3¢ ﬁf&e@éé’ﬂ%c&om with /§ @'éﬂb?é{ ,aanLQJstomary

ycer| 'evel s may be reduced by at |east about

o 1 £ of B AN
e o i i

dysl i pidem c agent al one. [00069] Pref erabl y, the
inv¥éhfibn Ghealyslisidemyc bgemtealone diaigticallyl sigrficanttyneduses or
preferably at | east about 20% nore preferably at

mc{r QR 162298 (stieh @RTRALEIRAglap bR IGIdIS)C anddh®konibination
east about 10% preferably at Ieast about 15% nore

tnefe 8 8 s Bbics e moBREHAA I Pl Bp A Ly S tcaly

the total C levels may be reduced by at | east about
Sl%%caﬁﬂ)éf%(#@@ls)prdﬂcﬂeéﬁﬁ thenlsielss o, ag conpared to

basel i ne and/or at | east about 2% preferably at | east
[0G088)t I1B3%dditionttheeduding apodhtavels, the trethods agd cppipgsitions of

agent alone. [00071] Preferably, the RLP-C | evel s may

thé’E\véﬁﬁ’M‘F Afhyoxs@bel BRettodbaute ARYof tecfoloaing/limd ldvedsin a

out 20% “nore preferably at |east about 25% as

L e L S

aglgsgglhﬁggrgﬁ-g@;{@feeé%gﬁrgl)}cleﬂgetleve?s,m%b\ﬁ felels I??otal C levels,
RLP-C levels, Lp-PLA2 levels and/or Apo-C3 levels. The methods and
compositions of the invention may also be used to increase HDL-C levels, as
compared to treatment with the dyslipidemic agent alone. Preferably, the
methods and compositions of the invention are utilized without increasing LDL-C
levels, as compared to baseline.

[00067] - Preferably, non-HDL-C levels may be reduced at least about 5%,
preferably at least about 7%, from baseline and/or at least about 5%, preferably
at least about 7%, further than treatment with the dyslipidemic agent alone.
[00068] Preferably, the triglyceride levels may be reduced by at least about

20%, preferably at least about 25%, as compared to baseline and/or at |east
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[00072] Preferably, the Lp-PLA2 |levels nmay be reduced

by at | east about 5% preferably at | east about 7%
woes/opies er abl y at | east about 10% as conparkdI/Us82007/021631

basel i ne and/or at |east about 3% preferably at | east
abailtol0% 5ptefenably atleast atibut 180, rears prafienably7ak leastrabraut 20%,

than treatnment with the dyslipidem c agent al one.

fur[fté@@ﬂé’ﬂ trBaghentality the dslipRientic lagent sloray be reduced by

at | east about 3% preferably at | east about 4% as
a I\i 0
OGRS eI RE MR LR 8 (by bEIBUUEHEDY 5f et abput 16%.
than treatnment with the dyslipidenic nt al_one.
prafeBht PPt et Jot HEr e et ca e e ahpUS 25 ompared
by at | east about 5% preferably at |east about 7% as

to basaliaecahd/or dtdeast aboudri@P/arpreferabklysat ledash abogtd 5%, more
preferably at |east about 10% further than treatnent

pré@értéb’l_){ BElcd¥EAbRItIDY% Cuienthad thestmdrd WthSthe Rivefisitialiy agent
the HDL-C | evel s may be increased by at |east about

al %%? preferably at |east about 3% as conpared to
%0Ssel i ne and/or at |east about 3% preferably at | east

out 5% further than treatnment wth e sl | pj.den
oG5By Pirteredly{ Geuol CheurBuaY he rihuces BE ahleshBhafiih
al so decreases the ratio of total cholesterol to
prefigtably ableastakoutyb%yanicomparad wharelipgangiorat least about 2%,
preferably at |east about 10% as conpared to baseline

prefBeibly atleabeatsdutdye Uurthr tharetfredtaisnt vath theadyslipidentic agent
10% further than treatnment with the dyslipidemc

gent al one. [00077] The present invention may
I ncor porate now known or future known dysli pidem c

[0(&9135 te?’(ig@r%}y,atrﬁ%ﬂﬂ%?%% sI r|n¥y bete U&éc? gy P Iesaasft Sbout 15%,
preferably at least about 20%, more preferably at least about 25%, as compared
to baseline and/or at least about 10%, preferably at least about 15%, more
preferably at least about 20%, further than treatment with the dyslipidemic agent
alone.

[00072] Preferably, the Lp-PLA2 levels may be reduced by at least about 5%,
preferably at least about 7%, more preferably at least about 10%, as compared
to baseline and/or at least about 3%, preferably at least about 5%, more
preferably at least about 7%, further than treatment with the dyslipidemic agent
alone.

[00073] Preferably, the apo-B levels may be reduced by at least about 3%,

preferably at least about 4%, as compared to baseline and/or at least about 1%,
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dysl i pi dem ¢ agents include HMG CoA reduct ase
inhibitors including statins, chol esterol absorption
WO pdosloii463 s such as but not limted to ezeti m PET/US2007/021631
prefeblynabiddstghonato, Vipther tarefe ftntett WwignthdedysisHBmic agent
inhibitors such as but not limted to torcetrapib,
alflbrates such as but not Iimted to fenofibrate,
QLr)]&afl brate, clofibrate and genfi brozi I bile acid
uestrants such as but not limte
[°Q9f? eSrotesakinetheiR-Estlepelp ”&%ﬁb%?@é(@ﬂe%ﬁ% leggtabout 5%,
i nhibitors such as but not limted to those discl osed
prafaraidy a0leasaBow’ds Sas eomparetB, baskliGetaniadéor dt968st ghmut 8%,
751- 754, RPP/225510.1 26herein incorporated by
preféizdheacieasiatdRoQ% Sfupthan tHaPf trédthied Wlﬂi\ttﬁe o%ﬁplaBﬁq% agent
agonl sts and antagoni sts (such as but not limted
alo PAR- al pha, PPAR-gamma, PPAR-delta, PPAR-al pha/ gamm
PBAR- gamma/ del ta, PPAR-al pha/delta, and

PPAl ama/ ni st ant a ists and

[00&555 %fg‘%é@%)’»sm§ "glﬁ'd@levg% @@M P%&agegrbya@ lgast ahout 2%,
limted to the thiazolidinediones, the

praferabiy atzlebsdab@di3dheas aonipatadciyl hakedion.antherat least about 3%,
currently six statins that are w dely avail abl e:

preféibhpat labsNabd B Aiktakr tharf retasdratwith, the@sipidkhiic agent
pravastatin, and si nvastatin. A seventh statin,

iktavastatin, is in clinical trials. An eighth statin,

cerivastatin, has been renpved fromthe U S. market at

t ti of this witing. However, i oncelva
100}y BSteratikethe PR et M Bl Hepiasgs ThE e Setotel
used in conjunction with sone enbodi nents of the
chglestesolitoinNhl, inseferably dyiai deasiabaut 8%uimornesrefgrably at least
determ ned to be safe and effective. [00078]
ab&atn0%| by cotripared tebasalinetdrel/ciyst lepstosbout 590 gprefarably at
dose dependent, i.e., the higher the dose the greater

Ieagh 6lﬁef(?’/@efﬂdh%r%5r?%at i8] thet I| %a?&n?ﬁlﬁhe.
ys ere

|p| dem c agent Is different, a

peutic effect of one d

[0de T, TE SraseAlGuE o ThaY HoRhorle 98%05’« G LGB Ewn

dyslipidemic agents in an amount generally recognized as safe. Preferred
dyslipidemic agents include HMG CoA reductase inhibitors including statins,
cholesterol absorption inhibitors such as but not limited to ezetimibe, niacin and
derivatives such as nicotinamide, CETP inhibitors such as but not limited to
torcetrapib, fibrates such as but not limited to fenofibrate, bezafibrate, clofibrate
and gemfibrozil, bile acid sequestrants such as but not limited to cholestyramine,
cholestipol and colesevelam, MTP inhibitors such as but not limited to these

disclosed in WO 00/38725 and Science, 282, 23 October 1998, pp. 751-754,
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| evel of therapeutic effects of other dyslipidemc
agents. However, those of ordinary skill in the art
wowewsh4untier st and the correct dosage to be gi VREI/US2087/021631
particul ar subject, based on experience and the
heregf inebitrateddy itdieremesdl XRagonitd @ndjor amtagaristseard PPAR
the term "onega-3 fatty acids" includes natural or

oo i35 i, SUBARISeLEh  AROR IR PRSI FPAR o,
S, P ' ' i '
e 330E ek anthSap bt R AR AR, PILAGHGBeRS and
6, 245,81 1, each hereby RPP/225510.1 2 7jncor ,0{ at eéz}
PPBR-alphelamep/deliecaanniess cABAORRIISanh BpBE! agaRists andlor
m xtures thereof. Exanples of onega-3 fatty acid oils

antafehists such e tsutnmt liiitedtte dhe thiaznaiginediiones, the non-
pol yunsaturated, long-chain fatty acids such as a

thi%ﬂﬁﬁ?@g‘ﬁ A MesdIdabERAThef® 6 RS aleaBNSIk Statitisthat are

-~ _ hs,l-llnolenlc acid; esters of onega-3 fatty
.acids . ] J . - ;- : .
wicy Grgtld aegfin, RGeSy idvasidln, 19Piaty, oravaptatin
and a primary, secondary. or terti.ar l.cohal, such a
and Birevadtal Aeergnih Sl Pigvestpb s reficdtpt” & elhtn
Preferred onega-3 fatty acid oils are |ongchain fatt
statin| deriveastatirg haBRkeorrebignedtfranthe &k.5 denarkeiat dog time wyythis

esters thereof and m xtures thereof. The onega-3 fatty

wriﬁﬁg.dﬂcﬂﬁe\ie*ﬁ,ei't [s @FicehablgliRy brvabkiltes in therdrtgrat eerivastatin may
précursors, salts and m xtures thereof can be used

o ) . ) o
oe e ofi LRT WA S oRliEns OB phegint o
concentr ates. i, al I -
coReastaIs 5 W LT GRS ok e et PO e
| ncronega F2250, F2628, E2251 , F2573, TQ&2162, TQX779,
[000Z8) 2 G ereEaibe shertfeeisoftbe dystipidemia agenttis dpae dependent, i.e.,

Yor kshire, England), and EPAX6000FA, EPAX5000TG
theERAKE P HET §osd; PAX IR helBBTApe U8 Biffect. KHOBEvan dhe effect of

EPAX7010EE (Pronova Biocare a.s., 1327 Lysaker,
each dyslipidemic agent is different, and therefore the level of therapeutic effect
of one dyslipidemic agent cannot be necessarily be directly correlated to the
level of therapeutic effects of other dyslipidemic agents. However, those of
ordinary skill in the art would understand the correct dosage to be given to a
particular subject, based on experience and the seriousness of the condition.
[00079] As used herein, the term “omega-3 fatty acids” includes natural or
synthetic omega-3 fatty acids, or pharmaceutically acceptable esters, derivatives,

conjugates (see, e.g., Zaloga et al., U.S. Patent Application Publication No.

2004/0254357, and Horrobin et al., U.S. Patent No. 6,245,811, each hereby
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Norway). [00080] Preferred conpositions include
onega-3 fatty acids as recited in U S. Patent Nos.
wW® 28804065, 5,656,667 and 5, 698, 694, whi ch ar ePtBUSIY7/021631
i ncorporated herein by reference in their entireties.
incbfAP8EH Hyneférencey, ¢frecursdrsoamgzitsi thereof and|mibses teeraoB

fatty acids present in a concentration of at |east 40%

Ex ﬁﬁg¥§' %‘Etf yegé %ff%ft bl Gils iherak b'ﬂi’%ré’hot’\ﬁhﬂé@ to BATeYya-3

Ieat6/oby\/\E|gt still nore
% P
pollﬁue%a e Bhos A ai&é%%@i ﬁ?slaP%P%ﬁgﬁ@ bid (EPA)
docasaexaengi st (IHb A0 ST0PBYICR: t“e TR stnb i Say acids
nore preferably at |east 60% by wei ght still nore

withrghfoeralduchads meast, diaadirighsiegides; amrtesqersaﬂétfm:yega -3
| east 80% such as about 84% by weight. Preferably the

\ 8 lof CerfilBudIcEhdl LR ais falt) sidmethy!
fatm én{rjr%r%mgg'z‘ gr%%rlmymgbout Z?Jéfg a%out 75%ab3 ety

wei ght f A
oSl 3t fatfi»aabﬂoegﬁvlﬁersﬁérér?g?@%%@ﬁ@eﬁa‘?of b9 EREhs 3RoRY
A. Preferably aci d
chgndatt B SYSORSEPAGTGRIA. WSDICeHEs istep! Sibw FEt g8 Heyeof
about 75% by wei ght, still nore preferably about 30 to
andbmuturé@%mgomr@mmegw fatty ecisiscirdhablepteipolgrivativesy
wei ght of DHA. Al |l percentages above are by wei ght as

coﬁ fisehrdqurédre, saltvand Alixturascthdreafiaertie used bither in their
osition, unl ess ot herwi se i ndi cated. The

puges oiﬁ#ra%ea k&ﬁ |t RFTBH olﬂ"sueﬁ%f‘%ohs@l it 'b?ef%hﬂﬂy %hﬂe@hsh oil

oug I's preferably based on

cobesiiatar ﬁbn&%ér”%ﬁ eI iET B amegeonlaly S ?%S? K%“e s

present invention. [00082] The EPA:DHA rati rrr% %3
thd invention indudel tngsompgeaFa2an| 52628, B2, 52573 1

TG2779, TG2928, TG3525 and E5015 (Croda International PLC, Yorkshire,
England), and EPAX6000FA, EPAX5000TG, EPAX4510TG, EPAX2050TG,
K85TG, K85EE, K8OEE and EPAX7010EE (Pronova Biocare a.s., 1327 Lysaker,
Norway).

[00080] Preferred compositions include omega-3 fatty acids as recited in U.S.
Patent Nos. 5,502,077, 5,656,667 and 5,698,694, which are hereby incorporated
herein by reference in their entireties.

[00081] Another preferred composition includes omega-3 fatty acids present in
a concentration of at least 40% by weight, preferably at least 50% by weight,

more preferably at least 60% by weight, still more preferably at least 70% by
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nore preferably 3:1 to 1:3, nost preferably 2:1 to

1: 2. The onega-3 fatty acids may conprise pure EPA or
wW@eoos/0H6s [ 00083] The onega-3 fatty aci d conpP&I/USNT/021631

optionally includes chem cal antioxidants, such as
weighphaostomrefarablyl ot leasdts80% bylweights oy beem abldash80% by weight.

partially hydrogenated vegetable oil, and lubricants

PUERIFE R e o IO vl o an

o, A8 SR Byt Lk gyt o

Lysaker, Norway) an referably conprises the .
by wsighswinegt Brele: %@ﬂ§g§t(éo%’p%‘l‘gm%§ ggeuff & )by Veiehss
The conbi nation product of a dyslipidem c agent and
Preferabinthesdmegarietpily Roids cgmpadselsbemwly5 teeabeuti Q% dyewmeight,
in a capsule, a tablet, a powder that can be dispersed

moré prefErty 8BBut 25 tRBBGIETS% By weigh®stillassre préferably about 40
[1quid, a soft gel capsule, a coated soft gel capsule

02 j . . . H r
to 335,857 by PRy Bhp SaRirs oD apbt 480, Y Reigit R EEn.
formsuch as orgl Jiquid in a capsul as_kn in the
Prefprably Iesgmeogrbuy aAscomngss B Sto Bt RULe Bhuidign.
gel atin. The conbi nati on product may al so be contained
mare peefieraply about 2at0 ebwﬂﬁqubeyouelcht, still margsreteratiyabout 30
active ingredients of the present invention may al so

to B0 RBUW byivesigHt, Wntifmaestqerateralalyiaboub 88%Nby areigitrof DHA. All
non-acti vé pharnaceutical ingredients (also known

peftenfd |S|egntfd§{%r$j8:b@§3iﬁréjf eée ed to M YoRAFhttPacid content in

I ngr ve to solubili ze,
end,. t ken, .dilute

Sus hi . | Si id] .
the s QrBEPYHon HTE SR ptherpiSgnciBRE, T HespErPRiddery igiont may be
RPP/ 225510. 1 30active ingredients _into an applicable
basegioetthe &geiasid opesigafernisaithaagh jtds E@ferah&ﬁ@ﬁff gRhe ethyl

and ot herwi se acceptable for use.
ester form of the omega-3 fatty acids even if other forms are utilized in
accordance with the present invention.
[00082] The EPA:DHA ratio may be from 99:1 to 1:99, preferably 4:1 to 1:4,
more preferably 3:1 to 1:3, most preferably 2:1 to 1:2. The omega-3 fatty acids
may comprise pure EPA or pure DHA.
[00083] The omega-3 fatty acid composition optionally includes chemical
antioxidants, such as alpha tocopherol, oils, such as soybean oil and partially

hydrogenated vegetable oil, and lubricants such as fractionated coconut oil,

lecithin and a mixture of the same.
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[ 00086] Exci pients include surfactants, such as

propyl ene gl ycol nonocaprylate, m xtures of glycerol
war@speisget hyl ene gl ycol esters of |ong fatty BCT/US2007/021631

pol yet hoxyl ated castor oils, glycerol esters, oleoyl
[00084a] oThk radstqeefatas) fopmagfidreega-§lfattp bcidsris ket avaza ™

propyl ene gl ycol dicapryl ate/dicaprate,
on%@%ayiﬁeEEiﬁ'(ﬁ)@SEE?'F%Bﬁ BRRAr&AYS O ysaRe! NBRVay)aMd prerf]erably

yoxyet'hyl ene sorbitan nonool eate, cosol vents suc

et hano L ycer ol ol v.et and propyl ene
copyeet He.fubHeccnarBReBe ol Goadf by ot T over
oils., The use of surfactants,  cosolvents oils or
coffiesat i ons thereof is geM&INENUM known| Maximam
pharmaceutical arts, and as woul d be ungerstood to on¢
skillled in the art, any suiygihbe surfact ¥yaluemy be
used in conjunction with the present invention and

- o-Aa-a-d =

enpadents, therenf: 8T OTCEN nega- 3
;at {E/fc"asapﬁ t%eéﬁ'cbgb'g%br;igstdgp e@a{gﬁ a da ngm@nt of
ram about 0.1 g to about10-g - —+Hore—pieferably—aboud
1 ¢ Dasogpbexaenaic acignd rmst345?r89€9’ abl yH1 ARhmelgut 2 g
tolabout 6 g . In one enbqdinent, the ofrega-3 fatty
aci|l@@26e adm ni stered in|an anount up {o 4 g/ day.
[00088] The dyslipidem c ggent may be a@im nistered in

an {%Eﬁ(llg}ag;mqg than, equal gg@,ﬁg/d ess t hgsotrhg/g

cof full-strength dose™as a

si ngle—adgtnistered—produdgts~Fo anpt e, the

dyg] iOE?'db'?ﬁféf%a%'ﬁts may be agé)n{%qv\gmr ed {n an anount of
fram 10-100% preferably gbout 25-100% lppst

preferably about 50-80% of the conventional
full-strength dose as a single-adm ni stered product.

[odoBA N HRNEsHEbIRBI6N pFoduUte opaelislipidemieageniand bencentrated
dysl’i pidem ¢ agent is a HMG CoA RPP/ 225510.1 3

orbHls T ol A beonfip el s cabhel, Samisengpabir
cagobreedigég;sg{j?r? laybgv%?a%e%%?lgno%he%oﬁig o?gloégsaégz f&Fn, er]iauid, a

soft gel capsule, a coated soft gel capsule (see U.S. Application Serial No.

o

11/716,020, hereby incorporated by reference) or other convenient dosage form
such as oral liquid in a capsule, as known in the art. In some embodiments, the
capsule comprises a hard gelatin. The combination product may also be
contained in a liquid suitable for injection or infusion. The active ingredients of
the present invention may also be administered with a combination of one or
more non-active pharmaceutical ingredients (also known generally herein as
“excipients”). Non-active ingredients, for example, serve to solubilize, suspend,

thicken, dilute, emulsify, stabilize, preserve, protect, color, flavor, and fashion the
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nost preferably fromabout 5 ng to about 20 ny, per
gram of onega-3 fatty acid. The daily dose nay range

wo e@sioataetit 2 ng to about 320 ng, preferably abOUUS2D0MOR1631
to about 160 ngy. [00089] In sone variations of the

actiVeSingridiénts @it amapplivableoatd efficaciousipreyafatipn dieat is safe,
agent and the onega-3 fatty acids is fornulated into a

CO@%ﬁh@ﬁ%ﬁ%ﬁ%ﬁ%ﬂblémbﬂUQEQS&ge- In preferred

| ent e f”pldemcagentisastatin

cted fromthe fol Lowing grQup. pi ]

todBsT . ESCimeRe inllin Swrdthl®. iy B oot B e i o,
pravastatin, and sinmvastatin. [00090] Pravastatin,

monieicaprylate k mostkrasrofigiycaralk and pelyerhyianecslysqlesters ot long fatty
manuf actured by Bristol-Mers Squi bb, Princeton, NJ

acids, polfethoRilated cdstavaits, glyoerolesterst olebylomaerbgel glyeerides,
fo .e., an enpty stonmach. The dosage of

od, i
PR 'Z%?'ZHC’%@SS*E%F@E? e 2 om
. 0 ef 0
pof@ptﬁmﬁqr@-eg@ﬁtp%%i DR Eodeh et and BERY EPITIcCedH g
¢ . > . .
manolRRtp: eaRplvants Ausa SUtoh drcespl. BPREIY I GRubRE! 280y,
10 pm [00091] Lovastatin, which is nmarketed under the

propyienedvglyesioand oilb subk asicocahut, efiveioe safflawes vils NI hejuse of
hydr ophobi c. Unli ke pravastatin, |ovastatin should be

suHﬁKt%ﬂtéMchow_sﬁis? o dr 86®BIritioas Yheredf &?meemnpldhcrmmtrsthe
the conbi nation product of concentrated onega-3 fatty

phgﬁjggé%tﬂ&gl Fg%:%ﬁcg%% H\/’oﬁiﬁbgH{a GnBErdt tb ¥hé Bkilleah thidsrt, any

of concentrated onega-3 f a?f CSlci :Jlne?sad?]eple?t r Iat |.]9n
sullabie S rIEs B ba LeR i Gosuneia Mg e RiFsepb i3 shubh B
32nore preferably from 10 to 40 ng per dosage of
entmdimentsatheteafnega- 3 fatty aci ds.
[00087] The concentrated omega-3 fatty acids can be administered in a daily
amount of from about 0.1 g to about 10 g, more preferably about 1 g to about 8
g, and most preferably from about 2 g to about 6 g. In one embodiment, the
omega-3 fatty acids are administered in an amount up to 4 g/day.
[00088] The dyslipidemic agent may be administered in an amount more than,
equal to or less than the conventional full-strength dose as a single-administered
product. For example, the dyslipidemic agent may be administered in an amount
of from 10-100%, preferably about 25-100%, most preferably about 50-80%, of

the conventional full-strength dose as a single-administered product. In one

embodiment of the present invention, the dyslipidemic agent is a HMG-CoA
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[00092] Sinmvastatin, which is marketed under the nane
Zocor(r) by Merck, Witehouse Station, NJ, is
wogasopiiehi c. The dosage of simvastatin, in theCT/US2007/021631
combi ned admi ni stration of concentrated onega-3 fatty
redaciade insibjtoefor sedting whicimtdn gend@llypegweseialyin an amount from
preferably 2 to 60 ng, and nore preferably from5 to

abcfigodngﬁi’é?Rt em8rfe ﬁr%ﬁ%ﬁrf?drﬁ%b%ﬁﬁgané td abbyt 46 nstf -and

tat| n i's mar ket ed under the nane

ool B B e B o et

atorvast atin, in the conbi ned adni ni strati
acndoﬁd’@nﬂ&lb{t(&fedﬁ@géamq fremyabeyt mi9§°pﬂb@Pé?§§|'99f9r8Fﬁ’ab'y

2.5 to 100 ng, preferably 5 to 80 ng, and nore
ab@litefafgaﬂolabdutdﬁmmgto 40 ng per dosage of concentrated
onega-3 fatty acids. [00094] Fluvastatin, which is

[OU@QIGWQOMB%%EB#S Bﬁmé presenl inventivh, ey abinbinatisevof

NY, is hydrophilic and is known as a synthetlc

The I
dysfj f‘deﬁ?'gtarggtnl %ﬁagggegﬁc@{?n? ﬁ} %é%?r{?sg%)'?rghié? ‘te?y aC| gglles
rom5 to 160 , pref 120 ny
adpinisteatian gr enbAPSeDa o'n%%%yﬁ?mbgg%@téffh@o@ iRieic goent
onega-3 fatty acids. [00095] Rosuvastatin is marketed
is alstidin sehected frenCtiesfotio¢ing grpupspitayastatise atorvastatingt on,
DE. The dosage of rosuvastatin, in the comnbined

rosft‘ﬁi/ﬁ”s!é'tlﬁt ﬂlﬂé&al@ﬂomfaﬁﬂtﬁr@ﬁa@@am Smivastaginaci ds i s
froml O ng, preferably 2 to 60 ng, and nore

odffh: ngflﬁti{ﬁﬁ:. oh® B2t ARt o
oy G e Qb SRk 1L o7 BHTIORGREneF T ST P
abdorbedaviiav 600, 0y, mBEPLpFieNEGTe S dgsage of Biavastain. in
the combined administration of concentrated omega-3 fatty acids is preferably
from 2.5 to 80 mg, preferably 5 to 60, and more preferably from 10 to 40 mg per
dosage of concentrated omega-3 fatty acids. In one variation, the combination
product using pravastatin is taken at or around bedtime, e.g., 10 pm.

[00091] Lovastatin, which is marketed under the name Mevacor® by Merck,
Whitehouse Station, NJ, is hydrophobic. Unlike pravastatin, lovastatin should be
taken with meals and accordingly, in some embodiments, the combination
product of concentrated omega-3 fatty acids and lovastatin should be taken with

food. The dosage of lovastatin, in the combined administration of concentrated

omega-3 fatty acids is preferably from 2.5 to 100 mg, preferably 5 to 80 mg, and
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times a day. The admnistration is preferably oral
adm ni stration, although other forns of adm nistration
W b@s/opi4eyi des a unit dosage of dyslipidem c apenuUSzaN021631
concentrated onega-3 fatty acids may be used. [00097]
more psefematdyrrodi t@he 40 mypeef dosagenof concentratét omegaeh fatty
invention allow for inproved effectiveness of each
aci@stive ingredient, with one or both adm nistered as a
conventional full-strength dose, as conpared to the

f ations.in the.prj [ ®
rodoR2T Sihratar briahich i€ el Blainder yk REins 0" B Mgk
for reduced dosages of dys|ipj deg”i C agept_ and‘ o
Whitebgase Statiens Mbils§ydppheBieparheidespgenel §IB1VAS aglm e
in the prior art, while still maintaining or even
combeavadrginigicationref cahtentratedrarssga fatty laciistis peeferably from
i ngredi ent. [00098] The present conbination of a
1 tgleﬁgga:%i@aaﬁ BREYabANP 16 B0 GRELATRS Bidre BRGBrablf FbhYS5 to 40 mg

aci ow for "a greater effect than any expected

| he .t € f ot two drugs al one.
peﬁﬁ&%c#e&, 84%%%?8%¢§@§5%%C§% i%‘%‘g}g effect of the two
drugs may depend on the injtjial |evel of trigleycegides
(00093 Aloivasietor Waich s reastelaeiindstdfig name higior” by Phizéi New
triglyceride level of a subject is generall 11_ as nor nal
Yor#, N'¢sis hydeophtibic and iLkndyor del syméhatis statim iThewlasagg of
about 150-199 ny/dL, high if wthin about 200-499

atdruASthtiRNg thecynibitdd AdmifiStratwnddf concehtrlited orfiega-3 fatty acids
present invention nmay be used to reduce the

o BEURERAN S5 Sopch ety B iy ekl

preferahly within 24 eks, r ref e wWi,thin 12
frofie 40 40 400 et A08aG oF Goncrsate A Orcs Eaty acttd
RPP/ 225510. 1 34The present invention nay al so_be used .
[00094] e Flinvastatin, which isoearkeded under e nameiLgrcolddurNewartis,
"borderline to high" or "normal"” in |less than 48
NedE®hik, NoY 8§ ayakiphilld drft i8 Khdwresaka syntieticstatirer Bbeé ylosage of
within 12 weeks, and nost preferably within 8

fluvastatin, in the combined administration of concentrated omega-3 fatty acids is

from 5 to 160 mg, preferably 10 to 120 mg, and more preferably from 20 to 80
mg per dosage of concentrated omega-3 fatty acids.

[00095] Rosuvastatin is marketed under the name Crestor® by Astra Zeneca,
Wilmington, DE. The dosage of rosuvastatin, in the combined administration of
concentrated omega-3 fatty acids is from 1 to 80 mg, preferably 2 to 60 mg, and
more preferably from 5 to 40 mg per dosage of concentrated omega-3 fatty

acids.
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weeks. RPP/225510.1 35EXAMPLE [00099] dinical study:
A Random zed, Doubl e-Blind, Placebo-Controlled Study

w0 200853163 the Efficacy and Safety of Conbi nedPCT/US2007/021631
Lovaza(tm and Sinvastatin Therapy in

[00096¢r Thedlailyelosdges of Sydijpidarsic[diemt @Al cancantiateidzerega-3
doubl e- bl i nd, placebo-controlled clinical study was

fat§oAus £l bbqamﬁ%?éreafts sther rAsymant $@66559@§ with the
conbi ned treat nment W|th Lovaza(tn) onega-3 fatty acid

pm?ﬁ@fégﬂﬁf%%? BrrdOiRblT | Yo b8 rd%&g%?&ﬁf%ﬁ%q to2

astatin for at |ea ks, V\,hereu
tmgg@e@ ¥e ﬁ%@gm'@'ﬁﬁrﬁ%'%n wemr@fqraﬁézrpraﬁ EH%tEatWé‘r@ hough other
eligible for enrollnent and random zation if their
foryesaf|ddmeinistriagiby dleati provides & wnitvdogageboldystipidentic @gesdand
ng/dl) and their LDL-C at npst 10% above the NCEP ATP
conddnti@®ed omgacd fttyohciddS thaletié asés. wer e randoni zed and

rece| ved at | east one dose of either Lovaza(tn)
t
o9 eI 5O Re SrpBafin. i Bl d othl dBbsetiifentiogsiiow
I nit treat ment ereaf t
fOFﬂ'BPrQ}(ﬁé‘o&g%F%é{ﬁn%%? ?%?Ctéfe\/!@@rl?dﬁ’ﬁaWﬂQR@evaq?t'éu t her
4 g/ day Lovaza(tm onega-3 fatty acids or placebo,
administererbas 'ammvgntéco@alifnll-stnemgibyivoaen aa cooysired ito thed

fashion. 243 patients conpleted the study. [000101]

formigatioPls!iethe gridadrt € Il ot whniduimea sy the forhiutatied dfithe
changes in various |lipid and inflanmtory paraneters

) el PR BRI s om anc
om[%)és—;{ f?znfaecz%% %}%ﬁg@%%g%gg%%iq ﬁ'{}@? onnsl‘lﬂ\{ﬁé %{'lomart, while still
maintaining or even improving upon the effectiveness of each active ingredient.
[00098] The present combination of a dyslipidemic agent and concentrated
omega-3 fatty acids may allow for a greater effect than any expected combined
or additive effect of the two drugs alone. Moreover, the combined or additive
effect of the two drugs may depend on the initial level of triglycerides in the blood
of a subject. For example, the triglyceride level of a subject is generally as
normal if less than 150 mg/dL, borderline to high if within about 150-199 mg/dL,
high if within about 200-499 mg/dL and very high if 500 mg/dL or higher. The
present invention may be used to reduce the triglyceride level of a “very high”
down to a “high” or “borderline to high” in less than 48 weeks, preferably within

24 weeks, more preferably within 12 weeks, and most preferably within 8 weeks.
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Tabl e 2 RPP/ 225510.1 37Table 3 [000103] A nore
detai |l ed anal ysis of apo-B reduction as function of
whawslossaes LDL- C and Non- HDL- C | evel s denonst r aP€BUS1007/021631
significant and increasing ability of Lovaza( tn?
The peeserdinverdiodenapgatse kpos@ taerssusedbe tiglyeersiengvelmf.-ac
and Non- HDL-C baseline | evels, whereas pl acebo

"h@ﬁ €W ar“séxtdefrlﬁqe  Kighdemnantiai’ e e thian a8t wedlas) pesferably
n apo-B levels. [000104] Tables 4A, 4B and 5 show t he

C
wil B2 EWeER 5oREp BEi S Finin £, PSS ARl oot BRRER ) Wkiin o
Non- HDL- C pati ent subgroups. At higher LDL-C ( OO
wegl$dL) and Non-HDL-C ( | 30 ng/ dL baseline |evels,
Lovaza(tm reduces apo-B while at | ower baseline
| evel s, apo-B changes by Lovaza(tn) versus placebo are
insignificant. Table 4B shows that the Apo-B reducing
effect is even nore profound at higher LDL-C baseline
| evel s, and seens to be acconpanied by a reduction in
LDL-C | evel s. RPP/225510.1 38Table 4A Patients wth
LDL-C < 100 ng/dL Lipid Paraneters* LOVAZA (n=87)
Pl acebo (n=89) P-val ue Baseline % change Baseline %
change Non-HDL-C (ng/dL) 126 7 -8 6 126 3 -2 5 0 0002
Total-C (nmg/dL) 173 7 -4 7 172 3 - 1 7 0 0289
Triglycerides (nmg/dL) 270 0 -29 1 273 0 -7 0 <0 0001
VLDL-C (ng/dL) 51 7 -27 5 52 3 -7 8 <0 0001
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LDL-C (ng/dL) 82 02481 0- 180 0108 HDL-C
(mg/dL) 45 0 3 3 40 7 -0 9 <0 0001 Apo-B (ng/dL) 80 3
WO 200808363 -2 8 0 4220 Patients with LDL-C >10BCTyAz007/021631
Li pid Parameters* LOVAZA (n=35) Pl acebo (n=43) P-val ue
EXAMPLENne % change Basel i ne % change Non- HDL-C (ng/dL)
* 159 5 -10 2 167 1 - 1 0 0 0005 Total -C (ng/dL)* 208

1
[O?Q:gsqla%éwaSyoAﬁ%cgpﬁggq P/S{J)%I%eéllgﬁef g&{kodébgfrgﬁgdggtudy
< [.dL)* =
o fsShets et SRRRateY FEPRd oo biods Sidhdyha
AoBﬁ_i'y/dL* 98 9 -6 5 100 0 0 7 0 0016 Table 4B
TheeapydntHypartriglyceridemic §obigats < 130 ng/ dL Li pi d
Par anet er s* LOVAZA (n=30) Pl acebo (n=33) P-val ue

[0 i vkera%d@hﬁm dBades-bived, WadebogeoritimileHliniCal stydylyas
153 -8 3 159 -1 2 0 0138 Total-C (ng/dL) * 201 O

con%&g&% Ségeés t%g%fﬁéﬁg/ diid 941eeehf ERAbineR/tiatmen? ARh0

Lovaza'™ omega-3 fatty acids and simvastatin (Zocor ) in hypertriglyceridemic
subjects. Patients were initially treated with 40 mg/day simvastatin for at least 8
weeks, whereupon baseline measurements were taken. Patients were eligible
for enroliment and randomization if their baseline triglyceride levels were above
normal (=150 mg/dl) and their LDL-C at most 10% above the NCEP ATP Il
goal. A total of 259 patients were randomized and received at least one dose of
either Lovaza™ omega-3 fatty acids or placebo, and 229 of these patients had
baseline triglyceride levels between 200 and 499 mg/dl. Initial treatment was
thereafter followed by an additional 8 week treatment with either 4 g/day
Lovaza™ omega-3 fatty acids or placebo, while continuing statin therapy, in a
double-blind fashion. 243 patients completed the study.

[000101] The following Table 1 shows the results obtained for changes in

various lipid and inflammatory parameters and markers.
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VLDL- C (ryg/ dL)

(no/ dL)

* 50 6 -23 5 52 7 -3 2 <0 0001 LDL-C

* 110 3 -2 3 111 6 -2 3 0 9961 HDL-C (ng/dL)

*

W@ 70080846548 0 -0 6 0 1391 Apo-B (ng/dL)* 96 OrPeBUS2006021631
6 0 4 00214 Patients with LDL-C 130 ng/dL Lipid
Par anet er s* LOVAZA (n=5) Pl acebo (n=10) P-val ue

Basel i [nevizatharndevdiavel || Pecboc hanglacddon- HODiffésedary/ (cH-yalue
193 3 [tehtn@en1 9] tatn@nR () tre&tthéntTol Bat@entng) (Lnediddl 4
-14 8 [2a&diah % 1 read 098 mEdiagly cemeare% (ng/dL)* 340 3
-47 8 P@enge -1 @héﬂ%OlO voange C (peffaieg * 56 4 -36 |7 50
3 1 0 Oroog7 LOUIo@ (ng/ g™ 136|8oM 11 1/ 142 7 -2 3 0
2180 ﬁ?aS?"'”ﬁrrn/rtE\;e"ﬂe 5g | Pageliee gl Baselineg o nocg Apd B
Non-HRE-G -9*0%11n H-19% o 1112%%5 o b-ifles ¢ ABBIapl o <0.0001
LDl- ni 7% _g*ﬁn‘!g? | \/ rh%g’é’l hut rl1 9/_har af ¥ %’0 0.0522
A 428 “38%c el Ufg,/ﬁ'sed‘: 2% ¢ ol 2%, ae | 0.0232
TGl oosl 08 %: wi do 8.2 oatl 6849h ot al PeBh ool LRaR ke ag | <0-0001
VL Qﬂﬂ AL Akan VAPLBL dud t-Bbnor rhidalt ot ¢ i bidDBkn ot 30001
tota B8%ui + i r\'4jl47c c..hﬁ‘—-z:%n ppprl- 152:::1:'\ 1'\3'Jg{erﬁh| 10013
HD £34% , 1 Nigd 1%y B L Taf% o ErdB0 - 1 20,0001
T1Cj S, I8, J D0 Do B [-8,9% o "~ [~<0:0001
RIPL L 5800 T 00090 Cl-108% e 1% 0 D ohd% T | <0.0001
Lp-PLA2 -12.8% -10.7% -4.7% -1.4% -8.1% 0.0019
Apo-C3 -7.8% -7.1% +3.9% +3.8% -11.7% 0.0002

[000102] The following Tables 2 and 3 show the LDL-C goal achievement

experienced in the study by those on Lovaza™

respectively.

treatment and placebo,

Table 2
Omacor End of Treatment
treatment
Baseline At or below goal Above goal
At or below goal 113 110 (97.35%) 3 (2.65%)
(92.62%)

Above goal 9 (7.38%) 3 (33.33%) 6 (66.67%)
Total 122 (100%) 113 (92.62%) 9 (7.38%)
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Basel i ne change e change Non-HDL-C (ng/dL) 112 0 -7 7
116 0 - 1 2 0 0066 Total-C (ng/dL) 158 7 -3 4 158 3 -0
wa2@8244885 Tri gl ycerides (nmg/dL)* 272 1 -30 1 2BET/AS2047/021631
<0 0001 VLDL-C (ng/dL) 47 7 -28 5 48 0 -7 7 <0 0001
LDL-C (ng/dL) 72 3 36 76 0 - 1 1 0 0056 HDL-C
(mg/dL)* 47 3 6 4 43 6 -0 8 0 0003 Apo-B (ng/dL) 73 7
-1 7752 -09 0 8675 Pat t wi-t h Non- HDL-C 130
ng/ dL Li pid Paraneters Org‘ég %n:75) Pl acebo (n=80)
— P-val ye % Basehn—%Baseli-reehan ge—Ee—<trange—Nor=To=C
Prgdl) *| 150 5 -10 0 159 7 -2 1 <0 0604 offoeatmed

t(eappientk ) *| 197 9 -6 9 205 1 -2 0 0004 Triglycerid
(mg/ dL) [272 3 - Beselineges g -5 oAk%b%\M%\/LDLyc E’%/%Ei)*

53 6 -24 5 55 1 - <Q 0001 do)[* 1
Toa 3 - [Ag BRI Dég'g?% a5 PR 00 2R ¢
0153 Apo-B (ng/dlL)*|9 QQ'%A-nAnnnnR

Above goal | 12 (9.09%) 2 (16.67%) 10 (83.33%)

anee crhana | NP I [ | 0~

Total 132 (100%) 119 (90.15%) 13 (9.85%)

[000103] A more detailed analysis of apo-B reduction as function of baseline
LDL-C and Non-HDL-C levels demonstrates the significant and increasing ability
of Lovaza'™ treatment to decrease apo-B levels at increasing LDL-C and Non-
HDL-C baseline levels, whereas placebo treatment resuits in random and
insignificant changes in apo-B levels.

[000104] Tables 4A, 4B and 5 show the apo-B reduction and other lipid
parameter changes with Lovaza™ or placebo treatment for specific LDL-C and
Non-HDL-C patient subgroups. At higher LDL-C (=100 mg/dL) and Non-HDL-C
(2130 mg/dL baseline levels, Lovaza™ reduces apo-B while at lower baseline
levels, apo-B changes by Lovaza' versus placebo are insignificant. Table 4B
shows that the Apo-B reducing effect is even more profound at higher LDL-C

baseline levels, and seems to be accompanied by a reduction in LDL-C levels.
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t Variables typically not normally distributed,

t herefore st

wa a008me8546h| ess ot herwi se i ndicated *

atistical

anal yses were based on nedi an
St ati sti ceECT/US2007/021631

anal yses based on nean val ues due to nornal
di stribution of the vari abbble 4t hi n t he subgroup
[ 000105] Table 6 shows the apo-B reduction and ot her

I |P§neﬂsmatcame|t er changes w t h Lovaza(tm |[or placebo
f{ cé@meighnt f of LiRikRseet@e0 ny/ OVRZAEEYcerilde bEEEPS HEES P-value
llevel s versus bel ow thig | &ssie At %Bieeer EreEe ycer’ denoe
basel i ne | evielosHPL-@@9/ay/|dL) 126Fovaza(t) |r edif€és apo- BS 0.0002
while at | oweToebamedl) ne [t ri ¢i3yceri de*1 evel s172Apo- B -7 0.0289
¢hanges by Loﬁg, 280t versus,pl acebggare 30 <0.0001
ifnsi gni fi cant,, o %%85510 1 40Table 6 Pdtients W th 'I;(@ <0.0001
§ 200 my/dL | rameters‘?g LO\/AZAM(n- 11) gPhacebo 4, 0.0108
n=10) P-val u'f%%g g ghange 3E§ase| i ng,change <0.0001
A LTSRN AU el ok P LA S
'l\tlat o tdtg:eSLi&iMa@wlet):rs 186. 1DvAZGe=35)189.|1 4. G1aBb0{bEB) P-value
LDL- C (rrg/ dL) * 37.2 -24.9 Bgsan9 ?:L-chaage 02653iink.DL - C%change
(mg/ dL) * 99| Jon1iB-Smb3- 18 - Tse4 0. 44982 HOL - Cidrng/ dL) *10 0.0005
32.6 5.2 54. Broaie Rofly0135 Ap@-B (nulgl)* 82:67-2.4 .12 0.0066
g§4.5 -2.8 0. QﬁB&erBa;tl ent|s with
(mg/dL)* 2706 -28.1 269.4 -1.8 <0.0001
VLDL-C (mg/dL)* 51.4 -25.4 52.1 22 <0.0001
LDL-C (mg/dL)* 114.0 -3.6 118.8 23 0.6503
HDL-C (mg/dL)" 48.7 35 48.6 -1.4 0.0218
Apo-B (mg/dL)* 98.9 -6.5 100.0 0.7 0.0016
Table 4B
Patients with LDL-C |-
=100 and < 130
mg/dL Lipid Parameters' LOVAZA (n=30) Placebo (n=33) P-value
Baseline % change Baseline % change
Non-HDL-C (mg/dL)* 153.9 -8.3 159.3 1.2 0.0138
Total-C (mg/dL)* 201.0 5.8 207.3 1.2 0.0566
Triglycerides
(mg/dL)* 259.0 -24.8 272.8 -2.0 <0.0001
VLDL-C (mg/dL)" 50.6 235 52.7 -3.2 <0.0001
LDL-C (mg/dL)* 110.3 2.3 111.6 2.3 0.9961
HDL-C (mg/dL)* 47.1 3.0 48.0 -0.6 0.1391
Apo-B (mg/dL)* 96.0 -5.4 96.6 04 0.0214
Patients with LDL-C
>130 mg/dL Lipid Parameters’ LOVAZA (n=5) Placebo (n=10) P-value
Baseline % change Baseline % change
Non-HDL-C (mg/dL)* 193.3 -21.3 192.8 -0.2 0.0017
Total-C (mg/dL)* 251.4 -14.8 243.4 -1.0 0.0098
Triglycerides
(mg/dL)* 340.3 -47.8 258.2 -1.0 0.0010
VLDL-C (mg/dL)* 56.4 -36.7 50.3 1.0 0.0087
LDL-C (mg/dL)* 136.3 1.1 142.7 -2.3 0.2180
HDL-C (mg/dL)* 58.1 6.8 50.5 -3.9 0.0258
Apo-B (mg/dL)* 116.5 -13.2 111.3 2.0 0.0127

T variables typically not normally distributed, therefore statistical analyses were based on
median values unless otherwise indicated

* Statistical analyses based on mean values due to normal distribution of the variables within the Subgroup
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TG >200 ng/dL Lipid Paramnetersr

LOVAZA (n=1 11)

Pl acebo (n=122) P-value Baselin % e % change Baseline
we b@nges4bon- HDL- C (ng/ dL) 137.7 -9.3 141 .7 - RCEUS2007/021631
<0.0001 Total -C (ng/dL) 184.3 -5.3 183.5 -1.1 0. 0007
Triglycerides (ng/dL) 272.3 -30.2 274.7 -6.3 <0.0001
VLDL-C (ng/dL) 53.0 -27.8 Fabk 57.2 <0.0001 LDL-C

(rrg/dL) 89.3 1.6 87.5 -

1.8 0.0587 HDL-C (ng/dL) 45.0

St vionon0- 19 0. 0001 /-\po B (ng/ dC) 85.7 4 7 87.0 |
1HAL-©< B2 17 (Vari abl es typicall not nor pn y
e

et i but ed, | YRARPBIEFE St at (-8 hnal ysEE W 8based PV
on nedi an vaI ues unl ess| ot masewese |E}dmg€dt ee * change
$tatistical [avwebBses based on nean vgl ues (gble tg
normal di st r[i'BHY on of the V49 abl es”i fhi R the > 00068
$ubgroup [000% E%{ldegfﬁbl es 7 dfd 8 shO\R/tr1e153§o B¢ 0.2453
fneduction and li p d paraneter -gdanges.4w tai <0.0001
Lovaza(tm OTVLBL agrRhy treatnent for .sgeedi kee 77 <0.0001
LDL- O/ Tri gl yloercguand Non- Hok- C/ Tri gbyc¢ersee pahiént 00056
subgr oups. ﬂtHdE!ém’pd/dﬂﬁd ni ghes73LDL- C 6400 ngé dL) -0and 0.0003
griglyceride (,s7gl0 my/dL) Aaseline.,levels; and.oat 0.8675
COHEERRNINON-HDEC ( _ T30 ng/ dC and trigliyceride ( 00 ,
bt R agel |i uied Ragpetbrs”, | Lov magor 75 edu e§'a pf0whi | e P-value
at | ower baseline I evel 5, afgsiB chagdﬁgg QE g;,/ ctm
yersus pl aceb@napec i nsi gnificant. RPP/22 5510 1 4
1Table 7 (mgldL)* 150.5 -10.0 159.7 2.1 <0.0001
Total-C (mg/dL)* 197.9 -6.9 205.1 2.0 0.0004
Triglycerides
(mg/dL) 2723 291 | 2868 -5.0 <0.0001
VLDL-C (mg/dL)* 53.6 -24.5 55.1 3.7 <0.0001
LDL-C (mg/dL)* 100.6 -0.7 104.3 1.9 0.5476
HDL-C (mg/dL) 46.7 2.0 448 -1.0 0.0153
Apo-B (mg/dL)* 92.6 -5.9 95.4 -0.4 0.0005

T variables typically not normally distributed, therefore statistical analyses were based
on median values unless otherwise indicated
* Statistical analyses based on mean values due to normal distribution of the variables within the

subgroup

[000105] Table 6 shows the apo-B reduction and other lipid parameter changes

with Lovaza™ or placebo treatment for above 200 mg/dL triglyceride baseline

levels versus below this level. At higher triglyceride baseline levels (200

mg/dL), Lovaza'™ reduces apo-B while at lower baseline triglyceride levels, Apo-

B changes by Lovaza™

RPP/225510.1
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Patients with LDL-C < 100 ng/dL Lipid Paraneters*

LOVAZA (n=93) Pl acebo (n=93]

P-val ue and/ or

TG <

% %

wQOo@smeF46s. Basel i ne change Basel i ne change Nonp¢&iDUS1007/021631
(mg/dL) 129 7 -7 9 128 3 -2 3 0 0001 Total -C (ng/dL)

178 0 -4 7 174 0 -

17 0 0171 Triglycerides (ng/dL)

266 3 -29 1 269 0 -6 3 <0 0001 VLDL-C (ng/dL) 50 3 -27
5520 -7 7 <0 0001 LDL-C TatgédL) 83 7 1 6 82 3 -2 6 0
0177 HDL-C (ng/dL) 45 3 3 3 42 7 -0 9 <0 0001 Apo-B

1@@ m;dJ 3 ;jAT/G SUOJ '/é 50 41/8 Patrents wth LDL-C
>1662mwy/ dL an 1L L| i d Paramnet
me99) Pl ab'@BBMLES9) rFEJleEH er 968 Badel | rer§ caeﬁg(\e/Aé Prvalue
Basel i ne ¢hange Non-HDL-C (ng/dL) okchdige2 2 Babéine/ 1dbahgd)
{1 1 3 0 ODAZHRRE@gdG (MO/ dL)3o% 210 98-7 4 23863 - 95| 04757
¢ 0130 Tri %ta)(é@rrg}dé’ es (mg/ dL)esdy 287 40-28|8 R78 1 -B67| 08834
§0 0001 Triglycerides (mg/dL)* 186.2 -25.2 189.1 4.6 0.0183
VLDL-C (mg/dL) 37.2 -24.9 379 -1.1 0.0268
LDL-C (mg/dL)* 99.1 -3.3 102.8 -7.4 0.4498
HDL-C (mg/dL)* 52.6 5.2 54.8 -5.8 0.0135
Apo-B (mg/dL)* 82.6 -2.4 84.5 2.8 0.9353
Patients with
TG =200
mg/dL Lipid Parameters’ LOVAZA (n=111) Placebo (n=122) P-value
Baselin %
e % change Baseline change
Non-HDL-C (mg/dL) 137.7 9.3 141.7 -1.9 <0.0001
Total-C (mg/dL) 184.3 -5.3 183.5 -1.1 0.0007
Triglycerides (mg/dL) 2723 -30.2 274.7 -6.3 <0.0001
VLDL-C (mg/dL) 53.0 -27.8 53.7 -7.2 <0.0001
LDL-C (mg/dL) 89.3 1.6 875 -1.8 0.0587
HDL-C (mg/dL) 45.0 29 42.3 -0.9 0.0001
Apo-B (mg/dL) 85.7 -4.7 87.0 -1.4 0.0117

T Variables typically not normally distributed, therefore statistical analyses were based on
median values unless otherwise indicated
* Statistical analyses based on mean values due to normal distribution of the variables within the

subgroup

[000106] Tables 7 and 8 show the apo-B reduction and other lipid parameter

changes with L

Non-HDL-C/Triglyceride patient subgroups. At combined higher LDL-C (=00

ovaza™

or placebo treatment for specific LDL-C/Triglyceride and

mg/dL) and triglyceride (=200 mg/dL) baseline levels and at combined Non-HDL-

C (=430 mg/dL and triglyceride (=200 mg/dL) baseline levels, Lovaza™

apo-B while at lower baseline levels, apo-B changes by Lovaza™

are insignifican

RPP/225510.1
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VLDL-C (ng/dL)* 54 2 -25 6 53 7 -4 2 <0 0001 LDL-C

(mg/dL)* 114 1 -3 1 117 4 -2 4 0 8053 HDL-C (ng/dL)*
W@ 3008/08485 48 3 -1 4 0 0204 Apo-B (ng/dL) * 100r@&r/u%2087/021631

100 1 0 4 0 0013 Variables typically not nornally

di stributed, therefore statistical anal yses were based

on nedi an val ues unl ess otherw se indicated *

Statistical anal yses based on nmean val ues due to

normal distribution of the variables within the

subgroup RPP/ 225510 1 42Tapde § Patients with

Non- HDL-C < 130 ng/ DI and TG < 200 ng/dl Lipid

Par anet ers LOVAZA (n= 54) Pl acebo (n=56) P-val ue /o

/,\ﬁhanna Rac na—chana (NPl (|

Baseli-ne—
Wit ﬁv oAy tToTS | e unull\dc TNJTT 11D \/ \IIHI UL)
1182 fof‘; 5 117 7 -0 9| 0 0020 Total -C (ng/dL) 162 2 -3
4mp6d O - DLifid BardnikB6' Tr i gIL9‘0°éA inems ( g/ dL)Placebp @i93p - 29| P-value
P T < _ 7 < ¥
f, Zaédng/d% 6 O 0001 ( rrg/ 45 %asel%g 2 4Q:h§ge
;1DL c 01 g ol gnng( L) %a 18 0 0213;, 0.0001
( g otrg C mg/dL) 4 02 -0 é 0003174 0 -1.7 0.0171
Triglycerides
(mg/dL) 266.3 -29.1 269.0 -6.3 <0.0001
VLDL-C (mg/dL) 50.3 -27.5 52.0 7.7 <0.0001
LDL-C (mg/dL) 83.7 1.6 82.3 -2.6 0.0177
HDL-C (mg/dL) 453 33 427 -0.9 <0.0001
Apo-B (mg/dL) 80.3 -2.7 80.3 -2.5 0.4178
Patients with
LDL-C 2100
mg/dL and TG
=200 mg/dL Lipid Parameters’ LOVAZA (n=29) Placebo (n=39) P-value
% %
Baseline change Baseline change
Non-HDL-C (mg/dL)* 162.2 -10.7 167.0 -1.3 0.0012
Total-C (mg/dL)* 210.9 -7.4 215.3 -1.5 0.0130
Triglycerides
(mg/dL)* 287.4 -28.8 278.1 3.7 <0.0001
VLDL-C (mg/dL)* 54.2 -25.6 53.7 -4.2 <0.0001
LDL-C (mg/dL)* 1141 -3.1 117.4 -2.4 0.8053
HDL-C (mg/dL)* 48.6 3.9 48.3 1.4 0.0204
Apo-B (mg/dL)* 100.8 7.5 100.1 0.4 0.0013

¥ variables typically not normally distributed, therefore statistical analyses were based on

median values unless otherwise indicated
* Statistical analyses based on mean values due to normal distribution of the variables within the

subgroup
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Apo-B (ng/dL) 752 - 17 758 -0 9 0 9953 Patients
with Non-HDL-C > 130 ng /dL Lipid Paraneters LOVAZA
W@ n6080)54F% acebo (n=76) P-value and TG >200 % ne¢TS2007/021631
Basel i ne % change Basel i ne change Non-HDL-C (ng/dL)*
151 2 -10 0 159 3 -2 3 <0 0001 Total-C (ng/dL)* 198 1
-7 0 204 4 -2 2 0 0020 Triglycerides (ng/dL) 280 5 -29
5290 2 -5 9 <0 0001 VLDL-C (ng/dL)* 55 4 -24 6 56 1
-4 9 <0 0001 LDL-C (nmg/dL) * 99 6 -0 1 102 8 -2 0 O
3863 HDL-C (ng/dL) 46 2 1 8 44 5 - 1 0 0 0348 Apo-B
(nmy/dL) 90 7 -6 8 93 7 -2 4 0 0025 Variables typically
not normally distributed, Teb&8fore statistical
anal yses were based on medi an val ues unl ess ot herwi se
indicated * Statistical anal yses based on nean val ues

doeiemovtof mal dir stribptiron of the varifables wthin the
S thk%gh*%@p 000107] Al |references cited herein are
he shncorporated by reference in their entirety.
RR6225510 Lijid A3deats' | 5 cI ajonmm-s«f) 1. A neflhebb (of56) P-value
neduci ng an apo- <
T g ¢ P B | ev_ Basehne SUQ/L ct grou a’sellr({:eorrpr Icr%tdgg
provi di ngla subj ((ect and r'ec lé(q, ng the apo-B g 0.0020
llevel of { N EUEEE" or oug by adniiji stlering'to the ” 01170
qubj ect gt & ﬁé‘ggf'dnbl hat 'BR of a Sysl i pi dem'c agent '
gnd (mg/dL)* 261.0 -29.2 250.4 26 <0.0001
VLDL-C (mg/dL) 45.3 -28.2 46.5 7.2 <0.0001
LDL-C (mg/dL) 73.7 25 76.8 1.6 0.0213
HDL-C (mg/dL)* 47.9 5.9 44.2 -0.9 0.0003
Apo-B (mg/dL) 75.2 1.7 75.8 -0.9 0.9953
Patients with
Non-HDL-C =
130 mg /dL Lipid Parameters’ LOVAZA (n=68) Placebo (n=76) P-value
and TG >200 %
mg/dL Baseline % change Baseline change
Non-HDL-C (mg/dL)* 151.2 -10.0 159.3 23 <0.0001
Total-C (mg/dL)* 198.1 7.0 204.4 2.2 0.0020
Triglycerides
(mg/dL) 280.5 295 290.2 5.9 <0.0001
VLDL-C (mg/dL)* 55.4 -24.6 56.1 49 <0.0001
LDL-C (mg/dL)* 99.6 -0.1 102.8 2.0 0.3863
HDL-C (mg/dL) 46.2 18 445 1.0 0.0348
Apo-B (mg/dL) 90.7 -6.8 93.7 24 0.0025

T Variables typically not normally distributed, therefore statistical analyses were based on median
values unless otherwise indicated

* Statistical analyses based on mean values due to normal distribution of the variables within the subgroup

[000107] All references cited herein are hereby incorporated by reference in

their entirety.
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onega-3 fatty acids in an anount effective to reduce

the apo-B |l evel of the subject group as conpared to
woe@ansant wWth a dyslipidem c agent al one. 2 PCT82007/021631

nmet hod of claim11l, wherein the dyslipidemc agent is
Wisstli®€clagdeflissm t he group consi sting of HVG CoA

reductase inhibitors, chol esterol absorption

:CA‘ Mdthé@op recﬂéﬂ@ an B'pblB el ing @ij@cﬁ@lfd)uﬁebomhsmg%rowdlng

brates, bile acid sequestrants, MIP inhibitors, LXR
a s@%ﬁe“%éﬁ@ﬁ%wgﬂfgﬁ@@""é e eb 8 Ir ol TR bl by

The nmethod of claim1, wherein u e rou ha
adgus85a0 (6 4 SHOIBRLOTNPIE G A MEUAT I ASTBidtaE g8Btand

hypertriglyceridenmia, hyperchol esterol em a, m xed
omigsk3 tnttyeamas inais aoiaunt effectiesto reducathe eped lavel pEthe

di sease. . The nethod of claim1l1l, wherein the
sul§JHE| p%s%tﬂn?ﬁr%d&@ thdAtmeholvithteedlipldeneit agenabldneast

100 ng/dL. 5 he nethod of claim1, wherein the

subj ect group has an LDL-chol esterol |evel of at Ieast

2. 10® mgthnd ahdaineds whesein 139 dirglinidemis agenids felertsd fsem the

claim1, wherein the subject group has an

d{lﬂ—ccﬂ’f@étﬁ@t@frWMG €vdl redlictase listibitors 3ohotgsterol absoffteon
met hod of claim 1, wherein the subject group has a

DS e s
so3URb o R B0 LSS 8L BB Pl PR

rrg/dL 9. The net hod of claim1l, wherein the subject
aggnistsy antRgQNISTS ANAL-RANAI RA08ISISaNEABINISEF- at | east 130
ng/dL and a triglyceride |level of at |east 200 ng/dL

3. ;‘@p%géz}pég tBF glggﬁﬁ , Wﬁ\%ig&h]the WI6feBt GrdupenEARaSt A8 bYthe

following conditions or diseases: hypertriglyceridemia, hypercholesterolemia,

mixed dyslipidemia, vascular disease, and atherosclerotic disease.

4. The method of claim 1, wherein the subject group has an LDL-cholesterol

level of at least 100 mg/dL.

5. The method of claim 1, wherein the subject group has an LDL-cholesterol

level of at least 100 mg/dL and less than 130 mg/dL.

6. The method of claim 1, wherein the subject group has an LDL-cholesterol

level of at least 130 mg/dL.

7. The method of claim 1, wherein the subject group has a non-HDL-cholesterol

level of at least 130 mg/dL.
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concentration of at |east 40% by wei ght as conpared to
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12. The method of claim 1, wherein the omega-3 fatty acids comprise at least
80% by weight of EPA and DHA as compared to the total fatty acid content of

the composition.

13. The method of claim 1, wherein the omega-3 fatty acids comprise about
40% to about 55% by weight of EPA as compared to the total fatty acid content

of the composition.

14. The method of claim 1, wherein the omega-3 fatty acids comprise about
30% to about 60% by weight of DHA as compared to the total fatty acid content

of the composition.

15. The method of claim 1, wherein omega-3 fatty acids comprise omega-3
polyunsaturated, long-chain fatty acids, esters of omega-3 fatty acids with

glycerol, esters of omega-3 fatty acids and a primary, secondary or tertiary
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17. The method of claim 1, wherein the omega-3 fatty acids are administered

apart from administration of the dyslipidemic agent.

18. The method of claim 1, wherein the omega-3 fatty acids are administered

simultaneous to the administration of the dyslipidemic agent.

19. The method of claim 1, wherein the omega-3 fatty acids and the

dyslipidemic agent are administered in a concomitant treatment regime.

20. The method of claim 1, wherein the omega-3 fatty acids and the

dyslipidemic agent are administered together in a unit dose form.

21. The method of claim 1, wherein the subject group has a baseline triglyceride

level of 200 to 499 mg/dl.

22. The method of claim 1, wherein an increase of an LDL-C level is avoided.
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