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angher mylﬁcngﬂpérmmm BagrRsiunhaalt of Ry@vagtagg 1% promidehe camother

sp%%ﬁ%]gxlnggg‘ ehf! %%ﬁc'as%g r?t?iﬁ Qalt V\‘ﬁly %ﬁ)@?\gn%q{ ie%lralgk)gﬂé% gpemﬁc

enﬂdoﬁﬁﬂéﬂkt) @dca(ljcﬁuml sdk foif ﬁlueammps plmvrtgdaﬂin amé:hﬁr efmbofdlment a
est er - based 0i t al_co and a_surfactant.
digery spls pheyptgtin sSdEﬂVlgéfai ﬁ?aﬂn%’ﬁ?léc ﬁF@\?F‘%eq‘f edizalentpalt 38

fenofibrate solubility in tHe non-diluted state.

[ 0041] These and ot her enbodi nents are described in
greater detail in the follow ng detail ed

descri ption. BRI EF DESCRI PTI ON OF THE FlI GURES [ 0042]

FI GURE 1 |IIustrates the solubility of fenofibrate in
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[0052] FI GURE 10 shows fenofibrate solubility as a
function of ethanol concentration. [0053] FlIGURE 11

wabhass1feesiof i brate solubility as a function of PCT/US2005/027815
t enperature. DETAI LED DESCRI PTI ON OF THE | NVENTI ON

[0054] As used herein, the follow ternms have the
prapastatverflvesaicisoroddede dniangther ?mb@gl]l‘lemAm@)ﬁFﬂt of SN is
c aturat ed
om0 DB b B B It B Mt B e Fom 1
t [0020] calaiotirt entbodiRent, elseepﬁe&m't itsation poedess savathta

by imiemeqrP1Y i ok polian Ak Pt Yt o RSB amBb BN te
prefdif Ex‘f\’%ﬁﬁ 1?}?1163&{;1%5 h F&llvéﬂg Ca hfcﬂgt{e OP¥d-cryR@L oP:dtp)é ymorph of a salt of

SO uty | sopent and "t hée
praumatmraiwdstamxk yins specifisiembatlinhad,st sobvate, ddwyBtate, @rco-crystal,

or zg éclp ggl ql}gl cggcugﬂ S&épﬂéﬁi};{]%?attl&?ig E)xgq(\)z%;ﬁy ?n an(;tﬁer specific
emB&ﬁﬁl%ﬁi l\46hMe; a Bﬁdiﬁt@sz@&ﬁ—@fy'sté@ o‘i’hrp@l}ﬂﬁ'ﬂrpﬁ bak fha@ﬁéhlum salt of
branchéd al kenyl s include eth %éen yl', propyl eny

prayamtuewrov@edb In engther speeifiaepibedipent, P—%Qé‘ﬁife ﬁ;hlydrate a co-

cryﬁt %g%%gﬁ%qr&'bgg% %ig% )s/?lilogﬁjrg%[lﬁ Itm 12@‘5‘3“\%' Fx%a&%&@}%clﬁc

embE6@NRAE Alsalvaiéea Bydrateghtochatal oatraqaol;rmph efla ahll&mny!;aﬁt of

i ncl ude acetyl enyl, propynyl, utyn 2-buty
fluyastrsist iy pravi eg %mgﬁbgnembgquﬁw soJ aie B y F?;W a cgd.ayaitﬂeor a
pol%h%?%h 5&%&&@&%@{: gg St%ﬂhlllg @féle&yfﬂ %e@iﬂ@én?oddﬁﬁéﬂ{dz?

yC , cyclobuty cl opentyl,” cycl ohexyl, ‘and

solt/ie, 4 hj(hate vihéd-erysink at &l palyatbrp:lyof a dlvallektyslaﬁ of mﬂvasietm or

cyclopenteg%g nd cycl ohe

r

ﬂu@?&t]é]dp RIA anQther,em %xt,( %\e ﬁ y@ﬁe rqr bggrgte of the salt of a

sta’ﬂﬁ‘;'”?sr Qﬂ&?ﬁﬁ&ﬂsc In hhSHHS SIMIIEHBNt, RBJolvarelod B9didte-ofaRdsalt of a
ic ring systens having from8 to 14 carbon

staanmystaﬂxhheas a cycl oal kyl (such as cycl opentane or

pi@‘?ﬁ e X g{‘ erz%lh us e {%1 %Q,?asﬁbaﬁmnggee fclgz%:l |°§%‘&3°$1t1‘(”)§ 40 B8icament

co@pFifing .‘A%hl't 6f 4 6tAESis prévied Yin an6tir &ﬁb@tﬁm@n‘d A phivénaceutical
context of onega-3 fornulations to refer to

compesition ot 3 Wadiciners EPmAESinE ddolaice t hydialgea cerchystal, or a
ro B P B0, 0 iy e
coinpositioh end medicamertticoinphising azophate; mhyérate], e abicyystal, or a

acceptable salt, solvate, co-crystal pol ynor ph of
Pobfmoéﬁléﬁ%% sl asyialneand g Asmeeas3 ?%’r?d?‘?‘ﬂii%f{e such as

! E ZQbr ‘i’ﬁ%qotﬁérteﬂgodghéﬂflﬂl@BFe@&ﬁllﬁfve‘ﬁhBlli‘pfﬁﬁié AMRetREd R
[ als prior to uring, | owi ng
pr@drmgmasaltafasmtlmf t he pharnmaceutically acceptable
S sol vate, o l rph of racenmate o .
ST0a7 s gh anc Sl Beboa o HEF Gl oS ataip,
coﬁ?ﬁb&ve t he deS| red ther apeutic or pr ophyl actic

fect. [0057] "Fatty acids" are an_ inportant
conponent(a)monﬂmnlngﬂlst&ﬁn apg eyt Hrsod#iqpal so descri bed as

"free aci oxylic
aci ds antﬁ alpgl @P% pﬂf g%é@%‘%@%%ﬁ% i 8{“? and
saturati qg) dbhaétﬂfgtﬁfd siltiofsaidfstatine car bon chain. Short
chain fatty acids have 2 to about 5 carbons and are
typically sat ur ated. Mediumchain fatty acids have
fr bo LR I
AP dh aftht AR dd GERARN S A0F (B B AR Tor cxampl,

theadiatin inlsbept (a) &ah twranmaikadi matabmhisofamﬂatmyudm aspbusa@ot limited to,

saturated or uns tur ted Jn | onger tt Lds t
by oL Ao ALV ST Foedm ol gt APl O g Pk

to the terns "nonounsaturat&d" and "pol yunsat urated",

respectively. Long chain polyunsaturated fatty acids

(LCPs or LG PUFAs) having 20 or nor e carbons are used

in the instant invention.[0058J "Long chain" nono-,

di -, tr| glycerldes esters, tatty acids, etc. are

o g, A - A~ A S A~ ~ N ~ A




22 carbons with 6 doubl e bonds beginning with the
third carbon fromthe nethyl end and is thus
wale®sgrmsbed "22:6 n-3". Another inportant LC- PREFUB205/027815
elcosapentaen0|c acid (EPA) which is designated (20:5
The ternms "n-3" and "onega-3" are used

step m )earchwg@lgm@e obemielpals E@rsfgmmp& itlee saliripwign §)ran baa
o35 Rk ALK o AL ) bt o o
chlefidsngati on and desaturation steps and are mell

under st ood. Thus, éher igoﬁi&ﬁ ftsp LC PUFAs ar.e the C
gl00z5} y Hcangther gimbodiment, agagthachplepreypntiggJgducing, and/or
tree*?fng%;l/é%{(}ﬁtch&e OTMXE (slfcﬁras %@ﬂé&&olés&e@&lkﬁﬁeﬁ étﬁ&o&lerosm

|no eni c 32 acids 1nthe n-
hyp@dimdmma mdhoahqohlar events! ae1d|d¢se@$&n udmg)commry events and

ear i doni c ids.in th .
corprDRRp Rt by BB A/ cFieP OB e disgpse s
pro'ifﬁ{éﬂ |a§nﬁ’1§§t€f1h§ b BRarin@ c@ltieQiNIngositiodlof @y pré@nt Mventivh to a

an ester of one or nore fatty acids wth glycerol
ma(nxna@ iBueadrafisueiprevastipn, redugionyansier tgrgnenton of t he
ol -hackban f.
(_?bégj I S& Oaglﬁ oglg??%ggdihl%n{s%ree %sgtgf)éd i?\dgiré%érthe?aﬂ 132%%
fol@’wﬁngééét&ﬂddfde@&aptﬁm di gl yceride" is produced; and if
all three p05|t|ons of the glycerol are esterified
with fatty acid a "triglyceride” or "triacylglycerol"”
i s produced. ApRI¥EHAIRPFIOROPHESHGUREs f al |
esterl fied positions contain the sane fatty acid; or
" [002€Y"  Figuek 1 Slervest PXRDY @ffmct@amméammmﬂa@dcalﬂum salt.

hos d e of .di cer d ein
PROPBN « flesie bt RO Ao GEuR of SpiRboin G Bl

ZO 95” t F €13 Qwﬁm%eeﬁlﬂﬁ%ﬁﬁ%r@dﬁﬁuﬂﬁal&hﬁi dalte,
serin anol am ne, inositol, etc., via a phosphate

egﬂ(lsﬂ] Tﬂ&m}/é ehaveesDNIScn pistep$aopiigsi iethame plot pEmpravastatin
cJaSS|f|ed as long chain (fromabout 15 to 24 or nore
??r\ts) or mediumchain (fromabout 6 to about 14
E@ ;]1) F?%ﬁv@s ghdVes 4 DVIShaoikaiké Yorpdrisothbindploe df a pravastatin
ere 065] Typically comercially available

@@mdgtycerldes contain varying amounts of di- and

tr ce :

Pl c "R ¢ B Ehil B Bele It dnJBNSHYG SEl 2R prvastatin
salyat Bardeglead0 ovAR; p&ivdddRp worRks aoviplsiané geloapst 50- 65 %

AN Giaues e+ woLor Rogeispriigr LS oAy g Rystatin
sal?scdtgﬁ ang%@%%%rg@{@ o%r %\ﬁlo@b(f oQ@%ve@ké” (or omega- 3)

series deriv froma lenic acid and the n-6
( $603direg aa@re 8 showesa BERDy didfrdategramiof @l fhivestaidn enlcimosit]

S ha e showes DS C hEmibebigh af A GHRR AR el
| ngd3sge qnm%urs@o bRV 4 TGAChErkp¢Am OF 8 tluveasin defcig@rshien

atons and having at |east 3 non-conjugated
c\PeAYg at lfnatredil slnvdsa Remen apesiram ofwellbmstain edcipowltt he

S R S L

f qbg30]acimgurt he El@cﬁm £PKRT) diffeactddram o&iaq:lrek\amatm nmgnmum salt
cq£8r|5|ng 5-7 doubl e bonds, wherein the | ast double
)-is | ocated between the third and fourth carbon
ro
SO01 1. T E 1EhANG o BRE Blenhfech B h HrREEit sk dl
(hﬁﬁtﬂ)(SDA C18:4), eicosatetraenoic acid (ETA C20:4),
ei cosapent aenoi ¢ acid (EPA, C20:5), docosapentaenoic
acid (DPA, (C22:5), and docosahexaenoi c acid (DHA,
C22:6). For the purpose of t’he invention,
al pha-linolenic acid (ALA, d 8:3) is considered an
onega-3 fatty acid. Terns such as "EPA" and " DHA"
denote species of onega-3 oil and do not describe
whet her such oils exist as, for exanple,

(h
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to 6 carbon atons (such as nethanol or ethanol). In

one enbodi nent, the al cohol isnethanol (which reacts
wowvaok/ogieygeri des to form nmethyl esters of the PEr/U§2005/027815

acid residues) or ethanol (which reacts with

glycerides to faormethyl esters of .the fatty acid,

r Eﬁ)ﬂahesy‘l.w%l s showar T T of g, pragasigipigpagnesium salt
(hantI)Sn(’l . [0072] Liquid formul ati ons and nedi canent s

may ‘be described as mi xtures of two or nmore conponents

" [0042b| uRigpte Whshotwsian IRespedtrundef 4 prdagain megnesivomsalidbabit

to one conponent divided by the volune of all
A)-corrponents of the formulation. This ratio nmay be

anM?{ t edighfe D7 sHRRY 1YY ndsistBreRRftRtiadRere plbh6f 4 Srhvdstatin

formul ation volume. Such a quantity may al so be
magnaiwcasatibehit A/ v' or "percent v/v." Sinilarly, the

p s &b j ght " ~b . ' e '

OUAIES B SRR P B bl i sal
(haBBP). of all conponents of the fornulation. This ratio

rmd be converted to or reported as_,a percentage of th?

t 61046 f oFtereat Shoviner PRE tharmearas: ofg RV ST PIRESRET UEIA L
(ha,%h be indicated by "ww', "nhass percent," or

percent ww." [0073] The term "E463808" is used to

d§xe6] belligare 20veigavsd BGA thémolgrdna sf a prwayiatsi magresium salt

onmprising 46 % EPA, 38 % DHA, and 8 % ot her onega-3
(hagitl *(mass percent) where the EPA, DHA, and ot her

0 3 Y hstdiembSfiddium salt (habit

" %?104?i4l§e %Isgaﬁs?ﬂdlggs?%i@%gngﬁggrﬁgaﬁ (o] ?ﬁv\,hi ch h(as
B)a conposition conprising 9.7 % EPA, 71.4 % DHA, and

a 3.9.%0 I _ONMega: k. S. (NAsS I .
CRba, Pigth 2o Bk O B P ERhen MBS st
[ Pgvao] TF?%&@QMH@%7QDQZ"‘LM@OQ§&§1 of HprestitihBagesium salt.
omega-3 oil which has _a conposition conprising 97 %
EF058hd  Himwe 24 shever h EEAdhetipegm of 8 PravasiatipRyagessiym salt.

t he. EP - ' S.
(OB TR S SR AR aBih B AR BLeL 58 L
oneEsa) 3 Cidurebé showres DECaherpgtdn ofia powpstati zige 86t. %
EPA (expressed as mass _percent of free fa%tt aci g,),
1 TORR3DHAFi B 2 2 saowys & $GAdbermngram qf 2 pravesta FQP?@-

a I , 0 gﬁ H - il
pi?ce t)@ é?ggt Oe‘gsééaglA, %&m aﬁgg%{%&&hgﬁg@g?%ﬁoi l's
af@03s]i gFymee R show{ DBAMhn Tpeetrtimrafia 1ERBEAHNB Ziticsalis ed

t cribe ap. o a- I 1 wmhich has a conpositikon .
ORI o1 s J05RPR By mabie shen i BoaRR 8Rt bbF Preysgato
zideabky acids), 19 % DHA (expressed as mass percent of
free fatty aci dsz, and about 23 % other onega-3 oils
( 188551 pe Fegne $1 the isabimndatprpereant trctang bef wHegh- 3
0] Itst.art? eg?;&!e regt rs. [0078] The term "E681010" is
Prayagiatiy AL FeRESY “omega-3 oil which has a
CQOUs33i t iFgsure OMBhows the sfibillly ata CesttenERAtmRY ODYeverdl 9
percent DHA SrTg/ g), .and about 9.6 percent other
prayigsigiin splisiat 40 dpgjeep C- where the EPA, DHA, and ot her

o 3 ol I A "
oL, Higte 33 3n el BBRY Sate troriel ity LRy BFsevera
privasafin balatae 4Q Gegrees Cr) ), bezafi brate (BEZALIP(r)),
ciprofibrate, beclofibrate, etofibrate, and
genfibrozil (LOPID(r)). "Fibrate" as defined herein
al so i ncl udeSpeAY EOTHNCRIPATORIOL THE NAERTION
conpositions that contain a fibric acid or which
gd0eadt e As dsed hersim thedfollawingernzsshaxe thet fpHowingaespecigve
fenofibric acid). [0080] The terns "an effective
megit ", "therapeutic effective amount", or
"therapeutically effective dount” shal | nmean an
anount or concentration of a conposition according to
the present invention which is effective in producing
a desired result within the context of its
adm ni stration or use, including, for exanple,




pol ysorbate 40, pol yoxyl 60 stearate, polysorbate 85,

pol ysor bat e 60, pol oxaner 331, pol yoxyethylene fatty
waceood/oesber s, pol yoxyl 40 castor oil, pol oxanePCW882005/027815

polyoxyethylene pol yoxypr opyl ene 1800, ol eic acid,

sodi um oxychgl ate, sodi um ryl. ,sulfate, sorblt
D R The e et o B1<aHE B, A Pt poculer iscasel o
emﬁ&?f@@ ﬁéﬂgint efcf to &QBﬁ’elrgf %ﬁd/B]F &&Eﬁ@{/é’scul% E@hk@m}iﬁl disease

hoxypol yet hyl ene gl yco 2-di st ear ol
mcﬁqdmgpmmalazanmcashdan%rmonwhmw myocasdiehinfiretions utsiooadial

1scfl§t:rf61§; %iggt}ai Qf@g%{})?r &d{rgp urtsrq%%qgg{ tc%lﬁg%hg? Egﬁ"T ﬁulure sudden

carﬂ%"&ﬁ&thué'er@drﬁémﬁkﬁ}oﬂ &attrhl tAronhBY4lsy berSbrhl BEIRmiY, thaBieht
olk1ghosphat|des docusat e sodi um polysorbate

ISCB@IIICCHW@I& ?llk?)hosphatl dyl gl ycerol, dinyristoyl

| SIG M R Ob R0 (REPLERE: B K5Ple IROBEEPIH.ALERs to

disdaRy Yr@hmlhrigt z&herGi’dDéreﬁt ef thle cofonernogrtesies, Rirt viGisanpgdaedialEL ,
ropyl ene ycal g%l nate, Croval, A-10 (PEG 60 al nond
in gxcy@@rlﬁc@é@}a an%ma aeqteris andiorhspr &3iluremcr ogol -
a ol 1078¢ ha9R refrs ¢
e
dmhges mchdhm) athd:rasniagsly obthe Qﬁ)trz(cpmmzpiynhém egirgccmlal arterles

BN AT = <o (T M

lsch&g;gamangCentrophase 152, Lecithin Centrol 3F21B, PQE
6 glycerin, Oepal isosteariques (PEG 6 isostearate

Pl[o,@@ﬂ di“Aélodt mermsusral ghs chajh pe braprhed, saiiatedsr ansairaied

a1 b S 6 PO AR PRy a0t T
RepPReht@i@) satutSted yigdi ghtyhbdaliatl einclude @R8I, &hylf aptepyl,a-butyl,

al so include, but are not limted tao, polyoxyethylene
mtséom-bmé,ranﬁﬁwﬂéeatwéaﬂepsaw%ﬁdybqaa shedrdyly wyf ude {39propyhpec-
| a t
ol TS 5P BBy, SRt R TG PRy B R Rkl ast
onpdbylslix yetripld leorel t&t\eeanaatcm:emfcatﬁm athanajmtrefemedWaq an

@g“ E?’ﬁya:@%{%( gFiﬁé’B&“’fgﬁgﬁe Esc?iﬂdal 3 Tf@gfetggl{ﬂ El}fap@ghed
aUEE R HEALEE BODYIBRIICRLLERR, Anikh | dbubAaDL ashieny

cholitc aci.d and

2 p:dmebnyh Samet&iyl trbusepyh QFmdhaleZbu@nﬂ, g,él-dlmedwl aémif;wh @ngl ghe
i BB Aoy ShAiR ovd FrePehec e o firen
pn%wﬁ "lyﬁut)ﬁ{y? - Bﬁt?ﬁyl ng)éﬁt@h}’l' 2%@@11?& 3-thotBy 10 @a@hgml and the
I'i ns,” I"'anolins, |aurates and ol eates, sorbitan
111<Ie a&@m@@gtatlm pasinated qyalierikals e@clu@drysloméﬁPY§tCéa¥05v@§
t f t
cygl(léﬁ%rb& n| i heli&l gﬁ& &%&gcleeﬂrgﬂ%ﬂﬂ%ﬂlr%@& gicl*c%lléﬁ? oI oi c
cy@l@péhtﬁf}d ahd Sydﬂtﬁ{dxvlagﬂj ateisthe [iRO&B)clRABGIcantBb meﬁ@gred to herein as
surfactants incl ude, but are ngt I| ted to, Tween

“cagbpgyclicTHBENSYSBNMS) andalﬁla udg Birsp 6(}1-6)}’(; e Ting qy@@gas havmg from 8
to 8 o6 R kA iph b 2BSASHRI (AR oPNoBBarior SEIphSnE}fused to
onaloo utor® Gotmatia I(xmuh aﬂﬁﬁﬁ@l) ar rmnfmroanatrce(sudrasauynbh@(anhb

cof BRI ke o ah B At T conRih o Be> Sy ops o

refef tPMRa@phRdl Nent, the trlglycerlde/a0|d/alcoho
m xture is refluxed for at | east about 2 hours. In

arf606dr eAasad iverein, thenterm f'acgmwwclym@lst@reaﬂ"@@ﬁamto the
st Teehae: Cormep e (e S sl b RiRngd,

and et hanol may be used to fr m et hyl esters. Because
aci dcatal yzed transesterification is typically

reversi ble, the alcohol commonly is present in a large
excess so that the reaction proceeds essentially to
conpl eti on. O‘ten the tr| gI ycer| de concentration in

I T ~ A I




nost preferably at about 1000C. The sol ution can be

heat ed using a reflux condenser so that the reaction
WoRotb01s9sray be heated to tenperatures above tRET/US2005/027815

boi I'ing point of one or nore conponents in the mxture

wi t hout | osin he nponent s |nto th r phase

p Fnaeceu lm&ch%@%e%ﬁr@ Frate. GPaBTiRL o e 19!1%1 £ Yhgpmste or
stér&ﬁsdrﬁéﬂ P s%ﬁdﬁ@&%blws&m oP&2§tatin Ce%élegimhﬁme@ﬁﬁy Wil the

t hereby causing the vapor to condense into a |iquid
saps@r Bt mieriales pn@nrtpodmhg, bit fpllowing adminisyrati¢grogfyB: Dur | ng

the tr sterlf on reacti reacti
pHpfiad RIS SRR, Sl SoBRaokl B b FRE AR s etaficher
of SU€inats aalﬁiead ma@ﬁ@ﬁ%&@ﬁ&mbt pebphsBetd éffdcky of a

nobl e g or a conbination thereof. Use of such

ar{09661ns piF@F% a¢ids rap an Fnpeitany CoBeRen} elnytritioy &atty acids (also
t, t | O : :
ack ST L LEPL el AASCI I g SORBHSL SRS oft csied
bagdd ersthk Udrigth and daaxatitanthatagtegisticsasfahe Earborpeliai. IShbs chiin fatty

R CTENE AN RN -
haRé ﬁfgﬁf z!ik%‘&t Mk%lﬁ)u@li‘ eAHExd éﬂdzdré‘gﬁ i‘)%)}fi@c;agp%ﬁtﬁrdtéd ‘E%g% c1t1ahi1é fatty

use 0094] Specific onega-3 ers i1nclu
aceisﬂm/e merbeublS BRA amdorDledtbofpandexayrplse be sdterafede8808,

GA-, 3/90 Ph |
it B BPety iy Sei0n BBt mREbm o GTSE JoinpeoiuERRTAaP.
glﬁﬁg gide B fk KtnsemloBbSnsatu@ASP] anldi "gbllydnsfaﬁfrﬂﬂéﬂ’atrésﬂe@tn@ﬁd Long

nmet hods of the present invention can al so be used

chpinodrunsatgratesh fatty agids deeHts ol 43-BUFAs¢ having 20 of mbfeaQaébonS are

of| brate, beclofibrate, etofibrate,
usQ&é?& r#?%?%nzvg I)[0096] Li quid formul ati ons of the

pr[eeerjt [ moﬁgbhaﬁﬂ” fdRo-, APt irbgigténdes, a3tirs) doityaeidyyreigfare 3
' a-3 oils can be

de%'él'%%aﬁ I&Eﬁovr angﬁ dﬁol?v’reﬂ%r b?n%§2}g|02§c223ne QB Morg Farhppssand may

V 2 [
SRR S8 ol U6V 88 S RORL e,
faﬁy) aeidd, &td. are definedhas lmvammout 61v7e 8t 9,010, iyl 2b &3, or 14 carbons and

m:lly %ﬁﬁ’ ¢ %alaal | é)? ﬁg%%ﬁg somp gg;o ?{ﬂi ggngéycen%es esters,
faﬁﬁ@ﬁgé Whl% defintd Ma‘i’m{goa[b%{ A3, Qnoz"@léal%nﬁam 51@8 8IS
11 qui d sol uti on. [0098] In anot her énbodi nent,

sa‘@m@tg@osuluatur@@xht ai ns a | ow per cent age of nonomsga 3

oilPogle” A N e cbiifen SRS e SR s SR BAR e o
mikOUIFRY ¢ciesridigStsoth ol oatided and Biglyeri@éd, AZbnOthnitidg eR8mple of

21.00, 20.00, 19.00, 18.00, 17. oo 16. 00, 15. 00,
a man@diglycsridots Gaprpyd® MeEM ovhiglpeqraprisys pmix@raef caprytig and

caﬁng ?atwgac% én ﬂiqurn?__%f &%no%l‘g?e%deg anf‘gr%grc&g&e% 'afeft%\g{ué(}ures of

m@mglmﬂﬁes @ didlpedride®magbe epetclﬁxmlgata%ecmshud)noe&tgarcsmmd
ﬁut 10 percenf non- orﬁga-& esters. %oo 9] 4|
ACHRFFNGO e SR iSEPRGR: SRl rlfi??epaﬁrcé’é’@ﬁ ¢ othet species such
| Uk A fined as a percentage
as(f&)}‘@ %l@ mgylﬁﬁe grah%)‘(/gly\%gﬁ?ht ) of one conponent with
r e[@@@?:]t tIcﬂiPihEAsrﬂrqa cagegrirized eoquoding tothe nBaber zild position of

S. O onents .i ncl ude, .but ar.e
ofPRTRRS phe R sb BN FOEE 1 B oot PmeRcifuhat is well
knbfingb YieRE lofi 6linaky €811 ¥¢ tHSrt. THER P tvd)Wridb1 MAiliMTLC-
Plgﬁgecursors and salts thereof. For exanple, an ester

As @eperndalgpmﬁhc pora;florggf the dewbie bbyd o&@seghto thomsittiyd end af the
e T e p
farrtgg‘a@ otﬁg PIEB‘;Jee?g }g’ %ga%%n&g thé @%Jg/ nPSHIEMHHE series
trlgl yceri des, or ot her conﬁ%nents As anot her
exanpl e, an onega-3 ester oil wth a purity of 90
percent by weight conprises at | east 90 percent
onega- 3 esters and the remai ni ng percentage can
conprl se any one or nore of ot her 0|I conponents. A
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sources, and such processes are described in the art.
Onega-3 oils can al so be purchased from several
weoomdtwhal vendors, including, but not |imteRCT/US2005/027815
Croda Internatlonal (Engl and), Biori ginal Food and
Sci ence Corp. (Canada), Ccean Nutrition Cana
haS(ngatwba)bond rwitibthe .swlacaab@t dihas, @xgshidepic acgtb@% 3] ARA) hasa

f . WM
o EORST A ROES G Bl L e G e
restilgtit P refered aoasdQoar w6 Gimilarly) @opssakeaensio ‘aetdt(DH:A) has a

Fenofibrate solubilit is sh erein
chaplenginald? .qarbaaﬁ Wi ‘%ﬂnﬁ%egégtlgwh&t {pird carbon from

thegx?étc i gﬂ gﬂd b @ Yes fédG’QZ BYLP'. Alnlsiler ﬁﬁoécﬁ'fa]%t BCEPUFA is

he present 1nvention. I n anot her

eicesaperdaemeirt acid (EPAo)mhmly isofesignatgd (2): ést?ér Eheotermngad~ and
al ky],, ester s.at | east about 50.00 percent by

OWﬁﬁ tare gied igiezchang f 60. 00 percent by weight, at

b] ab@us bid! Q%rﬁﬁetﬁq{aﬂﬁﬁﬁys B ARI(B18tseried) an@ THYA FRBWkries)

O per cent | east about 80. 00 percent
fromythwe regpcctlvcrclétprefams ab distingts butshaesradengatipy angbieghfuration

ste%q,@g a?t% Qvg wgg %ng’gh gtgg ou b'gtgtyt&gﬁPs,fgg g'% &3%{5%8 heid€that

éﬁe&t@seréﬁt 06se VaEyRthetiOpatBftayH orample, BRoieicq182 n-6) and
5. 00, 80.00, 85.00, 90.00, 95.00, 99.00 percent_o

garpmedinglenige( 1§t 1-6) aeidyigiher-casvynand alpharlinglgpic (18: 30-3)

oo o O P BT T08 B Vs cont by veight

b {3(1077,&]3 n BbiwybcidDard @ ftem tbumb o hatﬁft(hs@ﬁyhadmelstesﬂeyﬁed to

bet ween about 50 00 and a ut 1Q0.0
alogfolfeh HEeT e sar LU OF 806 G0naARtRyBrIts 46 eBGerol (2.3
dhterifi ith
SRS RO B AR Sa A BB i v
a fathyoacid, B0 MO glyeerdaitis mdmdgtfttwo Ipesitiersara igserifiet 200

0% 2800 Y By Bl e BESTL 00U O

fatB0aciPa BRiglRBAEE" o3 3irRRylRBiceRIt is PYodteed glybamri@tanmd
enbodi nent, the purity of omega3 esters or

"sxmpkayuf abessorifiqdoposisions cayn it eredaiy agig; %'Flg‘ﬁtdq lg%f‘itent
tﬁrE a‘t)ee fnb B{edg% pﬁ’gép%gft}%ld'i? % gé/ecgﬁt;gﬁ ot %gggg& 1dgywlbe6em the

thlﬂié‘;bc%ﬁfdn daythwglygbiol baikbu:te 8Dohdedae raaﬁmbgdn)con/emghg compound
about 80. 00 percent by wei ght, about gj%H&t‘perceg@g g 4
sugheasghpline seyife. sihanelam e WaFiiQlyelgey g pho esgs, hraglycerides
| r
o B BT B oS o e (80 Ol 1B 2y e
cabyns)eir gietdiunh ORHiA Grorh rabamt(ﬁtﬂoabomrﬂiﬁatdwbmt),t accordingdp the fatty
igorr‘g%%iil on conprising EPA and DHA is at | east about
acigp aEashEL EEHe: by wei ght, at | east about 60.00 percent
iO(YQ{I ghty; f&tallif 83 neARANL avﬁﬁalﬁ@ nﬁ)%bgl?y'ﬁéndéﬁ cwﬁhﬁmarylﬂé
ast abou 75. 00 percent by weight, | east about
aH@t)n‘@@fFieraoé ttiglpgerides ghadditim tathqnezagnogib@mde gauntgy. For

e~ BB o e i) T &1 YR G DRA LA by B comrise

abo@: §865 %n@ﬁogl%@erﬂﬁ 25155 @@dlgﬁQeﬂ@e ah&up® 5 @Otrfg@ycerldes
65. 00, 70.00 00, 90.00, or

pdd&Et thpeiiessgpidal Tty it KEF Ansbaf H%tYPefbH?Its? {or omega-3)

t

s SR tBHtﬁﬁtH’B%ﬁ%fBQ o ad il f%ﬂ T B fom

lindRid4idind about 0 percent melght bet ween about
50. 00 and about 95.00 per cent by wei ght, between about
60. 00 and about 95.00 percent by wei ght, between about
70.00 and about 95.00 perceht by wei ght, between about
75. 00 and about 95.00 percent by wei ght, between about
75. 00 and about 90.00 percent by wei ght, between about
75. 00 and about 85.00 percent by weight, or between
about 80 OO and about 85 OO percent by MEIght In
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[00107] I n another enbodi nent, any one or nore of the
above nentioned or other specific ratios,

W@ vposichs ons, or purities of onega-3 oil nmay PET/US2005/027815
specifically excluded fromthe present invention. For
exanple, EPA:DHA ratios of 3.3:2, 2.1:1, 3.1:2,.1.9:1,,
1[0p74] 1An!qmega-3 fatty acid" is amcB polyunsatpgfedlong-chain fatty acids

= | ) :
- PR AR F L RO | HEML BTG AR G T capon
atol8 a8Pasvihg erlbhsy 3awatosdpgatel ﬁisalfiﬂiim'ramd b?ﬁe’gh% 8istal bse of
conprising conpgsitions with for, exa , .abou :
wh@bf%} thgaelbyl sad oféhe By aid chein %ﬁl,ngé??%@.e%wswils firdgpd
fo 'cg%ﬁfafd?ﬁ@ Bl cﬁﬂ%%ng% idg\;&léﬁﬁfd ihé16ad LY, o6 hkdgslc acids

romthe present | orrega- 3 oil conprising .
cofrife pérdoeble Hondwywieney thedass dhyble dendisdogdtedbergeguthe third

t EP 38,00 t . QVACOR
e B guggRalon am - el et P, )
i gmﬁ@} | OfixarfplBYBf é”m@%&i@ £AQMRIds Shdtdedledridbniotitid SD A C18:4),
equal " to or greater than 2:1 may be specifically
eicesatdtandralc heid (ETHe CBP &I cigosanentagneis AcidiEP Ae C2Re,

omega-3 oils. W ERA: ' .
doiSgtiiaday stig YD, CRI3 0 b A hefloicAORDIEA e23:0). For
th sk lo€ ﬂle'iﬁv@ﬁ?h,@plﬁbi-liﬁtt&gaaéid GALS, clcm?b ﬁ§7¢'5cmgidEEA aand

I N an anbun reat er an [ al 0 . , .
omgga-3datte®idol crgw. S(%ef_,l an TR, ol A" _gsf_}% ?Pqﬁkt?s@gf’m&ga'?’ oil
an%gr% ggt_%g%lﬁﬁ%h&ﬂervyﬁ&lg&tls 1Bt Eg%b%ﬁ%ﬁiiﬂlé, %él%’erﬁl’éﬁ:,ltdggi?é’erides,

s conprising an atio equal
mobglyterideS, frek. deids, ed&s,lor s@lts: 1, or 1.21:1 may be

HElS) o Rimdear iy segaitedtlesVEnBRGS Sl AR aRe gmpse-3
fatBPRSS hifclak YnR¥ g&&ﬂqﬁ fRRSA! &l Nehatife tagniMl €6 8Nbeal) fat, cod

I'nvention 1 ncluding, but not f.lmtedto, L.
livehois sebaits aral walnnboen, whsabgerinrmile rapgsded wal, sqybagh kaihin,

i ori ginhal Food, and ,Sci ence "yl -
soRysar f11Dr RN OT s S G TAE By oif AR Uega-3 faty
acidNRAMAY0 be 8RR2A G onSHérticaliyn@igiheefedrsbuilcad suehss anmsgenic plants.

medi‘canents of onega-3 oil and fenofi brate have shown

Seare. ainEsapisttes al.i Neirbatgehnah 2084ttt e sol ubility when

a ohol i dedet 0.« lEu i

OGP Bnner oS PiBge g0 dty GLOAFIGE e et
ongaO0atty3 2eids) onteigaBeshilds, paregastallyy estetsuomomegashmenot, di-, or

maximze this_increased solubilization 1()%ee Fi g‘?r e'llx}v'l "
triglyperidegrfyrieas Gl AiL & PEIRAN b (S gy t5D ol pacHEYer Gil; walnuts

anfl Lealebil wnd &&&Bh; raﬁés%&h&h,%owéénh&\{ﬁixpd@ivea \bils, s8Ybean
hree or’ nore - groups per nolecule. One or nore,
desivedbits, sofordyriveel a@lsc tarimdn beanderived pils duternuhdesived os.
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urd formlation of the tgr esent 1 nvention conprises
miking phanaacetBicalromppsitioon el tbp invgnijerinclude, by grergt limited to,

enmbodi t singk e .dosa S/ QU Q.
the 8%'%? Wrg?,te{l ng(lleﬁfdg% i cggellr%u\% Qﬁefggﬁngf%%qf?e eghe}t\gﬂé!c’%lence)
ank EpanSA™YTillols Phamd AGR Qbyaie mixintesafiostmy fatty acids, and/or

enbodi ment, a single do,sagie formconprisinhg a hi uid
menwsr-dir teielyeeridss mayebesecifintlly siied as s acsmmditestadhy g@%“lt
in{/%}l;gi% 23 xdmplePL B n%ﬁﬂfgoéf orﬁ%a@"&?éﬁ? hnd fatty acids may be

ebodi nent, a singl'e dosage formconprising a liquid
cohsidenell ah ionrgad dihecprdissotthd presmt inventianbn addigon, g or more

than 10 ng_ 1, 2-propyl en col. In anpther ..
cERDRRInEY Do NG HoLaGpBdn beeir s of Ripordipg i fog present

fornul ation of the present ilAdvention conprises |ess

than 5 ng 1, 2- propylene glycol. In another

enbodi ment, a liquid formul ati on conprises an al coho

which is mscible with the onega-3 oil. [00109] Unl ess

ot herwi se indicated, reports and di scussions herein of
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fenofi brate, and an an anount of al cohol sufficient to
increase the solubility of said fenofibrate by at
wo e@st1mbout 2. 50 percent, 5.00 percent, 10. O0P@EUSENS/(27815
15. 00 percent, 20.00 percent, 25.00 percent, 30.00
percent, 35.00 percent, 40.00 percent, 45.00 percent,
mvsmmonreerxeme alssm@ga-a @ilonay spegifically exrlyderastons, fefeacids,
andt/?r IH%%O glﬁ I'{gg @gﬁide %m‘ﬂhﬁ% tcg{he réggﬁyﬁlvéﬂtfbﬂh 9{shsu% %1 14]

een ISCO e urprisin

corﬂ@fsﬁticﬁwoﬁélsﬁ@ o CnCePEFBOSERE, )foﬂéxaﬂmii@ as 31 @‘nbga 3ot lap@jrdlﬂg to
i'n solubiljizing fenofibrate. Esters of onega-3 oil

thelpéiﬂﬁéntslﬁmmoﬁf eat er sol ubilization power than ot her

i
¢ FI078) oA FBas dRyf BB shdy ) HERE P BondbRc ot bn o an
omhgagBl erl aad> b Ialcbhd;l}(pmiferaldy mrﬁethmmi er etmml)emdl ezmyﬂmn acad or

t h 3 al t h
redpgaaRdts et {armefn St AYE e rigpeDn el the
alcSﬁcﬁ? é%rab'@elé‘ﬁ%if&‘%lk}‘mrc@H@l%ﬁfa%l E%frﬁﬁlnpfd dEabsh atoms. More

The total anount of and DHA is a

prelfmblwthc nkbh@n@m@anwdwuﬁhmmts wyth@lycerdest toferan grcthyh esters

of WG s iched of FRARGH it ey BERLRH AR b L) Bt csers
of felfath} Adid Yesidubd) IMbs] preRerabiptiheslcaidd ithaol., a |iquid

fornmul ati on of B! he present invention COI’T%[I ses 1% .
| £3090] abdhe tesm. @wstaélmeomsefbﬂﬁwh%@heepec atien angclgigns

inchftepoticgegidtbed i Jieakds palite ™0 734700, “65.00,
860030] 8ThOGmBAlGH MBS AN} imtudes, bmms%owmmd ghvta soft vehore

‘ msasester 0|I ndafengflbr te solubility of
theaﬂé)b‘meﬂ%@ Lis bya, K4ig, or pathen groupdscouiggion o7, ~ 108,
1 r "Gnolh@3 1wk G4 ndthinditet 184 salt
ﬁ@gd?ner?tilgtégﬂ{ %&?gegﬁpnﬁg%??%n%% the pr egeni .
whierevtbe towrtergonip Beskg, &6, $leasanoahmﬁr0&5116030ue‘@r1©0

S0 S3Bm3nhe!$ §% sde dBofnidisdBora mect ion
ané3 ilncﬂﬁles &)%t 3ot B3it@Q to M%@ 0Ca?8532:430, B35 .a0@ Sr*87. 00,
0, 00, or 90.00 by MEIght of an onega 3 ester

0|[®08éﬂ1d Qha@w@emtmahe@nmtms lang weéwa@%faﬁnayd@ degerabed as

il of ifo o fisee ipfponyly o] funsey oS bescl g i g

voRRe &R0 Gne [:&ﬁﬂonbﬁi divided Ibtytthkewlmmb@tﬂ aliremlpon‘enks afithel
fornul ati on of the present. i nvention conprises

compagtion s 288 Ny, beggnugrtedds oprepoggd a2 PEeeTREe fg‘ldh?)@tal

cbpffon $98f: T3 Bty o BBy 38 B

Siifay) thShro@s “B}Tswﬁfght’Bﬁlcﬁtby mBsDdescbe 9O vmj)glwﬁb}nass due to
wei ght of  an ester oil .and a fenofibrate -,
ong GPIRBPRGNE QIV&ﬂﬁgg*ggﬁ? SlEt Orimgss of 7). COTfenefgﬁ%%i §empqstion.
Th}s]rZ\tlo Ha? be%@aﬁver@:’&l td %Préﬁgftg&aﬁi p&@erﬂ@@r(ﬁﬁﬁe fotal [c@ﬁi o@iﬁibn
I 'n anot nmbodi nent, iquid fornul ation of
wqmghwe mtass. rﬁwhtal qranttyrmay @é@b%ltndlcé@sltb}’aWWE’ ‘BISaSQ @er Cent
66 OO/ 6/7. 00, 68.00, 69.00, 70.00, 71.00, 72.00,
%kW’ “74.00, 75.00, 76.00, 77.00, 78.00, 79.00,
SQO@&] 81t @Q@m&z‘pﬁ&ma%gutﬂﬁl chp&Riondand SfodMubdtioy” are used

ght of an onega-3 ester oil about 5.00, 6.00,
mtfzr@@nge@bladhroggw thf(ﬁpeeﬂﬁcqtlorxmld cjgimgo, 13.00, 14. 00,

& 8: 9

P e RS s W o g S g bch s
coﬁl‘poahomborﬁﬁﬁ)smg.%% ERA, 38 ¥6DHK2 @Gnd x% pﬂﬁﬁ@me%aas oilg f@ass

145, 150, 155, 160, 165, or 170 L 5 degrees C
perasnt) vigre the ERde A, @%’a?r&é?ﬁgaﬂggi% %%?‘i}y SRl at i on

of the present invention coﬂrﬁ)rl ses at | east about

65. 00, 66.00, 67.00, 68.00, 69.00, 70.00, 71.00,

72.00, 73.00, 74.00, 75.00, 76.00, 77.00, 78.00,

79. 00, 80.00, 81.00, 82.00, 83.00, 84.00, 85.00,

86. 00, 87.00, 88 OO 89 OO or 90 00 %by vvei ght of an
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al cohol, and a fenofibrate solubility of about from

130 to 170 ng/nL at 25 degrees C. [00125] In another
weniwodiTeeit, a [iquid forrmulati on of the presePtT/US2005/027815

i nvention conprises at |east about 65.00, 66. 00,

67. 00, 68.00, 69.00, 70.00, 71.00, 72.00, 73.00,

7W086] 7EhoErm7E6BDI1077s wed todessrbe apomega-8oiloghich has a

o el P s 98 e B Bl G o

9.6M3rd3f othdr degalP oM mglP), MDerelie BOA, PHIAGnd bthePOmega-3 oils
7.00, 18.00, 19.00, or 20.00 % by weight C1 to C4
aregthybRBFIS- and a fenofibrate solubility of at |east
a 10 113 @ 10 s .
emfﬂ rre%%l ?&/a i %lnéé%l r m}) I%g’ts(fro ﬁh%?fgt& llﬁsgalbﬁllrltgsgér}l?“a% liquid
forimmiatioh ivherethoyeris 8 €S3.Apercem doss atf AP p6EnOY(reGetd, API content)
67. 00, 6%. 00, 69,00, 70.00, 71.00, 72.00, 73.00,
after2 Ygts 3250681098 Co0, 77.00, 78.00, 79.00, 80. 00,

Sﬂroe(ﬁ@] 82:<Qftact8iksVfhd 84siBrctaRf oBe ehtiby’ 1Rir @k s@ffacan
ohrega-3 ester oil, about 5.00, 6.00, 7.00, 8.00, 9.00,
activ®.compotnd vbichzanelterte oface tengivn of 8 1igoid invlach it isdigwlved

8. 9,00, 0or.20.00 %Db i.aht. Cl I l,
and s, S B i apry 5 el oo LS SRR
poRkadérs A8V &SR tHylenk §8badh mohoRBaEdgk, Sulixaklylemnglycdl 40 sorbitan
liquid formul ati on of the present jnventio corrprlges
diisgstepesges obigeik 4 (i doegenaied gestoretl, polyserBaigopolswrisic 20,

i e 4y ool o3 e fpmer 1.
poBéxRfihylenc By @0id%stess, pelyghil 46fcastor ditgyipxames188, oi | |

polyo Rt e bruyorsaiapyleng S Olia 2, ofiitp desoxyEtigti, sodium
of 8 S B ALl k1 Al
sorbBaml iyl exts, Nocarbepo@shethoxymabyetiolenerghooi 24 1,2adisteagol, d

fornul.ation of the present invention conprises, at
myrEHE eidRiteBaPLORYBAD S5araisy SgosesEEATS. g PBErob Rl
casfdr &0 ,tri%lgeémle sgﬁth@t@o, trity @8in, HistdPin, HBgiuny stefie, lecithin,

78. 00, . 00, 80.00, 81.00, 82.00, 83.00, 84.00, or
lavgy, sutfas vijanysityleee yolk phosnhetidesadecysae sedipm, pejysprbaie 89,

il g e e s B B g
mddpcapeyiah), Clorysl FOMEl (ppglene ghydobmbasapiybate), deoxycholate,

solubility of at |east about 130 ng/ t. 25 degrees
cheestpiob romophordigs (rsmopheroedi-RapRylens gq?%ﬂ? aleTs baP A 0

(PRG i BAE B BlridsRY ERbEAN SMBILcRERaBheNES BlyCARRY), Labrafil
2172 (10]ecsBrRbogdk6 @D cerides) €,ab@Bol0oapyPcaspyl 18acdagol-8
79..00, 80. 0Q, 0, 82.00, 83.00, 84.00, 85 .00.%
e s grrcatyon] OB dmiarisnealyed! raprolautglih LanSilyeRPs
(pr%g?l@ne @r{@@b Ia&‘a%?,’ ca Qtearhie, PLeithir CRRtrors: 0 d.ecikHinO00,
15700, ©16. 00, 17.00, 18.00, 19.00, or 20.00 % by
Centrppiiase €32, tlecittinlentinbBE2 131 # OF 2eglytériy, tlepab sosiarniquey

t | east 140 nm/ t 25 dedrg 10 ,
o8 Shotea, B kiR TR e R R ARt PR Oriaue
CERTEENY Shfbian ti6l8ate,oTaghi BOKpélyotyesilenzpdyterd driflBate), or

66.00, 67.00, 68.00, 69.00, 70.00, 71.00, 72.00,
Sohgolodlacyegahd 5 hydrogystearateho, 77. 00, 78. 00, 79. 00,

8 8 00, 0 : 5 9

w0 o BRoie i nddad But il nimfba B pRofelyiene 20
sorbitdf) mdholAte, PolyOxyeli/l€ie, alidyd efHers dfzhOBrigl&: Volpo gdric&o,

5.00, 16.00,.17.00, 18.00, .Q0, or 2Q.00 %
PO&W&WPY e gy bigant £tgy ?st%a} 'Z‘ef T B Gt SeRei | | ty

of at |east about 150 ng/nmilét 25 degrees C. [00131]

I n anot her enbodinent, a liquid formulation of the

present invention conprises at |east about 65. 00,

66. 00, 67.00, 68.00, 69:00, 70.00, 71.00, 72.00,
73.00, 74.00, 75.00, 76.00, 77.00, 78.00, 79.00,

NN NN ~ A ~ o~ NN NN NN NN ~ A ~ o~ o N NN N7



percent by weight of an onega-3 ester oil, less than
about 30.00, 25.00, 20.00, 15.00, 10.00, 5.00, or 2.50
w@eosenmepy wei ght al cohol, and at | east aboutPdT/082005/027815
2.00, 3.00, 4.00, 5.00, 6.00, 7.00, 8.00, 9.00, 10.006
11. 00, ,12.00, 13.00, 14.00, 15.Q0, .,16,00,. 17. 00,
polygxysifivlens strgratesofsbe Geropmic VY yperis: lgithigs poloxamers, d-
alpﬁggt%%% ap%lyét &fé%lg Ga@EJb%InaﬁéYQ%hﬁﬁ BUTPGS, TPGS),

e such as a caprylic/capric
sathﬂate@lppt;gﬂyo@hzc(cbglgcqnd&e dhﬁé:&(sob, LWBraﬁi elg;hﬁe n@;ﬁmhg Ewld and

AT ASL DR LY SEL L ARy R e RRL L
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Invention to facilitatedi gestion ol rrelorrrwatlon or

steaxatd:s,cgyctemel oflentes, bydregenatedanpbios.Hapolimslguiates gnd olgates,

be | cl u At .
sop LG ol et SGitial syt B Skt sodiom
sulftes, V&S] ¢diepdas] palhigie eid-a0 18 @bridatives a.nd olelc acid and its

sur f act ant - cont ai ni ng liquid formulati on or nedi canent
der@‘faﬂt\’h% i nvention conprises a mxture of fenofbrate
| t r
5 .@%@ 9p@?&é§§§g%{ﬁ%&8{ﬂr€c§ggﬁ@'areoﬂe%%n?ed% Blecd85®,
Twaks 80®| and/ﬂ&nmphm@@l) t he for mul ati on corrprl ses (| )

?2 OQ%% > 1 gggegcach My be igcl%;%q& é%bggﬂaf?%gt&gx? bcirgp%sbtldn of the

1nv%§t1%p ForOd: %160% %bhﬁat%iggmcnqﬁ tB %&Ee ﬂfeqb@d éff%&t about

57.00 0,
6 2000] Gtrhe @:mﬁ‘iaqueaus@alubﬂlty Bt@femsﬁo t@fr S@@Bﬂl@sameasured in

69. 0 200, 7 . 74 75. 00,
deippizg ’Wag"”? 8‘%50“;%5 86gre “gfyles %g 6813?%%%/6(1V\EI ght of an
ONE@R] 3 eﬁélarca&nyz@masesteﬁﬁkationaﬁa}ebe ¢drtieq owtbfonexample, by

6. 00, 7. 0, 00, 10.00, 11.00, 12.00, 13.00,
1ncpha1mg a txglxy@ndqgt ﬁg@n ahqut@ﬁc tq ab@ 15@‘& oo m@gm@(yontalmng the

2 2 0%
Gl £, 8 o 5B i
ab?en@@of ﬁaitgﬂ cI)n Bni) gm‘ggcﬁnifgt gib]m%g'p%ﬁcﬁ:/ﬂﬁd/ ;lgah(ﬂ (i)n/ixﬁnte BGaefluxed

,19. ) r . 9 .
foR R 9P  hess I acatisy GBI e BEIPHISUSI YEp o ixre
s G 50 PR 0y s iy g
forh®ett3DBstera,land 2ol @39 be Bk, to 76 ethghesteas Becage acmlé 0,

ca{')ag@%g gr?nrge#eléﬁg%ﬁsgﬁg E’rrpb%‘g%" hj%v:qi{stiﬁ%htgt al%ghcﬂ%%fgl%%lyc%s present in a

1ar§b‘ %i&gg haCOB k@icAb Brocbdtld ieSheh s Modoinpletidn. PR n&
I nvention conprises a Cl to C4 al cohol, suc

mglmmcon@maa@ in the alvoholasidhraiive isfroBcabRENR- ta shout 15% by
r.f act t
B

of HIUTRA RN HoHIO éniRtiRe prefeesbi isf feormabadtidon abbwthiot by weight,
surfactant. [00139] A surfactant-containi

|
and GrasLpatarehly ébotﬁé@lytla)ﬁwﬁltghbfsu%én}%%@?}sﬁg PisHR Sy ratjous
f,
mhekoBuilin HRNAL DOPLBLBRLIN Bt @ﬁgﬁ?ﬁ‘gf’ﬁgﬁd%?‘“’ dry
etleindl, oo pdding &y of a:e@lclﬂondbflto&hdnh(bi‘nL affedeobibh(to faim t he

f | at i i i 5.0
apsg{?fgunatgltyl : ﬁ%%ﬁﬁpl%hcgf%’% 130006 (1)2 og 0(1)5 00,
160664 17Al%ugﬂ1§{(§lqes mbt S;QQfen‘é& c%ﬁ)erggld%n{hé/ élﬁh&mel?fbe used.

fenofl brate (11) about
OrxOsuob aci@ s ﬂﬂﬁnﬁhcnb whigh, t@p)calbsls msed 84, moer@@tlg@ of from about

TN N R

80.00 % by wei ght of an orreéé-s ester or onega-3 al kyl
ester (iii) about 5.00, 6.00, 7.00, 8.00, 9.00, 10.00,
11. 00, 12.00, 13.00, 14.00, 15.00, 16.00, 17.00,

18. 00, 19.00, 20.00, 21.00, 22.00, 23.00, 24.00, or
25 OO %by wei ght of asurfactant, and, optionally,
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I n anot her enbodi nment, a liquid fornmulation according
to the present invention conprises a surfactant with a
wowdoglot7eper cent | ess than about 10. 00 percent BET/URE05/027815
total formulation hi another enbodinent, a liquid
formul ati on according to the present invention .
sulfsigmcidie 8 sgongpxidizingagent itpreferdyismopeied avith loag seflurdimes
. a f : at i 0
.8 ter T RS €Dt ot g bRt Al T, e el bkt Sody
weight) acitdigh temperahdes.et, @rdale thmeSOAC.). Awnetlter exampls obae

which.has at |east . 30.0Q, 35. ,.40. 00, 45.00, or
sw@@.iwlcgléiem ’t_nglyomé?@vh@bﬂegﬁ%%s i e 8t L ereaRtationof fiom
bt 9t:0 860 R PR RBicht & thé Gidbrb1! B6H A FUARGIERH NP 1ds0

t he pr esent 1 nventl on conprising a surfactant wwth a
profieirghthapHCE betausd bearbo tiflRFide hapa gtegtes tendercyso produce

olubility.of fenofibrate equal to or greater than
wn WE%S%W%QWFHH ons contai ni ng hi gh concentrations of
S od9s

;Ft am baskltafalRel ean@FREAALARAL thedndg@4B 61l is transesterified
formul ation according to the present invention
by en afsoheliip ghesprasenraef abasiogaialys: Indhigiestanse.dbpbasstmayblr, for
0 S i i 0 ' I
ex ol soffugt B R o fa it Rllodacr Qe B B SoBfle
hyﬁlir?gfdgp@f Iﬁﬁsﬁinﬁil hy?ﬂlﬁ@(dldf Psefefabbit, ﬂ{etvolﬂrﬁetg'n odtloest omega-3 oil to
enbodj nent,. a || qui rmul ati on accordi ot
thehase/alephol myishs 5t if@ﬁ&ﬂ%ogt LS e FEALGAR T AOOH QS The
. g
col B R e sp I AEAho O T o RIR LMD, Bio dhout 2 M. The
bagehatal pfed ftansasteaificatmon wacticai aanrbg chidyletedlont caom tanpesatvredi.e.,
surfactant ...l n gno enbodj . & i, gui
ot § GEHGIAET 95 SARLEPU! 7 1GOPHS bl o HfBiPitg pbout 20 hours
AlRHHREIS] 1h8 bAseSeHtdlREddaidnsdriTicativetedbtionNis tofdiictedfat about
10.00 or less, has a solubility of fenofibrate equal
temperanreggreaierchan @i teweragires or nul at i ons cont ai ni ng

AR g et GRSl AR ARlon s RRY Sieereqso o

terpe@sartlofial kasttabett 49T iosd pregfetatdy frbmcdbant 70Mot dboat 150°C, and
wei ght percent of about 5. 00 or |ess, has a solubility

b
mast pre&setly Bt ahout BYIi6H khs soutignsa be heatednsingsg reffux conderniser
s 13 PP RSy 50 B4 HpAee O, EARESTEL AL OB R g oo

onp basiwEe cmpoants a the miafure withotrioting thgaoiphnenss infdthe vapor
concentratjon) against tine after .drug adm ni stratiop.

RS o b Lo EBRPRRTER Y IRPr ey By Fai conabier ek

has & E&H&Ztemgeﬂmwtﬁé}éw baishidtiRe @agjop tScontiEnse FNORTLRED B flow
straight ine segnents, perpendiculars are erected

ba¢k immn thhdiqaidspixéwa).t o each data point, and the sum of

t eas, of the triangles. and L.rapezoi ds sQ. .
O G Duthne S it R AR RS EE R pagre s preferably
pldeed GEdY: b Hoh QRidifNg aBhodphér®, $udh ab &n E\tﬁ{osﬁl‘iﬁr@ corsiginddézentially
fromtn to infinite tinme is estinmated by Cn/kei. .
of p @ohle 2ps. The opeombingtiontherepk (Hsg of sued nftmesnhers is pgrticularly
. : ity _ ‘ . i . '
PR APt 8o R LSS TPL 0 B e xcenting
abbutt INarmory.sA ogeslub htioxidatd (elg,, asdvebd palmitaté bepripglegallate)
for single conpartnent systens obeying first-order .
may) 3l¥e Mds% tqcthp &33CHEE miX e RArvral %{to- Kigationgnd & particularly
b alrSni3e; L j te constant. Wth
P B A e °F b x
where F is the absolute bioavailability of the
drug. [ 00148] The AUC of fenofibrate can be used as an
indicator of the relative bioavailability of a liquid
formul ation of the present itvention with respect to a
reference conposition (e.g., TRICOR(r)). [00149] In
anot her enbodi nent, the bioavailability of a liquid
formul ation of the invention is at |east as high as
that of the 160 ng dose of Tricor(r). In one
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vehicle at a concentration of about 50, 60, 70, 80,

90, 100, 110, 120, 130, 140, 150, 160, 170, 180, 190,
w@e00d007eps | | i grans of fenofibrate per mlliliteeT/v82005/027815

formul ati on, wherein the vehicle conprises about

65. 00, 66.00, 67.00, 68.00, 69.00, 70.00, 71.00,

790981, 7Gmega-3 alkybestery sncurle the eyl esiers oHEP AgndHHA. The

T A N R

ethfl.é8fdrs afe 08serdd eREMpIAryiinedhO3 Alltyl ésler0, 12. 00, 13. 00,
14. 00, 15.00, 16,00, . 17.00,,18.00, 19.00, or 20.00 %
OiPOYSN unEhepressh HERtonARINRRIET & FHsPeRsign Qfpneros mAse salfsaf 2
statﬁggﬁﬁﬁhtohﬁ % 8{511251\'{'8)569 @1&88@%‘?@ t}ﬁ%%m{?%%io% Odoﬁl . esosohd
cryStalline parfitled 0f on@oBore #3lts ofDDstatinls)ie, anb&e@@% oib. I@@x,nother

77.00, 78.00, 79.00, 80.00.. 81. 00, 82. 83. 00
emlqul@@nt é}e sgg)egﬁ)log/cwpv‘%qs 53]}@ 6‘?1061%85%19%9 gﬁ,@f onggr Spye salts
of @Q&?ﬂés)ﬁngﬁ on@:gQ—@ 0117 1H@noBePémbUiNent, #e-sBsbendidn @Omprises solid

or 15.00 % by wei ght of ethanol,
crystalillnalaodltsollk:balm}rphqus egiclasniene o1 groposalts of petating) gpan

8.0 0
omr%%gp e elye £3e Pt it p bttt e fitions
i QBp&ERMINa Nk oy thbretshRs @fwgat1rﬁsﬁhhylonﬁga6rcsl Where a
t e total noles of onega-3 ethyl ester about 5 to,
portibp of sad opeoermmere spltmfrq statim(@)is é@‘b‘?ﬂﬂzéd ab@}s gEegdP gy in
the f
o YR RO SR i, o
presdin lﬂﬁveﬁﬁon §1@)v1d3§)a pBﬁma@@uUcﬁD&;mﬁo]smonmmprmw anbagega-3 011
150, 160, 170, 180,

anchne GRIPIe AT do¥atings ﬁdh%f@}ﬂcﬂi’ b 8. 3D 2 PR 606

7.0%?!32,', 9‘?%}%%“1712 @% 019%703@% 0@014 @(7 o@@s Oﬁge&@n‘c s&&m@g by weight

is/atd i lutiB, While the IWmIBQ S@mn(ﬁ 1S/ 50' @ PT€8Q11t0@ SUS@QHW

Sﬂ@qﬁ%u n %15051%9 e gém\{e% gep%'s"@g E'r?%%@%l 81&)8?@868%&%euﬁca1
corﬁéos%)@n dotn mc%lﬁm (Qﬁega1§0@ Bnd d& &Qnork §aBDof alRatils), wherein at

%o by vol ume of ethanol, and wherei.n:
1eagt1aybouh@ pmemy pithe stitiatmrhs Syeighs Arcaesenhas YHd PREIIS IR age

susggrsl%%n | %nagfep%gﬁmesg %&r@%&pglgetﬁ%q%%wﬁzf é) @1&1‘1@%@%0&1

coﬁgoﬁﬁ’on domPSing/dh 6ega?Pod@nd 8 GnoRkaliOof BRatid(s), wherein at
leageaton! B pngnt 6T s SN oY I 4b Desend S FarEaee
susé)%ﬂggn ﬂlzanggxer %ﬂb?cﬂgleéé 'tl%gpre%t ﬁ@/e@cﬂ)nﬁrg\)’ld@@é gl‘iﬁrm@f:eutlcal

anol 00, 7.00
cothPosifion ddmprikinglsh @fegatBoll@nd due @(Jmomsanﬂof alﬁam@(s), wherein at

17..00, _18. 00, 20.00 % b

leagieghont %(f*l a?reentaﬁaie(%‘ﬂ é’yr}%ﬁlgl?t ﬁ{ﬁe%e%? %ﬂ%@&aﬁt}%?s i

su{ﬂ% f)l'l eﬁl eﬁﬁfﬂeﬁ bﬁ%gdlﬁieh{" tﬁé"ﬁe%@ﬁﬁeﬁmﬁi ylidesi pliarin@célh!ﬁal
ot nol es onega- 3 ester is about 5 to ab

cofpofition mppmmg ate@m@gm% gﬂendi onegemprsy s#te el 2 satin(s), herein at

f
oo ST MR,
ns151@ IB&hotR0 embO@imehd, Bhe Prdéent ierJ@ntldrﬁiﬁkovﬁE@a pﬂzﬁﬁxaceutlcal

70, 180, 190, or 200 m | Ilaﬁams f enof | brfa1 ) .
copwPRitiPRAANDIBYING 3 pRIPERS 6H, and/9BF B MOFH Ly eht iptin(s), wherein at

SRR 355 ARG R 1 M g B Ay 0

suspenfiGn. 78. 00, 79.00, 80.00, 81.00, 82.00, 83.00,
84.00, or 85.00 % by vol une EPA and/ or DHA et hyl
ester, and about 5.00, 6.00, 7.00, 8.00, 9.00, 10.00,
11.00, 12.00, 13.00, 14.00, 115.00, 16.00, 17.00,

18. 00, 19.00, or 20.00 % by vol une of ethanol, and
wherein the fornul ati on conposition on a wei ght
percentage basis is as follows: about 65.00, 66.00,
67 00, 68.00, 69.00, 70.00, 71.00, 72.00, 73.00,
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84.00, or 85.00 % by wei ght of onega-3 ethyl ester,

about 5.00, 6.00, 7.00, 8.00, 9.00, 10.00, 11.00,
wa2000017698. 00, 14.00, 15.00, 16.00, 17.00, 18.POT/US2005/027815

19.00, or 20.00 % by weight of ethanol, and about

5.00, 6.00, 7.00, 8.00, 9.00, 10.00, 11.00, 12.00,

1900@L] 1. apothen smbediment, @gpecifc Wit of pgtatip mayg optionadly, be

e85 % R SRR, ol BoaR SARRE s
be GRELalB2ebbgled SronCthe pResamdnteaioabodi nent, a |i qui d

ornul ati gn of the present invention conprising_ about .
SB008)” 601U ADERPEHOASPeBAIGE DrRecTA a0 partly i

w4538 5l 3o MR iy
to thy entizé ghitconfpositionSevarabtayiplessieil coatponentsireidesb@are not
limf4 omopgelecrides; GYolendzlgeris; B sip el

deriéﬁ{i%},g REuRLR2MY 521t redPOHEr SxalMiPle, Bn €&er dil Rth aGui®y of 95
. 00, g0.00, 11. 00, 12.00, 13.00, i4.00, 15. 00, 16. 00,
perdeénit 9 welght GOmpiiSesGo least 95 Br@0t 64145y Wa¢ tmainipg percentage may

fenofi brate has a.fenofibrate.sol ubiili r
comggdiraioeidy BBa 180 g el oS ESp B RAE oS e
exad P, A8 lonRIFR B siR il with 4 pstity &f DO perek@ttiyomeight doeprises at least

present invention conprising about 65.00, 66. 00,

90 parceys onggadosstesnamiihe rnaping percgRagey ANRmPySe gy one or more

4.0 { 74, 7 :
R R o
est@BpgRd doebhisceeaddin thadaerinitatdn, of pufify, Howéder,8 diftinction of
9,00, 10.00,.11.00, 12.00, 13. 14.Q0, 15.Q0,. 16,00
spegificpeciggwihin & eprayner (e go C'é @n&)%e@e%?)g%f‘ aZ*P%&lﬂéH%ﬁ%, in
spe%gﬁo 1§m§nt99f th@g)@&enﬁm%ﬁoﬁs 00, 9.00, 10.00, 11.00,

3.00, 14.00, 15.00, 16.00, 17.00, 18.00,
1P00003] oAc2Grdd tosthe/preseintinventiont emega-Bois evithapspuaity greater

fenofihrate sqlubili reat eg, t han .o | t
e SRS ot b e BT R . S p bt
perSSHROSH p&Bant, 97 hdreih, DS RECBL, BDipertet orRste cdsBRferel. Uigega-3

present invention conprising about 80.00, 81.00,
oilgwithe higspwtyy o ameea-3gsfersgre palamd. deconlinglg thepresent

. . 89.00, 90, Q0..,.91,,00,. 9 0
et <0l 6 B35
perbef091 Berdéht, 2 Hécedd, Bperceht, 0@, pedc2nf) 05 piideM) 96 pérctit, 97

15. 00, 16.00, 17.00, 18.00, 19.00, or  20.0Q %
pergpitgP PePeitePbPIIBIH OB MIEOLONE SABPPRSH bY "%%%ql} oF W pglume.

Pregéﬁ@& &ﬁe@lﬁgst&rs RGN, bﬁétgqégg&‘ﬂmﬁéh BUEPk a8l DHRUMdte

egrees n anot he rment, a liquid formul ation
predérrédnam grae? esters iimbatet danoagacoethyliestersy about 80. 00,

S80581 byt is §301eRg imBsrHy st gighe BiFseRy imygpion
Oilgéfr%%sft/?oﬁycaﬂ’%ia ABdcripbd HRAR 1R S?E&lh‘é arfiSth€ bodPeherlitan oil.

5.00, 6.00, 7.00, 8.00, 9.00,10.00, 11.00, 12.00,
Spadeineluie spBifidenam-3 oibs 9oh ag, buboot limitgbio, BBAgDHAg linoleic

20..00%.by wei ght, of fenofbhrate h .
acxéoﬁlr&g?rpp tyif}\ég%‘tg‘a 8glpf)ﬂ%80 161Ffu§a,ﬁoé1|t g eonz%){’gl Llo E@E %g(ry%nrg)/g}%c?ldes,
di?&ceﬁﬂ@é{ tridgcSHRIBE.CR% deids) dtaas)@hl @erivinives]iprentsors ahd splisd

ornmul ation of the present invention conprisin @tﬁﬂt
theaenfoBor exanud, 5463608 campiitss 20Rt 46 % FE AR asgucH) % DHA

o o o P el 5 B s

oilaptheathauEPA & DEADGd ofhddon&niiga-3%iB0 (BerxOmnidrcialy
1 0, 13.00, 14.00,.15.00, 16, 00, 7. 18.
avalﬁaib ,msga-ge%lmm%lsyl T Qflowgr eyl 8% F%Q%Pe‘\ E%CEBEA as

fenofibrate solubility greal®r than or equal to about
150 ny/ nL at about 33 degrees C. [00157] In another
enbodi ment, a nethod of increasing the solubility of
fenofbrate in a liquid fornulati on or a nedi canent
contai ning an onega-3 oil is provided by adding from
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In anot her enbodinent, a liquid fornulation of the

present invention nmaintains fenofibrate in solution at
wa@2aoeopmp@at ure of about 22 degrees C. | n anot hee€T/US2005/027815

enmbodi nent, a liquid formul ation of the present

invention nmaintains fenofibrate in solution at a
compansaisatel @ menedpierides dipdypesides, tiglyseridasn tenists, free acids, etc.

e ' t Iqu o f i QB of .
or i a: Pt Bptega oY hthp Bk cobitfisBlaeiils percent of
EPhemd VA kgealad oapeater fandbouteepefeenhare prafetiat. Omega-3 oils

cenbodi nment, a li,quid fornul atign_qf t resent
Withrh RO R SPHPHT G SRR PFISFTS LA %rﬁﬁﬁoﬁﬂu {ogr greater

MR &nPhre ARAY breFerrdf B hES-Foild WithARoRRositi isin

tha&é?i‘gglgi%t , na Iei qui gr%or%ﬁl at i%an 8%‘ the pre grslltloncomprls g
a masy perténd of BERArendi DIS Afegnalftb lor gteeterr thag@bomti &rpeatenhare most

tenperature of about 15 degrees C and a fenofibrate
prefk ntration of at |east 100 ng/nL. In another

ey ds e Mixtues! dfbiedaf30i1K leadeisOnitiPbthe @ik 85 6Mkga-3 oil (e.g.,
i nvention mai ntains fenofibrate in solution at a

fattyeaejslsr tigliiceridds) atsoneludsl, deqprding taGha miesaniriayvesttiopr ks
concent.r.ation of at . - .
coBREBRHERY p08 gl Pt 20 e A0Bh .
| OGE0G] O ARdtidr@nit®dfnedinfthbpaite of onegh-Bleseers @tontega-3 alkyl
t enperature of about 15 delg%r ees C and a fenofibrate
esters At erleashehasth 5@ pereent byweightoaf lpgst glpout O parrRiHeyy weight, at least
i 1 i aui It L
ST o AL Lt 31880 AP PAPR s s
petcempisredighiteondt ledsoatioul 85 degerdy v@ightd lnafathafendroginent, the

concentration of at |eas 30 /. r
PUBfYHRS PIREAT, ST ?@%ﬁ#@?ﬁf&f@éﬁ%ﬁ%‘?ﬂ%ﬁ 3@?]333 4jz4s. 50,55, 60,
65 { /981 835G, ?5' 209Serb SR OF REEhPwhighs Onlbnb@er &hbédiment, the

enperature of about 15 degrees C and a_fenofibrate
puttynfentagaii esterodr ernegaeh slikylestersrig/bebweenmbawicthand about 100

enbqdi nent Liquid. farmilati f n
oD TSR e et L 5 200 RLgbt PR Bopwecn sbone
5088 BB 100 9e&EntaQ0WéiFﬁf§b&%é&Q&>u€66 afd abdue N0 percaitdy

concentration of at least 150 ng/nL, In anot her
weight.dutwesmtabont 70 end @oubwﬁnea«fqnggy yeighhdepyesaakput 75 and

i : Do h . | i
oo DGR BT Bt RO TS G BoSRtpRBal E
bedvebgh Ab&itI7atand AboltC0EBdent by eight)er betwieen ab@ri 80 aad about 85

p e%%%é‘?’%;@fg &S 3%%@1%%%8 a‘ﬁ'i@gf_rlltf th; :é;lilﬁgf fg.rél%tqrg gromega-3
al@?j ?§etéys $¢ ol 9od erg?ﬁ ;)9 I%?éé i ,fjab%uf W{)&@éﬂt‘ biy G %Hi?it’e about 96

ctive anbun formul ati on ofi
pepeaisHnweighty ebit 88 percentint Weigh abod Ofpatcent byewpight, ebaut 85
[ h . [ 00 The, | i id f lL.at i f 1
oA, OSSR e BB BB SRR el
peRent B ReiBRL BRI 63\RIdeAbEwEiBhi BBR G pefcht X@ERhE abdud 55

one eénbodi ment conprising omega-3 oil, fenofibrate,
pemehidnowveightdr eyt 6P persert byuvdiglhit ant s, appropriate

f id f Jl at.i . '
© SRR it ool &P AQPREPRbE il EPACE DA
is htEloReLBIW 56 peldBRY 1 WEight) bt lomst ebdur GOperehictsy weighy atlesst about
contain a solid which has precjpitated {f{aom sol ution
T0(rergnt biaweight, at leastapoutsiaaierEnE Bhpsieahat Ca BbauAlkpegepnt by

waiift, Pt ?éélstsé%oﬁts %f\lgerbé}g l’b? %veri%ﬁ.o 1Bt 38 Binki Qhe b
conbining wt remar ni ng fornulation conponents.
cofP0difidl cdmptising BRAt andADH ¥ inatwmp? A0 3640, ¢5 ddk 4§60 65, 70,
0 -3 o0il __has been reco nded or. considered via ..
750 B3 0. 7595 GREE PP B R 20 A BTIRS s chLArpgsition
but not linited to, the Amed?can Heart Association
(AHA) and the International Society for the Study of
Fatty Acids and Lipids (ISSFAL). Table 1 includes
dai | y dosage anounts of onega-3 as
consi dered/ recommended vi a several organizations.
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capsul e. In another enbodi ment, the soft gelatin
materi al prevents a significant anount of the al cohol

WO oobloe7ebs qui d fornul ati on from escapi ng the cBEBEUB®N5/027815
[ 00168] AUaf orenenti oned ranges (e.g., 65.00, 66 00,
67,00, 68.00, 69,00, 70.00, 71.00 72. 00, 73.

conpppisow, EB ab DHAs isdistween apgut %M@@BO?@%WTC%@ by ovelght

ey, 8 b B0 s g o
perddnt by erighesetwazhi a(bnutaﬁﬁl:hmluxfbpgtr% Iﬁema:e,nt an weig}m,ldieutxlméeml about 70
1 S 0
anc bRt 98 st B eBay ReRbgen e oAb RET BResti by w5 iette
bet&emﬂgu z%?d et 96eb iR vySheigh, l?etﬂé’érﬂﬁ)oﬁf 795111(1 Rt 85

inert gases are for exanple, nitro
Per@fm@ b]?l Wﬁﬂhﬂ, arfeetweaek@bomHd anda@borit &rperesot by viei In another

em&gh &reﬁwfo 08 )%?ﬁlgg %glirill%lfltﬁ}lélg #&%ﬁ%ﬁéﬁﬁﬁ%‘# 9? ferddf by
weighf az&lt 9’6‘%&%@@%@@1& hb&WTIoPerRAt By Whight) @bbut\Werdetdent by

are illustrated further in the foll ow n% exanpl es,
weight, eboutr84 retdensly weight abewt $0rperrentney weig tabwg 75 percent by

R 18 AR

gt oyt o e i
LB o B PO eab R ampits) RITIOr SRS Sl e ks

abc?ﬁt%{ 2§t1@%§%0 GPEP K- DH AR %1 584 Qitio AF EEAIIIEA idut @95’@ Gatio

mm quartz capillary tube (Charles Su
of ERAYIAY, abat & 812, ratighof EPS,DH)‘X byous @ dOi lonatin gf BPA: é, about a

5 SE R S A PRI, USR] b SR B8,

abARIRk ra86 of BPA DR 8BEtHERD rffo oF BPAIDH S Abs@ W] :8 ratief
preci pitate can be anor phous or cr%st al l'ine. The

EPAcaHéd ot alpsiuit aérSyratlg o6 ERAsDHpu rfnagother embrsdiment, thepmegass
d £0
o B SRS DX 0oy g niam

EPAODHNAQ |abc§ﬂfat5\®alr Ritio B GRIUDARAR laBQSLXBD,S Verisiof EPA:DHA, about a
(c)1999 Ri u Co.)) _under anbie [N& condltlgqs at

209 el oL EP AITATbOpA ot Teti0 of BRATEA S dikt 40 gARh Bhe.
j AR i

e Y0HR, B4 o P A A A SRR B1Rid OB RS about

4:1fatio @R EBACOYHRA,, 36dht dSgr B!EIS oA EPA - DEldy, ebsit sisk brafio Glﬂfd) A:DHA,
JCEnE SN I R
EPAPHEY t%;)@?t 2012 Zatiolvteep A DR 2ib60 4RI ARSAEIA BIHA (orlabout a

segnen rom 0-36 degrees at a step size of O. 02
1: Sdleago @éEPAleH@ tIhencthkt erabadimeit; thejomeghd qrtexpr RaysBw3 alkyl

o ) B SR 3 ST AR L A el an

rati ¥ tabBER 1 rAftFofdRr A DIoA nﬂr@n\aabm V8B rafiotto bbowd adls] petio of
the system calibration b ku. No normalizatio

EP@h@QIaA from alearut pHO: lomtie ée gbcwéﬁé lrgie of EPA{IRHA, from about a 5:1
t t t. ¥ af

sl PRord PP AT RAE Rl tRla REBD o

EPCOIDRERY,i ficai abdut ki2e]l fpeiaks absuttaliel fhnbfdf@m)mbﬂaomor frofabbjut a

L suﬂ'ff%y%ito?a%%%f PRI HAIHA. FrartoRier ERBRR P 26 Pofee-3
estﬁ% %%F@FQSYEQO%EEWQ%EEP%%%% Ve\té lseast about a

I: bmmstdftlﬂ@tAeDHb\y apleegtabowip kidwatic oflCRAIAA| gdeasbabout a 2:1
fenofi brate in absolute ethanol in volunetric flasks.
At each concentration, 200 microliters of the solution
was transferred into a 96-wePl clear bottom UV plate.
The sanpl e absorbance was neasured at 280 nm (unl ess
ot herwi se noted) in a UV spectrophotoneter. It was
found that the absorbance vs. concentration
correlatlon was Ilnear to at Ieast 100 n1crograns/nL
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bel ow shows the estinmated nol es of doubl e bonds per

gram of vehicle and their correspondi ng fenofibrate
waoeloaloiiepg y: Tabl e 4- Estinmated doubl e bonds peeT/gsEN5/027815

of vehicle [00181] Figure 1 shows the solubility of

fenofibrate in E463808/ Et hanol m xtures_at 25 degrees

ratigof EP 4clPHAg af lepsigbouiincks! tate od RS PGy, ablerstabpuiconi aifo of
EPR.@)I{L@”&I dt%a@f @oo%l% l1’5?:'1 lrﬁﬁcy of @Eﬁﬁgﬁos The sol ubility
profile 'shows a non-obviols solubility enhancement
WioOm0% ninotirer smbodiient, ynyp eneveremort®{ 4steivh areotioned or
otheRSIRE iR E9UTPA O SRS GE OGSt il LS eifcalgexgjuded

Hwy il it DHASE 3.1 8n0k 1V 9:1,
ff"‘ﬁ‘?%?@f’fie?ﬁ‘?‘é‘%’e%ﬁ{’% i %ﬁ%?‘%o%?gé?:%ﬁ% FRGSo] 3 0 henos, y

1.7ilntdeladels 1 viet emndllsh8 otaydevperifigally esclvded Gamghe pregernts

.__such t wi t h EPA: ti 475 105

inv i, By TR ot og RomAtot, [0 Rl 2R i ptocifhicanty

excBiday! Ieaddfiod, dnBeiM3i iR chi@rididy ©OmPOEtidis with,dbt &ample, about
conprise EPA and DHA in triglyceride form EXAMPLE 2

80.2:c5704,i33r aB6.6587 . drn 90:3 pareent hp Jeosht Bagtll &g inaysbe

L LA ORISR 0 S
perBért GRgv repend® aibel aterd withdberveat EMAend 2P peicemrDHAf(e.g.,
R R e R T AT
coﬂé@%&%ﬂg %‘Eﬁﬁ:lﬁﬁl&%&& le?i.@al {PORBLALUNES2: 1405y bdREdicand

ter overnight stirring and incubation, the
exchadud| fesn weerpredent ingemibnu Sion gxamidle. omeger ookt with pvBPA:DHA

syr.i filter. fi ; -in ted
raorha bl €14 Sperde Hleh Baf Sre phaet P PP’ ©
ex)MGdR. RERERLE il dédrtrashAPPIA AR DIER th M #mB@it Fedatd@higeor equal
HPLC. [00184] Fenofibrate solubility versus

to 1818083190 81,1908, Ph4veripesecnt by 9eight g g spegidcadly. expluded.

E463808: et hanal v/ A £.h 1 r-a.ed
O OR SN B RSB 213 Ll A
1.21¢€l @ahi Bekpeciicip eddpdsddena eheopresennpmeation. edthdiheniaerctally

Hoff-type plot Is |IIustrateﬁ in_Fi ureﬂ%‘ EX@@I\}%PLE 3
avaisbleciarga-Spidynny plsp ke sregiig ysmlgdq%cﬂcy g 1 dp gsgent
. T ' [V he i : i to
R G T S e
(Eflsdd ahd ®ronowh Bidtavo@odwegsul t in smal | er fenofibrate

crystals fromcold solutjons that. woul.d.redi ssol ve.
mﬁg@ 104p iccéFag‘r‘g]aés F%ﬂg‘@’fe&% WE‘%&%E’“{ W@ng@étag %’ Prayadatitg o
ﬂut@%g?cm;l,\g%ﬁja‘é%ﬁﬁf 1oV tBX BRVaSBiHh, rhSuviaSeii, iahdl caihetistakiv e Statins

prevent fenofibrate crystals from adhering
maycbedin ¢heafoonida saltchydrede, sbiyatgepolzmetnhg oby eg-geystabr dtgtins may

018 i gh-.mol ecul ar i.ght ionic pol .
slsh 8 Begheg LTt ST EaRl b R Bh e by, Statns
magaqéy b {r¥sch@ RS Fred AEIH @@ &ictode form 8ocoedifd wethg prastit invention,

al | yaccept abl e ionic polyners incl udgc(r;g Pol yvi nyl

adeqlitle dhedemsoian effaetivg)aniomyR) "therapeuticsdfeciveament’, or

«upht hal.ate, r agi 2 ter] :
BBt R o sl b S SFnPRoaoh 8
coR@b¥itieh hecoddidg (& the peagestaneention ehidh is kffdctevin gordepingav e
been used, extensively as &gt eric-coatin E@t eri.al s. |
degiprgimeyylt withindhe equigxt of BerguITieHan PHuen g, {Rexpmple,
2 ' ] i fi ' &l &icfBy levels
o PURLALbE Bl H AR RS KRl B IR BRI ELRORTIALA] Soty Lo
of ogeph-3sil. (Ftiusnthe terfil @ ffactive(an)ount"O0used thrdughait theaspecification
conbjined with.450 mcroli of a.180 ng/ m .
to HeSCHPP GPRATETRUITS(OF RHOPHS of éu%a!?*acwcglé@%&’é’gfﬁéys fgotting ff the
E463808: Et hanol (v/v). The 3blution was thoroughly
m xed and filled into size 1 gelatin capsules. The
capsul es were stored in a glass vial at room
tenperature. [ 00189] After incubation for 24 hours, a
hazy, translucent, gel-like gl obule was observed at




2-theta 9.43 11.89 14.35 16.17 16.61 19.27 22.19 28.57
[00194] The diffraction pattern illustrated in Figure
w®2ooant7ep$r Tabl e 5 above indicated a | arge anopet/usfo05/027815
anor phous material, which probably conprised
theEudragit(r) LIUU polyner matrix wth song )
premgwanmqwﬁ@%m@rhe. uspgl émr@d@e asﬁam%%l@wéarr&%@[t@ddlwr

LEET o! I ; ' i :
conflspb Al AERAMLE! Ll \PaledR B bR LB pls Ay i
levélBsindacredne ih &hvolli flasata DElselgor ¢thor favapablg ipbipsiblegical result.

found were anal yzed by E‘ RD. The sanpl es exhi bited
oBWER) TR PR Inslydpdn afReL P AT most
at include those illustrated in Figure 5B
prege(r:‘rl%h??gltﬁrenghbel ow in Table 6. Figure 5D shows the
| [IfeL3d IBEDiciedating? tedeps sma pleansiior protessing agidiuastablek en

e o LT (RS G B
reldz@0 el Rfiod @ruEuAl (iRGrbxiklalprH bRy ?@ﬁro@ﬁyﬁinal Ganhl. MAny enteric

Fenofibrate- Eudragit(r) LIOO globules 2-theta 11.25
coating8@eknowo ta thoss skiled i the art meppligy ap pon-dinpting examples,

00196] _Tahl . Fi t

codingd Sgper B o o ARG o me S URAR R R R
corﬁgﬁﬁng)ﬁ carBofigongs. B deadi® Dt G @ chnt Pledraa) k. &2frefeire8 enteric

12.57 14.35 16.15 19.21 20.79 22.17 23.07 EXAMPLE 4
coafipgl itative In vitro Dissolution Experiment [00197]

P . . . : o

LG, AT Bt B8 ol IVl GO drug ot
logdrither of the conniraticn)\against tina after diugsasiministration. The area is

characteristics, of the formulatjaons, uui .ydj ine
ol AR RRNE bR e Srer i Pt °1§§Jr%"r rrgrd by
str:ﬂ?ﬁﬁ% s€ ?{ﬂ;?ﬁt@,rﬁe SRR a6 SredRl Fronk eebsdibka t6 @8N @ta point,
vial contains 15 nL of the desired aqueous nedi um

andvtiesnm SO {reanef the trihngles and tagazoidg po cersgypied is computed.

f ast ed- st at e _si nul At ' fluid), qar
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infﬁﬁﬁ'erﬁnmis.esﬂﬁq&&lﬁymn@l sts essentially of 0.87 g acetic
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1[9825h dbai ewfmartérél}armweatlﬁlﬁ%]%%?@é gy 8t grugs, and
. : [ =
in YO U UG RRE oGl Gl ShifRveitblsfigseg, AUC
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Interval s an . 00199
respestdo 8 utference gompositiRns(em.dEAAE Yhe results noted
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the fornmulation in FaSSIF was 140 ng/m . The
formulation did not enulsify after 60 m nutes and the
wo eooaoi wbs on renmai ned as an oil on the surfacePof/ustves/027815
aqueous nmedium Formulation 1 did not show any
emul sification in water, SG-, and FeSSIF at 37 C. _A
statjshia pravidedt ile anotberrppehaditen, the apt 0 sigfin isiagnarphans| i prgiher

b ' \pLstered to a patient in need
el S BPRHER4 8hh K B LT on 2" Bo202) A 150
oot M]i tiaranatheerdbodifent, 8 @hadrdiatutivakdannmosition or a medicament
(vol une/ vol une), of E463808, ethanol, and Labrafac(r)
congpuisingzh tadfob aSEinipBfAYiicdhai n tri gl yceri de (Cs- CL0)

ST ol il it i g o

prefabigen @it ofarstatinhat i on 2 conposition [00203] The

fol | ow b [ ith. )
 Qonait P sRoBer shbodRRabAeiReiD: Plehaitees STEST 4 Soiin
corﬁoﬁgfgyl ation was 137 ng/niL at 25 C. The fornul ation
|

not exhibit enulsification after 60 ninutes and
t he for nfa) eerbiningenditireendzssalirin 6plution t he surface of

t he aquegus .nedi um .Formul ati | t. ghow any
enul oi f | CATHBTTE PrYgp guon @,S&gﬁdsag%g%ﬁ‘% w37 ¢ A
phar naceg tslalctif® @St bpaidanpii sing this fornulation

may be appropriately adm nistered to a patient in need
of a therapeutic effect. Formulation 3 [00204] A 150

?LOWI Qin]iet ik %Me? Q@Fo@}g@g Stge &%%“ﬁ% WXL} Ed be a salt. For example,

ol"une/ vol une nol,” and Crenophor (r)
the stafiBASKEp ¢d)yoar bekin ptkali endiaiiseltef a statin, such as, but not limited to,

gl ycol ri_ci nol eat e- cont ai nj.n nj oni ¢ sol ubi.lizer, and .

DroghAHE SR ST HEa LR b othef RmBREmEEE gt it in
; t 18 tHaiEn 5RplHe) @itibe a

e B B e Tha
caléiohl @vi magnekiser salf sushsisytert sorlidisedsios ealeiusyasetate ¢ calcium

formul ation 3. The solubility of the fornulation in
chlgider was 140 mg/m . Initially, the fornmulation

?ﬁﬂﬂ@ﬁ]ﬁ dInothe? Mo dinkdhit dnitiating predipithtihinfsteparbl caroie

e

surface of the nmedium Afterfive mnutes, st fof
completetidyrnobbing e sphitionrayereteiingthe saltian Rh3 P%O&%@O , Or one

di strd bution of tS: j aver age si ze of
orgx%eu?f © uﬁ%&%%ﬁgé%a%g%?ﬁ%g}% a?grrposi tion conprising
t PO 28Pr Mibrithe? Rnrbddinkent aptiectngithd edlyinattpi (o) sindreadmpleted
wth or without food. EXAMPLE 5 In vitro Lipid Killed in th
viarfiliation. dacasting,or[Eon 206 P MAE Yrieheiques kngyn tp one skilled in the
rtf ormul ati on conprising fenofbrate was eval uated under
conditions which sinmulated in vivo |ipid digestion.
TIH@0 14T Mtk aidtioer eoriodimdntch piarbatentienl campositig? ogBedigament of

fenof brate, di ssolved . in, E4 . |
<RI SHIGH T SSERSEE oty P00 r/90p s oy DOLERD, L. 1300,
14%(% o?%gO(;?fng Flomegd-3 SRARM at@ TEL 3, Ansil10, 2§, 2020910, 35, 40,
1-661) were applied in the experinment of this
45e5(515p) &), 6p 0TR(F) orei(l mg lof a salhef pipypsEinon experi ment was

c ed in 30 . gl ass_.vi

¢ SORa) " e el Soi Bucq il Fofiipodbf of AR akEREn of
thdTRasal Beitith donifRlses Mdut 806] 680, THI0L800,1900 E100r 1100, 112@D, 1300,

with 0.2 M sodi um hydroxi de was_used t kgeﬁ ége
1488,ra31180Q meeaf omega-3raster ¢nd pbagid 2. fi %ﬂ]i%yl 340 &eb A £ 40,

2 [ [ u n10 1P0. $RR Soft T
4573055, 80 6%3/%%?1%’ & 9?3%‘?:%% 129, PRTRLG, 150por 1 gegtg P2Glt of
fluiwagatal.| owed to proceed for approximately 60 m nutes.

During that time, 1nL sanples were taken at various

time points (5, 10, 15, 30, 45, and 60 m nutes) and

were carefully filtered witB3a 0.2 mcroneter PVDF

syringe filter to collect the aqueous phase. The

sanpl es were then analyzed via HPLC. At the end of the

di gestion, the vial contents were transferred to a 15

m. centrifuge tube and centrifuged at 5500 rpmfor 35
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described in Table 11 for up to 8 weeks, no
degradati on was observed. Table 11- HPLC degradati on
walanoa/00fe9d-enof i brate EXAMPLE 7 Sol ubility of PCT/US2005/027815
Fenofi brate in E463808-Additive M xtures [0021 1]
Sat urated sol utions of fenofibrate in E463808 and _ a
4006l aldinpibgrembodimgnie p RhaignageuticabeyaRQsitiaagr medicament of
r: r
e RSRS8O SR S08E 1500, 1200, L0
1400} b1 390 IﬁQbf@ﬁS@YB efhfeestenad aboiatle2 8)d, EARB86820, 25, 30 35,

sol utions i ncl uded add| | ecte the lis
085y G176 i e {doryZerBo e et o0 mpgasat
ofa ﬁ% an 85, and ethanol. (Tween 85 is al so known as
yo yet hyl enesorbitan trioleate, Tween 80 is al so
k[lﬁ)@\l\m]asApcﬁr@mg ycetha)presnmsmvmttoanthnm& D%@Séét ofgpsatiBe

meAHE a1 SOR 1 i et B BB Tt T BByl g afjelfe of e
salt‘ﬂf‘ﬁv&'ﬂatﬁisreﬂi?i %C@(th efftOfor dtatin, FABuREe 2RSN0BRe catitth being

Tween 85 sanpl es were anal yzed usi ng nor nal - phase
inckBe€. Crenophor EL, Tween 80, and replicates of Tween

8 t

CROTRE Bl sAPSUAGE e P 35 VTR i o
carbhatd & dilidcnckoalle, ¥his bé bcﬂdeldtty a\p!hhtlmatcbﬁld?ibbompospﬂtﬂs&ecordmg

hept ane) . 00212] Figure 7 illustrates the solubility
to ?Pﬁ@ﬁﬁﬂn PR in E463808-additive mixtures (%v/v) at

E)Of%l Oﬂ@l&h&%&%?&% ‘If__YFSa éﬂh’%%&%{l@éa‘f cfhy &1&@6@95@54&%‘( of

nmophor ess t han appr oxi mat el
the!iﬁ)@éem/ yentmndapée siaps! Spap tcsz)@vngks(asphwtad (depreies Savith no

detpgable ARar AN aeRL oL Tt 1 palercgmipdintont, ERRERSkGuticn
coxflgtgkgﬁr i dﬁh@ %)1%9&&{ Bivehtion edn wRQsed QMmO 286tk htvaboness

G contai ning surfactants such as Tween
ded@8&4srQ withweedetcgtrble) d@r@aﬁp@ @h@tapmsﬂln wothsr smpgdiment, a
E463808 w th urfa
phaymap lé:glucqng)r?s OBrog g on(cftﬁnogggz%c% é? ﬁg ?c)a lgweeks at
abfiR 28 d%@&eé;@lthéctQﬂe bygimmh 0f FHRURRINGS. nwemser( 3)
but are smaller in size). However, the degree of
emppdimeat ahevnassniical gompasitienef the piesey inyention fan be stored for
4 I
B R R
npo0160] y Ihehqkertembiodinmean geadastatihichicane saod:dibitsi any b ut

it al so creates mscible for Iat| ns of .E463
unggeeiafly Hgh stabiligips. S“fR?@QIP&]O o7 18R 0 other fHiastatin

sal&o hyﬁowlégw fﬂ%% oPf S&tﬁﬂgﬁgﬂ?r ab& éﬁbl%%sﬂtlﬁh

nol ethano v/iv) that is
calnnmhsagrrchmleys atlhg]mrtstabllﬂyl havmegvehpllalﬁamﬁh@mrwaa‘ta@n salts, such

I lit E463 fact 20
P S PaSRT S E0 G B eL ot e Pt opfqui o
ﬂu(Iertz{ﬂH @atldelﬁ%aR faret dm ProfReRl is@fine QERLdisetoate ptes@itdhvention.
facilitate larger doses of fenofibrate. Surfactants
QOIBé] adulenother emhpdimertapravastatinginge sak cghiges ap Bnexpectedly
S50 e s dRaRLERNPLL BBl bl Y e Soh AN Bl Bt

salss gg sﬂdvﬁamtthwxmplefaﬁaoﬁ hSmfpa@mglyba ams@emcsag@prawmc
Equi li brium Fenofibrate Sqlubility i

n
salEd@Bmw Bighsh¥abilty ip omegat A Hﬁ’@’( el L spelbpythe
a hesQlppi ity of fenofibrate in

Soéégﬁgﬁgﬁﬁ}qU|§L%ornuggtlons conprising E463808 at 25
dge0ised Cnindther ehtboditrerdf a tuethiod of pavinting, yechmmgsand/or
deg rees C |n E463808 . f | ati.ons Et han

tregiss wogied dholgstareldoedy &v%a%ﬁﬂdmgﬁcw%l{%fr{%ﬁw athf%‘%a”’ﬁf"“s
my/ m.) is reached with an 82420 E463808: et hano
m xture. Table 13- Fenofibrate solubility at 25
degrees C in E463808 formul ati ons with ethanol and
Crenmophor EL (v/v )EXAMPLE 9 Equilibrium Fenofi brate
Solublllty |n ethyl esters versus trlglycerldes
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[00220] A saturated solution of fenofibrate (125.46
mg) in E351923 was prepared by adding the fish oil to
wo b@ofoersesd | brate up to a volune of 1 nL. The fP&huUs2005/027815
was conprised of ethyl esters. A stir bar was added
and the container was crinp seal ed. The contai ner mas
hypstlipiéunipncadigmasenlaperentsand Bisearegnelading carppast svepsgnd

cer RFETALARE evehEaR ARG Bl Bl Rflaldl driRf REb i Ot Aiclast i

pro®ided 8¢ hathiserinlg b phaimawnuealrmnqjosmon af ﬂﬁaqireerenbﬁwé’lﬁﬁﬁ toa
A UV, spectrophot oneter was used t sure

magpgal fwﬂuc’é rsaqlbpré‘éqﬁlél@mrﬁilfqﬁeﬁa angfor teegfragnty fl% i
X 1923 is reported below in Table

mnﬁﬁﬁﬁ%% H?E%urﬁ?% solution of fenofibrate

(P0137}4 Irgz)nuther am90dib@ns dhepresent hyentidruimeludés a salt of a statin

351973: et the 1§

witf 2R agesun sy any fes i S5 2o aRdiLy Bot s fos thamabout

20000, 1196190 1800, Ilsb 00] 16008S 1 5@0W, 14899, 050.60,120. oestmao A
sti'r bar was added and tﬁe COI’]t ai ner was cri g{g) seal ed

1000 996K 898075405 7PI08CEN0G, 180D0nB3.89, 1905 40024 9fb b SBsor

oo BRSO, TSP U B
sall dfHMtEINRED 68 hieohe ﬁ’olablﬁt}dlleéslihad abaut 85 ba Im:g/mhyoran aqueous
factor of 2000. A UV s ect r o hot onet er

solubitity tepging bstiyesnaheut Rl mRl e 4 P}EZWE E Yot
et o prElent REMA AL %”ﬂ R
solieitioyf lieky thtue alsait 200.00 tg/mb. Eevexamipleyidss thandboitiZO0 98N 190.00,

AT, Bl FERE° B SRR IO oo
7S D Sy DD s 49 mptmb o

mgadiledn anathetenwoimentnepraviesatiorsalief Sheairesent fpfyention has an

t ai.ner. I d i bat h at
s SunPlishfeds Bpfighe 254Dt el o IR, BB
betW%ﬁ? g rﬁg/@hﬁaﬂa £6oRITES g/nﬂ\/Dﬁl gothe @mbbiinieat, thé bxesent
iquid was col | ected andapui eain einanoi y a ractor

m\@o@m mAludvs 8 platin sepeior prmrasitingsal svithan agaeoussetnbilyy s than
RATBIA DTSSR anrar o0 A, Tosgsalabiyyicoo,
1513@}314&00,613 1000220] 11400 4040072.60, &6, 1006001 06,00, 5:09, &.00,

10018 9000 S 02 SH6 RS 0pf. @Zﬂf»%@%@? B FRL Ghesp solubility
i s R et pen

ir bar was
fragtiotent! selnbiilithin iatentads ofd).0 Wwag/mk ianqbsxsnéasbhdmhtmls diave not been

inclipderear ga o enihiog v fad Bkt Shn 1Rl B e
spc%ctf'ﬁ&lﬁgﬁ) aIn@ol%bl‘é‘ sﬁﬁmﬁks@{avi’\é@%&mﬁhﬂm ofool mgAinL)tdﬂenot

ulrd was collected and diluted in ethano
1no‘hadﬂdan thef scep@ Of thai nwn‘sm cThenforsmantipegd r@%ﬂsof‘vﬁwe«am

sl oA b BRI AL P o B otaing
and PfovedinaRetttenes@ipibh ead higipow for) adphbetioka] sdlﬁlﬁﬁ@4in iAitervals
saturated solution of fenofibrate (161.6
LI N E TN I
soﬁﬁoﬁﬁggg pé( pﬁa@g t¥6h $a§ of Jch%rio\?@nltloﬁ EQ@QE& b?ﬂé‘stcfiﬁ?i isona"vh'% an

eno o a volune
aqﬁd:(ﬁiﬁ sblmbﬂl't%of l%ssthan (drdessvbem abod K. F@cngind., ordntaXnell 2 3,4,

5, Batt, & 10 abr el aSafll 14t HorglBvar oo 21 frd>-oEigh & 2

was then filtered through a2®.2 nicroneter PVDF
syringe filter, the liquid was collected and dil uted
in ethanol by a factor of 2000. A UV spectrophotoneter
(285 nm was used to neasure the fenofibrate
concentratlon The solublllty of fenoflbrate |n a
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EPA: DHA does not appear to be a critical variable for
the increased solubilization power of fenofibrate in
worwgaiBoi | . EXAMPLE | | Fenofi brate pol ynor ppC(/BESI005/027815
1) [00228] In a 5 nL gl ass viaI 500. 3 ng of
Gelucire(r) 44/14 and 500. 3 of pol oxanmer 407 were
3, 4dbspdh8ed Jamdl £ énl.ilndolid §, 6n7x%9r W(mrﬁvaleﬁﬂgwﬁ@wthe@)(lso Y

‘fz}eéf?%l@@ﬁqfhﬁﬁ [ﬁn a?ﬁu nen?g&\%grlgdﬁf}q?élﬁfy’ gg]lgﬁlt o 85

ofoofi e410f Intematier mo@lhwm ,Yheasteledt mventiindaclutiesa st of

addi tignal 20 minutes, The te j:duced t.o
fluvagtagia gyidean aguseies solubilityiess ﬂéﬁﬁgg 05&%3/3%1; or gample, less
thaH‘a?&R biob 805194 0d {ikgggﬁﬁ&;@ g&goé? qlsb 90! 4. @)"%9'0@0% 00,

glass via n prepared at 70 degree$
11000, Tbe. ogJ (580,800, W50, 7008 6508, 60.005 G5 69, HY:0p 458000,

s ag N OSSR B8 i
e i i

an dqreobesmibibiyaargipg betwsep A. 10Heg/mli and absutstioma/mly i apother

emgﬂ%}%&, fél}e Ppg-g%% gltvg t\i})nolﬁgﬁd%% ﬁl%El\?\;%t ih Isglt ?&@ ag%lqueous solubility

les§ ﬂidﬁab@ﬁmstOV% 00 f23800{ 28 IO& ZIYOGIQOGE)OQI9 ot summ 00;116 00,
gure i ncl Udlni ted to, 11,85, 12. %1
1598, 00, 15 09312.94; 1100, 1@0@79 005 [0p57.0916.6, 59 %09, 3100, 2.00,

10§R€)gi g@aoﬁg %gP’I E@ 03?56 6%80@%&%?%0 gléﬁﬂéty

valggs% L B@uﬁdﬁ;m}}d/nlddfds) inviading) & ppodpmgenditien S}ugmef&r I\}a;y -
re(r n r 407,

fraqtzorﬁﬁ%qﬁélbMpéﬂtﬁ@@ﬁ%ﬂ%&dﬁ%ﬁo%ﬂ%ﬁ%ﬁ@ s PGP geen

mo?l({e e o?&%r Adhd Sike %Fﬁlre'vﬂ? ‘li!nd 13 rgﬁmﬁro]fﬂ undgY PiothBifhg the

ate was conpl ete soluble in the formul ati on.
speEifecafiemo fInimiahle saltsl (sadisl hamgmesghdtdtte of) H8dng/mlp ergrotg

inchpHeR i fhesfopruei e MR ;8 ATRbeSfufy thdke tGaidhus

solTBilied bein%oﬁ{ 0.re Ihp,raﬂﬂ abnaks I8 g hised bEXAMPhEIntRiding,
Phar macoki neti c Anal ysis of Fenofibric Acid in Humans

amg pmml]lg Whittep Hescrintiok Rifbsuppert 67T, anynisaqtionaloearentreheife

u u
mt?%’ |gb%aéfl%/f%e| ec Bja§ %afh /ﬁi %ﬁdﬁgﬁfﬁéégtgggmﬁ@gy gn
A us%oﬂbﬂghe@fMe ﬂuSasIta\I:cﬁlas‘altEOf the él’ménﬂels m?mazlsmbse described as
eriod crossover with a a ast
ham@mew%m@bﬁ%%lﬁ%&m Gales a@ a‘flt #3{4% /H@ ere X is
1, 30148518 7L . € 105 1) f@”ﬁ?%}/nﬁ%@' o0, 40 20854 2for 25, v

ge’ seduehces.” Fdl l'owi’'ng al overni ght fast of
is® elast 3,40 5heut, 8, oré)uhx;ucquSO \d/eﬁ,eS di 9ot 7a8or ﬁg(pmvdbgéhaﬁfwhen X

s b et e Breac LS S B ecipkin e O

é@él@@ arhq a{%tﬁ&kécnﬁdlmgnt g ?ﬁsérﬁﬁﬁ&e@h@ﬁ?ﬁﬁn&s allﬁﬁnﬁ@:eutlcal

psul'e after an overni ght fast; and Tricor

com@esmgn phibalt ofd stetin a5 deserihed ebover whare dhe saliyh @rséa(tm hapan
f enof i a ered fornul ati on conpri sed
aq‘t‘??élségln%ﬁ iﬁsgﬁgﬂ&g%‘ﬁ%lﬁ?gm own in Table 18. Table
18003 0fh Anhathel ﬁﬂ&gﬁnéntF@plﬁaﬁnaemmamsfﬁmsﬁMroemeﬂmament of
Hum ans [00233] Venous bl ood sa r& re. coll ect

theppresend swep@orhermensea abput 50¢ 608, 700, 880, 9@0 1@00, MOO 2300 1300,

r I f t
1y r 33P0 TSP IR GRRER 2 B ASTIOLLATUES 30,35, 40,45
50f 506K, 175,895 89,eld0ousIM g12@z, 138] 141)@&6@, adsaynd affa salt of a

fenofihric ac i n human an [im f
stqﬁx@ésa,twlped@,t B%a@et} gqq@pﬁ{)ol aigtg@g%]t ot 200 mg/m]E i
phar macoki neti c neasures,  udi ng AUC O0-t, AUC
O-inf, Crmax, Trmacand t/4 were cal cul at ed fromthe
i ndi vi dual concentration-tine data for fenofibric acid
usi ng PhAST software (Phoeni x international). Analysis
of variance (ANOVA) was perfor rred for Iog transfor med

I T Y AL 1~ . A1 1~ - o o A~



cetyl al cohol. EXAVMPLE 15 Fenofibrate Solubility as a

Function of Ethanol Concentration [00238] The
waoeloaloiiepg y of fenofibrate was studied in two PCT/US2005/027815

surfactant-containing formul ations as a function of

et hanol concentration., Formul ation one conpr
anotigs embodigient BahatnashBipted eorEpostirmorpediGag Pﬁﬁier%esent
2
1nv¥¥ﬁio%trbtonﬁ?a@sea{%&€500§§§g®6o%ngbO@rl‘é)0§pﬂr(})0 ﬁzd@e'i?o(f%@o or
lswqﬁgafaﬁdga;@nnanéaboummm 4 5 1003 5,410, 86, 3W), B6; 4KD45 50, 55,

60.63; 36 7208550, L 116, 138, 1395 1405 T Rt SOapRA B3t af Bt
whéB s %%gdiﬁe%ﬁs mﬁm@%esttﬁan E&fu@yb atd/an. tenother

cont ai ned 010: et hanadl : TPGS, wherein the wei ght
empatiment, a phamtmbcqmqsttmm dhegdicapBnpefrthe presertigyention

corSy R S BT 5 SRR ARG g of b o

om d@a -38i14Rd hbdWetie2, STRCS 105 18] 2 2880085240, 45, 50, 55, 60, 65, 70, 75,
pha- tocopheryl polyeth | ene egcoI 1000 succi nat e.

30,190 150 110, GR00E THe 5 or 1a0ume 264 salpet 2 @in(p where the salt
L
L

phdfﬁfaﬂéﬂtﬁﬁﬂ d@ﬁi}:@&:ﬁpﬁ oenicdicamest ofehgreskna nﬂ/emlo(tecbm%ras‘es) Rout
500, SPCT 0 S0th 208 inbsebcos 3616 T 300, GA00. a0 ShE mig o sisea s gifand
abcfhtt'l o by yag pddgdrang the 3\/149'5%) 35160 65,1705 8076, 100,

nil"at'i ons’ were’ 1 ncubat’e fTxed fenperatures
11,629, 1301 540,250, @2GQ)mgisf mspleofci stasin(® Wherewes wit Hsanh aqueous

for. 24 o er nst nt,. n Post
SOl bOR iy Mgrmbn i amaliet srabegistentyd digpagepisel
co@?félf@?oﬁ%éﬁca%&t éﬁt}ﬁ‘rﬁés@ﬂfeih%ntﬁﬁrcﬁmﬁhm abdut 500, 660760,
00 mcroliters of the filtered sol ution

80QyH0c K00 £1 00 1200 100,400, ardo00 s of amespo) eibid flouf Aeke 3.

h 7 t
L RER R (TR F O R O R ot e T U R
146M sdeée1H0i Bf of § RN stitirgs) whark thdisulchak e aqeme B@hlbﬂmy of
d’e endence of fenofibr ate solubility Wgr thre

ab@ltfoffeliﬂéhl@L ' B anofer PBRSJImERS afAIAERACEHSA, FRIPRsion or

R RERRLEN e L LT G0 0L 010,

11653200,0:380hBi00) ofTPBB:thabf ahega-3/Bil 28d Abow 15 213, d, 6,f 10, 15, 20,

255 Rt 5, A7 WL 3010 SRERERS) 14y g or 160

méﬁ@f]bi @aflt' f a%% ) ' ﬁh&l‘: ?& %ﬁ%\ﬁ@ a@%bﬁ@i&@dﬂlty of about 0.3 mg/mL.
yoxyl gl'yceri aracterization of

Eft0 ]s’5|7] i aoaﬁmmpemay ameptdbﬁ‘zdall]y dpsageaf@megm%mlblgasmemn

the s bility studies rea o used to
recofm&iles OF pastle et St ot el Snd BfkpA o APER Bhludfie, but
not” Hﬁlﬁ@d By, tleea MRS candidtiroh @ciatloh EHA) sadiHedaterdatiohdleSociety for
st ud 64 mcroliters of formulation was added to a 20
thm&tué,y) bfiFattn Asids3ad Lipins GSSF Oi).c hrlle il d@clvqlﬁSdi@ﬂﬁ {psagg amounts

or fRishn o PRl Jo St B R e RS HIRE BleeloRs O PP )

The sodi um chl oride sol ution repr esents si mul at ed
gastric fluid in tgi gb?e.gcde of ﬁ sur{act ant wetting
agent. Observation €%ti on process

wer e Onikya-Dée @eansj/ddyniil sificati on Commertder of ,
deckeasi ng @égrees): i cr oenuSSiAdreonsidomtiend1998)1] si on
partial emull$i on, poor emil SAhbrecayymenpdsd €3990, 39%) cat i od
(nohe); andl®) Di spersjon Speed: @ragpr@yloses) ow__[ 00242]
Tabl e 2 1 shows several surfactant-contai ni ng

fornul ati ons of fenofibrate2Yn E681010 and et hanol
with variable ratios of oil, ethanol, and surfactant.
The sol ubility nmeasurenent described in Table 2 1 were
taken at 27 degrees C. The enul sification

cI assn‘l cation was con‘pl et ed at 37 degrees C Note
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effects. [004] In addition to the natural fernentation
products, nevastatin and |ovastatin, there are now a
WO 2006017%690f sem -synthetic and totally synt hetPCT/US2005/027815
HMG- CoA reductase inhibitors, including sinvastatin
(ZOOOR(r); see U S Pat_ No 4 444 784) pravastat
sodlium.sal t3-9 PRAVACHQFPA lireibon daity copsyy §wm§gggu§mﬁ@§1P,
f1 lvastatim-Sodium salt {LESCOL(PPacosBdose) 5 " pat Nl
5,354,772), atorvastatin calciumsalt (LIPITOR(r); see
U S. Pat. No. 5,273,995) and cerivastatin sodium salt
(al so known as rivastatin; see U S. Pat. No.
hME@tﬁBMomﬁMtdﬂM&dlﬂésa dleecinase i nhi bitors descri bed

abo to a ructural a of. co n C
R g T AT T S et S
orad?ﬁ[{/a?&ﬁelrall? |ChyAhhA8tidnh) Spr& P IS SRR e by, hi&llgﬁﬁﬁ@ﬂly, vaginally

droxy opén-acid, and are often réferre
or Vla aaumphnted[raraaaons@mlsandfparm«erdl Ibigaunm@}atloqd@nm@@mdomnd

re ar ed nd b q.several .
dosgg% & QEY IREY %Bre? |‘£?§ ?‘Igﬁ%dﬁt ﬁ?rgl?el @8 %\é@ dp %ag\é? ‘i%’Wr oxy
horﬁ@g%@lea@d & sSitdrogResEs fokAYIassmal ﬂareilltﬁialsddgdgiﬁfoﬂhj & @daPsule

marketed worldwde in their lactonized form 0061 The

formyta@pnr(gtc&r@m widhAug lisitpten Bardelshia gapssl asi y1arch capputes SHPMC
carfllef o EleriERARR LpoRgy. R HErchEs foRReYdinRitklge an
1nt1@dérrﬂ'a€1i¥zlesalge€d$m§ hﬁ\ivftratnﬁ,lsdlﬁia]r daage ﬂﬁnnu mstllb’clug:lnymfsrdod@e form,
concentratiqns by about 25 %to about 40 % decrease
andﬂﬁﬂﬁ@WﬁﬁﬁsﬂP%g Mevel s, and to increase both LDL and
S i 1,
CE#OC}I P ?g%rjnﬁ\é@l}%g{tﬁﬁ@dl Ic%%a% florrg'%[)f tlh% Iér‘rlg\!ﬂtilo'naa% jﬁnage fBr ora
mudosib (. 2 spesak eublingadl vagsial, pbuexalsm‘sre@el'),vwemt &3 oil
. .intake an t;i | yceride | oweri Post pr andi
intpp g e s oo s forS Ry et pr bBbE BReRoph tqpical,or
ua%ﬁﬁal%dﬂlﬁls@ﬁfbﬁuﬁTh@&t Ekafﬁ Isk Bﬁﬂés@@e fdetns @hclude, but are not
Circulation. 2002; 106:2747. 007] Wiile there are
limiigéhte: @apsukmdmp@slans numa@@esr pinfraents;rataplass e ticesk s

T L S T

sprbys%i\/iﬁhéla@) Elelsthlﬁd dogaga doring sﬁlﬁtﬂﬂbl Faxrtozal oarmdlcosal
adm ni stere and conprise ingredients that h nce
admipdsteaion 4 peftignb | lncluding Fespersiansieer nerl-aﬂ%mg
I
s N R el Pt 9@%%%???"8%%%
admimdstrationde e pstiemt.i Ns havi ng unexpected pr opert i es.

P@égﬂ TF EOmREn G gy b PR ee RS ot hedayention will
tt?%bt ARAdIRAE oh AR W e Rbi AN adlRag FoRTBG& 13 tRE Acute

he "maj or ingredient, they not only provide an
treamanhyimdrsme o5 dlemdlarenay: carftfindargen amounts ¢ighe @fett\renngredlent

A e

Snﬁﬁir 9}da réferfiQlosAidfofit hfd§|cofiRf) smaller ampoiith loﬁthetabere of .
he i nvention conpr]ses a suspenS| on,

mgﬁ@ctlertct@@mwg daspenifoaniuser togreapihe same SRseasoicr isopder; Fhese
05 PSR S OB oS YR o
fropasid arlogiter ofill baecadily appmerﬁtt@thoss skilledhin therega S&e, @i g

Refrngins PRYSHORORALHpIoPS S briget Bk Bvat A 500) or

preferably an onega-3 ethyl ester. |In another

enbodi ment, pharnaceutical conpositions of the

i nvention conprise an onega-3 nono-, di-, or
triglyceride oil.[001 1] In2&not her enbodi nent, the

i nvention provides a pharnmaceuti cal conp03|t|on
conpri si ng about 500, 600, 700, 800, 900, 1000, 1100,
1200, 1300, 1400, or 1500 ng of an onmega-3 oil wth
greater than or equal to about 90 percent purlty and
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about 70 percent by weight, at |east about 75 percent
by wei ght, at |east about 80 percent by weight, or at
wo e@st1mbout 85 percent by weight. I n another PCT/US2005/027815
enbodi ment, the purity of onega-3 esters or onega- 3
al kyl esters i s about 25, 30, 35, 40, 45, 50, 55
Remggtono Thy §cieger amgPragige of Bhargmepeh e pd-» MaclﬁBthSé\ylg» Baston
PA@?E%% I n anot her enbodi nent, the purity of omega-3
s or onega-3 al kyl esters i s between about 25 and
ajpous 1]l Ommb%msaga)fﬁm ¢ffthe 1rivemvm1eat>b nafdyize trofd alsond 1 agptot
100 ercent i ght en about 50 out 0 ..
aboye | Bt e o BRp 2 oh PR I6S M B, 0 T Sttin
t n U 5, 60, 65,
F°1§e2<?c§¥t§ d@%é%?&ﬁ °°"§f"sft§§n128%u?°$% Ao 100
70 rs'ér 8@90, bYO,Vid D g0, 18 tdeedOabioli0 MS odadtatibous sgsof a statin
erfc H{e by wei ght, between about 75 and about 90
arC PEFE@AY: by wei ght, or between about 80 and about 85
per cent by wei ght. I n another enbodi ment, the purity
of onega-3 esters or onega-3 al kyl esters is about 100
_MSV\BI ght, about 99 percent by weight, at

pgﬁﬁ%%fbg gagatﬁ el & %1? %{tls?pg %&% iny %ttt!)r?ﬁlsalt at%ggﬂéblg%r oral

adWii@iation 8in b@p&hemtdls%&t@ adssaga forhig, mh glﬂ,tbut adt lirsiisi to,
about 80 per cent by we 8 | east.. about g ent
captsylepas goseribed ahoxg and Lgeids, syeh ?ﬁel?% Bt limgfe S, GHXITS,

solh&&fﬁtoﬁﬁﬁ}éﬁm@és @cﬁ%@ga[ R Yo Q§ ‘tt)e %‘gp!n%@%& n?éi’l%ﬂs o¥Bharmacy

ast a per cent
we!!l/&mgh'h to drosatsklllechﬂt thalmou SeégbmmlkyeRembggtm Ighatrma{e@lum]

In an er [ t, the o 0Si on conpr |
Scignsea ih ek ek b bF e Eagone AsaoNB R e Bg SRt eidge and
PrdcBEShf ARPMhcRq 9919&? %ﬁck%b\lﬁhtﬁgtEasﬁin PR @E)95§1b out 70

percent by wveight, ‘at | east about 75 percent by

wei ght at Ieast about 80 percent by weight, or at
_- cent by wei ght of EPA and DHA. In
1 *he oi | conposi tion conprising EPA

Jn)@b@t;qﬁ |S$atiit|§ @art be @mﬁttreré’cﬁby déhtrollad- &Qteta@fad-rﬁeasea&ans
75, 80, 85, 90, or 95 percent by weight of EPA g
Comled-relf@ﬁ@phaé’mae‘w&@@lh predcts haye a&Pm%%tﬁR?%P ingggoving dru

P t
theﬁq:}) o eJF?:jte n? 5’1 &eﬁ%&ﬁ%&rﬁ@?g‘f@ %&?Agg (g'p d I@J&ﬁg the use
of B bpRnhlldesigied RontrdlRdvweleasezirepsratist 1ammbdaxtad) treat@nt is

ercent. by wei ght t ween about, 60 a out 95
chiFareai e WO o RSER A PRinG BmaIiged utie gocontrol the
coRBliGE M a @Ymﬁﬁrhgﬁh HIE%? WRRNABPRged Bf @Jiﬁlroﬂ@@-lﬂéle%% formulations

per cent wel ght et ween about™ 75 and about

1nquiec é)ttxtbl}ded/em‘gtmty ofithe degn2 afeduted o sagedreguonay; g}smcreased

ger ggﬁ)h% ;@ t&ﬂge reggjeg\a gDﬁ&p tﬁ%gﬁ@?%cgfbros%tem% side
efIEORS) iBthizati Bifo Rdrhig GQHRRFAHONOT) ©EHGIOnSHh B 0GRV e Adctinfons;

i's about 99 percent by wei ght, ‘about 96 percent by
8) eprghementti efficapy phiresmentn ) senejion of petsntiatien fprelP%,Séﬁrdmg

bout 8
oo S0 by R AL BB e U, i,
ChéhgPRr;, Controlidd Relbgb DosadedtrmADesiar, Qelechixymisduplishing,
about 60 percent by wei ght, .about 55 per.cen
Laneastgit P2 o#00holn thSGTeﬁeftté’é‘er% greqtaﬁrrgstm@hsﬁaefﬂltﬂ the
51th091‘]1 éJlg bgﬁtlgféoéeﬂ%rat@qg adJa%?ag@%?gﬁqtﬁblﬁatrﬁEas@r

este outa2 19 ratio of
EFE@O]ZI% (ahwantumayaosﬁgeifarms igenavéllyERAvideltapidioo tmmadle‘@ d;;ug

rati o of out.a 9:2 ratio of EPA:
relgaspcfrom tlaetEtgamBlﬁﬁepi?qﬁﬁwm%.%ﬁt aeniwﬁ%&x d a@&%‘? t,ws of
about a 3:1 ratio of EPA:DHA? about a 2:1 ratio of
EPA: DHA, about a 1:1 ratio of EPA:DHA, about a 1:2
rati o of EPA: DHA, about a 1:3 ratio of EPA:DHA, or
about a 1:5 ratio of EPA: DHA. I n another enbodi nent,
t he onmega- 3 ester or omega- 3 al kyl ester has about a
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enbodi nent, a calciumsalt of fluvastatin is provided.

In anot her enbodi nent, a divalent salt of a statinis
w@e@siotmses | n a specific enbodi nent, a di val enPCHEB1005/027815

of pravastatin or fluvastatin is provided. In another

enbodi nent, the salt of a statin is amyphouys. In

the giieg, Hag oletopyentional dosegrefonys andeadtosy i Tiyfations in the

coreb¥Phih! bffe d['&gl%%] palti@nt]%rb(i’éd'ﬂnd Qs BRAL Thsb BuPlugs&Rlcan
I'nventi on provides 'a solvate, a hydrate, a co-crystal,

imygdct anyrabstrafpplaneters, sueh bs ddse ére_qumcymnsptmfemtiomeiuration of

g g BB R oy BRSPS Sl B e

AdRERYRIEAY ] RdnRbl1dd-+¥ASE Birinlatibhs SanSRAGES tcidPE iR onset
a solvate, a hydrate, a co-crystal, or a_polynorph of

of ation) diratinnslaction, phasmadeveds withinghgthgrapgetis windowi adpgak

speci figc enmbodi ment. ..a.s0l vat
blopR e Frriper ey Re e B s RAGHEEHRe e o
forRfuBitiaaé adn e dssd B eésutkatlat themaripidie effsgBendssof a drug is

enbodi nent, a solvate, a hydrate, a cocrystal, or .
acheied yorlsmisimizing negential advtse sHaeta apd sathtyicongsrasy iviEeh can

LN L [ , =y
ool AEKIE TGS DL TERne 2 B G vl
as Wellvastogtding il tpxieity tkedl fok theatrog.her enbodi ment, a

afunifsh: Mot Yorg i afless ATt etretrSiched 1 Bt frige an
am® 'dg%}(‘ag‘?@eaﬁgxileﬁ% thét b} Frodaces Qh&(ﬂé_éﬁ%@'ﬁheréifeu@c

pol yno val ent salt” of pravastatin or =~
effedtyandsdradually iasd porginudidylreldase ather drepurdsrpbdiiugdpmaintsia this

splvate or, hydrate. of. the salt of a.statin, is.
teviFe Brvandiiont T Iedhc s s Pl B img. I order o
maAeihahi§ cOfhstd i EveRbt draf iithS bally,thé Srughivisst Bk kdlewed [FOMXhE
In anot her enbodi nent, a pharmaceutical conposition or

dosagadatincatrrante thrwidlireplage the gmpownigr diugbeing mefabolized and
rovi-ded, kn ! : i cal.

B g4 S RIREAL D R MABRARERU gt

vahiycahéitioBs mohdings bad not timied pg lpHydorid stedngth, sammbtiopressure,
statin is provided. |n_another e%odi(gant, a

tenppRARtHSe BRAYIICE WaiShgBd PRbRGIologifAl GPRAHEM OTEOmACRE S g
arsolyat e, .a: g s f
e S

fori08R)ns | amd alevickecancretaddpted fior, use méthposyesitions oEthe immention.

proyi de t hod for, preparing a.sal.t t.at | .
Expag st R e oSt epiese bRt S P iy Pags 70
3,918|§9903,586, 8013 5989%35&io@s,$19;_(?aé7_49533?5!@59999; 559,767 and

a saltin sol’ufion; (b) initiating precipitation of a

5, 1081348085 ,08H54B; 63K 476; 8384,669; T3 bt rey6.367.d8% Bl eagh of

id.statin. ,[002 | [ i
which s pdrted here b relerPpes: Effse BTRRS A qou vl ' infvide
slowk 8con@bll€drelddee 3P0 drahbreaetivd ing@lienafusings fa@tekampkych

as, but not limted to, pravastatin sodiumsalt or
hyghtosypropuimathyd cellulases ather Pelmsrmekices &lsonsrmeable magebranes,

sal.t inste a ' . t
oxB R SR AP PO SRR RI B s
m@tiReRatitgs, fadrbparfivieh lib®sorhes, on@icrbiphieies dr b combalationim

acetate or calciumchloride. [0025] In another
thespeida prrside thy desitadgalease nspltlpdnvanyie MERRIEPRY, and/ or

tn 8@1t47m9 ettt %ﬂn&ﬂ)%!f Wiﬁ@&lﬁoh%ﬁ@érﬁ?e{é&% wftddshge form

therc ol esterol ema , atherosclerosis,
witistpedrhprixesl @ siatin, aralrahic @v asce prarmevenicsllpadepiableaseipients or

i ncludi ng coronary events and cerebrovascul ar events,

and coronary artery di sease_and/ or cerebrovascul ar

di sease is provided by adni3?stering a pharmaceutica

conposition of the present invention to a mamml in

need of such prevention, reduction, and/or treatnent.

[ 0026] These and ot her enbodi nents are described in

greater detail in the follow ng detailed description.
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magnesi um salt (habit A). [0044] Figure 18 shows a
PXRD di ffractogram of a pravastatin nagnesi um sal t

W@ b@piot768) . [ 0045] Figure 19 shows a DSC t her nBOI/as200$/027815
a pr avastatin magnesiumsalt (habit B). [0046] Figure

0 shows a TGA thernpgram of a pravastatin
iligais, WoHRiH e BATPOOMPR] SRRARPS0p O QOHURLOHR SRR Foim

cofbul Egl%éﬁﬁé&gmﬁ%%ﬁﬁw??&%g“?%%@é G psem,

NHGN48]i urm sadhple ofdelay&d-grlease d8sagh borsn thaDB functions as a

b REUSRLATCEL B BLvee i n o Ly, LA05EL
1nc§@??ﬁact e By Resdbice 1{\ Q08direfy. FUE BordRIRAWER d?ﬁ@&hvery device

ramof a pravastatin zinc salt. [0052
despiibrsin 126. B&tméﬂca 51366, 78R és ksyyyman me &sta%@pév RGEMIC

| t 2.7
P ach 0T GFARHLS L R AISPIR A Sy
pro3R@n dhdrelbase of b alispsistdn ddnitiag 8 deheficid)@p&]t sktlgave 29

shows a Ranan spectrum of a pravastatin zinc salt.
pha[rm@%ytwﬂc@wg@o@m%%m a DVS npi sture sorption

(Aj__;f’% ge%]@ ]Iﬁg\?\spaﬁdgﬁ@%ﬁ%%ﬂu%a‘{a pél?;:ekgofagztone)

0(1) 8 chepaprliti gullneffet i amm&itbﬁttmtbeﬁetbhe@,rages &d [ 0058]

o phae MR oits ESaG AR R PesBaet: and
(B)gd Wk 1r§§lu§féo¥y§te¥ Rpe @bl bb WAL RoARRY &)%[Hrlsﬁi olymer and

egradants) of several pr avast atin salts at a)‘gr ees
a p@sn@EéliAWhED sDESCHRs R @lhapes DHE ¢m&hﬁp®ung@@mg urality of

the. foll t
oo et e K S LR e bRl AR and
wheNSMhe S leasdReke '0F HeeA¥AG SlgRAt fibrs BiRsEviRss & M ctpadf the

herein refer to coronary and/or cerebrovascul ar
nubetrandsjzead thedipseuees. i ncl udi ng pri mary nyocar di al

n;(g(@ él?ijl the%.?%\émg@fcx atﬁé gSgﬁ-&g ?{s(l)drelr{fsx@%&{lfg]%@sgd core is
préf&rabigitRc@d fionpgodivge pgk;zatrlylwe heﬂ)bkyﬁcﬁyﬂlethgl,en&ﬂhdehe
cardi ac death, cerebpral farction,

p maewwaﬂx acceBiablgrsalts hg%ﬁ? sch, astarsaﬂlé% 3 384‘?811%118

f
caf bR RIS drd bfeparcdHog] o A BosBREN AL A BIKs o
sudros orq:engerazt}hﬂobamd mnrrsplsfematbly ftas sadectesbitgmart eri es,
revi ocar di al farcti.on,.jschem . na
calperalsetiar et Fod g deid ek A fiftiners of

sucrb& &' Yehii {81, afll 8RIRBrmASuRIHD QY EHtAbRS QiltS tHepddTT BloktO
JI seases | ncluding atherosclerosis of the intracranial

prefendbly; CARBQROL®I AHP and ehiramcewionly pedepahfecialis thskeof,

t omh br lqr
pefE D dis PLEREHP &5 el 26 R R RARSE e PhifliGea A0S
adéihbﬁ' 166 Eorﬁ?@kd&d @breih @ glee ontsiatone at ﬁﬂ)r@polymeﬁhydraic&d

, cyclic or non-cyclic fydr ocar bon having fro
quyﬂa_t_mg@gergwnatwms;e isgthtiHiers andeeipionis dnsantion ht
suﬁ{&%’uﬁ% ﬁﬂa@é %R%ﬁb%l i %Hi{l&ﬁsisd E&@%Irv\}(?r P)ezﬁf gi?%‘troglt i &ﬁéj%){ﬂer
insblh&fh@ b@ing lak yh 51d| in diaxdmufsﬂmnmgxyﬂopesse”ﬂtuﬂ&bwtmgmﬁaythd

r I SO ent and the like. Unsaturated al kyls
COE"@F\‘@%E{‘?# frex ’S’d’l’i?i?yé Blhm?%elaﬁ‘ge bond bet ween

hyafgxggﬁﬁi ln%ﬁ}hééilu%s@ r@d&lﬁbﬁﬁ bRt 'h%;' BeQpPRed@for aesthetic or
"al kynyl ™, respectively). Representative
fEmﬂhmdqhﬂmEhaln and branched al kenyl s incl ude
et hyl enyl , propyl enyl, 1- butenyl 2- but enyl
i sobutyl enyl, 1-pentenyl, FentenyL 3- et hyl -
1- butenyl, 2-nethyl-2- buten 2, 3-di net hyl - 2- but enyl
and the like; while representative straight chain and
branched al kynyl s include acetyl enyl, propynyl,
1-butynyl, 2-butynyl, 1-pentynyl, 2-pentynyl,
3- et hyl - I butynyl, and the like. Representative

T Y 1




have from about 6 to about 14 carbons and are al so

typically saturated. Long chain fatty acids have from
W@bwan1788 t 0 24 or nore carbons and may al so bBCT/US2005/027815

saturated or unsaturated. In |longer fatty acids there

may be one or nore points of unsaturation, giving rise

t[60t 508 t&mafemn@uﬁsawmauwmme p@amuﬁse@tmgas Brgferably

conpF RO L1 R BERSYeHAS PG O U BT iR e e

cellulbsé B&tdtd 5&@?&te,'eﬁ)§@d@llhﬁ;@e ab DEBinatiIR @ f eHeat polyﬂiéfb@ and (2) a
di-, tri-glyceride esters, fatty acids,, et are

plasfisizen selecied Hami chejhﬂpbthgla@5 dfb}mflse_i,gepcatq@d tllgthy ratg.More
pre%eFab Z%he ﬁé‘l g%&wg 3¢ poquﬁqﬁa Qe %ﬁ%@gesage@% b%"f’};r'a.‘treaahﬁ Siethyl

citrhte] Tl GEM d6bSe dees het fanctiai ats)anaxsmtbse dedgodelizery dbeicelmice
as havi ncg]ﬁabout 6, . 7,

8, 9, 2, 13, or 14
the gelpase Aancaion ofifye dsivice ds%engapa .Paeé%e eﬁfjﬁaﬂe %P@rtﬁf s%‘emal
env%rggﬁlkﬁt il Sﬂodéma R8s intethal en{rﬁ'é)mﬂelﬁ of fﬁe%ﬁlprégtécﬁ‘éo?e throu h

atty aci are defined as having about 2,
the ofasmfe,d apartimes.dt sriotended thitsbe tpems Awateninsoluble, water lmpermeable"

0068
AR b SR LR e P e
1ns819’HEra'na '\ﬁﬁertiﬁl&)&n@'alégﬂn)éﬁrﬁﬁg fRs thRpdlEhelyeatihg sowsminimal

non-lirmting exanple of a nono-diglyceride is
to r@ammag@ rof wamvlthmmgtmhe cowng fsems the @ﬁt%pelreéwepn@etﬁﬁ thecbody
ic.fatt r
to tﬁﬁ 81’[8‘(?1 %gpplgg)(t o%@e éﬁﬂr%eé%gcg gcgrg &cg}ﬁt %ﬂlg sb Sthat
oco%@thﬁb@h}tﬁ@dﬂﬂ@éﬂsapﬁﬁureb,&luﬁmg chef pem:ldqu tisdesthe dI'L@SS be1ng released
nono- di d¥cer|des according.to the gsent i nyenti on.
I

fromhe N [dpvise inths bedh Anypimal R © pater that dofspasss
ond B R Gy A AR5 0 BB gt B3Ryt v
dogeami tigaificafitlyeutndiartdtntis finctivh ef fhatGMalsivits, s dmxﬁlenge rate

of 4 st Gk eriore ReBer relqi Fae B e g e e

de\gé’e‘iblﬁr 8 2 BGRYEASE i QRaE A Qe iftBe B?tfrhirésQﬁl 1k déviee.

ond cl osest to the nethyl end t he fatté
af00511 h&onarBelsgant.exsstbetinally m@aene Sinpl rrogesiangqutiehanish coat

ey R B e A e A SRR e G R o e
1iké&\¥Re GBSI @viddaah als6 e *eﬂteﬁﬁall%&o@&ﬂbat}ﬁ:r aefdrefordidiehile

bonds beglnnln? at the sixth carbon. As a result, it
application ef additions! finish pontingp.-Fyen vatheut Erliga coating, extruswn of the

e RS AR SR4F oV R e deanaldtyc, B2
deﬁaé b@ee ri‘olt omutr Incea mﬂistwtlaleaxmbmndtheacmmﬂ{ déthegtranast, therefore

her | rtant LC UFA
Su@t@é‘éhlfﬁ&%ea%@t? g F%Pr{@ pob Oc ahs. %towaér Grherflefaily and
6,738.
extligibs of 1 IRy BB e R e, oS
AOI52% ie:rs |gene)ralh5nplre®h%d(that ?»hfsmop@s Yorf preparingdhg pharmaceutical

res ectlve ursors are distifc
compeRgats 1FudntheaBs B & porer f 2 epheiiy el ne el e for
exé&ﬁ?l%r Rit8geh, arf Sancpths‘ Bke. THQsE dNkhn 1s6RB%oras eraidiginhw Bxygen
acrds that are precursors in these biosyntheti
copd;tlhm,s slesitable, butngs resuine Aoy stgragq alghe pPresent Php@naceutica
. gwngg | inolenic (18:3 n-6) acids in the n-6 pathway,
ORRE>aPbha-1inol enic (18:3 n-3) and stearidonic (184
n{801330 tlRsdand qbérewbodihéfly df the adveyttiae ardslhastrated fftudiner in
found in nature as_acyl radjcals. esterified to
thexfollowingsexamplesy which@ee illystsaivg and inae ¥ay ymiEhE or nore
fatty acids with glycerol (322,3- propanetriol). If
only one position of the glycerol backbone nolecule is
esterified wwth a fatty acid, a "nonogl yceride" is
produced; if two positions are esterified, a
"diglyceride |s produced and |f aII three p03|t|ons

o o o " 1 .



nonogl yceri des, free acids, esters, or salts. [0076]
Onega-3 fatty acids include synthetic or naturally
we@e@antiengy omega-3 fatty acids, such as those POLDS2005027815

fish oil, e.g., marine mammal (e.g., seal) fat, cod
liver oil, walnuts and wal nut oil, wheat germ oil
rapeseed oil, soybean lecithin, soybeans, tofu, comon

nuts, seaweed and flax seed oil. An
EXE&@32F§B¥£{ y acid may al so be derived from

genetically engineered sources such as transgenic
pl ants. See, e.qg. FraS| er, et al., Nat Biotechnol.
a ods; 0077] An orrega-3 oil" or "onega-3" is
any oil conprising a source of onega-3 fatty acids,
onega-3 esters, onega-3 al kyl esters, or onega-3
n0ed54] dDifferemtidl sm@hyrgmalodwtrus(]b?‘pﬂmlafy%mfdhd samgpleg, was

pecigipedarge 01900 Tt gnchpofh Cofdfnaslf s Pt Phdsh

cattECDEths s«ie)r WhRs Rkd Adva@pganQuestNad versios,1.0.078, Thermal

derived oil’s, common bean derived oils, butternut
AdvmrtagedReledst 2,0 @8AhEddngtaurnendst Waterd L ¢). dn-agditiqnethe ppalysis

B G BTSSR RGP B808, o

3. 1EtBliild/\ZHl Oh05@00 bEAUBS e ehtdvikitetd IptNar maceut | caI
nposi tions of the invention mclg‘g gwgt are %
| 01831 For the laSGomaesss the MurEesEaeaed Wan dniftpgen, the reference
ma]t:eﬁggggggsf rﬁ%‘(ﬁy%ﬁ%h}t“ﬁ{ ﬁ%ﬁﬁm%&ﬁ?ﬁe&ﬂd e hﬁﬂﬁ%u?g‘é%as 50

arma rtain mxtures of
mlgsiens, fatty acids, and/or nmono- di- triglycerides

plsdh Smﬁ‘”‘f S 18t B S PR A el B

sarﬁére ey 51? wARG, dridifed pak cRRuidRYTHe %ta@@ﬁé%eﬂ@%ﬁﬂn@ Rvas

ordlng to'the present invention
m@hﬂhytﬁOaie gre@m € wnth mhemngaaﬁp ofi 0 dsgnees/ Cheingisearidrthe andine

RS AP EE T TS B hlh gemperor

of ERRAhdrmsAdd ékoﬁiéﬁhiéctﬁan%fbﬁ Sthefr @édﬁ ¥cta@ipdaks withl A erroefor/- 2
di- triglycerides according to the present invention.

degrsesGctnless othsmpissiindienied onsi st i ng of onega-3 esters,
RS o R TSI AIR SAFd eing
Qe Therwetatiyiettnaaslyesri(TAdastiummentd, New 6fmkgaDE bid. Ae)mthlch

uscarA PR EB £or QUi SHEAE L OB L etk A e BEED
(Z(ﬂjlk?,& Ix‘?sgllttﬁ{eits' Wa?eg\%g,r a;h{ 1€§r? ”tl%eeéi)al}tsﬁesoﬁlvv‘"am%d was

prefera 'S a contai ning from
Urilversdd Amalysmrﬁom) domsW idomes 9;5(%&’20096*“],, vertien AJlEdhold 3.50.40

whi ¢ w th glycerldestoformmethyl
(Z@t'g‘ggn%‘ﬁ’s’ft ?’ 3‘%&31 d residues) or ethanol (which

I 861s3] WHoR (1 Veﬁréx @&néxﬁs ftRs pargt @é@ used ik Aryphitropen, the

fatty aC|d resi dues grefera ly, the aIcohoI LS

balnbapwie vx{aseomL/nrnmte szndct gsample puige was 9 liungs Hlt

200 RET A& AR P e O b e W SR RARE b SRt e in
pléhubn pdn) lehéd&‘ﬁtlnéit&npeﬁatt!ﬁ@ twals Ity’pltﬂljf A00degeees & withvhdeating rate
the counterion is_ Li , or ano;ﬂgr G.oup I A
of d@aerees Gﬁmnptmmq thmedlpe Feﬁﬁlpea%%ﬂ WasedU0flegreestt al

ARG nre BOEer ity T fRop (PRRDS Talty 5, REMOER,

bcai)madtlﬁ;inng/I{/I@)@Rﬂind]'ﬁentaﬁr(mgaﬁuMS@nTﬁe Woodisrds, &, U.S.A.),

descri be_ the oxidation a ne

whisla Pisa 8 ifs oRtral SORwRr IR, Repi 63011%12&%@%%‘%’%%&@1““@
Be2+, and Sr2+. [0083] Pharﬁ&ceutlcal conposi tions and
medi canents nmay be described as m xtures of two or
nore conponents "by volune,” which is herein defined
as the volune due to one conponent divided by the
volune of aII conponents of the conp03|t|on ThIS

o, . S o N e




sorbitan trioleate, N carbanoyl nethoxypol yethyl ene

gl ycol 2000-1, 2-distearol, nyristic acid, steareth,
w@elogoxihs 40 stearate, sucrose stearate, tocopPer/vb2005/027815

pol yoxyl castor oil, triglyceride synthetic,

trinyristin, tri stear| n, magnesi um stearate, lecithin

VeﬂS@urlyq 0 64999 Rigakufo.xninadditionghe parlxsip ﬁ@fg\watus%fbgfere RINT

RaBﬁC(H esowi‘er)%res?)%] yf@@gr I St OyP%GCI tlﬁ n, g;ptlte)ll.%|

Pr%@fﬁl@\/ lkfﬁﬁrbng F WI GWHQQ%QEQQEWGrlﬁaDamp]ﬁc?GVC

r opyl ene nmonogapy yl at e eoxychol at

cHEL: ef et the é%gﬂ%aﬁ%ysmp he' 2si JoRdrarasieters r“f%wef%lows

soxﬁ J &Y C rhalt ne 9\5%6 A 9;81 *fg%@e@%ﬁhﬂp IEglhma‘cor size was 0.3
ycer| , 19424 macr o

mrgj qapé}aryjtabg (Cltaalbs Sﬁpperma(lw N CéoMA rth rl’@g zwlas 6.3 mm ID;

retgq é&g{n:o §%aé ugedy, aa%lyvd:gf a@@&(— 3@%0%?15 5@%{7{:@1? Iculrrent to the X-

rayms@bvaymh@) thé-aﬁeg)agmg Qlas GBI RE RN kaipe oFlyT@grees at a

| aurate), calciumstearate, Lecithin Centrom x E,
speed oif e greaarinvtepiha Dbi-a%9 Wap spipRing gt @esngloe! Hoxegreepara
Y
B0 Pl R OO B S SN o
dﬂﬁtﬁie Wwasaboireraberafick; 220 tietiehict anas hoi weéaThe sabaglatva3 O
3 et hyl ene gl ycerol tri I eat eﬁ or Sol ut ol
Pff’(s%té ESQ%P XI@YWWS%}/%P@%’P&%“@ aSF 68YFYSur f act ant s al so
E&tllé?g I@H&dl it tﬁ@&na s a‘?ﬂni}t&s R4 ¥ %%@Yﬂh@ 'ﬂﬁeg?rgtlon 2-
s n nmono eat e, yoxyet hyl ene a et hers
thdthenBe ivgs 260 dégtepsy th@nnmathmcdhymngew\tay Dé’rﬁ@ Cbgrebs,tthmnumber
fatty acid esters of .the Twee
of B tudin gy Benipeive SeLMrep2 e Trheraln wlisyas gylint
noPAlizafB6H | {N§§ usede&drk I%bﬁh’cs RO MRSz offdé W80t SePEHi ahd bhi
pol yet hyl ene gl ycol 1000 succinate (Vitam n E TPGS
offféts8jere @at ur at ed pol ygl ycol i zed gl ycer| des (Labr asol

L cires chol I
cROT R o PR GulsR b RGeS 16 AR R P B
D1§’<§‘dv€r Xtré\r D@m@iometac rmlus iagthinger® fvab aguiipsdtbivite GaadDs™
ycochol i c aci d yvi nyl p)yrrol | done, _cocaym nes

(nge,rele‘?xva Diffenstion Ds 05995 SIRHKEAXH FHr SR dvteaDetector
at h 8k nglésﬁgr]gl{lt @i:erp %@%&f%ﬂ? rfof], PLAHEL SRy 2154056

aurat sor an st ea ates,
angstfings) rHutomaged k-9t stages and Odmmmslhhfam:re Fhe garyplerwds compacted
. con‘ﬁounds almtic acid and its a ivatives and o({e y
intg peletdapm AR m@@pﬁeéap.%é-y-q Treso PREACRFRME WasApquired under
I

an'g}gé(rﬁ )QGﬁ &% dt %%J(o%él@r scbiiie & @é %‘gﬁ%lrd 4rOH1EAL ﬁfjre‘ﬂ@etlo-ﬁViﬁSdlb while the
saﬁplrei‘mm ssatmmyrm elhermxiposizel tiing veas pzla,ac mep J@kl for each

CO of the invention, for ample,.. tg
sengley | e BPeogt Prast St emn e Bting rosggure to
acEcQQ@?dr ﬂTé"@eo‘iﬁé”tﬂ"&ai PHeBEHISH Sidlowtidn dftthe areg Hetestot theh Gtegrated

solubility as measured in deionized water at about 25

almgmeﬁrgmcl 1818 Ite s@l. S elerrees ad 2stbeleiZ 1-89 degroesop step size of 0.02
Ac:ldc:ta tra ion may be carried out,
degres wit fréghzbtlonﬁ §§{| né&gﬁ?erl gl yce)rll de at from

al{00|164@ Q‘HeQel@ﬂ%J Intékﬁﬁfﬁof peaiks iﬂ xtiffrectogainas nongectdserily a
al cohol and an acid (e. , preferably under a

limigation eff dhe Waaﬁ%&%a@eaﬁ% inFPnFﬁiéC%{b‘é"é}ﬁ fionpanyplg to sample,
éﬁndli%ntg cﬁ@ﬁ‘ﬂﬂ{ r1t ?eFJr[HeQ ltﬂgﬂglg%f%ﬁé@ﬁ%h&:‘aﬂ %lrynby about

xture-is ref or at l'east” about our s
+abdtdegrees mb&felnahbfnt/- 0108 e The egfirg petterdet awistidthe phttdrn peaks

ture.iLs |nta at fr out bout .50C0C
et ARHTGREY MR i ratpe st FLuBeResoR se B AR Sepey and
and et hanol may be used to 6rn1ethy| esters Because
aci dcatal yzed transesterification is typically
reversi ble, the al cohol preferably is present in a

| ar ge excess so that the reaction proceeds essentially
to con‘pl eti on. Preferabl y, the triglyceride

o, . T I T T I A L - r




nost preferably at about 100C. The solution can be

heat ed using a reflux condenser so that the reaction
wWorRoob01w98ay be heated to tenperatures above tPET/US2005/027815

boi I i ng point of one or nore conponents in the mxture

wi t hout | o0sing the conponents into the vapor phase

other vasiationhisem ipsérugenp toriastrumne gad frem onerrigr tojoperaiqit gl

e
anaﬁ&dﬂabmutha@.ﬂl d:b?ffe@s 2-teetd.i qui d mi xt uLe) . [0097] During
the transesterifjcatian reaction, the. reacting mxture
| 0036k o e SR I e eindp ludingolblaRiaal Fighaesa FAbiomaPe tion
: r : e
o B8 LTSRN I SN St s o
anyafive any sigharyeseven, papny eightor nponerof ther2 tetai dhgleheaks. Any one,

transesterificati react.ion i s.cqnducted.over a

g, RSO0 T 115 CESAIE AOAGGBUH L0 T WG ichafgpierize he

coRpdsithfils6PhiR REehOMbeRbn. (BeWifferdsc@nttidatidas b7 thaPXRID peaks

ropyl gallate) may al so be added to the reacting

andhihe R trawsitiome vem alsa be gsashdp ghetieeiatizatg cpappytienscul ar | y
preferred where a non-oxidizi ng at nosphere i s not
used. [ 0098] Omega-3 al kyl esters include the ethyl
SOIUBIITYBABASUR IMAN TR TELA LD ISV IGIETUVIABS AR TION
Pharma), and I ncronega (Croda/Bioriginal) onega-3
ethyl esters are several exenplary onega-3 al kyl

gﬁ(ss(gre§§£ on&%?latigﬁ %u%%%%nétﬁ‘é?&tﬁﬁge]ga?iggﬂ#?g? cBncentrations

ion of Ooné or nore sa 0 inan
of AREgpat3olnid ethdnol tmeolembioidiflasks. , At dach sormprinatiann 200 microliters

0 ises solid crystall.lne rticles.af one .Qr nor
of G pltign vad Griteied Pl DRy RRL bEHGR 1V RS Bia RIvTe
abSNRREE FRE eadhEd SUSPERS (Bfless BIHRFWEE Hot8d) int @yor phous

particles of one or nore salts of a statin(s) in an

spastroghot@metiet. . It was dmodHbat therbsdihraee vs. corcesiratpaneirsiption was

._conprjse li.d crystalline and solid anorphous
hnf)aa’i:}‘gla%c]i%%si l@?“’éﬁggr& Shﬂ e salts of a statin(s) in an
OERIZ7 Tolmeabluahd API bEiREntratidnie Y AEHN, aismtrlligast was
are pharmaceuti cal conpgsitions coqﬁr|5|ng suspensj ons
)

takgh aphdilwed (piealiRQ0)-fid)aigh shsplegthanel ina solmALs sk to a

ﬁn&f:ag)r ?o:%m f%.rc'bh@e%]trg{i)orf &t 19%;%%1 ??10 16 éﬁg&ﬁ.ofhéaabsorbance at
StARI LSy i’ sotubrt P zed 1n e oné@a- ol or In
28anni (hatescoimpovieniotad) is heasoadbasi the sslubikor is ealanjated, based on

anot her enbodinent,Béhe resent i nvention provuges ah
th RSB GHvea T e SpRyBUILY ¢ Ver&ﬂi}?ﬁl%? § VRS BiTRYRedsuYRg the

I L rei n about

abgvs e?&%eg(%‘?d@.[q%,%@%éoﬁ%ﬁ,Ei%t.arc?gt%@g.%%‘%)g%e.egg? 8.00, 9. 00,
10. 00, 11.00, 12.00, 13.00, 14.00, or 15.00 percent
statin(s) by weight is/are in solution while the
E ing statin(s) is/are present in suspension.

Prav@0hR alciuraRek her enbodi nent, the present invention
provi des a pharnaceutical conposition conprising an

ofeQi683 diola sehtionrnd peavanietie Neankt 1.670 & 129 mpyod)in water (15.0
w5l L oAb P O e 0 B s
mll)) TRGtsingshabnestcontdtrapddtesigh svapahiionopwatet dies

a pharmaceuti cal conposition conprisjng an onega-3 0f |
stre OBREIOBP 5 & ST 45 1L LioRtscHip 9)leEtie Fein Whie PO
prétite SR TH L Vlta.l}ﬁ’il‘éﬁcﬂlt TSIt Y WK cB8Ted agﬁn to 0 degrees
present as soli1d particles 1n suspension. In another
C ehivhdiietdant furthéreprpeipsaivn. i Afee filirationpthe\sbliéswere combined and
pharmaceuti cal conposition conprising an onega-3 oi
and one or nore salts of a statin(s), wherein at | east
about 90 percent of the staB¥n(s) by weight are
present as solid particles in suspension. |In another
enbodi ment, the present invention provides a
pharmaceuti cal conposition conprising an onega-3 oi
and one or nore salts of a statin(s), wherein at | east

I ~re o " g




[00104] Q| conposition is another inportant aspect of
the present invention. Q1 conposition can be

walemenitsesl as both the species and t he conponePtHUSI00R027815
oi |l . Species include specific onega 3 oils such as,
but not limted to, EPA, . DHA, |ingleic_ acid, I|nolen|c

drigctinch dessigatorso HsraH st sokid) Wéie’fﬁé@fneért% bp BravRsiain ealcipe salt.
Thgpgé gﬁ 188 2: lﬁﬂg%dp)é&ﬁﬁ'tg Esciuld @ ycerides, free

ers erivatives, precursors, and salts
t [@169]‘ Fi‘gmre bx]amm the PRRE3 Bﬁﬁaatogrpmi ofdbke wamaatatﬁﬁ:awlﬁﬁfsalt

(B A SPUFCH 0  ROREY SEa TRt sa 9t B oo By poy
on@’aﬁ? kwd Ay 1E84 cﬁ“ﬁﬂy Moﬁﬁﬁ)r@&f‘tﬁ& PXRD 99&@@1’1 Bigdkd 5. Based on

conmrer ci a y avai | | e onega- 3 oils contain
theHXRBrdifractogyaan, th%pl@mtaim qatquan seEbapreats tka weakly crystalline.

CEAGTDE e bef o8 SrRu Ry PR SRS wp st BRI G Reny weight

losk BefReA absIRI e dredd C%n&ﬂlt)@dégrééy'(p@@detﬁlgtﬁte@@n'prl sing a
mass percent of EPA and DHA equal to or greater than

a b7 155 IR speséivscopy evasabpatse@ . cherastaizs i Hrévwaltlﬁ cglcium
salfé %ﬁoﬁﬂg{éésgégmgc%ea 1 élp%a.n% %?ac %&ﬁ}# a@% ot éi Qﬁ%three

out t ar e nor'e
anpf@i emyethe, @gaiConmbs oﬁlt]h&ﬂhpMHnDEngme(ﬁwmcbldmg, butrmpt

linﬁtsga 0 0 PR 8L 4 L8 S04 BT O 00109] Mt ur o
[? (eﬁa'[}oyna}nl@’{/ &ﬁtﬁgﬁlo‘ﬂ' ﬂVS?tdlaFarwér@ {5 aBfuiRdRAEs0h the

ratty aci triglycerides) are included,
prearasmtlnd calgiutosatthaed ;ﬂleelﬂemstartm\sedmmlt Gigue 4 showis aam@gsture

b A% RS e B Sy R8T TR S ST o

wal#ad§otp@én ﬁ@ﬂﬁc@otﬁ&@laﬁv@hu@fﬂ?@é(m) :pK& bb&f 1l € psrokeht rdhss
l'east about 50 percent by weight east_ about 60

gaipe rldésmis coysistentghith aamorpheys aopmgng. oHpjatre@élﬁtlS efgerved in the

L

sodiemcsalt Tfhy syéiughalt, 4 erystalding e4lt, shbwed apridnaltiheeqarin mass with

of .onmega-3 esters or_onmega- 3 | kyl i s .abaout
hug)@dlt}glp tozg’youtf.754 pageent Bl - pepgsnt égle rbeglyatgrdncreased
t
S S T Bt g, e
pravakigtin estimnsalt shdveddrvegmatabloygro26pizity thandhe ca@ompalcent

T e I R BEF SR B 1o
soMfeibe B? praQ@étéNﬁ?N a %19@196 @% and ﬁﬁl%wm Hferis 0Gemy wﬁ)syadded a

wei ght; between about and about 100 percent
solmtioy hf calbigmwddoride69me §.Grmmabalio lm(‘mttqséwéﬁ%) b{he resulting

so\\iﬁpg ma’s e%%{%\/\%%(ﬂylggf)m 7glt (gl@ bf% }Gaspg per Ceﬁ){?as%&tracted from

thef\wlﬂhxn,th @iy diiinoeeln. Ry ancﬁﬂlt@red ah@ s6lufddn way @epbrab?,d yielding
I n anot her enbodi nment he gu ity of one

anggehigh oS siteEpiedisingdjeth ELatber 199 (kheRoovdset whi Sq%yi
1 (gﬂn%g(w% \79 th gcg& Qgtpeté é? ¥ n%@' egllatal é&‘i’é&;ggg &sglge{n‘f SHid was
demmhedtto by pmaghﬂn cﬂcbmmtsaBS per cent b&/ wei ght, about

0745 sabomtos i - RgRE the SBl5T Gl Rk determined

AERRRbIubili
R R %gjg@&w Fhgagese iy
gitente

of direotodiim eatboftipreneastafintvire nudabured g nth@oﬁﬁQ g/ mg. EPA
and DHA is at | east about 50 percent by weight, at
| east about 60 percent by weight, at |east about 70
percent by weight, at | east ébout 75 percent by
wei ght, at | east about 80 percent by weight, or at
| east about 84 percent by weight. In another
enbodi nent, the oil conposition conprising EPA and DHA
I s about 25 30 35 40 45 50 55 60 65, 70 75,

~ ~ ~ r—- ~ o~

oy



ratio to about a 1:1 ratio of EPA:DHA, from about a
3:1 ratio to about a 1:1 ratio of EPA:DHA, from about
w@2®s171688 i 0 to about a 1:1 ratio of EPA: DHA, PCT/805/027815
about a 1.5:1 ratio to about a 1:1 ratio of EPA: DHA
I n anot her enbodi nent, the onega-3 ester or onega-3
Examplol ester has at Ieast about a 1:5 ratio of EPA: DHA,
RAS _ , at | east about

=PA. D about a 2:1ratio of
E[Bﬁlﬂ']A Saterdl ealsd ofqh@\uistaﬁn &Zeie mpa:rmledﬁn E#338D8ameat-3 oil and

Plagedg P EOPRE L AR BPACCA RS GEIY AT LIFAEDS Were e ot 2
deg%éa@waﬁ@gka?@ﬁms%e Qbed RS, A, ahd60 ARRYE TETHE angalswns of

ther specific ratio, composition, or purity of
saldimeiave oicasured pmochgaélmfbn %nglcseiﬁltibé’ds fisedrip nifpasure
éo%[s entf nventi on. F]gsr exanpl e, EPA:DHA ratios of 3.3
degradation of the pravas@iingalgs. 1“9 7.1" 1.4:1, 1.1:1, 1:1, and
1{0b1B6]merighee & RRsis the stabivityedsa geiasth fvfawaﬂdhg%mrmpmles
|nvent| on. EPA:DHA ratios of fromabout 1:1 to about
(gelaps)rma g5 degrecie. Jpeerlbivantaltyolpxaiasiatn shqwedadenifisantly

o308, 3 R R RGP GO sl s

or e lp@ta@élu@BSaW@m ghial f Tbmdﬁﬁﬂmaﬁﬂ nDh'bOuaﬂmyis himv&pmaiegrada ltheyleast
excl uded fromthe pres i nvent,i ?g nggadé %J:
of dlbsabis .1%@%%9@65@1@ @éﬁwmf RISk RsHeg &1 6é\teﬁ1§% at th

4 e
RIS DB SISy P Rl
40 lamd/é(mdegmes @rAgamSt}mlchhmmm st was shgwarto asmmhsanu@ily less

TR, T

cal@ﬂﬁgﬁhspl@hﬂ 60 g&&s @sﬂé%@d Qgﬁlﬂoﬁhﬂ@ 1e8§ depR@litior tHan the
1 or hi glher may be
¢

po‘@pmumfsalc al 4q/dm@as@@mi wmgda@o@her gpdiwmpelt 8t 4{udeRress Srever a
an anmount greater than or equal to 75, 80 85,
peiy 0#92{;?% 93, 94, or 95 percent by weight may be
specifically excluded. QOrega-3 oils conprising
anEPA DHA ratio equal to about 1:5, 4.5:1, 95:1,
le3 or 1.21 :1 may be specifically excl uded from
FlM&aﬁ’ﬁ R ISQNentI on. Ot her comercially avail able
W@U&&%"nﬂ al so be specifically excluded
a@ﬁﬂiﬁﬁ] n§05 0 i €l. psemerol) afiflowastatonNa st was dl§$olb€ui inriétmL of
[ imt ose able from Cr,oda |
wagezn e (S0P BAOYLPaseoR aF e s gy voq Gb 21y of Weler. A
prec ifitd fBrm@d; iR B8Gialdfy ®ith tHMAGHRRDS thidaldiSmReétalel sBlutiof to the

pravastatin, fiuvastatin, atorvastatin,
ﬂulvamfftﬂt M4 solpticn. n&dgisazverm golteo‘ged\bagil‘a‘amqn armlrdned first in a vacuum

cerjiyastati S i ns nthefo m. of
vy th e £ for 03 el Aebio & 5l Bk Bhgdt nifiden flow
ov@i%i/ghﬁl DeiedSolidy W8 li%MW%&ﬁn@lMﬁbﬁhﬁm N@be&fore
ol'ymor ph, or a co-cr of a salt tatins _may al so
chigactprizationt The rcsw&tamtrsegd aiep ghaspcteriged nsmeioiy aPebr §Phy

tothe
ey i) B ER DB B byt o Bopkin o OEustin, The
1emmﬂmnan®u$mcalﬂmvaﬁﬁenbmumnmnmmmt shaII mean an
anmount _or_ congcentrati on of 03| ccor t ;
t HA0LYOks Solubiltydpgasurympais O t ahesso “F%Eft ﬁh<*p? %} |Sﬁﬁ 0
ﬂlﬁé&%ﬁ{ Hed degaidd inWdil 4 28 td@gl‘é@é”@ exbludlith E@s measured
mni stration or use, 1ncluding, for exanple
gravimetrically i dmotupetchwanar t5.5 gigwfeﬂuvdsiamremlwn anlti vias dissolved in
prOV|d reco d dietar vels of o
ablula0 T RS0 FErRITRES olatetrt Shtified tadieat TAPSHGS e
the specification to descriBé concentrations or
anounts of pharmaceutical conpositions according to
t hepresent invention which may be used to produce a
favorabl e change in the di sease or condition treated,
mhether that change |s a reductlon |n bIood plasna




calciumsalt of fluvastatin is provided. |In another
enbodi nent, a divalent salt of astatin is provided. In
warwbloereoenbodi nent, the salt of a statin is aPOI/pRms027815
I n anot her enbodi nent, the salt of a stati n is
crystalline. _}OO 118}Sml n_anot her enbodi nen
SOQQWarsaiﬁ@%@hquté tm%@g ki 54 mg obthgsalichameal dléélﬁbeqr%plﬁ@ly
a.salt a Y
cisGoiG vt Ot Padf RO R0 AT ofh i, AdiediR BRBIRC e ehe
calfn@fn déltﬁwa@ rdett@mined ab be tefss maﬁtoabquml td ﬂﬁmm]zn mgamnbt her
diment, a nethod, for pr r|n sali of a statin

c BQ%ﬁt)]s eéfhe flayastasimseleiwg Bt Ginte SRAEFIZeL by pay gpe, any two,
anfat%eta %g&aguaraahg@pﬁ &fxﬁ&aem@pmqfea@s Batibue’

sal ecting said salt of said
1nchlchﬂtg, but ri(ﬂ(l)ﬂxﬁth}i to, rB arVoi Hér3, émsom hedit.9, anf @5 gt degrags Rriheta

b I h
(Rigelh b3 £t SRR Siden hE RRF LT ol P Ao gl
sal{:la%plfe%tto POk chRehIl, Pravastatin sodiumsalt or

vastatin sodiumsalt. I n another enbodi nent, the

s avmsilh DS€pwspndeom B& dagrees & & 2Hedesages #eltoladegéeéﬁt
/eI W5 g8 D PP SR

9).aK6teathe eRbthe@ @ﬂldliﬁlﬂhémfoltlfbem QA degreanGtibien artifact of the
embodi nent, initiati ng precipitation in step (b) can
insameahasdaob plasgd kobes#gPlehe sol ution, evaporating t he

S n t

;s E L IA SRS B Db ARm 29 BeBER Ol TV sBies G 10
degreed Oetineb a'di Arsldwedcod. B peltcemtgvmgtﬁ lssslhetwwnsZSebg(e@) Cand

can be conpl et ed V|af|Itr decant | ng, one
13 A6t G E L BV CqTPORA Sabed | 5 AR ep gt poter (B
10; 00124] In another enbodi ment, a pharmaceuti cal

conposition or medi cament of the present invention
c §O9I83E e Raatao ypeBOSGorF0ORas dt@oused onchagmterize Glaoiluvespn

ca Bgra%altlalqg ﬂl%/%gt%ln %aICL:]L}glOS%I[Egn gs cﬁaggggré%de@g)a%’ f%@ dailg two,
any thre® any &%, 9. fivéQor iy, si0br ﬁ@rd’tﬁ' th)ef Ramalalslhft@in Figure 11
pravastatin, 00125] I'n_anot her

ingiinieanetsatccnih 150 | 595,100 QARBZ161 8 (hand 352 om

g g@@ﬁ%& 0 6%2\’ %Q&fggg&rdi%g%e@ ?cﬁ«%l%raﬁ:@&xzi ?geoﬂuyaggifm %ngzum

salNThafldvaetitiacaleian adioein bk, characterized bbanyléhe, 315){ tvR() anyp Baree,

30, 35, 40, 45, 50, 55, 0, 80,.90,..10
any fepr, apyofive; gpany|$y Ot HoEs clghe ﬁ’eeeq% in fire ] tncglf‘m& But not
linhihddMBS338Y | 560093002 Ghs1, f13@5101t2'16f11%€b@31) TaNLand360 om’!

phar neceut | cal’ cofiposi’tion ‘or medi camént of

present I nvention conprises about 500, 600, 700 800,

900 000, 1100, 1200, 1300, 1400, or 1500 ng of
E%é%—s ethyl ester and about 1, 2, 3, 4, 5 10, 15,
PHABnacdRineBO5tud9 of Phvadiatin @Qlcuﬁ@Sal@ﬁt D516070 7f5 80 "

or of a
of[oal 85 atA W(zcs-)vay [COBS+ zw]er mnmanm\ga& @nmi@eqb Peth i fasted beagle

eg]c}plé[g%gée% P 8&?%@1{ tléapg'r?'ln%'ﬁ ?ttajuﬂ cétl'?_‘uﬁ'le gagff%ﬁg
pr@%@fz{ﬁh Sodigi s8R. Mhe pravesthtiviodiurn a:hlt wai aqquirtdtiom r ef er s
of free formstatin, wthout the
P%YA@ﬁIr%é@ﬁijﬂ‘ttﬁcirb@éﬁiva{tm@é‘]lumﬁaléﬁi‘@@ A R AL
de@crh%tl 91}1( 1eslu Cihe avdalgtétln gﬁ’ﬂém.lrﬂ St cﬁﬂa%eofogﬁ%klﬁféﬁiﬁ'ﬁered to the

car ona SI|IC I OXI can be a
dogh adsﬂmautf ldaﬂ mg@npasiatin oaicmunsaﬂm(equgvalmttth a0 mglsltamstatin

oo RT3k ) 00 NSE SRR AL, o sl cap

present invention can be stéfed for up to 8 weeks at
about 25 degrees C with no detectabl e degradati on of
the statin(s). In another enbodi nent, a pharnmaceuti cal
conposition of the present invention can be stored for
up to 12 vveeks at about 25 degrees C W|th no

I T Y o " g L,




[00133] I n another enbodinent, the present invention
includes a salt of a statin with an aqueous solubility
wo ews/01tsas1 about 200. 00 ny/ nL- For exanpl e, | eBST/URAN5/027815
about 200.00, 190.00, 180.00, 170.00, 160.00, 150. 00,
140. 00, 130.00, 120.00, 110.00, 100.00Q, 90.00, 80.0Q0,
shells Jo girronglage, tegineny, theerrseles w8s ognplstyd@nd shovairomplete
3 o]
d1s%og t?%rf in d%%ﬁ)z&d%at%reﬁ?#@%@%sggn Iegh\%%lgtgcl)%%{f'ﬁavag t1n free acid
adbiligterod a8PRAMA CHOL Rhwas ). 88| urtsarsiche biehin tysel cﬁ‘spsa\tahmnn free

about .25.Q0 ng/ nL or an aqueous sgl ubjli rangi ng
aCIQéMﬂer&B@apraGa%IWWa?ﬁH w59 gk i’ﬁt

ad o§> ;;pgsg;gds ﬁes éi‘@c@ﬂe% % 'dBé’eeﬁfd'tHéh itedsides 1a1.5, 2,

sal In Wth an adqueous solubility’less
3,4 hﬁaﬂ Hhand mﬁaul@@ostgiast Plasma exoplp$ werel asglyzed for pabiasiatin

200. 00, 190.0 160. 00, 150,
CONEAR{IFPN UK @&C@%m@gﬁ’% if(%b@?% Shps SBYf*aléB‘PS’gaﬁtso 00,
pheﬁ‘ﬁra@&ﬂn&fb &%m&@rs Q8 pralAstAeh oM. Hfh ofDfRRulAiondBosed to six
0, | ess than about 30.00 ng/nL. In

fastﬂdd?tehglp degbodl rrent a pravastatin salt of the present
i nvention has an aqueous solubility |ess than about
25.00 ng/ mL or an aqueous sol ubility ranging between

Tablk 2 Ohangdchitinesiqphraaib s tof @Rovaswgindiom twaord Momnhlationedebd di srefatted

beag@g\ﬁggﬂe&g@m }l&l?/§51‘te}myl ncludes a statin salt or a

statin ‘sa with an aqueous solubility less than
(or less than about) Posasin GaleiwgrSalty3 00, 22. 00,
a0, 2ZRU8], 1P. e, I8.j00,C. k7. PO, 1,16. 00, 45. 005 Relative

14. 00, 0 11 0 . PO, Q. 00, 8,Q0, dability®
5. 00, |sEBE X6 g o gy ooty 90, g0, | §¥Fiasiy
0. 60, O 50, O. 4), OhrBO, 0.20, of 0.10 nou/nL (these
SEHTUDIT T3 YA UES HE g 1 O Degygnder stiood |as 3. facl ufdi ng,134

and providing witten support for any firactiona
$¥2ubill i 304 i ht 0881 s |of %6201] ngPrl. And siich 62.1
sai3ubill 7 tasess haye 49@127 been 18mcl udedl herei ni.7or the 74.9
ke—af—byr "fogiﬂ UUBUHCUI Z'BHQ ﬁenbgg

€—4 L7 ah O
? e sﬁeci ésatl )n)‘mP%}s ublle salts” (salts hayi

ge2ubill i t5958F 0] 00lAdd nl)) a6 not 9¥cl uded-$9n the 148
SEEPE [0f Jghigg 1 NMVETHoEOf. |1 Nejgat o enent | nedﬂsange of 200
aqueoys sglubilities fr bout 1 010 ng/ . abeut

Yisann rrg/‘Fﬂl_éq s {o 19&% akenl‘ggoi hcl(mv]li ng, 5%’15 pr ovi dIII%(LJ
veD tt n dgssasn ptlosnszamd Bu@lpmt fd)r332ary foreact i pnal 54.0

ool

bi+ty—+na—inte Fsi—of Ot - b Ly en abuqhﬁ
%‘Cl\f' g/ m%nd (Etbogi1 ‘37215 00 29¥ ﬁogue u&cgogleuh lities

for the pravastatin S&lREA\O‘ﬁCHGME@I nvent i on can al so be

described-as—hay t "OL“ ||;Ly +ess—than
?@‘P SS %SE‘gn aﬂ)oa?l)s‘(fk. \HZ rr??f}jm_ vvlqgre X |§SJJ'41 " SWA
40025, |6, 37/,548 9, I\A711, 197 13, 14, 15, 1€ 1Y, 18VA
”39()?8‘“’ 2%s0f2 | 2358148 O 2y %lsqp, 273 4] 5 WA

~NNI

_ r 9 and 7 is Q
2Povilded PB4t Whe‘h”igl s @ﬂ?za z tanrlot Bd8h pe o VA

2002€. , X29Y631nd Z gamnot eam'ﬁ iflndependent1.3s, be O NA
rna1’2 | n_anaot heor H

13 hre+ oth+ —ithe——fpresentnventton
EH@I udes gssgg of 171‘Tl7gvaét thgl%n v\nthj%an aquzé%(;us | WA
3hubi|l i t349%68&ss |t h31.33bot 1@00. 00 87 nilL. F& exanpl e,

Ot

Tgys tihamahput 1200569, 9189290, 1793100, .
160.0 150. 00, 1140. 00, 130,00, 1120, 00111000

YooV 00 96860, 80. 08:5 75| 0058870.[0051%5. 00, 96D, 00, -
"Blobvaliilityoddiciited rdibive tb, PRAVAGBIOL®A UL, vadies {v&Sﬁorihiﬂﬂéﬂ falxbd idoses
3Oaﬁ>e§%ammd I n anot her enbodinent t he present
AR O ™Al udes a salt of fluvastatin with an
aqueous solubility less than about 25.00 ng/nL or an
aqueous sol ubility rangi ng B8t ween 0.10 ny/ L and
about 25 ng/nL. In another enbodi nent, the present
invention includes a fluvastatin salt with an aqueous
solubility I ess than about 25.00, 24.00, 23.00, 22.00,
21.00, 20.00, 19.00, 18.00, 17.00, 16.00, 15.00,

A A ~ o~ A PN NN A PN NN A A ~ o~ AN NN ~ NN N NN - o~ N




80, 90, 100, 110, 120, 130, 140, 150, or 160 ng of a

salt of a statin(s), where the salt has an aqueous
waoeloaloiiepg y | ess than about 25 ng/nl. In a spertT/U82005/027815

enbodi nent, a pharnaceuti cal conposition or medi cament

of the present invention conprises ahout 500, 600, )
76918@l00In grmeral, 1406 and {eey valyeggverg @e&g{ﬂﬁ%‘@? fgrpragtgtin

- i 5
clGin G W)l 12 Ve Bl iy PRAYAGROLI bl Higy vl
are L0fparkbld, betRéen thd Gormidkfiond 5As a eesulifthe nejaiive Hioamwilabitity ef
pragé,%%}innfg)glzoﬁ\]@m iy {sprgflipsngl ra\g};tagﬁﬁ%gﬁﬁg 7 t, (S orlnlilaizleld rfé/r tﬁg
dodal Q&rﬁﬁﬁﬁ%ﬂfﬂ{ple&l@ RPBS 1idhel) HheFBAh GRTRP PRWVA@HOL8®O. 0Thesee

present I nvention conprisés about 500, 600, 700, 800,
resSIi05ugE &0 Bhat THeO@spel2i00 of pagastatincadciuwrsalt 50 pharmapgutical omega-

-3 0il and about 1..2 3, 4. 5 10 1 :
> 51 833 dits ndlgfen g hryncclpe Bt ba o B
pravddlatinl 20, 130, 140, 150, or 160 ng of a salt of a
statin(s), where the salt has an aqueous solubility of
about 0.5 ng/nL. I n another enbodi nent, a
ha ceutical conmposition or nedi canent of the
Eé%pgggﬁt i nvention conprises about 500, 600, 700, 800,
PrQ&tatid MBnestdialt1200, 1300, 1400, or 1500 ngy of
-3 0ol | and abg

gg&ﬂ%gf A9 3 mk of g&O%@%sséq’y}‘c%éggfay%tatljﬁ%pd%lg‘} scﬁ%ﬂonﬁ%@s added
0.7520r 42495 hild peddlly migisindf cHi6RadEbIord WRIsbIveht Br both
(S), eprethe alt h

statin as an aqueous solubility of
solationst wak Rionjzed watp) Phadq sepatation apthettive diquids ams opseanidewithin

dai l y dasage,. of. o a-3 .0il has been recon d_ or.
30 g Ao L B gR GOnai? (G ahare AR v UPERT ot Hiia
' | OtA) 4 HHlEfBE duSperldBE phi¥e fat thdfop of th
phi%g@%glg%lgiﬁ?t [ %ﬁ c?l%éﬁ%ﬂ E;\Anjofh ?ﬂrl}ﬁeﬁlant gI?enat [ 1c:;na! Soci elig)f e
redetion vésgelSddi) o fdemgtsolig phase asthabatiomif dhe repdmmaepsel. The

Tabl e i ncludes dai nts of onega-3 as
res&@ﬁ%tisaéW@&F@eﬁgﬁﬁ%sﬁﬁlgfo\%? a%%gsgl\llrg:gg#' or gani zati ons.

Tabd188]- ThRiprwad@sagRgnaiun sxlgthabiiAgcanbe vhiracitrized by any

Conpositions and Dosage Forns [00138] Phaﬁr@%gﬁe['écal .
OngLERN GWOS BHETES T ARYHES, AVE HYS-GF 28R HXIE R PhibE peaks in

Fifli@1 Yoot RARE BPRA lnkited Y, 4 50961 0013, 16.87.80%.81 9BGA14 3,
ec al?y, sal 'y, buccal I'y,” vaginaf [y or via an
16i31pl Akt £8.5%46117020.73, 22411, 2h @3, pad @4t98rdekrees 2-theta (Rigaku, data

o5 B ity e d eGP P APefeRtnes 2 RHE comtapopi g sacium
chfog{dgliﬁﬁ?lg?,glonogeneous or a heterogeneous formul ation,

a pare dosage form or a capsule fornulation
(i[AR189di M8 Givtak owt (ohipriviastatio magaesiim slahabit Ahfemi ZS<degrees

tarch ca l.es, , HPMC . .capsul of t I s

C Bt R e R RRAHL By 0O EHE rasivion
abbIUES 8 O (Bek RelRkdT). dBSREEthEH B abdht 31 dogpaes Clinay

dosage form a subcutaneous dosage form and an
reprasenhg eevoysdalisiigevemr m [ 00139] Phar naceuti cal unit

d f ; A L . .

OR8N CLR 9l el B PSR SR ) BonP e
C tce00adegrecp @ grtioategtee{ €/ginntel. MG Ashowed atout a 12 percent weight

subcut aneous, intravenous, jntraarteri.al bol us .
logsrhebvganciy) degress iCcand abgyt 12048H585 frm PO liavhp 26 PEEFUHight loss
t.SedE{g gml foqggf-bg f ol de, but are
beﬁg%ﬁl% m reeg to: cagggm%s, di gge(?’g?glnggg:issgbposi tories;
oi[A0 1At SIR spattapcagnway gdeuiiteidde sharagerizechs pragesiatis ;

dr essi ngs; . cr.e .. plasters;. solutions; patches;

magoey ) BBkt A)-r Hagall g by Shifpctpriged i any ong iy two, any
| i quid dosage forms suitabl 80for oral or mnucosa
admnistration to a patient, including suspensions
(e.g., non-aqueous liquid suspensions, solutions, and
elixirs, and liquid dosage forns suitable for

parenteral administration to a patient. [00140] The

o " s

_____ o o - o "



characterized by a m ni num of drug substance being

enpl oyed to cure or control the condition in a m nimum
wanpwaoi76e ti ne. Advant ages of control |l ed-rel eB&BUS2005/027815

formul ati ons include: 1) extended actlvity of the

drug; 2) reduced dosage frequen increased )
thrmM)efuur copiivieaoray siy) onrsergef die 1%&@@ $ bt Bpurgrlggnclgying, but

LT S SR b B0 815651 2K e
wa@!i&l?ﬁredi ﬁi’@!tnsfdl&’s@dﬂiﬁbdi@w&h t&)samljﬁwlﬁ’ésﬁﬁ ivito la K& Ifdll'éﬁ CPhe

reatnent; 9) reduction of potentiation or |oss of
spedmlglab@sehmgorrm 10) i nprovenent in speed of control

Rqug ggga age or m r?nc &a'?bgge éﬁr@{ nggv gﬁb?&&ﬁﬁ ﬁBlt bfthe

prabastgasiegnesidm sal‘r2(lh%i) A) I "ﬂhlts s poaplerdd 4t 26 elepicon(C and the data
greater targeting of i ver 0 D
shoyw? stpbleaegian Braierp AL ] 5 nabos %Q@srgﬁleta@i@tu ¢ himidity %R,

Cgﬂm | §ge E&hﬁg%%faﬂr%%ﬂaﬁh nfdRAvEaRhisam @habﬁ%aia%&&rvva
neral ly provi or inmmedi ate drug rel ease from
meaatwed (ometrUNaﬂatcnhmnIEdErﬂdL?dgng’mE he phar rracol ogy and

phar okinetics ofthe dr u |ona
DR R £ pe iR b inasneg iy it (iR ey ST ek Rizad by amy
oné&; ‘ﬁﬁ? 806, Al RS, éﬁ?{ fhiteadlf fikek, bPady ARGE ﬁﬁi‘e §f Ak PSX(RDiﬁ&ks in
her ti ssues. ese fl’uct uati ons can i mpact a_nunbe

Flguffe Phinghling, but maidimited teidls®, 16r9é9qﬁéﬁcw 497, £4-05, 13. 19,
1355108, JHELE S8 8 TSR A PR GTARER.08 s iy, du

as édlRctedke. Advant ageously, control I ed-rel ease
fornmul ati ons can be used to contr.ol ns of
afQq188] MNGIRHAINGPN REAVARHD MACHSTHM) Sébg 9%3 fm F‘hg frgrees C
e v,
to %(;tﬂi%@@ﬁgtd & IVU g?égf C?lgglu% %S(?Ls%ggeéi £V&1dSthelBic transition at

con or ex rel ease dosage
ab&ﬂﬂﬂﬁdegeé@@ﬁﬁ&ﬂfgmn§9¢an be used to-ensure that the

T e S sts Rt oh upsipi mafpistnd S BHEERLFHR DS dogrecs

@%@%Qées ot &b d@@@a@@&rﬁﬁm@otrmt SR A8t HPBpdiberd weight
[ goi ng bel ow the m ni num t herapeutic

losk @v@mm 25 clepmbs Candehonda) dggr@mc (%6 Bewsg 20dvel for

OO Mhst ont L tions
8 G RS LR35 P,
magR6diind &alt (RHHRAR ) Mthe sk a!ﬁn [ 33 tﬂﬁﬁﬁcmﬁzﬂd bslungsnd, hay d\eal angdhree,
therapeutic effect, and gradually and. continua
any &usaany foteh eF anhk AT Mot oldhg IR peakedn Higdre?k WFgld!n@vE‘I‘t not
linfifed'BEfABEYA4C 1940, RESE YRGS, RO Pim ANTRXIRE e
period of’ tine ntaint const ant
wds au@liredfin dratignissioh lﬁﬁ)db odth, thé kemple p@smsﬂsntotzeKBe beliet edhe

flromtrt8 o{osage format a rate that will replace the
Sp%%‘f}h’ts selme sgreeipthg et abol i zed and excreted fromthe

G’(YI 98?& AHeQ Ug)ﬁltg BF A&t 1ﬁ RSV @It (H%@E) ﬁf‘\ifatélaﬂas

'ate artous conditions Including, but not
mdasumed &da By dptlet;tlono B025 slegreey©hto beskfol2 mgmlessur e,
tenperature, enzynes, water, and ot her physi ol ogi cal
condi ti ons or conpounds. [00146] A variety of known
Exaipld @1 | ed- or extended-rel ease dosage forns,
ormul ati ons, and devices can be adapted for use wth
e invention. Exanples include, but

Prayssiatin Magnesiuny Salt
31819, AU ub ST BSEE) el THoip 05,

pefeet/sbldtiod of pridediabifl sodibmFaR (176(757 &, 2120mnvbB) inGleQiReB 4G er
5,639, 476; 5, 354 556; 5, 733, 5 nd 6,3 5 Bl £a53.
wasadreh? mgharsuivalents S pswiane & W@F uliig Sgw@raéﬂ’é’ém ofas3.1
These dosage forms can be udkd to prOV|de sl ow or
control |l ed-rel ease of one or nore active ingredients
usi ng, for exanple, hydroxypropyl nethyl cellul ose,
ot her polynmer matrices, gels, perneable nmenbranes,
osnDtlc systens (such as CRCS(r) (Alza Corporatlon

- .



addition, the conpressed core may al so contain one or
nore pol yner hydration nodul ati ng agents,
wa@naeHomdglant s, |ubricants, fillers and exci pi BOT/BES2005/027815
optional subcoating may be applied to the conpressed
core prior to application of the water insoluble
massmqengmagmanmapldorlﬁe (238. Orﬁaridﬂaem@I)u sqyitionde é@}@mzq’%‘éfater

cry§1 @%%tﬁa/ p&%p&(‘f%taﬁﬁl X %gg%ﬁ@%%lt Was nb®E. %@Hﬁ’élﬁ, ' the crystallization

wadlylsbeSeil b6 favh oehpltior| Thd esatanfsidi wasm2ll peoasiatigso may
be applied for aesthetic or functional purposes.[001
masl@FJSl‘mh%aVvat er insoluble, water inperneable polyneric
&'@ @ T? g&r LG LELARNLY @Qﬁﬁ{ 4a%Q9n BE cﬁéract@nf&llwlﬁfy one, any
m pol yvin oride, cellul ose acetate
twag ehjr thires enyp fetadny finet yr atyesix et hytecdithe PXBO m&s in Figure 22

incfiige PR DB Srhg S it 2t -8 Filn iy 1L 2hotsart Bl 1749
1855 @ity hgiBrat 69, 2'§/b7r1ea1t&ﬁ &7 @égra/es AinetaqRigaleer data as collected).

coating 1s corrprl sed of cellulose acetate butyrate and
The peakidbgerved atr Ht 210 dugecesivheta porespapdssioyadivm ﬁ%@m@dmﬁmw

a t u i ver
PINEDIEL 5 b B Mo 160, 405 R o 20
degréém BB @opk&k Wiy, DICHRewedin édtizaajc tansitiom at about 99
I nternal environnment of the conpressed core through
degrpes ¢ &w@ugtapéﬁi ures. It is intended that the terns
| 8
(IR 160! 0L 080 GRELIBARAS 7B 0% 280
de@rssaiti H) diegrmtce(mmut&oﬂ“(}w shownd abatten 1il rmmen'ewbllgbt loss

' t hat _t | | | inimal t
bem"@gg'aggs@egse@ B RN S TIRFRG T om e
@08p! THE \éblﬁgﬂ@?!@f pratastdfa Wmﬁﬁ salten iwateR Wasmeasured (via

vironnment of the conpressed core, except for the
U\f Hetediona2@-agdegices Chtocher ¥ 24memlh t he dril | ed
apertures, during the period of time the drug is being
rel eased fromthe QEM device in the body. Any m ni nmal
@_ﬂ_ﬁ Wt of water that does pass through the water
| nsolubl e, water inpermeable polyneric coating is
and does not significantly contribute to

t ctl i i1
T Rl MG S T G 938 i
redcddaviet a béleticd havimg 1 equivalbe ofzMcdhloride in de-onizegriiter. a
function of the nunber .and size of the ertures on
Preqiaatien 0§ ety plle msayestagh 2 Ogp g HRmedgiely HappRdppperatue.
I I t&Ler finish coat nmay
T el A8 PL QRS AR Ly devi ce
c dg'mmsml fthe qmi\mstann ginc\wsalx e bearidracteeized ky anyrhee, w/two, any

device can al.so be entericall .
thig, gy . SoLiSEn OF RS GRIGRe SLThF PR podks i Efgui 2 ifiuding,
bu‘EQ@ttlin'i‘ige%t toEY 88 k4 o3y 1e04 e17.05, 3061 1D80,2A191y4.67, @l 26.55

ol ymetr ‘whi ch carfies the Statin out frominside

degta;esl*dmm@%lgeldl dataas ¢pllackas)).GEM devi ce does not occur

b t.ial ten
oy, Tfe el srECliteatindfe AH Bof Pk g0 00 degrees
C Wsérdwt/ﬁﬁﬁm DOCtshewsd ﬂﬂaﬁlbtheﬁufctthﬁlmtxd)ﬁtaaabcmt am@ degrees
exarlr:pl es of the GEM delivery device are described in
C (ResFigmedAt No. 5,366, 738. [00152] It is generally
pr,
VAT R S 3es ol (ARSI dncRRPRDITS (eBiey o300 06
degfeea@ ait 1@ degrgasC/nGnate. iTGA shayasiebontr 212 percent avgpghs loss
nitrogen, argon, and the like. The use of an isol ator
to mai ntain | ow oxygen conditions is desirable, but
not required for storage of 42he present pharnaceuti cal
conposition. [00 153] These and ot her enbodi nents of
the invention are illustrated further in the follow ng
exanpl es, which are illustrative and in no way
I i mting. EXEMPLI FI CATI (]\I l\/aterl aI s and l\/let hods .
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whi ch uses as its control software RINT Rapid Contro

Software, Ri gaku Rapi d/ XRD, version 1.0.0 (1999 Ri gaku
w@e00p/0116m8 addi ti on, the anal ysis software usedP@BEUS2005/027815

RI NT Rapi d display software, version 1.18

(R gaku/ MSC), and JADE XRD Pattern Processin
betweansibonts1 69, dpgeass Caund abpuiod.degres Cwmtbmeahgb%awght loss up

00164] XRD anal ysis, the acquisition
to ak% alrQQtJSgre%%\é (ég lgt“fée%@ : source was Cu with a K
|oo20&t IR SpébtEosbopycwis Slb@gsdwaSharaeteidte the ptdvammomnc salt.
size was 0.3 mn capillary tube (Charles Sup
Thecsshsane chasegtenzedK Ay 0ge,ANy tWAsANY, thregmAny0th @Ry SutisAny
six ?ﬁgl%gen@ﬁg%’tﬁ?peak% EI‘?F%%% %‘%lutdﬁl é%ﬂitr 1Y lﬂdﬂgﬁ té!"al573f'615’?¥ 1179,
104@1;1’&43)3%& 754 wad. dhe IR specitmgn was a;quaergm tcefns@u@mhego@mth the

d of / te: .th
PiGPe8 ip °§€raw§%§@t gt if Beeli coleBala” of -
d[%@ﬁg%S/ﬁﬁﬁﬁDﬂ)ecQos%oWQ hish (I?éd% chiBéefigd heptdvattatih fRc

m nut es; erature was roomterrperat ure,
salta ﬂ“dheuvlzm/aktem Binc wals canche d@wterrzbfébs ampdre, ARY I, GOE three) any

ray source Qr QN . k4 C. I
fout GBY 3. ko Pt o A L R PR SRR o
limfi6d {60654, 18£9,i1008AN21 | 10502846, Aed a27 amde was 2- 60
de gr ees: the int egr ation chi range was _0-360 degrees

2 Hlnbligurst30cshpws agirewmis Nager sprpttqtle(f%\f%)p}@he‘el plokef the
pra%‘?at&ql A aitg ﬁ’h\l/\s/'a}glfsgtfé)e lgtgd H{(ﬁ de{g\(ee\g@sv\aelﬁygh% Bhta show a gradual
mcﬁﬁéﬁﬁtm@tﬁﬁre]ﬁﬁpumnd chi and phi ' offsets vver e O

[00163] RD fracto rams were al so acquired vja.t
HOREH ALl oA tpls b P s ag et PuterEremes L via UF

r | GADDS(tn) (CGeneral Area

det@%&r%@??gﬁﬁét%%% " a Bruker AXS Hi - STAR
Area Detector at a dist ance of 15.05 cm as per system

EXcal!i Srati on, a copper source (Cu/Ka 1.54056

ons), autonmated x-y-z stage, and 0.5mm

12 Rlek ISRREIRY DaldI6f BavakRinVSadts @r@HB@lQllQ$t]héHo@l\/ﬁ§iuk@t form
and nmounted on thé X-y-z Stag ract ogram was
acqBeveeal s&ltﬁdzfrpra\rabtaemweé@mpmd@ﬁan &? 1&%8%&1&% :ethaiol migtures

andgpgﬁ%qggn ﬁpg)%gé?névtg E)Eﬁagb%ﬁstpﬁ%om g%@tx?x ctanz?um Spravastatin

mayiedshas] ppadstape sodivmdof pﬁvﬁ&nﬂn Zanipl8g: ISTE@lOlO ethanol was
di f fract ogram obt ai ned under went ﬁa spati al {;

megyugRdsRAtiodicaldy frdgutieks oHPLhevgabha tne%aureptier% oAt the
n of the area detector then integrated al ong

pragétﬂtﬁ{%#tg- 118.8 to -61.8 degrees and 2-theta 2. 1-37
degF@a& 3t shavsttlepstshility dafta @efi2ndectordsat ideprees C.

nor fi.on set taq rmal jze. [.0 4] Th ]
el OB 3R A Pefantiagopd 0 40 Serar s The e

salﬂ@&ﬁﬁ%@ﬁé ledst @eéﬂaﬂ&ﬂ(ﬁttb% fﬁétoh@%tﬁ)égalt%éré‘érﬁ aE&C@Uﬁ&ks
peak Intensity can vary fromsanple to sanple,

du ethuraﬁ%z@toaMslthm@ablhmata (pezcentutherdsgradante) ety @greeﬁ C.
each peak can var about 0.1 degrees,
Agﬁlpe{ia&zggl%g gpreags %? the, OY tﬁﬁ’lle pattern or nost of the
pattern peaks may al so shift by about +/- 0.1 degree
due to differences in calibration, settings, andother
variations frominstrunent to i nstrunent and from
operator to operator. Al reported PXRD peaks in the
Fi gures, Exanples, and el sewhere herein are reported
with an error of about 0.1 degrees 2-theta. [00165]
For PXRD data herein, including Tables and Fi gures,
each conposition of the present invention nmay be
characterized by any one, &% two, any three, any
four, any five, any six, any seven, or any eight or
nore of the 2 theta angle peaks. Any one, two, three,
four, five, or six DSC transitions can also be used to
characterlze the conp03|t|ons of the present

o, . rr e o o " [ ———




| oss between about 25 degrees C and 100 degrees C (See
Figure 2). [00171] IR spectroscopy was al so used to

w@b@cactees i ze the pravastatin cal ciumsalt. TheCT/US2005/027815
pravastatin calciumsalt can be characterized by any
one, any two, any three, any four, any five, or any

Wisit s daimredriss of the | R peaks in Figure 3 including, but
not limted to, 2360, 1728, 1561, 1444, 1186, 855, and
668 cm 1. [00172] Dynam c Vapor Sorption (DVS) data

1. Wer & oM aceifivalcohpositibOtonphidn®s sMas had ammagazs B
salt ‘and the pravastatin sodiumsalt. Figure 4 shows a
noi sture sorp-desorp cycle of the pravastatin cal ci um
sal ' n

2. ads p& E%%&agé&;f %ﬁ@(}sgﬁﬁo gf W\}/lgfé &1&@%{% tSF?I-f)alt
to about 11 percent nass galn This is consi stent Mﬁth
an anor phous conpound., Hysteresis is observed in the

3. des&ﬁqreﬁcweﬂéon@wu% ComBHing PEVATHIE 3fden omega-3 oil.
sorp-desorp cycle of the pravastatin sodiumsalt. The
sodiumsalt, a crystalline salt, showed a gradua

4, i nc Thaphainracowtss] eanspostiiom afictaym By whereabsaid pHaragtatincie atsalt.
RH. Above 54 percent RH, adsorbed water increased
significantly. Significant hysteresis is observed in

5. theTag %ﬁﬁﬂdc@ﬁhéﬁyé‘dtﬁposﬂfﬂﬁ BN RASE &thiefeis Q8d W §aldalcium,
showed "a greatermﬁigroscop|0|ty fhan the cal cium salt.
[ 00 hv@hesivot tidintrilthod was al so used to prepare
pravastatin calciumsalt. To a solution of pravastatin
Na salt (496 ng; 1.11 mmol) in water (5.0 nL) was

6. addqthe phamhdetitial edmpaitnuNctiingy, wthere(dShidrgalt 18 .aGRvalent salt.
nmmol) also in water (2.0 nmL). The resulting solution
was evaporated yielding a white solid. Pravastatin Ca

sal ty ;
7 Lo Ty e B AP S AR M £ plef S pELBAAEL
yi elcdemizalnsiable. whi ch was triturated using diethyl
ether (10.0 nlL). The powdery white solid (100 ng) was
washed with cold water (5.0 nL) and air-dried. The
g.res Wh%?ﬂ%rtﬁ&bhﬁjcaﬁ@&n LB MEIm P v rdd sM@ehREd-D oil is an
cal cium salt 00174] The aqueous solubility of the
calcmnmnﬁ&ﬂﬂnddﬂwpravastatln was determ ned to be about
17-20 mg/niL (via WV detection, 20-25 degrees C). The
aqueous solubility of the sodiumsalt of pravastatin
9. Was THRhHiestetifcad Eorgp i@y oftckim 33 Gheradh sdid bieppBeilds a8
Wek Stability Data of Pravastatin salts in E463808
[OOPnEEagevgb@Pﬂ@%lts of pravastatin were suspended in
E4638(8 onega-3 oil and placed in either capped gl ass
vials or sealed gelatin capsules. Gel caps were used at
1025 ae@rphaﬁn@ewiﬂaﬂ eorgpasstornvofallsimves meherese shid bm2a-344,
and 60 degre.é The, suspensions _of salt i

0i_| re
o SRPESHEY S and BELA i 5y srmeing SRk s ppieenaouidd gad gbout 90

5€§£ fion of the pravastatin salts. [00176]
FIQEHG gﬁ&ﬁ the stability data of both vials and
gel atin capsul es (gel caps) at 25 degrees C. The
cal umsalt of pravastati a signi.fican

e PR sl RBPY i Al Sureth i o B ales o
of %ﬁ&l@fEM@HAq}dmwts 110 aBo@tel:ap or the potassium

salt in a vial The calciumsalt in a vial was shown
to degrade the least of all salts in either a gel cap

0 i . of . .
127 oo e diERi St ERBhEN Lot SiRin R0 DFREES R s o
sal trstid 6f ERN A gtors sbodt 409 tatabdit 5and 60 degr ees C.
Again, the calciumsalt was shown to degrade
substantially | ess than either the sodiumor the
potassiumsalt at a given té#éperature. Surprisingly,
the cal cium sanpl e at 60 degrees C showed
significantly | ess degradation than the potassium salt
at 40 degrees C and was simlar to the sodiumsalt at
40 degrees C over a period of 8 weeks. Exanple 3

. g e~ 1 a F A/ A N1 = . s A PN



[00182] TGA (13.083 ng) was run from 25 degrees Cto
300 degrees C at 10 degrees C mnute. TGA showed a 6.3
w@erceneosvei ght | oss between 25 degrees C and RGDUS2005/027815
degrees C, which may correspond to about 1.5
equi val ents of water (See Figure 10). [00183] Raman
13.s pedtphesnansyticd sompesitiosemnprsing e vastasiniand aplpgega-3 oil,

fluvastatin calcigm.salt. The f ' '
can VB FReft Bl b sond REplAnE b bt 500 & BB 300
any migQid saidPravasiatin iOpre Ay insdnanssuntof shout 5 tdebdRaahmeg.
shifts in Figure 11 including, but not limted to,
1657, 1604, 1542, 1500, 1457, 1216, 814, and 352 cnf

14 6o S Pnab R RAC R SSEORY MR T3 Sl pppuastainis a salt.
fluvastatin calciumsalt can be characterized 'by any
one, any two, any three, any, fouyr, any. fiv or any.

15.5] x ThF Phsmaceical poesi5ion o8 tam i iheipsaid ialt e feftiom.
but gﬁghesliﬁrm 385hd Qi 2361, 1560, 1500, 1457, 1345,
1216, ~1155,” 839, 741, and 560 cnfl . Exanple 4

Phar macoki netic Study of Pravastatin Calcium Salt in

Do 00 185] A - . . ' . .
topoapbaB el S R ST R L Bt st
phar macoki netic paranmeters of pravastatin cal cium salt

W th pravastatin sodiumsalt. The pravastatin sodi um
17sal {I' hmbarg@qgmtrc@bcqmmtm&@p@mg_l@r yvh@rgg; idsalthas an aqueous

oo Srblty [ Befabh R0 malR P0Gt ot 1 cal cium salt

dosage form adninistered to the dogs consisted of 11.0
ng pravastatin calciumsalt, (equivalent to. 1

18pr aviAs PARTTHCERHGE] CRIRRPSTIAN Or*?ﬁfaﬂgdéf S{h?@ﬂb%%?a?‘e@?é%q%efous
one . i tl /s9ft gelatin capsuleshell. In
vit?gmggﬁggégﬂ?g§?§%ém5@g?%é capsul es was conpl et ed
and showed conpl ete dissolution in deionized water at

37 rees C. The nean. dos f_pravastatin. fr &k
193 KRR PRI A bR e 6 PRt g S0 cffltlne.
nmean dose of pravastatin free acid adm nistered as
pravastatin calciumsalt was 0.95 ng/kg. Follow ng
20ad miAplrmatéusical qonzponisios sappesingduEasiyin @éta@wngﬁgé%o%& e
and then at 0.25, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 12, and
24 hours post-dose. Plasma sanples were anal yzed for
21P" avEstphhintace0iee Bbhpbsitioh ofldig 2N wheteibsaie flooabiatifidbh ealt.
2 shows several inportant pharmacoki netic paraneters
of pravastatin fromboth oral fornulations dosed to
225! X ’lfh%%th?iﬂn?cgﬁ%a? cgﬂgésitio c‘faigfzfl&@{ef@& ekl 8at isG divalent salt.
par anmet'ers ot pravastatin fromtwo oral fornulations
dosed to six fasted beagle dogs in a two-way
cross-over study. bioavailabil.ity calcu ated . relative
23 o FRMRTNEA RS A COPPoS o Sleleifiorle st el sPorp ity
stfgses received by each animal [00 186] In general, AUC
d Cmax val ues were slightly higher for pravastatin
calciumsalt conpared with the values fromthe

PRA r) tablet. Tnapx val ues,ar .
2ot PR FRppTEon AR 2E (R RA 3B B cpletom st
bi oavail ability of pravastatin follow ng
adm ni stration of pravastatin calciumsalt, (normalized
§|SQ@E

25 or Theepharmaceutieaticampesiieniyf dpipedl, vhegeip gal 45 4p aqueous
hi gh s t f (r). These results
suggsg)é%bﬂlt?‘ﬁg?sst e ag"l?%‘g@@m nof pravastatin calcium
salt in pharmaceutical onega- 3 ethyl esters does not
significantly influence the pharnacokinetic behavi or
of pravastatin. Exanple 5 Pravastatin Magnesi um Salt
[00187] To 3 nL of a 30.5 né8s percent pravastatin
sodi um sol uti on was added 0.7 nL of a 49.5 nmass

per cent magnesi um chl ori de solution. The solvent for
both sol uti ons was dei oni zed wat er. Phase separation
of the two |iquids was observed within 30 m nutes.

. -




pravastatin magnesiumsalt (habit A). This was
conpleted at 25 degrees C and the data show a stable
WO e@bonmebet ween about 10 and about 60 percent Pel/ast008027815
hum dity (RH). [00193] The solubility of pravastatin
magnesi um salt (habit A) in water was nmeasured (via W
26det ddeipbajmaceutinal campositiy ofi claim| o phateimsned prlehasenagnepus
magne al h b|t B n be characterized by any
one, gﬁyq%%ﬁ h?&aBQﬁreéhggl four, any five, or any
six or nore of the PXRD peaks in Fi gure 18 incI udi ng,

but not limted to, 4.57, 6.99, 13, 10. 41,
2712, (e pharmageutica] gompasgticgrof Ciazm@ ﬂlrﬁiessommﬂ&e abot 500 to

obgh 150p ol o B AR 3E5 ok 160 Al BB Ry £ @

magnesi um sal t habi t B) from 25 degrees C to 200
degrees C at. 10 degr

286 nddh RERRIOT PFeTRRIHG. & ugfngaaro%ffaﬂfé%%a@fa{i 8@@%@%&8@“

atlicr&idlefostsd llype[rﬁﬁ%lgﬁla Iﬁ'ﬁld@@&u{a&' @vérﬁ@alﬁf Gvast ﬁfchﬂimg coronary
magnesi um sal t habi t B) from25 degrees Cto

eVdmg aeeserebratzasmlade@n@e sndatammy eﬂerycdasegm@dormmbrm@scular

PSS Qe AR Sah o PO

m&RMET MGREPBYsuoB prévefiion) 3€hction, Oh aea@diept.i ze the
pravastatin magnesi um sal t (hablt B)- The salt can be

characterized by any one, any two, any three, any
our six or nore of the IR peaks in
29 ﬁgﬁwéa“ GERE R "ot [imited to 1726, 1553
1459 1426, 1177, 1079 1039, and 827 cm 1. The IR
spectru cqui.red |ntransm 0
305 anphs G 43 salt P helgiTh 29y eHan Hhibiag P§B’g8’f i flaction
e@ﬁelu Bt B 8 Sh&in id Bi@d:e38] The sol ubility of
papravagt at ?dn&nagncg\g?bm garlet (habit B) in water was
nmeasured (via UV detection, 20-25 degrees C) to be

R ENEL RN TG IERENL NN —

she®HRA BigReb 3.To a 49 mass percent sol ution of
pravastatin sodiumsalt (1.0057 g; 2.25 nmmol) in
dei oni zed water was added 2 nol ar equival ents of

ropyl en I 0
3% e ca?cugngéi"lﬁ?f ér%%rél%éé‘,lvgﬂrﬁr%l ?t&hlg)%géég@gggﬁuﬂiceﬂpnsmg
peﬁH@itt)Z%OIMlZBOIBGIDIW ange add 885 em;'. crystal | i zation of
pravastatin magnesi um salt was noted. Overnight, the
crystallization was observed to reach conpl etion. The
esu
S0 A sty e Hingstich BRBYSREI, Gulifm BHRREIANTL
characterl zed by any one, any two, any three, any

f our fiv r.an of the .PXRD peaks
34 Fitsirelein Sithel Halhdo: WRreIRSHOSPY i ac,. 55,

6. 97, .13, 10.87, 11.81, 13.21, 13.73, 16.31, 17.49,
18.55, 19.15, 20.73, 22.69, 23.71, and 24.97 degrees
3%- th«emg(lﬂngalsallwﬂmaaaﬂ@lmol | ect ed) The peak observed

at 31.710 degrees 2-theta corresponds to sodi um
chloride inpurity. [00201] DSC was run (on pravastain
36TRgNEd Mgt saltf TRlAR IBegheeh iCeklabiROVpeRaroesay@iditaction
10 de%r ees C/ mnute, DSC showed an endot hernmic
steefipllytas shown imbBiggegldees C (See Figure 23).
[00202] TGA was run (on pravastatin magnesium salt)
from25 degrees Cto 280 degrees C at 10 degrees
C/ mnute. TGA showed about an 11 percent wei ght | oss
bet ween 25 degrees C and about 150 degrees C (See
Figure 24). [00203] The solubility of pravastatin
magnesi um salt in water was4freasured (via W
detection, 20-25 degrees C) to be 17.24 ng/nL. Exanple
7 Pravastatin Zinc Salt [ 00204] 2 equival ents of
pravastatin sodi um di ssolved in de-ionized water are
react ed W|th a sol ut| on havi ng 1 equi val ent of zi nc

. -~ = ..




[00210] Figure 30 shows a dynam c vapor sorption (DVS)

i sothermplot of the pravastatin zinc salt. This was
wa@eovploeteesl at 25 degrees C and the data show apQr/aswas/027815
increase in noisture sorption. [0021 1] The solubility
of pravastatin zinc salt in water was neasured (via W
37det &bt nmgnesdiin 24t dibgaiee3s, herdin teexBithts ampivder XEepdiftraction

patf5B SOET BERRFDS T S Sol AR To bl £b 1972 pt Akt A7 51
131581 & Enspendesly] 3B, A EH3A1G:4 gl M Xt ures and

pl aced 'in capped gl ads vials. Each suspension of
pravastatin cal cium pravastatin nagnesi um

ravast atin.sodi or avast.atin,zi.nc in 87.13 .. .
38255 105 6o Rng kel S5 A 1) St By difraction
patt€f kebstdditlally washowaeiel Figurgggsur e degradation of the

pravastatin salts. Figure 3 1 shows the stability data
(percent |actone) at 4 degrees C. Figure 32 shows the

3951 nd ne B srPEE AR 30 AN A SN Ry afBosion

paﬂteﬁntcom@ﬁyﬂng Ipe%b;a_utl.ﬁ,d 089,018, mfzzu;ero.a% mglgsmgj gw:;a 1837,
shows _t he stability dat rcent other degradants) at
1749 %éa£313€20- ba%%ﬁ&ﬁ‘gzéﬁﬁée%rﬁ?stz'gﬁﬁ?ears to be the

nost stable.What is clained is: 1. A pharnmaceutica
conmposition conprising a statin and an onega-3 oil. 2.
40The Thhanagaesunisalabf ceimpds, whepein df exbitaismm powdeh Xy iffraction

aid statinis a t . mac Lcal co sjtion
vedGhspenngprdvasiar oL ulh TR of Reed TR
pharmaceuti cal conposition of claim3, wherein said
pravastatin is a salt. 5. The pharnmaceut| cal i
41 ¢ onposharmeeeuditalcomipasition pHapesing dei ragngsinm sltf claim 35.
cal cium magnesium or zinc salt. 6. The
pharmaceuti cal conposition of claimd4, wherein said
42sal tThesnapnedivialselnbf slaint 35, Avhekbia spidaniacayitaitiak.
conposition of claim4, wherein said pravastatin is
chemcally stable. 8. The pharmaceutical conposition
of i i.r_ said onega-3 oil is an onega-3
43éthg*éggké¢9yﬁgwéﬁﬁgnbharnaceutical conposi tion of
claim 3, wherein said onega-3 oil is an onega-3

triglyceride. .10, The pharnmceut.cal c Sit]. of
o] o TR RE RSP i A5 BHEBHL STUT IS BT Se dbAPaiep patten
subdithtially 39 siRRPAtFiphEeb. i s between about 70 and about

90 percent by weight. 11. The pharnmaceutica
conposition of claim3, wherein said onega-3 oil has a

rati-Q of EPA: . from about. 3:.1..to about 1:1..12 .T
45p har SR SRR goT e ai iordhi PR RS et Batern
coﬁ’%ﬁ%g?eélts' at N3, A560.58) 1af34EPAODHA. T4, ap188bDLO1,DA;5Y, il

about 5:1.13. A pharmaceutical conposition conprising
26pd4egraeabithetand an onega-3 oil, wherein said onega-3

oil is present in an anmpbunt of about 500 to about 1500

ng and said pravastatin is present in an anount of
46aboultheZidcsaklod ulaird @8, whereihvdit extilsityhpowidee &stayahiffraction pattern

conposition of claim 13, mggrei sai ravastatin is a
COBRFIPING PSAKSPA ] T8 s et Sh el S ioges LrtBRimor cl ai m 14,

wherein said salt is a calcium nmagnesium or zinc

salt. 16. The pharmaceutical conposition of claim 14,
47wherfe pharsmceltsal dconpwsidiodicenipesing $lad zinc $ait of ttaim 43.

phar maceuti cal conposition of claim14, wherein said

salt has an aqueous solubility |less than about 200
43my/ nithe 21 saltte cRBAUBIREREInCAld ROTPesktilpe. of claim 14,

wherein said salt has an aqueous solubility |less than

about 50 ng/nlL. 19. The pharmaceutical conposition of

claim 14, wherein said salt47s crystalline. 20. A

phar maceuti cal conposition conprising fluvastatin and

an omega-3 oil. 21. The pharmaceutical conposition of

claim 20, wherein said fluvastatin is a salt. 22. The
pharmaceutical conposition of claim2 1, wherein said

R R N R .



32. The calciumsalt of claim?29, wherein it exhibits
an | R spectrum conprising peaks at 2360, 1728, 1561,

wa4eb4/0176986, and 855 cni'1l. 33. A pharnaceuti caPCT/US2005/027815
conposition conprising the calciumsalt of claim 29.
34. The calciumsalt of claim29, wherein said salt is

49. cr yA digjalgnh galt afprayesidinesi um sal t of pravastatin. 36.
The magnesi um salt of claim 35, wherein it exhibits a
powder X-ray diffraction pattern substantially as

50. sholie dimalEmg;ahe,f Rin3 29, Wikeeinmgideslt has smbqueots silability3sss

ere hlblts a powder X-ray diffraction pattern

th m@ﬁﬁ??g eaks at 4.57, 6.97, 9.15, 10.87, 11.81,
13.21 5 13.73, 16.31, 17.51, 18.55, 19.17, 20.73,
22.71, 23.73, and 24.99 degrees 2-theta. 38 The

51. magh eedthed efpireventing, raduviigs Or tpating efevatedeklenterad levels,

r .X-ra fracti attern ant |
ato RO P it R B RS AR e B ifEpqponary
evedB anWaereBiovasdulLxhédH, afd aoﬂéﬁﬂi@%&tefsr digdasé hid/ ok dtaovascular
pattern conpri sing peaks at 4.57, 6.99, 9-13, 10.41,

dls@@e Bprovidedby aq;gmlsgermg@ cajciung sl \pf clgim 2@ to qglaggnal in need of
; 25. 01 degrees 2-theta. 40.
sucﬁﬁre]v?@r%u%gggdaurcﬁéél E%“?‘% aim 35, wherein it exhibits a
powder X—ray diffraction pattern conprising peaks at

4.57, 9.13,. 13. d 20,71 d
52.9. A%ﬂh? BY§ERg; re% 5 OF Predineiey 2 e&ﬁ@lef’ifﬂéo%evels

ath%&{'@r%% g rﬂy\%ﬁhfpl&frm& | c%fd?&x?ﬁ@culfx%vef[@ %n&@ﬁ;@@s‘é '1hkm1cﬁﬁ torhary

el n Sald salt 1Is crysta i ne. Zl NC
evest| mdcct‘rebrmasﬂ'cateymts,zmd cOioparyi antserssénscasgﬁn@’i)mmhtgvascular

wherein it exhibit owder X-r
disciip eyt By AdBintesthe s e destirb st o o U p Ry
nee@fofGhéi {%éé’rmoﬁﬂ%ﬂ@dtiﬂm' r teosbh&itt s a powder X-ray
diffraction pattern conprising peaks at 3.78, 7.56,
9 58, 11.34, 17.05, 18.76, 19.80, 21.91, 24.57, and
t [
8 é{‘gﬁ% S@rﬁg%ntu?xg I%duclh\?\% 0-1“&@ t{ﬂ%ﬁ \f‘a?%(fr célggels%hﬁggoetfsir
ath@@%léﬂoSﬂsﬁ]@pl@ﬁﬁﬁ@enﬁh c&rcﬁ&vas&’ul&ﬁeveﬁts&'aﬁd dmaakeiﬁﬁcl@&ing coronary
degrees 2-theta. 47. A pharnmaceutic it

J itiaqn
eveatrasdi @rqbgowaﬁféﬂ%eﬁem%@ CETONAYYATIH Y 156%8 'E&ﬁ’écez&ﬁevasculaf
dls%%gﬁ V}%’F}Vﬁ%@bg‘a?ﬁ ﬂn@ @dlfjoisd?&ﬂn AP0 hahplal iRed 35
ent s statln The dival ent salt
sudhfpre:deatlnm,ét@duqtnbn,rcmmammrxﬂ sal t has an aqueous
solubility less than about 25 ng/nilL. 51. A nmethod of
preventing, reducing, or treating el evated chol estero
| evel s, atherosclerosis, hyperlipidem a,
cardi ovascul ar events and di sease includi ng coronary
events and cerebrovascul ar events, and coronary artery
di sease and/or cerebrovascul ar disease is provided by
adm nistering a calciumsalt of claim29 to a mamal
in need of such prevention, reduction, or treatnent.
52. A nethod of preventing, reducing, or treating
el evated chol esterol |evels, atherosclerosis,
hyperli pi dem a, cardi ovascul ar events and di sease
i ncluding coronary events and cerebrovascul ar events,
and coronary artery di sease and/ or cerebrovascul ar
di sease is provided by adm nistering a magnesi um salt
of claim35 to a mammal in need of such prevention,
reduction, or treatment. 53. A nmethod of preventing,
reduci ng, or treating elevated chol esterol |evels,
at heroscl erosi s, hyperlipidem a, cardiovascul ar events
and di sease including coronary events and
cerebrovascul ar events, and coronary artery di sease
and/ or cerebrovascul ar di setke is provi ded by
admnistering a zinc salt of claim43 to a mammal in
need of such prevention, reduction, or treatnent.



