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CARDI OVASCULAR COVPOSI TI ONS FI ELD OF THE | NVENTI ON The
present invention relates to conpositions that pronote

wanwem713¥ai nt ai n car di ovascul ar heal t h t hr oughPCinais200s/038227

treatment of one or nore cardiovascul ar di seases. Mire

specifically, the present invention relates to

conpositions that pronote and/or maintain

car di ovascul EARRHIYASCHIAR ICONP QSIERIONS on,

stabilization, reversal and/or treatnent of coronary

artery di sease and/or cerebrovascul ar di sease.

Gﬁ-present i nvention may be used

|ndepen y to pronote and/or maintain

car iihmasenuinaenﬂ@ﬁ adliths torcompesitions theap piioinosd dndror malttaione

@r nor e ot her conggfltlons used in the, treatnment of
car

Ayaseiia hsplfhdhroyeh thedreatgient fone SHMBR Gaptioygsqipr diseages. More
spo I s iy el b intdcRRon A R o maintain
cardibvad@adrthealth thromgh thegpsevieitian sfhimlitatipheewansal ghd/dr tredtgent of
cor 3 7B et el e S0 B Bkl Son
maWtﬁedlh efideffily th pRIMRSARLEmbiRME caidfIvhschlat l’iéaﬂ%rl&édgﬂs

atheroscler03|s primarily of the coronary,
condvena@@rwﬂi enecr pere qfites perhpositiousdsefds Ssittsatmanif wiriops ofleer disease

s b GRS AR PRSI e or - L Fatter

two maj or etiologic processes, atherosclerosis and
éferten3|on are interactive and result in an

ROUND OEBNVENTION heart attacks and 500, 000

2ccon A Ao g e LAY RB R iSRS Bt o

WmmbHMhSmnﬁaﬁhﬁ3UmmdeAﬁkﬁmmsmwe§xmhbﬁh0&%&“&h&ﬁﬁﬁ&&ﬁ&:Of
o I o B
prith T FSFIRVRR bty Aereblad SRR é] 1otal BE& vesssisNm@ otlé}% nfiflif®people

mich has beef written concerning the role that diet
havehyper¢rision af defined lsy ghlend pressurdief 160/9§ et lighee Fofthermore, the latter

o P BB ey T Sr P DY TP it itfge and result in an
estifadied i 0V ASIRSH IRhrt St -RRAFAS00,600GR01&SE a GE IR sl 5 EardéRiscular

associ ated wi th endot helial cell dysf unct i on.

dlseawa aachatedafor %%MB d99é118u$?c5t negngntio al&dﬁaﬂaam@ Viited Stajes 04 which

| al er
GRS P G P R e L ) i about
1940080 Iwdtealiie fﬂiieﬁ:btoﬁhscﬁlhlf d’m% (dllbl&)CSﬁife tﬂmcﬁme; fdich has been written
endothelial cells and into_subendothelial cell |ayers

COnEERIPS @_@rﬁhtﬂ@@% asdcqﬁheafacmmaym@@g@vaé@%ﬂﬁf@tdmwﬁ@rd@@ws
such tc&gx'iaﬁ sé% bx‘a!?as&ﬁa‘f Hfséas@%f} E R sl discascs,
snear orces

, ertenS| on, exes, viruse
suck a0EAD udEChlateaseiated it mndo}ha:hal |ce1m3@mmt@n®mumm cell

B
dysfi¥on ggt hsaqol i o?fdz*c &%@f&ﬁ@%&é@hm sﬂlﬁcﬁ&‘ﬁf&ﬁ%ehal

|n en cel | eS|on an tion of
cells emcbmttwubmdoﬂahal@plhhg@sﬂlamdmpmq@o'pscolawaib Lass of endinghelial cell

mte%tlilt?{ %rnlgjagrtlerr] %mcgon ocows gsl aarresu}(’é%k slh'ear forces, hypertension, immune complexes,

viruses, excessive glucose and/or hyperlipidemia denuding endothelial cell surfaces. Vascular

endothelial cell dysfunction likewise causes a loss of nitric oxide (NO) mediated physiological
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A link has been established between inflanmati on and

cardi ovascul ar events nedi ated by inflammati on-i nduced
wdyedoincise on of vascul ar endot hel i um cel | s suchcagistms/ 038227

exanpl e arterial endotheliumcells. Even mld systenic

i nfl ammat ory responses are associated with significant

alterations in endothelial cell function leading to
vajqdilation.<ndncroasein endathelial sell adbesioniand & migrationof lsningytes,

mdcRipHREds G hﬁ(ﬁ%&&n@ fn%(fh?%ﬁb%n& S| \Qascétﬂ%o Ce{’i'% di al

i nfarction eros er osi e chi ef
undek linki agbeza esisblised byoearitilamhmativh afiCarddbvascular events mediated

Atherosclerosis_ is a.chronic_ disease that progresses
byd’%fgfﬂf’aaé’é’ 6 dysfmtion ?ﬁﬂ%ﬁéﬁﬂ@ﬂﬁh%ﬂuﬁwﬂﬁsqcb pssfor gxample

ool el BN Rk S Rl SR e gt i

SIgmﬁczmb alteragions ih endothelial vell fivbtite bdimgto iintraasddetrd@sascular health
r traunm, wel | acc unt for the

sSSP Gt s e m e et s R aeh. Howsegor

athbllomosxsq%sbméﬂuﬁ&r@ﬁ%%hds@éflﬁy&mﬂi b &ion A gé\?)?iér 2

stress, such as theé furcati onof t e carotl
chigpip diserseibeatpiesessses aver deaadesioflifodhflamhitionalayeavoldia both the

and macr ophages beneath the
mnha‘ﬁ o?ﬂﬁép%n%r&s ng%c,s%’ﬁﬂ%ges may engul f |iquid
d r opltietccleosib@epbicohdadR s lah Bberhtifsith dSRfnd-Realifiin arteries.
fornation of atheroscleraotic plaque. A msconception

Repspied pingr fraymazapay well H%Pimt@fﬂﬁft@@?@mﬁﬁhervwlmlstmw mczstly at
mafr bR VR ﬂ%}é"& sﬁ&t St QNP SrlocH AR Qag g'cn}b”a%: %%gag

car di ovascul ar eve S | n woinen,

cargfidatténg @p@e&@eﬁ&ﬁ&uﬂaﬁe@bﬁﬁ@%ﬂg mowmemsmmfm bﬂ’inéHéBytes and
by &‘r sti.o been rai sed regardin
8@?& gheg SEima i Mhefe Siasreplages B ReETf it Gopletets
becbﬂl@%ﬂbeﬂ@%ﬁ%a&%@ﬁﬁﬁﬁﬁhofm&% gﬁgwausal

women. However, in nmany 1 nstances care

pr o\ r@mcdpameembahmi CAEYprintesily pfecte fneﬂONhitH’tbere is aten year lag
wonen due to ot her

| .n I
betl S o T B PP o BT oo, S/ i TR e bl of
deathb @D CATRY gfe@teltlﬁmﬁieﬁthaﬁﬁﬁﬁ&ﬁke&hﬂy, \Eé;*ﬁ& hhve b%erl}gﬁéh

provi de menopausal wonen, especia ose Wt
rega(ﬁlas\noslmbbl@mfl@zﬂsgﬂ@r -[rofectivebaticfity am@b@ﬂmgbmne sepladement

ks. that th
BRI hBLEE F08TR b nBiFineiires bRt ot tave.
abandunbd tht uf hcﬁﬂloﬂef RplaeafhCher@y foit M@IopSHEAIWoRh Sue to other
0 nutrltlonal suppl enments have typically
potisaﬁg':ﬁﬁgéw gﬁn heghehormeneaenlasament gerapy @ap canfico Aceskdingly,
R My

Carctiqvqsmla chsbasbowélrmaragstbanm&yzettmsaﬁskb,l ood | evels. High
ollgmch s of hom)c;y i ne have been associated with

fhyre 2je manycke s thef campeentebyts tq the mitfagereand
@s@i@ Bpithe?o 18RS i enfn i i
proggar d? ovasc uS lar h ?gh{t’é%%ﬁamh%%%d h ﬁ}aﬁiﬂﬁprowded
only\presagredipnifenthé promotibabbsrdiovasariyrdsalth. Basexk@iple, physicians
con‘%gl% }‘5 It)rres?c% & I%hcg gcup Yor Q g“ln fr:plgqt)ct]sg [)f lowering homocysteine blood

levels. High blood levels of homocysteine have been associated with an increased risk of CAD

and CD. There is therefore a need for a composition that broadly promotes cardiovascular
health.
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coronary artery di sease (CAD) and cerebrovascul ar
di sease (CD). The present conpositions preferably
conprise an effectiveanount of one or nore endotheli al
cell anti-inflammatory agents, one or nore nitric

oxg@gﬂg%ﬁ@y ents, one or nore

ant i oxi dant ﬁ%gn s an Ng%g}gr nore platel et

aggr egaThepresentisvention relgtestd sompatidhofpaRiHiafatiReBhithahsSor other
prom)t{s? and/ or i ntai ned though use of the present

& oRBEIS 9 RGOl DE i eOWEEH AT enlta hraseh pravenii,
engighifiakibrlreverl ard heiRh b Bl Se e

gen.erlat [ on,rel gé\]avi aéirﬁi{l{r oxXl c'%%ﬂt&ggrtd%o&%c@ %ﬁlaeaﬁ s){;s{ugli; % coronary artery
agéipeage(CAB)) and cetebrayesesleintisese\(@D). IThepieskEinpOsifie PictRibly

nef nlgds f or treatiﬁgoﬁwpunan or .ot her ani mal

b
AcTRURISS B SR B 0 or g st sl miafaraTaigy agents, oneor
ef ek nitiCodEPeRtratih pRARIAE ad¥Rs, Bn€ BARLR ShiloRldak %g&%néseand one or more

anti-inflammatory agents, one or nore nitric o
g letplstaegrastion lepEiing peanfe flasliovesvelavhealtivis proamtddand/caniintained

a r re pl.atelet regati | oweri ng .
b us e collRisfiol Sl Pine AR Aot e afendottital cll
h eiaflacmatibhdow mikdd dxide gefierstidh Sovw Widhlﬁrécﬁxﬁtz %d’;ﬂactlelet aggregation.

adm ni stering to humans or other animals by oral,

i nt r apetiSPERER Mvention Hkaydseaueyides nisthadsforttrating a human or other animal
t rEnaei U | l.ar t esof.

admi ni s.tratlgo%dgnhedr%ér %rg&%gﬁa’%@%%ﬁg& © 3pQumiof ue g more

i repdotheliglrell Ttieinfanermatoty apemise orie of hokd igivoside Ehendtidifomoting agents,
met hods of manuf acetngs:]i g conpositions conprising an

o PSS PO ARSI GEeriandgne pighere plaisit sesragationdeyaring agents, o

Arpémot il STy caR SR cBilar RARH, bl eohgs
gm(atipn pr om)t? ng age_:r?trs, oﬁ?eg&t%?ﬁﬁ‘%r@ﬂ%n&?ﬂm

a ciing tqjmglamz ormﬂlege/lquhw oy Gﬂ'fl, fmggfeeiggjeﬂpiﬁtrh@lﬁﬁﬁd, Atbcutaneous,
a ronot e and/ or i ntaj n cardi ovascul ar __

n &2ftcitanjihs 8 TR Rs RIAF ot s ove arpeorpsRsmeRitons ofthe

| preséit irvention. provi de a conposition effective in the

prevention, stabilization, reversal and/or treatnent
of one &g PreEnbnveton iewise proaidesinstbods oS makifatiriag catpeeitivns

(o] 9 WaT- XN 0Ty ] lon_ is to vi. de af

c oomp RSl AR Bl iR oMo riDigftfrmatory agents, one
r evepsalitrieouidegendrition promitin®fzefie) 0B 8F Mord hhRfiast 2BGHid one or
and/ or clgr ebrovascul ar di sease. Another object of the

p FE’%‘?WG ﬁ?&%ﬁs%ﬁ%lowgma&ﬁgmm premelg apd/praweintasnetdiodsollar health.

pr eventA:R&din L hd At I nd/or .treating.on .

or rmr:;a\Al car digg’\q/gbé%:% éragolfst,}ée}\s%@ l‘r&g%t}%ﬁgérp%g ee%fon&o%{]%e%‘ecuve
preBeprevention Stahﬂgla'?OHSl'eVﬁ‘S@ axal/or ﬂeatﬂleﬁ@f%}em? hdRstariovascular diseases.
prievent i n tabilizing, reversing and/or treating one
o@ﬂ@?reolbkﬁgﬁpéﬁ’cﬁyﬁé%% PRIE&RISVIderSafromppsiticaionshe presntion,
PEtetsiBAtion, Rvasdl b&%r'h%at&@nt%&ﬁf rgg;] Qife%;?l'ﬁr '.‘D‘ Q@ aﬁ)é/or cerePll:ogﬁ?u]ar

manuf acturing a safe conpositi € preven
s#ise§5e. i zati on, reversal and/or treatnent of one or

=53

nore c tovascul.ar di seases. . .
%gther ogjegt Srfhe presen mven%on 1s to provide an effective method of preventing,
stabilizing, reversing and/or treating one or more cardiovascular diseases,

Another object of the present invention is to provide a safe method of preventing, stabilizing,

reversing and/or treating one or more cardiovascular diseases.



Still another object of the present invention is to
provi de a nethod of manufacturing a conposition
wehbwaride i n the prevention, stabilization, regemnsalos03s227
and/ or treatnment of one or nore cardi ovascul ar
di seases. These and ot her objectives and advant ages of
the present invention, some of which are specifically
descri b&#ohFr@biseliosths prepet invgndiomisto prowide a inetharhef manufacturing a safe

o Taestighf P pRfch BRPRe S Bl e e o e
a cindiovasculldr dis¢asat | ng t he netabol i ¢ pathways for the

desat urgt.jon_and.el ongati on of Orega-3 and Qrega- 6
pol yuns S@L?”Sthé‘bo%e&? qf{he prgsent mventiopds)io pievide d metadhof manufacturing a

5 pr Liti . | NTI
ot B bR to A For it it of g or more
t ocadigvasaudar diseasasver al ri sk factor eval uati on nodel s.

Cardi ovascul arpatient.s may be and often are .
cat egor ?lieéﬁmﬁa?@lgﬁo%??u‘t’qﬁ éﬁl‘%/a‘ﬁ antagshef therypsentanvgstian seme of which are
i plécifi@dy 8éseribeRagdothRSha %Flmk | i
ch??ca_ct.egr’i stics found ina%ergf’t y |Er’1%%4|pg{1e%ﬁﬁson%wgfletﬁlae\c}e

b edescripgerandickingtthas fallawi onal epi demi ol ogi ¢ studies to

10 appear related to the subsequent occurrence of a
particul ar di sease. Ri sk factors typically are not the

c BBREEP DESCRIPTIONSOF TR bRAWMINGS maybe nodi fiabl e,
such as_for exanple eating habits and activity |evel,

as wel | FISUREohs pefartillusatiag thewadtebalic fagiwagx fanbl desapeation and
£ clongBitd SFRABAALE R eI RO Al ity R AU AR and cicosanoid

ageabictkined wi t hhundreds ofrisk factors and is

recogni zed now to have a conplex nulti-factori al
etiol ogy. The presence or absence and the degree of

SOYETAINEPDESER R TIGN OFPHRIRVIA TG {0 the creation
actor eva

of multiple risk f uation nodel s ai ned at

pr edi ctGandjovabmilar hatientesandk categosiz@iicditgNo ahPendbIEReSBSsk factor
i.nterve m Hli m ze or prevent the onset or

D PR oo b e kg pgencaspeatped biskd on their
{ el GIEbHAIPANTRIGS i Bd08S Parfbif Lol didils KRS heattny

| ongi_t udi nal e%i dem ol ogi ¢ studie ee such Tri
20 ¢ dndrddualsilat beveibern notsd &l ebservational spirénnielbgic stuflissto appear related to the

| SRR b LR RS A o5t BB o

8 disedzt RakZaohsis kdayios a6t faIDaRA ' ' Ande

KM, WIlson, P.WF., del [ P.h(sh;lﬁ%édgltngg%ﬁﬂtgﬁlgblEur o%cggi level, as
el asmep-mrpdifiablsysich as fox gxemplsaga-ess peridsuopandal ¢rhead)aubstatus and

1308k |, Gieaf naryHeart D sease, | .
ai nlyijgﬁ é’r g%)l %e_, Hﬁecomggg@é%s W?@@d@g&d@gpﬁrgk&ctors and
25t Isgedognioglam tShaicaicympléx faticth@dildtioldgy TR $RRence or absence and the
y and Eur opean Soci ety of

Ather oscl erosi.s Soci et ) [

T8 R of Py sl Bctom s Iesioar etion e muliplesisficta evalustion

€nodéls aim@ & predicting the chances of developing CAD for purposes of intervening to
minimize or prevent the onset or manifestation of CAD. The most widely accepted risk factor

evaluation models are those created from large longjtudinal epidemiologic studies. Three such

30  risk factor evaluation models are described in the following publications:

15

Framingham Study' A Statement for Health Professionals, Circulation 1991 ;
83:356-362;
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The Cardi ovascul ar Ri sk Assessnment Al gorithm dinica

Chem stry 2001 ;47(1 )28- 30, Proposed Cardi ovascul ar
weizade/oasmessnent Al gorit hm Usi ng Hi gh- Sensi ti vPCY/US2005/038227

C-Reactive Protein and Lipid Screening, Rifai, N

Ri dker, P.M These three illustrative risk factor

eval yati on nodels are well known to those skilled in

t he 4rtp rpnpey Risk Riefiles Andgrsom KolMe Wilson B Wt Qe PML, et

' At | LI h .
o b O SR C R RSBk U RO ]t Prvnion
ofiGogtarg HeartDishas\iaSliriidabracteS R & e asAidnduT theelayk Faws of kW,

noder gt e, hi gh andveryhi gh risk categories. Each of
E‘Fﬂ%‘fa%g%%f‘éy ?f&g%aia% kRufopeap oyheasalpronis Sevety/@ddiugopean Society of

R U Gl 13 0, 07

snmoki ng, "hypertens hor ities,
f ani Thet{Tasdiovaggulad Risk disgessnsentiA lgbréthing @linicab Chempistry 2001 ;47(1 )28-

SR a0l AL ool G bl St
ProeRRn@DP{dSNehiRg Kifl, Nd®sdeep . many risk factor

eval uation nodel's have pl aced heavy enphasis on
assi Hiesaidiraciibustrative risk fantorterdnativemodstsraat wejl lemvarto thuse

Lti bl pod Jipid,profil.es. This is the
sARARPRE bt ki Bl concRof B8 bt Gl g bl ommodets
allbWaiealth ppefessiohdlio Asseds @fchrdvastul@ patidn@WiskioBhrdl@RSdulaY disease

| i poprotein (HDL) and high | ow density |ipoprotein
baged o Yerylqw; lew maqdgiate; highapd very highyrislecategeries. Baghnf thg above noted risk

1G4 I (el ch _as_CAD.
B oA p R AR R AT EES of B S s e
hypatiehsons lipidiabiemhiatitiys, Aimitphittor§@dbads ahditle Miedbifiafor ddkdininants of
Lti te(h% experience a cardiac event. It is estimted
¢ L‘ij‘f’é(f‘slag]? APT&S one third of all coronary thronboses
0CC Uy A ukilIthoHaf 4o Wiy RO dRfasl R bbGATLLLALRL] Y
recogni zed risk factors, such as hypercholesterolenia,
depagese memy sk dam_tcanmalm'f mndgls 1Bvé placed hentty émglhdsis oft m@g risk and
actars r i.n the focus.to.proppte car vascul ar
e SR R o b e B e e Bt o iy
yeiirk 6fheha/bedk Sn thYRGhdieaid kit 4 ﬁo%i‘lilfi PhrofifeS TR }Q%iq &eeglggfglﬁgprotehl

or elimnated through various lifestyle cha
(HDL) andehighy 19w densitwlipepiotaie &3} chalestera lqvbly,ss thé mgstdmportant

' . . t he, h bl aod | i pi.d
BB RSES bt B ELH, 9545 R B
screeningi failsto idemifpalihostS0RF dtsdual tHatul@eatbl) ckg¥iBice RLRAG event.

els for the prevention of various

lipid |ev
Ieigcotptes i Pasey o e Sl il pseprRydbrombedepapur among individuals

i TTE R ROy RN B AR PSRt TBP R '
hyptetgnsirnsnd smokin. Btilh hodifiablb sy faans rdninthefoesenpenole

bsence. of .ot her nodifjable or ngn-nodifiable risk i
carf YR heql | pRRIgS s ArLHipple il fogters. Modifiablerisk

facRRAh AP AR K B SR oI IT- e éﬂaggeyé@g%ragca%ﬁr&e

_part on an appreciation various rrs
biophketigabandphysislogepadmeaters. a car di ovascul ar event. The

chal] e lies.in screeni. tr te qr )

AR TN A———
and @@dent Bk hivddkéh established to lower blood lipid levels for the prevention of various
cardiovascular diseases. Modified dietary recommendations have also been specified based on

the presence of specific risk factors such as various degrees of lipid abnormality and the
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associ ations that affect norbidity and nortality.
However, no matter how strong the rel ationship between
wea pwroridael ar ri sk factor and cardi ovascul ar dPeEAS2005/038227
if that risk cannot be easily nodified, the value of
that knowl edge froma public health, standpoint is

onentially dimnjished. The greater the ease of
PRSP SRR R o hermiartinkle o nomifisblotig fptort dapid weting and anti-

| le,th trat
yE\ccor di nl‘éﬁ?’ﬂ? conéa’erm Pmténs dé?‘{ ?\Wisa HS%BP’&%E?’P%JS@% iation

of sarthueriskrfadtors before g oty aftey Mbl\l'a&hﬂeﬁ* evnt. Uh@(ﬂﬁllenge lies in

c¥art| cular]y benefi CI al .due to, ease of inplenentation.
EL;TFHQ Qrgpsequential Tiskdaciors injap pigamnt tridentiBivpad siodifieble

assf%glg%dg?? of tener ai [Ie(iajrf hghtg %;e&éijtrg_grllgl (?@%JSV%% léﬁl\érelatlonshlp
eme@e@y@lcbbr m@fmﬂortand adrdiectculan disdasd, ifdiat Adkeamiods @85 On

el BEVRE 5L B S imdioagifona Bt FesB Rascpoal e ooy o
dirAigisked! ’ﬂﬁalérdatepﬁle €428 ofinpERichtidd aerﬁéﬂ%%fufnﬁﬁg& Bfon

npre di sease states associated w agl ng an or a

ehmwa‘llqwr@tw@p moes \fahlgblc thediratégynAccBrdinglsk egmﬁwxhbmd‘ecuve in

Pt %?@{/0?" dg'%r"n"l'%crl rr:“%ég‘iak%?rl g‘\érvﬂélﬂt G a@%‘ﬁﬂ\‘aase of

imptersedtgiopr ol i feration, cellular infl ammtl on, cellular
adhesi on pI at eI et ag%regatl on, coagul ation and

adv W@@e@tcomp@@)ls Frothengby formulated to

togf?%i?*g‘é%& aﬁa%‘f’fébf%“%ﬁieg’?ﬁ oY GRS R G e

nn@hglemgi@rogFesmoreofaﬂpioecleresls: Sughdsitidtion md}frogré@@orﬂif gh@dkElerosis
venti o (g.e forrrullag%]gd to effectively decrease

A6 Pfrelre of At o 7 W OF e oEIEHe CseiFesh aneloropeorsaese

d15é‘é|§é ﬂﬁé&%ﬁ@&h‘t@&‘mﬂh BahEAdfor &1 Qéaltﬂ &t%%gfh\xkg%dd}ﬂoﬁ Xy factors

decrease pl atel et” aggregat | COMpos|
inchyfle bu are potdisaited to low enmoxmiantrmiy\h‘@ Ibwmitid @tidsaNO) g@léraﬁﬁh, smooth

s ol ™ Bt ony S i dhePion aile ekl epsgyiation
andrade0gal dedted bisdprbdiet (QIGM %ﬂﬁ@ﬁdn.o@orﬁﬂﬂ%oﬁs dt'the present mVFntlon

cardl ovascul ar risk classSifications he practi
are fqmlated {adlertaarticwlakey @stompatdlsvmulan disease. li?urmcampb;a

[ eral renterall uch as
confolfitn &M HisSy SvEIEh e bE etmpfcd b BN Sl S
mﬂammmmammsadaésmnnmm NOMeRbratiRL i &8ase Enuomdant act1v1ty and

adm@%{q?t rati on one or nore conposl tions of the pr esent
decyegss 66?8@9&3%%@“5% COIROSHIONS A the peesen usfcmuounmybe t he

B R R R R T At A

dosage forns su or i an‘pl e

cardicvasontar patienis :Btestaldmhsihyeecogmked@ﬁ]s BidloLevaltiaigol h@R]seF ,

car n nd troche, nutritional bar or food item
08’?‘?03%{99\5 4915 ut abl e powder or shake, sprinkl e,
senIheq)eAch& oF i 18%enfén ihiSives bfiBimis@lNe & %%%Jr%@

be eit her chev\e/gb ne or égorrpresse %%l r??gt?lerre S cither
enteg@ Qypglt'@gtg@lalyswﬂlnasby orahlintoapsrtoned, mlimlenmﬁ,ssmbéutaneous

ntiaon a wever, compositions of
e s 28 el r R i RAH e B comoBHa e
presbﬂtﬁlﬁ/emohozﬁ boss SR orGhord coty¥ibns'o? the Prekdr vitliib nfy be

l'i qui d.. Al though any
manufactured in one or more dosage forms such as for example but not limited to a tablet,

caplet, capsule, gel capsule, chew tablet, lozenge and troche, nutritional bar or food item, soft



nunber of suitable dosage forns can be used to
adm ni ster conpositions of the present invention,

wonedfomrae dosage forns include a single gel capswiSen0s/038227

two gel capsules or one gel capsule and one caplet or
tabl et. Conpositions of the present invention can not
only be provided in various dosage forns but can al so
be chesresenstitatebly ppwides ershelkea snriskin seii-sodicl sawhet ouiibs Hlgee Any tablet dosage

regi E l0s of _~on r re

ComBENS g fter R ol B st S sl S om o uaposes o
adthepreséneineehtibi istalpel dapsule, Hbwdvet, SompbsHiBaast the'pitisti irdBion could
in.one or nore dosage forms. A dosage can be

ad HHYS(oe inearparfer juto # foed progsher amosider famixivigatithattiqid, Although any

I | h schedul e. .
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f oinvertios,ipsdferret dowipe foirad incttdearsingle el @psulepivo gelcapdules or one gel
treatnent, for inhﬁ;nittent adm ni stration during a
pefaPdte i opp eaplehrigbletor for consistent adninistration

and/ or - Chingésifohd Gitle FREEA ﬂiv%ﬁtfo?tcbl%bt gl)cgﬁrtofﬁg&iolﬁ Vartbdb fosage

periods of treatnment optionally consi
i nfoemsibut carridope edmibistered imactérdare with varibnedpegeireghnensf For example, a

R Bhn e B3R B SRS By Bt e o

Pas1i t6 ab adsapd 16ty drddPbnelop mbh dobagk R&iis WARGEL Do ddninistered daily,

bei ng adm nistered. Preferably,” a dosage of one or
no¥e CestfsatadmigHetien ox dveryithesdaytor simitarsuctosshédslepireg uritatmittent

as, il L+ S (¢S of. or .nor e, or.al .dosage .
bRl 3508 R0 B R 2B 0528 o

d etpatrakint) foriermittar flindiigigaioh Atrifig $ferl o8\ treatfne@Ndrifof ®nSiStent
many .as 20 dogpge units could be adm nistered to a

D a‘t‘%@ﬂlﬁtf%%map, of wicHyHient adgninipEation durngione®r 1UTRRsigdeof treatment
u ) . 3 [
BB IE Tt 8008 Rl SRSt o

I m@n«fllnmmEMIBorobnt_})_ﬂ;]aﬁnerrt dopendinig mgﬁmﬁﬁrﬁfﬁira_t‘scﬁlﬁl&g;ktlmt or health
speci,fi erein. Th ni rum anount . of ingredients

S R 91 B TG o YR cAPRORHOR P PRI, Profrzbly, a
Paddsage ek ére dr ﬁﬂﬁ'@c@l‘d?ﬂéiﬁc%ﬁ of\Re ﬁg&gﬂ iﬂ\‘rz‘eﬂﬁ#mggrg jdedas 1 to 4 dosage units

adrninistration through to t ate o
exqfionaeri more argl dosage fflams foreonsisteat sumidstatiors Howeves depending upon

R B BB 23R Sy AL 0 R oo
C Gatieit BailyproghizRB NS o ITWRSAe e AR ﬁgﬁﬁdi ng to

degrade to conpensate for such degradation.
provi difgosese fene enraurneanpssitipnsepf the present inventici mgy ¢antain larger

d i 08 i [y Sai N d t hat
oGRS PO or g iR e 420 B8 e ket T PR bR of
ofingradienity spectiiddeicinaefeui the Si@airh bR6uR 6f thé farfuls HetedRAl t6'be

| abel. . i.s provi.ded uponadm ni stration of the dosage

t XS upen adeunisiygtien thiough te s deimal Biedirh expiraticenen sab Forthies the
P : Elsafs M8l HEPSer, si%br@? ?5% {)1% Aginy fn&%]eal%gtg {ngﬁ EQ %Pj egt 40 degradation

ventl on conprise 'an efte ve anp

e rofatt tingd, the Hosage hush oditain Iafgepamouint oy the@endrélienBiedig ta@igtide to
nitric oxide ggner t.ion pronppting agents. one_or nore

arfPBRISHA M Such Srgradation, By prding lirepramopnts of ingredients tending to
AGBEEEAVEind iR WRE H s P2HRIL Sisurb@that even with ingredient degradation, one

hundred percent of the ingredient amount specified on the product sale label is provided upon




pronot e cardi ovascul ar heal th. Suitabl e endotheli al
cell anti-inflamatory agents include for exanple but
waneernaid4ki mted to essential fatty acids ( EFAPCT/US2005/038227

including Orega-3 fatty acids (natural and/or

synthetic) such as for exanple but not limted to

ei cosapent aenoic acid (EPA), docosahexaenoic acid

( Deitpingstratioalof tha dbsagethenglto i splecifigtl Aypiratiar dateashowreen thé product sale
%aAB fatty acids, derivatives of EPA, derivatives

of derivatives of ALA, fatty acid conmpound

der | vat IQ6BDoSitR ofifie hrsdenSrriidrfooRiplisd 2 e ffbdtigd ME 6F one or more
IEm{ohol i pid esters of linolenic acid, ethers of

othelid celbant- mﬂammt@'y agenisee pampe airioixide gensration promoting agents,
| fatt aci.d ounds s Jbut n mted t
5 pnBR RO FRERAR S Bio% fRgP ke Biion [ VeiiEasbtls o
p h pfopived dafidvasiulathcalitl. ShitBlRleBddtigeliaicky ali%flﬁl}ﬂﬁmﬁﬁ’to%jf @gehts include for

ester of linolenic acid, and conbi nati ons ther eof

En grnle but are gt limajed fo gsprmbial e asids (E@éhm@um&ﬁamégee%faﬁy acids

" B GR  O0a 0 AR o UKL SR B ),
b sbubsiticeienty atxeISA R apht inohmef AL dbrvatiossof Qo3 fay

g or, greater rovide ca vascul ar prof ctlve
10 of peids éeqvaﬂ‘a?aaio I%Poﬁe Herfvah‘ﬁagf Sh&, Ay %fgﬁg‘% agid compound
r
p @&ﬁraa&és e i ne&a@g%t b%%& %ngﬁtgrﬁ%?? ds?.') RGNS RIoRAE acid, ethers of

liprd pro aS|c dietary
n e énderacnmct@ddtemb detyetivas offinolewic bdid; éatmaclé corgpouadsiudhpastbut not

Sﬂ"n@c@ h?t@gl&ﬂghnze agers Jr iRl gcala,%'ilogpﬁaujdgl\/\%{er gfl h‘r)lolcelnic acid and
gipelbterdoPdtcd B Imvietic AEH AR SothtiaBoNs RSN B SBaPied YRS Ammatory

arprotectlve effects and inproving blood |ipid

15 pr egants are presntia he subjectopmpesitienss ieian amppntisificiant topravide a dosage of about
car S
ALY o RS bt e BB el Rt P Eo 88 o

f apfomdaeard@v@mﬂa@idt@ﬁvﬁmmtadmﬁoﬁ fobbsi©dibtary sieslis afor@preferably at
source_of EFA, the present conpositions contain |ess

thalppua%s qF grz%@ﬁ@mqw@bbp%plgl prodiledn pgsitiondewrayiding basyy digiagy needs

L T e S
20 ac blded Mgl}&migaevsls fmadd;uommlpdmdmg asicalivtagy rietts antgiarckbmlﬂar@rotecuve

g&‘?ﬁf“@ﬁs EHREDA Eté’rl]‘;oéﬁlpé eSOEL%g I eta%ld% dg&%{/ﬁgﬁn ale cardiovascular
' nbéﬂ%ﬁts 0fbhfeed-5 fa%yﬁcldé & bbsPilliGlatel WPk iitReQNgnﬁzﬁiﬁEtﬁdt Qkhega-6 fatty

this ratio by abolt 5 percent to about 50 perce
th la@dﬁgahe often present o fish odhuted s 4 sonme ofEF Ay ithetpegsgnt smpmsmtontam less

© Al gpont Pibofi B BB B AGHC L0 Bty S N T o about 5

251 S il T kR 6 TR 261 HRIdBEagé. TRE typioal i rhtRNIf Onttigh-b lfe@ty@&ﬂéi@ Omega-3
generation pronoting agents include for exa

o Giioih PR RIONSTG e P o Ve 8Bt  parorts sanderd

I A [ I f
aC| %ggu solrdg(’@%‘g ?faﬁg&ﬂjﬁrl va ﬁgll\ég?o% b?ﬁeive%ﬁ)géb éowenngﬂus
de kit Y kbR 5 Pércdndloabeut SOBdresan thrdugh tefusd eflamatriéienallor dietary
netabolites of folate, natural isoners of folate such

as StnplemeRtaoppesitipprcopfaining Onaged fatly apidssyuch as that of the present invention,

30 g e e A B i RS " Ger vt ves
t her eof Suffebleatitriy bmdeﬁ@herﬁtﬁmlpﬁdmtdmg hgenis dnchudle €br axetnple but are not

d t f, 10-f trah d f ol
e V%Lté\f@zrap z{lﬁa{;@gB@ @@f‘(gzigiutannc a0121), fo a?e Ir)r%c orrsoof%oﬁc%md,
5 10- net hyl ene- (6R) -t et rahydrofolic acid and
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derivatives thereof, 5,10-nethenyl-(6R)-tetrahydrofou
'c acid and derivatives thereof, 5-

wobanwiomaae- (6S) -t etrahydrofolic acid and deri vRCTAS2005/038227
t hereof, 10-fornyl-(6RS)- tetrahydrofolic acid and
derivatives thereof,
5, 10- net hyl ene- (6RS) -t etrahydrofolic acid and

prevesorsf folats; dertvetives bf folic acid, derivatives of folate, metabolites of folic acid,

z | - (BRS) -t et.rahydrof ol i c_aci d and. .
B OB SR PR S St migto 69
tetrilgdR@lic Aiitng ABINMivtd BErSof] m{eﬂgﬁ-(ﬁ thth@dtrofcHe AEIA Snddf

folate are the subject matter of U S. Patent Nunbers
desivatyys therepfatforrayl63); tefoydrafobie gsist and derivatives heragd; 10-formyl-(6R)-
i Lr .ent. | 1 Lohe L oN.
o el B B O et B PR B Wi anc
dezivapes thicteof) S, liOAnethersMBR)tHetdhivlidofdlie atidtagd dértvatites thereof, 5-

T T, T

(oMo o o AR AR S T A e R Y Bl Brofotic acia

andidetivatiyestherdsf, 5,0 nectipngk @RSpleprahydrafoliamidiaid deivabes thereof,
. t o,about. 15 t ovi de .enhance .

oy iviaBd AR ayatngBftee s FORRTRP GBS VBB SR polate

aré @k bkt istier SN TeRM NS, 397985 Ak, BHagha hﬁé%@gﬁféng herein by

still nore preferably in an ambunt of about 1. ) .0
refgrepen in their mejirety ANitre ouide gingrtierdprometifigegernsoart presehisn dfisulyect

' ILti t th.muscl.e rel axat,i o enhanced. NO,
cotfpoftidt b e Gpr 3B THG S G et g BRI 30 jo moct
dieury uedds, preferibiyin ad anfguritof SIS BB BhbH 0 /iy t6 pRIHIB RE&Sh

cardi ovascul ar benefits such as protection agai nst

uselerdasations enbanced NQywnthaseqand the hke, myadditiomsigidietaryinesdymoreon

ny

e BURCH o fL21EA G BRRBERA R Ry
beasfitoin additinh tovirhéoticanstieviasation, @nhattcd NG sitiase Mt tiem icvd, still
S AR EeNE A A R
ca%&%uﬁfbeﬁéﬁﬁﬁ%&é&%ﬁ&ﬁb Emgc;th %ﬁ@&@ﬂ%&a% [%ﬁ-lﬂﬁﬁeeagld

_Wlth an | ncreas rs DIt 15 we
dictary adeds, stbmiost hraferdbly inen amownt ditzheut 2 nrd ta abaut AHmg dor ezt ne

e A bR
mé0 WeAdetion foGhiobth@istle RkafinS@hRARSINORMRAsE

ShdRfeRhyneeds.
potential beneficial effects on cardiovascul ar "health

t hr othglsaaddotisarid teredurd dffsnsheriatedwithemdiovpsaubar discapisdsatiractive

: ' bl | din Gradatipn, . 2002:. .

s Bl e e Bt I O SR, e 3 evidence
thdBhigh 6loyd ordflisiha 1evdls dfllocystdMétard dstdefated 3B 3h increased risk of CAD
ané9: 686. Sui t abl e anti oxi dant agents_include for exanple

GO Kisavel sstablishad;teat folis agjl {foxyersiplasmp heraenyBiriae lerglsi Pnly a

gk e B A S
Hdwewer $tic 4oid tak pls@bden sligwieo etert pohitad benefigisl eﬁ‘fdts% on cardiovascular
acet at e,

- herol, tri | ypher y| , o
e R T P oE o KRG T I o B ghigsted n

CiRbEldioh3dob §65:9f A;Fﬁ%oélaz&%;@ BRhBbsis, G50 V&é@dz%]rs\/ﬁﬁ% | 2001:21:1196

ganma-t ocopherol, derivatives of tri net tOcophery
anhYetiion 200%1€9:686at i ves of tocopherol succinate,
precursors of al pha-tocopherol,
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precursors of beta-tocopherol, precursors of

gamma-t ocopherol, precursors of trinethyl tocopheryl
waceaicares42 pr ecur sors of tocopherol succinate, PCT/US2005/038227

nmet abol i tes of al pha-tocopherol, netabolites of

beta tocopherol nmet abol i tes of gamma-tocopherol,

tes of trlms t ocopheryl acetate
ot S BEoxlant aseip ey EGompisimtare not rmteckto ftamin C
as OI%%] %%}M ophe ner g
¢ ahgggﬁ%a tocg E &%ﬁ | Soner’s g%ﬁ@mﬁﬁé 1% %ﬁp;&%ﬁﬁm§ﬁ
Vlfamet%mhaslmoﬂmhnuted totalphaslephetol, beta sdcoptictol, gdmmawactopu@@l
g col flerlvatl s of toco rji enol, agents having
Spphiens| aestate; tosaphetplPussitco deryaReEs PS#ﬁhq—wé?}é@?ol

deﬁ(’ahﬁéﬂ T bbta-tddoBNQBO UL R ratitR ro? E’ﬁ‘ﬂlﬁh %Qt xﬁﬁ'\'}es%? frimethyl

limted to beta-carotene, at ei n, af(an
toca@emd BEHate, denva,tpcmﬁmdphcrol sy, pmnmrs gfhajphaatepherol,

neu 0S orene ctucaxanth| anhydr o uteln
St bEnlo focapfer Oqenrfmy

eaxant

tocaphecbzl a@dﬁﬁﬂ@récﬁs@ﬁ@%ﬁl&r&%ﬁ&nﬁf& 1&EbIRRE of d(llﬂﬂalt&@p}’ie?ol

oneri ¢ proant hocyani di ns, anthocyanosi
mef ‘P s196 bria-toponbiereh mptebolites of ran @torapheroh anatabolies efitimetisyl
t th bj ect
G i L e

betzptmd)pheml asoman fof gt totopherod isbmens ofigifietyl tDEPhRIN BétAE,
a Anti oxi dant A agent anounts may

i nto.the co oSiti
isomers of tacapheror gﬁ@ﬁ: fi@getpﬁ ftorrb dm@tnfeéaﬂpm@n@loamh@m
Vitghin FeRfdtioRdNE; S8 €6hbihatio ér‘é& ﬁavfoﬁ& égﬁotel%mdsts%cgas

partl cul ar anti oxi dant agent I nc rpora

but getlpaitdditp beta-caotenelatein, elpla)fartthlm neokantiony odyﬂa@(anﬂ]&ﬁ ent

ol UL o s TR B St
andajhib@adnk \heR6f, MpRAliol LRI C B8R Cog{ ale{.)%%t not limjted to

anti oxi dants. Likew se, Vitamn e presen
Ohgpmsmwr@@ﬁlom@mdms,@nﬁmﬁn@ﬂlmmmmr coozpneQ) ld)e(Can Ofand

00 no, per._do tionally

Con‘g)e use?il%re%P%‘Léh )%%ag? "S%GPFFS%]?W%]% Sgﬁf’&ﬁ%n gs1n varying

amdimist depéreliny dRithe Sirtia 08610 ol AVBLiHAEs ﬁe&ﬁératea Red wde
for. .exanple but are not limted to Vitamn

con}pﬁ%ﬂ%ﬁﬁfgox@am gt AMPYRLY Bay Y ciﬁpmdmanﬁmclﬁmnoummqmed to
BB AN B S R o S e

intodife qoynpositizmi Foe exanipe; VitaainE @ﬁndmelprsdax ﬁidmdﬂhlﬁﬁﬁ b SEfiSief
abqglites of pyridoxine, netabolites

d
mnd?f%{ I OX g] ﬁb:ﬂ%t 1‘@%&% 29048 pg;ﬁpiiaa@ﬁ%mﬁ)éomog@mp ysedfin
conibiﬁah&ﬁ%ﬁﬂﬁher hrit{oRMBArs. E(e%[e ivd ¢ c&ﬁ@ﬁ%ﬁ mdmii rina

yri doxami ne, ag ents avi ng Itamn I Oha
wﬂmt awihitoprovide sbth}Oeng to abtuh 2e0eh gy degad, hrimiywpEohalgbe

e esent in.jhe subject conpositions in
?@Pﬁﬁa ﬂ&gtht eﬂ%?ﬂ?l’f&f MY on the particul ar platel et
a 0 Huaghad plgrdled agg@ 54108 lo@v%ﬁﬁg \geﬁhg REREs Rt Sglrp%tbﬁt afr@ﬁot 11m1t

or exanp mn B6 cou

co osi ti on.
fﬂnwgﬁ ingluding Yut net lmteémndomfﬁyndmmhpyﬂwxmm dekwaammf

o B8 A0, e SRR P B e
precluewy® of pyddAGE PlebursoiSofPPridosamBlb an@ibofite§ Wﬁ@dﬁﬂe%et%oh%e@ Sf

resent_ invention, the endotheli al cell
pyridoxal, metabolites of pyridoxamine, isomers of pyridoxine, isomers of pyndoxal isomers

of pyridoxamine, agents having Vitamin B functionality and combinations thereof. Platelet
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inflammatory agent is at | east one EFA, the NO
generation pronoting agent is folic acid, the
wanviegidant agent is Vitamn E, Vitamn C Vi pamius20845/038227
CoQ 10, Beta-carotene or conbinations thereof, and the
pl atel et aggregation |lowering agent is Vitamn B6. As
a anoghelg) i Llustrative exanple of a conposition of the
S PEUAN P WETREASEI R Pesrat 18 Higsulieat pamposisipys in varying amounts

derdlihe b j ne EFA s.u as
e P PR e o o o e
corpp@rmn.iﬂq)ge)ag'le)m Vlitamihﬂg edudd bet phesert :ilidi\&dﬁi:aﬂleﬁhtan oMt bdTéiBat to
atel e aggregation | owerjng agent is
ore{jde Bl 1R e ron o0 St iy ontionaly b usin renbination
ith ethecilgel @?gfé elol cell anti-inflamatory
Wlagent, p?e ergbggﬂva\)/ei gh grblg%'i os of EPA to DHA
pr ePSPRBYaNDlanfla dorhpositioh efthestesentinventien, fho khdatichd) cell anti-

: ; : 0y 90- 100, 0- 10; 70-90: 10- 3Q; 50- . 70:30-50;
inty b Reagtis & s o 100 i N auehion vt me v liergik B
antioRidait bgent i Mitu@HE, Ve, C, WithindA, [0 0, BetR-carbteR ordB2¥fiations
bej n re preferred. However, depending on specific
me'ﬁ%é@%ﬁﬂ@@e@ggrﬁ&aﬂgmbwpﬁmgwthMBe DHA of 1:2.5 or
bel . her..illustrative
exa%p%vl e o ﬁfaaa%:ag{r;%éggitﬂ 1?1?8#0%0 ?’ %{éo%?fgléeé’ﬁ%er}twwl i 3kt he
endethelis £sil antiiinfiomintatoryvgentiisdt loastond BF A sidfl 6or bfndte EIERASHA

) 0 n EFA, the NO gengeration pronoting agent iIs
andgﬂr %ngﬁ’ﬁt‘\lﬁfaenﬁ@ﬁwr%wns gt 1 folate, @%nﬁ@@anua?%tta:agéh and the

platt8t a@bred 6 lovbfing ddeis ity . SRAIGLARIRid:ATFEP AGo R PifA be

pl atel et aggregation [oWwering agen
seleg@d & theendothelial eellBot-pdrmotewageent AwefSiréd weigd iBEST EPA to DHA

A B R B oo D O AT s
70:30r50i; 30-56:5@MITEDB070-B0 R 0-1 GOR %c%miﬁ%ﬁ%?&%c? %@é&% n%gsAg/ith 2

.of an EFA m xture of EPA and
ratiq 2.5: gr ghevelbeingaere prefared itowevenientrelingtoh speeifid phtieat fieads,

. . R PAL . t ' [ tipl
weiglf oS A QDT 25 R e RN | g agent 1 s
ab oA andthér ittgstritive aledniile e cﬁﬂl}i)%sﬁt%dn%f e Bl%sen’? i*ﬂ?entioxll, Sxe

d joxhdan,t agent is about to about 2000
ey éla%ﬁe ap-ifynyatoryggeny isableash S0mPofao By, the Nohgane@tian d

t i:0N.: kN ent.is . a 2.5
pror Ot B e D PR SR, BN bR B 5ot Y
and HoGue Nitanim@aditierpladle agesetiobioterig a’%&ﬂt lidat BB £2.598E #ithmin
B i rhthe exanpl es provided bel ow. Such exanples are
6pf)rr OvPged for illustrative pur poses only and are not

et e ey ol AUk o R R o

inveptiea, the endofhelial pallent-inflammiaiosageitis 4862508 oG SHBREZV Sof an EFA
KPR p s o gl AL DR et iy
endoftefial GblkantitieflantmAG R bRt MBF ﬂgﬁ%ﬁe%mﬂﬁ%&&ﬁ%e%ﬁiﬁﬁe lgg'éal}eraﬁon

Agitatiaon is continued an cals a
pro #8285 thont) ding ta abeuti28 nigfaliemtid Tharfioxidamnsgent is about 10 IU

O P B s

aggregation lowering agent is about 12.5 mg to about 500 mg Vitamin Bg.
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m xture is cooled to 34 C+2 C. Wiile maintaining a

tenperature below 37 C, the following is added slowy
weizods/ocmati nued m xi ng: Vitam n B 6-pyri doxi nePEICIUS2005838227

11.25 kg, folic acid 0.975 kg, Qrega-3 fatty acid

powder ( 188.4 ng/g) 429 k g and Vitam n E succinate

75 kg. The m xing speed is gradually increased during

addl ti offoBpPsitions offbowpresest inveptiqn-are des«trdw@mmll moreglciafl Htth@examples

i T N I —

prm}cmimnhngtbdaels@opeofthbprbéenﬁ‘mﬁehmmt erial. The speed is
adj ust eg to r0VI de adequate agi tation to bI end t he
m xt ur e=_8HDIE - “a','-»'--'-, pangcompositionof the present invention:

ST ! s ANy 38 9 oL ko
f  misediat 2256 50 reyolttions permsituté {rpre). Themixase & héatet untirigreadhbs 45" C+2°
o RBR e  RaB  in Spbi ps0C o

7 2RcithiOnbIRERASNE MeK X UMW alled! %.3“ &*725 @oxgxﬁanm the

the mixture is cpole Vthe Inside wa 0

s c et istcoolpd 320U Whﬂeu‘{m&mbg h Ierr[petaturmlwlcev B'Za IC, the followmg is

10 QK08 oo RS SE VEAh D BTSS! G i

500.9%5kd, Omee8 @tty@m& ﬁb\m@ (s, 4@1 WDk ElRR/iRiiiPP siéBinkte 75 ke, The
A finished till wagpsé‘gusm -404RX i s performed

t oMERE P litiqmyod thglpewders, to facilitate wetting of the

of P con*é%??staﬁi’%gg?? REATERTR B MBS e i G e i

i nscrdped fogreventbuildvop ofbiulkdilpsatdriab Thé spdéd ik adjisid to provide adequate
f or nul. at 1 bel ow., TABLE

15 oGBS S S e b i 7 .
BT e N

‘%9 i Sive mpmtESed agringfat the enidpemeint miximggant idonng the last five minutes
R RN T RO
of thelirfbfr@e istgolb@ B hsieivall Df @S ta‘ﬁlee%hﬁ &% pdvel PR u
20 ° erlngt\{c\rllal -Iéb\n%lé Ele%paegug reacr::%gds 3%L ciz G, ﬂleté)_uxlAersOia)re stozii Tliii:ik i
mixture/blend is transferred to 500 series receivers through a Fryma deaeration unit. A finished

fill weigh-up using ACF-404RX is performed to record weighing information.

Example 2 - Composition Dosage of the Present Invention:

A dosage of a composition of the present invention is provided in the form of two gel
25 capsules of differing formulations as specified in Table 1 below.

TABLE 1
Capsule 1 Capsule2
EPA 300mg 350mg
DHA 100mg 100mg
30  Linolenic Acid S0mg 100mg
Folic Acid Img 0
Vitamin Bg 125mg 0
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dosage of a conposition of the present invention

I &rovided in the formof two tablets of differing

fo l.ations and two gel capsules of |ike fornulation
f oV IERE; n an "und¥n adni ni stration" regi nen ag0U

Eveni ngzg%%ﬁlgli&s e tInlch gy

600y VAtdasageofa cobipgsitim g the plesdnt i0értior isproyrided bitle form of one tablet
Vit m%ﬁfiG 2 (ﬁé_.}s Ge] .Capsul es* each contain EPA
308Ky C?P@%%f g atjons gpsngcifiediin Fable 2 belew) e ¢
Acid 35ng *Preferably, one @npgi# gel capsules are
taken with the norning tablet and/or one or nore gel
capsul es are takefiabdett h t he eveni ng Capsule

t nposi ti ops of the present invention maybe
USE%Whe prorm&i on and/ or mai ntenance of 400 mg
cappAovascul ar heglth of a patient. A nmethod of o
pronoti ng and/ or mai ntaini ng cardi ovascul ar heallt h “of
a YemeRt include® assessing the cardiovascul ar 1008 t h
ofgt:hg .patient; determ ning proper stratificatign or
ca Jggorl zation of ﬁﬁ]e patient based on the 8
caVitamvdgcul ar hemdrhe of the patient; and 0

adm ni,stering a conposition of the present invention
of VEIRP | ati on 4ilVabl e based on the stratifi@ation
orcgiatgaori zati onggf,ot he patient. Ih accordance,w th
the present inventi or%, a patient's cardiovascul gr

heal t h Exanapsie ds €sthpmsition Dosage of the Present Invention:

A dosage of a composition of the present invention is.provided in the form of two tablets

of differing formulations and two gel capsules of like formulation for use in an “uneven
administration” regimen as specified in Table 3 below.

TABLE 3.

Morning Tablet Evening Tablet
VitaminD 200IU 6001U
Calcium 400mg 600mg
Vitamin C 25mg 25mg
Folic Acid 25mg 1.5mg
Vitamin Bg 25mg 125mg

Gel Capsules* each contain
EPA 300mg
DHA 100mg
ALA 100mg
Vitamin E 150 1U
Linoleic Acid 35mg

*Preferably, one or more gel capsules are taken with the moming tablet and/or one or more gel

capsules are taken with the evening tablet.

13



eval uated using a recogni zed risk factor eval uation

nodel as di scussed above, in order to stratu}. or
woavwgarisze the patient into one of five |evel BCOMUS2005/038227

cardi ovascul ar risk. The Fram ngham Study noted above

deS|gnates flve | evel s of cardiovascular risk as "very

low', "low', "noderate", "high" and "very high". The

Car d| ov é%oatwaﬁorﬂpﬁﬂhe pressatiyasRen miherisedinihepraebtiah andor

BRGEES: o Skab LGS hedth Be Al A £2r8h oSBOEMANASE! Bhniing

r| S uropean ronar
de smgmamsewﬂamﬂzﬂﬂll ofd barenﬁmmwm @6 ce{rdl@%sém ‘h@dltﬁ of @& patient;

Cate or.r.zln atlents l.e., no aml |St0ry
{ SEERnE BoaE gt Resign cugiogigencl e paatbaserhon théesrdjovascular

5 h' BBalth RIS PARE %%?]%5 ket a

eval uatol ongrmde sd an es F’éﬁ% 50 #gﬁéf;tféggra%m; Honogtlagwnulauon
i n stitabledas¢d orthe stmuﬁmnm or categodiation pf thy patieat. a rret hod
for uti |2|n |ent s speci fic cardi ovascul ar risk

| evel t ?fé? ﬂﬁ@reﬁ‘?”& Fotien, 3pasot's erliqvatchiar heeltyis assessed or
t 0 eriBtediuSih @4 rebSnt A kiskHadksy e%:'lJf)ﬁB?] Ridkid 8 discubh® Ial?orv% %gorder to stratify

embodi ments of conpositions o e present 1 nven
hagecategetizedisaetidnt wtol dng of Mehbéchrdna\&smiﬂan nslaTh@Fxgmmgham Study

10 28?13 ec?n Iab&%}% %els gg‘aS?d]Sra egelg §€ S c}v%sd Hg}/ Iﬂﬁi e “ r‘}&’;gl “moderate”,
ob Sieighy'ainll Ovea high " heCardib sl mk@\ssagrﬂénpxpg%ﬁ&ﬂrﬁ{oted above

he | th bﬂg‘[ed on g patient's particular cardi ovascul ar

Signateel through 5e @pintiles efopidiavasculattisfThe Eumpmeﬁ?qmmxy Rifk Chart

th [
of T R s B BN R R Rl Bl et i o
8 (raf iy hlagnr)][?w: car di }gﬁgg Qé@ﬂ?? r ':’k Ieghel ghycerdes”
| i ovascu i v
15 RS, Fayotisse Ef o esian modds A designotiqns aigisejiforth below in Table
| rn,espect|ve of which risk factor evaluation nodel is

used. Categorization or stratification of patients is
reI at i thqxprssemtmhxenudimmmamethod:fomluamgrarp@ﬁen@spwiﬁwatdiovascular

at egor | zation of

tratif {
e fode e feprpbe Gompoaiicn BrGgemny Aterde dptpartior
b epdiemShrbfiad erﬁHédﬁﬁéﬁts B%dn%ﬁmorg of ?ﬂ@g&% t mﬁrﬂ@n BAvE %?éﬂtspeclﬁcaﬂy

invention in nore detail, "a Speci tron o

20 ¢ ofepadlpted basedsin alirge ?ﬂ@@éﬂnﬂqﬂ}ﬁﬁ@rgen@ated sy qrossgeatianh! Emidemiologic

| 25&&%%2‘{5 eﬁ‘é@ o q{ver‘) {J%tu p@imfé)lf rcél%ﬂhovasculalyhe:althbased on
C oaisits pﬂﬁcu&l@ Uérdlo%@ﬁnirlﬂ‘élﬂeaé]%Epe@iﬁ@fdﬁﬁulﬁﬁ@ﬂﬁﬂ%orﬁéﬂﬁﬁﬂofﬂle
of EPA,  DHA and ALA, _about 0.4ng to about olic

adiresentipysationtmay by adpinigrset as apeffectivasiosage prihe fqu@ﬂam may be

Q B6 d
IO ¥ e T R Y
25 p rm&vebnb weny;bm&ﬂdsw @nodemats] olcerveryilg, ﬁﬂéspéétlv@ Q@wﬁﬁh Figk factor

aboglﬁMSOOO A, DHAand ALA, about 0.
feRepZalign s strafification t)ﬁ)aa%‘-us re@@@ely simple.

ViH&iRvEr, &oﬁﬂ%@x‘? Ec&\% g%ﬁt@?xrgl uﬁQa% C\Qﬁ%}%ﬁ(}n 2a patient,

per dosage. Thi s ietary Lonar
c camp obthe ﬁmie\msmfdm\mlﬂd &Hﬂbébénbﬂcuﬂ&cthﬂﬁahﬁked dietary
reqwr EFA Oma 3.as is generally agreed to
by expe %‘ﬁ?‘éﬁ’%@?%ﬂv N i ipore E%alla p gRorige thrgulation of a

30  composition of the present invention is provided for each cardlovascular risk level. For a first,

“very low” cardiovascular risk level, a preferred composition would comprise about 250 mgto
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For a third, "noderate" cardiovascular risk |evel, a

preferred conposition would conprise about 750 ng to
wahosto74890 ng of EPA, DHA and ALA, about 1.2 nmBCT@wsS2005/038227

about 15 ng folic acid, about 30 U to about 1200 IU

Vitam n E and about 37.5 ng to about 300 ng Vitam n B6

per dosage. This supplenent provides cardi oprotective

abaye hd0imgsot BRdy, DELA and AT, abavi ¢ mgdepltiubiag ofifode acid, ghout 101U

Ley, ferred, go i tion COPpPL.I senabout
to ORI o b s E SR g ot BRRE Efi g REV oS B e
1. 6 F68a deborRa” RIS adcalat sk advella preRatd cofthobitibd worddemprise
1600 11U Vitam n E and about 50 to about 400 n(t); )
aboyt $rmgtopboy P00 el A, mﬂﬁpar&Algg abous §-8pngipjapeut 10 mg folic
- t, Fi f. ' "ye AR e
wcif BRE6 G W spalf DT IV B g ML e bl 20O Viamin Beper
dosags. [This dietamy dr SetritdRLEupplaEEpniposidbioprbvidésA0lemsythe fectiiended
. DHA and ALA, about 2 ng.to about 25 ng folic acid,.
iR ISR S s DRGSR ARID ASEHe o T P RaD gtidiinesand
the'"ﬁ%aaftﬁ}efibom 500ng Vitam n B6 per dosage, to provide a
reducti on of blood triglyceride |levels. Each of the
aboV¥er akhisd, Fmbéetate’ traptioyasciiansk fevsl, bpreferredcoatpobitign would

copTF s (3152 S300an EEe DY A A B ong 15
mg f8lEcid, Abduf VTS MouiD00 LITNREhIIFARE abdut 8NSmRiESRAE300 mg

Invention to neet the needs of each cardiovascul ar
VitengiBd pendaisages Tdesvplement praidescardiosprefsoiive denefitscr easi ng

of ch. i ngeedi.ent,. of si hdl e conmposition.fornulation

cos SGEAORRR AR Pl s, SRERIH it Rt e
abdi® WUOMRHto abdiit BOG0MREK of FPACDEIN dnd A T2Y) dbdit 1.6 impb bt 20@g folic

dosage |sggreferred._ln the case that conpositions-of
acid 4ot 1R Bt abpyh B9 ICbiiasrie Ead Fhopea0aas oebpAdime VHemin Bs per

Wy I  ni stered by providing a dosage
dm%gggﬁﬁgéggﬁpg?ﬁ%#%%?%%ﬁQ#O a person identified in a
fi r Finally, Yerrayfifthoweryhiphtl caadiassdltaa Fisk lewd, alpsf@ted composition would

leyel, 1. A person identified.in secand, "Il ow'
corgiitea P LA301Pa o pbesk 7500 s of EP A DI snd S5 by g tpabont 25

w0 . d&*cl?%ﬁ% Ig 1§ SRR T %ﬁ%ﬁ abdi Gﬁ.?irilgto about 500 mg - -

rul ation. person | denti nat
Vitamindg part de$age Ao piovides cdiction ofibldod itighekride levels, | evel 3,

o R G R el STl R
speic BreoMAtive hitWorileBpeltie 58als at bach specl R\ @iibvasdflbt ik RSel. In
adm ni stered a dosage of four tines the base

formylating conipesitions ofbe present ieantior th et the reeds df each cardiovgscular risk

i gh" r.dj ovascul arn,.ri sk level, . i e, vel, 5 | d
tevp® QerctiEt SbRCSEUAE 6kt S BipLinbrefiay of il QupptBib
forfn@lativt diisii%ﬂsucli ds forexfraglo BitingEliinitel &3 dmbhE, Biblig, GuadfuplinEund

use_a risk factor evaluation nodel that differs from
quintyplinzthedosegsalppivisaed. ke rasgthat compasitions pf the preserfinvention are
a - LClan: | i s
forrliEY Step i, e 0B Son BAOK: HiRoRBs b bRAMGRRA e i base
formuraa'@n;l’f@ a:pﬁ%amride‘ntif(ijed&iﬁ edst, it 1bgm cdrﬁ?ﬁs&ﬂaltrﬁﬁelevﬂwsj, evan. A
may, admi ni ster a _dogage or a "base for ation" to a
perpraideniipdiaaseoong dlopn C%rglpvaseltl@rnslf ¥ L caleurl y HaH e

addhinfterdd®RSage B AR HABS 1k BES ForkAEh, %q%rsﬁlg%l@ntfﬁgﬁ R dtd, on

0 a perso I n a secon erate”
“modarai¢”casavascalar riskdével, i.e., level 3, would be administered a dosage of three times

the base formulation. A person identified in a fourth, “high” cardiovascular risk level, i.e., level
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10

15

20

25

| evel and a dosage five tinmes the base fornulation to
a person identified in a third, "high" cardi ovascul ar
woizade/07e4el . Accordi ngly, the invention cont enpCatuss005/038227
i ncreasi ng the dosage as a patient's cardi ovascul ar
ri sk Ievel increases regardless of which risk factor
eval uation nodel applied. Wth each successive
4, wodd bmimmsterb&edmtageaﬁ ﬁ)uatimm’ihq baset@rrmdattmseﬁpbrm identified in a

ﬁﬁﬁnrfr% % ’)’ gﬁ]lr O‘téﬂg%ﬁlq? ?1 ei, f, g lélf E.%%%gan%qsage of five

tinde@h8 hisk forRataBsh. Itf?dr%gﬁéammnﬁ@ﬁtymmgaﬁagﬁsm&nt
be decreased as a patient's cardi ovascul ar risk

may ; ar |
evileption mada frabdiffers ﬁ@mdm TesinghasaMpdel hvingfys é@lﬁaﬁm hﬁvels For

et ro A B SRT HpSan E sE o ARGk B

strétfficatidn dtle@éBoridation Bvdl§) tiebhididin thiy ﬁaﬁxhsta@m@ge bt dffbase
fornul ati on provided above, the individua rgjonent S
exela do;

forgwilation) e apessanddentifiedin aﬁrsr’ dPW’e%@FBYaéC“WFéW
tlm%gﬁlg b£58 rlnlldaﬂgﬁl{) &Jergl en ﬁé(ﬁﬁa %ace @déafﬂldw&{ﬂarnsk

nmpone n S or can
1evemna b domps Bk ttmes &re:)basmtﬂiﬁnﬂaﬁm balpbleormdermﬁla@mta tlaisl, “high”

descri bed |n | For ex Vitam n E an
cogpv BT I hagroBinee B GEER 8 FOL AP EHEHFRE By g b
p Iﬁnm ol gﬁ@'ﬁsk%%l ﬁ&%bég@s%gaﬁ%@&f Wi diRieRer Muaﬂ&Imodel

tamn C, Vitamn A Beta-carotene or an
appliedVitlacech sucttseiveintreast m thadosige anpumftm easzposifitropipvidesial

illu ted,in Table ecj.fi C oS ti

bepesii it te ot dopnrnngied iiRgh PRy e ?f@éﬁ%s%b:saeﬁﬁsgom
Alwﬂbyeonm@ the @Kagfs aebef nlysd dé@febééﬂ adDphibnty barllibzaehidaisk level

five stratification or cat egori zation cardi ovascul ar

dwrcages Suchdrereaseindler dosags ameunt sieuldde paplementgddn the same siepwise

B i B ob e diTh s SR ot D o

FA— Iﬁ@h@t&’d thgtiisledoh Eiﬁnpo‘sﬂhbrﬁﬁhﬁﬁﬁmﬁ)dmwﬁ& tisbve)tiesindiidtial
Conposition formul ations provided_ in Table 4 ahove
compefedts s@nsrp@e%éwh.aﬁfoaewbewagm Rudyasused for ngrauvepmposes

onf PR TR TR ERT R AR R SR B B B

mn&blé@smgmeﬂfasdmubedﬁn Getaibdéve. Bdvexdmpi€) Vitainisi E anamtloﬁdant may
ut04rrgfolcac:|d10 dabut 125 Vj tam.n.B
oA T S ghealog bY B LR B gbigogngbuthot imited to

Vlﬁﬁﬁké*\%hﬁnﬂmé&é eﬁstel%sor ﬁo%ﬁfaﬁorﬁld&éﬂfe”ent to a

patl ent In a very low ris | evel accordi ng to at | east
one Infnatheeprefeskd émlmdonene Whibtoatadiin Habdedledlew,ispaceis caimposition

fogu%%&?lsn grﬁggéwn&]ed%r H0stafve) 6m1§’os9901ﬁ‘y. C}%S S facIor a?uahon mogel
utilized has five stratification or categorization cardiovascular risk levels based on a patient's
particular cardiovascular health.
TABLE 4
COMPOSITION FORMULATION PER RISK LEVEL
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100 11U Vitam n E, about 1ng folic acid and about 25 ng
Vitamn B, would be prescribed and/ or adm ni stered by

wa bsa7idagar e provider to a patient in the nexPCrase®s/ 038227
risk level. This same second L5 fornul ation could then
be prescribed and/or adm nistered by a healthcare

RI$KM®DE|LSi n accordance Wt gnd)mucml low ng: two tines

: 1||nf|r\nr~| an fo armnlorafo rlc

+bhao £
ULIT T O T T OUUJ ™

m@é‘?glé'g‘g;];ﬁvethr cdR4OREE t he 48@dndEf or mifAti P dosé@t@lded

for a figh risk categoryand fourj tinesthe gecond Benefits

dadan~ £ ~

+ w p. N RV by ol n: (W n
1 V'ﬁ' W|c“§ﬁ“®?ef§?@&%§ﬁq{¥od|ﬁ?§% Pl ol 43pg iy [Supplements
ng

i nventijon incl ydes a conposition| conpri fn& do %‘@@utﬂtlon

i
1 L: DOt — ) = ano e B-C

2 Lo‘gt Ieac?ﬂg‘% i %mﬁ%ﬁﬂ‘ﬁ%@m@pfnga B0 1 % 5@%mpﬁ°‘%§ US.
and at |l east ahout 12.5ng Vitam h B6. JAnot Her Rec.:om.mended
preferrled enbodi nent inclugles a conposfi tion conpfGuidetiae
a dosade of abgut 250 ng t¢ abouf 20 g of 4 mixture of
3 [Mogeratean 3 Tudntilé t|/Ageot0-36 t hou(l.38eA, R6MALL 2 thgd [@ymizo [Cahtiart
0.25 ng folic gcid, about 10 IU to abogut 2000 | Uprotective
Vitaming F__optilonally, aboit 100ny to laboutl 2000] ny
4 [Highi t ani i Quimide d6¥ut 12. 5 nmipst o aOAIU 5B g7FEmyi {Limd profile
B6. It |is notedDistea¢ at hi gher ajmounts| it fay belenhancement
necessary to provide the EFAs in multilple dosage

5 [Veryhlighy . [Pouintie ez HighrAs | R-0owddPRR f|dme) 0P nigs [Teighyeatide
to fornul ati on [bigleetide maxiGn ze | he ERA dogage _wEemeﬁon
i

mai nt aijni ng a rleaslenabl y sized dosage fform{ It al so
not ed tfthat as Used herein, ["about" is |intefpded tp nmean
"plus or mnus five percent™. Conpositrons of the
resent invention nmay opti onal ly include at |east one
EFA =&ssenital Batyaheisl ex [0 vitamin in combination with Vitamn
E=Vﬂ{§%m%corrpl ex vitamns that are useful for purposes of
e present invention include those selected fromthe
FA =FattyoAigld consi sting of Vitamn Bi (thiam ne® Vitamn B2.
—..(riboflavin), Vitamn Bl12 famly (cyanocobal am n and
Bs Vitagie Bej ke) , niacin (nicotinic acid and nicotinani de),
njc acid, biotin, choline and conbinations
Cv= @%&W&Pﬁ Conpositions of the present invention nmay
aCaxopdsitiors fopphlativenprevided it Talsle 4 alove couddibe1odudet] i number of ways.
als as are_known in the art. Al sqQ, conpositions

Tnone GBI B GPRRSHOn MAVIARE %4%1}1 twa diffae Brpylatons. 4 st
fonnulé‘ti\ﬁﬁ €$rﬁ;§iﬁﬁ1§ a d8da! éT@ftab&ft O%%F%L (P V9 R UbSutd xﬁi E)Hc acid

Known i n he art i 6na corrp03| tions
and abqut ltﬂfemg Vitanyio M) vmmld"tw;pretsenh@d amd/otedmnlsteu:@iﬁyl arhaslthoare piotikder as a

cal um Vitam.n atu nt heti c, ana
citary Gpfeneff o atettiga v bt Rselpbett it tlefe gior B ishuctor
evaluatldih YiddelS fotéd ORI seddntll %rﬁlﬁlaﬁér@oﬁmpn hifs @saddlo? %out 0 67 g EFA, about
mponents or ingredients and cal cium may not %

100U é’@h\p@tE ghout } mg Blip peidianskabouy 2y mg \hthmntBsswaﬂdxbeaprgmandwn«é’or
s U R o BB SB BESE R O PGl

formulgionvdultbter Hegrdstried ol ctiatinttefdiymheithsar®prolider iPAR&E R ce with
invention in a separate dosage unit fromthat of the

the follovang |“M‘M“@€ﬁﬂl%ﬁeﬁ?nﬁg°°%ﬂﬁ§%@$@§ for@om;b@itqnsls afegsty, thines times the

e BEPRBI R 90, TR A BRSSP AP

highriskeategpiynat i on with one or nore ot her conposi tions used

int t reat ment

An acﬁl%onal preferred embodiment of the present invention includes a composition
comprising a dosage of at least about 250 mg EFA, about 0.4 mg folic acid, at least about 10 IU Vitamin
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5 of various other disease states common to agi ng
and/or a health deteriorating condition. As exanpl es
waabosioiianded to be limting, conpositions of PO®US2005/038227
present invention maybe used i ndependently or in
y . . . " .
o G R e B e Ao profesd rgbodicnn
includes A corapasitign eovpising h domage afiabind 30 mg th abeut @0 g of imixtdresf ERA and

DHA il o Mo AL Aol EEBRIT 55 2 5 Bl el oot ELAEE dbowagpo
Vitamif By optioshlis] sbor 00 #e f dbBat2000 $ig SRaBec arfcf;ag%lg 1%.8 mg to about 500 mg

. .degenerative diseases affecting carti ,
Vitamip B ftds rodgddhat atdiigherasenyints it oay s nésessanyds provids the FAsin multiple

N g T R ————
EFA ddsaypivale b 4 remsondBeiized HodacsfofiR.asie flseiidtéhdt Bused herein,

g hehavior such as but not linmted to depression, mania,
out”Js wferdaship @IS plus of winvs BYF ReBRRtGi t di sorder, attention

WL Vi -di ' an Qstpartu
SR XPp BElonl bbb B Aon ARG o B EGrR AR E poiTee
vitaminrpcorhbinetive with Vitamindsi Biéongléxd viittuytins fatare adeRIRS papésesof tpresent
. .er%h [ hi,f ﬁ di seases associated with inflammation
inventiof gt 4805 elerise koo e edenprcgneg el Yiamin e (hiskngacds iogn B;
(riboflavifl), Vs BY HimikPEeAnoSibaBA% Eand Bk ,mﬁdﬁ?@%ﬁﬁ A8'and nicotinamide),
psori asis, for autoi nmune di seas€S such as %ut not

pantothenigracids biotin cholise At combinatiyns thereof Conpositions yf thepresentsmention may

[ | erosi.s .and ,pul nonary fibrosjs, and . for .
also be oL SE S Ybn Bl aR R & Aty R iy, 4 lspegompasicions of
the presele gegtiodtnhag inohidd atilicillGReGencfoFRasIcE htiist f@bork ﬁg 2|\7%§ % klell

jnvention may al so be used in conbinati on w
known ndhg &% ase i nhibitors not limted to anti-inflammatory

_ . ted t . i dal anti.
PP Bl o R R R s wi
calcium( CiliaiR D, aatatalir yneietic @alogSof Vitagii D, :zgﬁg d%?gx?gt?&ergleﬁ%ltsﬁeml or

. dr.ugs,. bonocyst ei ne | oweri ng drugs,. | :

mixture ith??%oédjl&@o%atfﬁ > EF4cqr @they eampasiesss oT ingipdipry andrcaleigmemay not be
dari i . Bl f e sent.

compat Y B B e o R T B ol 08 inel, BPA

calcmmgblinpmr@lk'l)ts gmy Eagiovigediﬁa isimip @atkftlt pﬁﬁ&'fdlﬁﬁhéEFA sbntdigiEeEnpdsents of

scribed above. ,Conpositions of the present invention

the presiy, 108 1 ecncel RS2 G g o ki Siaing soptonents

deaPeionk B (REYRedeht TeREonIRS AR %séd%&eéerfa&ﬁlp{'t&?faﬁl%te%d/&%ﬁntam
. dosage forns. Conpositions of the present Tnvention
%Mﬁwwﬁﬁwﬂgﬁ@bOb@ﬁ@ﬁhbnluxmnﬂﬁMMGmemummenmenmﬁmoﬁﬁnkagﬂmgme&amnmn

. 1tions of the present invention is preferably
of varo SR Scab e Sming o e e’ o) e pradifion” As bamples
not interdeds o diinithe CRRTpasREE oPhE ?@seﬁfiﬁé@nﬂ&ﬁn%e‘t@@i independently or in
therapeutic and/or nutritional support to a hunman 3?

combinagipm, with gng Qramorgjeaimpisdersridipvesswlpn diseassesush esbutnat disvtedto anti-
20 N ' .adm niStratid on of .possi ble .
minEOEA 400 Al BB AT DOl L PERE R i
Parkinsons diserde K rouaftlo s oli'ydieasepiend) binglobsis 308 ETRERMHAH Rbrea, for
Blister-type packaging is characterized by a plurality
degenerafe @?Wﬁ%&ﬁ%%@@r@%ﬂqu@@qab@sqa@s Aich.es biit aet Limited to Alzheimer’s
) " ol _ uni.t, and
disease anfl ﬁ.@rﬁéﬁ%sfo to Ebnﬁﬁgﬁsssﬁcl?ﬁﬁﬁm %%Irsco %gg%@&ﬁwP cal .abqu)%on

i sol ates t dosage unit fromo

needs, for Hissasesafibeting betaeiobiuch axdiutadt liyritedib ideyeessioh,sihmig &hisbHink,

. each dosage unit wl] not.conme into contact with the
a“en“"nrﬂ%ﬁ%cgﬁo enten depit iéXPE?F%‘ﬂWé‘SBHd% phesibt e PostpsEug lepression, for
duck donditiS RS R biRGiof i iR i irth wei
e udosage units iRﬁﬁﬁgggkﬁgftgﬁgg%ﬁggpﬁé&%yﬁgggﬁ@ﬁ%vhﬁh“mgmg

arrangenent, particularly when
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i ncorporating day and tinme indications correspondi ng

to said recesses, eases sinultaneous adm nistration of
wetaeages42 nconpat i bl e substances as required bPC®US2005/038227

conpl ex dosi ng regi men which provides optinma

for dlsE;ﬁésf BERl %ﬁ%%ﬁaﬂoﬁu@l@ﬁﬁﬁpﬁcﬁ HRRE tg%%gsﬁti Cﬁilerosclerosm

packagi ng for di spensing nedi canents UuSe
inflamyptarebawel disgsie, aymeﬁbrbmmd gpacmaslqg rfmutomhmeaﬂnssasbmdohs but not

hnntecgg?lé&lé‘fégnqg@gfj eg%él’lg%% Légmgﬁuiopﬁ%g ps,?szaga %{dg{gg)gqry fibrosis and for

ophthd@ReEE8Ss SHEIPHS it Rt %ﬁédtﬁﬁ{a@ulmeééﬁ&q Hgi ogd%?
packagi ng. An exampl e of such a pac an f ound

Comppsitiqup ofh@preseny, isyentin maytalsabebssd mozmaﬁﬁmmM@m addaclase

it SR Bl o P B G G P R e ik

mﬂamdramg@ugumsmg,rcyaymm@mm@ a@t Hnﬂfaté&%'sfaﬁh@fugs

tract dlsorders Phar maceuti c | spensi ng packagln

antiplajglet Ay, homexyaising lowering dugsy 0d digetes sefdimited ¢ fibriiacifi gamﬁbrozﬂ

fmoﬁﬁlﬁghlﬂdég%uvéﬁﬁ GSHFES upon a pl anar card, may further be
I nsert Into a container designed to protect and/or

o Chmpuditions bfithd Iisresentpmeﬁum it edridusd B RARO/bYBe Iﬁﬁrlkét&ﬁn blister packaging
exanpl e

|ca1|on IS soknown .in the art An
deﬂgn% @’ 813 eqd el Gomppsitnms pithepregent invenfiqn may be

idEPdsARin i §€§|9 (ﬂnﬁ?
prow enti regmggghgée?lga‘fenc Leonar gﬂet acﬁgd(%% cri énrchﬂ MBChog .
dosageefﬁmnSaﬁgap@m@ss Qféheair@mé mazﬁntloa inthyialso te ejpericsdeddor convemence

PR o YRR S espa R B et eGPl s 2 storage
stable ﬁmb&wsrpémmg‘&bﬁﬁn@&ﬂn&ﬁ@%@ Eptinkhl fHEMBeui MR i mna%]support toa

‘ and/or al phanumerical indicia are associated wth
humangs etheragineal by increpsing ce@phfanemmﬂmdns@qrmsmmmfmmmngmmmuon

of poss?dg%%?rg ﬁm&@{ aJcﬂ;;lg %ll,l)l‘ Al o] ﬁulfﬂb Pg%l%%lpgal }tlgli,@es%axgloug 3Pgs 9f blister-type
packagmgthst@tﬁré pmkh@ngbehmmz&ﬂi tjd@ltsﬁlgle@@ﬁlbﬁﬁﬁ’éﬂ&%f%d to

?I cia.on the reverse side of the carrier aid in th
hercin g {RoPiFST AL ROBE SHARERAER desage ayitandrisplatns dhat dopags unit from other

o5 i SN S 0L G S e

into contad wiith ﬂteihlcﬂog:ﬂily-pcrtmv substandeaf the bthercideaRk udikCdspite bemg in close

orrratlontothe hysi cj an prescribing such dru
PIO’UH“FKF maﬂff‘dglﬁéﬁ g %W@gﬁ% pastiguagly “%gn
incorpdrdig ﬂﬂfﬁrﬁ'ﬁﬁie%ﬁﬁéaﬁ&s@&n&@éﬂﬁﬁ%ﬁ}sgﬂfa rhc%%%?gasgg %ﬁ‘nﬁﬁén

drugs for the treatnent” of
adminigbegernefi Sﬁ)@gﬁmcompmbl@sulnsi‘wm agrequited bpa e&apiex dasingmégirnen which

technlques wel | known and readily
mDW&%?iu%ﬁgE%m % Bns of ordinary skill in the art.

\digpogatsie }]5 elﬁfcalkpbékiéglﬁg foP @iSjeAGh P B eBYnAR ukb?ﬁg fooprove Ipatlent

wi thout lTimtation or exanpl e, one type of

compligiige, jbays hiegn prﬁ\qeuswob@du@e@typ@of@harpumm disphsingypeckaging arranges

V8858 Ses Wi th
medical U0 AR ROB NN SR TR S i Pt bR prerioeing
An exafnplelof bih apmkﬁie&faﬂ Belfotmt ig Kinddseh, @.S tHaRnd Nlﬂl%e?m 295,567, incorporated
ush- through packs as the thickness of the matéri al

heremlg Fbeb Y ek Pee Knvdserdisalases,2 phemmacentieal dispensiog contginervéiich
he £ t
holds t\%‘ 955%?% I(]:nel iy It tre ntecﬁ%sg%% Ortfe{;ﬁ%e eg%lt |02| It ;

| ow s um exh| ess
Tﬂnmaasmmﬁlspmmpmagmmmgém Daditanivhis aRniRee sebrately within
divid astic suc npl.e but not Iimted to
individ L 4eCesses ppone g b ety o patains cesgned o proec

and/or ARWVRSTRLS ?e@ﬁ&ﬂét@ ifofMe lﬂ%ﬂﬁcgﬁonllsaa}'sg ki %‘]}%@ 5k %%xample of

cont ai ni ng at Ieast one of t e nmateri a

et o
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and, if desired, also containing an alum numfoil.

O her types of push-through packs nay feature a base
woavwroetd4by a foil lid. The foil |id may cover PCNAIS2005/038227

whol e of the base area and is usefully provided with a

sucn a bacRee Gdn DBRAKIBT Sonafi &t BE US Phidh MifmiRfs %Jﬁ%%?ﬁrpg%fed herein in its

.. alternatively each recess nay be covere
entirety pyjrefrreca Leprar < elgdaseribe anfethiod widhapparatus tostord andeidlin disgensing

he: | opened. by splitting the same at the line . .
celendi ekl B P SRERGE s Simifird i eaisopietiss o MU e Ghpdhomtaining
encloseras; hidi assegaiped inTows. DRmRAH RIS alphidinRridaRdlcRlare associated with the

ri pping.. This tab enabl es the individual recess to be
enclosg;;bgglgaa eagp cnglospreispssnsiated avifh paly ongdayhiea edlendargmamntit Ohe armore

it R8RS in 'k mayhe nade of an f the
addmo%%%?/(g nat grﬁ%@?%ﬁ%@fg g? gg?cﬁﬁ? ngﬁ‘{ﬁ%?ag? CF}‘EV%%\ 0 be
Correspondingyreticid @t the teeerbdcbideni the batticr aidBi 80 AetBimifiition 85k 8ch enclosure(s) to
ﬁgb%%ﬁga%%s ma%ébe_ enpossed, cast, deep drawn or
Open. 1S PREAYT Ry dss ¢ vistal prisation of calsndaydpys forawhietenilishave not been used
by the patieslal ' L€ i | .1l am nat es,.
Y the DA R Ry ot el G o o Bl R o such
drugs. Tlgjs dibpensing apperatiss Ispartiandatlyfsitaditd thrbdainkaation of @ilsatRSriented

.nol vvi nyl chl oride, . pol yami des, pol yol efi ns,
prescripiier Koy e Hsrlrngt bbb aSaI XD IoB 1 nat | ons. t her eof

Theekdpafpaor ooBiposHichS of tBABrEeht @eﬁ@cfdé th&benB¥e B%t%ﬂiqﬂ&:\xé known

ases and vapors. Such barri er rs m e ane
and re 8.! ) P y y

gvailabler{o Rersqan ofQrdintuy shill indid are Wamahd Gues of biisteripackhging may be

A nate. or e ceram . |l ayers or nmetal Ho l.ayer
e v Gl o SR Y S ein i erigpas L ly
througti¥epagk: Buthiardudhypacksdinns BécssRgwittes B 6 al@bhf Foildr afthituhindy foil

. al um num ﬁlllcon and other netals and semnetals in
lmakfia@u@m%fa SepEdered mptenipldorsbalids an push-teugh packsss the thickness of the

; : . 3 S m cal vapor
e B g R R B N B O BP ey or
penetralidres losr suve elulminnar exhibity essptialing eRbteft, Mhebasions p@sh-through pack

may be s i Hacft g g AR P e tio aP b HSblandc, soainides
polyolefihd, plRRteRandlabi R 0} m{\ﬁlléélelle& Yl 'algg%gﬁxlﬁtqé S%a&%{lg %(f these materials

evaporating metals in vacuum and ng ne

and, if degiyedy radso coufgihing sn Alominerefoib | ] I(ﬁl}dnqpesufbuéﬂ-ﬂiiohgﬂpdcﬁ;l may feature a base
. ayer on a plastjc.supstrate. The astic. .
coveo I HITH U meS e B AR SRR S oy Gt
line of Wénknaabia\le: roE6H bRAd el talEfativey chIERE By Yo Wb red i an
. ... lid material for apush- through”pack iIs ar}, al um num
individyabid segpery. If avingatliae edwrakness, the lid mayrbe openediby splitiing tha same at the
. J .ace e al um foil with a . .
oo SRERPUSHATA RUAGFUE SRt ] Lo e S
or gripping Athisaab epalsleethd individuBrece &stid b’)bﬁ]]]ﬁ%‘aﬁ& MGHRE 1
r mounts of filler materi aleg(ﬁ(g‘% adde toﬂ?ﬂg b
Se@nen{a‘?%@&ﬁeg?seéﬂma%? a6 fhe &l mags be madentany of theabeyashaerials, whereby
1 heb %gﬂgo i exanpl e, by separating
plastic 1%2?%&%2 p|b\§%ﬁ)§’¥_ aé?clilg%t&gap]sd plastic | am nates
Boseb df saitahe tisteepaokayschefetbodibd, s4st dedp@edem obvhdiuRPeined out of

. back |id material. Packaging for conpositions of the
plastic, rﬁ?sﬁg@ﬂ]enafw tis/raRer ranapsplpsic/mstal foildaminates aud thedike Nendigniting

exempldrPERAIEPladtibs ol CasE NI MRE aHBiS: l@tm%fé@;ﬁ%ﬁg}ga)to@gﬁgl chloride,

ITmtation. The recesses may
polyamid¢sopilyplafins, pelyesteass) polly chehopatesoné tdrabindtionsthergofaThe bases may also

interconnected fla | ang. . The hases are prepared, for
feature a&’%ﬁfﬁ%‘?‘" agaénsgg@?srﬂnﬁ ViR Siich g@@dﬁi@ﬁﬂ%ﬁlﬂi b amastal &ilsuch aype
aluminub B effbddded in S pRERUSHat SORLARY cefinti 5 bi |

particular a foil [|i daf or mﬁ]ﬁ{ ew ggﬁﬁbﬂtrﬁ%ﬂ?‘%&?ﬂ o) bgdded

strip. The lid foil covers the base conpletely and
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seal ing or adhesive bonding is joined to the base at
the shoulders. The lid foil-may be seal ed or

wadhesa7@ky bonded to the shoul ders, over the wRODIUS2005/038227
area or, by choosing a special sealing tool or bond

RO TSRS BTl o A SRR s o

alﬁmﬁmﬁpsmdaﬁ aﬁtf@m Bitaf aB@ serinttals ifPyacinen peT depdsiting theSitgmeesona.
At the sanme tinme, the blister packagi ng

stanpln t ool .
pleip s tr%? Fhese msthedsase lowrayas elasfml@m%wr qepositionn EBhYSlC vapor depositi

Qvi d
R
vérioussHedRs. ahb et tiyen iy akobemiked withmetals stdbens biliebn or aluminum. Metz
segnent and renoval .of the contents possi bl e, PaCkg%g@sﬁn

laambqqr@@ by FvapREting wefalsin varrErad SRPosipe Bital Ry,

i ORR A% AR Thuitiillafers B o S Cb;sgggfxgeﬁrasdclsaesaﬁgmaybem

iﬂmMﬁaﬂhﬁMhm&mnﬁBoﬁ&dammwmhmmxmdphﬂmsdma@ﬂhaﬂnd¢ﬂﬁ@ddMKﬂdﬁﬂa

oS i e 5 85t e S 1 g o oo
1P RSAESal AT TRY wiea ﬁh&@ fifat &hﬁ%@ﬁ%l@ﬁcﬂ‘}@ﬁ@ﬁc%ﬁé&%aﬂ&ﬂﬁoperﬁes Su

referred solid dosage formfor purposes 0
plstssumi b dbtsned pen g amgus Qfeﬂﬂgnmaienalﬂ(wﬁéed to e plsti. Such a conti

BT T R TR A
Plktcs Al piistid latinblegletuth als6|bfe a@ylRedroybliset padkmﬂqgel Haclt 1id material.

can be used to provide a dosage of. one_or

c onpBaskeging forgonipraitions &£ e presey lémnﬂeﬁpre%fa@ry@f?%ﬂ%ﬁ b&%ﬁl@‘é and 28
S5 bR AOLE Sy SRR 0 S o

slonkies; saibshbwldérsipgetiaen fariningfan dnerednpedteddD pltre. Blwdases 60 pafpared, for
t he EFAs and a second

S i A e et
I(‘%‘o?il I%ETX Qﬁ HRESNEF B Tﬁé"ﬁd FRORNES e Bse completely and by
e Sire ternativ

y, a dosage y be provided in one
s@hixg @rammlvebcaﬂnhgmemecﬂb tetbasefabthe ehomipiseThetlid doiEAaysbe sealed or

%?&géﬁv | to ﬁﬁﬁh%c?eg tgee%ﬁc!ﬂ argaqr, % glpgstfr}egtarssgcllaal seaﬁlgg tool or bond

p&ifehd bEHRE plrpoRk. ThiskHlihk 6 SoRbingFRYBS oy pﬁaﬁ\ﬁ\fé%@ the stnﬁse of lidded base m:

adm ni st ered to the patient. Accordingly,
beent tothedesifedsizasThis mameﬁ@mé vERSHIIIRg toolhét tb%ﬁameﬂﬂme the blister

%lﬁ%&ﬁrfqr el??rfh ﬁ%nﬁ%’? 8‘2"%19!:0%’(8 tIt LL, glsé dgo%sﬁ]%‘ E 3&%‘;5&;62&’% gsrersn inthe lid
nﬁfenﬂrb@ iR babétp allovthe bikie phc&béeﬁb be benori topress hcbiegments to make remox

cont enpl at es_adm ni steri ng such dosage fornms severa
ofﬂaﬁh@seammtyndneﬁ@mafﬁhacqmﬁnts@omlq y. In that event it

IS
Vi tg%génkg an<b§hﬂ}m‘%$@i‘%ﬁé contal n gg%gr Vi tam nlgqg%gefonnssuc}l&

fdl‘lemmﬂé sut nddibifreitedptoarftabilet eedpleieabshle) gel aapsylstohew wbiet, &izenga and troche,

tabl et. adnm njstered.in the por ont ai,n di.fferent
{FERR b OO0 e SOTCCh AN ForPRE AN OOk PHE, g solid sachet o

theliRe. A ?ﬁb@dosh%kofﬁﬁﬁﬁlta% 1th hé\?&lé‘fﬁ@?{ﬁgﬂe%sb@ The Atk Lr&?sohd dosage

present 1 nvent care profe onal mou
farmikfopatposestof thie ptesanymlvmtlbmrs |arggl cappele. ldoweves wmpcsmgm qf the present

habl t S@#‘Eﬁlpert gﬁiﬁglgﬂ@eﬂﬁﬁ%ﬁgaor I | ti esgﬁrota % with a liquid.
Th e Qﬂlﬁ&%ﬁ%ﬁﬂﬁh d&éﬁgé"foﬁﬁ 8 HehtSedtd Ex‘oﬁﬁé‘ a HdbagTBhd\Ginidde compositiox

with a comercially available risk factor eval uati on
ofithe plesentinventiony preferrad ddspgedorms|inchuiefpingle gel;ygpsubqu gakcapsules or one

capsule and one caplet or tablet. For example, one capsule may contain from about 40% to about 609

e

.’x‘

21



10

15

20

25

30

one of five cardiovascular risk |evels noted above.

The conposition formulation for that risk level is
wohess/oprascri bed to the patient, typically forPCT/US2005/038227

adm nistration in a 24 hour period In some cases, a

ot AT P FeEaRb o i SHES AL ThE g viaminsa
mirMEHhdy P8 di bﬂ‘t@tv@lﬁtﬁ tb@cﬁi’sﬁééhﬁﬂ@ﬁéa.ﬁ;%aﬁ@ 4 doe@k iR be provided in

[ genétic diseases including but not limted to
cm@gﬂqqmdaamhnmuhhuﬁwE&mﬁﬁ;@@% A5 By begrovifed in 8 2elgapsule, while the

notllm dta ero [ i |t
e R e S B e TSRSt st

aﬁm&ge@@totﬁé aﬂéﬁ%&&n@fy A afghéraimonsits BEEIAs, Bragbe hideessary for the patie

deterloratlng condi tion. Also, conpositions disclosed
tottekeanone hayorigeossgednit o treat aut oi nmune di seases

i ncl

o ol BEbobl B ot LBty R MICLE i ofone e
arldWRb bR, ﬁiehﬁﬁﬂioﬁ%bxﬁem;ﬂﬁt&ﬁddﬁﬁﬁﬁmnglsﬁc&fd@ﬂgb fcmms several tlmes daily,

enbodi nent, the products discl ogsed herejn o .
inglnB g edaly T Ga{suent s RN D ol e itamin B
O L sl Lt
admmsmtedmthalmnm@mmmaﬂﬂfe(auy anyeeisafetasinsendeninerald thanghat taken in the

ronote cardi ovascul ar health. Ih still another
di ment of the present invention, there is

d | schOsadicaidRE bash ofs1€6ns‘1ﬁﬂﬁ?fésént Aviibh, Q/hkalth care professional would tak
car.di ovascul ar risk | evel arting point through

pmenmatdrymnlgdmg agﬁacmgegeﬁeus:zmllagg baba hypeensione bidptaoraalifipsafamily histo
dJQ%)erSS tgglf‘g‘sl LAk gfsél@p gﬁcbaro@g Sﬂé‘l’e g)geg ﬁif:tg%e% {ie mstary in combinatio:

witR 4 b&&n&ﬂ@ﬂﬂj@@»faﬂﬂﬁ risk @ackor ﬁm&uéﬂnﬁdﬁﬁhﬁ te stxakfyloewlﬁs@ the patient into
within a prescribed E)erlod of tine callow(% dprb\%qtim
OIIIErQ,ffﬁ@? aas@yvasq%nﬁk Is¥ely noied abevigpHhs\vaimpoRtioRemm pihat risk levelis
é#ésén% ﬁ%ﬁgﬂE ?@Rﬁl&fofa&rﬁm%ﬁ% 6 219 iod B{ &me cases, a

era thin about three nonth
hédlth@@d:lﬁbﬁ@fmﬂ il 4dtualli adrainisieethd etppleivent tolths patiept | on, t he

P ppCemeRs Vq?@%%ﬁ@n? FeoOH R0 Flon By ot T rspmen gt esneti
dfgéag%s'lﬂt S fiidd 1 ByRERbIBLs, BiflafRRRy Asdah indhaf F@ﬁt not limited t

CI al Inthe treat rrent or preventl on O
aﬁadéodnros@D;lrrH'dss Mupesitis, clnrmnc pm@amﬂsaaséamaaudnnﬂargmetpm’c@wel dlsease or

Iar e .dose S to a patient, while
tFFle 8‘1@%&%3? “fhg] Mrprove a patient's

QTE oF: N2 &ﬁﬁﬂoﬁhﬁﬁ didclbsed %ﬂ@n&% bE BdedYo @t #htdidiniue diSeases including but

noted above. Pref erably a patient's Cnegg 6, fatt aci d

notdingted tperh@miatnid grthaitis, glomerilasclerosis, paroaary and systelmc lupus
|t| ons of the present inventionby about 5

eﬁ@%’g‘@ t5t 0 about 50 percent. Having described the

pr es éminothvAiinkidR ehibodiftieal the plobhasalisiosdd hetbin mayt Yeadwmiristered to

wi || appreciate that nDdlflcatlonsna be nmade  t

Peienepius? oinennpaHsal ERante RPNy 44?‘{35%%%%1@';,

t her '
of 1t HBeoR BEEAREE erbbtbnl e pfthERYE Bt Bl odministre
kﬁﬁ@ﬁﬁ&h@ﬁnﬁ@kﬂhMmdﬁﬂﬂmﬂwmdMHhaMhntended only that the

?ES Z %m&@&@%g&gt rgf trl]lg p;ege%t 1%36%%&, (t)geret is disclosed a method for determir

a patient's cardiovascular risk level starting point through stratifying or categorizing a patient's
cardiovascular risk factors into a risk level, prescribing the appropriate composition dosage based on

level, and moving the patient to a more favorable risk level within a prescribed period of time called |
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1. A conposition conprising: an effective anmount of

one or nore endothelial cell anti-inflamuatory agents;
wanoeioexati ve anount of one or nore nitric oxi BET/US2005/038227

generation pronoting agents; an effective anmount of

endpoff Bttt b nak et b G AP b8 ondf R S Pl BRUET syt 6 montes
more pREFEABIS ond ik veI i Doutestnahths. heal th. 2. A
cardi ovascul ar health pronoting or maintaining |

c Brasefarcewite thepbdve detgled descaption the pressnidanentionfpresides dietary or

.. heli al. cel i-i ' . .
o oGk o e b WAL AL Ol B e o
Omeg@8 fittyatidon bp barhdiil Mxhegerhait otprevehiic@cif CA® @idiotiOD: Tiic invention
one or. nore, anti oxi dant agen%§§ and an effective .

contemplaiesimnstesing lasge degss of Gmsgast ity alsieypatienwiilspaipimigng Omega-6

futy o} 830 prol e B CORBRLE GAPSATE ACeH: bty oot SRR 10,

Preferably sfatient’s Onega6 ity beidfo @megad fattyrack! rativdelohveted asing aagositions of
anti-infl to agents; ef fecti ve anpbunt of one

ﬂwpﬁﬁ?ﬁﬁwﬁgwﬂﬁggﬁiﬂ “@@W%ﬂé§EQﬁ?ﬁpronnting agents; an
CHLGRE H4EHRARE ?&es&ft in98RioR in JERIIShAB bRt @B bt FdEHbreciate that

_and an effective amount of one or nore platel et
modifiegfignemay heonade dusbe inmeptiag withat départing Gomithergpirie andlssepgdhereof.

orns for treatnent of car di. ovascu i sease. .4.. A
Theriolty 7 gy tebdod PefTBaeott sstsabieni tEm e o SRR oo
descrited NBYSHI RafRe, iG9Rhid oA/ tha the@bpepbdd kemadsietmine Be sEdpR ofthe
) nore endothelial cell anti-inflamuatory agents; an
mventnf ect i ve anmpunt of one or- nore nitric oxide

generation pronoting agents; an effective anmount of
one or nore antioxidant agents; and an effective
anount of one or nore platel et aggregation | owering
agents, in one or nore dosage forns toprevent,
stabilize, reverse or treat coronary artery di sease or
cerebrovascul ar di sease. 5. The conposition of claim
1,2, 3 or 4 wherein said one or nore endothelial cel
anti inflammatory agents are selected fromthe group
consi sting of natural Qmega-3 fatty acids and
synthetic Orega-3 fatty acids. 6. The conposition of
claim1, 2, 3 or 4 wherein said one or nore
endothelial cell anti inflanmatory agents are sel ected
fromthe group consisting of eicosapentaenoic acid,
docosahexaenoi ¢ aci d, al pha-1inol enic acid,
derivatives of eicosapentaenoic acid, derivatives of
docosahexaenoi ¢ acid, derivatives ofal pha-Iinolenic
acid and fatty acid conmpound derivatives. 7. The
conposition of claim1l1, 2, 3 or 4 wherein said one or
nore endot helial cel

ot
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anti-inflammatory agents are selected fromthe group
consi sting of eicosapentaenoi c acid, docosahexaenoic
weacehw/07ed4pha- 1 i nol eni ¢ acid, derivatives of PCT/US2005/038227
ei cosapent aenoi ¢ acid, derivatives of docosahexaenoic
Weclaqid, derivatives of alpha-Iinolenic acid,
ospholipids esters of linolenic acid, ethers of
IunoIe@b@ﬁmmﬂonaﬁ@ﬁ@hgderlvatlves of I|nolen|c acid
and fatty acid conpounds. 8. The _conposi.tion of claim

1, 2, 2 cHpcliye wnembpipns gy mors Arlofielia}selanEripflspmeatons pEcEiS) 4u
effective %buﬂt ?f 4 m&%%@&& é'?{itﬁm ‘ﬁfaf SO eEfQ&lVQ St of one or
I'ng o Cl

consi's €i cosape aen0| ocosahexaenoi ¢

Inmemﬁmmdmna&mﬁ&nﬂbﬁ@ﬁamh@mﬁmnmbﬂthmnmaéphﬁﬁﬂm&;qyﬁankwwﬁngagﬁmg
ei cosapent aenoi ¢ acid, derivatives of docosahexaenoic

to promgpts Qy magiAn ves of al pha-1inol enic acid,

Wosphgkaabva%%ﬁa}m gfz{maiuhgehﬁﬁaﬁnﬁg b d%ﬁlbﬁ&ﬁnﬁfsmg

I'i nol eni'c aci vatives |nolen|c acrd,
phosphmﬁﬂh&WemﬂumnmﬂmwesnepQMbmdhhnbmmHMbnuu&myquSaneﬂaiwe

hati dal. er of .linolenic acid and sipolstero
amounf O3 of 3o Mg O Bomaafion PrgmOLHE a2 a1 on of o) aim
1, 2, 3 cPectide WASKRbIons 8t HoeBioRIdaiREStsNadd | ¢ oXi de
generatlon pronoting agents are selected fromthe

gr oup anifetive imeuny of dng bf worgplatglet agsragetion Iprag pgdissingpe
aci d precursors of folate, derivatives of folic
ae |vat|ves of folate, netabolites of folic

&:i d, n&t@h@hﬁbﬁﬁnq&m&aﬁafﬁamﬂﬁmmmmmmmmmemwmx@mgf
folate. 10. The conposi-tion of ¢

Wi erémﬁﬂ?§WIm§W€“8‘XﬁﬁﬁémﬁFWFﬂE’%ﬁghﬁmﬁ%%%m%¥@%ﬁgmﬁ .

ronDt éﬁﬁh ’
pon3|s i ng o?%%&ﬁﬁéﬁg%?%ﬁ&%%ﬁg%g%@ fecurs rs(€? %%m?c
aci d, an effeeiva amours ofdne boateantictlantagéntsyasl of folic
acid derivatives of .fol ate, bolites .of folic id
ot abol SlEaEF ABYA pEone Lol ePfh R UTh IgvaRgeshts i one or more
dosage%‘fcﬁ%éﬁ%nt%‘a ERRdvdsGlidr Bigdsde of ol i ¢ aci d,

6S5)- tetrahydrofolic acid, derlvatlves of

4. et h&lcar(lﬁ@seulmdthgpmrmﬁmg brmaintridingSompesitiph cragjsing:
t et r ahydr.of ol d ¢
KPR TN IR TR IR MR-

t et r ahyiFRERL ho@ bEone@Libiéditiy/@8dedteneration promoting agents;
10-fornyl - (6R)-tetrahydrofolic aci 5,

qHt net angffestive emm)mof@ppamy@@@mmda@taamtﬂandjen vatives

0- met ¥ Rt B of St e BielprtGhing Bgents, m o ormere
dosage ForrchSto RV EE BiBilize Gikrst @tiea bc)td‘ra@f afttry diseust ot cefebiboastilarisamse.

(556 fS 23 r :"Elitleiﬁ%%g.{ligg? l If:}gmfc hd d ggv{g{qgegrgs\é}%fpne or more endothelial cell anti-

mﬂamr% ; nrf‘ % I aré %Eged 'i:iBertﬁtrﬂg ?IE)S%HI of fg@ﬂ gﬂﬁé& Y gkl Y88 Al synthetic

Onwgﬁﬂ&ﬂﬁ&mklene (6RS)- tetrahydrofolic acid, derivatives

%%”%%%%@$”d%%%m@mwm

inﬂaml‘ﬂgto a %ng' eﬁrﬁe{b@tgdg n up @b ES f%fc@édp@rﬁ&ﬁbl@ am& docogahexaenom

va |ves of pol ygl ut anyl
mmiammﬂmmmemmidmhmﬂwaqﬁmmgmgﬂ&mmnmmidMBmmmmoﬁbmud@ﬁ@m@pmml

ceivafgn G E B 0200 BSOS SRS Eopher of , 0

tyimet ’f'h’é co Sﬁtﬁﬂiﬁff}ﬂan@P Of D618l wiHeRHORANRIME br Bbieehdvitiekal cell
Vitanin A, flavonoids, caretenoids, al pha- Hpoi c aci d,

anti-inflsnenaidry ggmtsmh@tgd ﬁqym thegoup gon515t1ng of eicosapentaenoic acid,

docosahexaenoic acid, alpha-linolenic acid, derivatives of eicosapentaenoic acid, derivatives of

or more cgos%ge Q)
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12. The conposition of claim1l, 2, 3 or 4 wherein said
one or nore antioxidant agents are selected fromthe

waresp7cansi sting of ascorbic acid, al pha-tocoptemskqos/03s227
trimethyl tocopheryl acet ate, al pha-tocopherol

coosa Y ESHAEAE e e AP PP SR i i cor
ofhnoléeﬁhx&ﬂfslefb@%vamsﬂﬁeﬁmc h&@@ﬁﬁﬁl@aﬂﬁ%ﬂ@mﬂgne

| act ucaxant hin, anhydrol utei n, zeaxanthin,
& pha ﬂhcpmmsmon dfd@lnl lgbﬁ@rﬂ wibersin st 9es A MG Fdothelial cell anti-

mﬂalm%rt]o%? i?ﬁ? anos lgc?%ir %ﬁogrg e% consistftte ogﬁgosglr?egﬁ%ﬂ AR a¥bsahexaenoic

acid, allﬂﬁlhh&éim@@iﬂ, dasatiNes ofdicvsspehtasbiedceifly detivdtines of donmpahexaenom acid,
consi sting of natural al pha-togcopherol

derivatisgshalphadinglenis eeirl, phpwphalipids cpters C amd, eihrs o ?Iemolemc acid, sterol -
denvahgg%oﬁe?lfﬁ%% Bbpha c[a!l glﬁgllé\fg{spsgl%&a{c bisHafidal ether of linolenic

crna a tocopherol
acidandiﬁpolst@bllem&&f@ﬁolaﬁctmdocopheroI deri vat | ves of.

anma- t ocopher ol , erlvtlvsof trimeth op
et arkbe coEposignp § %’QSE%?%%QI UG Yeneration

promotgng%géﬁ sSRY sé ok B4R ﬁé g&?@&ﬁ%ﬁiﬁ of follc %@iﬂ,rfél@fesprélfursors of folic acid,

ocop ero sors or %arrma t ocopherol ,

precurspis eﬁﬁ)lateodemvmfves mﬁfoﬂmdnyu derivatiypsnf fojate me@qbaht@s of lis@cidgngtabolites.
of tocopher ol CCI nat e, netabolites of

OffOIat%\f“lﬁiﬁ‘ﬁmfa@ cffgli ®met abol i tes of beta- . Q tocaopherol,

Rt aboftielssp&itionl 3PEENt Q2 Q!ﬂiﬂﬁn@iereﬁfs‘aﬁbﬁé brtrRre pifric oxide gerierahon B
trinmet hyl tocogheryl acetate, netabolites of

promotingeggiseraselesied om egroupsennistiag offolisapHokis apMEPEIof folic acid, .

.precursgxgﬁﬁﬁ ogeggﬁﬁ; 808D %&eﬁ%ﬁp’af&%ﬁt@ olites of folic amd,metabohtes‘

' SOMers o net’hyl tocopheryl
of folate, Q@S)&étﬁuhyﬁtﬁtvﬁe rasldpderitvatﬂ:s@p bﬁ(ﬁ@}-teﬂ‘ahydrasfaheamdj érm@thylr (685

ORI e R AN L e L o
tetrahyfd}o%’i giﬁldéenvgﬂeé of 3 &{x}ﬁ@ ﬁéS)-tﬂ:f'aﬁS/&ofo‘ﬁb atid Xﬁﬂfoﬁhﬁl’-(&)

xant toxa yt of | uene, phyt oene,

tetrahykh;dfcilt@&bﬁ mivamqs of é(DHﬁ)rrdyh(ﬂR){tarehmrbfqh,c agidr3sth- mem@pr(em
zeaxant hi

o e SRR 6T SRRy R e s 4 5110 mefhem-

(6R)-t éqoat gcffd Qifri RSB LS, 1 (PmeBerBl-(GR)MBRARF SR Rid) B&'oxﬁﬁmmo-

8t aggregation | owering agents are selec

(6S)-teﬁn‘ﬂl)jrﬂlﬂiﬂll'iac @!Jld)dﬁfmvabm iof §iferqninpinov(cS hieirphyge falirpcity é?rtf@’myl-(ﬁRS}

e ST PGPS s TR, £SO

tetrahyREABIRORIA, @éhdaﬁm fof 591 (ﬂﬂl@tﬁ&l&n@(@&}@é@h&@dfoﬁlb acidf 5) @0-methenyl-
group consi sting of I doxi ne,

(6Rs)wmh1¢b&@h¢ #eid, demvatves ohe éOmeﬂwwlr@ﬁ} W&ahsﬂié?fp%%% gglyslutamyl
anddegyatlgvé %8§f%nutmg@rl vatives of pyrl doxam ne, precursors

fecursors of pyridoxal, precursors of

pyr, i doXiedo ﬂ?osﬁﬁﬂ(ﬁblaiml ,as3 af4 \m)ereudsmdmeprmmteahtnﬂmdamsagentsare
of pyridoxa met abol i t.es qc: yri olllgxag‘n rsl Oftat
selectef) FromARSETONP, COPSiTRB PLASESIDIB G aleﬁﬁaioc expl fsHResty! pophosy! adetat,

o R LRI JAGRLE clRvns s B8 en gt
CoQ16. 5, 6, 7 or 8 wherein sai d one or more endot heI i al

o2 abobie EuBRRToL sk o S ot RSP RRP T L e
selectedt ﬁ‘émtt% %rodug c'émlﬁ%ng éf Rborblc M %Iéh@ﬁ)@é}ﬁﬁ%ﬁ trdhetii¥@foRopheryl acetate,

anti-inflanmatory agents are present |
alpha-tocopherolsnurinate, Witanaib dy flavonGids, hetarcangtensthatein, violaxanthin, neoxanthin,
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O 18. The conposition of claiml1, 2, 3, 4, 5 6, 7 or

8 wherein said one or nore endothelial cell
wanbvie/rrdk ammat ory agents are present in an anpamusefos/038227

about 2 0 g or greater 19. The conpositi on of claim

wherei n_sa e
cryptoxmtntvatqﬂapnec ehﬁrtoaﬁt e peomene Sl safptnRin MR,

Gy id6s andit®Q 10.
Zeaxand&%trp Si on o @H%tpr&nﬁgcﬁmaﬁls tﬁ@dy&gog V\haelr ei r? sai d

dhe oMheromgpositivn ofclaom il a3 geﬁwhq@m gnd mﬁp{%ﬁg@@q{ agents are

it B 55 PR gL s o 0

tocophéféleéa%hﬂa-%bﬂlefm QriftfethyPloCopRériT acéta@)tbcéph@ﬁrsmcﬂmepd‘envattves of
onoti ng agents are preseni in an anount of abo

alpha- toﬁoﬁtn@l dmmmofbmgocoshqgl derivatives op s¥MPR-SPoBFeTR) ‘i?rtwtives of

Wner [ e
tnmeth)é ta%r %emgaqusgofg lfegd} ggcgﬂgtcre A e{ﬁg&? ﬁf‘eg HaltSco aﬁhétr(‘}i
precurscg§ o?dé&litbco%he%olmi oat@egmmﬁ@@ophaﬁﬂ pi’ébmscu'mﬁﬁmsethyldm:opheryl

[ ai m

oo gvroas @f@e@ehe@@ﬁechw%né%oﬁ@géﬁeaﬁ@a%' pheap gl et
tocophe&o "%B 'ﬁ?elé r(’)‘f %zg'ﬁm? by qu]rolgné'[%aoth%’s %9 i ﬂ%@f&op}?eﬂyl al&ife,

wher el n sald
metabome@of@crcophme suttihate, asomersdxé‘ a]pna -geopbemal, i 1sgmerp pblprta-topqpherol, isomers of

gmmaggtg)g{ae;@?%o%t%&s enghsé 4 _a&ef g&rp%? gco E&ﬁ%uéc te cienvattves |

3i1hz1H Vit fngonalty Viamin Agénian C,
Oftocoﬁgengé%véi%ﬂr%&ﬁvf{ld%%bout 0 11U t.o about 2000 I'U as

, ﬂavondt&iist; hm-narEtenQ &1teﬂ}mobmnﬁg@,nppmﬂmﬁ cgqu]xmt‘gm tht@luege phytoene,_

ooy el LR A B AR i
ﬂﬂgyaﬁﬁnayahﬂi ZE)ancfe?adesandtji;QZ(’)’ The conposi ti on ofclai m

1,2, 3,4, 1 wherein said one or nore

adoy e conpessonel Fodgas 43 et oy it feeregation
12. S
v gRert R o ST st g gt Vi
functiofdli@y, OF nore pl at eI et aggregat| on | ovverl ng agent S are
present with about 12. 5 out 500 n
hevi ngThyicommpsifionef slifch Porer a}yrenmaldfge ﬁ%be?%gregamn
tower iR RS o oﬁ“ﬁn%ﬁ% roh PF%”‘@“P doxammine,
derivatrh bf pyridorinerietvativagefpwidosal, diiveties oépmdo&mmafprwors of
or nore nitric,oxi,de gener r.onot
pyridogine QeI PrEBos o RSBt DA AT RbaRE
metabo%ﬂas ‘3@%’?@5}%&[} %‘re%ﬁ@lﬂégof 9§nd€>ﬁﬁnﬁé idoRleR oPp@idekiaé, isomers of pyridoxal,

OWer i ng agents; to pronote or maintain
1somerh<&fqiyt1dtnxatﬁmﬁ ond aentshaving VomineRei fungtiepabir di ovascul ar

hg@_pt h_pro rmt P {f}& QﬁrF]ﬂ’gnaia%t ? (lné B9z &%%%?e'lﬁ étaﬂirbgle or more endotheha;l

@:

C fective anoun

cell anﬁ'ﬁfﬂﬁmﬁﬁﬁl)%t Jk@l'lté @b pleSdnt in@A tunoird bf HOWEBEO Mg ob greaters | an
ef | ecti veanount of one or nore nitri¢ oxide energodl&alceu

pibnot Thepomgestion of clarm &2 645 G CEhiRRN i one ormore en

anti-inflammatory agents are present in an amount of about 1.38 g or greater.

18. The composition of claim 1,2, 3,4, 5,6, 7 or 8 wherein said one or more endothelial
cell anti-inflammatory agents are present in an amount of about 2.0 g or greater.

19. The composition of claim 1,2, 3,4, 5, 6, 7 or 8 wherein said one or more endothelial

cell anti-inflammatory agents are present in an amount of about 2.68 g or greater.
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one or nore antioxidant agents; and an effective

anount of one or nore platelet aggregation |lowering O
wagemstosi34zn one or nore dosage forns. 31. A nerboasefos/038227

maki ng a conposition for treatnment of a cardiovascul ar

Hhe ot e GrmosHaRARER L wob § it o] o p PR Bhcce
generatGHpréinb i deis REPHARk iR fn 2RGOGT DS 4t to o Sindle

generation pronoting agents; an effectiveanount

of on
3. mofe eomtposikioniefivlaia §hB <, O anld) veerest ikane QEMARRHIFG 0’%‘%

.one or..nore platel ef. a | I ' s, iIn
generat aoprifE ettt g rgeet i AR BP0 Bl R A0 B9

oar di quasskicaRiodbfehian ¢;2, 324, 9 4r Ttailivadin @id oma i mgreaitric oxide

cardi ovascul ar health pronmoting or_maintainin

eewFEen ProBRtiRg AZER'S 4P BGSCNLIB AR ARPHE OtAROE 2488 ﬁ%&‘%&ﬁ%’a‘%t
on I . helq al Ty f¥fric oxide

Bent CLoRpROTRBLT: 34 3Bt o\ il (R ETRLRTt: ord

genetish promofigapits g prgatinan amount bf sbouti engionbont 20Mmg

2o un TS ROrGRRBINGR LAATE Lo dr P&t LGRS o of B g oxide
generaﬁglggfélﬁﬁinzée&eﬂ@ S ?feséﬁpih%n HAS@H 8f TSt thetoRbeNES thg,

revefse or treatment coronary artery
5.5 e aShe compositianwf dsimslc? Bak 11d12erd 3 whergsadonaprrpgrejangipxidant

agmm%@%ﬁaégm%mé%p%gﬁﬁ%sd 1 ( ,' gs?t i .8,:1 t4 0. a human . .

g, Ot hgg c&hdRion a1, 2B} £ 18,0920 €3 Wherélh sdidore@r more antioxidant
" consi stent ‘adm ni stration or intermftent :

. agents aseipresontsvitheebpis 00 @ fo abrat 2000 me@s Yitawing m 29, 30, 31 or
15

wherei n_sai .Qr re. i.al .. i

5, 10 Al P, T SO i lable A
aggregfiONRWeHhd Wpeité ard BicsthawitlbRgEL23 hatotaow 60Ging asiditaniin B.

synthetic QOrega-3 fatty acids, R Th?

#8t hodThsrompasition ofclamd, 2,314, df on b5 yiprgiasail Qg opmgireilet

J ! ‘ il N

oo e AP S i Y o g
VitamiteB4 fluctiogtigs ahexaenoi ¢ aci d, al pha-1i nol eni ¢ aci d,

derivatives of eicosapentaenoic.acid, derivati ves of
v‘é@ppsaﬁgfg@ﬁﬁ%@%%ﬁ%ﬂéﬁﬁﬁm%%?vwg§m%f_aLpha-IinoLeniQ
aci d ?BHPB@[gIaYl BEdiYe SRERPSIMe Bi8hor¥ BidottRRal celmti-Tfmmatory
met hod of claim 29, 30, | or 32 wherein said one or
agents; amefiecivecmiduet df ahe aretdre nitvicioxide ginaration pPRRotingaaens; a effective

sel ected from.th roup, consi.sting of .ej G
smoun ¥ 3 Or o LTS St s op RE s R RO B A acon
lowerinig@bdntsdio pr&ifiotO br hidREAREN.aenoi ¢ aci d, derivatives of

doCosahexaenoi ¢ acid, derivatjives of alpha-linqglenic ..
a6 d, Histhor of ingliniza eaxdieespulst healthpomating of gjamtaingipg,eqmposition

.of linolenic acid, sterol derivatives of linolenic
complid®&®d and fatty acid conpounds. 37. The method of claim

29, 30sonbhnif andleotive sount 6%und onmereendotiatial cethrbtitinfeiingtory

cell anti inflammatory _agents are selected fromthe
agerts; gy ofpive BHRILR PR BRTSEHS GRS olE geen S8l amount of

one or 1%81%%3@@&&5%%&5&% and an effective amount of one or more platelet aggregation lowering

agents, in one or more dosage forms.
3L A method of making a composition for treatment of a cardiovascular disease
comprising:
combining an effective amount of one or more endothelial cell anti-inflammatory

agents; an effective amount of one or more nitric oxide generation promoting agents; an effective
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acid, al pha-linolenic acid, derivatives of
ei cosapent aenoi c acid, derivatives of docosahexaenoic
weacehw/07daei vati ves of al pha-1inol enic acid, PCT/US2005/038227
phosphol i pi ds esters of linolenic acid, ethers of
i nol enic acid, sterol derjvatives of i nol eni
amount of HRRYS RS WPMé%Pgeﬂfé apd prupiectie apqopR oL PR gb"ff%pl&elgt tpftegation
p Bfnd o e forachdictadulad diehsst er ol
knwxmgggﬁ&'gﬂ%égﬂh en| ea%?% 3§ The nmet hod of  cl ai m 29,
30, aﬁnmﬂmaafﬂmkmgnmm&nwaﬂﬂmmmﬂﬂnxmmmgﬁﬂﬁﬂﬁmﬁmﬁmﬁQﬁ$ﬁﬁﬁwﬂ
generation pronoting agents are selected fromthe
comprisig& oup consi sting of folic acid, folate, precursors of

Joﬁlbg&ng?ﬁ oBhoctinh SEOE Of che 8 mibe btiomelial el anditinflaasnatoky deeits; an

rivatives of folate, netabolites of folic ¢
effective anoutlt ofiond ax ol nitdeoxgde gﬁmr@rqnwngag%m? AEI0Pt of one or

e

in one ofth G BELEKARED ﬁ:v@ﬁ,%taﬁlﬂi@&tiﬁﬁb dr treemnbﬁteo@nw prtery disease or
consisting of tfolic acid, folate, precursors of folic
cerebrovascubrdlmursors of folate, derivatives of folic acid,

rivatiwve f id,
! abay R of pinedh Bl offtRland £2. Slorh Enhiish
der i vainhive®rigf said@Spbsition &dg/ldmmh(ot otherauindh] one or more dosage forms

5-met hyl - (6S).- tetrahydrofoli Cld derivatives of
\D%ﬂ%%%‘faém’% %, 5-forny,|-(6S)-

glra 1o 6! 3008 ok Y%héféﬁ saﬁ’cﬂ one or more endothehal cetl éhtl- o
forw%h%%;ét%etrahydrof olic¢racid,  10-fornyl "

| mﬂammfaﬁty ahnytsiare Sabdcied fiami th Sroey qonmtmg Q%Haﬁlal Omega-3 fatty ac1cls and

10fo tetrahydrofollc aC|d
synthetig Opgs: tjﬁ@@% {6R)- tetrahydrofolic acid, derivatives

g§ 5, ¥ peihby bensn 06 30; 318k BRRHetia kad o aeriotts endothelial cell antl-
10- net henyl - (6E tetrahydrofol ic.acid, deriv t&ves

inflamifatotyagmats fre aglwe(i(ﬁﬂ)n thegrevrrspasigng pf q;cog@egtaenow acl cosahexaen01c

acid, alpg? Elgorl%é a:#]dr, ﬁmét?v?%%fjemt% apab%e% 9%&?{]5 :d:éré\%g{éég 8f ARbiarSlakAdRSacid,
denvauJeQ bf Q;B}mdinofeﬁE@ald aﬁd&hﬁﬁﬁd@bﬁf)@inddemhmbs derivatives of
formyl - gE({ltetrahydrofol i C

5610 e g BR3P, Vet ARy thr@aﬁ?lg ongarapordpei rllent
5. 10- X
ool R B BRI APl bbiidhac, docni
acid, alphfa. liBold¢ #5ed] Beivativel 6RR)osdperttacabip dcld,f(hnvauvgs@f docosahexaenom acid,

ol Iutamand er t.ives of polyal ut.
deivativege sl cnpapbonric g of okshe i b of ot i, steol
de:rlvatl%'so?’ﬁr{?3 %ﬁ&ﬁﬁ?&c@&fﬁﬂo&cﬁr sel ected fromt he group
I ng o

con ascorbic acid, natural al pha- tocog1 erol_,
synt héthemeﬂioyjbﬁ‘tlmnwm 3l or BBmln@ntsylﬂ op@@rmg elial cell anti-

mﬂammaq%og; géﬂe}fsage sglgcg?d;(? gé)m gcrsngﬁ@gln ?élg?s égc i 031@?%:{%5?] d?_ckosahexaenmc
acid, alﬁﬁ '@gl‘éﬁ d 5ci@ ReivaR¥es bPeicdtdpenthdidicigiddegvaived cﬁ‘ldmo’éﬂl,exa%ﬁols 4cid,

herein said one or nore anti oxi dant a gﬂts ar

denvahsaloﬁalpmalhliql@m ackiephgerbalipidssaters 6f QJgrigacid, sterol
denvaugq:srjug ﬁnc%l i r 2 lsp}glhéaé :&ﬁ%{f&l éste%%? gl%heﬁﬁcy acﬁ?ﬁ{ I gcllaé gther of linolenic

amdan@ﬁﬁﬁst@r@lé&kﬁdﬁnohﬁ&&h@ vi ol axant hi n, neoxant hi n,
crypt oxant hi n, phyt of | uene, phyt ge

138 op€Fhe mrshnd o€ plairmeahe 30, B het odieEH Hidpne SrRgra i e generation
prom %Ieg%g%]?sﬁ?gg ngectg(glﬂ%gﬂ{ %@'ﬁ%m%ﬁ of% ggﬁg,ﬁfgla& %ec:lllasors of folic acid,

precursdi Of fokitd) ahivativel of folicxRid, t%,vatﬁ'&s (Iif fol&2, mﬁmbtﬁwfidicdlcﬁ{metabOhteS

or nore antioxi dantagents an
of folate and natural isomers of folate.
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selected fromthe group consisting of natural
al pha-tocopherol, synthetic al pha-tocopherol,

woebwtoacapher ol , gamra-t ocopherol, trinethyl tecoisenyg3s227
acetate, tocopherol succi nate deri vati vesof
al pha-tocopherol, deri i f beta-tocopherol. . . .
der P¥%at i Vdgmsthog Sfﬁ?dmtzég{?p ré Whepe %ppﬁ,@rﬁ oggblmc oxide generatio

prc{nrlduﬂg %%ﬁﬂs QEILRGERh 1R ERLA ESsistiH o Yok hig Folar, precursors of folic acid,

su00|nate precursors of al pha-tocophero
prpueasookts, cteﬁvm*e@eﬁfdmpﬂ,eleomummé flats; octbelites of folic acﬁ, metabolite:

o SRR RGPl BASEH 8953 s} TR A5 5

te aJeRJhb h&8, déhvgtmb afS—ﬁiéﬂ@'DwS?JtetraHﬁlrafbﬁb h¢i@S-fimyl-(65)-

at ocopherol, metaboliteés nma- t gcop her o
tetrahydrbﬁﬂm peid, dfivativesef mrrwb@@ﬂrrf%iabydra@@? asid, 10- flonnyl-(fiR)

tetgar%ﬁﬁrg l i te tcge%gz hel ol{;@? %%g?(%gz (ﬂgfo % rgéol 5, 10§rgﬁe ¥Iene-(6R)

te@cﬁly%mtaéiﬁoﬁi‘ﬁﬁﬂes of 5 Qﬂﬁie&yﬁne{ﬁRﬂEtrﬂwldrdfdmﬁb byt D-methenyl-(6R

acetate, isonmers of tocopherol succi n Ferl ves 6S
oyt cdelaive e6546 medhsgvh GRS g g imino-(63)
u I _ - _
S IRl S i, 10 S 65

temgmmﬂmaam @ewpuws@ﬁnwmmyp@swmhympfoph9@1@ﬁiqg)-methy1ene-(6RS)
teadm R, Srp AR soh 31 b e PRSPl Rd 5 Tonetmeny -

'(6&5?%@%1'{5@&8{}& gid %en?e{ﬁtvmal@%étﬁ&ﬁdm@ralﬁdmﬁm a&"ilﬁsépolyglutam

m>29,°°30, 31 ot 32 Wwherei'n said one or

N arﬂmeﬁvaﬂved@zﬂp@ly@ggnyigatl on | ovverl ng-.agents are sel ected

T rom e g oup, ChsySt b0l V), By SRS Aot g

| seféct%& Ford $he giShp c3rsistihg SPasWRRE Rid) nﬁﬁhﬁl@nﬁ&o@phml gynthetic alpha-

pl at el et aggregatlon | owering agents are S}) ected rom

totdfrﬂlegﬂ aluﬂpethmgwhmba@fatqaglph%@mbéml Penao X Apmn Onolds

X [ e, derlvatlves
&F%@Qﬁ?m ?Wg{ﬂl{cvcgs Py d%%{dl a??n ne, precursors
Of pﬁf i do'fhélﬁethcm &Elaltrﬁw 30(3;1 op}’lw?mnhald qme@u:mosethomc]Eant agents ar
pyri doxam ne, netabol jtes of  py e, . met it .0
sefepiei! fosedhc SroRMRBBINg e%aswblﬁ & %@a ?%B’F@?@ oggphery! acciate,
al r| do éronlesuccllrﬁi%f tAéB% oh&@g( %ta-cbu%%@ rlﬁteﬁ‘lf violaxanthin, neoxanthin,

am ne and agen aving Vi tam nB6
rggﬁ)ﬁinﬂﬁﬁ Aihiytofluerkh phytodiedlyerpehgutunisperend, tacigaxagin, gnhydrolutein,
34, 35, .36 ar 37 wherein, said one
Zewenshin P R ippig pFIC AT F R aE BRI gaeraitsides and CoQ 10.
in ap ano @@E&!&m%%orm 0952 Q’h&é‘h@zﬁd oﬂe&)rm'ﬂi’e?anuomdantagentsan
et hel of ?E%Iél?&ﬁ?zg 30 ““34, 35, 36 or
seMdveed diom th@,grdupxrwsmng nﬁma@ll‘al alph@m@hmgl,sygtheg@alpha—tocopherol beta-

Oggé}{ff i l,ggf | ammm 08? %F @aem 8 ﬁ’gcop 55580 he, tBboBRbr MR Mate Merivatives of

‘}JB%P ﬁ&i@h%’s%f 86ta-3dcopRerdiddedivatives of gamma-tocopherol, derivatives o

60r3 wher ei n- sai doneor nore endot hel i al cel

tranefliyl toncbpha:rymateydeagm%oféncepm suspinate. presesors A Alphadecopherol,
about

pgsos Tt oGt Py tR o0 pRr iy cophry

a8 b8 Irio oﬂi&bbhe?dl hiccina) Irﬁumhtesr of alpefucspherod, npatabelitest of beta-

i n an anount of about 2. 68 or

t
vl e o ppadpi! Shabolts c gl pasnbey] el moabolit

e e O R g s

tocopherol, isomers of trimethyl tocopheryl acetate, isomers of tocopherol succinate, derivatives of

tocol, derivatives of tocotrienol, agents having Vitamin E functionality, Vitamin A, Vitamin C,
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50. The nethod of claim?29, 30, 31, 32, 38 or 39

wherein said one or nore nitric oxide generation
wonrewriag agents are present in an anmount of RODWIS2®5838227

ng to about | Oy, 51 The met hod of cl ai m 29,

IR Bt TR S YT

cﬁbm ha-Ti
IY&PH‘EFI gﬁépgggg %méa?ﬁnﬂ%’zm%S orhé%e%xv\ﬁ?rm’e?% Zalf? mh}gg?menc

proanﬂmcyanldms,@nthmsmosgiéh@ﬂébﬁléﬁ pronot i ng agents are

R .

loW&ﬁf tsSa@é leBefierh tHEpidipRbisistitg GHV 1tiﬁmgBd’mﬂagermhavmg Vitamin Bg
prorm ing agents are present in an anount of about 2.0
funggiopaditabout 25 ngy. 54. The nethod of claim29, 30, 31,

32, 40,
age s a?’éh gl;leeﬂéogl < }f'@lﬁi}rﬁ? 3%%3& %\ghe?e%‘tl s g%{%%ﬁ?la%let aggregation
loerind dgad de Electad fromhispoupadndstihgofRedeing pyddoxah pyridogpamine,
42 wherei n_sai done or 30}%138)(1 dant ts are s of
dqpeiien pl RTIOR B GIEvaRoHe RVEEBb AFVGE oY R AR o
)ﬁ E J}&g@ﬂ cfonl Roof ﬁﬁndoﬁa}mmé” et it of pfkidoxine, metabolit
SFEP Rga re

pl atel et aggregation | owering
ofpgeiddxal, meiabgites sﬁpmdmmeabmcrs Qﬁayﬁdwgm; 1501%19‘6 of pysidexalyigomers of

as Vitamn B6, nt. itam n B6
PBF@HW%?‘?%"? 8 g‘%ﬁﬂ?ﬁéﬁ‘gﬁn éreof. 57. A

conpgsi ti ‘Pﬁbrﬁ&ﬂ&fdf%laﬁﬂ% 50,31, 163585, Z'EQrSwahB‘re]ﬂﬁéld Mmore |
one Qnega-3 fafty acid, Qmega- fatty aci'd derivative

. .,emiotlahai@nlb antiinflemniasy gqnts g preseakin 28 BEQHNLP 4‘,@“ 660 mg or greater |
“fiol “
ol 567 herhghal ooy 30510 9555 B0 YPunkOhid dckmors

exfIothElAN adll aﬁﬁl-n{ﬂaﬁxhﬁﬁfry agdfits hie pRbcnainan imblnt bfbbrout ]a?fS gor greater
equi val ent ng anmount of at | east aqne anthgﬁl dant.; and

10 a#7.| eaShemptbed ofpmzs},éooafl P 8 APr36m8B37 Whereff&id one or more
eqcﬁée@ag Féﬂ a%ﬁ‘-'{ﬂ IHII?I’ Mol SehQ B3 lolsdht ﬁ’iranﬁgﬁs e £ 53%d D0 or greater.

or mul a one or nore e forne to be
adm pg.st erméimuﬁom@‘dmnsﬁ) S0t 32;6!4;136; J6tor AT whbereinsaid one or more

intermttent admnistration. . The an?%}siﬁié}; cater.
crsoichia! IWUMF@WP%%%GH%‘F@’EFQ 0, 20 AEGPTHQE OB WE T HEG

120 dg §age-[i1 ﬁ%o@@&a?rh%@%beﬁ @@BS‘&%&{QMoneormoremmcomde
administration, intermttent adm nistration or uneven

geneﬁmatdﬁbmb'mtg@entme present in an amoynf of abgug 0. 4mt0@b¢p}§ég1g{ i on

one SR B S48 it o
g%ll{@ o dhxgg Abntd B8BlescATiA 2 MRGA 3 it rAgiodbodTens- 3

erivative or a conbination thereof, are

sel efSﬂed flhomethhdofplaim9cOnl 32, PR gr Wrwheren S R CHBAG itic oxide
A Do RS S BB 36 hilou L ARG1 1Bk £ 25

8Nt aenorl ¢ acl vatives o
52. The method of claim 29, 30, 31, 32, 38 or 39 wherein said one or more nitric oxide

generation promoting agents are present in an amount of about 1.6 mg to about 20 mg.

53. The method of claim 29, 30, 31, 32, 38 or 39 wherein said one or more nitric oxide
generation promoting agents are present in an amount of about 2.0 mg to about 25 mg.

54. The method of claim 29, 30, 31, 32, 40, 41 or 42 wherein said one or more antioxid:
agents are present with about 100 IU to about 2000 IU as Vitamin E.

5. The method of claim 29, 30, 31, 32, 40, 41 or 42 wherein said one or more antioxidant
agents are present with about 100 mg to about 2000 mg as Vitamin C.
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of docosahexaenoi ¢ acid and derivatives of
al pha-linolenic acid and further conprising | ess than

wa30wy7Qaega- 6 fatty acids. 61. The conpositi ORCOUSR@BEN38227
57 wherein said at | east one Qmega-3 fatty acid,

ga-3 fatt i.d iyative o conbi pat.i f
56 o abnpeial PR e M e i gk AR
' hvift bR 23 inEio GRS BEO @&y Witaenin Be, an agent
zggﬁg%@?@?ﬁo 0 g%%%i%%%?c acid meigﬁ?bratio of§2.5:1 or6
having Yitamaih 8 funbiRmalith er acombistion theveadf cl ai m 57 wherein sai d
antioxjdant i.s selected fromthe group consisting of

W/t amphﬁﬁmﬂoﬁlgﬂr?‘f?é}pn@fl%am nA CoQ 10, beta-carotene and

conbi N@feh D50 thH 6t £ Rhist o DMEOBPOKId, OalgSd ity beld dgivaB@ ora

about 250 ng to about 1500 ng of at |east one Qmega-3
combinfitintthereodi d, mega-3 fatty acid derivative or a

conbi nat i t eof . J 4 : 9l icC

el d, sl A ot P R St IR B UaREoRt o

der i vahitvlitef Blate@emiive, Mititeinetkbdlie; or hobmbiratior theteofi t e

or a conbi nation_thereof; about 10 | U t%asgbout 400 | U d

or equatleast abrut HyUgran pauivelentmg praguyt of last ARq ayipidant an

an< ab {anﬂrpl? t¥aliBEVRarBf Bs ARCRASRY or a

havingfg |téﬁ$§1%£¥g§gﬁlona ??ygéna conbi_n_atign_c gﬁ?
combiriafisf tB&@éof, fornulaldiin oengy aord dosagedrms ket endgiinisiered Bsiag epnsisient

said at | east one Qrega-3 fatty acid, 5 Onega-3 fatty

'ad#mﬁaﬁﬁ@mG%FﬁW%WFW%m%Wn%u Rbi nation thereof is present in

T asg at | e SRR AP ARhAE il ChretRe as fheaeds Do a0 dekage.
: “Zse ~ect'glch%prrn§lr)n§?tgﬁe ‘gr'OUp"C@h"S""~Stci¥bnzg of 100:0, ..

forms Afiifeedush condseatadninig GHion GermitEot HRnigPigEPr govey o, . .
is ﬁ . :10-,30: 70-90 and 0-10:90-100. 65. A conposition ' '

agﬁﬂﬁWising: at- ‘l-.east-one--Qrega-3-fatty" aci d,; ‘Orega-3 -

gty fed nfBeifiorRIrihien STwiirdosi dugideddnmis irehude dideastona el

anmount of about 500 ng to about 3000 ng; at |east one
capsulef ol i c acid, folate, folic acid derivative, folate

derivatjve, folicC .aci ' ' 3
B o Sapogiptr g TR A o | BhEOFRLE Bl Ak O3

fatty addriRHivE P4 cRRRBER thérofpe seftoted fromfihedyouptco@dsting of eicosapentaenoic
about 800 U and Vitamin B6, Aan ent havin

), Vi t,am |
acid, deposaberenainenid epimonclenicgg; deaatars dlEpeRmaprcad Jataliyps
an .2 i e ising lessthan 150
ot G- TR FRBN S SOR HRA H r opsgyo 0me
Omeg#6afly @ids.of one or nore Orega-3 fatty acids sel ected

 g6bosaRessmBrEon i 3T phash HSRAREERAERGeEs Rl fic, Omegns
fatty adi® ARl or 2 MM thereof is a combination of eicosapentaenoic acid and

docosahexaenoic acid having an eicosapentaenoic acid:docosahexaenoic acid weight ratio 0of 2.5:1 or

greater.
62. The composition of claim 57 wherein said antioxidant is selected from the group
consisting of Vitamin E, Vitamin C, Vitamin A, CoQ 10, beta-carotene and combinations thereof.
63. A composition comprising:
about 250 mg to about 1500 mg of at least one Omega-3 fatty acid, mega-3 fatty acid
derivative or a combination thereof;
about 0.4 to about 5 mg of folic acid, folate, folic acid derivative, folate derivative, folic

acid metabolite, folate metabolite or a combination thereof;
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20 about 1.2ngto about 15ngy of folic acid, fol ate,

folic acid derivative, folate derivati folic acid
wori@woliste, folate netabolite or a conbi nati oRCT/US2005/038227

t hereof; about 30 |Uto about 1200 1U of one or rmre

anti oxi dant s; and abog .5 t 9 _about
Vitanin gooutdfly %Qgﬁﬁr eﬂﬂ%ﬁﬂ%ﬁl@é’f’%ﬁ%o it eamomdant an
or a conhinatihan, LAl ©0kng o Vithihin B, ﬁbﬁﬁg’%tammBsﬁmchonahty«
conpri sing: about 1000 ng to about 6000 ng of an

aOombgmatiéh thaedfy aci d sel ect ed fromthe group consi sting
of ej cosapent aenoic .
al ph&:1in eeCﬁFlBOSA (‘f?‘gﬂﬁl co | na%@%%%@?géars@%% %ega 5 fatty acid,

Oée@@fa&?aﬂ&éﬁbat&@ ofEtoh®iratiorathérebf is Rsaiitén a fatid ofcemasapehtaenmc
derivative, folate derivative 30 folic¢_ aci

acivisioadrahexpenciciaoid aelestadiiontibe groep emsiingl HOG, Sr0q0rdp. 80:10-30,50

ot b TRl AR BRI, 20 U 00 g Wi tamin

BG ) agar E@gfdoﬁgoﬁq{bﬁsﬁigi n B6 functionality a
conbi nation thereof. 68. A

t
Corrpr| si nglegsione Ompgn3 %aqug%gl a,tg(dlgldﬁlﬁnvdﬂtpvea%acombmamn there
&uﬁofﬁ‘b{l 508 Hodo 5o ?%)b@ fromthe group consisting

|cosapen aenadl ¢ acl cosahexaen0|c aci d,
al pha- | i natlleastone ftic dclcatﬁdate,&uﬂmamdtdﬁmng\'% fdatedstivatiypdolic apid metabo
of .folj cac olate, folic acid

Orgglla st o]gtgmfzagl antaé?h%té’r%‘e oqtgﬁng acid metabolijte,

_.»-4,.)

" fol ate ME4abR dob Gt BN @St BEABAID @ Rdbur00 IU; and |

‘| Uto about 2000 1 U of” oFf noreé anti oxi dants: and
about  67. Futgnm(&gm@g@nt Mgﬁgtagm Befinstigglity opa g@@m@amn thereof prese

et GBSO RRORE. LY o8 S

67 0pg. 68 mﬁ@bgu@aﬂoﬁpm@o& tionis fornulated in
dosage fornms conprising one or nore ge

I
cont ai ni ngbawt 730s8310 4@%@&0@119 a%mgeg%megg gg&@ggd@elected from
fatt d ‘
g@@p@aﬁﬁ o %%5 {aEIY @oc‘f) ok Q%d &Rihe E hief B RfenRA6id and combinati

OXI onposi tion
ttefeo€! @i m 57, 63, 65 66 67 or 68 further conpr|S|ng

of 1 G oo Eameingint ot biiokLet AP ifn gy e devat

| fcﬁ@%&& ?hetaﬁ{)jlﬁé 'fol&é#lg%bo}i?éﬁr'a%ﬁ iakiRh hefloags, honocyst ei ne

rates ric acid, gem‘lbrozH
f enof i br atahoma@lﬂﬂterabmmﬂmﬂd@ofhmwmore antioxidants;and |

mai nt ai ni ﬁho%é?a;"é\}%éb&ﬁ OSI ; I\P'ﬂnm%g%p rgl ng: \ﬁ%ﬁ%{mﬂ&

ﬁ]}uﬁ’&}aﬁ%opgc&ﬁ}gna%nﬁ%&‘ Orega-3 fatty acids, about 300
Uo itamn E and

A composition comprising:

about 1000 mg to about 6000 mg of an Omega-3 fatty acid selected from the group

consisting of eicosapentaenoic acid, docosahexaenoic acid, alpha-linolenic acid and combinations
thereof;
about 1.6 mg to about 20 mg folic acid, folate, folic acid derivative, folate derivative
folic acid metabolite, folate metabolite or combinations thereof; ‘
_ about 40 IU to about 1600 IU of one or more antioxidants; and
about 50 mg to about 400 mg Vitamin By, an agent having Vitamin Be functionality
a combination thereof.

68. A composition comprising:

32



10

20

25

30

about 70ng Onega-6 fatty acids in two or nore gel

capsul es; and about 4.0 ng of folic acid, about 37.5
waogowfo7id4e am n B6, about 50 ng Vitamin C, abs pOD@ISZ05/038227

cal cium and about 800lU Vitamin Din two or nore

b oot o BPuREHEIFoeR N GvELER G b el fom e group
oons(is%gg ?Féﬁo's%ént%noﬁl afil Modosatfexachol facid, alghk1iAGlEni€ SitbardsbimBinations

I clral® sweeteners, aromatics, flavoring agents and

theres®Tbi nat i ons thereof 73. A nethod for preventi on,
stabilizatian,

artery. quggta’gn%p % F&?g?ilé gcgé,?%{a]ct égﬁs eaggglgn%\?aﬁze, folate derivative,

fohéj&ﬁcﬁg gfoﬁiérrﬁétﬂ)\bﬁt%‘éhﬁ &mbirafdnshievel of a human prl or
mnistering a conpositioi conprising an effective
amount  odboat 50 153s eboutRHODH gEang of mefeyntigxidants; Omsga 3

fatty ac eriyvative f Y, thfin
aci d or ?rgyag 6¥§|’?lget?1alé°élﬁ®éﬁ VIDJWQB%?W%%% or %gi P
fimBnhB¥yiof 2 BbMbialkbraReredff ect i ve ampunt of Vitam n B6, an
agent "having Vitamn B functignality a co i nat i
t he6®of The compositeyeof cloipIl> §¥’|6§=r§6eﬂ‘§ég N’@rew §3I?15°SI lon i

fonaﬁlgtleciprf gag]g go a%r%&ing\ﬁﬁé or 04 eTE@mﬁ&tchﬂlﬂmﬁhg afleat de Ginega-3 fatty

lon is increased
acidl Dbl Bifstylaiddarvative org cbmbmathn oo andsoinoperien ofspid pritiggidant.

e St ompeRBOALUI T op 0o & ph e ERe i agets

ﬁel%@%%& tfl? c?ﬁlél&ﬁ‘l BPHFTG GhA %dﬁct&@ mﬁoﬁtanhwwtagents stati

east one "Orega-3 fatty :&ci ‘d_sel ecte

‘ drufgﬁ Qﬂh}ﬁlhtelegdmg@ hmmpsysmed@wmngmsﬂyg g% Herirgickh ro,ml,jfenoﬁlarate
15 ,:l an

docosahe aenoi ¢ "aci-d,- alpha 1inoteni¢ acidand
SHPSPY t her eof ; - at - | east---about- 0. 4my o f ol ic

aci g1 or T 0lgiRsitich Biprbﬁaﬁfg oih@intainkty datdiovhscalat health ahanprising:

and at |east about 12.5 ng of vitamn %gﬁntf Eand

havi ng Vabmwmﬁﬁmepnm@mmega-éfa@a@gﬁﬁbq*}&%q of Vitamin

t hereo 6. . The erein a human :
%%%%W&Pgw cu?q ;el‘%%sc%g %é?&l\llns adm ni stered a

dosage f Qb b Bkt fistio BRld, |a5¢u0675ﬂa@oﬁV1tdrmaB5, ahéwt @ mg (itamin C, abou

of at |east one Onega-3 fatty aci sel cted f
10@amg@1cmp 800 THgY igRindy BRe caplef prffapsules For adrministatic

- doco a I|noIen|c aci d and
tOBr8W8‘Ser?5Pllm§ étaﬁereoﬂl atamf]east about .8 ng of folic

aci dpor Tk adrepositién df elaist 1, 2 Bor fuftiger cdngprising atficiabsweeteers; aromatics,
ﬂaegn%g agents and combinations thereof.
73. A method for prevention, stabilization, reversal or treatment of coronary artery diseas
or cerebrovascular disease comprising:
determining cardiovascular risk level of 2 human prior to administering a compositio
comprising an effective amount of at least one Omega-3 fatty acid or Omega-3 fatty acid derivative, an
effective amount of folic acid or folate, an effective amount of one or more antioxidants and an effective
amount of Vitamin Be, an agent having Vitamin Bgfunctionality or a combination thereof in a dosage
formulation effective for said cardiovascular risk level.
74.  Themethod of claim 73 wherein said daily dosage formulation is increased upon saic
human moving to a higher cardiovascular risk level.

75. The method of claim 73 wherein a human with a very low cardiovascular risk level i

administered a dosage formulation comprising:

33



10

15 [ ‘

20

25

30

15. at |east about 25ng of Vitam n % an agent hayi ng
Vitamn B functionaity or a conbination thereof. 77.

woheoorveidand of claim 73 wherein a human w th arPaoadse@s@38227
cardi ovascul ar risk level is adm nistered a dosage

| onct Slessiohagdsomeat fiedereOie T Plt] Sk g
consmtg%c F S0 @&h%c%lf&(ﬁ:@éﬁ%&b&%ﬁ, Apladindienic a01d and combinations

0oSa aenol ¢ acl al pha-1inol enic acid and
thereo§gONDi nati ons thereof; at |east about 1.2 ng of folic

acid or fol ate; Q 30 I U of anti oxi dant;

and . aleas%ﬁbo‘llé)é@?g%@@?ﬁac%? Lé’t"rrg of Vitam n B6, an

agent b oPadBekigagah@nal ity or a 5

conbi ngﬁﬁg@?ﬁereof 78. The net hod of nis ﬁm ra

wher e| ot 1mstubnad2mmgpfa1m@$s@aﬁa@&b% & fmetigpality o

is. a ster ed a dosage formul ati on conprising: at
combm@]gg

ut 1.0 g of at least one Orega-3 fatty acid
S%eCt &tk fe@B bitaiarTa whesiradivatin with alove drioietis
aci d, docosahexaenoi c acid, al pha-linolenic acid and
mumwmaggﬁmn%uqmmmg at |east about 1.6ng of folic
acid or Ighhybidaskdteddaiadhi grou
and Ieef‘g 50@8“41(‘%%& @m?rﬁlér‘%géf anldagent havi ngro i
consﬁtfhé éﬂﬁcﬁsﬁéﬁdﬂae adid matdsthexapnoia a@drblph&illl@‘ﬁnq siskang fsom@naﬁons
he nethod of claim73 wherein a patient with a very

ﬂleredf;l gh cardiovascular risk level is adm.nistered a

- dosdge 5{{% i}k fablabf“ﬂlateat | east’ about 1250@
- of at aftfé oogle %%ega- 3 fatty .acid selected fromthe
roup Cemteastabout@l&fof@n@wbﬂe@ﬂdaenm c..acid, s
ocosahexaeno e @gﬁ]ntlnah ora
_conbi na% ieéﬁgb%ﬁ@gg% nangt ﬁFM%Fﬁ%oﬁg ‘g of Toli éy L
(ol ate; at |east about 50 KJ of antioxidant;
Comb%g F({east about 67.5 ng of \ﬁtam’aan B6, . an cﬁlogven%l risk level is
havi. ng Thetrpetiad afelain FE Whasas I IE?HGJFE"?F&“E geewar
thereof,. 80. A oSl t nfor preventi on,
Pfl‘fﬁ%qfwlﬂaﬁlggg?@%t ¥ treatnent of coronary afery

di sease,3ae A 7509 Faﬁawaabnﬂ@megas?efamoaqﬂ jolsicted from the group
| east 250 ng of at

east one a
consigimegé cigoshpeptasnosciid, ERepPIAPRRPP Jal hn%femx %lgmgdc%ﬁébmauom
thereof

17

at least about 1.2 mg of folic acid or folate;

at least about 30 IU of antioxidant; and . ‘

at least about 37.5 mg of Vitamin Be, an agent havmg Vitamin Bgfimctionality or a
combination thereof.

78.  The method of claim 73 wherein a human with a high cardiovascular risk level is

administered a dosage formulation comprising:

at least about 1.0 g of at least one Omega-3 fatty acid selected from the group
consisting of eicosapentaenoic acid, docosahexaenoic acid, alpha-linolenic acid and combinations
thereof;

at least about 1.6 mg of fotic acid or folate;

at Jeast about 40 IU of antioxidant; and

Jeast about 50 mg of Vitamin B, an agent having Vitamin Be functionality or a

ombination thereof.
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at | east about 0.4 ng of folic acid, folate, folic

acid derivative, folate derivative, folic acid
wori@woliste, folate netabolite or a conbi nati oRCT/US2005/038227
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85.  The composition of claim 80 wherein said composition is increased based on a human's

cardiovascular risk level.

86.  The composition of claim 1, wherein said composition is useful in the prevention,
stabilization, reversal or treatment of inflammatory diseases selected from the group consisting of
atherosclerosis, cirrhosis, mucositis, chronic pancreatitis, inflammatory bowel disease and asthma.

87.  The composition of claim 1 wherein said composition is useful in the prevention,

stabilization, reversal or treatment of an autoimmune disease, a misfolding disease, a degenerative
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administering in one or more dosage forms about 1250 mg to about 7500-mg of one or
more endothelial cell anti-inflammatory agents to 2 human or other animal of very high cardiovascular
risk;

for prevention, stabilization, reversal or treatment of coronary artery disease or
cerebrovascular disease.

92. A method of administering a composition comprising:

administering in one or more dosage forms about 0.4 mg to about 5 mg of one or more
nitric oxide generation promoting agents to a human or other animal of very low cardiovascular risk;

administering in one or more dosage forms about 0.8 mg to about 10 mg of one or

more nitric oxide generation promoting agents to 2 human or other animal of low cardiovascular risk;
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administering in one or more dosage forms about 25 mg to about 200 mg of one or

more platelet aggregation lowering agents to a human or other animal of low cardiovascular risk;
administering in one or more dosage forms about 37.5 mg to about 300 mg of one or

more platelet aggregation lowering agents to a human or other animal of moderate cardiovascular risk;
administering in one or more dosage forms about 50 mg to about 400 mg

of one or more platelet aggregation lowering agents to a human or other animal of high cardiovascular

risk; or
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administering in one or more dosage forms about 1000 mg to about 6000 mg of one or
more endothelial cell anti-inflammatory agents and one or more agents selected from the group
consisting of nitric oxide generation promoting agents, antioxidant agents and platelet aggregation
lowering agents, t«; a human or other animal of high cardiovascular risk; or

administering in one or more dosage forms about 1250 mg to about 7500 mg of one or
more endothelial cell anti-inflammatory agents and one or more agents selected from the group
consisting of nitric oxide generation promoting agents, antioxidant agents and platelet aggregation
lowering agents, to 2 human or other animal of very high cardiovascular risk;

for prevention, stabilization, reversal or treatment of coronary artery disease or

cercbrovascular disease.
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