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(Car ch Int Med 226:27 1-276, 1989).
[Oooé?g¢ﬁﬁhﬁébﬁgffsn1of action of niacin is based on
[o0é2]mul Nigelreis ©hé efths otdest dr@g:sprsed ®i treatdyisiipideminandl n

di pose tissue, niacin i hlb S pal ysi 5. .of
ﬁqrgﬁiﬁf’fe%w s By ey MRS gt 'f%orﬁiﬂes&g’fle&s alligig parameters
(8L S 41T, APSIPBIOLhéHh Bfarrnﬁﬁv §42398Y559C1 955 Kﬂoﬁﬂﬂ Gln{ .V ‘@Fdz@lnd
decr eases he?atlc tri ceride S¥Pthe3|s

§:24U-38Y; 1198)- Rfipeipis éao‘@sto inggasy HRlr Gtlgeel (1\% i Wamt fpwers
fhe f@\'f@l@%f&félﬁ!g)ﬁ@@é’l%?}l%% ymmahéreeucas RiyIRCtERG @Did% td%0%

synt hesi s an fication fatty acids n
@lnopp At ale Messioliom 34rﬁ46f660v@§é, ‘Btgal ani@rmbflfil%@t Med 154:73-

??122 B a% W%Egdrgngugojlrchrfntng\z $4 P(fS 15038 hﬁ)@?g It ﬁg gl%ﬁlﬁcantly

i cTh accounts
redubes Bg(a) Rivels ebyabsut 4a@iansal @@l pplvadnced PL6:2T1-274, 11989).

B, DR 8 AP Pl LRl
RprRés ntthboliemf Tradipesedissue| adin ihibitlthapsydis bfitrigkerides by
éo%mgrrlg seetn51%|ve ’llpé]se which reduces transport of free fatty acids to the liver and
decreases hepatic triglyceride synthesis (Grundy et al., J Lipid Res 22:24-36, 1981). In
the liver, niacin reduces triglyceride synthesis by inhibiting both the synthesis and
etherification of fatty acids (Jin et al., Arterioscler Thromb Vasc Biol 19:1051-1059,
1999). Reduction of triglyceride synthesis reduces hepatic VLDL production, which
accounts for the reduced LDL levels. Niacin also enhances LPL activity, which

promotes the clearance of chylomicrons and VLDL triglycerides. Raising of HDL-C

levels is caused by decreasing the fractional clearance of apoA-I in HDL (Blum et al., J
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LAI - 30226 87vlidin Invest 60:795-807, 1977). This

effect is due to a reduction in the hepatic clearance
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spread the niacin release over up to 12 hours have been associated with less liver toxicity
but still suffer from an unacceptable level of flushing. Another approach to reduce
flushing is to dose the patient with aspirin.

[0008] Several non-steroidal anti-inflammatory drugs (NSAIDs) have been shown to
inhibit the synthesis of prostaglandins by blocking the enzymes involved in

prostaglandin synthesis. Among the NSAIDs, in clinical use are aspirin, ibuprofen,
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prost agl andi n synthesis. Anmong the NSAIDs, in clinica
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approach a concentration where it has maximum efficacy, and further increases in its

concentration will not be any more effective. In some cases, the dose-response

relationship can be more complex, for example, further increases beyond the
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concentration will not be any nore effective. In sone
cases, the dose-response relationship can be nore
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of dyslipidemia.

[0018] In one aspect, provided are pharmaceutical compositions comprising niacin
and an NSAID or equivalent that reduce niacin-induced flushing. NSAIDs suitable for
pharmaceutical compositions provided herein include, but are not limited to, aspirin,

sodium salicylate, choline magnesium trisalicylate, salsalate, diflunisal, sulfasalazine,
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phar maceuti cal conpositions provided herein include,

but are not limted to, aspirin, sodiumsalicylate,
wehb@bisg3magnesi umtrisalicyl ate, sal salate, PCT/US2009/003119

di fl uni sal, sulfasal azi ne, LAI-3Q@2687vl ol sal azi ne,
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C e T AT ERR TR
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ragro%?l?t:ﬁ:tles? ggvnrr;rg a specific aspirin release profile wherein aspirin is present in an
amount effective to reduce a cutaneous flushing caused by the niacin, wherein this
amount is about 80 to about 500 mg.

[0023] In another embodiment, provided are pharmaceutical compositions

comprising niacin and aspirin that reduce niacin-induced flushing wherein the total

aspirin daily dose is released at a rate of about 15-100 mg of aspirin/hour for a period of
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[0023] In another enbodi ment, provided are

phar maceuti cal conpositions conprising niacin and
W@eponia13t hat reduce ni aci n-i nduced fl ushi ng Wh&r/E52909/003119

the total aspirin daily dose is released at a rate of

about 15-100 ng of aspirin/hour for a period of
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YhRHRIHY Racht Ml Bspirinthat reduce niacin-induced flushing wherein a subject is

predosed on the day of niacin therapy with an aspirin regimen, wherein about 90% of
niacin AUC is not released until after a period of time of about 1 to about 12 hours of
predosing with aspirin. In another embodiment, about 80% of niacin AUC is not

released until after a period of time of about 1 to about 12 hours of predosing with
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predosed on the day of niacin therapy with an aspirin
regi men, wherein about 90% of niacin AUC i s not

wo edoeaswel until after a period of tine of abouPCWUS2909/003119
about 12 hours of predosing with aspirin. In another
enbodi nent, about 80% of niacin AUC i s not rel eased

ahugltrm fugo%ﬁer crilm%g‘lt é_!ﬁ%e%%fﬂﬁ%gr%k{% g‘f niacin lsolFSﬁ tl}an 10% of

pre osmg Wlt aspirin
@nat trail aéeibopkrivdf timelud apduad nealbaun d 2 hbua ol pfedﬁsﬁng’lwah lagpirin.

is |es 0% of Chnax until atter a period o

g Lo S PR G he PRHBPLCeB ARGy I fian 2054 6F Cax
wSiPhftdr: pekiBd BB BPABMRE 1 @ARdt MERdurs bHfred@d st With aspirin. In
concentration of niacin is |ess than 20% of Chax until

aapther erbosimprfgaspirin pradosisng ingudps 114 daysghapirin prefeatngntofSuch
ﬂ?&?%ﬂﬁéd?% afus a@ﬁﬁhgld@e gt gxgagga P&Ease q%ﬁﬂh ftfHulatBRP! 1N

predosi ng rncludes aspirin pretreatnent.
[80ZH prbt cvreadtrrtmdtmqma)prm«lﬁdaiﬂ a combidatdrefopnulgsiorthdedtcreases

RS TR DRk BB R LB s o

deftaintiagl. andl n D2, prostaglandin D2 rret abol ites and/or

Prostag| andin E .abolites to a certain |evel, [0028
PR o oty P TrIREN. oS e soEmbim g st That reduces
flRhie loR Flusting MednsityPUCRBtainl pefdeht dn @hothérttiibodement, provided is a
i nt ensi t;f/qto a certain percent. |n another enbodi nment ,

Pmbinaden forqudatiop SRRtARINEAdbINA ASBIr o habisAkees Husiyng to a certain
PR, rln%'ﬂ@ eABBdifrleR, g gn&ﬁlﬂ}féﬁﬁg uﬁtkﬁ%?tg @deh&d Kca%ﬁtai'o%

percent. In one e fl ushi
abneteiSh.t In dns embddicedt, flpskibg istredi@ed by aboutl 0 &O%out 20%ndn one

ushi,n S u

SR Hsning ERR341Y obBH AT a8 0% 10 Bl AR

fA3hing 1saxkedu¢ed4@°ébodtm0<m abanibo%hi. e bhe erflbcuﬁllnbmgﬂuﬁmg is reduced
uce 40 to about 60% I|In one enbodi nent,

bfqu?fgh‘i g‘OaQO‘F%'é} dted by about 60 to about 80% [0029]

jpozgjet BNwk BRdth& RRPAHIMRIAL, prdviddiisle dombinatirofobhilatibrdthat
formul ation that reduces aspirin_ side effects. In yet

redrsenespirghpdariist In yetapptetemiodimensnpiouided b combination
fHRAGHGH do‘ﬂfhuﬁgghﬁblﬂ'aﬂg aﬂin‘?&ih@t r%ﬂﬁice@%@lﬁh Sidt Bttt eﬁ%gs

aspirin si de effects one di nent, lerln sid
@f@d@@tmﬁmrm@m@é@ct@we&md Sy abpua@éwbcsm % dn o

FRAIME HopisaflestleB il apRILaEl indth3 (b BEMR 3N oiPOC ¢
mlﬁ)dgimdmﬁxtsmrlb)slchbﬁﬂtts Iﬁtd} reducad bymbdl(ﬁ%) td abomn &0%. Ina ck)Jneu
R ibirBoe oo pi Tafiss bl Attt Sa Lo iR Sup 1RO
edftollthént, aispirin Qe Edctd Yrearbduttd 60 absut 80 wsbo&osﬁ%[ 0030]

| n. anot her enbodj ngnt, pro d is_a conhi nat
PO aln anstheR gxp{)ﬁ@p@agrggwe ?s a c!omb?natlon f<|>rmule|1t?on that decreases

the niacin treatment drop-out rate. In another embodiment, provided is a combination
formulation containing niacin and aspirin that decreases the niacin treatment drop-out
rate.

[0031] In another embodiment, provided is a combination formulation that allows

the niacin titration rate to increase. In another embodiment, provided is a combination
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the niacin treatnment drop-out rate. In another

enbodi nent, provided is a conbination fornulation
w@oewa#21Bng ni acin and aspirin that decreases PEEUS2009/003119

niacin treatnment drop-out rate. [0031] In another

enbodi nent, provided is a conbination formulation that

[ the ni.acin titrati.on,rate tq increase. |n .
DirafIRGy SRRaRe™ P SRdR LT 4oy s dag BT gfion e to ncrease.
ThAhe 3RABEAMBHty tHeatiatin airativn rawid iatiehded byiadoutr20andbout 80%. In
aspirin that allqws the niacin titration

) ate to
IR Embadignent. heghacia HBUPHEIFR IS INCFRasTH HAPRYY 1041 2bpi #0741 one
dnSbod MR AREHiabY: tRRAYA reADistiforalktiby £ 40 & D6t 60%. In one
enbodi ment, the niacin titration rate is increased by

catwdimeny thonigpigditrationsats s ivpaeasechyorhontel to abret #1%ci n

5 ¢ co . o
PO, Bl P ok BodfERL BRERCY £tfihndion Brhilich (ilihiows o
patientea sdetatoy lgeno@oftaspisibo it a0 ethBEB@ENt proaived fies
SrRotREoR s PR <P Pl fa R PP afel P e
Higheadedehrasgifthodi ment,, provided is a conbination
R AL T R R T

Palle@NS IR A HIBHY: dofy AVHiARH Than@h&Qmtoddhd®provided is a
formul ation that allows a patient to tolerate a higher

epohinagipn frawiation cantaindigacie pisbaspivirthat allpywe p gatient & tglerate a

ﬁ%@h@%tdf%ﬁhcfn‘?r mul ati on containing niacin and aspirin
that allows a patient to tolerate a hi gher dose of

[9034]i n. I Hi08%} emhodimenty provetet) axti pharmaceptical ¢ ahapbsitions
harmaceut i cal . conposi ti.ons conpki Si ng. ni acin/ Al
O AE AR SR e gl LR el o (RRRing, frther
JoutpriBidg adipigeloveiring déud othérdhdnoniguin.ng drug ot her than
iacin. [0035] I.n one enpodi nent,, aspirin, . . .
Dol T BtbodaTly BN PR S REmBFO PR it Tes o
BRtaRicfest® bBRInaS fofAula@EPEInTIrRthgltWo typep 86 mdroparticles with
mcroparticles with different release profiles. In

differenierelcaseteilsenin angthsy prakedimentaprogidad s fogmulation comprising
&f?trgp%daﬁﬂaﬂgn af Hi&é}gar?&lgé"ér@td RBorff o RHAPES thictdfaficddwhRerein

seco popul'ation of mcroparti s, wherein the first
tho fist popudationfof micnopprticies &l ansaspisin dermardgsion ihaving g dinstaeleens
havi ng a first, rel ease ' . r.ej n:
Sk SRR MERLALPur ORI Bl oA
haitiggeeorsiaeloadt prefile askerpinahd fist popokatien of miveopartides and the

OB Bl P PR LGBt oo popul et on
03%]i deth érie embodim@it,girbwited s QIfeintulftidnSaRSdih bM&ensitive
microparticles are used to control release of aspirin and niacin. In one embodiment,
aspirin is released in a pH independent fashion. In another embodiment, niacin is
released in a pH independent fashion. In another embodiment, niacin is released in a pH
dependent fashion, wherein release is slow at a pH below 5.5 and release is faster at a
pH above about 5.5. In another embodiment, niacin release is slow at pH below 5.5. In

another embodiment, the pH for release of the niacin is about 5.5 to about 8.0. In one
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m croparticles are used to control release of aspirin

and niacin. In one enbodinent, aspirin is released in
w@2@bit421dependent fashi on. I n anot her enbodi mePET/US2009/003119

niacin is released in a pH independent fashion. In

anot her enbodi nent, niacin is released in a pH

d dent hi wh | t H
RER S el e i foGolerafa pREFalS il 53 Dfione
dmbodirhéht ABRARST iy Higddh NEBster 20 el that'ie h@a@abba 6$0 aw oak

pH bel ow 5. 5. |In another enbodi pent, the pHf
woéawtdﬁlem@f tieppgin sfasigrpi e Pl thatis a%&@?% 605 Ippne
I reiégs%?o@%?eVA £Th QL B  pHEhSAS ﬁb&fe abB& 70. Aniohe

is faster at a pHthat is above about 5.5. In one
eamhedinensreleasef dhesiacin istfasterrit g Hnthptgis ﬁw@bow % Ipiane

etnﬂﬂ)tdlrhélt arQl%Xs% Ql?e%xac(?n?‘ fagt&ﬁq gﬁ)Hetﬁptqg hlg@gtabmg%l gase of
the nfacin is asera out 6.5.
[083Hne bnbhedinbediment, eplrcsadmi iof fermilatioaciomprising astigtureadf
a pH that is. aboye. about di t
Pl e R)e 2R SR rbroparliplsp Mo fHRaEasE R AL ayp s
;a@@luﬁuﬂseﬁaraiea Deneashitdim@itthe iplirgamrefartidles dndaled mladis
faster at a pH that is above about 8.0. [0037] In one

BifERpartinissere m(nswefdl at thegamg time agiong forrwiasion §?%@bl%?tlon

fg}rﬁﬁlﬂtﬁcﬁ))q{avﬁ%@ lhg ﬂm@‘b@ﬁ%ﬁ%léé&é 8Bthedflddl &ESRE embodiment, the
mcropartlc es SO aSpIrIn and niacin are ke p

formpalpiéen llsyd@epmrad @tobedtlme oni thppyliingent , the aspirin
[ﬂhd% oDafrI (J)n% oﬂﬂlﬁen& g> oﬂﬁ&ﬁk 9 pmrﬁ{agaf%{cgf & sﬁ?\Bﬁ wherein one

ni stered i me as one fornu
dapsuibomabletin ufaalrtmokadlyi pmﬂ)e,at hpaxlengwah hspirin ambthbtepmeh a

BT ot Qo e rEPEHTSEL BREAPRAC b oPft qpaprise
rﬁil:ﬁfpaﬁ@:les[o@gﬁﬁ]m bl ReopaFttiofakicin mﬁl‘gldﬂﬁd’emtsdlaolutlon

‘gllrrraceutqu lfcorrposmlon wher ei.n, one or . . .
Rrgblest Dpgtofhg gﬁwwawlwrﬁ 8t é%&'“'h‘sﬁs ?Sé Fa 'Eﬁhe“ niacin 1s
reRRicHifle2 P ckitBplepr ovide a patient with a niacin dose.

I'n one enbodi nent, one capsul e or tablet conprises

%1l ¢ hoypaplterarlease of thesispiFinn and ni croparticles of niacin
[plﬁyé NG flf J GhRALr e ﬁ-lb%ﬁﬁ%éﬁi' P8V i ln%ﬁmdpfb‘? rédﬁcﬁxg%ldcﬁg

inmacin release irinis released earfier,
inthend ﬂludun@comprrssimdsemsleangto a mb;eCtaa(ahmmeceuzcal@omgmon
cg)ﬁ{?g%mrﬁéhﬁ%%g?sgmndgogmgr énHe{q ﬁ%‘%’gggg UC|1¥1 a0% ol'f%l;plrm of
dboacnondow@d00 higs fin pgt anothpr ¢rﬁboﬁjmadnpmvﬂb®anengethoms dor
It1.0on conpril

ect. a ph tical 0 n .
T aS TR R UOGITg SCEur BRSBTS 2 boreh Fgapaeputica
a§Rsifibn aShpriding PhiadiRLiriBdodifg AlpAHn MHRisg a tbidl ¥Aly dose of

anot her enbodi nment , dor ovi ded are nethods for |

aspirin of about 80 to about 500 mg. In yet another embodiment, provided are methods
for reducing niacin-induced flushing comprising administering to a subject a
pharmaceutical composition comprising a niacin/aspirin dosing regimen comprising a
total daily dose of aspirin of about 80 to about 400 mg.

[0040] In one embodiment, the methods provided herein comprise combination

formulation, wherein the total aspirin daily dose is released at a rate of about 15-100 mg
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reduci ng ni aci n-i nduced flushing conprising
adm nistering to a subject a pharmaceutica
W@ 09p0%$i78i on conpri sing a niacin/aspirin dosi NBCT/E/100¥003119
conprising a total daily dose of aspirin of about 80
to about 500 ng. In yet another enbodi nent, provided

e .net hods for.r ci.n i aci pn-i nduced. fl ushin .
ST bpoantidCiip e Pl [ ortanfredingtife Rbthops provided
He@dil OShpriisery dé?ﬂi{ﬂ’faiitisia i | lagioaebm?ia&@im&qﬁn @Irmfsaspginc @ggﬂéﬁﬂhe
co rsin a ol a al 0se 0O asplirin o apout
tp@{%aam dar%@@*oﬁi;‘.s rfle%m@)]ay 3 Wteoqf@b%égli%ﬂs of gspisinghoup gﬂé

RREiBY blgs N Riuls. conpri se conbi nation formulation,
wherein the total aspirin daily dose is released at a

(0841 of Inetnsiembrgimeno thymethpdgmovidedhirein campriss aniasinfaspirin
Jhgma%a&?crai c%inrgffsg}éﬂ wireifl tﬂ%qgtﬁﬁasg’r& &&ﬂﬁg%&‘é‘%g 9&@%@& frof e
net ho e I nation

S provi ereln conprise a co
doorpositian basad oorh aspitimcelensapiofileamntie@spd0% of aspirer dosa is dekeased

total aspirin i ose i5s. rhele d at rate..of
SYBLE perRr el et SRR bR R afsi BSh g s
cdpagitios:.. In[thtt ethBodimentetia @sthliily dodeof a8EitiA@dse is released
rovi ded herein conprise a niacin/aspirin o . .
thecompesitian bassAeB SFRITIB FrlsaRePEfife, tMhgreim?yp ofaspinin dose is

Rbded oVaSEPdriDd ot tiRRTTAbS 2T bkl $6 HBES 1l WInP AfRMisBBtion of
an aspirin release profile, wherein 80% of aspirin

tHoswnposition| dmzeidnother erabqsémensdthefotalidady desepd gsnirip istrgleased
L ow il e o o

Bl chhpaso bladh M AR b2 Bk pnoniraton i
masse io greaepihan 3%lofsE@mis over lagagedtiof e f dbeutd rpaboiut 16lmurs

sed on _aspir.in | ease pr.ofile,.. wherein.90% of .
805 e AonBEaon oL e S3ERoBHEH 1a S ARGHE epicHyytne ot caity
c&iﬁ@bli asgirinds addéddéd ﬁﬁmhmlécﬁnﬁo@irt]iloﬂ\hhﬁg ogﬁﬁﬂ)iﬁhséléﬁte ipﬁfﬁlé),lfwherein
t he conposition. In yet another iment, the taota
HRINPPORGERaAN g giAspars s@a%iﬂ*égé%grg? XGHE RBARASST st
RBFETUBo @SB Houfs foRbR RS dRiMthiBn oMM rcSJnEoﬁﬁ&{. MMinfdne
concentration in plasma is greater than 5% of Cmrax

emhodimenser pesigd of timengupto 24 04ts- 2 to about 16 hours

owi o ) oot oty
04 ey e B BOTAE G hedhelhl pRRARAHI i Pombiiseitcrtof
mredosmgediubjectwitthan apiTposginenonidbeday afmiassptheiapy rwthesein @bout

Lofkl.e. ein aspirjin. copcentr.ati [ a '
bR5ifeip AL Bt B oede e 3BE PGB0 b fmsibe PO g bouc 16
ledoes st pedosing Bdthitaspitinh O sisothied lembodingng dbowun i98va @ftniain AUC is
t he conposj tion. In one enhodi nent, a iod of tine .
ol RUGREOTH P ol GBRTE O AOHRG L RSt B ahpredpfils with
AXPiriRO US aliit e DA ditRE ithe SIBIRT dohCerfrafibeBf MhciR isd@hdil % of
subject with an aspirin reglnen on the day of niacin

Cmek larm} ,aftmeéioﬁ of gggtof gb% @fto abayt |1ﬁ hoyys of predgging with aspirin.
@%ﬁ@%&r eibddim@he Ble pashfldoRnBhtidd dFhiffin RO that 20% of Cmax
until after a period of time of about 2 to about 16 hours of predosing with aspirin.

[0043] In another embodiment, the methods provided herein comprise a step of
predosing a subject with aspirin for 1-7days before initiation of niacin therapy. Such

pretreatment may use an immediate or extended release aspirin formulation.
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hours of predosing with aspirin. In another

enbodi nent, about 90% of niacin AUC is not rel eased
w42t er a period of tine of about 2 to abRCEk/UIB09/003119

hours of predosing with aspirin. In another

enbodi nent, the plasma concentration of niacin is |less

10% of ..Comax,until after, a, peri.od of .tinme of about ..
i034) 20 ot i Eimsp, BBy io Riib piRotey i hspirin
dustrighegimeabihdi rede, nidcie induesiftushingcRifthécdonpihisidk anipdd-ldwering
S Igés than 20% of Cmax until after a period of tine
dre gistthan niaging oyt 16 hours of predosing with

OS] | Nin 4AAEBEmbodiARAL PRIVIRIRAMMEMBAS fof ﬁ@uﬁﬁé BOEsst one

provi ded herein conprise a step of predosing a subject
camnengr oif therflysbing sympteps. e prateeriepibpdiment proyidediagengthods for

AR5 A RO 05y -
B&iEnt 4 @dabijation femuildtion centomahigmiadin andhaspiret. dese symptoms

provi ded herein. conpri.se niaci.n/aspirin .dosin .
REGH TR Cerd Ra RGO RruR G s WA BRRA e ey feyespie
séﬁmﬁib%lﬁhm&aﬁ/lih%pérﬂathqngé’ltlherﬂ{hdr ug otge(r]I t han ni ﬁcijn.f

45] | n anot he odi nent , rovi are net hods r.
fﬂggﬂci nt %rtoﬂ?eé 5@L°§H’§“% awd&f?é ﬁ?e laFthP%efOf figFEqesing prostaglandin-
)0 e ffeb 3. HNAIARY cABBAiIHIHE BlovikdQYd Mefodd Br BREORMGS

for reducing at |east one conmponent of the flushing ~

Rrpstpglondin-ciarpd pide aldechdeammrisingradmynisteriag {9z pasiant acombination

§W5QQ{ éo‘?ﬁhiﬂiﬂé mk@tagggsﬁggﬂt aining niacin and aspirin.

ese synptons I nclude, but are not limted to,

i084MHe s s [n amther kmbodimghi, prpvided @hd methodsfionderggased discontinuation

fever-]ike sensation and craw ing . .sensation qf the

SR e T B R MRS Bl R dgtRasea

disdoncialsatibn bf AAcihersinitgt fommrisag aindhidtedhg@tedpaietdea combination

fgffect.s. I n.another e odi.rrept, gr ovi d(re[gD gr e met hogls
BPUlaEYT entainige plageag PERIER n I ¥t arethersmbedigrent preyided are

SONDBAY BF Hereastidl patisdtRbmpHarce vathahdi® tatMeRtO TR bRGthdron

fornmul ati on containing niacin and aspirin, [0047] In

. ; : 47] 11
apkpdirasntapiBydrhirs methnds ordaereased ptanhertarliagee Witk nged
tgé %Qﬁtcbﬂkﬂﬂgihg thﬁifn(iasggrg%g@ a bhGdk TRDhbinkiforPfARh i ion containing

r?bodi nmen pr ovi d thods for decreased

wirgoard aspurEt i on of niacin treatment conprising

IR, 3 FARs R RREh, By SATRLAR Gp RGeS
leydealglsistpridr, to fitis aleade tromr an areltdosabe foom. Innmothes edbg@himesnt

conpliance with niacin treatnent. |n.another . . .
RBOE FrE e Os SRR LOLSP RE Y drbys Ay ngsutiony it prigto i
eRA fré @R oWl UbsaBt B Th afethErsmbod it p2dviged are methods for
adm nistering to a patient a conbination formulation
RIBYRNHPH pf]:gspmn hydrolysis prior to its release from an oral dosage form comprising
administering to a patient an aspirin/niacin formulation provided herein, wherein aspirin
microparticles and niacin microparticles have different release profiles. In yet another
embodiment, provided are formulations in which aspirin is treated with excipients that

produce microparticles with increased stability that delay, minimize or avoid hydrolysis

until certain in vivo conditions apply.
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niacin and aspirin. [0048] In another enbodi nent,

provi ded are nethods for prevention of aspirin
wWhywpoky3i s prior to its release froman oral POFE§®09/003119

form In another enbodi ment, provided are nethods for

prevention of aspirin hydrolysis after I ngestion but

r its r Se froman do e form Ln ..
T - Pt B oo s i RO BHGeg Birme of Rpirin and
AN, Qiﬁbhﬂﬁa@éuti%&lpjofﬂpﬁshﬁﬁfd Enysiing @sfphr@f aldniadis, Wlﬂblﬁ@%&ct
froman oral dosage formco r|3|n n1n|s ering to a
";&ét”?"e%?@“%‘i‘f“%‘é‘ﬁ?lrﬁ(ﬁ) mlt&EPrhawdgahmcaﬂ B IR 1ot en Bt limited
tWhQE&dif.aspirin mcroparticles and niacin
m croparticles have different release profiles. In yet
[@8fher Ireyes enothesremboginesnt. el idedeare erahdbsage fmms ohaspinis lor
@nﬁﬁ%dggtrl%ﬁ C+ g@sﬁt?o%ﬁ%nﬁglpg{é @k‘st v mf. P?ottecrl) Eg %'rlrkg g?s(%?, intestinal
(@lnirrifazien and Gl vad skigetffotty snctuding, biit rmehtmlledl ta, dysgiepsia, stomach

condi ti.ons 11 LAl -3022687vI [ 0049] .| e .
s v Bras S sision Weof LT mRT Ry egsunetE) plegcing
rSfdal Vemiging, thingidhtelevatio GhepatRinkgrats, BEpapicis, Rdyes Syndrome,
contai ning aspirin and niacin, which protect against
Fg‘f]‘ﬁgrle'f“b“ﬁ ntestinal (@) irritation and G tract
- ef {16t Sndthé&! etHod Anen? throﬂ@éd dré Bl 895a§9f0r91|s %?de‘ﬂ‘@h and
050] In yet another enbodi ment, provid are oral
rd@fé'&g’é ph@fm@setﬁfcala@mnoslﬁonmonpﬂﬂanmm artsiam\lacm which protect
QIHE’P&h hﬂ&%cti%%‘ Béé g aggglriﬂs H*hEéerbral"H&ké(?% éBﬁw?st lﬁahdé‘%ﬁ{ At
astro-rntestl irritation an
lgnitiel tof érrgmtmwmﬂnuchtml endynie (ASIE) linmbitas) atciaquzymde,py a
cer

a&g F?a(g}lgl{n? O%nrlicag\é %aag# hPégéPl?)ﬁlgtrls g:lllug'étgcsél gyﬁﬁgféggglcs anc? Hridsuric

agentst i ng, transient elevations of hepatlc enzynes,

tit ndrone tls 51
@@5’2 ano{f ﬁ%? %ﬁtl%ﬁpmpﬁ%lﬁ aods PQV"{fdg'é&]é" wﬂ} i3
RbcriseRiin H&taiKIdW.aR11Dral AosdzB %r‘m%@élhl thébcop® PR ididcRRsre.
containing aspirin and niacin, which protect against
drug interactions due to aspirin. These oral dosage
f or mpEPRIEED DRSE oNmted to, angiotensin
converting enzyne CI% i nhi bitors, acetazol am de,
ant i JOEELNHHONS ant i convul sant s, bet a bl ocker s,

eti Y, ' ' . ]
910 A e R RE BRI S it i BB ph-afln?
[b9545]| n ©heé tenhé‘asjmsmffneftedtol daetgibdaficy 1 do@l. Cle téinm “apain
rggteslgoqletest %crfsdegrbeut L1snnot Iillmlteg t(fJ galﬁzfyllct: di dslaFg)!lgr?cuamd phenolic acid,

gentisic acid, 2,3-dihydroxybenzoic acid, and 2,3,5-trihydroxybenzoic acid,

acetylsalicylsalicilic acid and salicylsalicylic acid.

[0055] The term “niacin” refers to nicotinic acid. The term “niacin metabolites”
includes, but is not limited to, nicotinuric acid, nicotinamide, 6-hydroxy-nicotinamide,
nicotinamide-N-oxide, nicotinic acid mononucleotide, nicotinic acid adenine
dinucleotide, N’-methylnicotinamide, N’-methyl-2-pyridone-5-carboxamide (2-py), N’-

methyl-4-pyridone-3-carboxamide (4-py), and nicotinamide mononucleotide.
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DETAI LED DESCRI PTI ON DEFI NI TI ONS [ 0053] As used

herein, the follow ng terns shall have the follow ng
wore@nilsg3l [ 0054] The term "aspirin” refers to BCEUS1009/003119

salicylic acid. The term"aspirin netabolites”

i ncl udes, but is not limted to, salicylic acid,

cyluric acid, .phenoligc a
B31GY it Erfrafiaes crditng® ol dP et RS ke andisine.
ADedgating 0 bihkBbe Mplisiatinga hllseasamlsdarc&n,dlstzﬁdtwbsauiseasb lafid/or
acid. [0055] The term"nja " refers to nicotinic
YEPEPmSTtherepte that i ta@“ﬁhewﬁtegfs%ﬂqnta§§x18¥%?<w&&§n but is

[0057) | "Th&@rth OthePipE@idally EifEctAE lafhouRt” ¢&tds A6 Haflfmount of an
6- hydr oxy-ni coti nam de, " ni coti nam de- N- oxi de,

astigoingredienbaifficiawrio implose pneer, mere @b thersy mptooisf shregaindision or

I
(ﬂ#dw& bg?l%g t%@ 59 'r\I;S d&lﬁé&?g& %gﬁ gﬁlglgg% (tl}zit Fc)>)c/‘5u,r v“h_out treatment.
[G838jy| - Ihepty:rm doaré}oSascalabdnsmﬂeef@tb-tpmart bivd vessel, and blood

| 3022687v 056
sty eags, SR YRR Fipor o AL ST AR SdOBE ¢ o

Ahdres¢iendsis) gngifif; deBem i, repddfPatihjog);: andlothek Fetsted 8i8orders described
nodul ati ng a di sease, disorder, risk factor for a

hereip ardknoryy t9thess iMthS @KL t her eof , that is a therapeutic

[B05HCt Phe Rfn eﬁj/s?ﬁ)idégné}%ﬂﬂri ﬂo‘&rﬂlsdr&q %i_?' lipdpisteinahébolism,
therapeutically effective amount” refers to that

inploding lippprateiraeermredyatign etefiriensyif Pydlipidemieompyipe maeifested
tgne%\% f) fhe Ytall RIS ttﬂémba(af' 1w erﬁquh@r noﬁ'%)Lg
e sé S ns

i Sord I'ng treated as corrpare tot
MEBteaﬂmppBwonﬂaMg lipapacteipntlp(d)2088T theheglyearide concentrations,

SRS TN N e

dﬁﬁ@ﬁﬁtradbrahnd/d&fa@bﬁd b@namﬁ;@lltpﬁpm&ﬁmaﬂy: tdyoudr one,
at herosc| erosi s | na, ezchem th reperfusi on injur
erg i

QR6dTor hahe eanspibarcarieprar e &l aperiod frosts RiRb zed
ISyothE BasRitioR off Q@leﬁﬁﬁatmfs?)%@]:s Jdonninifg BRoléhyesbl a‘hﬂdi@fﬂs@n the

refers to a disorder o oprotei n nmetabolism
inpermodt laxgr of gepyadlseif hargm@dpfl%fhwet%ﬁ aggriegef i ci ency.
| pI ¢d t |
(BYFL) P SEMISER TEbREGP RGP ErPi &L B fhan bl drug o
t@etalotzr) previoit e somdition orqeoBitionning subjegt- [Hapl mmp@entsof they( a)

l.or. t t d
élgb téa;lg a hl?eﬁa;{ylhrga)y c():rer% l’?(ﬁ%g g %gafél%i bﬁﬂ?hag%?o %al %?ms)ltlon
Theodregd aspbe aed G&ﬁltltaaécblmly (ﬁ'melah&htlﬂpo/kh onee!hhodlmngt, one or more

ol bASRES P LT e RE AT 5 S SOT T B YR g e L e
EInoR&ite bf HhEdral dosage forms are used simultaneously.

[0062] As used herein and unless indicated otherwise, “initiation of niacin therapy”
means the dosing time point or the presence of administered niacin in blood.

[0063] As used herein and unless otherwise indicated, the term “microparticle”
means one of the following: i) granules comprised of a chemically neutral core on which
the active principle (amorph materials, microcrystals or micronized product) is deposited

by various technologies such as, but not limited to, spray drying, extrusion-
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by the deposition of atheromatous plaques containing

chol esterol and |ipids on the innernost |ayer of the
wowdoba4081 | arge and nedi um si zed arteries. [00BQT/US1969/003119

term "conbi nati on therapy” refers to the use of nore

than one drug to treat or prevent a condition or

ndi tions subj e Each component
EOREniratero Al Deifie SHOMBENA by 2 AR OD oK o7 B N O of &
pHAAhARGEA 1 Gadepfa®RRASIpidn® (miNtlfes GF HEE o prbidxs Hya®Philic

S|nultaneouslg or sequentially. In one enbodi nent, one
RYYTHReSs andyaxash ap Hgtpd %ﬂb@eﬁbﬁrﬁ?tﬁ@@t‘?ﬁ areglegerihed by | n

&th igdreed ] € cRhbteli BG QIR Pcﬁlﬂ} d
l?ﬁe %%EF %gsabgﬁﬁ%?%gﬂgpgé sed&sfnue 2§ously ﬁFOOézlonan
Rixed sad egngomeximenintessl withla ouxter Qﬂphmmcsélcally acceptable
eﬁ%ﬁ)lri]e%nltsg(:rﬁigﬁree%%;’ gl%éj}m }{]ob'icP oerrha/%}{or?hq‘fc te:Ese %lrg Vr%]’éll)%neg) B fmtedi and
Wwhi6 Bhar&&erﬁmiedal’ﬁ eléﬁ:lribedlbyi phﬂ?hﬁs&pewsj‘kﬁnw mecrocrrgzla;ta:l_abelahr per se

t he, t oparticle" nmeans one of th [ .Nn
anigr S Gt eiondr Siheh R it PR E S
W’dlk&ﬂhllld’]%lﬁﬁérh ¥Rl Whiteds; laplisied amdWREe ¥BArBEEMtRs are described by
m crocrystals or mcronjized product) is deposited b

y
Rharmesesciee cimprgrasofdhie ynesire sutl! pasticlps ofi qregicregfed by those

éa{r@}’o AR pr&éﬁcrel{ff'cgﬁmg]&eme t ]% xamples are presented further herem
LAI - 3022687vI spheroni zat i"on, Wﬁ g surrounded by a

asoegli arsgxelprvptsus@tjmcsﬁclapmpmmns of phar maceutically
@6& pta %se%xl%lre[?ﬁ gr[?(} énlé oxﬁe%%ff 1ca|€'%é th(g%g‘h% %E]aceutlcal

ydriophi Tic pol ynmers an
cmlnqroambe’r orStcbmbinatien ﬂmmoratlbe’dmbgmsnnhwnmimmreaslavmg as active

anyl es .of act.i |l e cre
R DR el ffeRaf cBlhg et qr chalesprol absorption
iBKbiteis ShiteSacPRy @dtett Bs Wellbxtheir radrugddhPrefegtdy tHeGbinyaceutical
accept abl e exci pients (m xtures of hydrophobic or

foymrlation ¢ricompesivipr éll eqraptiss éacn a@sasplr@tae@ ogtirnally adigid-
oRRFHAE 1B of b RRer At vl R ifIOSRK RY cONaAREBREAAshidMic acid

i) nacrocrystals either per se or m xed/ coated w th

rathwaysinbihitens, R recerter imhiditoss, phasphalyrase of\2 [ighdbith SBAR
1v£%gr ﬁfﬂé nd e 1%Hgands? Mﬁsjl hiBfiors . SHEHVAPBAR alpha
ose t erlstlc are descrrbed by phar nacopei as.
d%nuwamtséagomms ctn‘al PPAR atphpegamimea sativhior/pgamists; | sl BFABI ralpdpa,

r eat ed es I h the sSence
G B ghe 8 bESTEIRR PG esniind, BE A S s anti-
digteticNantiasbevin) dndaﬁm&»ypermrs%&guﬁed in such

repar atjons. 0064 used herein and.u SS .
906&), w s%harwa‘feeaf aompﬂ%ﬂ?‘@ﬁ% a%ﬂaf- ﬁﬁe@ﬁﬂegmlxwres of aspirin

SR Actn With mirop#2@iThY MRt oMt Opridtigibd, tTudiBABS not limited to,
8Q§6|0al n1xtures havi ng as active rinciples aspirin,

inkbitoysqrashidomisagitbiathwayainhibiorsi PEP3 recgpter inhibitors,
%Qﬁlﬁﬁ’lb%eo lAﬂhﬁlet&rs,' BBAR activators, P2Y12 and P2Y13 ligands, and PCSK-9

inhibitors. Pharmaceutical compositions can also contain as components beta-blockers,
diuretics, ACE inhibitors, angiotensin-receptor blockers, calcium channel blockers, renin

inhibitors and other cardiovascular drugs.
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inhibitors, bile acid sequestrants as well as their
prodrugs. Preferably the pharmaceutical fornulation or

W@ o09po£i7si on Wil |l conprise niacin and aspirin BEMUS2009/003119
optionally a lipidlowering drug, or anot her active
pri nci pl e such as COX i nhibitors, arachidonic acid

I_bi. hi, bi t
AR oo ThPRER bR hsahiing OT ORISR AR HOLT b APDPLiiop Spprising

a@l’i{dtlFb?M@ﬁ:didngamiﬁsultalﬁlé dRGES- chridﬂ,htehidld} bBexcigiettesditabR for
PPAR al &na activat ors/ agoni.sts rgual PPAR al ha,, gamma
aggtm@tgﬁt /tgﬁémjgctt Asa dap Frs&ot 5? m icated, a
Bfrhi @06 HRGR PbsT Sf Kk nsﬂnmPéa’%B AP, X3PIRB an effervescent tablet,
del t a/ bet a aaonl sts, and anti di abetic, anfi-obesi ty
acsaehed a syrury gl cortpisingehagieailysindependeps nixthees afpastieles al
f&[ﬂ%‘&ﬁldés acfle 1%%?&81(:'3% J’t@hh?seﬁso%e{ﬂtﬁ %[c%ﬁqggls situations
prrin or nia nW|t m croparticle avil
\ahndmm &qawmnponpﬂtesf the nmhbndamtgl therapnare ih sepatamjfmnulaﬁ@ﬁ This
t.or arac CI d
PR PR P Bp B s foud Srrr Tt Bags™ e tohRp Sgompositions as
REARed GElowat heSernR Y3 ndadt tBanclidel fogaulaSons avtdrd X Sw Dr
i nhi bi t? Phar maceut j cal, conpositions can al so
extsnded-relepse e BORPBrRHRnEred HPEORENY, todn ipeeiate;relegge product
drlggh@rgews angi ot ensi n-receptor bl ockers, calcium
channel bl ockers, renin inhibitors and other

(086 Hi ovAs sedddierain upjess otherwing irsticeigan | 8653 pompeundandan
qun/QfeﬂP’c‘tﬁéﬁ%E Gk 1sfn%[ m'ﬁ!lt@& {d égspurlr? fs64; gm Sgh%’lgtg rqﬂgﬁﬁé ﬂnQéhesnum

conprising an active ingreédient
tdidlicglate, salsalate, aliflunisahisolfasalagine e)lmlqzlrenaqctmndnﬂbh @upaoofen,

n.and u
PPy Bl Piafrot RSP heardy R R bR, e
tb#ﬂr;etllﬂmilclolfdﬂat Elﬁtboltr(ﬂac @her@@laﬂzkz@ne ,andfaitingit acxd)’lneclofenamlc acid,
ef fervescent tablet, a sachet S P, opt.ai ni.n
qusﬁae’ame;w%aé ﬂ@fwﬁ?mmaﬁ?w@sw&?%ﬁﬁaa F‘i"g?lé% and nimesulid¥, and
e heRdblides! €s, and active ingredients. The termis
al so nmeant to enconpass situations wherein the

[08¢8 one s yseskherdie uplesasnthrnviss indiontrda e tene “mediSegealesse
{O%M@J’" fdhRs a H}hﬁlll foh %ﬁ&NeH %:3 3&:tt lg g?vg gﬁaéagtthé hf?t &l’taedallows

to oral, parenteral, mucosal conposi t I ons
fas thd @elcase o thelveti caprinTipde toeberdeiae/eéfqm nmmﬁr@ditiml fiete dosing
(Ifcé“egg {ﬁl;ns érrlag] 58 o%dsl;sluagn\r’]v-xl?endg re e:%lsee gf t'hg {v% pripﬁflgau%oth
pjfaﬁlﬂtaiid stmnglyampafc&&d oh th{a 65161%] anAssatusﬁ"dhheroépnents;mh dessribed in

t he e j ndi cated, an "NSAI D conpound and an
@ﬁ’{ﬂ ?ﬁ?‘“ means, but is not linmited to, aspirin,

[B0sb)UM Aghksdtlerdi® unlemthmlmw&%wah tédt&rled ealda3¢ Bormulation”
salsalate di fluni sal, sul f asal azi ne ol sal azi ne,

is defingdias @ﬂﬁ g}nwliuglpjg\edg gse of drug from the dosage form is retarded such that

the plasma levels are sustained for a longer period of time. Many terms are used to
describe extended-release products including modified-release, prolonged-release,
controlled-release, controlled-delivery, slow-release, intermediate release, and sustained-
release. These preparations, by definition, have a reduced rate of release of active

substance. In general, these terms are interchangeable.
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napr oxen, fl urbiprofen, ketoprofen, fenoprofen,
oxaprozi n, indonethacin, sulindac, tol netin,
waele@boixrsac, ketorol ac, phenyl butazone, nefanar@TUSZI0NY003119
mecl of enam ¢ aci d, piroxi cam neloxicam nabumnetone,
rof ecoxi b, cel ecoxi b, etodolac and ni nesul i de, and

@pﬁgr ”?BQ g?l{l]'“%& K Cf;e%?ﬁ %} %lme of gbm)t Qq'lroglasq? 2 ou%%shours is meant

W se I nhdi ca difie edase
tb he 1on & radny petiodretitirae ehaf Brgrestatthanraboar’C Bowe dnd 2sahan atfout Y

t WO the first e | o f t he .rel ease, of

FHE ST PrSTe RSTRe eb At b e Y baurs b e Ph P Yy
perioR of timeieh s %l@atéxctﬂhﬂ sbut HhobitsHRY les@fidn faB&ntSieE&GQ i's
an_extended rel ease of the active principle. Both

AZHes Ahetesn  satnsy referdnd&ruPs compoyds.uviich iitibgholssterol
{} th%gglf. me%g;agﬁnenﬁ%ta%g Gl IRRE-COA @%%L@mﬁlbﬁsge 'HXamples of
00 e erein un an

As us ess otherw se I ndicate
sttt enpdiets 10‘618@&3,98ilfnmsmaninapnamtatmsﬂvd\ersuahe,d:easasmw, in

he r Ieas dru eformls
eze{nmn) }S ‘éal,?c 1n,t}hl?atva§t?]tm rc%gvas?atl EVG Sq%rng S g}bérllaﬁlgrés %hsreof
@dodmge & Qimhwd The Phamolwgnyl Basfsrof Therapelsies, Bdo J. Hardman, L.

ﬂ]ﬂ-a%?r]a:aggArz.{og 15819 C%l?rlgﬁgﬁlgg Ev?-gquli&ggicgl%u%qilsﬁ%g Division, 10™
E@RbR, Q0DEGpr €8229858, control | ed-delivery, slowrelease,
i nternedi ate rel ease, and sustai nedrel ease. These

9P ar ats yeest hergin dad prlpssiogervisaindicatedeth dem ibrate’pmeans an

SRR g D4 SO SR SRR s

H)qve@holastpt@iqnmt sofh a3 b nof limites o benadibrate, fenofibmatg, cipfibrate,
%eml'frbtr%zrli ?WanraL Oue?ec){v% 916%{ aa?r]*}é ﬁ%? vatgr /aggmgt%%faf %%\R aF’pha
oS actiShior/bgonlisys, dual/EPAR anfhlaj dedht aétn\abm/(agoa(sm or pAORRAR
gqg’;s" isﬁ%ﬁta@t to he over any period of time that is
P BHPME 6B 38°Nfours and | ess than about Y
luom]s MQQ<ed heFdif ah @ hiifessSoltlirwids stafedf BE Serﬁlo‘cﬁolgé’tét'épab%f)rptlon
npounds, which inhibit chol est er ol synt hesi s. on

'@h%axis’&eqf@rs te;eompayadythat prgrsnishis uptalie et %t@éeSFqﬁwufm &hessma”
iRt ifR e cﬁélﬁa{tbfg%tyktgﬁll HHR ab Yt Bhidd toSdBHAMeat i N,

pravastatln fluv atln cerivastatin,
993]i i BeNsédhesein and nnleqﬂ othevvist atated, the asuyhile aeidsequestrants”

%%ﬁ?%%%gn%ﬁﬁh@so arﬁaﬂm l%tsn.ln? t% (?rgé lqe%omgnt and cholesterol

arnac ogi cal Basis o erapeu
indhe gastrblamtelstimal trdct by ldrstupmdg ted eAthe@lhephtErcn@lllamnand

TN W
alidequéstiants At dhalesGrarhife coRbMpolfdolesalag, etéreans an

[0075] As used herein and unless otherwise indicated, a pharmaceutical composition
or formulation that “substantially” comprises a compound means that the composition
contains more than about 50% by weight, preferably more than about 70% by weight,
more preferably more than about 80% by weight of the compound or its acceptable

prodrug or its pharmaceutically acceptable salts.
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anphi patic carboxylic acid that is used for the
treatnent of netabolic disorders, mainly
woypensdiol est erol emia, such as but not |im tedP@DUS2009/003119
benzafi brate, fenofibrate, clof brate, genfibrozil
ci pofibrate, selective PPAR al pha actlvators/agonlsts

3, A e Rsin SRT BT Sl S B, Moo SRispitle brodrug”

pean3n, decleitiva/dp etcamgmldtﬁitscﬁn b?&?ﬁ@/]l«%/éﬁudlﬂfe‘? or dStﬁlexﬂ: ré&td under
un] ess, ot herw se state the ter "chol estero
Logfcﬁk ‘?%H‘“PH?] iV egyQrin wapla?osor%g%eﬁﬁsmﬁa@dr Hagmples of

ﬁ‘b@t\ﬁ@mnchﬁg BiRhRkRt RhiteNE, BShFERds HaPBrifIRe %mklhrolyzable

intestine into the circul atory system such as” but

mpiefieseich as kighydrolypable groigiey biohy dipdwrgble @ﬁtélrSnblahxﬁr@Jlmzzé%es
?atr a\f\éssﬁioﬁ}tf(ﬁgg bid pﬁb&n%fe@ blPllgl' ol?’f‘ibﬂ: ﬁgﬁ?ﬁ 3{15 El:ahgdrolyzable

ers to conp s particu y’resins
slogghal drtalcxgocqa@tﬂmbsampids «zﬂmbmgzemolludc corhpueinds that comprise

t tinal g th
RS bR RS it S A St RNz, and
@N@é emnmg Phdragh b@rﬂtyipﬁaabﬁ B¢ piepared using hell gHbwn kedivah,&8ch as
e.acid_sequestran styran ne

bj hol
8?6@5?@53& in Byregst Megjin taipgglg S%@%B Dﬁ@ Hiserrene PR W2aheb:

oYY, 985( Mir{f&ﬂ\'}! SRolfmdi, et &f 19@5)%@% LHf'P?@drugs (H. Bundgaard
co 05|t| on or fornui'ation that "substanti al

ebridsalyies Ngweers d 98- e asest hergin amch@l@as@ﬁ@smsat emhcated the
b ht“ b3

GO Yl R ALl bl DS bR G RE e Yarbamae,
{thehy detdynable@@8iobate &b phy drofy zalile ursadei O bnahydrolyzable phosphate™
acce t abl e rodr or it ar g eut| cal,ly acce

B S400E, RE ShTRh, b el LRRRC SRt ASSERVAD &t
w’mh}ﬁ)sﬁd ﬂfahath&r Si¢ doésdiot ait@tkre Wik tlﬁdélﬁlmogﬁﬁk‘a‘bﬁt/ﬁﬂobﬁhe compound

rodr u nean a deri vgtl ve of a conpound t hat

§RLF9P UPGR Pt SRmPaynd g Yagage el RTEBREYEs, I Y. such s uptake,

Rird A Gatiors 0PEHskt GMStidnh;dr ) tsrwblsglcemy iMACYi92 bhiOis BEEHEEIn
t he coggound Exanpl es of é)rodr s include, but are

Yine tq thebiodegiqaly aeté)\fwmp@gn | §}§1ydro’lyzable esters include,
it Qpeyrgft fhyeapd ‘Fov&g?' g{y‘l Esters, LiSQelaa% gﬂgﬂ e@ﬂeysz( heas

am des, biohydrolyzable esters, rolyzab
asatoHimetios, acbﬁol';}'fyhbrl(ﬂlylzla@rbowmmhyésp1valoyloxymethy1 and

gkép%lg%f M%%&} ll‘z{c%ngp stergl c%%%@%@&?@?ﬁh@gﬁﬁ&%ﬁ Qgtgrs),
kownpdlmd&cylh@tallqd) pYens $:mcb hs gethory@ciongllesy-neiptl] des,

d t :
A EheiaBo ol Moo oBruur ruglov ke PR AP B! st

dotiR@Eststs, 4nt agy1ainb aH0BaeRIUARES acctintiforaéthy NRBREs). Examples of
descri bed in Burger's Medicinal Chem stry and Drug

Rydsiuzaple gmidesiinolude, pyt arg agt lirgiged topgMEF A amides, § pmino acid
zﬁﬁlldes alkBx Oﬁ;@yl a8y, anPMRy ERS A kyREarbs R ameR s (Bkamples of

gaar
blohydrolyzable carbamates include, but are not limited to, lower alkylamines,

substituted ethylenediamines, aminoacids, hydroxyalkylamines, heterocyclic and

heteroaromatic amines, and polyether amines.

17

LAI-3022687v]



ed., Elselvier, New York 1985). As used herein and
unl ess otherwi se indicated, the terns "bi ohydrol yzabl e
w@pioda42731 bi ohydrol yzabl e ester,” "bi ohydr ol yzetil/€52009/003119
carbanate," "biohydrolyzable carbonate, "
"bi ohydrol yzabl e ureide,” "bi ohydrolyzabl e phosphate

este sar anate, ca
(IRER oot e B BeprdR oG5S o R Bl e Ritasss g dce Realy
ad@@ﬁabﬂ&ialt(si) ek hssdehewdin theludes, Buoik agi lﬁﬁitecﬁ@I salts bFadidic thasw
conmpound but can confer upon that conpound

EeHPS i3t 1oy be PrsedR thesompgurds\ad thedpyentiqe. (pmarwnds that are

HAsiE &t hlreQle SphbIOBf fd?ﬁ‘m%rhs\%fde‘%rlél? bF Odks vilth \?a)nob§mor%';1mc and

bi ol ogically inactive but is converted in vivo to

asgasicorsiidsal Thg agids thabmep hp ysaddo p@pawmhélgnagﬁutlcally acceptable acid
I

LR B3 Sl B b ) o st

iles walls Qﬂmtaammg mayﬂnaﬁﬂdigld:a,llyalceﬂpmbjkemrgds including but not limited to

nocar.bon met hyl , . pival oyl o t hyl. nd . .. .
BIRAG STTiE it et bl nrd Gy PP e Bffoiggide, mitrate,
shithb M isulfate, iéh\(d;phitb QR frakphdrd, isohicetirle, absde/actate, salicylate,

al koxyacyl oxyal k esters such
%‘E"(th&i &atr%mraﬁéyolﬁaéﬁ Hgina %P%&‘S@&F%BWPW iRihateng

suSGRAS W&d@@%@ﬂfﬁﬂa@é@ﬁhzﬂﬂe ﬁ&ﬁlﬁ&) glu@dr&%é/ %L&}ﬂlrate formate,
esters, chol'ine est ers, an y am no al y est ers

beazaate, alutamenie, amﬁtmﬁ@tlhyatee@,lnaélﬁs)lfongﬁab?pzwsdfonate p-
| G|
tgl'u%%églrf&{al/ezﬁﬁ ﬁ%lﬁé@t@@% 12 e éerg.tﬁl%- afr?ﬁ/cgg)gy ngbﬁtﬁgate)) salts.
Gingeapdcyfl thamveeion thatdndideydnaminosloleyy als@cdnofioyrh
ohydr ol zable carba
ARt ical)f plespaoRisel® Pl ol BRMCREEP” BATDIER o g acias
rﬁ&tﬁ;ﬁhéd aliloﬁé ebinpb@ide df &ﬁilm&iitl])@ﬂihmgﬁd:ndﬁ: ,in nature are capable of
- roxya nes, terocyc ic an terparopmatic

iAe bas eéﬁﬁs wﬁ yaiidns Phapmarelbeically mp@g?%m@?v Kappieq of such
séﬁs Mﬁl%de BREE hitah BFalkA R LartR e WI&Rnd %h%la@l?; cdl618m,
phrase "pharmaceutically acceptabl e salt(s) as used
TARENESIAM; sacivae thium, Zing, gotagsium.ianfl dreq sals;, salts of
[96"7 ic Phe lka?rﬁ k‘ﬁntgfnﬁgﬁﬁlatt Yr ’yre*?és %r%ﬂ% of &b ngls that

ounds o I nvent | npoun s are basic

qonnmrat:Unﬁalamtlwa pAbkeovof byf ®osH in ghecariinflamnagtioptopn gfclude, but is
sal.ts wWth, vari [ ho | C. .
R Dot 1] Rhod BEYHEAL FUBDShe® MG 86 bblary Yffcion,
ladoeynt aifileratiomn, ctdaekd) idagand/at pan.oThesteoh “inamtcmcﬂampmmyl drug”
are those th form non tox aci d ggfltl i ¢
qnoqumpasges anti-i ﬁW'H?tﬂWngefBWziP RYI-Yge T"ﬁ}" algfy ggents
MSIAIDS). (GB&drhiAh &TGilbdn’ 10ke Phafb&lodical Babib UfTHera;SHutlésl €d. .
mal ei ¢, acetic, oxalic, hydrochloride, hydrobrom de

Hapdman, daiLérabirdiand Ay GoodsmantGiirman, MWl Megieal Siyhlishing

§%{sfhnP h@'seh%ﬁ 20059} 691- Vf‘ﬁt € thR Gt LA kdhse, |k @bRpounds can be
sal i cyl ate, citrate, acid ¢itrate, tartrate, ol eate,

inclndestas an@amﬂmm@wafta@entb,n for example€©X inkibiseisaarechidonic acid
pathway inhibitors, PGD2 receptor inhibitors, phospholyiase —A2 inhibitors, antioxidant

drugs or drugs which inhibit the production of reactive oxygen species, PPAR activators,
P2Y12 and P2Y 13 ligands, and PCSK-9 inhibitors, beta-blockers, diuretics, ACE
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succinate, naleate, gentisinate, fumarate, gluconate,
gl ucaronate, saccharate, fornmate, benzoate, gl utanate,
woreiobasssul f onat e, et hanesul fonate, benzenesul PGIEHS209/003119
ptoluenesulfonate and pal noate (i.e.,
- met hyl ene- bIS (2 hydroxy 3- naphthoate)) salts.

ounds. of th i on | ude an,am
%1"@9@7 SGtiensiiimebih ok aat 8T Py SRALUPRLAE! erefoce
ﬂmiébow@bum&rcafnrﬂher in6ludéd inl aa@fddfindfontd? NS DACI ds
ntioned above. Conmpounds of the invention that are
@5?%1. c iTRe team | hrpolipsmicmeing” effniaci iehigespicanangt which initially
B R B e i A SR B PR AR in plasma
hmiar lipppreteintléveltet al salts and, particularly, calcium
eS| di a
Fg%t}%? Wﬂl {eéipgr}]hga Igtu%érp i ﬂsgﬁ}'ﬁ f’e%rg% ?&’%ﬂnéx{ (91”dsp1rm
d(Bésamsany dosage fartnporabmposipion wti&htlshetfecowtmtredla:emlacm induced
Lnfl anmation.. As kno b e in. the
R RRR OET% tulging. d@ﬁ“@&egfawﬂilg Feostligp: Paiiiredlinipg of she skin,
drdtaRIfeviee HROGRSatiod) FEdd tb) difrmg R ftdf idedt adnSinidRatkad by
capillary dilation, | euk ocyte infiltration, redness,

Feszterm Sihasheed Lﬁw&ﬁmma@@wg%@ﬂaﬁf ASPiTiY | raferseto g ypmount

Whidg,in @8 G@I@@ﬁﬁﬁs re@m:és diddirl- ﬁﬂU@etdQTliéhr‘ﬁg ?fn@l‘ugﬁ Mfhing, itching,
non- st eroi dal anti-i nfl anmat ory agents ES

rasbehiensatiow paim edslerring obHhersiving an femrslsaﬁreatmn) when

TSR 1, o ke A0 o v

{Obstagiadly belb®t thatkded tootingat B&inic ppnptods of ih51)1mrﬂanoh kech as pain

s e T PR st g DD eaps B8 S e Bl R Bf e i

asaohéxdeited reledsd f&ﬁiuﬂ‘amyl whidh QtﬁﬂHsShe RELRionebews, o formulated

|nh|b|t rs, phosphol yi ase - i nhj bitors, anti oxi dant
laraa Jamsfia t?rrsggswtﬁmwaﬁ% mp/tbeﬁhf%cwlbfemé?duaﬁ ag,pnti-inilammatory
td. ve oxygen species, PPAR activators, P2Y12 and

Y13 I i gands, and PCSK-9 inhibitors, beta bl ockers,
W08Het i EBe teurtaspirin dse™ ofors &7y Hosshith anciceeptable balance of
ﬁﬁ&kggg@§69 ﬁg§$|n bl ockers and ot her cardi ovascul ar

ere ore those conpounds are further

[Oﬂ&Z] udedhé¢ term “beangrey adge hismationd meforfs tNSKhiDStrafi @0F@vechive30 pm
g%ﬁﬂﬁ)qXpollpen1c anmount” of niacin includes an anount
Wi |n|t|aIIy may be | ess that the anmount which
iﬁﬂ&}j uceFheterm |“tagltinye”srb@m tbitleativhe badaed do:smgl amd phigisticn of the

$ gwor I| protein |le els hOOSO The t
sipfi i ine e B Bish A BimEof 1A AP ieg oL pyin percentage of
gdaghlg@fedqﬁacasmlmd,du doses in any dosage form or

osition which is effective to reduce

cCO
084 n- Theitser drredpsing g ters tocdoging Agatient Milthgwo iseraraty gosage
RF AN ah{ & pe @7 SithiuBftion RAIIMing, BALER 1R fteB o, kdbetS thpbules, sachets) or

a subject takes one dosage form (as a pharmaceutical combination in the form of a

formulation including, but not limited to, tablets, capsules, sachets wherein the release of
one drug component is delayed by a lag time, which varies. In one embodiment, the

time varies from 2 to 16 hours.
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and/ or fever |ike sensation) prior to, during or after
niacin adm nistration. The term "fl ush-reduci ng anount
waeadesage form of aspirin” refers to an anouPCT/Wk10091003119
inits dosage form reduces niacin-induced fl ushing
(i ncluding burning, i tchi ng, craw i ng sensati on, pain,
R N R s
iy pagipuRAtime OreparaiRbyof th@&eﬁaﬁﬁttfbtre@ﬁhﬂg Tﬁis b@tual’ki d¢s8drtilly the
bel ow that used to treat systemc n’ptorrs of
%amaam?aseruahlegﬂaﬁ%@gdﬁwehO%tﬁagf%\ﬂgﬁ heroprept capeied
hRFdRanddabyi | | be apparent that the total anmount of
aspirin in a slow or extended rel ease formnul ati on
whi ch satisfies the definition above, if fornulated in

an | YL EDNSERF TRV FIdBERe Suffi cient to

produce an anti-1nflamatory response. [0081] The term
[0ﬂ&qjl ri EI@@REl shesesimulabedainddmabsarptiorast matrefarmblagons with

| anc flfl cacy and side effects. [0082] The term
m%%ﬁﬁ'i‘é’n 5’8?{3 Wit ration" refers to admnistration

[bBSMBenFFGISQE RishansltaZged QissoTutidniBiiles dtye 68rfor éakgype of
me" refers to the tinme between dosing and initiation
‘é?p“t”héRr% 408 $PPFHEr apy or the time between dosing and

[0D88]2PPERGIGRE § sﬁéwéinnﬁéhtp?étﬁw?@ef cﬁ%@lu’&% pﬂfﬁlé%CHbeHl B4 ered
niacin in blood. [0084] The term "predosi ng" refers to

9889Ing BIGIARE drshows tnncm\motg@pa%ca@se gagé‘llefscrlﬁsl N&HsL.
liﬂug(ﬁemc Ff@(JﬁElS%Bb\%]maE‘iﬁ t@ﬁgdls%tldﬁ%oﬁlbm ted to,

capsul es, sac or a subject takes one
kﬂﬁ%ﬂge FtﬁﬁREé@amohacmﬁmmNZ diasolatirmigirefalei on i n the

at i on not, limted to,
ﬁoggﬁe Fﬁ?&%ﬁfg ‘é%ws nlgﬁlﬁet}’p C%V\%gir%seolhﬁl% 0 rl €l ease of one
NDQEQ COFHGI[]%BS SASshdﬁls &Wﬂén&ﬁlof&‘ldsbggtat:dmdmg\kd dicenaof sbjects
one epbodi nment, t ti rles ours.
‘_*{ EA?W%BJ@%@@MI’[ "eésgﬁs 24P e o é%f%‘@@? 13%:?58\”{%
ihbigerfc@ ¢ B0 SH B a&ardmg 8 nifber bikpisbBesilRAduBlectdfteived placebo,
articular tinme, regardl ess of the therapeutic

LupohdSA aHi240 g fASA essential |y the same as the
REo4 | fUGURES oR! HA9H s%\sa) m&h stev@lrg (919 A1 thddhi SERHLEIB) of

can ‘be used |1 nterchangeably DESCRI PTI ON
fludhing| vSREEHIE GO 86} VEd m@omm@m ASAnanda248dng of A Ao

[%Béﬁr pt Ff@UﬁES rfbﬂ hg 16§ E%u/%eal? rc]ﬁra\%xg PIOA) and median duration

(10B) of flushing when subjects received placebo, 60 mg of ASA and 240 mg of ASA.
[0096] FIGURE 11 shows an influence of placebo, 60 mg of ASA and 240 mg of

ASA on incidence of individual flushing symptom:s.

NIACIN DOSING
[0097] In one aspect, provided are pharmaceutical compositions comprising niacin
and an NSAID that reduce niacin-induced flushing.
[0098] In one embodiment, the total daily dose of niacin is about 100 mg to about

3000 mg. In another embodiment, the total daily dose of niacin is about 125 mg to about
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i ncreasi ng Tmax val ues. [0087] FIGURE 2 shows target

di ssolution profiles at pH 6.8 for each type of
WOS@IN#2136R 8 1 ng capsul e. [0088] FlI GURE 3 she@®US2009/003119

ni acin prototypes dissolution profiles at pH 7. 4.

[0089] FIGURE 4 shows niacin prototypes dissolution

wgfenkgl\“elsn Ing)tsh?e)f %&;@ngw& ?&Ll CFB%%% (gl ﬁ% 690%0256 mg to about

26908Ghg hmethléi?erdbmmlemtt the motﬁ)lrdnily ldese df@HH isb&atBRB0 thg to about

WS nj aci solutjan profjile., [0093
N e alnasnotyt tRbediRe o he cottdafy dBia atimiacin 5 A 200 gne to sbout
BROGRA Incu‘noméberﬁs&ﬁmmome e68ll d4EIY dBLcRTRHRIn @Qb&& 500 nfy36 about
and 240 ng of ASA. FI GURE 8B shows i nci dence

20093rg. gy anether embrflimentpthsfietal dafly éﬁfiesQfd‘é@lﬂ/\ﬁ@hOlﬁdBP% gRdo
ARG EoQH i RSy, 40 o s 250
me o ahous @¥emigt yn aig@)er gmbbdioehi, thy tmaédmb'mseof macm is about 250

PRSI S BESHS epether T Blrien B o gty gy abour 400

@p o atedit 800 ahgr at i on (10B) of flushing when subjects

(088861 © nRemtin ool afe i dain desedt nAtirtis ghoudg0 g In

&&a:ﬁ%@aqnaﬂp thEkof dAARE of Madif N uRuEl25 Mgl H Gedin
fl ushi ng el/n;ptorrs NI ACI N DCSI NG £0097 I n one aspect,
$2)

mbﬁ%@as dhetofh dpibpdasa of Biarindooys?30 Bas Ienmgin egnbpglments
t'ﬂb fHAINaAP Go%bﬁ}l%hﬂstabédt 3'3?(5%0 Gn QbR me&ﬂ%ﬁ@ the total daily
ushing” [0 I'n one enb ment, the total daily

dixss ef mfacmumbqut B’éS mBoln cer@ empadimertss the 180 Gaildost af niacin is
odj I i | f .ni.acin, 4

08 T RO AR Mmook R il R B Bleil gl 15 me,

Iarwtthlerenﬁms‘dmmhnms tie, totahdnilyalosd ofddadity iscibset 1900 mgadh rertan
ut 250 t o ,aboyt 2500 ng. .In t her  enbodi ment,,

SREPUrmEan, ot dDoESss 5T RaaTk atolt B P e M frbotiments
BB eitil dAfiPAosahf nhda:lraiaqb&ﬁn se(mgdl IRRBitain h®olipients, d@ltétm daily
dose of niacin is about t o about 200

R ohCBrib SRR mEnkn Gegasierbaingenio e ol IBdof glniacin
R BB 2§9@n{§g IIB Qe@ﬁ@%b%}n@l@mmhe {ofal %Qi@} 88 ognhesi tE'EtFHut 2500

t he total dose of niacin is about 1000
mboln cez@ooem@ mentgéhe kb daibr daserbbaiagin g abouh200G0gng|

l%ﬁié(}f d?r?‘gn med%jﬂﬁ, ;Llﬁrrﬂgg%cagg’&npositions provided herein comprise

niacin that is in an extended release form. In another embodiment, pharmaceutical
compositions provided herein comprise niacin that is in an immediate release form.
[00101] In another embodiment, in the embodiments described therein, less than
about 78% of niacin AUC is released from the composition between about 0 hours and

about 8 hours following ingestion.

ASPIRIN DOSING
[00102] In one aspect, provided are pharmaceutical compositions comprising niacin

and an NSAID that reduce niacin-induced flushing. NSAIDS suitable for
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ng to about 750 ng. In another enbodi nent, the total
daily dose of niacin is about 250 ng to about 500 ny.
WO pooang7Ber enbodi nent, the total daily dose oPCHUSNH003119
is about 400 ng to about 500 ngy. [0099] In certain
enbodi nents, the total daily dose of niacin is about
. i i . S, | i
i Ruticale i isRichs BERRIM e Pimc e hPAR iR L8R o
ibuprafendmdbmetiage, p:lnfenyibutaicme iasd adpooren2 Somgembadliraent; ]arovnded
ose of ni.acin is about

S8R crgeiBomtssinahe SRR Rl SR Gal Ty done

[00108] acinoriesenefodithens, Ahe toal dhily @&se bAAPire adomotm:g totdbBut
total daily dose of ni atgln i s about 500 ng, ln certain

0B ars nfrapather grebadiment. & 1qt3l daidydossrot AsPin 1§ abgutAfgneg to about
500G On dnetheﬁé&@éd?mgﬁt‘%@ 't&@l"ﬁaﬂy dbfeorta®biath idMobysHRAs %o about

of niacin is about 100 . In"certain enbodi nents,

409ang. olnanothgr mb@b@entoﬂle mtabiaﬂy deseati @spirin 25abonp80 g to about

t I
R D BEREE LR Rend (8 0@ Bty YBic of LR ol &R b Foou
2 xhg/ hhomethef embcahmantl, theadtelutail O afgspitin 15(}ﬁmt1t1801mg to about

[ ose of. ni.aci.
B35 onp e arpbod el 6 RIS Sorens apifae wapt §7 Bdgabout
160 Mig.ali doiher hBatim2eDihe 1@al dafly GSietdlaEblﬁﬂMoUBSU Mg to about
the total daily dgse of niacin is about 3000

{4080l ainﬁthsh@n%qﬁslaaﬁltn@ﬁﬁotalp%&y ARt @PRIEN 'Sc"ch‘?’rbb%q ;g épabout

WOQH;'; dﬁn@nﬁﬁ%ﬁérﬂb&ﬁﬂ?ﬁt‘ the t&hla&i'il? dbfadt abﬁrnh s H3ued ﬁl?@@%out
rel ease form In another enbodi ment, pharnmaceutica

W¥rme sintangthsr embndinient. the tethldaily dpsei of @spirinés abophB mggo about
n |

48 R0 1 S 1 B2 0RLpl) FARARSS me i

¢ninzodinades,) theA8e4 dénlyrﬂcac pﬁasﬁlntﬁ is sbaqug Bémged fromthe

BRI SR ot it Reisha Rt cEAPiBE Ibodl s03RE D abou

zus)peﬂg Inmhevmde@inahe tl'nhafanﬁdil@tgob@@ﬁ aspRINI©Oshduk 8O g to about 500
t hat

rqlv{‘%lfhgfg @BE%CF Iment H]eﬁ@tal x| dege &%s?lgml%ﬁ:foa} 80,mg to about 400

.lné\l I@Qx%ﬂ@ﬁZMb&hﬁx'éﬂiaﬂﬁ%ﬂanﬂnly%@&Sdsﬁnhﬁ RSatRuP¥0 M2do about 320
herein include, but not limted to, aspirin,

mﬁumwéwr emperimenty deitetal %‘Myﬁwﬁaa}zlaﬁés aheyt Bhmedx about 240
g A YhofEP Ol bSHMEnt, HeQ¥iaF&f %?e cﬁg 1%9@&30&;9?6 2 49,pbaut 200
osi tions COlTpI‘ISI ng ni a aspirin 061 %
mgelreamd@r mah@dmmhtetheootal daxilaldloye chasmrloﬁs atwopt IQOnmgso about 160
?]ag.gijr{ aon?%epgm ?dl%gogéheégtgg%ap dose ofaas m g abggpp(ﬂj ng to about 140
raPoli another embodiment, the total daily dose of aspirin is about 110 mg to about 130

mg. In certain embodiments, the total daily dose of aspirin is about 120 mg.

[00105] In one embodiment, the total daily dose of aspirin is about 120 mg to about
2000 mg. In another embodiment, the total daily dose of aspirin is about 120 mg to
about 500 mg. In another embodiment, the total daily dose of aspirin is about 120 mg to
about 400 mg. In another embodiment, the total daily dose of aspirin is about 120 mg to

about 325 mg. In another embodiment, the total daily dose of aspirin is about 120 mg to

22

LAI-3022687v1



500 ng. In another enbodinent, the total daily dose of

aspirin is about 80 ng to about 400 ng. |n another
wepivod4atent, the total daily dose of aspirin i BCEHOS20D9/003119

80 ng to about 320 ng. In another enbodi nent, the

total daily dose of aspirin is about 80 ng to about

o ln
A0, T8 1Bl SURAECTR totaf Y B ks BB R me o
ahob2(i0megit In dnbthet embcbdmhahtl, thedatgledadfy dasqacpfralsplrm 3$s atoatit 50 mg to

0 t 0 apout 160 . I n anot her .enbod
segplProlite  F arauer SrbatupeRy R RS Ro80 RePin i alyt 160 me o
abdQt N2 mg. nlm&m@mt@ﬂb@aﬂtmttotat diwlytcmcabf ddpirin\is SoH€ 160 mg.
aspirin 1s about 80 'r;lg to about 130, In anot her

lapsERin sRYbpdiments, thedofal daily dgseRiaspinn isagnt |62 Mg about
0108 t fh GHRUMbodR e The {ofal ARDY HSke oeascma [%Bbut 160%n to bout

otal daily dose of aspirin i's about ng to abou
200/wng. | In apetherapmbedipsan, therfets] datllyéiomv%ﬁsmm i gbayp $@0 @E to

FERLIOnk PR oSk uEGARLD, SORRL BRIl o0 me o

dbouids mgrbhthnnﬂnt s:mbcbrbmbmt thle total dajly doseeof@fpids ps ationt 180 mg to
b 80 t b 00

B0 Th 5wy Sibodier, ¥ sl BofItagP TG b £00 me to

4900t 76D mg. nIrﬁdix@tH&ﬁém%ﬂimdhmﬁﬁ&otaldhﬂytd©§e&bf aepmhys &129e221 mg to

aspirin is_ about 80léqr)rc}g to about. 400 ny

ot
DRBoA TR In anaiher grbpdimsr {edergkdady dﬁ%"p‘?fra?li’f“P ds a}&ah%‘w mg to
aHul 3t anméha%%%aaa.mén@s %Qbﬁﬁ&an@fﬂé@gbﬂ‘%ﬁirm if Mdut 240 mg.

t ot al dally dose of as |r|n|s about t o about
Ipggrtpig embadimestshive tetpkstsdly wese of atswémtlml@w i Ing. dose of

@?I_Bd?g' nIr{ ghe m$691t He { IQQ%HOS%Q)? gﬂi’rm ’s%b@&q%b%o%tto about

iment, t etotal dai 1 se of aspirinis ab
ZIQD)O nngy m@natbomﬁmliﬁiﬁmﬂg the mtdrdatlh doseartiaspitimisrabout 168 mg to

t0 dall do [ ut 10

D400 Ry 18 RhndBRah, e StV ofelot itrnGs R8T ea me o

£t 380mg. sIredther driaBod‘i’glehtpt}ﬁb@tul daﬂ@@lomgof alspslrmesr aRun200 mg to
nmbo ment etoé%{Ei dai | of as&rlnl.sa %

abopt 309 me o Bssiher Fm Sarai g Bisenindatpr 260 me to

HREE3Rf mASH zfn'ofhef émsmﬂltentlaﬁ 16l dagyalbgwf QG&Q i$%bout 300 mg to
anot her enbodi nent, the total daily dose of aspirin js

ahe8td401g Ipnotherembrdimgur. thy totphflaifY JPFReRT BRI GY #howt 320 mg to
Jﬂaﬁt éz%go i %&&a{n Qﬁ’iﬁ@dlﬁfenésﬂ% 'Edéi\ daﬁ¥ ﬁ@s%lbtf adAfin E%b‘b@t 320 mg.

about I n anot her he total daily
hiwsealofen@séumqnn, the t@tbloctaulyliga mSplonab@wt ¥emey. In

OIS e S A RS P RO

a&pmtnhbat 1semtm:d<|te1ielad reldase fdrmt dh amkahéryendmdmant pasqmaceuncals

about. .140 about 200 ...l n anot her

ERPO P PRRE g Rdoprise piriT e El T i s g Form that
igQetsed Atnilbiple timed Midtbigioueile@dy ment , the tot aI dail'y
dose of aspirin is about 160 ng to
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about 162 ng. In certain enbodinents, the total daily

dose of aspirin is about 160 ng. In certain
wepdvodiarent s, the total daily dose of aspirin PCI/EkI®0$/003119

162 nmg. [00106] In one enbodinent, the total daily

dose of aspirin is about 160 ng to about 2000 ng. In

anot §SHPPEF 3 al daily dose of aspirinis
abou?eglP ngy gE%gu]%ﬁggﬁ)ﬂéng. I n anot her enbodi nent,
[ﬂﬂH)9l] ot bl or¢aimbpdihxse podvidesizire plnarinsctallioaltcom@GSinglstaompnsing

0L g BT ertn IR BE b BB o B g (ess P 1R )Y

o’mﬂ@bhegré Svdi(aqjeﬁeagf tuthbgg Auel tdjﬁbohyldﬁ@ﬁs ofrb azpl rinis
out ngtoaout ng. | n another enbaqdi nent,
lﬁﬁb‘“ﬂ ot | ongmbpdipa nspvidedsrs pharmaceyfies]compesitigpscgmprising

rﬁm%ndlzﬁglrmvhéranmtwﬁal b BRPirin i§ Reds@d AbmdRd | Y

dose of aspirin is about 240 to about 243 ngy. In
coepsition baasd @h gemiris release profitea Whaeein §0% o espiin ingglpasedhover a

5?10?99%)&%50 g%ut i?f“ﬁﬁ% go‘?i'ggvufﬁ %ﬂ@g@ﬂto‘% o&%liéoc??nﬂ)to%ilng?feln
@nﬁmd«:mmmmemthélettmaladallgj dbseyofaegen m‘reb:aqindrfrqm the camputition

t 0. about 2000 . n her
SR e b e a s 0P St agtin R0 N S ehts . fyBg period
di@BouTy. to !abomgetmefls fglﬂdm@id'g Hﬁ’ﬂtkl;,lstﬁah@l bxha bor}iﬁcbdlt)bnd gﬁ @ndther
aspirin i a out, to,a out n anot er
%&m%ﬁ?e tof3] éa%g%ae ofj ashigin l'§c5 éassg ?ragbw compesitighiased on an
APPinTBledse pPRLwiREEn ABhirih PorRBRBA n?Bltaﬁﬂé ﬁ%‘i‘éaterttﬁ% 5% of

total daily dose of aspirin is about t o about

Greex onsr alpariechof trae obshoytl psabout k&ipur%ﬁoapwm adpnigjgfgasiogiof the
c%ﬁ@'o%hgn i fh ﬁ%ﬁt‘é} erﬁggﬁlﬂgntt ﬁ\y @%Ql%allgégse@f asélﬂn "ig]r%iéagerd from the

| ment, total daf aspirin is about
®Zﬁb0ﬂgom bassth outan 3spimy reldase p@ﬁleawhe@nb@mmmnsqnmahw in plasma-

lt o}e er al ! /o moxf ovaeS I rrllon ofﬁn &u atbou Zpt ut 1% ho rs
ZEES] odi mentOVL AR T AP0 H '8 25put
foHO\ahglaﬁmﬁﬁﬁraﬁEn ofﬂﬁib@ﬁlboshﬁlorone enbodl nment ,

ropaceuti cal 03|t|o vi ded hereln co ris
lﬁ@ﬁlﬁm T ug SpodmPa g ol ielly Aateal 2P e eptromyS: ghopt 2 to

BERhIRN In aﬂbﬁx@ﬂ&ﬁ@d&h@rﬁ' thé QﬁﬂQﬁll} HeRof B!ﬁ;ﬂMh dsqeleased over
herein conp ri se asplrln that is in an i nmedi a

afbevte’a@eab%tr(nlm&m Injysgt @r@rtl"@aé@aocamemmtwedww@ge of aspirin is

liefggsggg,bglgbohpgato%gut Ahiourdl - 3022687vI ASPI RI N RELEASE
PROFI LE [ 00109] In one enbodi ment, provided are

[00H2lra cueriecabod imgnb She fotah daibodase pﬁasmglrms adeased fram the
SRR 58 I il BI85 B SRR e
ayeoiot oPatbant 2o atbout 8 hbors Ifsllovflﬁ@ddlﬁ'}nstratl(mnd thﬂb@d]bd‘siii‘dn, In
d%ot(?l\é} gn?bocﬁ‘rrngntp&%rtgglctﬁ%ty Idggel of%gp u? ?sl rte ease from reic%imr;])gsition
based on aspirin release profile, wherein 90% of aspirin is released over a period of
about 2 to about 8 hours following administration of the composition. In another
embodiment, the total daily dose of aspirin is released from the composition based on
aspirin release profile, wherein aspirin concentration in plasma is greater than 5% of

Cmax over a period of time of about 2 to about 8 hours following administration of the
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niacin and aspirin wherein the total daily dose of
aspirin is released fromthe conposition based on

wW@spniai3r el ease profile, wherein 80% of aspi rPeI/US2009/003119
rel eased over a period of about 2 to about 16 hours
followi ng adm nistration of the conposition. In

anot her enbodi.nent .he 1ot al I.Jy. dose of. aspirin s
AiieiTion” TP GRIR Enbadintut fedna b ot siin R dopeibldm tne
@ngddsition badedroniaspifif Yeledse profile, wheBiladpirinl @IneatRlioR Epladna is
é_eri 0 of%ﬁbg t 2 to about, 16 hours fall ow n% )

aHPNaR F YeiobfrmeK ot RESiH S FiEme ot 2baus 24p b hours following
AITRARIr IR of thd @nipR5bn If] dt1 HBFRr ShbAEREAL thetStal daily dose of
rel eased fromthe conposition based on an aspirin
3spirinds eclensed frpm thewesmpeisition bpsedion agpirio esleasaprafile,iwherein 80% of

' . 0 r eriod of. .

RpRETE st S Tpeh P B 1ol Pl QnREie Mmihistration of
thedwompasiticar iloanahertehbodinmpgshe o dailynd@a of hspirin is released from

phodi nent,, the total daily se of aspirin is .
FERERLEI oo on b BingbEre oMb 30 hspiipis released over
4 pdrivd € apsuaRitd @bouts &b es TolbSithg hdmHNH@EOH bBtht 86mpdkition. In

| asma Ls, reater than 10% of Cnmax over a period of
Eﬁﬁoﬂ’ér o %ﬂj%‘ﬁ’?t’ etesa YdoseerliRsRiFE 1§ t51qasss frgn the composition
54l 61 SSpird reRBseYrofiBEWRGERASHikih @Bncch@iochlh plddm? Rereater than
enbodi ment, the tot aﬂ daily dose of aspiri |113 'S
Telob &gy oyoter peiiod of time of albdyd dtto gbdws Gheursifellewiog Réministration

i .t - p' i isS.. .

PR ont AP oL SRR B iy o ges
feorh dbi quenpositibh based balaspdidn Fefeadopefitd, whsirn aspirirsconcentration in

rel eased over ut to about .4 urs..[00112] .1 n one

RS RER B3Oty ¥ it IS AT ©labolht s

foltbwmgadminigratioh ef herpmpbdific) 1Aa36R dnGherambdERhdnt lthe total daily
el efase. E{.ofi | e, gner ein 80% of aspirin.is released )

d5ep 35PRHYis fdeased Lpigidhe compesition bpsed oRGSRiEn reJpase Rrgige, wherein

SIHMAsPIAL kdehs@d ol 8 pERFPORIbbLOT o dbBudRfubefollowing

enbodi nent, the total daily dose of aspirinis

ydgiRigEasiontaf din qERWORIL b ol anper erakediment, the total daily dbssafe

£ i ;. 900 . L C NS L . ano
B R B8 Ued Uy BRI i st o
aapiminn$ eeqased over @ peridicof@bop3stotabout 4 Honrssfiolowimg administration of

' , t al daily dos f.aspirin is .
FIPARERD: sl EBlbadBleny ot BEL SRR blfpirkh i epenst rom
the adrpasitiontbaseel an agipinrélnase prafdetwiaidin Bspitin PdrkSiitatios in plasma
greater, t % of Cmax over a. perjod of tinme of about .
SRRleE gl 0% G ST 7 BRI AR G oY oG Rt Blfowing
AdAiniSeR 08 BT HeCdMPOSitibn. Ol anbihe PARb AR eRMAL € ARy dbfsof
total daily dose of aspirin is released fromthe

asPiFiP dsTelgassd fres dhe compasippn based en agpirn prlesse profilsymbiersimaspirin
A QUnkrlfiorF ARl 8 kIe8r hin BOAITR A tmﬁ? 4

Crna){1 0\}er g’qper ilo% eof ' t Irlne of a nlé%t%??gégogout e]‘ﬁg*‘aﬁ?‘g‘ 310
abeut| ohgungfollowing administration of the composition.

[00113] In one embodiment, the total daily dose of aspirin is released over about 2 to

about 10 hours. In another embodiment, the total daily dose of aspirin is released over
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adm nistration of the conmposition. In still another
enbodi nent, the total daily dose of aspirinis
w0 edoeaswell from t he conposition based on aspiriPCTEF®ag@®3119
profile, wherein 80%of aspirin is released over a
peri od of about 2 to about 6 hours foll ow ng
it r
a%g oj;forsrdg)%?ttg ﬁcﬂxré) tlgt)JgFan:zi)ﬂ{%Jgﬁlg%&S fe?llgn {H% Stgtlgfr)(?ehn@ dose of aspirin is
mbh@dm@kafbpotﬁtdwoumﬂmsstl on based on aspirin rel ease

@gﬁf@l © rgﬁ:{og tg%%%? Q%I )h(gctflp éf %sg:lrlerg\%eaaaseg fromh the

c&dﬂioﬁltlsﬁ b@deti on aquﬁ Reteag© piodisd, thertin $0% @NAIPN is released over a
dinment, the total dai]y dose of aspirin is

Reé‘Pg qEakput 2 Ihpkone ! Cbenspllopving asaigryionaf ghe Wmméutleas In
Aot érﬁbod’u‘l‘ﬂ@ﬁteih@ t&§lﬂia‘ily 'aoé‘eOJIfa@;ﬂhB & deRAsddTrdth ﬂx%"@énip%sntlon
greater than 5% Cmax over eriod of tinme of about
basgdooraaspiin relehmgﬁlﬁowhqmnﬁg‘y mSthIQt1$‘ eeldagnd Qﬂer 2 nerlod of
%8{1‘%3?1%' Abb A0 Ho'&rsaf%ﬂw Fﬁgﬂg& thte NS rrr&)y%ﬁ Xther
ose of aspirinis re gdse e co |on Paged
aprbodgpént | the totd] dade dgee @f a$pasin mhelleaﬂed fraspthe i lcnmposmon based on

concentrat] i l.asma.i s greater th n 10% 0
SOBP H R Oeor P ReTgn SBER R4 BROTR MeeHitrae 5% of
Eraht ovdr apeacdoMihé 6ﬁdUoQﬂ2 w‘abbbtel gt b adhiiniSikdtion of the
anot her epbodi nment I y dose of aspirin is
GogIPasiian ha&mheh%m@efﬁw édowféémm.lwe.leéﬁeéafw the

Rkripositien b¥¥eE LR 'aEblgﬁ)%lé%lfse ﬁr%ﬂ'ler whefehn 4splrRPRCer485n fh plasma is
peri od of about 3 to about hours fol | ow ng

grept¢rrihan 1% pbRmex overen p,e@lﬁﬁ@f,tlmp @habqul 23@1@}2%.10 hours following
Hﬁﬁ’igﬂrﬂgﬂto'f tﬂe%ﬁlép%glﬂbn.dﬂf th‘fl aqglgﬁ b(ﬁﬁ‘rﬂér{t' {Ae ltoﬁal dajly dose of
el ease ase f%ase

from COﬁpOSItIOﬂ on asp rrnre
gspioiniis @,leawhbﬁr@n mheQ@%mfsutlas pased on iaspirie redease drofile wharein 80% of
%alﬁgln AS LS ?erag?cp ovlgr % Pe chd ‘%gagﬂltf} o34t|otrgllg(6\i1]t38 l}olesl fg)m)wgllg administration of

therb@miposiivin, Ih Beoth@tealbodiaiany, tistoseal adilyediRe bf #spirkh is released from
bel eased. from the conposition, based .o r| .n rel gase

the 6IMPesitiofhased on aseisinelase DRAIUR WhEFTIB 30‘?%5) FFRIERds feleased over

OpBRH B abdiAd t1d MWeuPB holB FolR¥Ahg AdristratoPbf th BBmMdsition. In
about 3 to about 4 hours fol|ow ng adm ni stration of

angthergyRprsimentothe total dafy dpssof@apipaiiswsleasedtffam thercgmposition
if3ld o 4185 Rlead RS 'e”whe?elh%ls;?ﬂﬁ %sln%@momﬁ RO 0Sirkd @ han

aspiri ease erein Irin
YontEmak avérorperied plf tiswwf a@ovg B eaualenut 8 hawrs i@l%voflg @hministration

cg\{% CO%?I}ES{UO dInOEno'iﬂe mggd%?gtf Lhe%ottapdaalgf Igeb %f ﬂ?g@iiff]leased

mnistr
from dme:om)i)sxdombmad oh b@ntx@teﬂéasdpnolt‘ye dxhsmm:isparapadnwntnaeon in

rel eased ov to about .1 purs not her
RBBaS BeAte Tend 0P e ety ® Bryiod ofTa 3 abof F1@ b5 hours
foROWIAE @dmMIfFatidh otﬁale-caﬂgaﬁﬁ’x?n\ﬂ IakANansthéreniddithend, the total daily
hours. In yet another enbodi nent, the total daily dose

dose aksaspirings released tramdhe ermROsiAion besed on@spiFs elease pErfHe Wherein

80% of aspirin is released over a period of about 4 to about 6 hours following
administration of the composition. In another embodiment, the total daily dose of

aspirin is released from the composition based on aspirin release profile, wherein 90% of
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[00114] In one enbodinent, the total daily dose of
aspirin is released fromthe conposition based on

W@ 2@on#a13r el ease profile, wherein 80% of aspi rPeI/US2009/003119
rel eased over a period of about 2 to about 10 hours
foI I ovv| ng adm ni stration of the conp03|t| on.

osg,of .aspiri.n is

PBPLAEURRER TR Bt el B BAUSIUR BBy mgﬁ%m"éta@@n of
the edrhpasitionh dh ahdsth@QMbotineRithd total Hailyed®asLakpiteis réleased from

eriod of gbout 2 tp about 10_hours foll qw ng
BRPAPSSY LR RagsH ¥ aspiia relsmssaephleorhersin aspide Figfbentration in plasma

R BRAkk RAY 61CmhRbAr aGRFbY oFI9RE 0 PdboBEPIJ dbBul Shours following
rel eased fromthe conposition based on aspirin rel ease

gsimpisiration o dresqompesivion n anothee embediment, the tefpbdaily doge of
L P I L T

@opgireiion mrpladnm iaigodatee thae Yo fremax O\tehe peraddadf tohae dfyabout 4 to
ose of aspirin is.released fromthe conposition based
AR B o bl A B ARRET o SaonTiator 11
[oonsgnt nmnecumboﬂm@énaanatoltzﬂ d.lﬂ}edﬁse lof bdparin b@Searkd Go@about 3 to
about, 1Q hours

ver period of tinme of about t
?bﬁ B@f%@s d83Pathes ‘?’%‘ithmeflﬁfth? fogal éa&abé%ﬁepf aspirin 5 relepged over

AR HR abBHRIUFE Niin, yet i}ﬁ)tﬂe?kﬁlboﬁﬁiehﬁ[ tHas@1 &filyarsd Bf L3pirth is
rel eased fromthe conposition based on aspifin rel ease

fsleatediover ahput Blorbgos beurasipianpiier embasimentetie tnrelrdaily dose of
ﬁgfrfnqgre@é‘asép&u& (aﬁou{t 9 t@%{ﬁ 5 %om urs follow ng

adm ni strati on he conposi ti on. | n anot her

[@ﬂbtﬁ]ll nbndne entbedinodng| thelmitdl ylandboéctse of aspami mrdeassd from the

doi m?er(ijb;rgm ta e Sa12 Og lt‘o gneen s g sp i rl%'s%é‘%sera
r“b"f’ igh beged SR P gB SETGS R vhereln S QP BRI s e

mlbd oflatafut 3l®atiouB 12 howrb ftillow&lé'uﬁm’ﬁﬁlsfrﬂidn%ﬂtlﬂ‘@composition In

%%% rﬁé«ﬁf rtnlen?tﬂglgzt%t% all eyo &taélglgé%reggfﬁ%%}qqg ?lg composition
baBt LaSRPirfn @Ehié]ﬁoﬁ!émﬁ&h'fnl 90, HRESFIFin S reRANd dvar h BEERPST
profile, wherein aspl rin concentration in plasma is

Poutt ©rabppal? mugoiolloying adpwpisteation of thg comppsitien-oin aspthat
I
bR Yhe M iy d&% olrfgéﬂ ngg% Jﬁ?rle%#??x:oﬁg&% ggrgpg%tté%ased on

conposi tion. I'n another nt, (

aﬁspxw rglbamsmﬁtlamhqem ebmEB echckntaationheploemp greatenthinmEé of
aspi i r.of | n a i

CRREERE PIPrbFOFAREEURL s © A IET ANl PRAbY M aqmiiugion of the

@vignosidiopen odthef eﬂnbdﬁdameﬁt &iaomhl diulty doﬁ)@'ﬂaﬁplﬁn hotetensed from the

foIIo.vvinE?Fngnlstratlon of_.th osition. In still

SHEOREP™ 41 AHEN relgAse PEATS. Vst ‘1"9?585%""8?“5’?&’? irhplpgna is

gredterabar] 0% ofTChAR of &Hsksiot 00 ime RF 86bud B taatduk i1 D hédrs fﬁcﬁﬁﬁvmg
profile, wherein 80% of aspirin is released over

%S’@T‘P‘éﬁﬂat@f’ od hsiRompo gonb Bt lkemRtes Snbesiment the total daily dose of

a’%anrl!; Rl da8dd @ e édﬁ?po@i@i'&ﬁ ‘B§§eﬁ loRRspitif rAEHRL BRIfile, wherein 80% of
nbodi ment, the total daily dose of aspirinis

aselr@assvcbbaﬁmer heem@mf@bputl otie abagfchayrs falipwvingradménistzation of
#E gérjnll)o%ltlo\p{h ®h gﬁ&h&%@b‘&ﬁ n?e(?lt, the total daily dose of aspirin is released from

the composition based on aspirin release profile, wherein 90% of aspirin is released over

a period of about 4 to about 8 hours following administration of the composition. In
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LAl - 3022687vl aspirin is rel eased over a period of
about 4 to about 6 hours follow ng adm ni stration of

W b@oageTposi tion. | n another enbodi nent, the tPCHIUS2009/003119
daily dose of aspirin is released fromthe conposition
based on aspirin release profile, wherein aspirin

SRUEPEMBHRER. b B0 e P BBy SPBostior

lfa@éd eVaspitinadiehst rbfik] whéteidfaspikia cGﬁU&‘ﬂ’@@tidnl ifPlasid is greater than
gger enbodi nent, the total dajl gose of aspirin.is
EBY OV PR IoE oL sSSP A 19 A% 8 bRursdpliawine pamwiyigtion
m@é ¢dnfhosHiORT Bl dhoRReR lefnibBdiRRAC eRttb@l §8K) dofe &t aéﬁma i§ feleased
reater than 10% of Cnhax over a period of tine of
fg%dte pmpgsitip hased on @SREN releas MIOHdE. Aetein 2pirit qopaenttation in
}ggsﬁaclg gRQéH g %\I &r (Eﬁlli ) :?)18 ox%eg ngrg%(géﬁg&gér tout 4 {é%tb'bgtt iﬂ\ours
hbwi‘nghﬁmh'oslrémon Ioﬁtlmr«:otripesltlemblrndtlﬁtand)thettdndaoﬂotait thiatoltat daily

ose, of eased er, about
88 P RbifiE kfald i hERbERMioR ba SRR asiipi e BRE Pl llpagherein
800% abgirins rededsed Q@éia(i)eﬂwébf AoaLs to?abb@t Gl fofloiniy s.
I n .anot her enbodi nent, the total ggse of asplrln

adminigiration of the compepitig- In angthep sraPo mﬁ‘?}u totplstsily gfp
APRinGFRAAsIBEREm the@ntpdkbn gadeldlan%ﬁn afleRS PHdtild) th%rem 90% of

rel eased fromthe conposition based on aspirin rel ease

gspioiniis eeleaggdenver m peiod offabaulpl tojahoutsd hasrsfallewingwdmiristration of
tﬂg 5619 sﬂfonaki’ﬁ’ Hrtnot}?er eﬁlb%a%t :hge t%&lll b }I st Qf’\% Egm is released from
adm ni stration o e conpasition. nan

therbarupaseivn, basddeont aspain relzadeyprofols ewlefrein ggpimm poricgntration in plasma
B B 0 B R R BB o L RS g
qediniswhtivh ofl feudonpobitioabiidnoihdr bnﬁbd;cﬁméml thewétaldaily dose of

adnm ni s ratd n of the col si tion. not her

ShEBas frutrecd Fotn Hetompogiion paiscon i Edifaet Arafile, wherein aspirin

doRtAeA6h inPaBniale gfeaftP BRh 109 o EHH00VRPa PRI dMinfcEdRBBE: 3 to
profile, wherein aspirin concentration in plasma is

3ot urs follawing, asimitisiationaf thecommopigan ofn et agotsr emhodiment,
t'ﬁe Eo?al@lQW&osl%f Qgﬁﬁrlﬁ' 1sfr9ieLlsQWﬁQ)% ad %Iﬂb&tlﬁ(ﬁ’lt Ba@&i A as‘bnﬁl release

onposi tl on. anot her di ment, he total ai
mgﬁls wheralsrﬂo% ¢f aspiringp eeé@e@ﬂ dvep moctm;i Sahpad tpuabﬂuttﬁa&mds

fgg%\@%%t dllnrh JtFalnSﬁ‘%? }h% 8In LSUOM ‘%tﬂ g1 ofhﬂ/ent thec}%al daily

r a gr eat er
dmgeof apnmrls mlleaséd from&h@éom}hnuton%ated oalaspitin t&edse prcfile, wherein

Q) lowi ng .adm nistration of .the conposition._ln still
SRR iD SUTER e prreLpEion RBaREh o UBMie, | o
ddaligissR1dn of € doRoSiBIBR.OF driotHer BAB&IImen, the Potall daily osaste
profile, wherein 80% of aS%I rinis released aver a
%Mndﬁrei!ﬁas%fém the qompopitign based gnrgpirip Faleas Rgpfile, wherein aspirin

QAL 86 AlPIAMaAS glddfr %Hn@% 31 @Rax dvRer RPAIIUEST time of about 4 to
enbodi nent, the total daily dose of aspirin is

abepichkamus fqllemrtgwélnuolﬁ@@mntqf e eoamposition samothenembodiment, the
BfaPldilyGtosd'bOELsEirih i PRREd ASRIthd LorhpdstiiSh BARADnRYSFin release

profile, wherein aspirin concentration in plasma is greater than 20% of Cmax over a

period of time of about 4 to about 5 hours following administration of the composition.
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a period of about 4 to about 8 hours foll ow ng
adm ni stration of the conposition. In 27

W 2093822687v] anot her enbodi nent, the total daPdTUsIEE003119
of aspirin is released fromthe conposition based on
aspirin release profile, wherein aspirin concent ratl on

BN & Tt St e B At PR e i el 0 aBluta o

at@ngil IC? Isduksatlh @Eotﬁér dnﬁ‘r?bdgﬁdl‘llﬂ Qh‘da tota) Iﬂall)? dos&@@hi}ﬁﬁn is released over

odi the tota aily do spirin.is

@P%%@ggoxﬂtrl&hwrfe Te yrismether eo %di@ @'ﬁ tofalffajly doseqfagpign is

feleddelofer MBI CiohbBRPI0 HidbrS TR GREhERINMBIAirhdht,Rha &R dhﬁy dose of

greater than 10% of Cmax over a period of tine of

a3pisintis wleagedysuabamt fduprbouf dhperi Hyanether ambedimenipthedetal daily

odi nent, the

4B oF RTRANS HiRed br Bbdue o, BROGRTD EEROC! 0 e

[@Olﬂ:&by tri @ chdwdinann thrsptai ldaul)r ddseaf esppiroAiis ejeasdicliran the
rin is.released

RNtV RSP &P FTBE Ta: Rp AT POk SRR Feleassd blera

[P0 06 ABduM to dbduDOh\RS fRIoREE adaihistritdvh dfdlicdonth@kitisn. In
spirinis rel e%sed fromthe conposition based

d
Oﬁ%&%ﬁ??w&m bg ddalgayy dpge OfWﬁ%‘F‘éﬂWC%% drom ghsicpmposition

bRt LA RPirAMBlea® mSﬁlbowh&EIna)@%Jéf a3pitia ,@k@éased%dapy périod of
foll owi ng adm nistration of the conposition.

%mm ‘hierabewplddionesriollowing adwinistragian of tmo‘g@p@fltl;us plananﬂthprs
?ﬂﬁ&ﬁ‘ t&i}&)‘@ltdg?y GNIRPSLiiR T LRSS t’}‘.é beﬁng@sitﬁcﬁi §:lefon
pro erern aspirin concentration in plasma IS
@pemtreheasteipmﬁlﬁ,%lm‘relﬁ)amrlmvmceatrap@mnm glagrha isi grmtuftheabﬂ@tof
o8 rioa HEE ol fhob CEATRBaREDR 0K fBbb Bk imfyion o e
quﬁsmﬁn da phéthér dntbodirhemsheltotal daily dese of agpdrsn tslreleadaaﬁedl the
on as, n rel ease profile, wherein aspirin . .
cogmestPn bpseg ARPIgn blspse PE"ﬁé*’ré“g\eé‘?“ FRE CASETRtipp g plasma is

¥REr tAarPEI% Q8 CRax ol éfa riodRetnedf hBord B hbdut |116’ H61§rs followmg
ollowng adm nistration of the corr[t))05| tion.

admnigEation ot GoEmOSItioRe It SHlAnothsT ¢ %@éﬂto@e a%h %ilh dpsg of
a[sFirFrﬂE Rl oS L PO G &ﬁ%@ﬁlbh ib@eERASH @ﬂnQ Rel&RPbfdflle, WHeRAS 80% of

wherein 80% of aspirinis released ovér a
epemnod reldasedowiet a peried eflabaut Storabavts] 2fhelutsdllenying administration of

t@%ﬁ#ésﬁtfo%t 'I? Hno%er € %o %3%%%{0%1 d?lﬁ)pdo%g gk Qs%mn is released from

ment se OrT “asplri
the bmaﬁcsdld‘nrhamd dreaspinreeadei pofilo askdeio IQO%Scpf aspinn n:eie&aseel over
rein 0 S. eas over
DisFiogsT BrouS B bt 13 s S eV R i Rinis GG Sompition. In
Qe bhbédAkMNthe froth i g SROSH dspidin is Feleaddtiotdit the composition
enbodi nent, the total daily dose of aspirin is
l?aé%%fs@alrfwrsl?ﬁiwofé@n*ﬁbemnu A5PIrip £QRYN B ASIPiPIFSTA i pgrEsgkthan

0, O Chiax oVbrer férﬁd%? Bideiof 2601320 LbGHt 119 Rodrd f&i@ﬁﬂ?adrﬁnmstraﬂon
greater than 10% of Cmax over a period of tine of

efsbaucompasisionb uanoshen gmbgdifment, dwi taig! dailyi deise of aspirn's pfleased
ﬁ‘m e m%klﬁ 59 Baseh 3n %E}%H %lea%ggpoqilmterelﬁ Qs%mn concentration in

plasma is greater than 10% of Cmax over a period of time of about 5 to about 12 hours

following administration of the composition. In still another embodiment, the total daily
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total daily dose of aspirin is released fromthe

conposition based on aspirin release profile, wherein
w@gponiaisconcentration in plasm i s greater theel/Be5Y603119

Crax over a period of tinme of about 4 to about 5 hours

foll owi ng adm nistration of the conposition. 28

Ja'égl Io?a grgngys S ILegsg%%rg)htL%] gc?rﬁécrsgggglgaglse%oglrdsg%%ﬁfleglsetpéoﬁle wherein

mm‘ aspirihid wélsased Bveraqletiod ofatoadé peationt t(higourofodbwitgl | Y

se. of .as inis released over about Qut 12

jpistratiqn @Jéfée AT o M BRIRE ﬁfnb°$ s, dheiptali yyflogoefe
ApirdSiBrdltRed fromehEat sbsRIOR badaWntashirih Qe 188 profild VIRHIS 90% of
I n_anot her enbodi nent, the total daily dose of aspirin

aspiriais seleaserd oxes g patiedef abouisd bgut 19 hewes followingadminigration of

5
AREAp3TLy, Jh Uh lpdB OBH O AR i s om
thn sompdratiimtesed ort #selrtrobbhsedaoﬁly wheein@bpias pondentratidngn plasma
rel eas CONPOS.. S S el e
e S R P R TRt PR BE iR BBl I b STBuing
gininistatidn efhiedidondpdsitioab Duﬁnoilﬁ:r bmbodinieoat, H&thﬂagdally dose of
adm nj strat | sition. |In another

the co
RS ﬁfé?ﬂseé ?rﬂ'@ t@%f%vpoaﬁfﬁi’a&&% agpirig £elpase profile, wherein aspirin

éc@afm@idn il PIRmdR PER @faint 109N @RS o R aPeRbd bNih&bLARA! 6 to
profile, wherein 90%of aspirin is released over a

shout Hyheyrs fablgwingadministssion of thatemmnesition] Byyeh gnother
Ggdngld B AR Ry 402 GAMORG eRlscd! ForR iR BRposicion based on

odlnen e tot ose Oo1r aspirin
aspiriprsedsef profitet Wberemrﬁ%fs@ﬁasxmnba@msmv&s ppeiiad ofebeetseto

g:oglg ngur ﬁgl rvgrag] cﬁﬁ%&tl%ﬁ%ﬁﬁeep mreF?OSmgxﬂ ;lrp%r%tlirg‘g?nbicé%%nﬁpt, the

t’btdl dan@bdxu;e oi[ﬁsphmwss:*,eléa:sbﬂ Gomnbe adﬁpdsntainrlmedxm asbnrinhelease

OBEE ety AP i aSRE preohReHed SEARRUES o B b

IMoR&Y ddnfinis@AtRATE th@fﬂﬂo@itnoM\hB{eﬁbﬂleﬁ&ﬂbéduﬂent the total daily
concentration in plasma is greater than 10% of Crax

dres of aspiyén isaeleased frofreihe FompRHonbages AILEBAFInTsIehss Arahle, wherein

gs‘ﬁkrlirpé@n@&tﬁggﬁ ) ;ﬁ&srn?at it %ﬂ:a&t' tﬂah%%@ﬁ@ﬂ% Bi/é?'a eh@d §tithe of
anot her enbodi nent , total daily dose of irinis

aljue 6 sebout Dhourh éoll@wpg)gimmt;ﬁa dhfowmlt\onn It afjoghes e
%9&1 %@m Wg%tgll J&g? gc{ge f a%ﬂ& éé %lea?edrff(loni? ﬁ%\%lgﬁnggﬁ{lol’?based on

of “about to a ours
mbmrrmebaseatrpﬁh whertin@sgidnposdeniratinn ihplaamatihgreater than 10% of
&Mmdrmm fWOt

. dai.l d f i I.i i S. . )
B8 qud Rerig OF Hin® of abst bod Ul L b8urs SRRovting pdrfimisuptionof the
m;sdsléisznf mhgaanag&?%tmfguﬂ?@l thé tbtalsianfti(lﬁsiawdspwners réleased from
eri o apo a u ours (0] (0]
@ewmpggm basee o asw?{él @@ﬂmpﬁ{jow hergig @Km%?lrm is released over

£paasl T8Bbut 9B %b&ﬁtlélhodﬁlfbwom% ﬁdrﬁfmﬁ%ﬁbﬁ bfkhk %omposmon In
rel eased fromthe conposition based on aSth rin rel ease

proghar embodgimente the tatgpdailyrdosoeicaspiringds redeps¢dhirgi dkmepmpgsition
Bdse@bf lfisptlJ']rij‘q%:lease profile, wherein 90% of aspirin is released over a period of

about 9 to about 10 hours following administration of the composition. In another

embodiment, the total daily dose of aspirin A is released from the composition based on
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5% of Cmax over a period of tinme of about 5 to about
12 hours follow ng adm nistration of the conposition.

WO pooanet7Ber enbodi nent, the total daily dose oPCHEPI009/6D3119
is released fromthe conposition based on aspirin
rel ease profile, wherein aspirin concentration in
:{%i)larrrfzﬂgl]pﬁs%kgxg g%v?ktﬁe(r)ttaln%?}) lélfrcl) ({cﬁx%%%t%)ﬁflrg ¥F}Em9 is ercgate(:)l'qha(.)nf 5% of
@eas oves arpatibdof tirhe dbhaboao9rpaebotit thhouksifodib widg adnidikteation of the
enbodi.nen e to ai |y 29 LAl -30226 87vl.dose of
Cé’glﬂof‘?ﬂ“ g"%“@p@ég@h ‘JFP“S% ol FRly 4rte JrpspEiadyrelsgsed from the
RHPokitiBn b8 A AsHFiR tdléRe ?I\Mﬁw Wherea{)%pmn @wBérittafloh f plasma is
rel eased over a period of about to about 10 hours

greaterdhdmi)aehCres ovena resiod of tire 06 bRt Qite it 19 hours Following
ﬂﬁﬁn@t‘?&tl =pardalel &ﬁgjos‘tlwe total daily dose of aspirinis
(5’ fromt

el ease conp05|t|on based on aspirin rel ease
profile wher ei n 90%of aspirin is rel eased over a
per| 10 hours foll ow ng
adm n| s ?%hi’tE&%Eg ge (o rrr%:osi tion. In another
[Gﬂbk!k}il rrhﬂdme enfb@dinedna| prefddddyis d aselifidd rakepserri¢otinge acid formulation
fromthe copposition sed. o irin rel ease
Wi f R ehatg Tert AsboiTRRY Silbler S S ROrafioy oieEicg Bvice a

@h Qlatia fdrhﬁaaué%/mferliamm@moa dA8dih©8rupfinducB® h&fatadasity to a
6 to about 10 hours foIIovvlglg adm ni stration of the
[

levsrpdasheweind rqayire sl Risptivigpeidiforsitlationrie be disgentigyed. yaid
HOGBePlelASPhikbtit Scil ?Arﬁﬁﬁﬁgn feﬂqmtﬁlg & rEI05R Paétdrh QRarB@SEA by

on aspirin rel ease pro e, wher el asp_l rrn .
tpiorpbeses mdieh @monwlwbdmhana surye EmnégotiniganidirelFasstl fiomashe said

lﬁ%(ﬁf’lec?reﬁ’eeagé got?rrlc la‘rf’l f} { de@oﬁ\%llﬁ?@gug% elw:}%?%{-Nelson

OW ng adm ni' s 7on 0 e COo
ra¢thdd) arlagpiizee ambart ext&dded teddaad pldae.l in aﬂm&rer erhb@damenu, theilsg

rel eased from.the. osi ased.on aspirin rel ea
ARy 2 S Btra ot RS Bn b ot RERES BT oG8 Bl 05
fdesrbedib@ive@bsbout B atidatRbod houks Rddengd iﬁhks@l% n!}l another

adm nistration of the conposition. In ano

SPROFUNGRErhe extRrded selggse @a?%e;})eal&éara?teraée& tw. H) mere than about
1084 86&5185‘1 ufmrnom% Bethe ama]tglslb LERRIRARSErR B Bb§dr5bdrlﬁ|t\§é‘é§%bout

r wherein 90% of aspirin is rel eaSed over a
ﬁm &)@ptm fodlewiintg i8gesombanothengynbediment) lsed than 90% of the
rﬁ%’ 35 &id %rﬁl?lﬁte%d lgchlfg %)ge;ﬁf&g& g§ b?\gu? lf@ll(ﬂﬂﬁ% n{glé%tlon. In a yet other

ment e tota 0Se of aspir
engiodasad, & modificd eelwcmioetiirtii: ocid ferseidhtion aaalpnvreimcm@rsaé efa

i ti
B8l frabbfoBunts PR IR SEMhi Ry 5 sl pRidR SParaderiped by
tootphastodllag phisehS am ﬁ;ktbrmud mggad haves I i aitibdatﬁménhethe lag
t n ther e odl ne Oola
i lsakar'a%ﬁrlﬁdwgoﬁ'@%n@a@@ s pelovh %%eofgtsﬁéwsx or 8h eb%ééﬁurs
Aer BRRinid 6 ih@dsBas sduPbl 1%011%11&»13% @ﬁg@gﬁdnn In another
concentration in plasma is. greater than % of Cmax

chodimenihe gxfersdedirelagse phasghsing ceartaeieraﬁéuhy ii) plaspalevels
%H&&ﬂ‘é‘tﬁ@laggmﬁ'b%fnrg%dlﬂgmgé abd¥€ 20% of the Cwmax for a period of at least

3 hours but less than 8 hours. In another embodiment, plasma levels following the

extended release phase being less than 10% of the Cmax by hour 24.
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conposition. In yet another enbodi nent, the total

daily dose of aspirinis released fromthe conposition
whawed481 aspirin rel ease profile, wherein 80%@f/US2009/003119

aspirin is released over a period of about 9 to about

10 hours follow ng adm nistration of the conposi tion.

BB S SFRREE Aomieifed B MR B0 iR L abbve,

digliars mepﬁaftﬂntceamd/\&lﬁb@wn % r tiastiorphases as Fitlodaskdween 1%
over a period of about t o about 10 hours foll ow

A fitharicetinippcid H@S%%‘ﬂ%'é)‘é‘iefqddha spibed Aufingsthe lag phase of
gEbQdiinERtion Ma% 1Rt 8g s Mné’x@ﬁng 11§Hestﬁ§1o'lﬁ lhRothed enbodiment,

rel eased fromthe conposition based on

lesItha@ 06 8f7thee agpotinicrecidelosaadmipiststéd i absmmdat abaus @iSrhomrs
t. in plasma is greater than 5% of Cnax

@@Q&ﬁg;%&ﬂ&g of tinme of about 9 to about 10 hours

[06121pW hgoredmibodshensitprovidal are hedidfedpesast inaotinicracid

t.h di t, I t.ot al il f. LGN
Paruatis e FE rotpasr Brd b logteBToGulri T bl G aedese
fkteini dheractefieddehytwdSilasdsa 28 PhSREhA kA OXtehded péla&mpha@ In one
greater than 10% of Chmax over a period of t

i me
cxrhodimantithe kag phaserip chasftarized by lismg leyalsibsiost 2050 pswe&mx for
dt ﬁlﬁs@m@%ﬁér% mh& @ﬁh&ksﬁgﬁ%ﬁﬁﬁp R ks i hglindRtiGEn
enbodi ment, provid IS a nodified release nicotinic
anether ¢robarimant; the emend\edareleasg nhiasesie chasaaierized b ¢henTmax of at least

L nj stration once or
@ﬁédéée/ﬁg){%fgy& a&% h%ufsﬁélrl(?\%?g '?%%%ﬁg&*ﬁyperl i pidem a w t hout
causi ng drug-i nduced hepatotoxicity to a | evel which

o scHURIN PRERRE AN IR PRI T ot nfe acid
[borazy!l atn exe eatoldivhdnit rzagplalnraeinaaaﬁu@abbnﬁmseg absadtte abaigd days

by two phases V\/Een convol uted plasma curve for
BsRif Rredreaiment papEdnbaten ot Ry modi f i ed el ease

[\g\amt] I nl.porécen%oeﬁﬁémla%b Bt it Pred8SRMMANSL b NOthbABy with
gner - Nel son net hod, ag phase and an ext ended

aneasmal@ée@mg anitited abpyt ﬁéq a%b@h@mﬁbeforten@aqua@emas &n gnpther
{
aC| ongcra21 agﬁ‘ncpié trtl'ed)rog:é |s aE rbeggé)@thegvgz C“glu'{yjtsﬂl 5‘ an jmen

ialtieted ahodrtdmoabbwtl 1I2dmur$g>efqng atindherapyn lamoether embodiment, a
e e T T R
tblasut 18 Hoofs btefnee macmttherrapy da |ydt anthenieatbodimtnei sabject is

ed between about 7 and 8 hours foll.ow 8 410 ab
R’ﬁ‘goég prohe day, of pigeifdRerany B AP @%@“WHSW*‘@ obeit 4;tpgbout

ShaiRé bdtble madinlthagpiy ni st ered being absorbed by 9 hours
follow ng ingestion. In a %/et ot her enbodi nent ,
1

a
(BB1R4 i ebn ons crbodimnt.cr sublicet ia eredosegiamihadaya! niacimibgipgy with
dsﬁlrﬁqgQHeﬁ &tltiEd &bout 16 hours before niacin therapy. In another embodiment,

a subject is predosed on the day of niacin therapy with aspirin regimen initiated about 14

hours before niacin therapy. In another embodiment, a subject is predosed on the day of
niacin therapy with aspirin regimen initiated about 12 hours before niacin therapy. In

another embodiment, a subject is predosed on the day of niacin therapy with aspirin
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nodi fied rel ease nicotinic acid fornul ati on exhi biting

a rel ease pattern characterized by two phases, a | ag
wWebwsa4asd an extended rel ease phase. I n one PCT/US2009/003119

enbodi nent, the |ag phase is characterized by: i)

pl asma | evel s bel ow 20% of the CVAX for at |east 3

hours .af.ter th bme of cingestion and up to 16 hours . .

PEB AT Ao D bRt SR ¥ Eaodn Bk dmoqimo s Subjectis

prededledthe dhe afgiagin alseeagyew ity agpivart @gintshi idicidtel Yibotiti8)hours before

| as | evels followi ng the. |l ag phase bejn [ nt ai ned :
it ooy, Gt onerfenRogyRerlch SLbies it pBRposH (H’_ttl‘? dace! magip fhecpy
Wik a§pﬁ‘§§re%ﬁ%_ ifitidRH about! 615 ABGYs Befor&RBARA kHERYy, 1R &SHKBther

level's foll owing the extended rel ease phase being | ess
¢mpRodiment, apfubiepiais msqgi)pq{bg dayaf niapin therapy with aspirin regimen
ilnﬁﬁafeﬁqg&ﬁ.%n}{)lu[rs%%&g]niégﬂ%tﬂ@r@ nﬂ%bﬁ%ﬁém%ﬁlmg bfbSket is
rel'ease nicotinic acl or ation as above, displayes
prbdosed crothienlay oficiacin alsapypwitlo aspinsareginten inikietet wboys3dwess before
as.fallows: between,1% and 10% qf. the nicotinjc acid.
At Batalmin PRV SPeSdREF acteials RiforRL SR by Yk o2 BieEin
therape ®ith asges tdgﬁ)ﬁerﬁmﬁiia&nbdadbdd ut @hc&rhl&ﬂ’)ﬁ rfiahhlid thétapy Ifn an?]ther
ingestion. In another e i.ment, | ess than 90% of the
HPRGH IR Felegt ‘d_é’§“é‘°_é"d’rﬁ“rfgs e iiivcin ey BUt AP BgERimen
ifittatcQ @Bt 3 HJubOBUERE nideaeRbiap In bARRG EnbbBin®RAeE a subject is
enbodi nent, provided are nodified release nicotinic
riedaged o Hhglday popiscinkaranynvishhpspinifogsimesdnitiaed abeut 2 hours before
b r o |.

hap el SRR EIROTRIAE sSUGetit Frefork EbR AR rhichh
thsapyn it asptie sepamerhmdtéated aboonkehairibetdrenaintin thenapyl ag

i s char rized I level s . helow 20% of .
BREE e SR PR s Bieolls BBy fOH oMb by witn
aspg@stgimenanltkereip about BO%heliniscih AlUMisinogreleagsadaintibafterlabout 16
anot her enpodi.nent, the extended rel ease e i.s, .
e S oresfr 28 g phs: TRASOIBT SR Bt SBoHGNTRC el AL i
Adid)eadbld Bt afted HolPVE Rehrd @%ﬁé&dsﬂ@-wiﬁﬁﬁbﬂn’.\'_ln another
PRETREATMENT SCHEDULE [ 00122] | n one_enbodi nent, i
aapodiment dhaplaprar pencepirationph njasiads tespihian 20%f Siseax;until after
ARYS1 PHouBSHH gr dbsﬂlg%iflﬁé%bﬂﬁﬁtln ggtfa%{%et Ghbdd@hbRNtheblasma
niacin therapy. [00123] |In oné enbodi nent, a subj ect )
joncentrations elchiamin isHlessdhan Hi% af Goian untilafigpgbont 1 & heyrs of predosing
@ﬁEngﬁhreginen initiated about 2 to about 16 hours

&1 ore i aci n t herapy. In another enbodi nent, a

Podect In enepndnddaecht,crsubjeet id pyedosedrinabe dayt dferiaytherapi with

an. aspi.rin regi.nmen injtj ed.a% .1to about.gz hour s
BerGreimeio Bite Rapati o & it ALE isnabdichminaganci Bo% 14
by EPlredoSing MEGHSHHRiINOMn h@hétyhbtiniing @bsuttoes efadkh AUC is
an asplrln_r?glnen initiated about 2 ..

not released until after about 14 hours of predosing with aspirin. In another
embodiment, the plasma concentration of niacin is less than 20% of Cmax until after
about 14 hours of predosing with aspirin. In yet another embodiment, the plasma
concentration of niacin is less than 10% of Cmax until after about 14 hours of predosing

with aspirin.
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to about 10 hours before niacin therapy. In yet

anot her enbodi nent, a subject is predosed on the day
wW@RoopitearBn t herapy with an aspirin regi men i ni PCHUSH09/003119

about 4 to about 8 hours before niacin therapy.

[00124] In one enbodi nent, a subject is predosed on

of nigci,n thera W th aspirin regiJren. .
(oRF3 57 itenstrtod ot B este Greortian e SReARgHin therapy with
@pﬁmheglnemmraa AboutB0%3/6f R&din AU P @dORRAseduntihgftedapout 12
of niacin therapy with aspirin reginen initiated about
hoprsofipredosiag é’f'Eh %Pla'@t An epRthersnbogimenh 3pere S0 g ALC is

ﬁotwsas@&amn%ﬁwa%%ﬁﬁh&ﬂs 55 e&i&mg%tmsgmnn th Q@&ﬂ&y

with aspirin reginen initiated about hours before
erbaslimentitbe plagma Foncantoitivarof efsinds Frssithan 0%t Castx until after

f_ niaci r P
BB B Rl B LB i 38
cuna@itratibhef digin isl lassahen HIYbofCmer tintilaftstithoac 12 heurs of predosing
&r dosed on the day of niacin therapy with aspirin
g?ﬂﬂﬂ1|n|t|ated about 8 hours before niacin therapy.

joo128)e entipdhéembodidestBb@siéct i SprodREDSIthe @ay bhmadayhe@ﬁpy
njacin therapy with aspirin reginmen initiated aboy

Witk 25pdiiy @gmlowéerﬁm&ow §0% phpigcin AP ispnok Frdgasedt unti after about
BPRAGN S dosg SN Ririn. In BRGHGSEho8ndnl @b&&Y0% ofHiRGh AUC

therapy with asplrln reginmen initiated about 6 hours
seporerassdawtihafien ebeys\ 0 honrsaf pradesing wish @spitmt In apother

é}{@ddﬁﬁém the Pfa?xqg§§t9;e9tp%t g%f‘ﬁf”a‘é n 1& 13’%& t%ﬁhﬁ %'b?rc%)k d’x‘{'nﬁ Dter
fra

efore ni aci n
aHmer le;oursl asf medusimgrw@m;)dm’rﬂntyﬁt amthub@mbxtdlmsntpuhe psmd

n he da of .Nni W t h nmen .
et SRt I U EARE Ctta uf et bl FOhFRY of predosing
anﬂhﬁﬁmnenbodlnent a subject is predosed on the day
of niacin therapy with pirinre i,nitiated about
WOkl shb%lﬁﬁ"éboﬁl“é?ﬂt 2 whise b'ﬁyredf’??%éﬁ'dg‘h %erfm therpy with
?spﬁhh%ﬁ%n' WhEiRABSR B0 oft hfcifl AXUOfs nBi RfafedlUne 28 about 8
th aspirin reginen initiated about 2 hours before

hﬂvamfrpr@c}véma pith gspirian dp peetheremdedimant, abeutHOhg efrtiagis AUC is
P&?&l%@é’m‘&ﬂ ah@neabgﬁy%ﬁéurg %f"ﬁ delosi ﬁlespMJ hn%ﬁ{?ﬂﬁ&l é?nbodlment

gimen rnitiat our ore niacin
{hemaz@}a concentmaionro oicimeindgss thas GB?/oectftsza w@m@@om hours of
iR sl bR b B o o BB i

Bfldse thaall OUt of imdrourtts afiér @b&d&lscbungoﬁ/prédbsﬂ@pvmh an;plrlrn

ﬁ@igﬂer e odinep . about @O %. of n|qg|n Agg ?

sed UREPE e pediment, 3 spbige iygdase en fedaye ﬂ'@"%t‘ﬂ{apy
RAR bIpirh relzined) GhbRn HoROLH% BN hiacih PUE isiiBeleased until after about
concentration of niacin is | ess than 20% of Cmax until

Ghewss obpredasinge HbafPY i f Ingnathecsmipditnes, abep 307 of niacipAUC is
AAQLIBREY BRHIQRENFRILL 6 hbs BF pref&ing with aspirin. In another embodiment,

the plasma concentration of niacin is less than 20% of Cmax until after about 6 hours of
predosing with aspirin. In yet another embodiment, the plasma concentration of niacin

is less than 10% of Cmax until after about 6 hours of predosing with aspirin.
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concentration of niacin is less than 10% of Cmax until
after about 16 hours of predosing with aspirin.

WO 0®2283731 n one enbodi nent, a subject is predoBEHUSV09/003119
the day of niacin therapy with aspirin reginen,
wher ei n about 80% of niacin AUC is not rel eased until

by erth oht Bt Petlen RgE0 R e PrBRRe pLhiagip therapy
with Wregﬁﬁdnnw?éhrg?ragabgiﬁﬁ dfiniacit AU O1s ot esdasédgntiMattbr about
Pithce st l?rsf{qsw% i pisey in paoth ROH%QWW%@&IHW AUC is

Rt tQEased ol atidr AWOUT Sh&frs Qf&@@&hn{ggwim hdpir®ts Ah fahSther dmbéRAiment,
anot her enbodi ment, the P asma concentration of niacin
St

the plasnga ceneamtratvw,of hiacings leshthan 28¥aaf Cregxgumtil afteriaboytsd hsprs of
' i .o | e . .

LS00 U BB GAR AN o O i

inileas than tl A¥r el [§3mani unitil aferiabbut 4 lagjrndpredmmlgevith &sbinimt 80%

[ﬁ&hﬁé aglf " dﬁgg%lgr?lhg‘ﬁ%elﬁtﬁa glé S‘f [lS:,J]Pan#q,?etg ﬁ'ﬁ éi?y ShLiadid therapy

\emb@@mrengnm@bwuére&%m‘ 80% af:mamAULU(l: $ rivdteldaRtEani dfter about
u til aboyt 12 h%urs pred05| ng . wWth

3 houss, mef osimgyuiH #sRHin. Ip RotAerAImhodipcHt, a#Pvta%O/a HF Rjpein nAUC is
ot ?&éaﬁed §ntll%§t§r 4%@1”3 12&1{9, of p%g‘%‘ftlﬁ hspadd. ah aﬁ@tﬁé&t embodiment,

hours of pre osi n aspirin. et anot
therblagnareenicentration s am lelﬂa%@m ﬂﬁ%uqf Lmtléeﬁtqt ab@ut|3el§>slrs of

8 ik WP ep P T B dicudt SRR, inE 1B cSn@huration ofnicin
is ldsj than ID% qfr(knmmdll @fuertaheutdialyowsf ofrpraiusmgt\hér apyuw th
inr ereing

AP en B R RoPHIRE R s BRI G pL B0 o i Thsrapy
witli Bsparrpieginien, tvhelﬁm(}ilbb&tr S%Hbﬂﬁﬁbﬂﬁ IT%UC ahot tel 2084 (l]fr:ll after about

acin. AUC s rel egse t ter 0 0. hour .
$hSs duscdontgear teshEiy dnanoer OO MR AUC i
Ut 2 EMe £ A ARtbr HolONhErs bf ﬁ‘éd&lﬂgswitl?%ﬂm an agdHerAdmbodiment,
Cmax until after about 10 hours of fpr edosing with

the plapma concgntjation of Biagiaris leghhan Al of Gmax yitihafiter about 2 hours of
&?t eﬁ&tv(nﬁ{ ésBﬁlmOfIn Bi@nbhet &nb@cﬁﬁ’leﬁthﬁ'@ &&Qﬁn&ﬂﬁ&&{w tiacin

r "about " 10 hodrs of predosing vv|t aspirin.
i 034 teh 10% offemaxndnsid pfterrabouta kaving @fcnredogmgrv@db@seutmon

ay of ' a |
B b BbiRpEsRY AR AR I HERaTE e ey
With espirbegimd, bvhenem abbutmO%I ofniagin Wil @ isasyp ra1eased until after about

lagcg)utr f(])? pregg;qggd\lw asplrm n anot %%nq{)ocnlin%gti, Qbo%%&)"iﬁ,sof niacin AUC is
not released until after about 1 hour of predosing with aspirin. In another embodiment,
the plasma concentration of niacin is less than 20% of Cmax until after about 1 hour of
predosing with aspirin. In yet another embodiment, the plasma concentration of niacin
is less than 10% of Cmax until after about 1 hour of predosing with aspirin.

[00135] In one embodiment, pharmaceutical compositions provided herein
comprise aspirin that is in a extended release form. In another embodiment,

pharmaceutical compositions provided herein comprise aspirin that is in an immediate
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not released until after about 8 hours of predosing
Wi th aspirin. In another enbodi nent, the plasm
w@oreas7sat i on of niacin is |less than 20% of OPERUS2D9/003119
after about 8 hours of predosing with aspirin. In yet
anot her enbodi nent, the plasma concentration of niacin
xuntil  aft bout hours of
isRatr e ot PSRk R TR I RIS 2
ehhlhjdeﬁénu ;ﬂlaﬂﬁz&ﬂoﬁ@d c@ﬁpdshﬁbnd provirfed hiegedi ¢ontiprize aﬂymvthiths in an
ein a out 80% of nj C|n AUC

é%?é%ﬁ)fmnﬂ? Anoher smbagigient ghaRcetist m&g%@vmwded
Wrénﬁ c@fiptidel diacid thatid @t HEmBEdIAE kdIBRE foraout 90% of
niacin AUC is not released until after about 6 hours
of predosing with aspl rin. In another enbodi nent, the
pl as gﬁf% t s than 20% of
"@sﬁi{I g? Ta out hrg‘glrdshm?U%?:Zdo& ng with
[&Qb?ﬁ] i nIn éne eyretod aoment,peo videroarel phamlas:eutlhd gqompesitions and

ergtrllcga ! 2’9} &)gltlﬁlgelﬁl? Id%g?lgtﬁ%nz)ao 1rm w?nHé‘ 91?891]:1 %ﬁ%ﬁ&]ﬁq‘ims{ered.
HnAhetﬁ@Qaﬁﬁ)‘dvnhérﬁ,Oalﬁn] cdp@ule neothaitxtuﬁlvérgrsburcacm fefrhulated to

redosed on the da i aci her Wwith aspirin

BT AT PTG B "B PR A e BB sation.
[10013?@5 eth sHtdnbodfhé, a«’:ﬁm Whin Ye foomMURtedfto BSRAASH EﬁloWltthf aspirin
aspirin. In another ‘enbodi ment, about 90% of niacin

tALberfr'léaSﬁ@ab% pSehours befare pnchabost 0.3heut toabpd Shos after

I )
AGSEI A URrpPs iy RO SRR Yt
S@mm cambé¢ formblagad tabonteindnhownst foasmme tobé w{r,eawdtdbout 6 hours
t%g(%lce: é}rll ab Iu? 8%180 n ,tﬁﬁfau%@ r(ljlhglﬁ: er. rPty?_Sg /Q K eéma bodm}eln}, a pill
ahtbe |fombtlmtd 17:3 dbﬁtﬂrﬁarﬂfm(nrnedmphgl taibt heleespd abaut 5 hoars Before

| nbodj X b d ed he da f
2B T A A e gy oK PRPR SR PHba be

fofmillaRE kd)coNtiin bS aMBint o€ h@ﬁﬁﬁ:‘d) w’elehseafab&ﬁ 5ok before and about
hours of predosing with aspirin. |In another

& PR 5 haws afteindiation of niggin thegapyi dn arsther smbgdiagnt, a pill
é‘éﬂtbb |forﬂfutleﬁéd Q%H{alrg’amﬁlt of astrﬁldtQ Bk Rleddbd Bo® B hbiS before

I'n anot her enbodi ment, the plasma concentration of
andabpyt 1j kour tasabouhé howreftefiniGation efimiadin therapy. kbanothes

Jﬁ%rdﬁn {’5 ﬂ‘lgr? bé‘ﬁ)rWu fafdd3 Qb&t%lﬂ a apno¥lﬁt§ ot‘%@&hﬂ ¥4 be released

asnme concen ion of niacin I
etbloa1n4 H@fs béforcrand abmlt|4l hoafstafter altgasion $f hiavingheyéipy. In another
03|n [.00133] I n _one
SRRt e BE BamiRiade il ap Hrioacs  "onicp Ko (e
efb‘ém 4 hdurs Bgforeind abhe BeotrsaifiRt initfdikn of niatiachdtapdniafother
not releaseﬁ un |I after about., 2 hours of predog ng
released

sApbad M 4 Pi cap e farpratad e aeRiain A mOvRLR BEPIHDdR

dyoa@ Routdbefbfe ametab&ﬁbm%cafﬂemmdlat@fﬂoehlaamh@ragy R WhSther
predosing with aspirin. In another enbodi nént,

embodlment a pill can be formulated to contain an amount of aspirin to be released

about 3 hours before and about 2 hours after initiation of niacin therapy. In yet another

embodiment, a pill can be formulated to contain an amount of aspirin to be released

about 3 hours before and about 1 hour after initiation of niacin therapy.
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the plasma concentration of niacin is |less than 20% of
Cmax until after about 2 hours of predosing with
w@2@onia13l I n yet anot her enbodi ment, the pl asnmeCT/US2009/003119
concentration of niacin is |ess than 10% of Cmax until
after about 2 hours of predosing with aspirin. [00134]

e enbodi nent . ..a subject is, predosed. on the day, of
5 FreptisyeRbodiPadbR pif canslieRE SRR ER ol s TR os
fbf‘mlﬂhtag tdlcotdin bis ;l’ﬁ@llintroe bpseed bd:l’rél'eﬁse&fa‘s' ﬁfgltgh@yﬁamddseyr

redosing with aspirin. In anothey, enbodj t,. )
D 9bb/%r’<9fe”rh03@i‘eﬁ“’mb¢“?3§eﬂ&ﬁF“‘r"é‘i‘@églgas BiRY 1964 Bpreigycomprise
APPithat iAW ex®ind8] RUASE FHEIMWMIA R lehbBdinlent, pRA{AEutical
enbodi ment, the plasma concentration of niacin is |ess
ormpasitions rRipviderhhereintcompeise aspirigghiitis n angmmegiatpredageniony that
AR bl e bR BEORE Rl LIRS 37 R
wdyt er about 1 hour of predosing with aspirin. [00135]
In one enbodi nent, pharmaceutical conpositions
provi ded herein conprise aspirin that is in a extended
r el eaB@MBINATION IHER&PYenbodi nent, phar maceuti cal

sijions prqvided herejn conprise aspirin.that is .
hﬁﬁf@ i fﬂﬁﬁiegﬁ)eg%enmweéeﬁ%ee %quélﬁgé"?’@?ﬂ’f‘?‘ﬁactompgsmg
Aigdie AaPApain that rbduRt RidcinRauded TRYGAE Hlirthd? @ ofPdising B lipid-
anot her enbodi ment, pharnmaceutical conpositions
lpweringitrye Riheethan 86 i se niacin that is in an extended
['i)@i‘ﬁis eIrI &{e@nbloairﬁéélggnﬁfeigig _'l@@cgl gs ap@ﬂM@@@Nﬁéadt’ﬁ@%age

conp sitions provi eln conprise niacin t

inlibagrs (sated). atle stainezsmpfisadrhy tiSphaRNbceROST cTiRESSTHGRNTnclude,

SCHEDU 50 3 I.n.one e di nent. ..orpvided are .
SR e T e gy St ERFr BRERE RPN bR PhFrmsatn
roQuvastaite dnd dtotvastatin.aln @namfeng®dinidnes, Weistaginris aoivastatn.

' adm ni stered,. I n anqgt her enbodinent,.a pill, .
8IS Sfrgiour Enbumele Y NoglonEn be frogs sk fsPu i a6id
&?ﬁ&sﬁ&ﬂk,%ﬁpl@é‘f@ﬂéﬂ&bs_@fpt@ﬁ PihHibitbré ShddRhdrRkbens efddImed uRdeRafki-
after niacin admnistration. [00137] I'n one

iéﬂ%@?‘t?@h@r,“g%_orﬁ!"$‘f‘l%n be formul ated to contain an
[gUPB']‘t Bf arRfRE EdiBodifheRE pfo%i&@%&%i@é?ﬁh%d Qpﬁinﬁ@Hﬁltﬁations further

efore and about 0.5 hour to about 3.5 hours after
jomiprisimgiadipidlowering drugtdilear aap. nigcin teritsehatheresghadsisrent , a

Ll S r . | i y . .
e e S R T
disheasiadluding)tut Gohlimaited foediobaesanbesapoudtativliceyndromt t amd

initiati f ni [ t her. . th di t,
$5PFie BaRT s Bt AP e PO ERBLAT of aspi 1 n
[00143¢ I Bl RadRdcmbedlineht, panided AR Miidn aibasphUbrmbulbshs further

after. initi %t iion of niacjn ther aPy. In ,%not her.
OMp5ging@ALE-° gsnpﬁagpntg,élﬁtltgéabetlc agents and anti-hypertensive agents.

MICROPARTICLE FORMULATIONS
[00145] In one embodiment, provided are aspirin 80-81 mg capsules containing
microparticles having different dissolution profiles and characteristics. In a specific

embodiment, provided are aspirin 81 mg capsules containing microparticles having
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formul ated to contain an anount of aspirin to be

rel eased about 5 hours before and about 1 hour to
wabwoti433hours after initiation of niacin theregyUsiond/003119

anot her enbodi nent, a pill can be fornulated to

contain an anmount of aspirin to be released about 4

cﬂﬁu rent 1558 urtl% anq'lles 2 cﬁara&grl’llsrtlct olngzﬁ]g éFmE?fﬁ%%ptﬁgr&wdeg are

|n|t| I'aCl ntherapy

$pirin 16a116D eng @pmlés&toathlﬁlﬁg andrbpdrticladhaaifpudiffer@ht dissdiution
| eased ab ouriﬁgefore an about 4 hours

to e (0]
%{Pfl@f areq??haraatq”a%cs 3n AnotRsremogdingm, providedase pspirin 240- 543 mg
QPR IFRAInin@mRirbgarEdds IR idgQlifRtbAlddolufof PRiRdsAndn

amount_ of aspirin to be rel'eased about 4 hours before
darrciepsties. I enottes eabpdimenhiprqvidadgre apiri ROr RSt eapsyles

d e %Rl%rom@ HZ‘%P{g ' differ@ht cllssgﬁlgoﬁ) ? ff%srﬁ'ﬂg %fézg'gcut%t‘i)s ics.

containh an anount of —aspirin to ease
[801463 bbf anothenendbedhment, dspiriumscrogartéalesi may beforomlaséd by

PRER 4t LR BABEREE o hipporibadmf e Sopiri

m&l-@a&&d:bs ahodifindd by Ur dissokition praie] vaeedih 8@ P usriR istreleased
In yet ?nothe

f. niacin therapy.
gé.i@w g%éomqa admipisation el the capide (bl musmeRaTticle) [n another
EBVATher®f th@airid it pRfickeshiRABAAEROH Wis3ol G %rohﬁ:f Ah6rein
and about 1 hour after initiation of niacin thera

&9@& piaspizids saeased doimedy 7 heurafliondng admipisiratien of the fﬁPIS‘Ille (A2
{'tﬁ:legf "t Fén leéﬁ%éﬁm%ﬁ#'ti o%b@?iﬂ @rofggrgl@}ég e fih&d by a

con aln an a aspirin

dmslotutlph pradria Iwhedm; &@,% of @Qﬁﬂ@]s rtleased duend®d 0 denits following
arna eut| tLOﬂS i ded herein conprise
m'mStr TR, ?he capsu g fcr?Pc?eac]e | ease form |n another

[ommqh nBindne en’rbaﬂinmeum cAd aRdAP Gﬁttbpﬂﬂslephwél b@detimanufactured

her se asplLrin that js in an.i di ate
G Sieeh g Fau® BLins Baf 2earisd e aSidn (g eppiment,the
dolaf Eepbksitioh @ ks Bl del 11108 @MRIiIE, BHe rdth&aflid Rid
llquCJCI\/BI“I\}A I%ﬁ&¥ﬁERZP$§ 80140] In one gnbod?ﬁ%nt l

wevméapaﬁébrﬁhraklfﬁa&@uv¢tb%ﬂwlwﬁb%qw Y8168 DPS et the fike, castor
ai @YQhé"lll?é" ﬂ¥(§?€ér{a{eﬁ cbRGtscb£GY GlethQ'hﬁ@ g@vfdeﬁél&ecqe like, tartaric acid

tlushi ng, her conp r|S|n?  owering dru
astthrelikes rshmpgngsium stap@g a1 the [like oﬁm@n’e@damp@rfor, equivalent

kl x%hfénﬁsﬂiﬁ‘%q]ﬂé’ bd ¢ hitdzaltbe féﬂ}m? ¢ A8 AL R fnces,

atins conp
Sriaticart, Gensard acdlydds., Mack %ﬂr&mlg(ﬂonhpanj/ JtEradtonpPennsylvania, 1990.

OB bl Py B b Ao R SPanerAE B ABp2 5% to abour
524t R dhothebabddimes, the Afoghtabf theicBndithsand tieifdllowing:
acetylsalicylic acid 80% — 98%, ethylcellulose 1% — 10%, castor 0il 0.01% — 1.5%,
povidone 0.05% — 1%, tartaric acid 0% — 1%, and magnesium stearate 0% — 2%. The
coating ratios have been adjusted for each of the microparticles to meet the specific
dissolution target profile. The coating composition is not pH sensitive, and the
dissolution is not affected by the location in the gastro-intestinal tract.

[00149]  In one embodiment, provided are niacin capsules comprising 250 mg of
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[00142] In another enbodinent, the |ipid-I|owering
drugs are fibrates, bile acid sequestrants,
W@ bwbasr7er ol absorption inhibitors and other apEnS208%003119
defined under anti inflammatory drugs or NSAI DS
[00143] I n anot her enbodi ment, provided are niacin and

%Hn%ﬁa&{;%ﬂ g{i\lﬁgg glf{?ge:lﬁ H]is%loc!?twrrrltppgbﬁ grlda charffc); eristics. In one
@ﬁﬁw[rﬂéﬁ | ;63 Pare GRICH APASEGWoRIprising 686 @f of niacin microparticles,
| |den1as cancer, Al zhei ner  di sease, and

Mifsrentlissalutien profilgsiandichayacteristichot | inited to,
[@Dﬁlﬁt Efh o&%ﬁioﬁﬁfmenﬁﬁ@ﬂ%lh ChiSbPAIORE magBe f&%ﬁté(ﬂg methods

abnormal it es associated wth i hcreased” cardi ovasc

deiseribed [lmmﬂ}’/OB%klném g embﬂ;tvdcrrtem@cm prigepattidenare

J?]' %ﬂeﬂ aaglg\lvrrcl:lnasfe %rf% lt ggsl ; Wntﬁlrfgss t§a%%% %ﬁe‘g% at 5 hours
hesit y agents nts and )

faHmegypmnmamm ef a@emmpammmtansmmmmms

0145] 1 n one enbod] , _provided. are aspirin 80-81 _
GrAR i CORERTArh Y ht EFIpEE P PPbl S PG i 20%
@legseQdt YthoOR fElEFihg @émmidratibRb Bt alitrSpartisles. | m aaother
speci fic enbodi nent, provided are asplrln

nhodimend, Hesin ﬁ‘i“ﬁPl??g“ﬁ%arfE: pharaqtenzed by gslayyrelepse Se O hiacin at pH 1-
j—&lth oy %ﬁ]ﬁ%%fe&&rae ﬁ%odﬂs%]@é\%g Qﬁ\nﬁﬁs@xfahl)ﬁ 8f e q“cropartlcles
characteristics. In another embodi nent, provided are
lngpotheremiB@imen, nieric aperopasticleoare ahmqtgrlw cbmpénw feddasgsof

fof
rnﬁc\aﬁb a I-g'rl I3S\t9&f§fsggs tiq%;]r? g%tﬂ%]lleﬁg g% gg rL ?Gcilowrg% admlalsgatlon of the
mmpupartrclezﬂf(lh 2bthergmbagisiehe siacmnh@rapaniglasiacr dypeactericeédlsy a

f. [ | ut i il .
R et bl AEE R St e PR Bl R ¥ S nowr el
Rhikirationdsd tdhichapafiRRS U 12 Snotieu %ﬁibﬁﬂlﬂ@nmnfabﬁmfcfdp@hﬁﬁes are
havi ng dlfferent i ssql utjon ﬁrofll s and

dametsRzed byq slew re [3% B]acqnp'flt BHJr$ @ithdesy gmn,ggm release at 3 hours

i%ﬁ@Mng'&dmu%tPaQi%ﬁbf ﬁJe‘?ﬁcRSBXmQFesfor”U' ated by rret hods
described in U S, Patent No. 6,022,562. |In another

[981ddi nEmanothen @nb@%mpntnnml@mp@p@méleegreaﬂheraé@ﬂzm ghput 80%
@le?éeso%% dd'éh“ 8'}1—%%{1{ ghﬁgerwﬂgtrtﬁ F g%gré‘a 9f—1 35 Bhdthdt e'n'?bodlmefnt the

ease urin urs fo adm ni strat i
triggeredpd ud m tbeﬁtanm of abjoar 3.5 ¢ akwt 8. Dn I aroott e |embod1ment the

enbodi ngnt ,, t a |r| n n1 articles y
GRGRELBRE, 105G 0O T oo R BEFRRRL b fiEadf ol 4638637 1n ve
dnetheasabodimentNe GrlggeMLﬂI-S isfabblitoMimngetadothend hbodiheann, thé

the c ] m croparticles). In yet another

t&ﬁﬁﬁﬂ?ﬁé ﬁxéAisaspirin m croparticles are defined by
[001523S Ofririe@mbdtRhdnk, Eshe WRR IrErh it rHaPhcs adSHakdckerizéd by about a
rel eased during 9- 10 hours fol] ow ng adm ni stration of

% h@gém@ﬂlgwmggdml@p%@ptqf g}eéglf;ropamcles with the following release
activated at a pH of about 6 (N1 microparticles). In another embodiment, the niacin

microparticles are characterized by an about 5 h lag time following administration of the
microparticles, with the following release activated at a pH of about 6.5 (N2
microparticles). In yet another embodiment, the niacin microparticles are characterized

by an about 5 h lag time following administration of the microparticles, with the
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[00147] I n one enbodinent, A, A2 and A3

m croparticles have been manufactured with different
w@ompigry3r ati os of the sane coating conpositi oPCT/US20091@03119

enbodi ment, the coating conposition enconpasses

ethyl cellul ose or the like, the nethacrylic acid

ol r type or t i.ke met hacrylic acid
faREY Rfast UG ateddt = phcof 4568 7 PREREFORFRIY Crna®l fe,
[09153p g laaine mboeditRAG BEINQiIahd BI3 rib@phitikks hpa/beda dbtatied by
the like, tartaric acid ar the Ei Ee, gnd magnesi um
CQPING THEWN BRrtigise With ggompositiepiutghle JarRals Rastasge Hirpyel tap ptomach
ArRSvedlofMe tHehallohMyl H1ehR ik Affbr&R Badtd-ihRueh trict (GIT)

Rem ngton's Pharnmaceutical Sciences . 18th Edition,
SERMeTS- olneang lembedisnent, Kiecdoatng epmAgiticn wpr@pgises By hydrophilic

R pAfs wENAEAIf Bpehd 2R TG G ry@Rphavie

riAetall n anotich embedimedi, therbatirtgr@mpositing snavinpakses ethylcellulose

constityents are the foll ow ng: ,acetyl.sal,icylic acid.
SR IRes R biiear o oBRa b Pe BT b Rihen i piid
cbpSlYmepgpé dwrehdlilkdH8astor b¥ior tharlikal hydlrégehste®Yottonddéd cilndt the
magnesi um stearate 0% - . 2%  The co(gti ng rati os have

ke enpvipne ST B likertartagiapcist oritheliks epopaststregearge pp e like.
HubtBeSREGINEE for dhSisRkatih@edibms aft cd®bd bLd cdhBe fRaAl kMY
conmposition is not pH Sensitive, and the dissolution
Resnipgtpn’s Phaymaseutipal ckiqmceshdgti1 EditionGermaro et al., eds., Mack Printing
(Qﬁ@& - shl pal . [00149] In one enbodi nent,

pr \?ﬁg’e%ag%?‘léﬁ%r{ﬁg}gr%{l%’ggg%I es conprising 250 ng of 38
[00954B 0 2I268:¢ winbodiment, miacinop&rdpaticésgoating ratig idaticuet @hatto about

' | ut | fil d istics. | .
S B PP oRER R S Blieh et o P
idinietacif 60% a®0%, Metiaopdic atidlcepolyieamty pgCAL1 GBS B — 15%,

di ssol ution profiles an ,actepistics. [0Q15Q] 1n .
BFRACEYis A9 Plyn}eﬁévpﬁ{%aaﬁlﬁ%% r-aS’iZm F%@on%@ o - 15%.
[0@r53y| alneshe RbBBIAL prolegedris B estmultiVPcOhpHsiREhibein! N

one enbodi nent, niacin mcroparticles are L )
reiseppaicles hawing byediced Gratie) tagsyoke a Husingireaetiqarin #.sgbject,

. har 0 : I omid .
\’éﬂ tran !tl{%stﬁactnb@%r%é)a{ft‘iﬂgé %@g?oags%eéﬁb ke R)Iﬁlé)w'r HBcin, and a non-

mnistration ! articles. 1n another .
seemtidali antirinflamimatoiyndmg orioppartitles @ESAIDY, wheeindheNSAHY isy
a slow.rel ease of. niadn.at . £ 3 W S h %
el SR R E R MR Gh Blbybren, Wb 8 Bl and
mpoxepavieraak @& NSAlDaB@rdsert i ab atlburrefectiieasirdtluce a cutaneous

1 croparticles are characterized by a slow rel egse .of
fising Raused By fhe. niapingwhich e e einipshe i s Aads membg: ibuprofen
-Bslit 300 elg; MdoR@thadifii-B (5 aiHeRyIb@hzdnB € AL 6t IWDIKE;inap@Sen —

I n anot her enbodi nent, niacin mcroparticles are .
3P 3R0 g PSRIEN byrbaut0B g andubererthy NSAIR microppytiples having a
s}%éiﬁ‘c FefSSe blaain 3PN AR5 8ndhe dmbB&Y et el AVWuRBof aspirin is

adm ni stration of the
about 80 to about 1000 mg.

[00156] In one embodiment, provided is a combination formulation comprised of
microparticles of aspirin that prevent or reduce aspirin hydrolysis prior to the aspirin’s

release from the formulation.
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m croparticles. In another enbodi nent, niacin

m croparticles are characterized by a slow rel ease of
wor@eise7at pH 1-3 with | ess than 10%rel ease apCBUk®OY/603119

followi ng adm nistration of the mcroparticles. In

anot her enbodi ment, niacin mcroparticles are

rized | ow re n, at
OFSAY o BLofempatisterTebbiciodm SR Rlse s TPy Blipipets °
mitiopattillesad bbrainad fothelatibe camprisiigathvesypes 00 Afickbpdrticles with

ot her enbodjnment, niacin ropartjcles ar
& s'ieabr@@ﬁezrgafﬂsy M@fhesa%%m%aw&d%fsgcqqm%a@atlﬁm

fobhlatioh &niRingtd Gkt fdpRIdtibh S9R%@EhaPtidles! and @r%%d?lﬁrpogu]ation of

enbodi nent , thetrlggered pHis in the range of out
micEopagicigsowherginghe first porstation of micrapariaeles isenesnirin fymudagion

n i . i .

RS ARl oSS RLCGUAR bk HUBARIAE

ningigy @mmthtlpmha\sng_bswond reléase pefilamdetedr the fins gopwation of

NG W NE T L T —

é}hlafdaﬁérﬁ loh& &6mbie pppolationss &f abplhﬁgntrbﬁﬁ'tlélei haﬁz\Mgkgfferent release
nistratjon of the mcrop art| cl ef,

Frra OGRS PEfecayith ong eraee 208 latipng Al Bieci bwa'topemehﬁ

[P0 E3) PN bifel Bbodirhdht, 36N iB&T ls%mbﬁ.@hﬁﬁm forfnlRtiBA %bx@m pH

m croparticles are characterized b an about 5 h | ag
$en#EVS Bidrenartitdesapiissdde eentiobrelesse ehriagin. clrwremhs)ﬁ@gent

B it Rfeab hQ H‘ﬂldéﬁé %@n&efaﬁ?c}d MR LEAh @ enfboRfthdat, rﬁ&ﬂ%
Ll i e 1 findt enfbolliitent, f

m crop rt|c es anot her e
ltewgselduaelpﬂ deperdsptfashion, e’memletmw foc tedease eschbbyt ia.‘h to about 8.0,

i, ceHetun em%odl {s %{1&9%!‘]&;&3@%'—% éBﬁSt ration of t he

m-croparti c 2687vl fol | owi ng
I[(B]lSQ}SeIIﬁ@{elemﬁioﬂﬂnm moyititdis aabmbinafiod f§8mulation comprising a
mcrop?rtlcl esgr 153], Ln. one errbo \ . N2, and

U OF B4 T ‘?Fea“ ST HBtCA e 3690 3@&?%%“ A upgin are
Rpt phylcaBy Wiphfitcd. IR BROSMbbdMestilibe AbYiAn hi¢ropatiflePARIHBE Riacin
t hrough the stonmach after swal [ owi ng, then all ow ng

migrepasiclgsareadministed 3jaha sape timg asane frmulatian: ha(veggra) lag time
S90ENERase!of t%u@ﬁﬁ%h@?ﬂbod&n@ﬁt ﬁl‘a%anglaﬁ&{%%htaheﬁ‘ is

conprises two hydrophilic rretacryl polymers wt
ainfifiisteendtat pedtises dndehanothsr gmbpdltryntsthamn ination formulatlon is

%E@%&%ﬁg ﬁn%dr[:&gr%hg aflor e)!apn i) ?Jo%%o%ﬂ? ?6‘ Eﬁqg tabth I1"300 atni)1 évith or

enco ésses ul"ose “or
witkat fddde et hacryl ic acid copolyner type B or the

(bl oot gy s SR Rmhinatien PR RUH comBisine -

Rixture bf Adpérirl miceo Cfaﬁ@lés%ﬁendéfn flteopattictes sb @iak adpien &g Mlacin are
or the |ike, magnesi um.stearate .or the like.

ket PWélcaE;XJF"d’éﬁéf‘é‘ flg Pn%anb%\mém the qgpiER misipRartislss andghe piacin
RRrdpAREIGAR REniHRIRN difhe same time as one formulation, having a time lag

between release of the drugs. In one embodiment, the formulation is administered in the
evening, with or without food.
[00161] In one embodiment, provided is a combination formulation, wherein one

capsule is used to orally pretreat a patient with aspirin and then provide a patient with a
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Rem ngton' s Pharmaceutical Sciences , 18th Edition,
CGennaro et al, eds., Mack Printing Conpany, Easton,
we098yd79ani a, 1990. [00154] I n one enbodi nent PCHUSNH003119

m croparticle coating ratio is about 10%to about 30%

In anot her enbodi ment , the anounts of the constituents

id 60% -

s ﬁacsreyﬂ? 8“ %’PQ‘%&“&B’& ot § CaP%“;}%‘é“‘E?r Sﬁiwr%%%“?%% of agpigin and
rmiids]ﬁﬁidéslcﬁ‘ na!clrfha@mgailﬁfmﬁt digsptiBn pSIfil¥s) DAfbte nikbitolagtidle,

coitans 2% - 15% . I n one

HPEYL 1§ eﬁs %‘rlﬁ%r‘il?ﬁ'i’ avfigd Eeg‘?ﬁ“r‘i £ rﬁé‘“ﬁ?‘ﬁcﬁ‘?g"“fs ?O"OW‘“g
AAnSihBRAIdN dTliRSfoRANIafiéh. AnloRe UMBEdIGRAGGLJINN teleaBdAHRE4-8 hours
fl ushi 29% reaction in a subject, wherein the niacin

tellewing mlwt&wn@ﬂh@gforam&ﬁm fIn @nqtheremhedisent.jaspirin sgleased

B B3BBG oS0 AT LB,
aspirinrelegyed @pows OrHl mm@)llgfvlr@gdhnmlstratlobu)[ﬁ theffermulation.

S L e
andtraaviroars ghven sha pgricvansead dajly dbe. m dailyndoss\iag Borthia onber

ts,shown for t menber.. ipuprofen -abo 500
AT s o a e 2, 8 gf masils| Ffek Sisaer embatiimens ol
dRbiMARh PH BT atioR ROEV e 3RO & PaticAB R tvoaily adesit 500 ng;
and wherein the NSAID microparticles having a specific

1081 &35 e Ipensrambodimgnt.psevidgsiis B combingHen Eymplatiae pemprisies
%ggfﬁ% c paﬁéﬁ:’s fah ngiaém%@l‘&paﬁ@lets C\Vl?é?&Htthe]tﬁggl%iBn groﬁles are

156 I'n one enbodi nent, provid IS a co tion
fimtlanwghin e aspmpmisepaticlesiand phintthe higsin aficappiticien regardless
5ﬂpﬁsmgrd‘g§/ee%d n%c”{gdsléce aspirin hydrolysis prior to the

e“trom the formul ation. 40
ﬂDAlG(}OZBﬁ&%\/dnﬂKrbﬁikﬁeﬂt ﬂrmlda'bls arbodinagon forma}atlbm b]omprlsmg
mcroparti fﬂ"fﬁ% are. mxed with niacin mcro

BB PR GrTRa At PR dBPPRIeHS MEIDE ¢ s o mea subfect

VEriafiOmah tdrks ©F PRIRIN akll {af@y STH orfe@nBRABn 4N, Qiﬁsluluﬁ&m lofl multiple
anot her enbodi nent, %@ow ded is a conbi nat

USRI EGS I LD S 1R RI UG cause ﬁ%qreqéebmoévqtaﬁmtbﬂhty between patients.

BOE6P N bifel dRtboRther p?@ﬁ@&ijls ch@r%lﬁ&tloﬂrbr Sharmaceutical composition
m croparticles, wherein t first population of

¢AMPTiSEgraspicin @ycnogaranleasrm mawnﬂmrnmra@lﬁm arapangion to avoid an
Jddeﬁfab[e%&@gfaf&rr ?Js{el 8n oﬂ@?rgmﬁqgﬁ Job%e? ?scd%n:] e{vescent

lon of mcroparticles is RS Y ormu
ﬁoauulagoratosaeoxdraxi undésaxabb tqmtmridfter taghaer ei n the fi rst

@ﬁﬂ?ﬁ ation of m creﬁartl § nd t e secE gﬁg ];at on ..
Tor BbaeamedimagiPriy et a ‘°£r?619 G Frgippston
iepridingloosted pspin Alidroptsticlés zﬁﬁiwoaﬂea nifcrmipfsphiticles $hat are
havi ng different rel ease

tasteless:

[00167] In one embodiment, provided are multiple dosing units comprising a
combination of aspirin microparticles and niacin microparticles.

[00168] In yet another embodiment, provided is an oral dosage form comprising a

combination of extended release aspirin microparticles and pH-dependent release niacin
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profiles can be m xted with one or nore popul ati ons of
niacin mcroparticles. [00158] In one enbodi nent,
w@e@oitesal i s a combi nation fornul ati on wher ei NnPEFUS2009/003119
sensitive mcroparticles are used to control rel ease
of niacin. In one enbodinent, aspirinis released in a
H i ndependent fashi on. |1 n anather enbo nt, ni a in
BB a8 PO B Wb & TR A SHF SR Sa0ho Fars FHEapent th
dt&n ik eloPASALih $n @bab}tdo%e 5f£tsa>ua®§uds 8@m@ in certain
enbodi nents, about 5. 6.0, ,. or 7.5, [00159]
0R1¢He W@P?Fh?ftemt}?ﬂﬁw%éﬂowéedals éé’FPd idasage §pm comprising a
doididhl 'o?@xt@%ﬁ rréléésggslﬁrlﬁhﬁéﬂdﬁfmags ARIPH- H@pendent release niacin
m croparticles and niacin mcroparticles so
raigpipaiticlesriol combioatiorawish ke nmedigts ioc exteryded e@aasatf@oate | Im one
r e
e‘%ﬂbeogﬁﬂé’n?ﬁoheg%}atet i 'i’?no?'%Paté in'h ddﬁug d8§’eac§t‘ag&étt%%tt§gﬁg E{‘%e
0D1H] as Imym aflmhmtlrrdioldmncm h:a(Wlﬂgi ia aloged dbsage fdret cungrising a

SRR Gp Db e ierhar Eave GHPTIE e e ek H: fohpalent felease piacin

Mmopaﬂmdseﬁ cEibiaskiciewith hi Bnréediite Reltdso Bhdlesterol esb@fion S
adm nistered in _the evening, for exanple, from about

iphibjor, fn oge gbedimsniy theghelgiter! 61?S<>wt1°n dihibifqs dxezefipipegppp daily
ddgegpgoog{'@g% @Rl Pprovided is a conbination
formulation conprising a mxture of aspirin

m croparticles and niacin mcroparticles so that

aspi rg r ally separated. In

one er%AEMA&mI&Aq’ %dﬁ\??? ﬁ%@g%aru cles and the

[ﬁDHZ:IJ] n fhe fommaratmnﬂ dascl@sed imtheiU stiant SP8a555 e esiantive to reduce
one formulation, havin

l}lg(i]lé gg%n&% b){ HSén%?l{l?é%queliltI?r 8ﬂ’é°°é’ﬂ?88'oﬂ4‘ﬂéﬂ'€ ra oe% fofrmulations

ddﬂtaf“ﬂih@hd>rﬁ6]gdn§us’idlﬁtt&b§bﬁfcﬁde priindipies. e%eﬂuwhermtahe &tended

t hout food. [00161] 862@( n‘ﬁodl ment,. pr o(}{l ded is a
retsats RATMasR Ut ﬁQIP%RSFtEﬂ‘?” BHIUH éélii%laé pigcifjyuth or

Wwithdt @iht:b’ad?lrv@bﬁﬁéf)leél1rﬁﬁ1d'ir%n5utvﬂot NmAe@id, 5tati@) ﬂbﬁalfb%ncholesterol
provide a patient wth 1 LAl - 3022687vl ni aci n _do

ghsorgHen whviersd4Ds, IR aggusts, £ A ¥msespsergnhibitors, P2Y13 hgands
L BB LBl P A BN LS B i v
magn t Amextendgi relense formahteasad be ahdragerized by thareteasanfi dsug

f anpl.e WS f alohowi
A ER & B SERE P Erapd i AR R iR OB e g aer
atopi griethonebrelasabara®96 bf the drippid rdedsed hﬁnaMab@Jt 2 hours.

|stra|on the fornul atio
QREYA nah ea%em Teatireiafe seEndseise o iginns ot th6fivrags of
B Ehigiis Io"v@? A aQfosddRFofn® viklledhd RIbasd Mte)iShotaBRERE! although
enbodi nent, aspirin rel eased about 9-10 hours

theye gk bsnzgseciteskredidtion imA UGk ghis sengsioaryidypically be less than

the proportional reduction of the Cyax however. The Tyax occurs at a later time than

would be true for a dosage form where the release rate is not retarded although this is not
always true, particularly if there is an element of immediate release in the dosage form.
[00173] In one embodiment, an aspirin extended release formulation is where the

aspirin plasma levels are sustained above 5% -10% or 10% - 20 % of the Cumax for a
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[00162] I n one enbodi nent, provided is a conbination
formul ati on, wherein aspirin and niacin are given to a

wQaivesm73ns one daily dose. A daily dose nmay CcRCI/EB2909/003119

one or nmultiple pills, for exanple 2, 3, 4, or nore
pills. In yet another enbodiment, the conbination

for t|on i s ven to, th at i in two

erSieBo" ngeraa <68 o i SRk e Towe g St erk than one hour
fUBWingahgedtior. Oh BhdtRdri EAbSIAIPHL] $hiagin aiﬂéhdddﬁelease formulatlon is
m croparticles and niacin mcroparticles, wherei

enes‘glaﬂrmhie Blpspa develsese mamtaingd 4bave o W%k ot }%2%é‘y9|f FherFMAx fora

ﬁ@rfbﬁ%@ﬁf gbﬁhﬁ% ROGks B hR I, L RcuM Rfr Mhallithb BBAL | Cl es
re ar dl aspirin dose and ni acin dose. 6&00164] I n

974 b rdorreeambod pmenti hermaosuticat epmpasiticing profvisiesbeeein ¢ilize
%ﬁﬂmdnﬁ' rl]c%tla%r%llcgr(]il Mn %&B&%ﬁ{b%‘d%e%? CP%qunzﬂ%l?t%aP%ome;%:otsmons

cropar Intra- su
pravidad haem utlhzet mpmn a:fd ot amﬂmstab@itys In one

|but|on of nu |l e.mcroparti
(P31 " one. SpBtiineit nwCeybtsisatofs b formuracSs
&@EﬂllﬁhlHefdixycd?\@dlﬁ\/ﬁﬁ&opﬁﬂbleﬂbﬁthe HAR5G6dtarlcB eadheindividually coated
enbqdi nent, provided is a formulation or

bh%lﬁ%é@mlﬁlwrxtws&ﬁ6§qlwwﬁ WeHpTATIORoR Bsdpiermines the targeted

FOIARATrAFHRS oRBGirT &fd Madth &6 Qﬁﬁﬁﬁérpé)ﬁﬁ{ I TR a"ﬂother embodiment,
SUSpenS| on to avoid an undesirable taste or afte

2 eferaled release aspinb sciombined withoadadesgd iand/anexsgrided Wé%@ ptacin
an ' | ,
T T O Aol A5 608 00740 il dos o

ailmutﬂ.ﬂ(nbiaboutdﬂolp)h@r M cetdin eabodimemesthe hiacunccompmhmtsrigave
cOo d as ticles and t ni aci

b saRiR aretle B OB PH i FRHEBRSRE Efeyh e o basic pH
RADOtaNE s tRY $hésage thratigh it sfohatieastbsibR@uentirélBase in a targeted
5 ?’gp tlheS Im?@}nrgepgﬂ?'?qgéan@glgotg 6%@%%%&21&&9&“ tlgeLop l%lalltﬁ)ln%gnn%rl]atlon

Scbedi TRA, N.W. @V hId&d: (@s?nzw@ioodmagﬁgf Pl Mh 6MHEPEMBIdIGents,
a corrbl natl on of extende rel ease aspirin

withous eing bewrskbyatity theerretheaierioat caleilasipse obiradiorpbagrption by the

¢ A8V R Gl PRAFA) Kb Shdt DalFAITR 10 BLdiSBn i e RBating of
#ﬁ%@%?é%e re#eé%eggﬁ )S b I'n o%e enﬁhd n@ t ﬁe ing o
slaan iparticks adwld walkicas tnmerd@pmdﬁ&t digsotivion irpthe arbg&ngnalztr&t tlo
céertg ?ml%)%g)r%gn ]al%p:}h%{ g%rﬂ%l?a?SI eﬁsgsucé I’ngndlrf: na@lb bﬁ ¥i|d91%q1yldf$'olysis
axiﬁﬂdmﬂmﬂmkaaﬂe aspirin mcroparticles and

H- dent rel ease niacin ncropart .

R 26Th e o sarasres D Ehghe Bk eh e onst efspirin and
hia&ih @F&naﬂa@e@é\ﬁi &RRtEE M orddrie rdduby AlsBingut @nBbutRaai®y liver
in a daily dose of about 35 to 400 ngy.
toxicity. In one embodiment, the timing and rate of releéase are managed such that
aspirin is provided at a sufficient amount of time before the appearance of niacin therapy
in the bloodstream (initiation of niacin therapy), and for a sufficient amount of time after
the appearance of niacin such that the action of aspirin is maximized and flushing is
minimized. The niacin release is modified such that there is a lag phase between

ingestion and initiation of release (initiation of niacin therapy) as well as an extended
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[00170] In yet another enbodi nent, provided is a oral
dosage form conprising a conbinati on of extended

WO 2d0eass3nspirin mcroparticles and pH dependeP€T/US2009/003119
rel ease niacin mcroparticles in conbination with an
I medi at e rel ease chol esterol absorption inhibitor. In

B RRA e e T P G5t B ERIRRS Gl i e
FrpRVIbE I Td 16288 isChdIOBEeT kiaNacédpthblelformbef digdinuktahdedRSlease

fdi sclosed in the US patent 5,981,555 are effective to
PERY/aWonsithat have lowdryelcetdiveroxicdy 206 Bws picalpf sustained release

B AROB s hia@MThitladd 4s88di ALY With LRIRBESIE RRSIs GONYEH 1 OLiBigY,
honogenous m xtures of active principles. Provided

heeteafia e @ thsclag mitess, ecstmoaitionppraridad Bereingiai not cause patient
SORERIakbRBEANN M1 B8 (BlciBoBlo o Lo B0l AFh Y eguction

or w thou a es 1'nc ng, bu
indlushingri ted to, statins, fibrates, chol esterol absof

(OB B hiite) oA REET BT POPRS U e NSAID

thatgedu@ds nidoti-idbuded d\kigiag. NS ABD £4ifitable €6k phatBageti@d compositions
aspi.rin and niacjn. An extended, rel ease fornul ation
Rrayidesbharein ingdydsy bytagt Bipitethie, pspirimy dupgttery ingpmethagn ne

pHeRABRatdte Thé BhptOxdnS AR FRéktainkir RadptérdisckbRahc BAM But not
the drug is released after about one hour or |ess than
Ig0itedgp, lerppipgenigr pempaindsdiselogettie thedh§ uRatent Pybkieation Nos.

%o@%%%&gm%a%yﬁg%aogﬁggn X (%)ae{a ext ended rel ease

ationis't he drug is | ower than
[A0H7 83 agbn drerembaki mnant, tpneyidel apa plearmatantical comiposiBomrodeghrising

al thou t her be an. associated reduction jn.AUC,
TSR E R it y Py Bl Fnd St ialf edbtoren
dﬁilpﬁ@fetsioﬁladultnwﬂm ingn OL t he Cll\/Athovvever% The gMAX

s at a later time than wou e true for a, dosage
BBEH o Bt arditcp T bodieRs ety W S e st gt LD
dofpPising nin MdMRICIdtRdéh thREedce WidRid-hdhdedtNBhBgIcSmPAsing
el ement of imedi ate release in the dosage form

tpebindgmethacip dailedasesiphabaut 2530 @Epi ri n ext ended rel ease

| ati ; - | .
(0BT, Pl ah ATt DR e i B ions
@mpBisingIni@Pa@Phehylbutazade dfat tednggemiatinandugedflushingocomprising
L e heurs or,the T 0C nore than one hour
] P By B e oo a0 enc o i aci
[eats&Ipdeth anetteasabddiment, priovied b phagmavketical tdepgsitaasa
| evel s are. maintai ned, ,above 5% 10% or -20% of t.he
CRIRKS g M ag i HId AT o3P }hahfgévcetmw-gﬂdﬁsﬁﬂlf&%P&%@Pﬁ*m&toml
MPEIRES dhifl @sed HFBoLING0BO0MSg. [ 00174] In one
enbodi nent, pharpmaceuti cal onPosi tions provided

[A@182] , Ingnejembodiment, pharmacet?tica compositions provided herein comprise a
combination of niacin and aspirin used in a dosing regimen effective to reduce niacin-
induced flushing. In one embodiment, the total aspirin daily dose is about 80 to about
2000 mg. In another embodiment, the total aspirin daily dose is about 80 to about 500

mg. In another embodiment, the total aspirin daily dose is about 80 to about 400 mg.
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aspirin and nicotinic acid. In another enbodi nent,

phar maceuti cal conpositions provided herein utilize
w@gponiai3and nicotinic acid nmetabolites. [0017B0T/US20091@03119

enbodi nent, pharnaceutical conpositions and

formul ati ons descri bed herein contain n1cropart|cles

subst ance ,each |nd|V|dua
Popddl? I i ST R ke AL i iriots PRSI G piteifgomrise
piacia elithrabbined s eaboar m%sﬁodvasls&ht;t IIﬂ nn@émb@cnmlems of
rin.and niacin as a function of I n, anot her
rgwg‘a?ﬁemé COIHP%%%H@@%*@‘Qf@a%cmrwwnswlbm%é%

%mllabldféJ ay 8l aBbAmeRX pRIFGEL LIS 88MBodHiGHz fi‘om&fhe‘%ln
aspirin_ dai dose of about 80 to about ng and

EPIIrige nwcmawlyams 0% bicaailabilitg0ln enegmbedinzmo phammaceytical

d{ @L%n?éﬁ&g@egfﬁ%ﬁ‘r Eﬂ) 159 &InQN &OJEBEPRW/SbBQVa%ab:hty

| ease pro acid

[99!183@ nt Ilod)rieemlnldnelliracynu the aotaieaslmrxaldaldy ddsam aboptB8( mgdeat is
t hat a Io hr ough,.t he st omach and, . .
{elieaueny S pahebar AP Sholntt B A, el ety dorsds
&R0t $BPQ ikt irele@sddiiepdt hbmrg@abe dinbpet hxﬁtﬁhdmﬂ‘ibloﬂﬂidnq fhe total
formu See, N, W et al 1986

t
?m";fl 3@5'@8%08 abqut;8 §mgltihat ip ﬁeleﬁSff%?veé?réd@Ph%toé (Iwaw t
QRbIWMER URE tdiN a@ﬁymtdlaﬁp B¥se i AYRRE 80 nghat wereuée@tdve%z Bbur

in vivo absorptlon by the nethod described in

pesiofr &) anpihsgembadimeat. iaaubiest ivpredosed pn &grday iof ntah@ therapy with a
S0 A8 B 2% S0 9s MORBRR i e
[@@l&iil nIrem:ecnﬂmtménn@}t the pqtallasplfln daily daseds abouslAhmg that is

el 2 s vlerZ % p%\fllgsl%%of et Smgg I 2 ogl ﬁéotflfs aspxrr] (%allﬁ]dﬁse is
:Sb’(’bdt I20amg &Iaels(}éleﬁd'eﬂ olver ;e heur@kriad plinrylenarittr Bmdodimeat, ehe total

nd .coordinated in order. to reduce f|J
S5 Tesetn e 1 0eit g0 mevee T Sesed gy § & hotichestotiodh Mo
s dirhéfitN@e 8l akFikia dafly B6deaagRdubl B B BRE BdcRbed ovBad 2 hour
aspirin is provided at a sufficient anount of tine

pragr & pnpghes spbadigicab agpbipstdtPigdessd page day of piacin therapy with a
gﬁ??&%?frﬁqg@(ﬂeﬂ'lﬁm%&ﬂ oD t hlﬁﬁl’t ﬁ‘%h&ﬁg BEYYe niddif tHcePafpy

ent anount t1me tqr t he appear ance
[90886]n buere enibwdiméns, the tata aspifin daiby dase i @onhm%nz dut is

%%glse{d! og/gm Qgﬂur qﬂe{nogl . gn%ﬂler Ilqg?(mn‘ggtlhﬁle tgt le'%‘%gm' dsally dose is

at there'is a
abrogelaﬂ:u g thand releaded @l erans- 6ﬂlome;beemdelr( yem lanmthdsn entbodfment, the
cin.thera as..a ten
Ol S isabol Ian 82 i s HIERRLS e ach hopr psriagh n another
énﬁtbcﬁ‘laﬁ@qt thB eotdliagfiria laite Bdsel i gRut | 600 mP thabisaelefseddder a 2-3 hour

npletlon of rel ease 1s thus | onger than acceptabl e
PREIOHS IR ANOER EMROWiTEah ASHbIE U1 LS Ao B PRiNeay GhG I Wdperapy with a

HRV8: dspifin r@é’nﬁleﬁ ififiatell ¥68ut bRX hisdut Y6 BOVEs BOGR: iXdth BRbapdf
sust ai ned rel ease

[00187] In one embodiment, the total aspirin daily dose is about 240 mg that is
released over a 12 hour period. In another embodiment, the total aspirin daily dose is
about 240 mg that is released over a 8 hour period. In yet another embodiment, the total

aspirin daily dose is about 240 mg that is released over a 6 hour period. In another
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formul ations of niacin that are associated with
unacceptabl e |l evels of liver toxicity, however, due to
w0 b@oli#xy3phase, conpositions provided herei n dBCHUS2009/003119
cause patient discontinuation of naicin therapy due to
liver toxicity and are associated with a reduction in

O PO IR B PR SRl
p’Urladl Iir dnidcHeE e:dbédlmsim, BEubj&BA fredased bdthe@a Of niacin therapy with a

rmaceuti cal con itions provided hereln i ncl ude,
ﬁmﬁarﬁ&"ﬂmr?ﬁlw&@ i te %tmur?fpfﬁr%b higusnbefprgiacin hei@pk,

besyy! bt &%Qﬂfboaﬁ‘&nﬂ R ¥ Bspirhh aﬁlymo@csts%baryiorﬂng that is
receptor blockers, includi ng but not limted to,

felgassgioperznt6 knur perigsh Un@gobersembedingent the wéal @sririn Peifyedase is

el e R R
totahasperoeddily clabe mahqw@t) imgthatde mieaissd ovgr adounpeaiod. In another

oginertind B0 2Pt SIIEE Kot 5t lnat B Tespfeq over a 5-6 hour
peZidd. 5g0arfd$ﬂler [:l?@dcﬂ?{bntl the&ét@{ ﬁ@frm&iih? dbé’éﬁﬁlbbodﬁ BWh‘@Qﬁ’at is

ar e alr naceutl ca cO ositions conp ri ni acl Nn. an
mﬁaﬁﬁ@efﬁeﬁ hoyripsiog- e'@??'éethqr %Iebw"mau% jqe {rsdoged on (he day

mfﬂ tkmpy Wathalsich i QeREHA & iMef Rlitide LBDEE2 & abBROLY hours
5-30 ng. 100180] In yet another enbodinent, provided

lﬁf@eplﬁlﬁmﬁ’a@émtl cal conpositions conprising niacin and

| by
BUEDY. 4 38 GRS RO bt i
&E@seﬂ(ffbnn@lc cpmﬁdﬁtlc}n lbasechmn)ammpxrembbdmmnﬁl,e \whezrviindSQ% of
i ac

S| N
FRErONEG TR AR b U OEE P it s8R Br re
@RippEitieh.Nth dnothat erﬁbcmimmgnthd amtbydaﬂgsie& dffas;ﬁbﬁ Uk aBfd 8B 0k} that
In one, e odi nent ceutical
%ngﬁi?agf tlr?raﬁ%e RS Hien ﬁ%ﬂéﬁ“ﬁ‘"é&&ﬁ release prodilgivlgrsin RO%of
Rpfal AU MFreRARIAIJvBr P& Ehd IT aBodl BHoEs foREW IR AdM{HiffatibN 6f the
to reduce ni aci ni nduced fl ushin In one enbodi nent

qOmPosigin| Inpagther embrdimgnteths dotpldagly dgse @sprén axabont &b'@e that
1@9&1&45&1 f ttﬁheéongﬁgﬁ’igh rgg&td’on atﬂ% ifth %lea%g gk{t}'ﬁé{] viRkdiy aspirin

to about . I'nan
@unmmhahmnm plasiva it gteafter d@pulﬂ?/mfdanaw\@os pericgl oflime ofdout 5

o%satb (l)J\gva'o rpr:istratlon he%?m%)gm? Oygtl an%lhek emg&gment the total

arnaceu Ica I"ONS pProvi
dudly elose dfanpnrm $eabouell mg\hdt s xalmseti f&ﬁn%}ic@ombomﬁorﬂ.m% on an
a%ian?%\{'glleelasae%rcl) ile, whelrenm ggpelrlg g(?n%ghtrrrglon in plasma is greater than 20% of
Cmax over a period of time of about 5 hours following administration of the
composition.
[00190] In one embodiment, the total daily dose of aspirin is about 81 mg that is
released from the composition based on an aspirin release profile, wherein 80% of
aspirin AUC is released over a period of about 4 hours following administration of the
composition. In another embodiment, the total daily dose of aspirin is about 81 mg that

is released from the composition based on an aspirin release profile, wherein 90% of
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phar maceuti cal conpositions provided herein conprise

niacin with about 80% bi oavailability. In one
wepdvodiarent , pharmaceuti cal conpositions proviPerdus2009/003119

herein conprise niacin with about 90% bi oavail ability.

I'n one enbodi nent, pharmaceuti cal conp03|tions

00%, .
BHOATE i elehidd oSPERReE ot B2 Rk daliaRiE sdipiiSagon pf the
oaﬁ'ﬁbbﬁltlﬁn dﬁll dngthdoarbddimeadipthe t&8l dagly db&t ofiaspifif li®acs1 mg that
_ov P hour period. | n another, eqﬁodlneq_ the total

5% ¢ r@a.thleycoaf&@éltlpg bassd @n B @SRifN Felease PLolile whgesingaspirin
RHEMBtich APMsmaas Fl‘égter {Han Y646 @mmveeyp&%mﬁne dth8out 4
total aspirin dai dose is about 80 that is
hOéTSefaB%‘Mmé\?ém"HSt@“ﬁ@ af thg epmpersition Iaryst Hwthee ppbediment the total

t
llF db Has @RS dofuC ik (2 RTcleByeB IO 18 QoModitit bdsl on an
aaplsmkng:leasb prcsﬁlp,r\ﬂwme dspainn ccbreentaa}nooﬁn pllasma 43 grmmw 20% of
si m. as ne t d. b t
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aspirin AUC is released over a period of about 2 hours following administration of the
composition. In another embodiment, the total daily dose of aspirin is released from the
composition based on an aspirin release profile, wherein aspirin concentration in plasma

is greater than 10% of Cmax over a period of time of about 2 hours following
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LAI - 3Q22687vIl enbodi nent, the total aspirin daily dose
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[00195] In one embodiment, the total daily dose of aspirin is about 120 mg that is
released from the composition based on an aspirin release profile, wherein 80% of
aspirin AUC is released over a period of about 4 hours following administration of the

composition. In another embodiment, the total daily dose of aspirin is about 120 mg that
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Is released fromthe conposition based on an aspirin
rel ease profile, wherein 90% of 47
WO 21093022687vI aspirin AUC i s rel eased over a prCT/082009/003119
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aspirin AUC is released over a period of about 2 hours following administration of the
composition. In another embodiment, the total daily dose of aspirin AUC is released
from the composition based on an aspirin release profile, wherein aspirin concentration

in plasma is greater than 10% of Cmax over a period of time of about 2 hours following
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conposition. In another enbodi ment, the total daily

dose of aspirinis released fromthe conposition based
W@eooan4a3pirin rel ease profile, wherein aspiriPCT/US2009/003119

concentration in plasma is greater than 10% of Crax

over a period of tinme of about 2 hours follow ng 48
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[00200] In one embodiment, the total daily dose of aspirin is about 160 mg that is
released from the éomposition based on an aspirin release profile, wherein 80% of
aspirin AUC is released over a period of about 5-6 hours following administration of the

composition. In another embodiment, the total daily dose of aspirin is about 160 mg that
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about 6 hours followi ng adm nistration of the
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aspirin AUC is released over a period of about 2-3 hours following administration of the
composition. In another embodiment, the total daily dose of aspirin is released from the
composition based on an aspirin release profile, wherein aspirin concentration in plasma

is greater than 10% of Cmax over a period of time of about 2-3 hours following
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aspirin AUC is rel eased over a period of about 2 hours
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SRICERSUr&fdlI8WirlghdrliRS R ion of the composition.

[00205] In one embodiment, the total daily dose of aspirin is about 162 mg that is
released from the composition based on an aspirin release proﬁ]e; wherein 80% of
aspirin AUC is released over a period of about 5-6 hours following administration of the

composition. In another embodiment, the total daily dose of aspirin is about 162 mg that
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Is greater than 5% of Cmax over a period of tine of
about 8 hours follow ng adm nistration of the

wW@ewpo$i7si on. I n yet anot her enbodi nent, the tBPCHIUS2009/003119
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hadi-men . dai .of HAC T

CERRELEE bl LALGnERL W \RIRRIT JoBRH b Fabout 162 mg thut

is e¢lesmedfrpmahé t@mposttendiasedammnraspirio ocleasa praftle,ovhergin 90% of

| as IS eater than.100% of X er.a peri.od of
Brite Ry S Blece e Aol it ool ARy n or e
%dn?oeiagmom atrifoﬂfér embOdA htht, thg toxakedatifidosk dfﬁiﬁpirintih&leltaﬁécaﬂrom the
aily dose aspiri.n i s abo 160 ng that is release
PV S DL 31 BPUF BEIASAPEIS AASieHT FPH Ty sopgeqiigtion n plasma
BigRhatek than WS & CMBOGORh pBsdY bf tindbabbst 4 RhRAFARwWAKEr @
period of about 4 hours follow ng adm nistration of

admenigeatsnf thegrompogitignoirhyst aeqthes gmbediment. e togl dpily dose of

eg?irinyis Ee@éa@ecpfroﬂﬁlpé &J oisﬁioglggééh oillgg a riﬁ p@@asfz rorfﬁcj:,%ﬂl%%
om

the conposition based on an aspirin release _
gpivini doagenirhoreinpl BO%his greaepthan A0AWE Greaxr@iepa perib dovfdimegof
erj of Qut 4 s. folJl.ow n lm ni strati on of
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At T e SAmPRS S BRaT PR Ay P TeRRER O Sy Bere R Agle of
RpRin AU teRsddf ovet APerfd FHABLIL 243 oW Follo®lihONdntigistration of the
adm nistration of the conP03|t|on. In yet anather

@itpodifiRenin anoer erpedimant Hh tefakdailyfdogasgfiaspipinjigabout 162 mg that
i SdIERSEHoftRIR dnhios RRABASIdldnQR LFiFiR He1Ofke PRoAS RiHekdln 90% of

rel ease profile, wherein

aspirin AUC is released over a period of about 2-3 hours following administration of the
composition. In another embodiment, the total daily dose of aspirin is released from the

composition based on an aspirin release profile, wherein aspirin concentration in plasma

is greater than 10% of Cmax over a period of time of about 2-3 hours following
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aspirin concentration in plasma is greater than 20% of

Cmax over a period of tinme of about 4 hours follow ng
wa@elwvniaxssr ati on of the conposition. [00202] | nP@CNES2009/003119

enbodi nment, the total daily dose of aspirin is about

160 ng that is released fromthe conpositi on based on

an .aspitin.rel ease prof 0%
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e conposi tl ased on an asp
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Yeit peothgr eaw@étmezﬂ 3htplasma ¢%1°P'6Wlﬂ@1 obaias¢iniisiessaharp % pf Cmax
ilig ag ose t!o%%ovlg]t[ lqg%g ppe(fagiﬁ% %Qﬂé {S?anﬁall}ad&g%k sg):irin of

I's pre ni acl erapy wth at
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rom.t he
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'asma concentration of niacin is |ess than 10% o
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SRR i Cogangertion. KU PeotPesl DR tgta] iy dpse of
£birdo kleaBed@oiShd Qdrhpbaitide bashdi oni 2 taksitih @éle3E Ipfd’fﬂ@, wherein
conmposition. I n another enbodinent, the total dajl

oy w oncendition i nlasmays greatep thapy 0¢aftCmax over a period ofytime of

about 12 hours following administration of the composition.

[00210] In one embodiment, the total daily dose of aspirin is about 240 mg that is
released from the composition based on an aspirin release profile, wherein 80% of
aspirin AUC is released over a period of about 8 hours following administration of the

composition. In another embodiment, the total daily dose of is about 240 mg that is
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Is released fromthe conposition based on an aspirin
rel ease profile, wherein 90% of aspirin AUC is
WO 200¢a$2781 over a period of about 8 hours fol | oR€THS2009/003119
adm ni stration of the conmposition. In another
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e HHBE Bespacsitit GrLongy TP s eag RbE: 1o B a0zeel
dspigim A€ iCeEagsl dvePs pérasiest abdutAhoasollbwWing @UMRfi&ration of the
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C;smoal&%f Inaggther empedimgnt; E‘Flt%h dadfy dass ofiaspirigdy BRub240 mg that
i Rﬁea@éﬁrﬁ%'tﬁé QIinpdsitiod bRl aﬁrg@;ﬂgh P& E&dse FHTﬁ’e tHeRdin 90% of
daily dose of aspirin is released from

aspirin AUC is released over a period of about 4 hours following administration of the
composition. In another embodiment, the total daily dose of aspirin is released from the
composition based on an aspirin release profile, wherein aspirin concentration in plasma

is greater than 10% of Cmax over a period of time of about 4 hours following
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conposition based on an aspirin rel ease profile,
wherein aspirin concentration in plasma is greater
wao b@n/140% of Cnax over a period of tine of aboRCT/WS2009/003119
hours followi ng adm nistration of the conmposition. In
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Q?%ﬁﬁ%% ﬁ%ﬂtrl%%togétdfg%d%a%iuﬁth SR P Hélly%se biashfitn of
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H8ireased from t he conmposi tion based on an aspirin
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aspirin concentration in plasmia is greater than 10% of Cmax over a period of time of
about 12 hours following administration of the composition.

[00215] In one embodiment, the total daily dose of aspirin is about 243 mg that is
released from the composition based on an aspirin release profile, wherein 80% of

aspirin AUC is released over a period of about 8 hours following administration of the

composition. In another embodiment, the total daily dose of aspirin is about 243 mg that
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[00209] In one enbodinent, the total daily dose of
aspirin is about 240 ng that is released fromthe

W@ 9po4a78i on based on an aspirin rel ease prof i PE/US2009/003119
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aspirin AUC is released over a period of about 4 hours following administration of the
composition. In another embodiment, the total daily dose of aspirin is released from the
composition based on an aspirin release profile, wherein aspirin concentration in plasma

is greater than 10% of Cmax over a period of time of about 4 hours following
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conposition. In another enbodi ment, the total daily
dose of aspirin is about 240 ng that is released from
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%51?[{0?1 188$gse8fon£§6| 1r1 ?asgB % r%aspv\hne(ﬁogcen rabloutm plasma
1S @Peatdr thainah of Gk bSermqierlb& Ioéﬁme df fsommrl 6 heurs fotfo@dng i on
unt.i] about hour to about 16, hours of dosi

iAo O (T it T ShaPRh e AR TR B Rl Bt cose of

APin i rdl@sed RbMAREELMFRMoh %ﬁse@%&‘ﬁ%‘sﬁlhﬁ Relbddt ipkofAd)GiHerein
hour to about 16 hours of predosin aspirin, In

BRBINFONCAWEHEN ingtiesma i ere@teaéma 10 mawwebﬁ peiodelimeof
éb%u{ F@ﬁo&?ﬁﬂo%@ anfm Q@%l&ﬁmf'tﬂe (%h‘%gltlgn.

[00220] In one embodiment, the total daily dose of aspirin is about 320 mg that is
released from the composition based on an aspirin release profile, wherein 80% of
aspirin AUC is released over a period of about 10-11 hours following administration of

the composition. In another embodiment, the total daily dose of aspirin is about 320 mg
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hour to about 16 hours of predosing with the total

daily dose of aspirin of 240 ng. In yet another
wepdvodiarent , the plasma concentration of niaciPCT/BES106%603119

than 10% of Crax until about 2 hour to about 16 hours

of predosing with the total daily dose of aspirin of

14] |
(il ds Flas3oh e qolheGaf BB7S ofgh pipifin Feléabt Proglld whfeip 0% of
dspieinOUP GSteldagid di'aﬁﬁfﬁerﬂjal ARbAZ D11 rhous feﬂ&em@ fa@idigration of
wherei n, 80% of aspirin AUCis re

peri od
the compeasitions In anptheregibodiment t'&dﬁﬁam@fyr&s? 8 asafrmc i§ eleased from

tﬁ@E@ﬁﬁdsﬁdo‘ﬂrbaséan%%Eﬁlh r@l@i&@ %Jﬂ-’l@ twhekd1f adpRtiRborid@htkation in
dose of aspirin is about that is rel eased from

Rl#senacie grsater thao ﬁ%@fs@fﬁabﬁ\'eaﬁ pa@m ofi time ef abgyel G} bheyre following
ARARSERioR DR coRFRLELE. (et hiibuidk cRBB8hAY Be BraP Blily fbse of

w*ng adm ni StFation
aspimndsrdleased frém tienoinipesitienbasdd we ab Aspitie rdlatsa prodidd, herein

dose of a inis released, fr osition

SR BOeFTRIOr PoSTRd BROFT e Tt SrTFabRl § PHIoY of A of
dbORCENL T mur@fblllowlr@ AR strtiof lof &edonipdsitiod % of Omx

over a period of tinme of abort 12 hours foll ow

[0 st ofei sgrbodimantdh 19kRh it s of pspiryeis Ao Rame that is

@E‘Q&G'fﬂ%mm cb ?o&@&r@ﬂvasgﬁbﬁ ¥n 598 Rfca@SHbfileNwhérein 80% of
rel eased fromthe conposition based on an aspirin

aspiriaasléC iy wsfapag ov\ﬂh@p@iqd A spoutiSrhoesriedewingtadministration of the
&L@égﬁ?h S rgin%ﬂ}fgérﬁﬂm&e%g%b Q(gtalqgﬂg ggyeecgf adpiPfi ! %u?ﬁZtOhnég that

out ours oW ng adm ni stration o
is calgpeed fromrthe §@QREBion lbasedroa aeralsmidn meledse ptdfde, tvdteadin 90% of

PPomA BE oo Rt P Sl ey B ap bl 107 B e
qoirfpokition. I/H'kﬁfoﬁieﬂelﬂ&%lméntaﬂﬁItdithldal-\&d@ok@oﬂa@ﬂn&&&iﬁd:lda‘mffrcﬂn the
period og aBout 8 hqursg foll gmaggl adm nj strati on .of |
“toﬁé’oélé‘ﬂﬁ &5°' 083N AR Hotaie Pro FIFUhAsPIrRfEnEgyrgfion in plasma
id % teater ARASDET @HRL bVl alperigdOttime 8abdut § hirs ﬁﬂlowmg

| -3022687vlis released fromthe conposition base

aninisisationrfitha apesitipn In xet aggiesr embodimsnb thelop Fi?lh mof
das irin§} RASSE f?b’r‘ﬁrtl? o'si‘?ign Bhse@RAYR a§p1hﬁ’ Harléasé B}Jf@é’\"vﬂ\grem

mni strati on OSItIOﬂ I'n anot
aspivipcioneamtratiorhia ptlastral is eraaﬂeythd@é@%cﬁf Canei Q’Vieha p@rlod of time of

abgrlteg?lﬁoeuqﬂs Foll?)Wutégha?d\m%ﬁ)wﬁ I tolf%é J%ﬂﬁ)%gltlgg an aspirin

ease n aspirin concentration in
[pnmra IrSorgreexﬂiodrmdnltLahe il dﬁll)(]ixﬁm oﬁu@nrnalsrabomtddo ofg that is

out 8 hour || owi n ni stration of_ t
lsAggdiant Bif Sompoon et PR EUACIreR: o e BeEd 80% of
QﬁirinYA@QSQre‘[Bcasaﬁﬁ/lef & Pericd dﬂQb@tﬁSedhcﬁer@ mlbhenglﬁiﬂﬁﬁmrﬁﬂl@ibf the
based on an aspirin release profile, wherein aspirin

©HREEHERaln wtheﬁerab%@wamp thegptakdadly dopp:ef 28poindt akaph 20 mg that
iQ¥&¢astd BEM! tREcRipdsiti®R bafed on an aspirin release profile, wherein 90% of

aspirin AUC is released over a period of about 5-6 hours following administration of the
composition. In another embodiment, the total daily dose of aspirin is released from the
composition based on an aspirin release profile, wherein aspirin concentration in plasma

is greater than 5% of Cmax over a period of time of about 5-6 hours following
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about 8 hours followi ng adm nistration of the

conposition. [00216] In one enbodi nent, the total
wael2000t42195e of aspirin AUC i s about 243 ng t hakCT/8S2009/003119

rel eased fromthe conposition based on an aspirin

rel ease profile, wherein 80% of aspi ri n AUC is

LR Sion ! Rl olPSta® cBrsharathesamopiiizab Erupel 8l dose of

apiiads reiated fedif thedomlpositioh Yasd@ o8 aﬁ)ﬁis;ﬁﬁ@ teldade Prdfild, vherein
about 243 ng that is released fromthe conpositi.on
RSB FoBFEATISpiPlasartrsaisrthan L9008 Crp el Hpgtnshafime of

Ao 9-5 Rodollowih ELRRRREONESS tRe BFhPRHAioA! about 6 hour s
follow ng adm niStration of the conposition.
[80323h e r Inconis senbediment,ithstotad daily dnse Paspirieis @bOla%O frigrthat is

{ 0
AT PUE SRR GORAAEoCATRAR L RLRORE, Ot st o
aspmpIAdiﬁm nekaag:rdearbez perivarofabow# homesxfobaeing adpenstmdombf the

out .6 hours fol] ow dmi ni strat.i on  of e
coiRgsGPe Brarorgr Bbsdmettyioe Al Fef ot b fh fip 1 me that
isledldagedifpo tlﬁk{)coﬁ@;md sitioRA bééé@dn&nraﬁlhﬂﬁiﬁﬂéhsé bﬁlﬁ’ile}tc éherein 90% of

conp05|t|on ased on an as jrin release pro
AR PC dsstslensed Qv Beadaf byt 4ﬁ1°msafa Roineg aawga%t@flon of the
'ﬂﬁ)@s&@rﬂ’ Hlfan%f‘erﬁﬂﬁflm@ntpﬁé kel dally Hbﬁ?of@gplﬁh @MHelelsed from the
hours follow ng adm ni stration of the conposition.
qoopRsilipn bscd e 2@ atRidn FRise profite, wersin asairincogersdration in plasma
@g&a{el' ﬁmh% 09‘ Avell p&ﬁ&]{ of tfind & a%@&%cfu?ffg}llbafﬁlg
ositlon based on an aspirin release
adi'remeuratloa@fﬂtlwfcoawpsltmm et amtlneeleeﬂvsémeou dre tatapémlycxii:se of
of .abou ﬁ ?_%Pfo %lé i ﬁ_B Str(:}tl l rl?e wherem
EBIB TN, IR °°t"?Pé’F‘ 'eHBYI %ﬁ‘{‘ SRHE TS AP A
#3pis@d cohcenGplidr i pla&nﬁtiggnteatzﬁﬁamm% Cnmax dvet epertod o‘fltmm of
t he conpogﬂtlon based on aspirin release profile,

ahaut thoprydloyin 'P'ls'i‘iatJQL'J@ the qogiPesitigl over a peri od
[@62ﬂl?outn &e@%ﬂo&rﬁéﬂt | a0dvb 6t 19 gFEdBdeatonakd @4y dThnidchiftherapy with a

nposition. I n anot her enmbodi ment, the total dail

tgtaééalbfrdoag of aspixin of abeyta20 e, pherein 2hout§Te 68 nierig i Pa it
B2 30 RRPIHE cemﬁgilﬁﬁﬁntﬁ LGt '2%&!6%8111& 6t df'])redosmg with

concentration I's greater than 10% of
opien. dn pmthar@nwbdmemre about&lﬁmf Madifp HUE i opt l@hamgl f58n the
LAI

m&o%l 51% Qrﬁggl"algo&’ﬂ OIL&E(}; luP P%ﬁéu&é gf]eprggdgg'%% %H é)sglrm rinx%ther
e’rﬂioelaﬁﬁd the plasrhé eomntpa]&ntolf ancinds Esls than 2000ad |§]nlaxrunt11 about 2
rel ea file, eln spirin c entr.ati.on

s oLl Shoust o pedaimenidh OF b O a8E o Bt ahlzgme. n
Yt BROtRr eatbRdimeht, IRUSIBsrhDédnewitRBoREmiRdif iy 18dsi thdh 0% bh€max
conposi tion. [00218 In one enbodinent, a subject is

tmné ales3ied hotr tptbowidp hoprsaf aeadasing et te \wial daily dase af aspirin of

dose of aspirin of about 243 ng, wherein about
80% f niacin AUC i s not
[00225] In one embodiment, the total daily dose of aspirin is about 324 mg that is

released from the composition based on an aspirin release profile, wherein 80% of
aspirin AUC is released over a period of about 16 hours following administration of the

composition. In another embodiment, the total daily dose of aspirin is about 324 mg that
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rel eased fromthe conposition until about 2 hour to

about 16 hours of predosing with aspirin. |In another
wepisod4atent , about 90% of niacin AUC i s not rePEEESW09/003119

fromthe conmposition until about 2 hour to about 16

hours of predosing with aspirin. In another

e L e e T N ey

gsggmxdalss Rgeavéd dvet h@etﬁd& &l agdm‘ 1I6wodaﬁtell@clfnng&ﬂmﬁmnra@6n of the
. In yet ano odi t he asnmg
CROS iR adn Bpth € La@mﬁni etgta d*t'bfa%‘zsel RSB incsleagsft frpm the
itidn BYH oBQn%E’;SlHB rdifasb BEbte, Whe%ﬁ%ﬁiﬁ‘&m‘é&ﬂtﬁtnbﬁ‘ﬁm plasma
t ot al dalsy dose of aspirin of ny. 19] In one
S 1gErathr thantS) %6 efemay pydr adarlpgfoa@@eowboas hwrs fodloathrt
d [

%’;d%“g’s%‘%?tﬁ%%‘ff% ool RRA I (AT SHUERRL REBATER Qlleof
asplrmls edswset ﬁ:mrthacq)mqsm@n(bhsedmw agiirih mlcse brﬂﬂl@wvhegein
adm ni str {on ofl t he con Oa] gg) fldw . ¢
LREGSCHETE2HThE GRS §571° &8& %ot é%aﬁﬁ ?Veha P%“ o fjme o
aboat thdd’ﬂéifollbfmfg@dﬁﬁﬁle?atfdhmﬂﬁehfbmp@ﬁﬁeﬁI ti on based on

n pirin reesep | rein 90% of asplrlnA
(002761 e b efﬁég &Plbéﬁ 1 8P (32 OFoI2E O thgt 1s
RIALIA fBdrh aklce&peéltlbxh sase@tmns hiﬁn‘i’rﬂreléaﬁh Fofleh ®herein 80% of
enbodi ment, the total ose of aspirin is

FRoITE UG 1 Feiappichreet ompo] e SRS Schoors foHowing administraton of
tgl? g gthJnOfIh Iaﬁothmh Ela/&g Rhé {ofal ‘aQil}P&&E rof‘&%p%h is'lPout 324 mg

I's greater er a pe
thatie redéased fromn tlieﬁcdmnqsmohcblamdwnrvg agpirin mlsetsc atqfdfn Vdferetum 80% of

%sgnF gg seregeras%i élv%tr a ﬁgr?ct)cp gtr albou % i lnl?og n% Iio lowmg admml?tratlon of

spirin’i's released fr
&hasexdpml(ﬁn Iaapstherreniteidinae, the il ldeily ddze beaspnasimrelmed from
oncentration jn plasnmn i eater than 1Q% of Cnax,
GPmaoTsin eecn 1 HBTGrre EBRRATOLLS, WORS SHOIP S gaton in
Aadmhdis Shdatdr 1R 595 of OMag 8URQAIetib@ B tilh@ B2 Aut 101 ‘D'ﬁ@urs following
enbodi ment, the total daily dose of aspirin is about

zsmnmjatfqﬁlaqf thescomgrosihiond 17 Y anether comhoginasnt.i thtod daidy dgse of
i?sglrﬁ'lslp rdibdied ﬁ!)l’ﬁ‘%l?@cd?ﬁﬂ;slt{gﬂ ’bawagn%'n'lsﬁgr{‘%élgas@ﬂ:ﬁfﬂé RvHekdin

eased over a perl (0] about
mirlrmmnnfgmatim i plasmat is greatsf thahéo%ﬁmﬁfbsm ¢V@na pi:mpd of time of

f
AR 151 BOTRS FUGRRhg adsiBisk R ofi S %) it he
mﬂmel in are dnmnddnm the togel pliaily dosealf espdn Ans)ﬁlndue324 mg that is
90% of AUC | d
sEthm S Dmponbin bR dPT anAsr TR wol i rBreET S Phar
SPIPOSUTI i9feleabdt @ROR bemocemeumm&urs follewirptadisiatrdtion of the

dose of aspirin is released fromthe conp03|t| on based
HMRAItRE i1t Arothes PRRREMSPL e tetal dilyrdontolspirini4y is about 324 mg

#2068t dsEd £r8R thé\composition based on an aspirin release profile, wherein 90% of
aspirin AUC is released over a period of about 8 hours following administration of the
composition. In another embodiment, the total daily dose of aspirin is released from the
composition based on an aspirin release profile, wherein aspirin concentration in plasma

is greater than 5% of Cmax over a period of time of about 8 hours following
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plasma i s greater than 5% of Cmax over a period of
time of about 10-1 1 hours follow ng adm ni stration of

w0 b@geiposi ti on. I n yet another enbodi ment, tPEr/U1089/003119
daily dose of aspirin is released fromthe conposition
based on an aspirin rel ease profile, mherein aspirin

trat t t
SORPREAGR 413 PR ET o S SRR Pl Akt AEC Bl BT dge of
B@Irmik sdleaztd BBmahe EdepoB3RITAGAsedionran aE}ﬁlﬂﬂ 2dlbast Iprcﬁ'ﬂﬁ wherem
enbodi nent, the total, daily }ha{\ﬁ& irinis. a

iﬁﬁwwnfwt%mrré?%éare@% i ¥EHA PHA ?f tB’PF of

AduBS Rbiirk Follodi SRR MiRTsRhdidrEof N @nRIRItBRY0 of aspirin AUC
I s released over a period of about 8 hours follown

0228l sin eng embogdimericthe tnigldaily fess of pspirim istahent 324 mg that is

R e T e T e

?a:plra&pUQ isra@sabeer ppeafiod &f abulite:-&@ hourd ﬁ%o&fmg&bmmstratﬁct@f the

| d f
SRRy S il ¢ RpRE B G er B iy Bnd ShsBinors aoth 524 me hat
i8 ikleabedriroin, thé beEmpaitin bdsdd on aﬂloﬁﬁlrlﬁfrelaﬁdélpmﬁle,l wherein 90% of

re| eas r e conpo n ba 0 n.aspirin .
%Seir@a‘é@gpi EP?WJ omﬁeng\"#%fsagwt 18 Bohis G fopasy Bhminration of he
RInfRRioh S 1194 RMe? Embbditent/atfto @iy A68E oPasPRinl i9fk1&dked from the
time of about 8 hours follow ng adm ni stration of the

mn%énoﬂ ibased onranyaspirip ARiease Profi dieraimespirimeoneentegtion in plasma
ggéager 40538905 ARRk bid} o p%nB& bmg Eif Eﬂo%%%%u&%&%fng on

on an aspirin rel'ease pro erein aspir
axmuinetlratlcat afahe ¢qmmulsa®rraln wet gncshtr@lmliotiamﬁnm% wtal Gamyxdose of
ur.s f

aasalrﬁnnlls §, ag?c? gﬁm t?e (f‘%mepoggl% %§56f1|°8 ﬁm afﬂﬂﬂﬁ'gj’al‘s?#r&ﬁe wherein
sphindionedttratiohin glasnal is dedatey theln 3 0%0df Gasgi dviena periadbaftime of

0 t hat s released fro he conposition based on
aﬁwuai"é hobR fpllgwing admindiafian SLHE FUTROBY of aspirin AUC
[082291' E{s Btk MMRYdirAerRahé ﬂﬁalq&nlﬁb&@tof asfirim RUibsutf 12U npsnhads
adm ni st ratl on of the conposition. In anagther

tElepesd fraam the qopwosipmbasgd P gn agpérn @ﬂeaa%gfpﬁleﬂvvhgreab&% of
%ﬁQm'WUEh?Peléﬁed&Je?Q?@r%{6f%%bmx§1tflﬁq&19§%ﬂ§{v¥ osanma?glo%fthe

aspirin rel ease pfrofi erein 90A)o aspirin A
¢ampositions &anpiteer embpdimentd tl@ftotabfdmlo' doseoffaspiria is @bqug&%glg that

@ggb%l %%r%ﬁntth? Eor%osﬁtnﬁ b%géq) 915 téfsg pmfrélgas%rﬂ)%fﬂg Irwherem 90% of
aspirma&@ﬁ: i$ re&bﬂBdﬁdﬁ@ecapﬁmﬂ dif abouthialsmts foﬂowmgaslmlml_stmtlon of the
GSPRRER R on Iy priodes PP RG e aiotl S JORT SLAp gt Giped from the
&dnfﬁ%si@iﬁ)n dbgdlonan @spiiH k€ledsd ptafié, Mhefedh aspirin concentration in plasma

LAl -3022687v] adm ni stratiagn of the_co 03| ti gg ILn yet
ig geretee thagifauptfenex oves @ pededipt tims pLabgustheprs ';9“?% is

ddRNiRRRREhA SrOR édmpo@%nom $dt ARoth@BtbolInéH, RS Rkd1dBily dose of
rel ease profile, 'wherein

aspirin is released from the composition based on an aspirin release profile, wherein
aspirin concentration in plasma is greater than 20% of Cmax over a period of time of

about 4 hours following administration of the composition.
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aspirin concentration in plasma i s greater than 10% of
Cmax over a period of tinme of about 5-6 hours

w0 odobo¥d7ay admi ni stration of the conposition. PODBEBPI/N003119
In one enbodi ment, the total daily dose of aspirinis
about 320 ng that is released fromthe conposition

ana irin rel gase fi
BB, bt P ucarBRo o Phrbid b LB S B Rlsgy avi
ol H&IW dige aﬁﬁspmrs&fra@bummg,mﬁrmms 80%@f niatid AUC is not
anot her enbodi nent, the total da dose of aspirinis
1gl58tRd T thegompasitip uptdjabaidtddhopy Eﬂ#{ﬂp GrawppRfirredosing with
AR 17 @ Rer23ioblinkenk, ealbsa%wasmw.m\u@ﬁ Mt f1ARED Bdm the
aspirin AUC is rel eased over a period of about 4 hours
Famrposition gnialcibioni Zhouatte alypubd 6 houss eﬁm@ym with aspirin. In another
il FPBALHE Bbnoehidfich M Blcfiat s 67 200 or R IRl hbout 2
Case € CO tiron ase on an asp
lncmlr enaimuprmlﬂodreof mfa@crsmgmnﬂsyhe tatal dadp desetdfa‘spnnn of B\24 mg. In
reat

i Ry R e P Br B TR AT B4 S BR B pfgme

GRINABSt RIhOGr tolaBoMtells et iTpredorig lithRhd totdl Agily @dsalof aspirin of
dai |y dose of aspirin is released fromthe conposition
& on an aspirin release profile, wherein aspirin
pegsgnt t@&d%muﬁémﬁ@tdmﬂ dgﬂy?éés%rofﬁﬁﬁr"‘n RAKo 81BN it is
over a period ti me of about hours foll ow ng
deivriand extended @ﬂe@pd fiem the m@netmrforr{ndeﬁzmqr fprﬁméﬁém while the
t. t
30 ks 2, B A acl S PRALSAPH RIS ofiRY o dlrRft
ﬁﬁ@ﬁa@thMereln about 80@6of ni aci n AUC is not
from.t i tion nt|I
(B54° 1 orscirbedim AR i o0y Piteiat st bpl¥lapi o itisan
elifiadd radise famalitioROvilf thethiacinambuki is SOMAIg and |1£(qudd released
fromthe conpog %]on untléﬂ bout 2 hour to about 16
EORINEIP OPIEE B LPHBENHS PFOVA I n anot her
P@@ﬁ’ﬂ' MENEne dnfddithéri e E‘cﬁ’zﬂ(ﬁﬁﬂ@ H@Je'o‘l’ Rspifin RiaB6UtB 1 g hESE is
han 20% of Cmax until about 2 hour to_ about 16 hours
gowpned egended released figan th@@@mblaaqlqwfoem%letm orfepnylatipnghile the
r
i ouldls Yo AR RiachTLPRATE A seclr gl SFeEsmbodiment
piovided Rerhiour t o about 16 hours of predosing with the
d |I ) n 0225] 04l P
@%%1& 1¥e nﬁoo%f ntat}sngglt?l dalg dg’s% qg)mrL % aﬁ)gv?tSSIa %Q&? it is
3 ang e}ttblaiedlrslez[seﬂ Gaaecttie ﬁdsmhihﬁtitm fbnmdaxsort orcdforning stéoh, evhile the

an .aspirin ease erein 80% of  as

acip aPishudy’ SR8 EnDbseiely S GtscCardingust PR Brbodimhfs
ﬁ@ﬂk@aﬁééﬁﬂlon of the conposition. In another '
enbodi nent, the total daily dose of aspirin is_about

ASﬁ]g 1Irh(aqe gnbpdiment the total daily dose of aspirin is about 81 mg and it is
slow and extended released from the combination formulation or formulation, while the
niacin amount is 2000 mg and is delayed released according to other embodiments
provided herein.

[00236] In one embodiment, the total daily dose of aspirin is about 162 mg and it is

slow and extended released from the combination formulation or formulation, while the
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LAI - 3022687vlis rel eased fromthe conposition based on

an aspirin release profile, wherein 90% of aspirin AUC
w0 2000453a5ed over a period of about 16 hours fRECT/U82009003119

adm ni stration of the conmposition. In another

enbodi nent, the total daily dose of aspirinis

rel.eased f.r the co sition based .on an aspijfi

DRTIB ABGIID AT 'BE S0 By BTN AT 0o PLteT BRPyments

Podide@hdrsingr eat er than 5% of Cmax over a period of

ti e _of about 16 hours follow ng adm nistration of the .

0873/ si {0 os embedirasntAhe total daidydengiohaspirin tsighoytdiogmg and it is

gl ladd BQeRIcATeIBRBY Fofh the coRbBARRIFMARMIHE HARARIN WRile the
based on an aspirin release profile, wherein aspirin

riacic empyritis 200 g apd iscletayed relgased aocondingrio vdns ehbalmgnts

Y riod of tinme of about 16 hours follow ng
‘g%?ﬁdﬁ?[sl%?lgti on of ‘the conposition. [00226] In one
B0oR38]i mnoéne anftedirdna) theltitd] aidpdese of aspinin isiaboutsl 62 Imagidnd it is

24 that .is released fromthe conpositi based on.
S5V 28 prepier SeAsEe FRPUR? FRRP RSO BOoRTLr (AR : Ko the
higcih @meaResl1 (00ahg andR deRfledieleabduicedrtling td ofh@tdribodiments
fol | owi ng adm nistration of the conmposition. In
RrRvidRt hergifhodi ment, the total daily dose of aspirinis
@b%&g 3o nitdAimdry, tﬁcrelo@aﬁ%ﬁﬁ'y Bc?s{é%‘fﬁ%i&fé%@@t' I%Q%% and it is

ased on an aspirin release profile, wherein 90% o
deysiand ertended irgleased Eamettie eenabinatiqudormydatii ertfernulatpng while the
D Bl T R R e e b SR TRRP L b limehe?
previdedbateiir om t he conpositi on based on an aspirin

se.profil.e, . wherein irin concent.rati | n .\

(B3 RSB esapu T Bl ol SRR RispEDe? B an it
§l%ﬁﬁn@éxt&hﬁd&el&z&ed frbmhthel b@nlﬁiﬁhtidmv%ng@ga@tm' d’iifsﬁrl’:]tﬂzitidﬂnwlﬁfle the
the conpaosition. In.y anot her, enbodi nent, the tota
CEL 9manEfslé 2o pnd flay &4 B QaEkRr P oh b e srﬁb%émﬂtan
P3SREd R&tein aspirin release profile, wherein aspirin
concentration in plasma is greater than 10% of Cmax
B0241]a Hrenesinbodimenigthefotal idaily dasg.-of aspinimisrabowt 4P ong #ng it is
2hDsth ShkReURIe Rt iR GEPRAHAAyh AR Ry yhje e
B2din emottia 50 mgrast éadedayefl rdeasethaccoshygieiotliep embadiadnisn
an @S{)'griein rel ease profile, wherein 80% of aspirin AUC
R'VYEY 84880 over a period of about 8 hours fol | ow ng
[00242)i sin aiel edibodimérahe angidaily dase.of hspirknztabeuit 243 mg and it is

nbodi nent, the total daily dose of gspirin A is.abo

o 3, Pxiped relopeed BRTGHE FRBRTI BEMBRN o dR s BT the
MBciAGRbit iB SOCMBARE iPdedyiel feleatb® s @oriB Yot er 8EPBbdienUC

is rel eased over a period. of about 8 hours follow ng
prawided Bereigt i on of the conposition. In another

| MBDEne dnitodiRd R thdRitd] Ma P& ff%?rﬁ’i{'f'i 024 diti

?g?gﬂsed §nreom t ﬁe %:l%’r%pog):tti gﬂyb%segda n ar? aggpti ri3r§ng anditis
slev end extpndsflir¢leasedfremether cersipination foumdatinrcatfomrlation, while the

l?lLng HRout is 1000 mg and is delayed released according to other embodiments

provided herein.
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Is greater than 5% of Cmax over a period of tine of

about 8 hours follow ng 62 LAI-3022687vl adm ni strati on
w@boobhe&7spnposi tion. In yet anot her enbodi nent PCT/082009/003119

total daily dose of aspirin is released fromthe

conposition based on an aspirin rel ease profile,

in.aspirin.concentrati.on in plkasm is, gr er -
IREHT 105 TR < B e o P e B B PRt Sl o g and it s
diewand Eaéddedirdlgasad fromithd EcrhbifationffotnEattda @siniulidn, while the
I1}3{00228] I.n one embodi nrent, the total dail%dose of
a0 pmAut i 13M0me andis delgyediecleased acgordingda ofeppmbesiments
Fevieshdrtian based on an aspirin rel ease profile,
wherein 80% of aspirin AUC is rel eased over a period

(89248 o uin enegnthodinent tieltoral drilyslgps ofi aspiriatis arpubP43 mg and it is
il . : Ly

SATBRT bk i s B1She ERIIR Thery it B Bl i he
tiilen empywtds 28G0omg bad sdielyedireleasqul accordmg|te ather gmbddiments
wher. eCL 90% of aspirin AUC is rel eased over a period
RPVIdEEREC8. 6 hours fol | owi ng admini stration of the
[002989Si 1 &2 enlbddibiudt, B toedYdeithi da38bf adpiten fs@babt 3daing/and it is
dose of aspirin is released fromthe conposition based
Y and edpnded felpasee o (e embisatioprRimayigtionugsifpymylation, while the
B8 SRbEAS DA mE An@ iARF cll folHsEPIRErdiINAB o8t Sfnb&dBEnts
over a period of tine of about 5-6 hours follow ng
reavided kareiat i on of the conposition. In yet another

i I ' 4 | 1 R o
OUREA. T SRS 0 Yo lP35 OB ot nd
deb eadextgndof irdleasedviremehacasipnation fommdatitnratformmlation, while the

I [ h 10%, of [ f
RociE b S0k Bho by 29 B s RO ol S s
prbeidedngeeiai ti on. [00229] In one enbodiment, the total

' dose of aspirin is out 324 .that is rel eased .
ﬁﬁ%‘*ﬁf t i nsFodimest e G S dve e b S 2Bp W A2 me and it is
M6Whhd SxteR8 rQbLReBRYMhe asRbihdtdnAbkmilistidnedrgamRdatdneivhe the
period of about 4 hours follow ng adm nistration_of

Ripein ewapds | 00bng andislslay pbrelmsrtrording, to prsr erpbediments

Q,@{,ildgdﬁ(ggig_ of aspirin is about 324 ng that is rel eased
romthe conposition based on an aspirin rel ease

[99249]1 e]n evtveangiodingansthe togad gaily dosaoCaspirin islabaeied4 ovgndat is
DALB8 e ROHB KD BUAT AT BRI it e
iwladih ymdaisie 1800 g phd isnlelayed pllaasiatcdmogto behec enpadinenton
bas.gd Eim an aspirin release profile, wherein aspirin
rgrdedh T&f'ion in plasma is greater than 10% of Cmax
0U230]2 RESHeQintUirdnttheQbtaB®ilytdode HUSHFinfiOABAUBIYmg and it is
adm ni stration of the conmposition., In yet another .
domand ereended refeasediram tharerybipgyios fgmulatignqriosmylation, while the

Kisdif 366t if OIY hband RMRASED teRAsRARESIR t88tHRE Bhbddiments
rel ease profile;y whereih

provided herein.
[00251] In another embodiment, the total daily dose includes 1-7 days of aspirin

pretreatment prior to the first niacin dose. In yet another embodiment, aspirin dosing
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aspirin concentration in plasma is greater than 20% of
Cmax over a period of tinme of about 4 hours follow ng
w@ewonizsr ati on of the conposition. 63 PCT/US2009/003119
LAl - 3022687vI [ 00230] I n one enbodi nent, a subject is
predosed on the day of niacin therapy with a total

dai l.y .dose of rin of b
Rt st UG PSP Sst 2P ient W Bashseidimilipte or
dxtdnded RIRALE aspirtiofekmbiatighout 16 hours of predosing with
in._ In another enbodi nent, about. 90% of ni acin
l&@%%ls Rewvided |hgreinsare phamessiticalsoppesitiprsin ipadifiedpsisate dpsage
RAHS, wHicERMprisd RiabRAUNE a%nﬁ besl pedrmaceititdllyaRplgidble sdisolvate,

anot her enbodi nent, the plasma concentration of niacin
qroprodsug thereel 2A9Me Pr MATecelgntsi donEeling cxcinients ag desertendtherein.

%lg%lpfr%%osd ?édslg fgggo&dslg% \ygh[clikas rll%? e?f)@ éjx?#t lﬁ&?%@#&ﬁrophilic or
Ipldacspirabic mmtmnde\attasowatetf-sqiutﬂc serparasmg taysr ¢datings] &¥terdd coatings,

Cmax. unt.i | to ab 6 hour edosin
e Rtces, Paftibucr o le 2o ARa Sur PR st HhE 105! N9
}Blﬁﬂﬁz&ﬂmdaﬂl cEIfosarne dia%llﬁo,coh"lpﬂsd inadeledéd doyitrdDing eRéipients.

irin_is about 8 1 and it is,s]ow and extended
(0873545 0 Buihes RTaVHsd ST FiaPIERNCEAISa) MIRGRIgRS in enteric coated

édaag%aﬁé %.ch%h{p@m& hﬁcmlnaae Iagblﬁlwg)hdrﬁa&'éacm RB&tdble salt,

del ayed rel eased accordi enbodi ment's
SUAC aeprowéagéhqteofg m]orlmpr@rﬁéeWOHmwxcwetStf@t wge inan

Qﬁ’érloy 8gtg§ rT}{E hﬁrrﬁﬁgﬁﬁ \NE ql'ne(ﬂ;ghi%ﬂgjm'agf aisé C@Iﬂﬁrlie non-

ext en at| on, e niacin ano
nelaamntrglllagdxmpnenitel ayed rel eased accor di ng to other

GRRA] ETore iRnds, e b hacehlted Shpbdl it Eomerisg aiggin and
dspitih dil’a(i)hhxtdeSUﬁi:JaDy\/ta;éUggtag)}étsellﬂd%dlIBa?Igd;ﬁtSﬁdeﬁmmtm 1977, 66,
Frdand bstheoR oL P Cﬂﬁwﬁn%ﬂﬁ ?Jr@&r%%fe@d:@ 2] and Wermuth,

BECW, Y-'V;CIII And®YVBRIA, RRR) 208D}, SsoRafkY bidRdding tiRirébf.
&00234 I'n one enbodi ment the total daily dose

8235 nSvitablssids fgr yserp therrreparatiog of pbw*aﬁ@t'é%iwaa}able salts
#nglluﬁ@%ﬁfjarg EQWV\I;[:E% ﬁgbﬁ&t h@dtodHsiae %eh@ 9019r2 2- dlchIOéoacetlc

ormul at1 on ni acl n armunf 15 rrg and I's
abed, agdated exlnmsa@disaaxhwp dcldgalglolcmc}deascerbtmcnldrénmamc acid,

lgerg(z)%/r{ed j{;’on?cee{c cl %engog)cogc?ds ]4 -a¢ tag{]c?oggﬁ%?cdicrﬁa ?Orl{, le t@? %llmphorlc

ose of aspirin i’s a

Foind] cmpmdﬂﬂ)nroeic&age)d(lﬁ'} oarm;the-lOemﬁwmanmd),rcafma: aid,abpoic acid,
&rbr}fll%ran]él 811:11[1281‘%0 awgl cntrlct al?;ld cyclamic acid, cyclohexanesulfamic acid,
dodecylsulfuric acid, ethane-1,2-disulfonic acid, ethanesulfonic acid, 2-hydroxy-
ethanesulfonic acid, formic acid, fumaric acid, galactaric acid, gentisic acid,
glucoheptonic acid, D-gluconic acid, D-glucuronic acid, L-glutamic acid, a-oxoglutaric
acid, glycolic acid, hippuric acid, hydrobromic acid, hydrochloric acid, hydroiodic acid,
(+)-L-lactic acid, (£)-DL-lactic aéid, lactobionic acid, lauric acid, maleic acid, (-)-L-
malic acid, malonic acid, (z)-DL-mandelic acid, methanesulfonic acid, naphthalene-2-

sulfonic acid, naphthalene-1,5-disulfonic acid, 1-hydroxy-2-naphthoic acid, nicotinic
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ni acin amount is 2000 ng and is del ayed rel eased
according to other enbodi nents provi ded herein.

wO 0®2381731 n one enbodi nent, the total daily doB&I/v§2009/003119
aspirin is about 162 ng and it is slow and extended
rel eased fromthe conbination fornul ation or

Q Iatl ) 0 anou
108 B 8 oiet Bl 1€ i, ilic 2AE AR AL ACOATRR,
ﬁanif)iﬂcdhmafﬂ Sphﬁ:ﬁxhwlde@l?,i‘[g—pyhiogluéa{nﬁleﬂaa] sabdfhaﬂl@cnd sallcyllc acid, 4-
enpodi the tqta ai se of . as
31190 rfgfm g 2t Jebadt AR aiea b 2E! n%’é&'“l‘é"lcgjla ﬁlr'ﬁ@sﬁr taﬂalc acid,
@9NhiaRadié id ftﬁ’i’bB%'nﬂ:t dcRd) pablubRdsitbié hAd, undbdyidhid 218, and valeric
niacin amount is O nmg and is delayed rel eased

ording to other enbodlnents provi ded herein.

{0@93@8] shitatf aﬂﬁas@%‘?%ké@ﬂﬁe %%Pﬁaﬁ&t (ﬁ{phgﬁ'ﬁa{dutﬁgﬁf ﬁ:fegtable salts,

aspirinis sl'ow and exten
meluémgeultmpblmnttttcbtoctmnmanettham, fush ncmmagmqsnmohydroxnde calcium

ﬁ hea tplof% Slur}lMﬂ ard x1d|gez Al LA r5‘x1§l sodlu Qr% ldngan%n‘:ggz{n%c
ay g% di'h

ed Peascd Rt C6t
pases/ swhehchs rpemﬁry) sec[oﬁﬂﬂ@ﬁ)ﬂertiary, randa qmnwynﬂrphand: ahﬁi drexhatic

daj | aspirin i abo t
e it DL e B A R TRe e BF vk s Cragohghesianglgmine,
GHEth REM, Blrh@Rylaiie] &pidwamnas: scRRERY lanife, DR

is delayed rel eased accordi ng to_ other embodi nent s

sthanpll.sdanplaminen ethy lgopugy pthy [enedHamisghisenrameming oV-masthy -
%lﬁbelnymg graggmﬁ'épiﬁ 'uﬂlda§ol§ques &%0%0%@4'(@ h:}fgro%'&l’n‘&l

ext ded rel eased fromt conbinati on fofmulatio
werpholim methytaminevyiipesidineepiperaging, promylaming, oObdmg, atd

R R e S

ahainky tmhibaelomfrmars [dimhe thy lagniee) ariethy223inagN -amedhyi [{D-gRicahime; 2-

and ded r sed fro he .conbi nat.i on formul ati on
Ao SRR i (e oS e FOTRIB S 250 g and

[o92sH! ay’&mnﬁg%lae@ﬁﬁdn&fac@érwaﬁge $fahotdifgountyadd bRt Adily
provi ded herein. [00242] |In one enbodi nent, the total

%Pawrsgwbkfdg@ the paagrm)mﬁow B9t Pmugfgar%\ﬂ%eq ysefud begaysg, in
ek s‘?ﬁ&ﬁmetﬂe)v ﬁ'1|a§ B@ @% écrrtS’ Rarh A dr AR th@bdrerit cBﬁ’le&HcﬁtTHw may,

or formul ati on, le the niacin anmpbut is 500
fos ingtanes; bd br@wﬁ&b@cbyaﬁekﬂdmlh@tratwnmws élwmamnﬁﬁ?mgound is not.

The prodrug may also have enhanced solubility in pharmaceutxcal compositions over the
parent compound or pharmacokinetic properties. A prodrug may be converted into the
parent drug by various mechanisms, including enzymatic processes and metabolic
hydrolysis. See Harper, Progress in Drug Research 1962, 4, 221-294; Morozowich et
al. in “Design of Biopharmaceutical Properties through Prodrugs and Analogs,” Roche
Ed., APHA Acad. Pharm. Sci. 1977, “Bioreversiblé Carriers in Drug in Drug Design,
Theory and Application,” Roche Ed., APHA Acad. Pharm. Sci. 1987; “Design of
Prodrugs,” Bundgaard, Elsevier, 1985; Wang e¢ al., Curr. Pharm. Design 1999, 5, 265-
287; Pauletti et al., Adv. Drug. Delivery Rev. 1997, 27, 235-256; Mizen et al., Pharm.
Biotech. 1998, 11, 345-365; Gaignault et al., Pract. Med. Chem. 1996, 671-696;
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provi ded herein. [00243] In one enbodi ment, the total

daily dose of aspirin is about 243 ng and it is slow
wanwext7ended rel eased fromthe conbi nati on foP@mUSI00DON3119

or forrmulation, while the niacin anout is 1000 ng and

'S delayed rel eased according to other enbodi nents

&ngw de e| n. 65 LAI-30 2687v|

44
SR T hort profestgs i CHATRACeuiral S S ATbdom g . Ed.

MéRellDeRKkW, 195-213, 3d00wWBaRe: &%l cpgled Drlgaases ﬁ;fa%édkmet
conbi nation formul ation or formul ati on, while

Wﬁcl% 143r6 8t Balynaps ond fipkamdr Qr%Pély‘@dv Rey é%%?eé9 183-209;

n
S Ui S99 1 ML, 181y, e 175

8365 |zb13r9s BundgaadoGonrpdl®dhyug r&d’lwqry i198%|! 6m1 7é?rﬁﬁ Sundgrdet] Adv.
el &4 ed f o r,rul
GRS O LTS RE PR ATl T TR By ey 996,19,
bléLHyDeElershéxeeaae,dMammmtzmot DI8H, &2, 3«6(1138(11; Feequtar et al., J.
OVI r In o odj e tota
Bl SGouiB L 72, Do o0t dendg s O R SRR ST Vet (sl 991,

MR FERGARE B"uﬁdi@aﬁﬁ duf. Uom&rmes&OIIsiysnamgosp faahgwh@tt laNDes.
or formul ation le the niacin anout is 250

Fevtiaragep. Pasueeinaessornipt 215 Rarvee s ARy igs 1993,
‘gi;l I@f(é@ lﬁ‘ﬁafbgwanciﬂ%%&] Al 15?{)§D€m99k9€fib96 t1'992410iﬁ Stella

ose of aspirin i s about™ 324 I s slow

and, @mge 98 29e45éa’é3e& af porh, dde %@wd@a‘ww%ﬂﬂbﬁﬂ
f or, nul | i

PRy 4 gt 106 9, 06 I B R IR B0 B

Dtsmdeﬂ)ah,e 1997 2, [4X925<&3]Wlhbe oK enubotiivinBrig Delivert Bavall 999,

dose.of aspjrin.is.a is slow
06 St SRRl &7 Bl T it o P2t S P mut e o
002489 N @HotHeR emBbdilRnt, (e h@ﬁdcﬂut&ﬁ%ﬂmﬁoﬁnﬂbﬂ@&m@'lsamﬁcm
is del ayed rel eased accor gﬂg; ot her enbodi nents

andaspiFe antheneprinone @@mpowp s ERRISConirplling gxcipients,
dih by thg@&cgﬁen%sﬁ'lt%l@ fors &Q’Qﬁfgblg gé’mﬂﬁerﬁ‘i@%lé ehibrale QNd as

and extended rel eased fromt conbi nation fornul ati on
vvellpde oreervensentishbstancesie ni acin anout is 1500 ng and

fgﬁzéiﬁ‘ ggg%?é({eg:hglae%ge QFSS %BMgeJtﬁal%%%Siﬁgmqia%%g% form for
oral administration to a subject, which comprise niacin and or a pharmaceutically
acceptable salt, solvate, or prodrug thereof; and one or more pharmaceutically
acceptable excipients or carriers, enclosed in an intermediate reactive layer comprising a
gastric juice-resistant polymeric layered material partially neutralized with alkali and
having cation exchange capacity and a gastric juice-resistant outer layer.

[00260] The pharmaceutical compositions provided herein may be provided in unit-
dosage forms or multiple-dosage forms. Unit-dosage forms, as used herein, refer to
physically discrete units suitable for administration to human and animal subjects and
packaged individually as is known in the art. Each unit-dose contains a predetermined

quantity of the active ingredient(s) sufficient to produce the desired therapeutic effect, in

association with the required pharmaceutical carriers or excipients. Examples of unit-
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[00250] I n one enbodi nent the total daily dose of
aspirin is about 324 ng and it is slow and extended
WO 2008a$281 from t he conbi nation formnul ati on or PCT/US2009/003119
formul ation, while the niacin anout is 2000 ng and is
del ayed rel eased according to other enbodi nents

rovi ded he 2511 | n another odi ne he
Bt oS 1S e Binobyles inget 250 G Glusfty Rackarlablels ha
Q@pailéscaiiieddsape forrs hidy bb @dfﬁﬂnﬁﬁrem1nafeacnoﬁmanulhpleyeiereof A
anot her enbodi nent, aspirin dosing

multipleedosage Aorm ia B}ar@élt)goféld%sygl Upft- dggiﬁe fppns packaged in a single
REATEE ¥ BERiminES RSB AT doTRYE MR EQaHnglE?S‘f @bRiple-

or extended rel ease aspiTin formulation.
dasagei fdaas inelude miakss botersofitaldets of @@FUIQSBn'pom tions in

B oth SRR ARAANE ol TR 1M O e b AGulcs

sp|r|n or a pharnaceuti ca e Sa
cniprae,dor oamplo dbmg 260 mgexffmacamﬂxdcaheut(&o mg)ofaasp'eine ds eertain
nttolli e descri bed. herei ui | e
i, b GG R Dy S Rp et FAP T 4bou P30 pigcof
hihdTh hedlaboRt 1Ityﬂg QP hsﬂmm: IarceRyifl empbdibrieats Mt individeal idosfpe
wat er - sol ubl e separatin Iayer coatings, enteric
forns sanpriseoloppranpl a@bpwgéo mg efiasi adabpuy 0Jeg phaspirin. In

&Ptgln%'dﬂﬁédt@ﬂﬁ lhﬁﬁefd%QlfdosJé%QOWoﬂﬁﬁﬁé‘tfbncér!ample about 250 mg

onposi tions ray al so conmprise non-rel ease controlling

@fmacpm anskabouf Zﬂ@zsgpf it dn cpray pribeliments; the indavidual dosage
@gﬁ% 5@&@&%}0 %@ grgamﬁb&t'z% &nggzsﬂddcabsaaiz%%geﬁggﬁm

I’se ni aci
{90262} a c butdrail ¢mbaiirneps, dix iedivatutl, dosngevfatrm (tahietppochpsiges)
re rel ease ,contr

t her eof ;. and ne, or

SoPET oT dh S a8 P s SEE Ao BB e W SEagBrinperain
Jﬁlﬁ)dlﬂflaftﬂ&l(f@iﬂﬁivﬁﬁilaf EapORiThs amprrnayfoaéﬁmm@ AP6UtS3 mg of
nonr el ease contrao 1.N excl p] ents.

WAL ardRRout 89 Mg 9f ﬁé&lﬁ%ca&erfg% e“ﬂ’&%‘%ﬁ'ﬁ ﬁmg&wmﬂ (Josage forms

st 81k bdlt 853 theRlTHidTR A bER 10y nicéripial n cert
sgﬂ?S{See aﬁg?zg es al . gﬂ? harnﬁ ScL n%% g nce ain

empdirmprniel Besoindyiduehdesageforms eemprisay fiosexam% éP?lite’*§3 naﬁfaf

Parh anHBRL 00 e R st S S8 gopeee
fSuins edvhprisaciod sxdmaple, ua@euu&% tntgofpn@paaraitabgnt 20 mg of aspirin. In
?erlllt%{rntna e?t | C?snlt%e mglVlCﬁ)lﬁ]a C?P%%e l ts | np%sg,q?f e)g lea’ragmﬂgtﬁ mg

o &
é&"rﬁadﬁiﬁ’(ﬂ&bbﬁﬁ&%flmgoﬁwpﬁm acyl ated am no aci ds adi pi ¢

' alginic acjid, ascorhbi F acid,
Db ok arisi Sbaimnts e o el dpsie RTER (abiers Besroor'ey
éi)%ﬁlse k¥oF ¢ é)&lngﬁé dbout Do ﬁ%’@%ﬁcirpan@(‘abgut 40aRPBP4spitin dRicértain
acid, (+)- nPhor ul fonic acid, capric acid,
%lmd@p@t&é]qumdlwd dosage forms comprise, for example, about 500 mg of
niacin and about 60 mg of aspirin. In certain embodiments, the individual dosage forms
comprise, for example, about 500 mg of niacin and about 80 mg of aspirin. In certain
embodiments, the individual dosage forms comprise, for example, about 500 mg of
niacin and about 81 mg of aspirin. In certain embodiments, the individual dosage forms

comprise, for example, about 500 mg of niacin and about 120 mg of aspirin. In certain
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caprylic acid, cinnamc acid, citric acid, cyclamc

aci d, cycl ohexanesul fam c acid, dodecylsul furic acid,
we@ewane731, 2- di sul foni c acid, ethanesul foni c aRCHPUS2009/003119

2- hydr oxyet hanesul fonic acid, formc acid, fumaric

aci d, galactaric aci d, gentisic aci d, glucoheptonic

ci d. D-gluco ucuronic.acid

eheiimen i Pl Ed shacorys SRtbmvg. BEpramini: fiontsft me of

#6difl and b bs(mg@f aspirh. IRYEF£ia RMBbdigneAt] the ildidid @il Adédpe

fCId (+)-L-lactic acid, é -DL-lactic acid

OFBS eMTRHRECloR EXamPle. aheytS 08 mepf niagingnd abopti 62(mg of spgiring In

@t b enfBRd RN s, A 19d1v‘dlxal%s§%rigﬁﬁé &)nﬁﬁ'isg for example, about 500 mg

met hanesul foni’c aci d, naphthal ene-2- sulfonic acid,

(pfapawmaideqbgut 2405ng| pﬁ@ﬂpfrgmln certdiniembodiments, the individual dosage

HL)RP%/ g@ég%r a)ga:?ﬁag]g I#atCSI((:)ga n(%}%\%clnmnd a%gutd243 me, {)f aspirin. In

cxCtia h, enmoairhmtsamedndnpailuah dolsagea“omls, coparise, doaﬂiad}ple about 500 mg

S5t et 170 B PRPIRG 16 65 aembodheB ot Pl B dbaee

RethscorbEidaCiof edimple, aﬁbﬁ@DO%g&@ﬂrﬁhcnﬁmbﬁhﬁﬂ%gjofaspmn In
sul furic acid, tannlc acid, (+)-L-tartaric ac

qerpBEmRhadimes. the ipdiv idualedosags Fams ompsise fOU?fiﬂ'@‘&’% abgus 500 mg
Alistin Ahboa K90 g @Pésgmn[ 4R 2&a8din §Hb&ﬁ91'e§ts hs ﬁ'&h\fl&fal Hosge

in the preparatlon of P har maceut i cal (y acce
forns eomprise] it example @bowt SO0 menefingatin an abnofr-‘gmn@omssem In

ée&’tﬁﬂ e%?‘oo'aﬁﬂé?) r,'tﬂér[h&¥%{191)(dog% J?lglil(scéé)%rﬂg %P%l 81%’1@ about 500 mg

pot assi um hydr oxi zinc or’ 'so
wmawxardiaboammongamsplrbﬂses such as primary,

DFERAL T oo lae G g P Eh B e ToBrGiaineier cxamee,
R0 FNh g ef nigéidlahd gboud eamgl of aspifth.nan l@éarﬁ]ﬁ?] gtﬁbodlments the

1g| Stggﬁi%{%ge:ﬁqm%gg%&{sla? | | % (?u@éé ﬁ*&ﬂﬁmacm and about 81 mg

Stalmnal atdin &ﬁﬁﬁdnﬂ@ﬂt@ Qhe RERdueNEsh@&MoRRs comprise, for example,
|sopropylan1ne N- et h (ﬂmucan1ne hydr abam ne,

Jbaut H0gag ef @acmapg: abavé 12Grme 9 asninie In certain embodiments, the

ﬂa&?d'ugywsgé%yt%hhy L Zprmgrffapgianﬁfe a%tﬁ%b?{ﬂr%ﬁl%f.n and about 160

di ne;
dng @Qasphyd ron:yg:{uh ym)oogj}nent;l nhd |1m:b\/1dlpy dshiga éqrms comprlse for

g(UI n eg lall)ogx:; g(% P"l %Iglrﬁo'ﬁ%lnnazld a ﬂg?nol If%s%lrl n ce alry embodiments,

thé ir&lﬁ\h&lllaﬂlﬂbﬂge fd\:lrrfs‘ebinphsd;)fcgleua}ﬁﬂbmuﬁﬁo mg of niacin and about

i-? ] h drox %Lg}lglaptagtgo éVlgtm(l)lg?qagﬁgirms comprise, for

Q@leéahlbdﬁ@ 75’(5 mtghﬂ? nﬁa@ﬁ%ﬁhd ABSut 238 ¢heddfspiBiAdi Yertain embodiments,
convertlble into the parent conpound 1n vivo. Prodrugs

the indiriduah dosage frrms cempsite; fqrexample. abopt A0 g of niggipgn
E27 rﬁg‘éf £birlr? 1R A §xtnﬁ{>)dJnQﬁ‘t@ thé %dma&nho§gmuﬁ domph&Y for

may, for i nstance, i oaval | ora
Qdmiple slvquat'/ﬁ(bmgwlﬁeraea@ndlaéqtpéﬂémg Qf@mpound is not.

[00265] In certain embodiments, the individual dosage forms comprise, for example,
about 1000 mg of niacin and about 80 mg of aspirin. In certain embodiments, the

individual dosage forms comprise, for example, about 1000 mg of niacin and about 120
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The prodrug may al so have enhanced solubility in
phar maceuti cal conpositions over the parent conpound
w@rooph&7aracoki neti c properties. A prodrug nay PET/US2009/003119
converted into the parent drug by various nmechani sms,
including enzymati c processes and netabolic
s,in Dru Resear ch

b BbRrlfih. I peRn Sy il BF e PR ERER grmarc: o

e&m?téaﬁmce@m figbf Macin@nhd assut 160 mlggalﬂ aﬁﬁ@.ﬁir Iig&rtainttmbodiments,
" Roche Ed., APHA Acad. Ph %ﬁgy 1977;
th%mérw@.l dps3ee forms cpmpuse; frexarpples? B\’tu]é) efriacim ang gpout

ﬁl@%f@ﬂsbﬁﬁt 1R RertaifrOmbBSdifants, NEHAIVIiAN dosaB@fdMns §8ﬂn8rlse for

Design of Prodrugs, " ‘Bundgaar d, El sevi er
axamgleeaboat 1000umg of Maginrand Beasit 320 MGPY asprin.65. 287:

tt |
(5285 GEFea | erapoRitfemt it Angi R B5ae Toifns cotbfise. Xor cxample,
a’Mﬁt 23)(06 mg.‘ﬁﬂ rgmu hiid attfout8Q mpé edpirinvEld.ce@ine rmbadi@Gents, the
1-696; 68 -30226 87vl As h t
B IRRioshE R St e L o) p g 2000 e 5 REREERG sbout 120
rEgl of asM:HrG ghlceftik k@bodihats2th8 ind2d ikl dGkulga mmﬁtcainprlﬁ,l for

. Met ab. Phar macoki net. 1990, 15, .143-5
esampwa ubA00pg 81 niagip anthabRyt HeY B gSAREY In1<§§9m eggpodiments,

thé ?hdm&xal ey ﬁ)rrng:lcbx‘?lpn&b ?Jr‘éﬁi\ﬁ%lg%@ht 1069 %ﬁoﬁgamﬂ- addabout

Bundgaard, Arch. Pharm Chem
%@nd@aféasdlrlncdnmr@lm eatbodimgntethe indivjdueddgsaga forms pomguise, for

a , 1-38;
%F&?%h%?"q’é% 63%%1 me %ﬁ@?‘%‘ﬂéﬁ%? %}é‘ﬁy&%gg“" 1096, 19,
[00%67] 30NideireanslvspiriatpadvidedVierdio dey Ba zgmuhsterQQ Sléne ]Dli’n
%g%’:‘%%éh \n&%&p&ﬁ,&ﬁﬁl@?g §+1ér é]oglpgn@?ggﬁ,?w hered.He r o%&gr more other
a]scﬂgé-mggeglgen&z‘r The ’fihhﬂlﬁacalﬁtd:anmﬂg)aﬁlbfis thEudfomphse E’chﬁpdmnds
Ci 49-5 ngwar et a arm .
PPYie edl herein m?gsbeﬁfﬁam&@fgg ir} gpfipus ﬂwgwfm K%rt% mingsfgption. The

Mﬁ%ﬂace%éﬁ@ SonkpSiRtiontd %ay&@s@ 4ol AR RADModiied Fdledsk Bbsage form,
Drug Delivery Rev. 96, 19, 241-273; Stella etal,

nmlugn@g ﬂglased -extengsdy, p@lorrgaqir gtenged-, palsatiley gentrobledver y
9 . 35

Bt 328 A, o od hos R Moy PSRy
Ores oi?lmsc;/ ddegdaforhe 9 beZprena¢3d a&Brding telseneantions thCk? and
R E ket SR N g5 63 R0 P a0 e
@mfaha&cyemm iNwAficd- Rleasp Tt dekdri TeahnotmgypRathboreres al., Eds.,
conpri acin and irin an ne or re I
iRt e e Aol Sapssb B AGE Tify RREY e g 2002; Vol.
sgh as those excipients suitable for a disruptable

sem - per neabl e nenpbrane and as swel ] able or
@p;@]ve Jdhe pharmaerutisalcempositions provided herein may be administered at

once, or multiple times at intervals of time. It is understood that the precise dosage and
duration of treatment may vary with the age, weight, and condition of the subject being
treated, and may be determined empirically using known testing protocols or by
extrapolation from in vivo or in vitro test or diagnostic data. It is further understood that

for any particular individual, specific dosage regimens should be adjusted over time
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[ 00259] Provided herein are al so pharmaceutica
conpositions in a dosage formfor oral adm nistration

W@ 2009/1821Bj ect, whi ch conprise niacin and or a PCT/US2009/003119
pharmaceutically acceptable salt, solvate, or prodrug
thereof; and one or nore pharmaceutically acceptable
exci |ents or. carriers, enclosed | n |nt rnedlate
Recbieds ey Kol asen 3ie e argasion Dufdinel of frern,
RPHIMIRREINE of SipeF@findThe QAmalistREbA bfthe Yornﬁluatroa& iz ed Wi th
al kal i and havi ng cation exchange capacity and

(9926 ¢ In enecaspecbravidedt are gerapositinns for adpuyigeningrd Qush inhibiting

RRELIRGS R Qv LG HetR
B R e RS

RIaireaten pgeiod, @s ms!l aasoms@dlmire pelinnrlsm@a 8psh-iphibiyng dose pfy

%:qg‘ﬁlra%% Fglllatllg aﬁ%d Pote’ve%n% on ge | d{ Qctlﬁ %Hfl %)?lugllrls-gﬁ)gvokmg

ts and ndi vi dua
dasewfiniacint fThe aﬂsrhposEamb comptisinps Busheinhbitivg dose of aspirin and

erpined quantity of the active .in ent 0
SRR & R Rt SRR ik Ry SR 0955 ah B, less than
80% asmﬁanaiswar Mkt thart 1% ro@ﬂiélufs@d aﬁMﬂﬁ&ﬁﬁzﬁbﬂy(‘@ke of aspirin. In
carriers or exci pl ents. uni t

e eﬂd@ém@md@@a@eﬂfd@fswlwﬁe|aaa@ 3&919& Pé% mgs 16Q mgeg 120 mg

SpirindThE dbtilel g@@&dﬁﬁﬂ%@ fi wd@1Pddsedmbly 68
Unl?l 1dosa eb{?vlgrs‘m; may be gd(?nmﬁﬁter egldl n f?%ct?rc())r\{lsdeg?yone

eruhultiplesslid desagofinitspe. guibng, ot evad 05 Bigee, pofonr, os fise capsules or
QLH{S%A}% rfé‘édéd%'&ﬁak%%ét mIaII,] 9@ @6 hgms packaged in a

gl e“contal ne red I'n segregated
uni t Mmdfi‘gsd Redease Exanpl es of rmnultipl edosage forns

' t f .1abl et | es.. [ 0026
(R TP BuipatiieemPonioT i OrlheF R B BR e o o
ﬁabanlﬁb@taea@é d6sapSfrMs )AsQQB@hér&ﬂ, tht @frme it rerBRUreféBQo a
ng of n|a0|ncﬁnd about 80 a erln éﬁ
serdionR AR Which e saferp a&ag %@é £ BFHE I%ﬁcﬁ?m is diffprent

£ TRI B arRAHEdiAS QosiEe B rmWRGH dinfAfigeARAMY thd dithdBuRl Modified
aspirin. In certain enbodi nents, the individual dosage

relsepmsdasegriormeinciude delryadpl exstendeshurolpagedmeximded-apylsatile- or

@ﬂged.@,*%g%olgfg 1&QhtedS drfhé? tér%pé‘t?rﬂrgér?mmqgfeg%n&ﬁi gastric
e i’ndi vi dud osa e orns conprise, for exa

@lEntion a@@gw@rmﬁ Tﬁhaphanmamtled:b eqmeScllribmgn ofoddwrdirelease dpsage

%6% ﬁns e prfzparrecfen;sénrgpq Va“e§b (iélgﬁy eleasoef éeﬁ/g%% ifuﬁ met ods known to
hbeekilBAGn g aexf ineRiding, but 1{00[)&&2@ td maaex doatrolled release devices,
err‘oodlmentlf:E8 t.he individu dosage for abI ts or,

eapigIcagtye REIF3sE deViees gﬁﬁ}cgﬁgeaqyggpﬂ%r% ices, ion-

Slcfsrge ravish, ahedid coatngd) niviitilayeRdd doﬁtm%snm‘icﬁéipﬂbr@s llposomes and
enbodi nents, the individual dosage fornms conprise,

@@T@qt@ns theesaf. Brarelegseopterif sk astide, wg%rx@(s)g@nwo@p modlﬁed
@gg@hg the! farti&d $iZsin8 FBRM TR Sm drlak dcRdd igflunr@psage
[00271] Examples of modified release include, but are not limited to, those described
in U.S. Pat. Nos.: 3,845,770; 3,916,899; 3,536,809; 3,598,123; 4,008,719; 5,674,533;
5,059,595; 5,591,767; 5,120,548; 5,073,543; 5,639,476; 5,354,556; 5,639,480;
5,733,566; 5,739,108; 5,891,474, 5,922,356, 5,972,891; 5,980,945; 5,993,855;
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conprise, for exanple, about 333 ng of niacin and
about 107 ng of aspirin. In certain enbodi nents, the
w0 pabostexisel dosage forms conprise, for exanpl ePCHDS2IDI/003119
333 ng of niacin and about 160 ng of aspirin. In
certain enbodi ments, the individual dosage forns

bR EA TR TR R R PR O TR A
6,316,46196319. §OR A3AFBG, 6B W, 69M50ExaNpl e, about

333 g of niacin bout. 320 ng of aspirin. [00263]
I n certﬁ@ﬁ*ﬁﬁ%ﬁﬁ?ﬁ%&ﬁ as¢ HEV'FRdi vi dual dosage forns

mm# et ?h@ﬁha‘iﬁﬁ@éﬁh@ﬁ)coﬁx%gﬁﬁdnﬁfbrmfl@éd IRYEOAR] £modiiRyte1S0
ng of niacin and about aspirin. In certain

dosegsdforre may beifphicatediuging @anat%s@zg@llﬁé Felease deiied lnownftgthose

AR e 10U Tiia Walh - PhicloBedti B ORMtIcH DrlB Dfivery. Vol
2@dmhmamndeﬁékyfuw9¢xanple about 500 ng of niacin

bout 80 rtain.enbod S.. .
BRSO o patBog e iRt Bhiradels cbBb Oy Ok TE hetein in o
rabdifitd E&%ﬁsé@os@ée foirads formnbhtednning a8 eloditgle afatrdS@dvideNwhich is
certain enbodinents, the individual dosaﬁe forns

%ﬁrp%weé'éblef gpdik ﬁrp-*rOéubl%meeréo'oc Inding synifetis R?bé[ﬂ%‘s and

tilly d2UrrifE plyrAPhiid derivhilveseJubRbpoiPsaccharides and proteins.
LAI 022687vlenbod|nents t he individual dosage forms

[@@2{&] i sMaterig}s @Q@lhp] f@rm@g@merog,i@:de ﬁ@trgcf inglude; ibut aya got limited to,
'i:hlépggtl'l r%)ég gﬁcfgﬁlhpan gﬂm“aggni Qurﬁ g?ﬁ&?ghmra@a Ib8Kt bean

rms ¢ npl e, “about
@00 g tofgacdndic mrragwdnzmls;gmn gmtl,rwaoguwsqantrham gurhpand

Sé}g ﬁ%ﬁ?lilcgg sqbrsgese ghﬁ? gexq fb%fé)n(lémoﬁys’c? Iglghcflc LR dds such as
]ﬂiagmtphgﬂﬂlaﬁ’ﬂbspfucﬁﬁf@ld‘citmn dlgmﬁtef tmpyl@%tg@%hﬁghﬁtebgaam

1'VI sage 1.0rns rise or a e out
cspaesh ot B RS Sy o BAs A CormesBH Iy L fpse thEC),
&ﬂfdx?in@th?ﬂ&‘l’l@ldi@ (E®IC) L OB, By drbehtedtly | dEIRAGke (HEC')TEhydroxypropyl

conprise, for exanple, about~ 500 mg .of niacin
bblose Gﬂtﬁ)n@elb*ﬁosa%ﬁtwp RCA) ﬁelélé?%eaarw@rrﬁ%e?l’r}ewé@low Pigyrate
[ 0 |
) il oRe o s pCRBLERT, A SRS e Pt
(d*ﬁ’lM@ﬂ PGB HIPMAAS, hydrexymepy mﬁl‘ml ce:lblé@g@ceft@ipmmelhtate

GRERCAT B Sy FORR) Biny R Bl ARG, gotyviny

dleudhioly Ipdlyainyd oty g ywerod fattyrqord seers; polyaeynpde pobbaytic acid;

d ab
RV ER RSP HE AR or PR P BUE P DR a e Rebghmerica, Inc.,
mmw'«@em)f P61y XTIl 50HE] opalyhrs f L

about 650 f rin. [00264] In certain

S HBEH %%%r? ethyld-- gﬁlénmﬂtﬂ u’sgra%%%'geﬂcf wdrglye%lfﬁpw%opowers
SORABRL-£3-hydroxybutyric acid; and other acrylic acid derivatives, such as
homopolymers and copolymers of blitylmethacrylate, methylmethacrylate,
ethylmethacrylate, ethylacrylate, (2-dimethylaminoethyl)methacrylate, and
(trimethylaminoethyl)methacrylate chloride.
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about 750 ng of niacin and about 80 ng of aspirin. In

certain enbodi nents, the individual dosage forns
we@orepnixel for exanple, about 750 ng of niaci NPEKES2009/003119

about 8 1 ng of aspirin. In certain enbodi nents, the

i ndi vi dual dosage forms conprise, for exanple, about

@@ﬁgg i nk f mg%(ir:lf.}lglhg %e{al‘k;&ut 120 cgg%ﬁa S&idrgfog%?r:ergormulated with

£A0HEr08Ble th@fix Q¥R | The ABO& ingfalient() i9dissblaed & ddpérsed in an
about 160 ng of asplrln In certain enpbadinents, the

inprmatra,and isiesdensed Prananily by iffysion thraygh thedingst matriyiqnge

PRl NIABGA IS5 AAT1IeaRPHE ad 8 AoRBrdAfbI@FRIrK devick thcluded, but
certai n enbodi nents, the individual dosage forns

o npl linited tbonscéu@lnplaetlcsawhtas pogethylend, palyatsipiileanolyisoprene,

I?Oti %bugy grfe lgﬂutgcﬁ hé;ly fifidchad lr¥r]at§ %Q%rlqgﬁﬂxte&aggﬁ?e

IVI osage rlse
&ﬂtﬁmngpdqfolyetl@dnnn ;mt;dvnmﬁdubn%&edg/l aérylmspmethpl hethacrylate
cerfain e the individual osage for
Sl FieE S e Salagh ate S2BRmes s oRT RS SpPARERers
ahyleiic/3RY 2681408 c@wmdra v1dyﬁc}ﬂ(ﬁide&:loﬁol9ﬂibﬁdhﬂ€ﬂh§l, acétbté
i.ndi vi dual .dosage npri se, for exanp g@
vigylidege slflomieaeﬁhweaﬁan%ar@arlermAOWeapolagtbylﬁnwerqu Bigy butyl
JuBb&%tcﬁlo?or@Hm%HB%m ahyfeh@vmgﬁmmﬂ@dpowgahﬁa{emnyl

conprlse for exanple, ni aci n and
astate/vigyl algphol tezpopimar pand|ethydenetvanyioxyveiheae eepelymer, pelyvinyl

U, M8l ATE05. 0SB AIREA SRy R il

silsiqm'ne irmbbetsnpcoi;editr&'thylselnbms JeEliviose carhenatenahipelychead, anﬂ)B)a@ephilic
: f

BAEISGUEE o0 Hhs B iofR TNGRe oPiR sy Do aB i o ifked

pdigaliytdidvdlgléalpol@aay gceta¢; hd Catyvohfpeundspsuch ke oarhduba wax,

about 1000 ng of nlaC|n and about 240 ng of aspirin.

mierecsyal|ipe Wirh 385 N €rideshe i ndi vi dual dosage forns

PRI S € a flrixeecRmBlI& rei’éagéﬂ stl:gp%er&sx%‘d rBledde Kinéiid§l can be
about 320 ng of aspirin. g In certain

eanbeledrdorrexamplgevip i mlm%n tymro%@}@y thepobysiep vissesitys e
Hpklges ?ﬁﬁyﬁolﬁg?xﬁa g?r)b%(f 44gE ir&re@iﬁhﬁtt( ra@@oi’@e Rtive

|r n. cer nment s |dua dosage
hgredwnt{o)rmraus the p‘omn@xmdpitlmer ea@plsrtltszm)tb@ cnglpgiltIWSam n

BREALS e ks SR Y Bons! oL Ay BT RULIR' Sease

ndi Vi nprrse, or ex

ddzagt foRaGkhyrtg mépamdaiyl rnetaﬁkﬂ; la:bomtto ﬂlﬁ)@e skillaf malseparr mmludmg
%n certain.e odlnents ndlvhﬁg dosage fZ

Eﬁﬁ)fqrg}gesqo& [é()@é&fﬂt grang or ollsys COPPLITFSA): e trﬁianulatlon

fomewed B¢t Qorfipreiioraspi ri n. In certain enbodi nents, the
i ndi vi dual dosage forns co rise, for exanple, about

[1_1@@'(’)8]”9 Adkexgipigaispsedh i the som lggtgpm@nglplaté%mrq)\ﬁded herein are

listed and their characteristics are described by pharmacopeias.

Osmotic-Controlled Release Devices
[00279] The pharmaceutical compositions provided herein in a modified release
dosage form may be fabricated using an osmotic controlled release device, including

one-chamber system, two-chamber system, asymmetric membrane technology (AMT),
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[00267] N acin and aspirin provided herein may be

adm ni stered alone, or in conbination with one or nore
w@thensxzenpounds provi ded herein, or one or nOPET/U51969/003119

active ingredients. The pharmaceutical conpositions

that conprise conmpounds prOV|ded hereln nay be

f | d
e HbED S 0yl 0B D, AP REGe: R R BiagBF v o vy
@hnfonés: f(@)rtml bcﬁrE mua&oatamdhé actifle trglraﬁaﬁ(sﬂ @sdgs af orm

i n¢l udi ended rol on exte ded-
Sﬁmlgeawrsﬂﬁe me Fﬂ“F it east&@eéF'éY% %«m ?%@?SU ates the core.
TIRS SRl R¥meatil REMBANE dortR) £@s ‘?nﬂu%rlﬂ* vaias s the bRl Rsth bR Bqueous
dosage forms. These dosage fornms can be prepared
Y EORTHETR§T e SO VeprUSOAME reteash Oy §xtprion BEIgh dhredeliveryumart(s)-
[g gdWOSﬁ] a%éillt nqg tﬂenac{l ‘fmgﬁﬁletﬁgethe%gm J}gﬁ@&moﬁa%ewce

Cl € ractice o Y, Supra,
dﬂudnéllyedelﬂéés%snsmbnuggdﬁeIwhrdrcra'aicﬂm@nogg/formﬁohtrmoew water

and the Pha eutic ci e

i e enpisprEnt OF ki Wi par BE AR v ee Cfbe it Sy agents
{;&i&%ﬁdllal{benyﬂiro@gnra@ely&neeggvhmw@slsd teﬁﬁﬁedﬂb avf ?‘bﬁ(bpolymers

er, be adm pi stere e fi
20 “PYATRRS) S Inchiing R nof fimite t?ngé&gwaﬁavw fndyaggylic polymers,
Mb@ﬁé&x@u&*&%@@?a@d&mﬂﬂ bRira®y) pOlyeth Eﬁé 15531313 (my) ﬁ@l%’thy\kﬁ@

and condition of the sub j ect  bei n%@
wn

&IY%M%%G) aﬁldpwaijleb%gldé‘tlél?ﬁ@h QQIYQrbycirp@eﬁtw mgshaggyla¢
Iﬁ?r?g%)% L 69 xﬁe& 5}1 Q&i&f 1@1#)9‘[’1)1@5?@%}5@&\’6%%]19Eed

t |1 C
RV} grobytvarpdl akchlaal (PﬁA) eBWA/ﬁXlPtqopQﬂb'mprsl, HHNH’%H a«bpolymers with

f d
hygre(ﬁ)k i% D g‘%vsl srg %srra %ﬁlsqletH%%r%lat% aagjvma'u a(fet %adrolqg?lc
;idnﬁxrahafeessmtamaig langel @EOBlocks, stoﬁﬁm’pebscmhnaﬁﬁb niaghgdehary

rVi i a ni stra formul ati ons.
D08 orTs e LBl YR Gurma s BnGe cbREo P o Ep g medny!
adilond g{mcm Gaboky &yl RMBkd (OMICHS R affox9&tRY L telluddie (CEC),
optl onal I% a lipid-lowering drug other than niacin

divrmyeinate, prissarophiegrlatiferandhen ey, gad podiym starch glycolate.
S| tThgg) thef Qﬁpsrdf‘%sﬂﬁn@?%én%%?cé V\gﬂrskaﬁtofegn%? wWich are

asplﬁln and optionally a I ng drug ot her
qahalrie nf mdiibing avater o #ffagtan mrwr@mr%‘gurd geadliant agrpssghebarfipreof the

SEFRARE LAEPC ST H 0B RS bRl P e s
siublams magmsmnmﬂfatedma@edmﬂlm tdianm&ﬁ%rndlemumaﬂoride,

t 750 I th 70% of t al .

i oHedsn AelRss o a0ets. BBl Prokpraces. shd SRR sfgspdium

s&[ﬁté l’lthhﬁdﬂlﬁhter'tﬁ@sdlﬂ{ ¢HlGHide, ﬁhﬁéﬁuﬁﬂﬁllﬁ& swgh®s, Bich ak@extrose,
or 120 aspirin The above- SItD e .

fa%sm glygose, 'B?F“(’l %ﬁ%?dﬁ%{me dersg ol gaftimose . sogRjtobesycrgse,

thih&lose, and xylitol; organic acids, such as ascorbic acid, benzoic acid, fumaric acid,
citric acid, maleic acid, sebacic acid, sorbic acid, adipic acid, edetic acid, glutamic acid,
p-tolunesulfonic acid, succinic acid, and tartaric acid; urea; and mixtures thereof.
[00282] Osmotic agents of different dissolution ratés may be employed to influence

how rapidly the active ingredient(s) is initially delivered from the dosage form. For
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or nultiple solid dosage units, e.g., one, or two, or

three, or four, or five capsules or tablets nay be
woe@dae7so nmake up the total individual dose. ROHUS$1002003119

Rel ease [ 00270] The pharnaceuti cal conpositions

provi ded herein may be fornul ated as a nodified

rel ease do m ed herel ter

SRR FolfPRarcueds st B WARTodR F2Lsel PRl fvgn DR can be

Usb@td proeide faswr delevedy diirigahs firsoEoupleofanifste promptly produce the

|ngr%$|ent 1S dlfferent fron1thﬂbu§& an |nned|ate

desEechbempsuicyhisr anhgradually aadcaryingplly leae qfghg remaining

Mastint ioaHaihBlERe 8e9RAMR f)ﬂhéﬁpéu’ﬁ@ bpgr%pﬁl}ﬂhéibéee@lfect over an
extended-, prolonged-, extended-, pulsatile- or

ang@perlo@lmﬁtm ITa ghis C%@db?’ agtive @tgrechem(s) iegeleased at such a rate to
BREEHE o B AR T LA FrouaBOh 3R EGelkgt ent on

sage Torns. har fraceut | conpositions in
(90283 i edhe eireamg atbosargede‘aowrde veaety béoqhmeqmr@uwdmgrrwrs as

of nodified rel ease netho
R beindERPhencf i 5P nce Sh e SR fag ToTer aromol Wlbitiy
dripiddesdihg. 0, matrix controlled release devi ces, osmotic
controlled relegée devi ces, nultiparti cul

08#841 o Meterials| usglbbinfapmipgdhie ﬁemﬁ%@@ew&qnﬁgﬂclude various

%%mee lof ch?%t mgﬁ,; ethdth tﬂo‘lﬁ}iﬁ&e% bAPAtekd)dRd cellufdsRSRAREBRs that
OSONES, conbi nations t hereof. The rel ease rate

ase W@Wépa@nqab'é ainﬁ g\faéemuewdt(biq at@ahs@pglsalb@emmtmfbdowe
h
s\ggée)éhs‘lg 4 Q&n%?ernhe %?%@%{b%é}x’ EE%! 910 £tio%”?s a& e

ve ingre |ent nod
aredsbplsng.i Exﬂnnpja oflsuitatde polmmterSIuscﬁlt mcfortmmg tlwc;@etmg, mclude

Cri 3, 845
He35k- 8 36pledicss aneinO RS Rebl G diacgate
¢z]1bRde t}ﬁZetat5 Gﬁ@rcﬁﬂ&atéé célidosehiratd cBlBflost AGetate, babAate BOAB),
G gihy) sgimit G20 o et s baBe, G Sognakpolllose acetae
t%%iéhlﬁat@é@A&? @A GinkkBif léﬁgﬁoa&tale A 849 cafboh@é, GRQhloroacetate,
64, 97 6, 267, 981; 6, 376, 461; 6, 419, 961

GAsgy! gx:%ate df@ ptind sulfongte. 6AdDYYIspifonatia CA Reidhasnersslfonae.
@‘3# 5388, R lo‘%@ ?rle{c?%t%7g~%}|a gﬂ@arpm{a@ﬁag %lu‘é@ﬁ trlacclatate acetaldehyde

np03|t|o S prov elnin nodified rel ease
dju@@gbademmmmytat;eofﬂmt kean ggmulg,ydn@d@ied ethylene -vinylacetate, EC,

ﬁggr eg&} I ¢

1 [I;Ig(;j [ n (I:' cg??lglr?'glggﬁ ka a et’ !ai P nR/'u'SEér]fcyc gblélg}\/laCP
IBPMONE, II-IPlM@ATQDQIg(aE)@/hc)/aﬂc;s ahd Vﬁbrs aﬁd pNﬁt(hieﬂmbltyhc)aaj»ds and
Wle 19%9%5 8 % F ne e nﬁg q lati
Stras Hridomely TS ¢ Py xaa'a c8ia, Aeiobah o fpegn eclatin,
parghikengs] poBe@Rsepslpsadaes, mﬁbl%m&sulﬂﬁﬁw paly&t)réies, 1@l yalinyl
erodi bl e matri x device,

halides, polyvinyl esters and ethers, natural waxes, and synthetic waxes.

[00285] Semipermeable membrane may also be a hydrophobic microporous
membrane, wherein the pores are substantially filled with a gas and are not wetted by the
aqueous medium but are permeable to water vapor, as disclosed in U.S. Pat. No.

5,798,119. Such hydrophobic but water-vapor permeable membrane are typically
composed of hydrophobic polymers such as polyalkenes, polyethylene, polypropylene,
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wat er - swel | abl e, erodi ble, or sol uble polyners,

i ncl udi ng synthetic polyners, and naturally occurring
w@eiogea731 and derivatives, such as pol ysacchar PCEESENL003119

proteins. [00274] Materials useful in formng an

erodi ble matrix include, but are not limted to,

chiti chit dextr an, a um a gum
SOl Aot e BasaRstme i pabat ey,

PRy StiRBRBAAELS polJstiedEsa bbllyvingLidlided) polyX iR fitke f@lldmie @B@vmyl
scl erogl ucan; starches, such as dextrin and

W%%’déﬁ(}teﬁ’ Ratura) WageshAnd Synthstie $@¥es: such as pecti n:

PhLsep hatrhdgSive (@%n tﬁé:éetnhi)&me%lg R afbRshe nwyoae%m post-
gl ycol al ginat [Fatin | agen; and cel |l Ul osi cs,

coating bxsme@hayicalccellmt driléing. E@)rllvqmpbms}smhx/ plsg b¢ farmed é situ by

L b PR g Rt B bl ofeiper oo of e

rﬁHﬁﬁ)&ne owdr ol Iirmlsetaamehﬂhecc(réfA)n addtidnydeerypronts intydtedormed
cel | ul ose butyrate cel lul ose aceta
ik o ey, stHyshe £35F of RS PP aofiies ofth type

&isdidsell @56.S( PRIMIDs. sHﬁm"s’s) ahﬁ’B@Q@QZ@.ydr oxypr 0|oy| met hyl
cel | ul ose acetate trinellitate

[@pm] hyahfb;@al é{nﬁylpté)é |tl|1euqc8§%m(ggqm}(s) rﬁl??Wlaﬁ9 the release rate can
d%&ﬁx%la'll? ®e %aodHf&ke)ﬂWnJ‘bﬁ'e tlﬁl:l%%@@énd pRAdsHY 0B e sBinfefthéable
gl ycero ty acid esters; lgJoo yacryl am de;
rp@hblam,ylllq @rrawsndon obthelcpreeang the nemhercsige, iand pesitépnoef the
%g gg rylic acid (EUDRAG T(r), Rohm America, Inc.
I scataway, NJ); poly(2-hydroxyethyl - nethacrylate);
[00288] ac Thalplsyrmecpatal m:mpos)ﬁorisgh an amcmcaxondoldmﬂekelease dosage

I t . d bl e | act
B e e TR AR SR RO P e
bmete pREHdthdre aﬁp@c&%gwthe\fsmulamm as honopol ymers
and copol yners, of bu

h
WQ%&{RM ng{lﬁ%p%nca;pgtroliqdﬂy t g %ge;fpg]esecanaempatepwgqrgmg to

dotvSHitRAINRSEsAAE E&Mﬁlhﬂ@stl&%%)fb #oSe siaIl in the art (see Remington:
(trimethyl am noet hyl ) met hacryl ate chl ori de.

T Scwgezeygt‘w»ra[c FlharmacametpRe Saetbaer Beer J. tCHétrolled Release
qgﬂt 'V%ﬂ'ha &%pggté%b%% et (grgf L%B%MJ&B%QOOO 26,
non efo

bl'e mat e active ingredi
6%5-H18s Yetmveet aby J. d]ogprefl&éﬂeleasedﬁﬂz Wer1-2Matrix and is

#ﬁﬁ Segrh‘grgl glaae:?!? sgéﬁef;#}gl g%egb%?g%? sqlons Pxeov ded herem are
fBsmalated s AIMJU bdﬁitﬂ)llﬁdﬁe’le@se desaige orim) ohhicthedmphisds aaraeymmbtrlc
limted to, soluble | asti.cs, such as pol yethyl ene,
GSBIY PRARTNehat St  Sofs cOmBriSiE (57 ST it and other

wm@m@ REsepRiBleyexBipintsIBEd) AL WHaB M. 5,612,059 and WO
g %bUt | met hacryl ate, chl ori nated olyethylene

| Ehel AMTrontratligdhsgieasedappe ferrmefw?e RreRaresacgerging to

&gpﬁt%ﬁrrﬁeth&{smﬁh ?er&ﬁm\ﬁhfwn%%tt@tlﬁ)s@ QALY IBRSart, including direct
et hyl ene/ propyl'ene copol ymers

compression, dry granulation, wet granulatlon and a dip-coating method.
[00291] In certain embodiment, the pharmaceutical compositions provided herein are

formulated as ESC controlled-release dosage form, which comprises an osmotic
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et hyl ene/ et hyl acrylate copol yners, vinylchloride
copolynmers with vinyl acetate, vinylidene chloride,
weedhyhetelr and propyl ene, iononer polyethyl ene PCT/US2009/003119
terepht hal ate, butyl rubber epichlorohydrin rubbers,
ethylene/vinyl al cohol copol ynmer, ethyl ene/vinyl

ace ate/v al cohol terpol I, an
BERDROR AL ok SR P B A rin S8 growyietnt cetutose,
a:nia:o(ialiielr<I§la?rnpalca&tcal<L3|vq mdptlmbemcnpnph@st i ci E gd
0 thyl enet er epnt at u er Sl cone
|r% %%ﬁrs 'rfd‘FWﬁ"FFéPﬁ@l"s F 6%8 Qét‘O’@meééﬁﬁ‘é‘sd’é?‘B‘éﬁﬁ‘dFée'“ are

m@mnwfﬁ&seha%ekriaa@krawhéslchsedqgl foopsigh as et hyl
cellul ose, cellulose acetate, crospOV|done and

cr oss- | Mullténergeulate£lonroflgdiReespse &eviset yvi nyl acet at e:

at .
P02 ke BRRAUAUE SHpHsifonsGRBUDRIR) g modified elease
draagei forms oryrbelal febhaaaldealslep&rysﬂamconmledeslbzse devie¢,oddeh
Kinetics can,.be controlled, for e | e ia the
TR e Py PR, PlRpklrTes ranylst R BRI altrgpargoulpifibeads,
fAREddapduesind @ﬁcx@fabtdb? rdQingfeom atsit 00 pie ab6iiti3viBm, about 50 pm
i ngredi ent (s) he act.ive |ngred|ent(s)

rati o of f
g%‘i}sz 3w ﬁbfrg)m@imutah%? MR et MEX i 4iRBHEs i n t he
mzmqsn trh@ﬂﬁcros{ﬁﬂgn%z én Jllaeldeaz;smasg%atrae@sb dGQJgE@&hI WRRSn

provided herein in a rel’'ease dosag€ form may
igtwreyed higay éiﬂ%’ylltheﬁh'éﬂ%e W@‘Wﬁ tq Yistaiiobe radease ragiof adrug énclude,

&t bre og?hgtghﬁl ﬁmg[ @egl'ilbo%Q C@ﬂ%ﬁggm% gﬁt\‘la cé{ﬁotldal SlllCOl‘lledee

granu ranul at

MIHL@V@@ R§PMonpr essi on. [00278] Al exc:| p| ents used
rovi ded..her ei

S{éi d aglrlﬂe ugtlair)le é?]é S?Fi é’} Ihgtplrov15’egrcgm(§>8§18?nsoang r%é%ﬁods contain
§0h80 %&ff@[l&h@ﬁnd IDSSI@%I(W;‘»erﬂmleiolcgdtal:kﬁie&aﬂlﬁoﬁeotloﬂes polymers

79] . Th ded
%8 UM L R M T

Jiabk hisPherbsedetinan osnotic control |l ed rel ease deV|ce
i ncl udi ng one-chanber system two-chanber syst

IQQ%%}H Beadsfanbe preparcd (‘:‘h?ﬂ@?‘é)‘@?n(t RMF) dosage forms. Beads in tablet
gengeef’fgﬁg %Z'Vde Hstfxd & Hgbvgrgdlgs%ﬁﬁloﬁ?%fﬁ@’t}ﬁﬁ%}mp&rﬂcles in capsule

such EVICES have at two conponen
foan. Mieropartieleviilecssugarie ﬁcrrresmph%tlmstwnd ensithygs eeiiveded (hetein

o B AT 5 AN ORISR AP P D B PR S
Qe;mqmmsrfead:dnerol‘mhfmteaseelatmmmimiesbuthlet limftedito, ethy lasdrgntetand

core froman aqueous environment of use so as to
@8 ¥ECHYIAS  rel ease by extrusion through the delivery

00297 S) Thé PREBA¢eutibal2BNpbiiAehstpRoVil [Rgdih Wiy be provided in the

I ngredient(s), the core of the osnotic device

form of microcapsiles and microtablets. In one embodiment, microcapsules suitable for
the compositions and methods provided herein comprise extended release polymer
microcapsules containing aspirin and niacin with various solubility characteristics.
Extended release polymer microcapsules can be prepared with colloidal polymer

dispersion in an aqueous environment. In another embodiment, microcapsules suitable
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optionally includes an osnotic agent, which creates a

driving force for transport of water fromthe
wepoongiaent of use into the core of the devi cRCT/UB2909/003119

cl ass of osnotic agents water-swellable hydrophilic

pol yners, mhlch are also referred to as osnnpolyners

ﬂg/glfz ag%gﬁgsl? 1\§IaH9 rne lgls'l g%)p efi gg%&n%oﬁtﬁ ?:e{ggéptareg using conventional

rﬂm@gs P&é%ﬁﬂgie&mﬁ (lla@dmeaérlc& twalngl ggéat e, Ipol yet hlyl ene

oxi de et hyl ene gl yco E pol ypr opyl ene

180378 %lmh@ulp be'}/ igyloten gy 8% yiefn Y g*mfwséﬁe%a%q%those skilled

iR Ve ScWldir) w&cdnq drit }aﬁﬁﬁﬁém%ﬁrwlérgaph%h%tlon roller-

ponV|nyIp%%Jo i done” CPVP), Ccrosslinked PVP, polyvinyl

c@mpetisin, (PIApnZRING RYPEY sRrRyTesting smﬂmpr@eoﬁmempls

I
PR L DRSNS A DA TV oo TP DAY P
Matzmtmn rTchnatogp MiebDddks,1982dSunin materidaused itd em,

| ul (HEC
PR B RGppre T aLe AyaEle: Sr ST i i crmmsgsially
availdbid mecm(zﬁl?ma)q grgﬂﬂboxyrret hyI cellul ose (CMO) and
carboxyeth |, .cellul ose sodi um al gj n;

89300 ar BBPIciPigRs 8} @%c“@@&memm@n b Dlsngelueh thpbpmachutica
Qmpositisho aﬁcpiQ%%JessTﬁ]geaﬂthﬁﬁmg kl%ﬁﬁulgf)atﬂﬁﬂﬁ’l‘éé CTl?egl%E\Ilﬁng

I's conprised of osnbgens, are capabl
Rartixil¢si may themsalvasgongtitese theanulggarmwl@te ;ﬁlmelgwrrréasgb%naeqﬁ*tby

f td
A0St REnhRl R Efiard b S URIAG A 0 Blable and water
sohublegutyroers alhsmultipatticaktavegmbs funtiresproé e, asmagpeds om
X ﬂl ori de, calciumchloride, sodiumchloride, [ithium
BFlor i de, potassium sul fate, potassium phosphat es,
[90300y M addifiondlyeprowided arepharhfatéticall dofrpositivssinfaalosage form that
pot assi um chl ori de, and sodi um sul f at e; fugars such

Gyedyelea

has ap instanbieleasing gempanent gd At drast onels g FeygRonent, and is

@55]9§Fg1vﬁ§@%§c@htmdo@§ fd16395 6F the B6RbIuRM in BHTH@S 6F at least two

trehal ose, "and xylitol; organic acids, such as

conershtiyecpulees eparaeryini timarem 0. F wimierdddonest d, citric

aci d, )k;m;,;,c acid, sorbic acid, adipic

aci d, ggléiﬁ%tg Igc%:agsul§ utam c aci d p-t ol unesul fonic

[@0301] sdbe pharmaamtrdal c@nu)omapmwrpwdqtmcm umayzhe pagidded in the
t her eof 028 no f

B bR A PR Re bl B F Sy PR Py Bl kb e 3if Hstem

doafpriding vtei‘setxlacrimueblemgh adhla&fge(laii,h claﬁsulenl It caitdiys rapid-release

d,ell red fr e dosa for d delaved-

- su0dees Farein I5haY a@agaw tablgiﬁcw figlayed-onset

MO RN sEiiaBlets B whi@V RS in Q@cnﬁ@ﬁgb@dﬂ%@%léd@e Based
provi de faster dellver duri ng the first couple
a

wm sompinpfiasrRitigi- E?ibk?éﬁu gwltinlied gelsitile drugilelivgsy ar%t%* (DDS),
e ng&tlﬁc PR, AbRdAl MDQH‘?L iGQ45W B hd Zefd- s@%ﬁD@’s dah®e

Ining amount to maintain the desired Ievel
abt@neadeut i c or prophylactic effect over an

Oral Administration
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extended period of tine. In this case, the active
ingredient(s) is released at such a rate to repl ace

wo b@oasosnt of the active ingredi ent metabol i zRd/E82H09/003119
excreted. [00283] The core may al so include a w de
variety of other excipients and carriers as descri bed

n hance t erf r mance t he do
S B B E PR o P R ECe P Gt ovided nsolic
Wlﬁﬂidagélmuﬁﬁfdﬂhquia doead¥i fo@nd ﬁoeo&em@arsn’e@@{ EAdHED hare, oral
cl ude varlous grades of af S vinyls, ethers,,
if&"ym%sa soypelyds buseal, i c‘% pehlipgral agpisptiog.e Stitable oral

ddate RHEs WRIE: Wﬁﬁ%@llﬁlt@d‘% VBIeRd, chpRaRE, WPl trdkhes, ]ozenges
phy5|oI§%|cally rel evant pHs, or are susceptible

pastilies, ¢ q@;mﬂem@lcat%@em%gm gedeiasclal apwéqfateif%ﬁ/escent
ca K lﬁqfsel H\D&r gr L(ﬂétl(glfs %El@#{ @u@gllns){&qg ds%lutlons

e coating, 1nc e plasticize
wmffytsasprurkiezseezl;xlm,raﬂm rsgrulpﬁ ohmeidltmeltd) theaseveingtedicat($)OME,
qfllul §e di acetate, cel ose triace % ate gAl tabl
PhecBRcs Al Comppsitigns may °P?‘é{} Qe o mqre, P raceulipally acceptable
Erttigrs ot excf T4, indhAlisg, Iyt nat dintirdas, dindeADfilléss, dikiehty)

ar bamat e, CA succi nate, cel]ul ose acetate
Fioirgrants s Wewing eaents, lesicantslidonts folpsng agaits dyemigaHe

mBbReRakwWeetdathgCdblefts ORAGTa0b8ng %én@t hyl oxal ate, CA
nmet hyl sul fonate, CA butyl sulfonate, CA p-toluene

0803 n aBindesscprieransidaters émparhyahesizeness @adebletdo eppirgthe tablet
%mﬁﬁlﬁ% ?a%{ H& ’COBEIe@mQA U§Afble'd ﬁlfe?stcﬂ anufdt6rs %c‘ﬂﬁﬁ}/aﬁ are not

acetate, triacetate of Tocu ean gum
hipdedbol, st’aredeseswlae nern\stangh, poataastach, @G prEgglatPiEd starch (e.g.,

PENREN | SR ATty ouh T e o dr iy mblets pad
Bowsd énhwfa(l ard fatheyic |g0£a1s,asﬁ:bld5s aaciaedginicacht) allgm@tw,l qxtremaf
ﬁreof st arch, é%extran xtr iito ? col | agen,
B@ 39sH Pappr g ghal g“ﬁbl%t lsaas?Ug*a % ones,
@@w@h{wymhﬁ@g@%eug@&matm %@&mywrmume (plwb vi@gum larch

poI yVi n¥ esters and ethers, natural waxes,
ag,

arpbrastactag, pepydesed t[?@@%lé] aséaw%wma%l@%%@%ye"ulose
@éhms@@ce@atmfbmz%m 1 &8 FoQé’@aﬁﬂﬁg GRS @A}soxgmﬁbalulose

e pores are su t|a dwth a and are
mothy leallutode, tiydmheethqugdbu@e nﬁHECmrhydwymoeylp@lhﬂ@akﬁHBCﬁ 0

%’éﬁ’{yﬁ\{@%ﬁm&?c% ggf {}gllégg%%s?ﬁne %ﬁulo@esﬁﬁh s A ICEL-

aHelony@wmwfbmﬁwsacEmeat CPVHIEIC PHol Ofr(EMC €urph Marcus

Bigd Zsoomeonfirs Pertn o an B Uk aMies Bl doyimited.es e
eciumahiboaste, rﬂmdé%tsl‘.h@lﬁﬁe, ceR0loy& pbivaeres cellulose, dextrates, kaolin,

olyethersulfone yrenes,  pol yvi nyl halides
E)‘él"})@i rﬂ}’ql(d% qubgefptag:h EfSTgﬂPlt‘ﬁVFd starch, and mlxtures thereof The

binder or filler may be present from about 5 to about 49% by weight in the
pharmaceutical compositions provided herein. ‘

[00304])  Suitable diluents include, but are not limited to, dicalcium phosphate,
calcium sulfate, lactose, sorbitol, sucrose, inositol, cellulose, kaolin, mannitol, sodium

chloride, dry starch, and powdered sugar. Certain diluents, such as mannitol, lactose,
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esters and ethers, natural waxes, and synthetic waxes.

[ 00286] The delivery port(s) on the sem perneable
woresobneatel may be formed postcoating by nmechani BEl/Us2009/003119

| aser drilling. Delivery port(s) may also be fornmed in

situ by erosion of a plug of water-soluble material or

by .rupture of ;a thinn ort ne over .
S&ﬁb‘{ E&Eﬁ%"t 8%‘W°ﬁ't‘t‘h‘¥ﬁ%b‘§%5°“ ' sa@%fe{‘PS‘#?n?EYbF‘i"\/'&%?“ properties
0868 comprebRd ftal¢te thatlperinitdisiMagratich rtbE MBGth BScheWirlghSuch
case of as netric nmenbrane coatings of the type
rmygssedkighlers can Be ugsgras chgpeablestaples. 059 and 5, 698, 220.

0071 sTi kwolé isRlegPRBUALILGY blfe ARUINYRA DO Ib@mb(@

rel eased and the rel ease rate can substantial’l
qebdlgest sughwp methydeellploskandsoarbprpmptdy sellulgsep vopd eroducts natural

T L e e
qoug pulp;[codRSdked tdlupsey, suheus trasedrme Bosepsross-limded ipnlyarers such

osnoti c.,control l.ed-r osage, form na
S SaS S bt s e e P By B Rog bl cellulose,
SUEK 64 $dantn Brardhi gy dotatd pOIABLi n p@ﬁs‘smmrafae@xeg lsugh £CRSS sthxgh,
of the fornulation. [00289] .The osnb

RASHP s@rahepioss saKch. Hl?s“é@rée‘%?'ﬁeé’ Larph; H@y&r*’é‘ﬁﬁ? &fd mixtures

BECOf dmagmxdanf:@mﬁmegﬁnﬁh tl’f@ﬁﬂ&ﬂﬂ&eﬁf&l E@rﬁf%b':t%@ $rdviWherein
to those skil he art (see, Rem ngton: The

Weieenpen the &y pProf farmeidation, ank s veadily, disqeprible tosﬁmmf qydigary skill

gﬁllfeeé[rb, Phe & &lu 1&9 cgﬁ#}%ﬂftﬁ éﬁ)%'f_’ded ?érslg]rgrrnﬁécon éggg)’rr%bout

opment stril a
@6 to bt 17528 ‘or ‘fien‘mi)oet 1 tl abput]S% Op mierghk béddmt%m 2002,

2 a od
léﬁ%?ﬁia StiprglorcimsnOr EFG el B BOTRRME Gt Bparee
rﬁ‘ﬁihﬁi @@hr:ﬁé rMEraC oilt 1 fght mérdral ellﬁgy&rd@&ﬁgﬁoﬁ mamitol; glycols,
C COITp es an rrc,kos
%‘6 P%glacq,ra e%wr@e%%x@%st@’%@gftsﬂféﬁ%fnf §9£5fﬁdauryl

sQn‘lfiaﬁ‘er ta|R,h ﬁ&ﬁ%g%&éd%k&){bl@‘éﬂ SiR¢ l@@ilng BSﬁiﬁt Bil, 20ttEnse&ESi, sunflower
and WO 2002/ 17918. The AMT

@b ﬁ@qameweldohweq @bgem’cmls arfbsoybearsoik gic pieangtes phy bejeate; ethyl
@8&?{1 dié}g szlf Qy&‘é?@&lhﬂnﬁlxca{@tshg:‘Q%egr@lcﬁ §§RER@S?E® KHOWR R.

e art, 1 ncluding direct
Gowp Ces BabimordrMDg aad GAS- OHIL® Weabog Canefl Bastamn MAgk éimhmlxtures

R Rl PR e ook fichs bibyERAHEN AEPAGH TR About D%

( SR GIE® BIoovi
founsthdlyedigia oES(Ihbmnmtrol | ed-rel ease dosage form

RS SR G SR it PR R capoe o
SHBUstRy M iAd £8EdtdH-R&Etale. Coloring agents include any of the approved,
certified, water soluble FD&C dyes, and water insoluble FD&C dyes suspended on
alumina hydrate, and colorAlakes and mixtures thereof. A color lake is the combination
by adsorption of a water-soluble dye to a hydrous oxide of a heavy metal, resulting in an
insoluble form of the dye. Flavoring agents include natural flavors extracted from
plants, such as fruits, and synthetic blends of compounds which produce a pleasant taste

sensation, such as peppermint and methyl salicylate. Sweetening agents include sucrose,
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and ot her pharmaceutically acceptabl e excipients.
[00292] All excipients used in the conbination
WO o00a4238i ons provided herein are |isted and tPer/0S2009/003119
characteristics are descri bed by pharmacopei as.
Mul tiparticul ate-Controlled Rel ease Devices [00293]
euti cal nposi ti ons erei

Th h
RGeS PRR Shrs Hy E TR S Ry AN AR PRAGE Byt asSaccharin
andlabpap@nel Gultﬂilecmﬁlﬁlfym@agéhw inkkds geladn iacatia, Maganth,

rsesarrultlctof rticl
oI nd oSt Dheh s B RHend g iga AP ssis AR VEEN® 20),
wlydx?hﬁgieﬁé %rbﬁ@ﬂﬁbﬁkﬂ)léa’i@gﬂ @WEEN2Q0)14hd RictlRbmhed Bt ate.

mmto about 2.5 mm or from about 100 nmto

Susneridingcind idispersing ago oty Ajcludssodinercaeiorsmethy leakulpeo pecgia,
g‘&Ea%P {V%ggll. elcga%eso? &?bgn%tmlwlltulbs@rllg'gifﬁ{?\c&ﬁ%?gl

oava| e carriers to s
methplacltulosat mdq:fol)aumylplgolldmleu Pegsetvativeanmelustglyderint reethyl and

t o, ,ethyl HPI\/C t t col | oi dal

by o faet 2 Sediimhgrb Bee 1t oD o et aghed Hetuce
sropyladdl @ydod noRostesske] sdrbitaa nlib’n@lﬂeﬁke ddiehppasy b&lﬁﬁorﬁsmﬂlrate and
nmet hods contain 50-80 % of a]'ug g and 2 500/ v\cl%hg
pRlvPyethylene Japryh gtheg Salyerising %slpf&%mba?r gbpead
phpy @Jaﬁxp'lé@%lf HERaqitiehs RGRdN@RiZd M dridsibRs mclude mineral oil and

m crocrysStalline wax, pregelatinized starch and

enionsedolle Qrganic acidyindade @eisdad dasiarip acigr 8puricesioficarbon dioxide
‘gélﬂﬁé‘éo%#lﬂﬂglc&%%gé aH@ SRS fc%ﬂﬁﬁ Beads in tablet

osage formmay denonstrate a sl ower dissolution
[00308] | elttshauid tn: unqumstamd thhiepanyrcagaqs andeexcpiants may serve several
artic ers sw 2b| e for conpositions and

Cl O
HoftRR kD Bifislhe KSRl e bt Cnoe it ed o,
o039 t amhél’pmmhmheal(csriﬁbsﬁ&)s movddddidezin Slaiytbakplr@ided as
di s S S fo[) controll ed ase | at e de, Bth
SRstreoH GBats BoieL i Rs R At Ipeeckann . Aol @bl
M%&?domﬁb&,smﬁme@C@Jetnt&mcoa@@@smsl Qi3ar-§5a83di, 8€Sim-coated
(0]

herein may be provided in th rm of mcrocapsul es
tahlgts mEéleé'PéBPtéti tablatharg semprestsditailels coatsdowisie afPstgness that resist

Ll oF stofifach BEd BAFBOSIYE &%1&5@a@¢ﬁ ﬁl@qﬁeﬁln‘avﬂhg?ﬂrotectmg the
i i

erein conprise extended release polyner m crocapsul es
amint angridivptsefsen theacidid envimomentfithe stemadiu éirgqu%matmgvnclude

aracter | stic ten el I .
ARG BElPLL T AR o RNREGIRE HTEL st gromapioed
meﬂzpe arsd c:uhlulorse atetae plethaﬂsteanﬂmgammm tablets apnadry@essed tablets
enbodi m croca s% es s l> gl F

surrounde y a sugar coatin ich may be benefi cnal in covering up objectionable
tastes or odors and in protecting the tablets from oxidation. Film-coated tablets are
compressed tablets that are covered with a thin layer or film of a water-soluble material.
Film coatings include, but are not limited to, hydroxyethylcellulose, sodium
carboxymethylcellulose polyethylene glycol 4000, and cellulose acetate phthalate. Film
coating imparts the same general characteristics as sugar coating. Multiple compressed
tablets are compressed tablets made by more than one compression cycle, including

layered tablets, and press-coated or dry-coated tablets.
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LAI - 30226 87vl for the conpositions and net hods

provi ded herein can be prepared using conventiona
wor@poe1sapsul ati ng techni ques (Bodnei er & VANRCT/LSH89/003119

[00298] Such nultiparticul ates nay be nmade by the

processes known to those skilled in the art, including

nd. dry- nul at.i on, trusio / zallo .
c S b Bete T e PG i iyt ngfédientin
SdWdRyeds O3 btaNige S @earul §5rmsS€l6ne $rdh c&iﬁ&iﬂiﬁdné’h with one or more
Mul,ti particul ate Oral Drug Delivery; Marcel Dekker:

CRORICTS OGNS RIS fasedbadiherain.prglyding Elafi?ré,rfhsr@te&mqsmtm“ed-
AN IR S 0S qubrlcligégdllu%H& haﬂ%r%ﬁlo?elrﬁs Lﬁ%r;ng ah® E\mtetenmg

m croparticul ates are commer ci al ly avail

agentyprecspedially ysefud icthefarmetion pfchawable ahiless angd lpmas

USEN S0 0M Ak BOESRbo TR SHELOAEON e ISRt o
luanﬂaz_qsulb: _oztBTltacnng:ednade f?xggg@ztxt?n n@tlgl:xfblllﬁms?str:gcm becalcium

T . .
TeoieD the b sRleft o, HES Raav P A eeieapas @pQ, consist

ﬁ&wobectmatoad sbppwgawdau& Jthérpmﬁ@dsdﬁlmgew%elbislag $he RHON
as enterlc wat er - swel | abl e, and wat er sol ubl e

ingregicat T eﬁﬁ@ yﬁﬁ?“ﬁ papsyle (SEE s @softeglotydarsshel. juch as a gelatin

MeACRRieR & @&tl@il@@@?#ﬂe%d@ihoﬁof’ gt &n, sc[er?aOQr]a similar polyol. The
Addi tionally provided are phafnacelti cal onposi ti ons

joft gelagigshells mar eantaime pr@a@vanveu to prexamt th@grea@h ﬁfgmlcroorgamsms
%%Qﬁﬁ%r\aﬂg aa'i‘e {h%gesés g& Ih@r%ﬁld II{CﬁJdg‘%Sl‘h l- and propyl-
conporien a ¥

cap ab I%scont | NUOUS
paedllmasandﬁoxbheictdo rﬂi.’wdmdld memllsmild‘ amdrsocbrfd datage damis frowdded herein

G Onﬁsggnuct?,!%s\éll aé%)cy in a ca uZeg a$UétaEl§j; diayj rﬁt a[ngggxaf?pdra%sage Porms mcilude
Wﬁfdﬁg&gﬂilﬂsﬁéﬂﬁloﬂfﬁ l’m&i));lbrw’kglrwﬁtéj @b@étableroells rbrmagly&ﬁndes
ovjded i.n the formof t ets S
"“rs Fntaining,spety soitttony, ﬁ%ﬂ SREPARTA 35 ‘%F)%E Lf%ﬁ& iV g 2 pfos-
£978)745 4299289t 4148 01%4B] ThebipRlies indy alsb 8k Goﬂ&i AnBwn by
capsule I't contains rapld release mni-tabl ets,

rsecf gkl ip dhecatia asdaite medifi pssusin distolytionief Hhe-ackys weeedient.
@Pgml Ch}{ﬁghﬁﬂﬁ@éutlgﬁ(i_t ?F\?Sf‘f]&%l pﬁ@*ﬁ&ed‘ﬂe%lh %g%§)r0\§@éﬂ n liquid

ving speci ag tinmes of rele Base
o sehésobid dbsaga faras, iofludingiemubsidnes solutiens,tsigrengidns, elixirs, and

A o8 et S50 BB AL SR L o
cfasmatiez|cHul sithvedghobe a’notbkd tiinids tvhiah icanb8B6il-in-water or water-in-oil.
Emulsions may include a pharmaceutically acceptéble non-aqueous liquids or solvent,
emulsifying agent, and preservative. Suspensions may include a pharmaceutically
acceptable suspend.ing agent and preservétive. Aqueous alcoholfc solutions méy include
a pharmaceutically acceptable acetal, such as a di(lower alkyl)acetal of a lower alkyl
aldehyde (the term “lower” means an alkyl having between 1 and 6 carbon atoms), e.g.,
acetaldehyde diethyl acetal; and a water-miscible solvent Having one or more hydroxyl
groups, such as propylene glycol and ethanol. Elixirs are clear, sweetened, and

hydroalcoholic solutions. Syrups are concentrated aqueous solutions of a sugar, for
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LAl - 3022687vIl [ 00302] The pharmaceuti cal conpositions
provi ded herein may be provided in solid, sem solid,

w@edosas278K or |iquid dosage forns for oral PCT/US2009/003119
adm ni stration. As used herein, oral admnistration
al so i nclude buccal, I|ingual, and subl i ngual

adm nistratio Swtabl oral age .f or
SAPPR, SiBe: PemOa DG Presa A pg, £ Buig g form, for
dxanphes solb@drﬁﬂﬁ@ﬁﬁmlydﬂ@&érie@lﬁﬁl mapbéeilsed Pthlaglficient quantity of
rredl cat ed@iltyew n ranul es, bul k Eowders
aphagpiceuteally agsepFbie i ur' fafEEo &t W3lstide PE msasyedeanveriently for
alinikirgaa, emul sions, suspensions, solutions, wafers,

grlnkles elixirs, and syrups. In addition to the
(88313} e Thejphanmassutiey] compesitivnsprexddad Heeein farone adminigrasion

I e

HRY LA RoviaBl BF S RULHRE HELER, e RERARLE0 %, o,
tenpsjeiess. Mikdediasdosdgd foemns san tebi ;sepat@tpsai%mbed\m Vish@at. No.

62 ‘f‘ﬁ% | ubricants, glidants, coloring agents,

w gration inhibitors, sweetening agents, and

[bbampr | The plgaemta@eun{:élQaﬁhg])snabrfs@wﬁddairhegmma& &k PFsvided as non-
ness to a tablet to ensure the tabl -

ppart cohesive
@%S?ﬁnhar ¢ ?ﬂr\aeéfe%f&r@wl%ﬁﬁ PEWLST8, o %swamt@e%m%ﬁgwd

sagd AN ﬁﬁ&hﬁcéuﬂ@illw&ceﬁwle @Efrﬁet@ @hd bidiitRd uded in the non-
starches, such as corn starch, potato starch, and

gifesncgeanagianilgeer pavwdersrmpinglude difymres swestaers, ard wetting agents.
g‘ﬂ%c%utlcc‘alﬂg Re@PtadH LN ss afl é&%ﬁ: dnts &@5” e @ffen@géc@r?tsggac‘nules or
act os tural and synthetic
m@crsanammghud«t crgagic dpldahuyi nsuecs, of exmbpadtoxde I rish

e, "ERbe I rRbiokemt S st fihing §2588bsoe forms
l|003w' NYhopliarahécddos Céﬂ}f@ltlon‘d@ﬁghldlﬁd He&ﬁl@ h1ay be formulated as

ar abo al act wder ed t acant h, d guar

imenqdin ‘b%re‘go‘? EE%EF?%C 49599 fog P! qk‘)@%g gg@fq ule&‘sggfr’H
PlRHAEntrdIRAE Darer iRt ANl pfogldmth&BRIsd forMEn  sodi um

car boxynet hyl cel |l ul ose, nethyl cell ul gse,

(993417 éxy@bmhwé@mewl SOMPESIyONS YRR NSFIm flay &F Icorferamlated
\(/HP Sawr JM% ﬁé eQiﬁé?l%y\lvll'\ @FHQMBU Ll#r ﬂ{e%glr&ﬁﬁ eutlc actlon or with
m crocrystal I't ne cel oses uch as AVI CEL
sﬂwtﬂEﬂ@smsl@QEmeAmheﬁtSIR@asﬁm AVI CEL- PH 105 (FI\/C
Corp., Marcus Hook, PA); and m xtures thereof.

Suitable fil lers. i ncl ude, but are not limted to,

talc, calciumcarbonate, mcrocrystalline cellul ose,
powdey ul ose, dextrates, kaolin, mannitol,

sili ﬁﬂ?‘*&ﬁ‘?’hg sorbitol, starch, pre-gelatinized

pnam} h, Inedié emibot infichs, ﬂr@\ﬁﬂ&ﬂfetelﬂ_ he rbétﬂ&ﬁrfoﬁredlﬁdlhé fiacifBiduced
resent from about 5 to about 49% by wei in the .

fﬂmﬁm&a&éa‘em%m@aﬁﬁ%ﬁml@ﬁ&rwgm anbdecha fRTH ?at[oo@smpsmg
madid &R §ﬂﬁ’éhL1Hﬁ1'B‘t r@é'\lln‘ég of a}% n ﬁ\raﬁ"loﬂﬁfs vLHxéH dredetQive to reduce

di cal ci um phosph a cal ciu fate, | actose,
theflushing (moshubng)lglemngnm@mg; Icrawbeg serisatéan, prinolefidening of the skin,

IR R hk_esééﬂkalﬁ%h).
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chloride, dry starch, and powdered sugar. Certain
di luents, such as mannitol, lactose, 8 1
wa 24093022687V sor bi tol, sucrose, and inositol,PeiEs2009/003119
present in sufficient quantity, can inpart properties
to some conpressed tablets that permt disintegration

ﬂ31£ﬂe dﬂgugegm &{l]%t tﬁ%[ngﬁg)gs r@&%gﬁg%ﬁﬂ{tl 16? %splrm anc{] nicotinic

zddlcSI Intaggthanémbddititntdia, anbther @hieodiaént] theiettdds provaigdherein
ntonlte eIIquseg z‘%h as net hyl cel | ul ose and
FBS%?H%?WiWE@PP%P% getabgligs.pr oduct s; natural sponge;

msz N- EXERAMBD RSt ProviabParBinfetiRidls €or rédifThg r¥atidlirdiced
8uar gum and Veegum HV; citrus pul p; cross-Iinked

wshing| coB\pEising gémindsierinede @aﬁr‘bﬂéﬁl agharmacegical ¢qmypasiiion comprising
P{ﬁ%é’lﬁfa rin ﬁg&ﬁ%&guﬁé e \Hsﬁg aFéizR@%oF Ql{%%glrﬁtoq a6 %o to

C|u car cryst Firve ce suc
ahodt Zﬂﬁosmgxrhlrangthycmhmmerpoﬂhamtalldady potead espirim of about 80 to

Sl R, PG e el Brsy B cfRR SR

ﬂkmtukaﬁgthereof The anmount of disintegrant in the
conmposjtio herei n varjes

h uti cal rovj d
E’ gﬂ It h ?lemg}t Hi¢ g{eﬁ@ﬁf prgmﬂieg ger'e@é:&mp&lse niacin/aspirin
ﬂiaﬁﬁ%eﬁh@l eoﬁlﬁos‘itmsﬁh&ém oA pirdKddily dobe fsh@eRed frotBe

phar maceuti ca ositions provided herein may.
ewmositian bP?@FhOa@B@FmU" selease arbile, Wisog b 0% o pipdiybigtrelgased over

?B%H)td o@?ﬂ*r@’of‘ﬁ@+tggtto géoﬁ 19! h%hr@tfglﬂ:fvlé\ﬁé ?der[aﬁ),tﬁ)%?ﬁcaﬁt{hg abl e

ricants inc ut are not cl um
@cmamsatpe Ima@ﬁ@s emho@tneam ttegotahiankyrdabe o dSpiriIniigmleased from the

m ne 512 ion gﬁseg e? 61?4 a%pe Hrel Tel?aosg gr g‘? p’&hgc}%{ﬂn °/g r?gasg)' 1¥n 1% rg'lbased over
z( ﬁE(B)i of sitreaifiabou Qi td absad 6 hioussdoligwing Hdltflmisﬁ‘atubrﬁd)ﬁ:the

dr ogenat ed veq tabl e oil cl ut 0i
RS SRal it pnotbe embggient the togl gger.fpgd% a%?rre*\,'é rgpgsed from
he tBmPoditionAde SOV RLAPirRi releadel p@@ﬁl@t \Qﬁ’dréh @splﬁﬁ Bdrlcentration in
oleate ethyl |aureate; agar; starch; choPodlum

plpsmacis seratesthand3o gECmax gveite Resiohrfime pf shogt 2 (g Fpouts) Gheurs
gﬂowuﬁaidtﬂlﬁg’&ﬁronl\@}he%ql gﬁﬁop 15 slﬁilra}lo&gaéi’l%odgﬁent Cﬁxe total daily

Bost m xturés thereof. The pharmaceutica
dmnpﬁsamrnrma selpasgd/ frgedhéy wmpWItmwawmnaanmsmmmle@e prafde,

SRk e RN Borth g W bEAG ot SRl h@ Griod of
(m& of Zaho? t(ﬁ(bouof6 B0st fatlowil) administraisbes thessofpesitival c.
ST v

phiagiahdebtieal EERSositymSWIsSASAeeth! @s)t])nral demlyrRsdigdéledsed fidftkhe
col or | akes and m xtures thereo A color |ake js the

FFRSSIHAD PBtTdiy 28 ASRIFIpFeleate grofde. weeein SYf ohpwIy i relgasgd over
DYGRWT tithel Fab&ft 280 RBAH S HTREALHOW RS WhinirigratiBn 8fthe composition.

In another embodiment, the total daily dose of aspirin is released from the composition

based on an aspirin release profile, wherein 90% of aspirin is released over a period of
time of about 2 to about 8 hours following administration of the composition. In yet

another embodiment, the total daily dose of aspirin is released from the composition
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i nsoluble formof the dye. Flavoring agents include
natural flavors extracted fromplants, such as fruits,
wa@eaogyatsheti ¢ bl ends of conpounds whi ch pr oduP€I/ES2009/003119
pl easant taste sensation, such as pepperm nt and
met hyl salicylate. Sweetening agents i ncl ude sucrose
Al - 2687v | act manni t.al

e 4 BUBP T leaerp e, WhOTERduriEn & Beh i i8S i reater

HATSHATIOmaA Ve S Pé{ddTRImeBflabad2a0 abolS Hovits gliagipt s
i hclude, gel atin, acacia, tragacanth, bentonite,

and
adinisEttional thf‘s‘i?erpoa'éwﬁolry%&l;ﬁép F emboddme; g fptal daily dose of
PRl RidaSed TYREN Mapozﬁbn st%Y)ﬁ)éM %&Jmh fléase Bfol?i'lé Hherein
nonool eate 80 ( TWEEN , and triethanol am ne ol eate.
asggmemmmgammmml@p@rls gwgteatjleml@%m €Impeovenalperind of time of

e
A P OATR A A L8R Bl s SRR B PP
amiddyrhag] theinetheds gmbdlqed Ihyr‘em’nphmyusc)huacﬁnheplrm pharmaceutical
Preser.vatives in

RSEER MR e S SRp e dET UG i{Tleae RO the gqpposition based

dl HRpirin rehdei pReFila0eidrsin i80%d dfdepifih ¢ leasad o@letyacpérlod of time of
nonost ear ate sorbitan nonool eat e, diethyl ene

1hH? BuabaYed hoyrfollsMngaderinistration of g}frcyrnp@wﬂe? fh another
e%%o\ﬂﬁﬂelﬁ th® ﬁJtzH ‘i‘l@llﬁ hé@é%ﬁ"a%mﬁ Rirbleiel froﬁ{ Yy L:o:ﬂta@s‘?tm based on an

and syrup. anpl’es of non-aqueous |iquid ilized
aspigingtleass nwﬁtlle uﬁl@rm 98Yeaf agpirin jgrgleassdiaypsapetiogiaf time of about
is?o%l}ht% ﬁtgjrgf?bllg ﬁm(fl ttra{tioﬁ o‘?ﬂ% g Q[lbﬁ I eg nother

ources o car non | OXI I nclu I um bl onate
amebdgoctitithe taal hiam)atlme o[f @Qﬁl@:&%js releasst duohoithb eomp@mm tzsell on an

SRR TR PREn e A AP R PB oL B Sadte of
Jingx pherapReedibf At oLABBNOS td 4bo0s6 m@yfcmeemgezdanmsm)onhﬁ the

provi ded as conpressed fable s aplet triturate
CHPRSHPR Pbsj!il@@@er ?lglff?({ﬂwgntdq ggngll\;f Hé dt)%;mféf;}grm 18 released from

tH! l:&xhlﬁﬂsﬁldh%@erde&ﬁﬁldasbﬁm rBleSse pROFiIEWIRELiR a6k bétentration in
talets q@r coat ed, or filmcoated tablets.

PRy I ereé@at 8 10%mfmanever 8 perpdaldise ofaboat Ztoabavidghours
d{i\bgﬁ%slégﬁ{irﬁg{f‘a%%n ?ﬂ{e C()Elgbscl{lm{ Wﬂ oﬂ EhlBleﬂfemSUQrm& o&%r&lded

olve or |3|nt rate in t e I ntestine,
lprain eomprisy rtidvén/aspirinpharmagestica nospdsitiom wllrﬁeenactlpedtptal aSPIrm
GV 95RO kel S LR Hop Tl o G splfl PBadk BRHE Soherein
gk ofydspirin is ydlesed omn@emocsbliétimacf abaotdtoi aabetd4 bdwes fodlowing

nd cel l.ul gse acet at.e pht hal at es ar-coate bl et
S sl i rmntoy” S\ PG AR B Lo g NPT
WPiriehs FERAsQErEIR MRS dofpkition bssRY ©h iad Uspifin RIK L€ bto@iﬂ@bdherem
tastes or odors and in protecting the tablets from

Wb abaspiin is mleased over édl’e'f'%Pfét@e ghopihisrabeuehhquap fodlowing
atdnﬁrt\ls@a{tﬁ)n(b@wg%%p%ﬁlgn ard J¥ Qndtﬁéf%hb@&m’fe‘n[ MebtaRdaily dose of

wat er - sol ubl'e materi al
aspirin is released from the composmon based on an aspirin release profile, wherein

aspirin concentration in plasma is greater than 10% of Cmax over a period of time of
about 3 to about 4 hours following administration of the composition. In still another

embodiment, the total daily dose of aspirin is released from the composition based on an
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Fil mcoatings include, but are not limted to,

hydr oxyet hyl cel | ul ose, sodi um car boxynet hyl cel | ul ose,
w@ioyasdtgl ene gl ycol 4000, and cel |l ul ose acet aP@&I/US2009/003119

pht hal ate. Filmcoating inparts the sane general

characteristics as sugar coating. Miltiple conpressed

tablets are conpressed .tablets de by nore than, ong,
SBRBEELE SRole T e TIPSR PSR U P ARP ISR s agealey ippn 20% of
Oies Svet QPR of tirdé Yf stdat b bt £hsurs BIlolvig APARBtration of the
87vl [ 00310] The tabl et dosage forns may be prepared
FIHRSHIAR active ingredient in powdered, crystalline,

[00328] 2N e ehfHolfinerit! tROReodé Hro¢RBP hétethl BMptsd RiaBRRsRFin
nore carriers or excipients described herein,

phaohasghtiegl bemphsition whes¢inthegomhaspirincdnily dobd i deledsed from the

%%A%%BE bagehI h'lafs %giiﬁn rec“@:alséJ gH)tf?e Vﬁ'llgl%llrpgo% gk‘ Q{pﬁ’rﬂ{ R released over
voring and sweetening agents are especially Useful

a periodef tioervdibbarn 2ab abhewabhbers fellivens admidiskrademofabe

00311] T tical iti id
T T L R
coaipobiBioBeRd bh amagstiatdlease PRI Whetdini9@9s ef aspirai 8helesded over
cal cium .al ginate. The hard gelatin capsule, .al so known
pRertodof g of about d te abaul 18 hewssEgllowipg §<§)r§'e1§traﬁ4°ﬁ Qe

SRfIos8BS. 1 ath@RNBINNEE, th'@tPUMES dost BESspFRRIQERLY from
encl osi ng the active ingredient. The soft elpastl c

thapenpasit(oBE@yed an ap aspirin relghssipueiae, whesgin aspivie ponggntgation in

Y . ) e &S
YL BrlElog Rgk SRl A 6P b 20U
Hbaingrdsirgsttsion®ay theaotmpbsitian. pinsti auathenmntiodimengbatotal daily

he ?rowt h ofl m'ifoortam SNB. . S%i t%bl e ALeservatives.
P& oL B 13 L5 RIS E FPBI® RUPRISHIOM PR R W SHEP A F2se Brafie,
Whérpilasieih abeRftratifdn PRISHE Gs greater. thaihB0% o Chmdx over a period of

sem solid, and solid dosage forns provided herein
e ehzbepsioAbant l%%%@i@mr@. adgyinistzafion o? ﬁmﬁoa’l’gﬂaon- n one

SREIRALHt khE AR AB8s bV IR d hefelthenprRE Hiak@/kSpieiA Pharmaceutical
suspensions in propylene carbonate, ve e,lt)abl e oils, or

¢ompgsijien wWhekein thesgial gspisindgily dpssiines! reyg [the GomHgsitign based

J hAEH 80% 3 aSpirihd relddt ovér 288 tT time of
oD P BTG et o TEGE S0P it Moy 266 c& Hiime o
doat 2tb aboukhloans fojlowingsalmifiistritidnl of ithe colmpoaition. In another
t di fy,or .sustain di.ssol.ution_of e 3 s
orRaBBri oS s 35t BBt A B Bk Syiop fosed on an
Ppivin rdeaselies e wieayin 960%psfagpidiads fefeabddipvietla peribd of time of about

em soljd do e.forps,. includi ng enul si ons,

£ a0 Bours L RIS Gt e SORPOSPP Bt yehgother
QABEIHhEN, thé total WAy BERSH aSpifih @/ Pelehded Wntthe @BRAPbIiGdH BhstSon an
di spersed in_the Tormaof small gl obul es throughout
wnBineleaseirgefile, Whiipis [SRIER cpreepirationn plasp isggreater than 5% of
BRLEbydrApREbd of THE BF S8b%t TRY aloE HOkGs Fol A g R HIstradd of the
accept abl’'e non-aqueous |1 quids or sol vent,
composition. In still another embodiment, the total daily dose of aspirin is released from
the composition based on an aspirin release profile, wherein aspirin concentration in
plasma is greater than 10% of Cmax over a period of time of about 3 to about 8 hours

following administration of the composition. In one embodiment, the methods provided
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enmul si fying agent, and preservative. Suspensions may

i ncl ude a pharmaceutically acceptabl e suspendi ng agent
w@npwIpsxser vati ve. Aqueous al cohol i c sol uti onsPEEYS2009/003119

i nclude a pharmaceutically acceptable acetal, such as

a di(Iomer alkyl)acetal of a | ower al kyl al dehyde (the

bet ween .1 .and g
RSB s RS s At Poalmdtirie S BBa B B ctaid s iose aspiin
daiMyadosd rsﬂ‘i:lSzﬁb@ Fromstaé v?ﬁposhwlm Hagedomeaéwspmwelewgraw,l wherein
rou uc as ro ene C n | XI.Is
g}"/e og Psgg?n ‘Séﬁﬂé@ﬁg H&'?fya psred 19\9%‘9 af %&%5 r%ﬁw ¢y following
MlHﬁﬁatﬁfmeofwmg&oe%ﬁdlmmu emb8ditehQ B 6l @an@%@é of

for 84 LAl -3Q22687vl exanpl e, sucrose, and may al so
asoivingis relepsest Bemthexgamposition based|onguiaspitia §@lgﬁ§e prafilg, wherein

%ﬁﬁ%?!zsgﬂmﬂfs E&Léﬁ% g*’]eir élﬂ)gﬂ gt %rﬁ% PY %/b%gf4gd %%9 6 HButs P(ﬁlowmg
q:dmams‘aa:tmmtofctlad ¢oyn}msmep1 bbyet ahcbttqcn' athtodimdngrthe ©taj daily dose of
m ni St at 1.on

Pt Gl Bﬂ'ﬁﬁ%@é‘eﬁos@%ﬁ%aﬁfﬁﬁgétaf%ﬁg P50 PERLHE, wetein

&plri dd)né@itraﬁérﬂin msbiarts gteart than SeRYf Oaaabden apefivd dﬁdnd: of
the fornms of m . cel | es, m crospheres

FPOHBS {RsA00HES ot Uomae BBt HSB TR o pngther
Qﬁ@&f hORG%hE [bté-ﬂ daily B8de-of WepiriR isTelRaskadront @1@%341})05-“1&1 based on an

p arnaceutlca conposi tions provided herein nmay
PN g ledseapsoflonwherein psritia gencgptratfondn plaswa i gre@wafh%n H¥% of

gx BQ%jSreﬁod bPERE o %P@Ed ﬁﬂ&lgﬁj hbdts @olﬂ)vxllh@w nfBSASHEof the

maceut | ca y acceptable carriers an
@xmxpnents used in the noneffervescent granul es or

@g%ﬁ ;S Irg%ﬁ/e dolso gﬂrgeené }1' Heth és % F‘:’lb Qr%{nsdom%rr]ge nl cm}as&rm

e carriers an
pheerh@deem:ﬁ corapshition Wlﬁ‘éﬁelﬁﬁlfeetbtaesspmm dgjlyadosd Belessed from the

ers i ncl ude .or anlc and urce of
@05?995%108 |b6§g’ficﬂ’8 anpagpiHR SﬁqeaéSP ?@’d\?g ASAIN isgelfgsgd over
idafésRblaBowd!3l to @bodthe ha@@\f@ucdﬂﬁge&nfn%ﬁﬁon B@m316]
e pharmaceutical conpositions provided herein may

‘f%l?nﬁﬁlt‘&'ﬂe&l wtherppbpdimsnipthertpidl qlql'efdbﬁ%v%aaa'émd&seé@éed Bom the
r{{& Ilorl 'Bgéeﬁ%h'}g a%laﬁY@gase R?fﬁ@ Wﬁpem M%@g gylrm is released over

targete programre-re ea f or ns.
2! D@B&i?]f tiTteeof phartﬁ’ate ebeutd3lhoers Hpltesving edroingstrationielthe

&%ﬁ 10HH¥ S%\?ﬁg&hé gﬁﬂé'g e%?fﬁ%\é Eropa}l ﬁéﬁsgclé%s?%g%s\fﬁrin‘is released from
tlhh eompmmﬁombaam anoznspnrmreWa:terprsﬁﬂbsWha‘reie&spihat:omepmtmmﬁin plasma
1ts %?ea(tjeer%}llarn%q%; {: éxlngg over a per10c§ of time of about 3 to about 12 hours following
administration of the composmon. In still another embodiment, the total dally dose of
aspirin is released from the composition based on an aspirin release profile, wherein
aspirin concentration in plasma is greater than 10% of Cmax over a period of time of
about 3 to about 12 hours following administration of the composition. In one
embodiment, the methods provided herein comprise niaéin/aspirin pharmaceutical
composition wherein the total aspirin daily dose is released from the composition based

on an aspirin release profile, wherein 80% of aspirin is released over a'period of time of
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[00318] I n one enbodi nent, provided herein are nethods
for reducing niacin-induced flushing in a subject
W@o9pnizBng adm nistering to a subject a fornuP@EL/US2V09/003119
conprising niacin and a flush-inhibiting reginmen of
aspirin in anpunts which are effective to reduce the

fl i i | udj b W .i

oLt o ke el o e O s el B i anpther
dnh'nlégﬁarﬁﬁiﬁ St?é idilal:]l)dall)% tﬂohde/&f asidiR _ﬁ;gé’l‘cths[eﬂ(ﬁ%ilﬂﬂhe lcﬁrlnﬁﬁui‘tlon based on an
e odal nen e ne Q ovi.de rejn | Ze
aagﬁanrrplﬁasgrpaofﬁipcwqrﬂpégiq:f?fr&splrlﬂ Aiﬁ@?ﬁ{&lﬂ %@Hﬁaa!i hitiod of fime of
0L DR b8 HPPRL T lowh e diBhidPA fonRIT e &fpoSEOR! Th yet another

utilize aspirin and nicotinic acid netabolites.
qn@dirgnt, the tatal dailhdeliernd aspiripisgoleassd fromethgeompesitigropased on an

Jsgqﬂ%l@?se r@f‘fl% nWlllé?gH%g(quB chﬁtlah 10?1%@&%@% Ehggreater than 5% of

mnrs ng 10 a subject a phar
@mmpw@arblponoat oﬁqnne sf atg)ua4 i zound beys fallowdagsadngnisergtionedf the

FPRHgEr "By Foher FRhobrRa: FeftnGRRk bR drgfiRietsed fom

tﬂﬁbd}tﬂpdﬂ;ﬁ&ﬁ l:ﬁﬁe(ﬁﬁmrf asplrmfrelamlﬁroﬁi@ W}&rﬁb@kﬁlrlﬁe&cﬁ@uatioﬂ in
anot her enbodi nent, the total fy of spi.rin_ of
o] oo tOHb

plasns s grrates thapdQve Afdfemagover 808 b1 abaH 8 hours

f%hgwmgtaaﬂl@tﬁstpitfax lodad dBRIpBitiork ORIk %ﬁledh?déhf‘/t}%SrHéthbdk provided
phar maceuti cal conposition wherein the t ot al aspirin,

hmm goriprise niarin/agpéris prrrMpesHied compeRyinn whaspinikesiotal agpirin
%5@ élré]ea[sgéi f8mGnd Eﬁ%b#sﬁlonmgerdedn naagi)/&l frel@a?sgt?%me '%herem

Yéased over a peri to a
mpﬁasbmnl AULCrig rezidmdwm aatmmofdﬁmt ¢feibooirﬁ)®saibputﬁ1h0drn

al daily dose Spi
BIRLATaRTRSRPRET tlsiobelid Dnblielitodief R e dehy
dost eb@pirfiriotélesed Worrthe corliftiktioh basydioni an auspmheélem epebﬁle

over er od of tinme of about to abo

Viirvin Q0T aamiriis e v eER pettnd QLR PP o Oy hours
f%ﬂ@\tvﬁgradﬁﬁmggdtﬂﬁ R thetddmpbticnh. KA3jet dnotiRs embbdiafeRt, thetoiabdaily
rel eased fromthe conposition based on an aspirin

dost ebaseirjsyisrelpased fiReyter porBRSItoNbazdiROcRasBif nGpiessq profile,
\pﬂlqu‘l%]gﬂl g&%ﬁ@&tl(ﬁhﬁ%h@tﬁ’a%‘ rEAEh Y &% o d?ﬁarx' Rer QEerlod of

tine o to about 16 oursfo ovvln
taderpfabout Jito aboubd heure follomprgsadniivistration of tthe ¢onammher In still

adi r
rﬁﬁxé:g grgg&iu‘rng% ﬁhtégt%géﬁ%‘gg"%é./ %fﬁa?%lglg% reﬁﬁpégnfr&ag ltl’?’e composmon
traeécb@nsm ppoin lekeasevgrefile] whasmias;bmn cotmestiticntin cptasma is greater

a reater th n 100/ ?CJJ_}}EX over erd od of
BrnEBet Sathieve: § BrRBRGTmEST ABUG 1P BT AARG folowine
AiThistrfon it coMpokitienconposi tion. [00322] In one
enbodi nent, the nethods provided herein conprise
903251 nh/ gb?ﬂerqnﬁ)odlment the methods provided herein comprise mac1n/asp1rm
pharmaceutical composition wherein the total aspirin daily dose is released from the
composition based on an aspirin release profile, wherein 80% of aspirin is released over
a period of time of about 4 to about 16 hours following administration of the

composition. In another embodiment, the total daily dose of aspirin is released from the

composition based on an aspirin release profile, wherein 90% of aspirin is released over
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phar maceuti cal conposition wherein the total aspirin
daily dose is released fromthe conposition based on
w@eoad7ei n rel ease profile, wherein 80% of aspiCT/Us00%5003119
rel eased over a period of time of about 2 to about 8
hours follow ng adm nistration of the conmposition. In
i's

anot her. .enbaodi t, the t al i.l.y dose.of .aspirin
PRFIASEARES bORa  sheig bt libuile SR RRaud Bl e
¢omhpRaBien PIYdt hfotheverbaid inde dhofota dpily ddve oS asprireR$€l6ased from
tﬁglver a period of tine, of about%fzl to about 8 hours .
BLPBRRHPrRIThIsan apirtrelspseiRtiieotgein ESRIAN cppepigation in
FIRGHR lgre e @thnBA LT CIBE of @laderid@bf ime 88 ot 4 ASRIouL 16 héurs
rel eased fromthe conposition 86 LAI-3022687vl based on
faHowgiadminiptedtion o6 theragmppsitiomhkarséifl anetbpy embpdiment, the total daily
q ' ' t t 9% of
S06FIE bl PRSI Ry Sled S0 5 A o
Wwhertipwspign admdeniratfanan iptasmeffis grbaemctbanp bd%tof Emax lowersa pdriod of

PR REERCT RORCPELS nesin bRt B e sofBroR. frfone

¢rbciagent phe friettdds pRRidRY Re@&PEonprise AlAC @/Hspidini phBrmateutical
! ) : .

Bl o b e RRed o R L I ¥eSlonbse
G4H Rpinreleh R profile! WEerGiRBROSbldspifin id R1ANKY RRDP BRIV  time of
t he net hods provided herein conprise niacin/aspirin
Preat hivcabeni Bahousoiphlewing asminipieation of theecomposition siy another

' b Satr, f | B
AR e LB RS LM K1 ERTER) s RO Sited on an
asplrmasledseqrefile awhaein 9 %odf aspinip iofeleabwiivela pericahutmetof about

urs foll ow adm ni st.ration.qf the ¢ ition. In
SRRt Pt R PrEE R Ba e HPpoSROTr el B!
¢mbeidaad, the amltdaily dosepdabpitiors bdasel Homale a@sypokition based on
rel ease profi ltglie erein 90% of aspirin is rel easeﬁl % of
YASPITE THERCREOTF: YRSTEIN SPPTEB GORCRIrATION A BlAFME I SERLE than 5% o
ERbk VérRAGeABdbNMiHE bRABIRNS &f aBole 12ROl oWl adniini¥@4tion of the
anot her enbodi nent, the_ total dai Q;_dose of aspirinis
saamrosisien: {1 B anpeher empedimento heiefaldrily dosgrfpspiripiireleased from
SR e MR R e A aSalh DOngeyaiion in
plasmen igfgreatsn thand OpofBmanx oG ragaried ohfirmeof atg)ut 5 to about 12 hours

m ni st 1.on. of e i tion. 4 .
BB e iR oo BRSO elfBodienl, ROREHGYs provided
icetie as@gdrifer romiti/Agigopipematdutpal lbamedsition wheramphe toral aspirin

el ease, profil e, erein aspirin.concentration i .

Ay S05 s EeIE75BA Fram PR SPMARHEYCAESHAD SVASPITIR THigFe GOt wherein
80%06f Spirabioéleated BvetPdtiod oheue sf dtdut OV &t@ut 10 hours following
adm nistration of the conposition. In one enbodjnent,

ydminisatins Ry thyr PIRIEHIORe frefnothes ApPPABICHS HeitAlRbdaly dose of
RPRTE AU E RO MERIRARPIsit R bRl aR a5 FQERE pAst, WHerein
daily dose 1s released fromthe conposition Based on

Yo abpipirimis rddeased evesagferip@ of tihe pEabput 6 to about 10 hours following

administration of the composition. In yet another embodiment, the total daily dose of
aspirin is released from the composition based on an aspirin release profile, wherein

aspirin concentration in plasma is greater than 5% of Cmax over a period of time of
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80% of aspirin is released over a period of tine of
about 3 to about 4 hours follow ng adm ni stration of

w0 b@geposi ti on. | n anot her enbodi ment, the tBPCHEUS2009/003119
daily dose of aspirin is released fromthe conposition
based on an aspirin release profile, wherein 90% of

S | eas over eriod af tinme of. abpout. 3
0Lkt hoofi {{ERrbe Bl Witk iR oF gy coBipogfiof 3 il another
ERAIRaEL] B8 totdlal@ HosRruTtakyaFin @/FoRENCOH M the RE@mbOdifdn based on an
daj ]y dose of asgl rinis released frowﬁt he conpositiaon
ﬁag@delsﬁseemo Alepviqrein agpien seNGSRBHIONN PR & greaierihin H% of
CRBE BN ade}if of imPbRMHRL b $o SRR (ﬁﬁo&f‘ﬁﬂ‘lom?’ RImifidBation of the
over a period of tinme of about to abou hour s
§omposiiong admi ni stration of the composition. In still

r
R R e el T
prédos8 32068 ket wsipan aspxmetegam qortbé ddyeof nidoen éuerapas\pharem about

GORSERAGR ARG it P o s 1 B & breRbineavith aspiin.

InGinbtét érgbciifEnt] sHoue90% Bf Ailacih PEUC iR sélédsediuntil @8Pabout 16
In one enbodi nent, the nmethods provided herein

hayrgfi sedasing evifly asaisiny iTh aptiberrabediment the plagsprssaneetration of

M@&ﬁ & 1Bsstthéh 209% af Cr%%ie uhdif@RhboGt §ORGur §f ﬁr%h@mge\duﬁ £§1‘b'iﬁn In
t he conp08|t|on based on an asplrln re ease rof

ythenather egthogliofenadhy plasma eoncenteation af vigein islepsethan b0°4’910f Cmax
&d&ﬁgﬁ&fabg‘ﬁ’tol%tho%rstoq tpﬁ&%&’%ﬁp%th@@ nci fol I owi ng

mnistration of on. I n anot her
[@ﬂmﬂdl mim4notheln embodhaient;l ¢hel r;xettimk@rmfldcablmrerm nomprlse a step of
el eased rgaos ition

PERERRE WP YOI S0 RO e e gs fniRi BRRpk Shorein sbou
8026 bf ﬂlaﬁﬁ YAIM isafot PdléﬂSecDﬁntHbﬁHﬁ abdut 1} ldueLidf p]:@dd?.mlgrvﬁth aspirin.

o ENBUBF e Aou: 10 of i AR IR MAGREAscH ang A fpop 14

K £SRE s I ?rautmpmnn@ﬁh&hmnMamno RhPlagdSPdnicéhtration of
release pro wher ei n aspirin concentration in

pRei frelesssha 206 ef Crras Hntbafist atmvikd bouss ofpsdesingwish aspirin. In
}é& gﬁotﬂér e%%ﬂﬁ%e%t life ﬁgﬁhﬁ cc;ngeﬁlpaHE)ﬁ of' ﬁ’ilaélﬂ‘i\é 13?5 than 1 A) of Cmax

nistratl e conposition. In sti anot
enibafienabout, lﬁﬂwrsqftpmdodmglwthchsslemof aspirinis
se m th Q i ti sed. o '
By 35 Sy BB FBRE R ek Sl EORFTh sep of
PRedsing 4 subigeeaite an hdpaiin @il orﬁhﬁda}owfe‘rla(an therapgdwhdrein about

' of .ab .2 to aboyut 10_ho oIIo
Ao P A i i FFise ) aGe Tt 14 e Ghie st aspiin
InhRofiet AL IRERYAKMAEI(Y8 08 hidciaNIC iisSivt Réledbd (s Rifte} dbout 12
phar maceutj cal, conposition wherein the total aspirin

m’ra 9f rigsnsingvitheasgisine dn pRshirembodisregb dhe plasmasepneentesHon of
.ﬁ%% s &5l tharl R)96 8P €mRAK gm.ﬂ affeer %b%'i @z 90&9% PedAHR Witk adptrin. In

eased over a perlo
yet another embodiment, the plasma concentratlon of niacin is less than 10% of Cmax

until after about 12 hours of predosing with aspirin.
[00329] In another embodiment, the methods provided herein comprise a step of

predosing a subject with an aspirin regimen on the day of niacin therapy, wherein about
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about 3 to about 8 hours follow ng adm nistration of

the conposition. In another enbodi nent, the total
wal200bg4xiese of aspirin is released fromthe coP@DES1000003119

based on an aspirin release profile, wherein 90% of

aspirin is released over a period of tine Of about 3

aut. urs f dm; ni st atlo
o8 B08HGn AU ¥Ry peasi b ARG OB TR FheBedobihg with aspirin.
Id&hbt]ﬁeld@ﬁtﬁ)dﬂﬁerﬂsdbbm 90% Sf hiatig A6 isfod Felésed GRiMaAGH dboail 0
based. on, an aspirin release p wherein aspirin

|
hoyreRfpredesing withaspirigs %an%hegrergﬁel@fn%vh&w Magmg coppgggration of
10YEH iseRWAnCDoPES EdE uitil a@tl@PéHou?’IG RouP8thiredbstaUlith as I1rm In

followm ng adm nistration of the conposition. I'n sti
yehendikar cewbdignentithe plesies eappentration phniakin és legs tharpl (% af Cmax
itk GRS ol BRALRGCAIRORL LidRRRES o0 an aspirin

| ease erein-aspirin concentration in
[pr:t(l]a Irsar@theat:mbodnhmnt iR ahodSipeovidedehereaan pamprixg actep of

about 8 hour I

ArifFeinec P BeF onTh b esR R A B 081 of WheEtmismus whsrn bout
8096 of 1A AP [sHok E&éﬁs&ﬁudﬂ‘khftmw NduRes fRpred s gprittsaspirin.
ni aci n/aspirin pharnaceutical np05|t|on erein the

Ingngtherambadimendgaboyt %Q;/g@} {11§lelé’} Cdgserg)t release c{m il after about 8

KRS Srd oSt Q\ﬁﬁxeﬁpi?ﬂ 3R aRtRrehibolilefn eI Nad ddcentration of
mhereln 800/g irinis rel eased over a period of

nipgie lsdﬁssaMO%,Of mgp yotil aftenzhaus8 hewrs gfpregosing with aspirin. In

}26?7‘%?(1)(8#1 E@%H%ﬁmf’fthé é;\? ngéquﬁgéﬂé;a'ngﬁlo 1Qci§ﬁ§q§3&%5an 10% of Cmax

’t ot ose o aspirinis
urell efieraabloditrSohmuthef prcﬂqsugmltmm@sed on an aspl rin

@@éfl Seﬂgr Og{flr gxinb\?l\é] et Olﬂle&{B on Pre (Iiegilbher In? 8orrﬂ%rlse a sgep of
;ﬁr@didsﬁigl d @R%dﬂdﬂviﬂﬂl o ﬁs’pﬁﬂrl]rﬁfégﬁxﬁentdm&he QaypefSiiddiotheraby, wigdrein about
anot her .emhodi nment t t ose spirinis.
RBF ahsein gt espbun g Daus BRTant Brefigypgvith aspirin.

TnSn6@eCerMbihéR; abdEI®h B ARBIAUC GORS Blédsad it aktr about 6.5
plasma is greater than 5% of Chax over a period of

hquseofgredpsipgiwith aspirigh do anghgismbedimsnt., dhe p{gsma concentration of
rﬂ%ﬁ]&% l§§srtﬁ§rf 9% 8f CHAF g rq%gls hiduPB.5 hloUrsSbtf I})Hdoﬁﬂgw"tﬁraspmn In

nment, the tota dose of aspifinis
yee Iamih@dmthdmemhehtcpichncmrabas efiniagin anlessstharr 1G90 of Cmax

i nas concentration in
%g greé?grgf OS%@WR¢5%hHX over a period of
m‘nm] of Ilﬁzhmtlter émbOdlabﬁutheGndftBMSQDré\oﬂédjmrmg comprnse a step of

@%ﬂ}' o Jtelc{)\?{gf?%%%s&)gragpeﬁ SI o nﬂ@[ %fo 321204 }P%%Pg wherein about

808 6f Riaeis UE b rﬂﬁ%lé@@@uﬁmcaﬁkr ARUPORbUrS Sﬂpx‘é&'&ir@ Wit firin.
total aspirin daily dose is released fromt

nper embslimens cabosho 0 ohairiniAE & @éé@eaa%f"iﬁrl@fter about 6

PME‘?J ecﬁg %Qvnhaa%girfn' Mn hRoth&! RS fhAY, @l‘ie Bladtd dderfation of
bo about 12 hours follow ng

aekrm 13 lsisrtbzm 2% of Ctmiaw until after about 6 hours of predosing with aspirin. In

yet another embodiment, the plasma concentration of niacin is less than 10% of Cmax

until after about 6 hours of predosing with aspirin.
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conposition. In another enbodi ment, the total daily

dose of aspirinis released fromthe conposition based
wo@eoand4aspirin rel ease profile, wherein 90% of PEEPE20091003119

is rel eased over a period of tine of about 3 to about

12 hours followi ng adm nistration of the conposi tion.

B o eBediment e rpoared T b LB a5 step of
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80°%ef pipcipdife 1530t geleased until afterabeut ¥ boursof m@dosmg with aspirin.
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mgm d @ gnotifer e%s&s&dt R thOB proVTBRBhdéin BompaRt
an aspirin rel ease f’lle wherei n 80% of aspirin, UC

predesifgeisibigchvdh a%nrplaareigemermn the gy of nizgin therapy: whespig about
W%ﬁﬁéﬂmww ﬁég%{;kawﬁe aftkd ﬁf&uﬁf §J}§oﬁﬁ@@ g Wwitlaspirin.

n anot her enbo , t ot al dose of aspirrn
]@np&ﬂeeaawlrherunauohe%% wpoetini AJAC hmmﬂdelme@nntdsﬁmr about 2

I”rnoulrse 5§ pereJJors'%fgl“lliﬁ*f aspirin. In another embodiment, the plasma concentration of

niacin is less than 20% of Cmax until after about 2 hours of predosing with aspirin. In
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wherein 90% of aspirin is released over a period of
time of about 3 to about 6 hours follow ng
W@elebnissr ati on of the conposition. In yet anok¢EDS2009/003119
enbodi nent, the total daily dose of aspirinis
released fron1the conposition based on an aspirin
r. of.i rein aspiri.n concentration i
¥ aSitae Brog b Y Ramosaro iy SEOERR S e Pl G of omax
&mim&afabamOuBs& fprédiRing vAthwpir. f ol | owi ng
adm ni stration of the conposj tion. In still another

QRS mianother empedignent dhe ettrls@reyidesigrein fomgrise 2 step of
ﬁr@éic%ﬁt%eadsui)fegmvfﬂh SspRATREFhdN NhOASLEEE HaLiRtheADR! Whétein about

rel ease profile, whereirn aspirin concentration in

%Q"/agﬁmams AJJG@ int et relensed wgdaber abenk! bausof gredesingwithfaspirin. In
I

%‘ng%ﬁ IQrfg Itt ;&bo;u??ﬁz %g%}?ggls I&isn ﬂc?c 188%45@? ntil after about 1 hour

dr]imtwismg mn;h atshmmm%n hmdlsermrrﬂmdﬂmdt hl&r;ﬂasma:mmpcnt&aon of niacin is

Pt SRR i B AT at s Rpur SRR e SR . T Yk another

m@ﬁd:ﬁtl 188 phan e doren@dtion D nfakih i§ RIsCMASR 10%fidnax until after
wherein 80% of aspirin.is rel eased over a period of

oKkl Beur gbsisdosing Ulta@mfmle hours fol | owi ng

1%631383' ST &fokRR eﬂgoalhﬁnﬁ W&h&ds%vnﬁéﬁi 1RRGh B&hprise a step of
||Tent the total 3 dose of aSpIrInIS
Gs [

preql@alg@olswjeetmvttmsmmér?c bbfaseelalt@ﬁoraﬂf sigpih ithetiapy. Such
r@ﬂr@aﬁégm ‘}K@lég% 8@@&%@%% LA L 91§£’§e a's;ﬂyh? r'hﬁhﬁg)ﬁed

over a perio O ut
@33%] 1t ztm»tlres efbbdioenn @eanh’tiwdsstmadeddwnmﬂ cornprise niacin/aspirin

onposi.tion et _.anot di the total,. . .
SRRy it ! B R e Phs T BR e Blhen e adinid-lperine
drag etheOtha AiadiHPilh ax:ibthalememwhafﬂhd rﬁetﬁ@d‘sﬁfr&iflﬂ?dilsaélhlcﬁmprise
concen ratlon l n plr.asna_l great er than 5% 0
o ook BBHINAPSHIE tEBET B BETRAmPIISING 1 S e Gi-diabetc

doRhds Qdl Bsti-BeWErihstd Aeh@N of the conposition. In stil
é%other ehbodlnent 2%%ehe t ot al daléﬁ dose of aspirinis

0834 s ebn #riother f:méo@awpbﬁrqvmﬁ appagethodsrfonrsdueipg AY lﬁast one
Jo%a{)%ﬂélﬁ of E&fﬂJsﬁlng\Q?ﬁg 'n‘l% 6:%5% 151@3&9&9&%&5@{& apﬁlb

snma i s greate X Over a perio
macrm/as]ﬁrnaﬁmuwlaﬂ:on .0 Thése gymp®mis gnplwdef blhtlmv\llmged to, redness
ition nbodi nent

PREGamRIAL B e PIRNe sh L hR RRR R or e
@mﬁrnaceutlcal conposi tion mhereln the total aspirin
seisre sed fro the co tion based on
R4 1P ooy e2batBRGY P8 aciAGBRACHIS Seress BR Aror ailandin-
feRkRATRARYB compASihg 8mMiistdringRo @lpatidie Whiaeint RpaRRAbimdlation.
hours follow ng adm nistratian of the conposition. In

M3 e r Ineantothisr Fshedimene Prayider ageamsthodidordesreaseddisqontipuation

Jﬁlleﬁﬂ?ﬁ&t&éﬁ%%ﬁsﬁg H@:ﬂ?rhsttérﬂ{g téazﬁﬁ‘exf?ﬁ nHei jrid fdrmulation.
rel ease profi whérein 90%of aspirin s | eased

lowet arthze pmbgldlafent, pravidsfl agghmethods for increased patient compliance with

niacin treatment comprising administering to a patient a niacin/aspirin formulation.
[00343]  In another embodiment, provided are methods for prevention of aspirin

hydrolysis prior to its release from an aspirin/niacin formulation comprising
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5 to about 12 hours follow ng adm nistration of the
conposition. In yet another enbodi nent, the total
wael2000t42195e of aspirin is released fromthe coPEDER1000003119
based on an aspirin release profile, wherein aspirin
concentrati on in plasma is greater than 5% of Cmrax
er erlod of tﬁ1|ms .of abo 5 to about. 12 hours
'P‘8 étoa‘ijﬂ‘it‘r‘?f‘% P ABRIBHNGF! %“‘E%‘fﬂé‘o%’ﬁ?r%‘rflsl"rﬂ ‘E‘PTQPF‘“‘C'CS

AL med¥buehi 18 Have UITReréritkélbase gidfifesdose of aspirin is
rel eased fromthe conposition based gn an aspirin

108344 s e Imanother aspegi, theangthedsrevidedhsrin ﬁ%wbmssﬁ tq treat
ﬁha%mrbﬁs gsx%ﬁatvsgcuu? meésgs@d%hp%%a@w m@taBETid A6ka0ls,

time of .about to about 12 hours follow ng

mdhiding shut aof lonlte;cf totdiabeteambesibt, mstabolinsymdeonaybuadigenstic |

éqg%mnﬁﬂﬂggs%oa t%X t%qni‘rgis@b QQAE%UPJWE&HJ aci nfaspi rin
rnmaceu erern e total aspirin

mams; diﬂaedogge a:lgaﬂeedutfable ﬁmﬁthememnummwdedlhdsrameﬂn mlude

an, as ri@. rofIHJ %rei.n 80% of .asgl ri.

prajogg S'B&r" SRFelfte doserept aFpitip it adegigen st 10

aRuhElatedlah ayylmmﬁidnoﬂy &ffdcatd AefRbtivdEnciPiP&slelth©RiacihNevel

anot her_ enbodi nent, the total daily dose of aspirin.is

reathen 3 dustr gHsing ieveb AP &n PomragRgviigh Biedusss .tl?q gffective level
WehRasfoltifll | €, wherein 90% of aspirin is released

over a period of time of about 6 to about 10 hours

09846 wi r@eamthcvdssnm'm wrtretmerof 8 ovjess iwithaspirinin greamount

Ul ﬁ&gﬁ Hﬁl@gls of‘ ?lgl%m gﬁis(gngzsf‘h oq] eﬂﬁa@ﬁfrﬁe‘ﬂt tﬁ‘e

dased € COo I on an aspiri
pretreament(is ocfntlhaed fmhelpemasd aSip# days peion estiaisiration of niacin. In

TN O T Y

AdPhihRWhtRG GFGhIECTH. snhryat arfdfhe® EmbbdEmetIhe prdticatent ¥ cohiimded for a
anot her enbodinent, the total daily dose of aspirinis

pesiodad def daydRTIPHE ROIBPBE NFBIioMased on an aspirin

[@b?ﬂseﬂﬁhﬁé blefreattRfl, %Eﬁ}rlﬁ‘%odd?ﬂlﬂst@%%?ﬁlttlﬁﬁt bi¥\ddsB daily. In one
plasma is greater t han % of Cmax over a period of

embadimentadspirin i6 admmaﬁwgd ml‘U/OPPG urrase flosies dalyn A extended release
n-E%J]fO% n?atyI b%%d%lnlgtﬁt%gWQﬁﬁ% é:gﬂ% tHafl 9%8%%?%62@9{5Gﬁ[e

S provi erein
eleape fofmpwhittogoniging samtbgqunmewmhemm @epéntiafiomsegfiag@nnon

[oBad12 78F rphiogs BupBERE0iae s SRy 3iis igh 8 st bie
piacd @flbd’hig MintiRisesdal rmhe mdci’h ?@pb&gfmlﬁw iAkiatly aebdashge level
90% 0 acin rel eased until after abqQut 16
1Bighds %'?ftl%?réa%guﬁgcw oyeping ieHects in e, gibest or may by
saraRicPRNhitiall @tapio%mvslojﬁaeﬁgédqsrbgresswemﬂoa@ﬁmlomrnhg:scﬁ)sage
t han 20% of x unti|l after about 16 hours of

svelsroEhadpikvidopags 9 niacn, mphbeekencat gpe e Ofbo dividsd into ydtiple
%&;giﬁﬁerﬁ %}(&%B@F 3.9Rinds pet 84, "Edck d!)s%sc%ufd%%ﬁllg%b <Ezlpsules or

tablets containing a dosage form niacin and aspirin.
[00349] On one embodiment, niacin can be released as immediate release niacin,
extended release niacin, or biphasic or triphasic release of immediate release niacin. In

certain embodiments, one pill could be formulated to contain an amount of niacin to be
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until after about 16 hours of predosing with aspirin.
[00327] I n anot her enbodi nent, the nethods provided

whegoeitse78pnpri se a step of predosi ng a subj ectP@I/UK20891003119
aspirin reginmen on the day of niacin therapy, wherein
about 80% of niacin AUC is not released until after

re reﬁ%se 1mme?1a eal\)f)ag r agr ed Saltlﬁﬁ i 4 gn% as mé cﬂgientp 8%2@@ glr]ld be
forhulatedftd esntaih @mhmﬂadnthxﬁ ufaSmth) bp reﬂehssd agpur hburgafier i n.

anot her enbodi | as rat on of
TIPS 146! APRRR ORIy he Rk 0114 BF Fasmulsgighio confain an

41R8UNS oPhiadlh SBSieRdsed dbButeSRivkd d¥ter hﬂ'm)fﬁ’sitraﬁ@@t [Wednother
enbodi nent, the plasma concentration of niacin is |ess

armkedlimers e Ritaculd;he farmaateshto spRiain 24 of niscin to be released
ﬁ{?ﬁfjp ﬁéLﬁg éfsl‘ér aam?lﬁghgl' Ir{ %ﬁ%ﬁ:mb@dlfh@m BI?J %ﬁ"EPQIQ'bg?&Imulated

e nmet provi erein conprise a’ st
tprcedt@m amcanzous LI readtin (o hdrebnsedapoutdrhoru@gaftw adromisttatiord aip

St EFbRulaft, ARy 4P AP TutRithe Btshibln B o Bygtatag o be
releasedabputrd lourd affteaﬁdxhhﬁﬁtraﬁamolihl anether erﬁlbrsﬂmhelﬁp%eqflll could be
r[él acin AUC is not released until after abggt 12 ours
Fmpatd §3 FtainAR ﬁmagfﬁ. nein th b FRleased akavh e'f he
fAnfiaidRatsgancentration of niacin is less than 20% of

Cmax until after about 12 hours of predosing with
98330 nAlthpughenredasingtyeith eniendedeiease pspirime onducted as long

é“s%?@élit E&%b%g%&cé“n%ﬁenedﬂ%d Jﬁéﬁ JsBﬁfﬁ %93{919& ste?é@b‘p {8 ddys

af ter about olrs of predosing w aspirin
Hri0 3@ dminrsteamgnfrsin. dnbocthﬁmmnbodtrtmt,rmplhmdsaqsmowted@bup to 4

erej.n conpr i n subj ec i th an
cp rrlorntgrae Ilnlgtgrl%rﬁ' %1 R 51 anB{l%g %l%g%cﬁrﬁl%?thgs:fggry 1fs a%%ﬁenrlsé%ﬁd up to
hthr@QtoLa@lh‘nﬁi@tﬁﬂﬁﬁﬂMh&O% wét anbther dedﬁném aspirin is administered

rel ed until ,after .abqut. 10 hours of d05|n M th
i S P AR HERRTDR oy, AROUT colOGHenh paifh

a@dgnisﬁzrdalQIp tbal Raper teidhdinisttig nialiaUtn dddttee @ﬁlbodlfnent aspirin
predosing with aspirin. In another enbodi nent,

s P stereh BR PhUsTPRAT (R PABITHSTE TG { gt W)aeéﬁmbodlment

th i¥! Q&&lms@é‘r&?ﬁp &P HoulOpr R WS %ﬂ%ls%ﬁg%ﬁcﬂg Wiahéther
aspirin. In yet another enbodi nent, | asma

aubngémentaaspisim ioadministsred upstol lélslpursmmrm roihis@mag niagini. |In

0 [
BBl B AT RPN BBy
Hieciei M aorer embochmsntemquﬂn pradulosstergd ap sub) hmlrs mutrho an

irinre of niacin thera
B clBo8 B mnita Sraih e opdimitst S AT e b doursprior
t@Qﬂmﬁm&eﬂ@ngﬁl&clﬁ)f IrPdrR RS biBodineht, asptiin isRdmiriste@@uP € 6 hours
enbodi ment,  about 90% of niacin AUC is not released
RIHArit® acgppésgerglg&ﬁcng In yet another embodiment, aspirin is admmlstered upto 4
hours prior to administering niacin. In another embodiment, aspirin is administered up
to 3 hours prior to administering niacin. In another embodiment, aspirin is administered

up to 2 hours prior to administering niacin. In yet another embodiment, aspirin is

administered up to 1 hour prior to administering niacin.
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hours of predosing with aspirin. In another
enbodi nent, the plasma concentration of niacin is |ess
wao b@n/120% of Cnax until after about 8 hours ofPCT/US2009/003119
predosing with aspirin. In yet another enbodi nent, the
pl asma concentration of niacin is |less than 10% of

ft bo f, d ith.
R o in enscesPa e b oL oS b R pdle Bhhing
Wntisipddheiistein€ AMJubfet BpltinaRceficd) cempsditich conspHRinged

wi th an aspirin reginmen on the day of niacin thera
RRaTRYIm BOURE BEURaFCoRPsising adviel dally lope EasBisiaed apgtsh to

AolifI008RY  InBmstHRPUh Boddhe ! 6 @&amuwm U%slhh Bf abdut 80 to

anot her enbodi nent, about 90% of ni aci i S not

ahohts0emig uhtt anlother embodiment; the terahdsily sloss Ofmsmsnf ABOuki8 o
I n anot her enbodi nent, the plasm

%c%)’ﬁicfgdr?{hrl%tl on of niacin is |less than 20% of Cnmax unti l

@03%2] abooe dntwdimentsthefoty negos daidy daest fis dopt 80 mg that is

Al Pore T EE RN ol eRBR Tet PaseLePhia S dos i

4wouf 80 Af it @dekh&d ovet 113 Ao period. [rOR3 Bﬁdthdrrém’bﬁﬂhmf the total
enbodi ment, the nethods provi dcﬂ herei n conprijse

aspiin d3ily dpesdis abony 84 “%‘Bf"e‘é felgsechovss a 29uF psiiqdedn mhen
dhiSodia¥nt Othe wtaqs&nh faenﬁea{se M&m{esmm%hmﬂt‘s x%fea/%é?lfov@f 2¢hBur

AUC i s not released until after abodt hours of
pariedon anpthr embadipient, a subjpctanprediesed enﬁmmnlacmﬁbmpy with a

%Ql%&roa{sg?fnqgé &eﬁ‘%ﬂ'«lt@d ?ﬁ&ut h&b B3R ES UGIIS blafoﬁé ﬁl%lnm%ﬂy %n

our's 0si ng W aspirin.
zafoﬁmdembommenhexepbtasasplrmugrdbsas almut@ﬂ mg.acin is | ess

20% t ft ab
(o380 18, St SPosunfM the B ShaifiR Tl fosP e iebub 20ume et s
&l@mv@ﬂﬁﬁﬁﬁﬁﬂ ki@ N Irénoftied6mBodifehte f2 tbtabaspikdailly dose is
Cmax_ unti | ftelre about 6 Bours .0 1|cr)lr edosi n '

t
2hoyt F30me gt [sapleaseg oyergad Hoyrpgrad) Inyygt 2108t é?mfbogllmem the total
?‘hi?ﬂdaﬂ? Abse i ABoUTRLH ﬂr%f)thﬁr@i'@léi@&i KR 8B MoGOFARIOUS En @hother
Su

predosi ng a ect with an aspirin regi men on

Qm@d@ﬁ‘;ﬂtoﬁhe mteicqswrweﬂhﬂyse inpRoub i 3 me dhat isgolspese aypra? Rour
é} i ¥n Mhér%h%@&%ny Qtshiaje&flg @s@@ h gelétfﬁlagfn therapy with a

e osing wmth aspir I'n an er enbodi
QO%MSphinaegimeAUﬁtlatsd abrut 2 elama hgpis iblefoad tneﬁmalmmy 5

0 redosi n QL n n
B85 min B PRE el b SRRAHP R L o0 me ot
teleared20% o8 hanﬂapermﬂt il arvtlice embbditient tHeaotakaspirin dally dose is

redosing Wi th i,rin yet anqt her enbodi
BlodL D O AEL GG Gio HoLLRTPT 0% Lok BRARCT g ment the
ot Sspiit ddil gadots@ [s 2BBQUL60T ST 1§ rélEasBd 6GQ%I 4 Mbunbédibd. In another

aspirin. I n-anot her, enbodi ment, the nethods
?ﬂamﬁua@ra, é,tcg@lresgnéwmlg dosg |§§lp¢1t 460 mg that is released over a 2-3 hour

period. In another embodiment, a subject is predosed on the day of niacin therapy with a
similar aspirin regimen initiated about 2 to about 11 hours before niacin therapy. In
another embodiment, the total aspirin daily dose is about 162 mg.

[00355] In one embodiment, the total aspirin daily dose is about 240 mg that is

released over a 12 hour period. In another embodiment, the total aspirin daily dose is
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predosing a subject with an aspirin regi men on the day

of niacin therapy, wherein about 80% of niacin AUC is
woeiong7eased until afetr about 4 hours of preROEUSZP09/003119

with aspirin. In another enbodi nent, about 90% of

niacin AUC is not released until after about 4 hours

FrouChERE Bt rred ot Shotrefrl FReL SR eoBoR et e o

&SpRih danly idbsedik bBsut2hoHig tHatthHleﬁls@fovléf Sd(hsuﬂﬁbrint I another
aspirin. In yet another enbodl ment, the

SEPRIAETIEDF Bl gppiHn Al dpss 1f kot 24(Lme 1*@6/dscrﬁlee§$a>9verrﬂ4 hour

ﬁefn%w IR er 8mBOYRne G sQlBJ@éj(C?ssftn@gos% bR tR3BY ToF RiacihQRIIR] with a
I n ‘anot her embodi ment’, hods provi ded herein

doilpr dspisingegimep injfiated sl Prigjabous L heuss bQﬁoteml@mn shesipyi n
%ﬁg FFHngink&eK%ggta%sR nacﬁllllP d'égl:eg QQ&{? ei n about
. 0 unt il

niracin ease after about 3
100856] ofin reemiamidivgeny thértot papirin dailyndasa it dbent 320 mg that is

b 9 f
learen et 16 B eriad oo SpPoliagiife fig sl daisdose s

dHduelIlt Mg thae i¥heldageB BV er 4 1121 Phak PBri6d N@e/wt driditied 8BmBbdiment, the
ni aC| n.is less than 20% of Crax until after about

3
ik pepirgt daibyedoss isrmloui 120 ragsthet s released gvar afhpupperiod. Inanother

mgfﬁ% t&th%sﬁklaﬁaﬁy e@aqéemoruaﬁzmg Afat 1N l@rehgadlo%ell £5.8 hour
than 10% of Cnax until” after about hours of

prriedodn anptiir embadipient, the theDaPEIn danlyaiﬁsﬁt isabowt 336 angthaftis
Jeik% délﬁg t\@logl? hgﬁlﬁa\&lgﬁ dl$¥{?ﬂ‘lep e&lBSmHeﬁt a @ubﬁéce(‘ % %dosed on thfe day

I'ng a n regi
dsﬁ rAgdimtheragy ayith,a st\dndaxeisplrmhegltneﬁ @fitiattd abomc 2 o AAJGt ilG;hqsurl;

| eased until after, about ho r f
bR v ireiofAspthsh o iaet MeduteBER By Afsech hPbur
FdGngs not rel eased until after about 2 hours of
edosmgvvlthaplrln I n anot her enbodi t, the .
@P 3Hn Gosnouhet eapbaimesh th taial foi Mors lugﬁsanﬁgﬁe% Qffaspirin
FreRatmBit! IIn %ttaﬁBthéibé?HEod%nmuafsﬁlrﬁlfdoﬁﬁg GR$hARY 24 dafYs of aspirin
aspirin. In 94 LAI-3022687vi yet anot her enbodi nent,

pm@eq@ma@nﬁu@bm@mtmsm ey of amimpedinte er ¢xsensied Friersq aspirit

JHof i1 after about 2 hours of predosing with
aspirin. [00337] In another enbodi nent, the nethods
[ﬂﬂ&SS]dem trer anbrodooenpy the elaamsaslapmcwbnqudmmfmgexamtﬂb regtbe a

nre n,.on the day ,of nlac:lnth P
AP RRLE bR SEO0TER P ot Pae b Ry ST Ry e

af inefiediortleate hiatin. Of antied @mibodiment, meaﬁajlm-lafplrni nombmatlon
anog errbo bout 90%, of r] %I n AUC i s
biusSer el Stz R BatR Imier ot Ao BRIy Pl SoREd fpdiate

RS 6%xtehﬂe@t@%§@ﬁ1aﬁﬁ%d'tﬁ@6ﬂter 1628 isdspsiBand the other layer is an
concentration of niacin is less than 20% of . Cmax unti |

racdiate Fbease ar gxgendedfelenseaspiiig with aspirin. In yet

ﬂ,@ggd']er In an alternative embodiment, niacin-aspirin formulation may comprise two
tablets, where one tablet is a delayed-release coated immediate release or extended
release niacin, and the other tablet contains immediate release or extended release
aspirin. In another embodiment, a lipid-lowering drug other than niacin, is optionally

present.
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enbodi nent, the plasma concentration of niacin is |less
than 10% of Cmax until after about 1 hour of predosing
wowab/1espi ri n. [ 00338] I n anot her enbodi nent, PE¢EUS2009/003119
met hods provi ded herein conprise a step of predosing a
subject with aspirin for 1-7 days before initiation of

D300 It Rk pmbeimel F pHHoR By AR Bcne D8] freiades

rﬂﬁ]@i preporgishoflh BRBidedtrfleasdRERIAA SorflutiddiRded @ B Methods
nprise niacin/aspirin dosing regimens that, reduce

mp\é}é%hqrﬁa@aéa THQISAPRRILiON e anHEAMCSHRpeleasqRspigin, Which can be in

thé Borileh@WRT Fordh. dht dmplebfate tRAR M&mekny ks AR REE] of aspirin to
enmbodi ment, the nethods provided herein conprise

ani effsciivelavelaep the nxtdmipdnglease gortonsndintaink ére affsativd lsyelg With
t
tﬁﬁtc;or_nﬁemglﬁb Xhea 051 éep%?ltod 11 "6@%%] ??9&%%%)?% a{c]:qmmedlate release

’ens ve a n-an
;mmmdcbﬁnsmm cpn by frddeOabeSOnm poasit dose anddhn:wxngadad rdlemas tlosage

§mlml<§:{) Gan, egp] fe&tn??%g{jl#f aé r@ )ég@}t %ﬁ@ g}% rgﬁaﬁse% ovgr about 2 to

ﬁﬁﬁnujmﬁmgn These synptons include, but not linited
redness, warnth, tlngllng, itchin bur ni

@%lrl | Incenessghodimasty Papitided hergin Aty e Pbiedeing piacin-induced
lshihg JJ QQ@tﬁé&t cbipA&RE Q@rﬁm?s@?f?l%'t@? Bibjed? quﬁﬂﬁéiloﬁrc%mprlsmg

netho s for decrea5|ng prostagl andi nrel ated sid
didieandsa 6m+pmh@utmg regimenio§ ihupfoten in@mpuptstvhieh arg effective to

034 h
1@?}%% élrl] ﬁl?]s:mr[ép(ﬁh d;[eﬁ'é&g{ugg Ntc thL %d % mé ggz?g)tg Ezgn, reddening of
tte sldn,enidfou didvieo hkcnéensatmn) whieredrathergotd] ibaprpfen siailg dose is about 120
adq%%1 E?%Qng to a patient a niacin/aspirin
gt N8I n yet another enbodi nent, provided are
003420 ds If &otieh 6mBEdiREn pidvRiel heifdre ﬁi%ﬁﬁ)derhedUcaigl ritacin-

treatment. conpri si ng adnlnlsterlng to |
ipfluger ﬁé“ébg ) hSUDHChEAN3RTISHS, 2dinaiaing o %yﬁ haerﬁbrmulatlon

SR ding8icin M@é’ﬂ@ﬁQnﬁﬁﬁmg‘?éé?ﬂ% of iRBoMEBYEN T ARoudks which are
aspirin hydrolysis prior toits release froman

@f&vstwq to/reduseithe ﬁttshmal(mcluemgdwﬁpng dichiggomawling sensation, pain,
fe@en ?}%ﬁ&{?f?e?éﬂu?q ok BlE lﬁl&gseﬁﬁ 1@n)p@f1ér@n1tthé H)Ft‘al indomethacin daily

aspl /n|a0|ﬁ rmmul ation erein aspir
duse isggbant 35chg o mtmmgl n nicr oparticles have

' rent reIe iles. 0344
e s
dhdigfiRictEflahig, inadubjec\campribiag adinésterag, to a subject a formulation
dyslj pi dem.as,, apnd, net.abol i c .di seases, . incl udin but .
SBPrIsINTaSH #1 BaTBIng sREimE Of Rhep KiBurenedy AlioyRs Which
AL ETERNE ko fedadhé ABdHiAd @SclaisOBUraingditoMidd) ctadging 3&Rekion, pain,
cardi ovascul ar ri sk,
reddening of the skin, and/or fever like sensation), wherein the total phenylbutazone
daily dose is about 150 mg to about 200 mg.

[00364] In another embodiment, provided herein are methods for reducing niacin-
induced flushing in a subject comprising administering to a subject a formulation

comprising niacin and a flush-inhibiting regimen of naproxen in amounts which are

effective to reduce the flushing (including burning, itching, crawling sensation, pain,
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[ 00345] The dosage reginmen suitable for the nethods

provi ded herein can include prolonged nulti-day dosing
W@Roospersfi c doses of aspirin with a regi mnen wEEsS2009/003119

accumul ates an aspirin inhibitory effect to an

effective anount before the niacin |evel reaches a

SR UERR b ey S Pon @G R R daiy dose
i[s@B&#G]SO frizeto la’mtlhade mgivol ve pretreatnment of a subject

ﬁ‘l%& iri S anmount fflclent t |dn i bit

I} es msanot epsr-*'a ?%zgweahaml hegsigy mefhpdy fy treating or
ﬁ@%@ﬁhgﬁﬁéaseé AR SRS HcRIMg, bt n%@ﬁﬁ'nlitgdltbd(lﬁ @isordeRTi 0d
of 1-4 days EI‘IOI‘ to administration of niacin. In

lnepratein mebotismréraludingibutmoblimited ivefyslipidemimdysiipearotaipemia,
l?ﬁog%télﬂ%V%ro%uélm%eﬂﬁleﬁ{?’églﬁ\&%%{mo@ 'tﬁ&lrcm)fegt@roﬂevels elevation

cin. Inyet another e , e pretreatnent Is
Q’fdﬂWldnnmtd lfpopro&eupewncgntrajfonBeldvadalygf ptgil)@prldeoccmh@tratlon lipid

Ay Pin o7 e RRE it b LB R LB by,
clinginstidnda biterbnomsp bilé ﬁrodﬁct&dmmﬂl priexisethel proliferatarractivatal

doses dai | ext ended. rel ease, dosage f be

LSEFRLHT agf%fdyé%? 4* rs’t(elhglgor&sﬁs Te glufosg ety *gr@%@“g’ but not
N o 2inSul lnfle @ hcef ﬁﬁmreaﬂgldcssenbmahaé MApSitddl fhsarn§ Z%mcose levels
pr ot ect ive serum concent rati ons of aspirin.

mihloadedinbries melfituselipasyevanhy. qeatral obatiiynprrphera hpoatrophy,
ag:;et.e !nééﬁer?ﬁedél%n _fd_ﬁ%e@éf?:'umr)]ﬂ‘a n@ﬂ kdng1 A1bASd, And SepREENE; (i)

mnis ni acl be admnistered initially
eardiavaiodaghsdrécve hndyteiatdd vesad@rfdisocdleemmctuc!lqgr butuotlimited th,

atgevrr\?%dleggs &S I%ﬁalﬁ 1or21,| ﬁtopo ?yu ame?)g Ih‘sea?{ é'l%\éalja},a mfeellrctslor&j

grriygimeiasdtial fibrillation, rhe:m i/ajvednsesage dleaagalukeem’d@myﬁbahy,

dai | y dosage,.of .ni acin ak onhe ti or be
et PFract i Ppoleace A58 SO o ies I e
inF1BMaR6n mdkérs daaeh oﬂﬁﬁal&%tamlmd ralatkd BlserdemRsdlhdifg, But not
tabl ets containing a dosage form niacin and a;gl rin.

Iimdeskio) InBAMBRECR HsEMifIRCTOSH; erlphcansst, heombqticdisondess; and
Wg% %lghern%lﬂeééﬁed% %’rlﬂnso@g aaded p£lﬁ:lr§dﬁ§§ ARl RGhdReati®ils.

ic or triphasic release of I medi ate rel ease
Wioé@ﬁ]n Prayidgd betpivhare mbordiimiéng exampies. pi | | coul d be
formul ated to contain an anpbunt of niacin to be 96
LAl - 3Q22687vI rel eased i medi ately after
adm ni stration. In another enbodi ment, one pill could
be formulated to contain an anpbunt of niacin to be
rel eased about 2 hours after admi nistration. In yet
anot her enbodi nent, one pill could be fornmulated to
contain an _anmount of niacin to be rel eased about 3
hour SEXAMFLES i ni stration. In anot her

Example 1
[00367) Provided is the clinical study to establish an anti-flushing effect 6f aspirin
regimen on immediate release niacin.
[00368] The product is a niacin/aspirin oral dosage form.
[00369] Trial design '
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enbodi nent, one pill could be fornmulated to contain an

amount of niacin to be rel eased about 4 hours after
w@eiwpnissr ati on. I n anot her enbodi ment, one piPCT/UMIOL003119

be fornulated to contain an anpbunt of niacin to be

rel eased about 5 hours after adm ni strati on. In

anot her ..enbodi ment or.nul at

ot ot nTEPaR g SR TForhis spf et Bfhel B Gmoffisons of.

hours af t aficidehae,dusdtiontahd Bevetity efifhishiag fellohanl faeih dosing,

pill could be forrrul ated to contain an anount of

ni aci n t o "BYINCMALOHAL ABVSIRE BeHShours aft er

00370} SEabdtORave[sOR3MAL pRAENREY R RFHAEPS) 0% WedkS paor to the first

extended rel ease aspirin can be conducted as |ong a

@émgrveﬂt Albguatifind siestcieceived Biosinglbéereneiniacinepd wwk apart.
SRS SR L0000 S RN T i
mrp)rttcoth&lraiwpm dusé on déy! agthiheioppesite megimemprior. to kheiramatiindese on

FEE AT omif R uBiseR e b pe it s Bkérth the

1861 aﬁhdieSerﬂﬁ’gTbﬂtia% ef,e3l -pand d. Subj¢s chedked idto the clinic on day -1
aégm ni st | acin S% anot her .enbodi mantd

SFPReq & agererwtﬂ% Bours ggF iqinflosing on day 1. Prior to
lamgthéfcﬁﬁﬂcﬁﬁeﬂeé&k/éu bliiedBREY fied RATRH o W8 Mken 38 Phd thBrning
is admnistered up to 24 hours prior to adm nistering

adgyening phdayed, hdermk?. Bymienss reivired tadhs dlinie gnsday 7 and remained
RIS o5k r&amui%ﬁifa ﬂﬁjﬂbg@r%am RsingQnaflYighi steri ng
er enpoail nen

niaci n. T'n anot aspirrin s adm nistered
[0p3719 1Domle_9tipni or to adnministering niacin. In
anot her Elg rsﬁ)lgg invg %a? Sc’lpa re- I’c]losm ae%ﬂ]nepr{ ?Jn?wt‘?%#%%%g 6f aspirin

hours pri ISt
;&m‘ﬂ@yﬂ(&mng q.a@shd 162 hg cp]ﬁlm )rﬁosfoar éalystapd 20 nigbhrtudassirin started 6

ri to adm nj st ni a I.n .anot her enbodi nent,
B ferire ag Sentini fos P g e Lt RGRTSE pr 1 or o

[@dmal S PRéganstici @ﬁhamdum sifpakient &skpdi ment, aspirin

mnistered up to 6 hours prior._to admnlsterlng

ni aci n. Oreppya{Agtistnsepd dilirsabaisitod 23 pg Aspidn for the morning
ARPLRY PEENLEYs r{}i'nﬁh%? e R dBEé&HdatyQ Q450 3t S1RdBE for 81 mg

nracin. In-a er e asplrlnls admnlstered
aspirindoBthi marging ripssranticplaetdlm fwéﬁ%mgr@gplnh derithe eyening dose on

‘%‘ Eh§r6aer(]‘god| ment, aspirin is admnistered up to 2

urs’prior-to adni ni steri ng niacin. In yet another

enbodi nmSindup Beitlacebo pesocativictivespeziod @):ypadebo fort8d umg gapiror for
o adm ni,steri,n 97 LAl.- 6 87vl[00351] In

R EREBB ARt PRRdieriohLos BF D AT FYeAREROR dLtRs & 3 2

f1t &5 igh@pieia i the mdehiAgladsaiand €62 Mg absiria forth e@hing dose on days
har maceut i cal conmposi tion conprising a niacin/aspirin
és?ﬁ@d ?egl men conprising a total daily dose of

8PI3]1 NPPépadR@SH offflpi@ent doses

Group A (Active period 1/Placebo period 2): twelve (12) 20 mg aspirin doses
for day 1 and twelve (12) placebo for 20 mg aspirin for day 8;

Group B (Placebo period 1/Active period 2): twelve (12) placebo for 20 mg
aspirin doses for day 1 and twelve (12) 20 mg aspirin for day 8.
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about 2000 ng. In another enbodinent, the total daily
dose of aspirin of about 80 to about 500 ng. In
waewbhe73enbodi ment, the total daily dose of aR@EI/DF2009603119

about 80 to about 400 ng. [00352] In one enbodi nent,
the total aspirin daily dose is about 80 ng that is

sed ove 4 hour period. |In another enbodi nent,
@ﬁ%ﬁ? g/f 5@{)?63%'85fr3§'0805e is about 80 ng that is
rel easetthouedy phabmbBQstidispende@®linddd aypikin@in plabeo for oral
emodi nent the total aspirin daily dose is, about 80

aniniptationdurigg thecoutpaggaiportion of dhe Stw!fEYrtpé*ae subjecta#tsr thersubject
lﬁa@@&qbﬁ%taﬂ sEH:@mhggﬁ‘JcedﬁE’d My nqje%'ldaiflorq %?dis?er@@cphﬁtm&gldual

I's rel eased over hour period. Tn anoth

@Wbl@msffencach dosn Ibeled with the @dvméwr@bﬁrtahé theadatepindriinaectoriake
tEQ SS‘E né’}‘& tl\g cﬂcaﬁfoﬂl k)o?fdostH'tJS LWk %@Hseh%& {he%‘r?edtifabom

ours niacint ano
enduizationt Mddiativo faldagspia i Wexéahdpgnsédmor ® chmhmtge ®nHay 2.

. [00353] In one emb nment, the total aspirin
(0se | SNt vl o SR T prpiisbbrtopol ddmisisfatich ddfing
tR€ fripaGent bOrtdAGE hﬁrst@lW@@ls TRl 8) Wk dlﬁjea!;edaﬁ/wmdyrphdamdcyst and

dose i s about 120 that is rel eased over 4 hour
a;s*@vmé@redltﬂ “Ve%‘blﬁﬁchyrﬁé‘fdyé%?bséﬂi‘% AEPITNoE Plagebg W ipigtered

%El&foﬁ%ﬁ/e'h%uébﬁéﬁméggoﬂﬂ pﬁ‘llaf’l{o thénfa€ineRsEd over a 3
houf period. I'n another enbodiment, the total aspirin

198375} dStuslyi duratieniwas aprogmatelyt twelverday e aRséat to desing sgreening
R Ny e TR

pre ose PSiacn erapy wth a simlar
[@epla]i nPadgigimlabnlmg ahdstoedgeut 2 to about 8 hours

perore RhAChR, SRy b OaRELy) o SHER BBl s e

dnehRaRed t6'9BtaintblidBdsuppliey. i“OdatcHifg’ m]mebwwaetmdlb lh59l’®tver-
t he tot al é$|r|n dai |y dose .is about 16

epRsylated agfisia éwsetsn%%hlet@e figar yeighidp tl%frf’gg'l’i'é‘rta lts.” For
SRR Me aspilR of kidikiafSiictdnar @BlelsYw O §Rlitiifto A0Mkrs 3O hIves

ng that is rel eased over a 4 hour period. |n another
RIfEIS BRIP YRE SECappulatiangp btaiismalienderags gmesde Nigciapwsidosesign an

t el eased over a 2-3 hour period. |In another
é}}% {}%fﬁﬁ P
n%l ment O a subject is predosed on the day of niacin

(00377 py Enioillad & the mutiﬁweasmalth)nvcrlegcm (subjeits iagedraly@epd

t
el o B o oSSR e R Sl LR QT aees
wahe¢ﬂﬁﬁﬁabsln one enbodlnent t he tot al asplrln daily

ab t hat | d
005 R P B S R E RN Tt D,
dose i s]9&ubplr $A3REd & vﬂ;ﬁbwh 0Ré thoith privtto bevedn@l et 9d used

over a 8 hour period. yet anot her enbodi nent, the
gspirig| between screenmg and randomlzatlon

2. Subject had used niacin or a niacin containing vitamin preparation with a
dose of niacin greater than 50 mg within one month prior to screening or between
screemng and randomization;

3. Subject was pregnant or may become pregnant during the study;
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aspirin daily dose is about 240 ng that is rel eased

over a 6 hour period. In another enbodi nent, the total
w@epon#ai3dai |y dose is about 240 ng that is rePEERESW09/003119

over a 4 hour period. In another enbodi nent, a subject

is predosed on the day of niacin therapy with a

simlar, a rin reginen initiated about out
our s 1 SbleR} e HeripreBpEAyAl of FrogmBt metoranb Rt Bitnsial
pgefied Wathal 128@Phthi)Wwitted hiktoPsfhot Slaghe® With#didst Y. mdrids356]
In one enbodi nent, the total  aspirin daily dose is

about 320 Weﬁw 3 hgstpry| of é‘é‘@&“’dﬁ’ &p aspiriig PFRﬂ!l'FtS ﬁevtawg aspirin,

dr%ﬂ%?%rh@t@ro‘?&&ﬁ’%’i SRRmmS dr aspirin daily dose is
about 320 ng that 1s rel ease over a 10-1 1 hour

peri od. 6. Pupjset \amumntlxem@gﬁhm? megigatiqnstoa hadussid chrpnic
leééfloqgaﬁlam% géj%rl?zrztg S&En%nt.@a I s rel eased over a 8
t me

our peri o nt, the total aspirin
dai | y dds&Subgcidiaduthiady dfgertahaxthapstwdalmaesed over a 5-6

hour per,iqQd,. | not her enbodi S

ot 1 " s Spist sl par SR Bnoyfe avsshipTiobl g SR8, Wyhin 30
dh%lbrn&QBIchdentlsﬁjdﬁnOt her errbodl ment, a subject is
predosed on the acmthera){)vvlthasnmlar

a
aspirin% &gbﬁerrhqdm fwta%& alggBehor IryeFbYERINPAIS YFELH s
before n agbjact ﬂaeraa;n%mvb BlRAAIBRSI oermﬁgmg@&peeﬁ teet

total aspirin daily dose is about ng. [ 00357
anot her 1 briivbigcnhabitualiyrnaked sibagke) (P;AOctweettenmw )1 7

t
B33 SRR REShE SRR s dPRLRRLe:
aspirinl plSabjree‘atrmmnhave?mmhwﬂhmg toetaltaﬁuﬂy maycab@nam an

T‘-’%‘ggt] taglﬁ %{r} Hg})’(t %Bg ghreﬁlt an%fcﬁésa i ﬁgétlﬁrﬂl %bilecﬁmustrhave been

WiDIY t0érh4iA hohiRkl iedREbhR, fon®Pyhdies prideitd dysrig dralfb£24 hours
where one of the Iayer(?aal s _extended rel ease aspirin,

faHewingdlogs adampinistgtinn ondays L apdiddi at e rel ease niacin. In

anot her 2erReRLARMNIst hiRGeMhiAld RomBing iabpihR [MhdtahdrAhe BRprin
be a bilayer tablet where the inner |ayer is a.

wed ayeudy Bpdieationy dbunsefen ﬁﬁetapralﬂ $AHR, eracstagtinepben fgetthe
{ ﬁéeﬁﬁ?% snt'tﬁl%'ugl;n ra@lﬁgmuaﬁoﬁ) urﬂn@Xl?erstu .aspirin, and

'S an | nme rel easé or extended
rel ease 3a§mlbfe|cts we[ré)ﬁmpwmtcadrlréd hot benetdgee (eegrbrodicartna, etc.)

acin-.as n n may conprise two tablets,
@H'&gé“ Yol {egt)ll’ é{m?g tgeaté'ﬁ%’yed rel ease coated i medi ate
rel ease 40rSquebt3ﬁﬁiﬁdh£\&| refasiredfiréra iaftohalrdnsuneptioh fgim screening
éabl et COH ?I ns |rm§d| te rel ease or extended rel ease
tyeh ithe end 9t the odi ment, a |ipid-lowering drug
ot her t h5&3“Sque@fZ@'n‘i'ust h#veQBlraiREPfrbM sRIORMEMom screening through the

end of the study (day 9).
[00380] Criteria for withdrawal from the study included but were not limited to the

following:
1. Either at the investigator’s request, for safety reasons, such as severe
adverse reactions, or at the subject’s request;

2. When the requirements of the protocol were not followed;
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99 LAI-3022687vl [00360] In another enbodi nent, a

subject is given a predose of aspirin that includes a
woregoon4soporti on of a extended rel ease aspi ri PCT/US2009/003119

formul ated based on the nethods provided herein and a

m nor proportion of an imedi ate rel ease aspirin,

whi ch ca in the conventional,, for. The | di at e
"ol case. Por HER ERISITPATCBLapY el (plegreguih (he resilss afthe
idyenis reportedy 6 reqieired, brthesubjedstded rel ease portion

mai ntains the effective level. Wth this conbination,
[0A381) c GoBFBitPYTAIMERLS, educed. For exanpl e, the

| mredi at g r €hBAR SndiNatibA WaE nBSRirmitkdcan be from 20 to
80 ngy per unit dose and the extended rel ease dosa

e
f or mul at iZonTlsasubiset mpsthpee mmhwouabﬁmscmtio@mgiﬁ&tﬁons 7
over about 2 to about 16 hours. :
%gggi?%fgtﬁ%%gsﬁ;ggsghbodi ment, provided herein are nethods
for redudi njo nvachaesunttn oedichliarsiwangpermitedswithie Gtdays of the
@_o rising admnistering to a subject a formnulation
S%Fsi ng niacin and a flush-inhibiting regi nen of
i bupr of en, AgpiciAPethérthawhinhe Bspifiuglifas efubly thetiRatii)Libeprofed or
flushing (including burning, itching,.crawin . .
@bﬁ@mﬁ}ﬁ angd apqtamn@pliayveTg CxresshiePre Ibﬁ?d-asrhﬂwlfga ubigst require

dral6Rsis $o1SRel @Rtbnt HAGICRE Br §ih& stle%)ﬁJm Bl AL sdfl@bhsfderation
dose 1s about 120 ng to about "325 ng. [00362] In
wiascgiha foe tHsowe pbmeodemedrsnpgeationeVerern I Al et anstaninenhen

' i-aci ni | s hi in a subject
%’g%‘?‘%@?‘ ﬁﬁ“‘%@mﬁ‘ﬁggwgﬁﬁ% dtvsgmgn%ﬁ )j ect a fornul ation
conpri si 159 Vitaadnangrietrtzl fuppimentshvdre notngermégd deringfthe study

i.;ndonet haci pn in gnmounts which are . effective to reduce
A RFSEOTE G ELFAR s B R Dt ARF AP Do ashed
SRS Altdrkins 7Ry Ibefsredistefisndgpsef the skin, and/or fever

| i ke sensation), wherein the total indonmethacin daily

983%2]; s Assrstmentpfsafetsy apout 30 ng. [00363] In yet

anot her sgRBORhIRMssedBecidffls NedHRl deAdReIBIdRdRodiRting of
reduci ng ni‘aci n-i nduced fl us%n ng in a subject

etherpdvensagyveathri ni stering to a subject a fornul ation
@ﬁ%}‘{)l SiARGesbihasd Jt RSRing ! ush-inhibiting regimen of
e

nyl butazone in anpufits which are effective to '
reduce Epsoddsiodfiustgng (indhdidg hemings itehing, cravdinigrsgnsation, pain
SV SRR i, R0 e PRI sk o an e i
Hldanadiluinesz ogrity daptlngd d Ask)0irsmatxnal ankBQ staje (=ab duthi2®0

ny. OQ3$@1]_ In an?t her enbodi ‘gent , Hrt oVi (tjed her.ei n ar € ed

WEROBS 108 YeEuRAIGRSoH SHBPMILTRB e QI SARIYTG SgRriLY as reporte

l?}“llﬂ.b @tléﬂsje&.o FBF éa2h BEbjedthe hehBdriofgpik&ded of AIYHAEL, nRAximum severity
ormul atl on : .

of all episodes of flushing, and total duration of flushing, from start of the first episode

to the end of the last episode, was summarized by treatment regimen. These data were

analyzed statistically for treatment effect using repeated measures techniques.

[00384] The obtained results have demonstrated that aspirin, in the regimen used, was

effective in reducing flushing (53% reduction was achieved in mean flush intensity; and

77% reduction was achieved in median flush intensity).
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conprising niacin and a flush-inhibiting reginmen of
naproxen in anounts which are effective to reduce the
wo baeshiatgn (i ncl udi ng burning, itching, craw i nBCT/US2009/003119

sensation, pain, 100 LAI-30226 87vlreddening of the
skin, and/or fever |ike sensation), wherein the total
napr oxen daily dose is about 150 ng to about 200 ny.
[ 00365] I n another enbodi nent, provided herein are
met hoBganigdé 2t r eat i ng or preventlng di seases and
di sorders including, but not imted to, (i) disorders
of I|%@SVote|n nmet abol i smincluding but not limted
Eo@sssjys Ipk g QRIS & rarfd¥itiZeR ORI uBleSb I HRAMhRee- Jvé)pé%%s%v%!r Study to
over production or deficiency, el evation ‘of total
wivedtigatedheanti-Buyshing effecewitwoaspain tegimee metisesplacebo on extended
lékB&?ﬁ?éS'n concentration, elevation of triglyceride
concen ratlon lipid elinination in bile, nmetabolic
dlsorEamhwphosphollpld ellnlnatlon in bile, oxystero

on _in i oduction, and
E@bgals HEP HPBFP?&P&FHPSBEPﬁVQt 8% "Wt or - associ at ed
dlsorgﬁa§obdaﬁ@d|sorders of glucose nmet abol i sm
|nclud| not limted to, insulin resistance,

n
093871 e o, d‘lsi?é%@é abiiteptiHOasPiTipegimers o sletrenss fhishiagagsociated

{Nﬁ}‘( QingleldbsOh @AM istdliSPEf ERertdBA-Ld1EAS niakbinRRBESLISPNY |
central obesity, peripheral |ipoatrophy, dlabetlc

nephr Methdadelogyi abeti c retinopathy, renal disease, and

Bﬁ@ﬁé Cerﬁ)g?ndga rdidas ﬁfa‘él Ogg?)s&é’é i Ql'séperd% a3 ng(fjbd el ated

Iar sorders inc not
ddsk avithsoie ®f 080 ssplduypgnmmssar ptapebroo mwrsybjacts eemyamed housed
di sease i,nfarc ar.r thn1a atr
PYBRER LT hEireeryCreate i Rngesil 4P g Gy monicorfor
flaghéhigoigdctioas md otl‘i%uﬂaén’@cyevqﬂ&r Egarsilbjettsrecdivadalllahee dasiflg
t hronbotic disor g nndulﬁﬁlng i nfl ammati on
PG 4N 2 FARAEMIZEdy ! @&‘Y‘Vecrﬁsdjt"é'l’ SHRd r el at ed

di sorpgmary @g&wjm@g, but not limted to, inflammation,
i schem ¢ necrosis, colon cancer, thronbotic disorders;

ERAsv) Taeatmgnt W%@W'S@nsd}fsr@a@éce dyragion aagseyerity of flushing
00366
B SAE RIS RS KB RBAR  hvn}s0030C)

oware non-limt exanpl e EXAMPLES
Exanplaalldgsi@m367] Provided is the cllnlcal study to

@@S%%Hg&egs rﬁgtegsggeléeles?hl n&eﬁ&r%gg%g)%{neﬁﬁg td JI Q gksgprlrse Po Period
hiDag i(thé &ispidosing oish), irbhakigeastasment[cd O30 Péspcaise d;esﬁ(glmg
immediate release niacin (Niacor®) challenge. All qualified subjects received three
single doses of extended-release niacin at least one week apart during three treatment
periods. Subjects were randomized to receive one of the two aspirin regimens or placebo
prior to their niacin dose on Day 1 of each treatment period. At randomization, subjects
received blinded study medication to be taken in the evening of days -3 and -2. For each
treatment period, subjects checked into the clinic on Day -1 and remained housed for at

least 18 hours after niacin dosing on Day 1. Prior to leaving the clinic during treatment

periods 1 and 2, subjects received blinded study medication to be taken in the morning

106

LAI-3022687v1



101 LAI-3022687vl The primary endpoints for this study

were treatnment group conparisons of: incidence,
walewoattsosl and severity of flushing foll ow ng nP@DUS2009/003119

dosi ng; routine nonitoring adverse events. [00370]

Subj ects have screeni ng procedures performed up to 4

eks to,th d i Sit I alified
L5 Sl o Do a0 et B¢ pem e B Fat o i piggtores
\amfetfonﬁkmleph)sz\oefrwmlamqﬁgbaed to receive elthﬁr an

rin regimen or a placebo re rior tot
Ee%o@agl St!!diéﬂ?ﬂ&%aé'dd’;?%ag FempRsgs ﬁ'?é%’f""pt?‘i?w (ables 1

z&gq r n|aC|n dose on day 8. At randonization, subjects
recelved bl i nded study nedication to be taken in the
norni ng and evening of days -4, -3, -2 and -1.
Subj ects checked into the clinic on day - 1 and
remai ned housed for apprOX|nater 24 hours after
ni aci n dosi ng on day 1. paPs 1t o | eaving the clinic,
t hey received blinded study nedlcatlon to be taken on

t he norning and evenngéggﬁgﬁﬁ Ty and 7
Subj ects returnef&io [th £ on e .no | SRRRA Y

housed for appro wna{gLﬁégééiﬁégiTﬁiéggﬁi aci n_dosi ng
on day 8. [00371] "Dos 3 ‘H‘y—'
investigated a p %-dcsing regi nen consi sting of 243 ngy
of aspl rin per day |(84 ealhend TreatrieRa RrefBepic.
fo yr [dags and !20 |mg/mrof aspirin started our's
b1dhée®m deld|f of i

[00372] Preparatian df

G oup A (Active perfiqd |

aspirin for the nimg

the evening dose on ay

1 ng aspirin for the
ng as ;
Group B (Placebo period I4hgtive perpaazz) pl aeehe
for 8 1 ng aspirin for the norning dose and pl acebo
for 162 ng aspirin for the evening dose on days -4,

-3, -2, -1; 8 1 ng aspirin for the norning dose and
162 ng aspirin for the evening dose on days 4, 5, 6
and 7. [00373] Preparation of inpatient doses G oup A
(Active period I/ Placebo period 2): twelve (12) 20 ny
aspirin doses for day 1 and twelve (12) placebo for 20
ng aspirin for day 8;
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G oup B (Placebo period I/Active period 2): twelve
(12) placebo for 20 ng aspirin doses for day 1 and

wo nebae7112) 20 ng aspirin for day 8. 102 PCT/US2009/003119

LAl - 3022687vl [ 00374] Met hod of adm nistration The
study pharnmaci st di spensed blinded aspirin or placebo
for oral adm nistration during the outpatient portion
of the study to the subject after the subject has
conpl eted all screening procedures. The nedi cati on was
di spensed in individual egyglopes for each dose,

| abel ed with the subject nunber and the date and tine
to take the nedication. Medications for days -4 to - 1

H + aov ard
SLILE L7 n‘wg%%%h‘a‘uﬂy‘fr‘é’m =-6iot=-1h
%ougy fr -4h to t=-1h
adm ni st erje

SEa e
prior to t 109 &, DAL

approxi mately tmelve days. Prior to dosing, screening

pr ocedur eg—wereperfornmedover—a peri quPHJeboHJdnyho%t-ertU:'-Sh

Weeks g{‘g( 3Rl eoRRCKAYLNT,m | ADEL HiNG. AN $LALALS rokhin o tesan
» sourced the asplrln and nlaq%mﬁgpQchte

The aspiri Icapsul-atedytoobtarm b ided
supprres. "JE?%%lng"lplacebos wef e made by

over encapsubased artd,fjcial sweefaner tabl et so®nf
simlar weight to the aspirin tablets. For sone doses,
the aspirin or artificial sweetener tablets were split
into quarters or halves prior - to over encapsulation to
obt ai %IIF“? Jn dosage anounts. N acin was dosed in an
open-Ta ashion. [00377] Enrolled in the study were
10e3921hy Twb ldlffeemtesmemb&jgeocrs and plpesterwiére yestedod heal t h

ree ni di sease. t hat.
RS ool BTG5 e RS g I G0 e as
dB(B&Yx&br Eixhi hodey startimgn4t Mrgtrlmiyo wecie desibg.ect s neeti ng
I riter . ect had uysed
f}&”??f{] SRS et for sy B o ey CHgreeten tested

WhRdthériaNoREl IHRE Bf SHIraERithcht 8 Bspird[adrirg ahd 8iven ntirely prior to
Subj ect. had used niacin._or a niacin contalning vitamn

HrEp dpsing. grpswpffigiegt to diminish flushing.
[00395] No aspirin. This regimen acted as the negative control.

wer e di speprsed—at—the—tiwe—ofrandom—zatd -

Me for days 4 to 7 were_di enég e%hw%mmpgthh
CH'eh %elnpi{] 4x60 mg ASA pé ‘KFO mg ASA pm 8(80 m ,§99\ m mg Ag 0, rly from tv 4h Io t'+3h
di scharge |oh day 2. Riragin' as wefl 5s:§ ﬁmnigJ

or pl acebo—Fer—orat—admnistrat+on dur.rg the

i npatient portion of the study (da 1 and 8) were

di spensed py—study—phartactst—an i to—the

0 | .

SuPI"La%’nt tBy 4>Esrt\auegcy

\ 4

Preparation of individual subject doses
[00396] Treatment A
Number of Capsules/Tablets to Dispense per Dose

Medication Day -3 Day -2 Day -1 Day 1

-6h_-5h -4h -3h -2h -1h 0 1h 2h 3h
60 mg —ASA 4 4 4 0 0 0 0 0 0 0 0 00
Placebo for ASA 0 0 0 1 1 0 0 0 0 0 0 00
10 mg ASA 0 0 0 0 0 3 3 3 3 3 3 33
Total # of Capsules 4 4 4 1 1 3 3 3 3 3 3 33
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dose of niacin greater than 50 ng within one nonth
prior to screening or between screening and
w0 avdosa7zat i on; 3. Subj ect was pregnant or nmayPGEUSUE9/003119

pregnant during the study; 103 LAI-3022687vl 4. Subj ect
was perinmenopausal or recently nenopausal (I ast
Iﬁ@ﬁruil gﬁrigd within 12 nmonths) with a history of

| astBYH Chin last 12 nonths: 5.  Subject had a
hi story ofNugtes bt CipsulesiTabREb DispengipeeiDotes cont ai ni ng
Me@itdtion, Or ot bgr.3mp=-Shgr-ei dal anti -i nfhgmmat ory
drugs; 6. Subject was curremhl yh Ugi ITh CGArani 0 1h 2h 3h
dedi-asd i ons or (ad @sed ghrani ®© nmediccatd orns o tthi o 80
Hays fPIAKAr to sgreesi ng;47. (Sulg) egt had a i st y3oB
lroe,{gaJSAor hepati(p pli gease) 8.1 Sybj ¢ct) had pardi @ pet ed
Toth) ARRLRGEs | Nveptigationpl drug sgudy vathi n33G days
prior to current study; 9. Subject had a history of

ol abuse in past 2 years; 10. Subject had
[gb%?iitr%tﬁnggd al cohol or urine drug screen test;
11. Subj ed¥unhizbiof GapsulesSiabletsdo Daspmusspet Pos®d ci garettes
Medicat®nk) . [ 00B#9} Syb} duy -restri ctions mii ng t he
study were the follow ng: 1:6hS@bj-@cth rAhsth Wave Zhedn
afimel-A%Yg to takedstudy medicdi & 8n &n Sulp&t len® O
MagioforafAdays -4 t hrbugh4- 1 add day$ 43tBrdugh ¥. 3
Bulgjasat nust hdve bden wol | ilngO0t 00r ePraith Rols@d G nOt he
Tokal NOfCapsoles 24 hburs 4riod td dasi Bg and3 f 8r 328 hduBs
foll owi ng dose adm nistration on days 1 and 8; 2.
Subj ects nust have refrained fromusing aspirin (other

t han Mb@odoPhdminise&Goms St udy nedi cation), ibuprofen
or _ot her. NSA|l Ds, or .acetam Qgﬁgcfn fromthe screeni gg

P3N ¢ Rhcotiydy pharmeaiftAaiperied BHededspipg of Rlacofayora
adhBhiSEitonMRkiRg BRlouFlieNESdriich SHehdiKsttBl phiRY S62A65 subtjc;ct after
e.q., coffee, tea, etc.) during the inpatient portion,
¢ suln@t baaeeynpleted dligreaning progaduieay Ehe wedisatipagvasiddspensed in

1??1&1%?! e&&&?@é’s‘ %g%&ﬂ gfogeo 'i%)%féﬁ QAN (R st c?H&nb%rqu %Sdag and

e study (day ;5. 8ubjects nust have refraine
timoto tskwthe ngdicaton. Sedieatiang forldapugrand k2 ofehtmenttpesiod 1 were
&Ep‘éﬂé/ed(a?ﬁ}’e tl%)lé of randomization. Medication for Days -3 to -2 for treatment
periods 2 and 3 were dispersed prior to discharge on Day 2 of the previous treatment
period.
[00400]) Niaspan®, as well as blinded aspirin or placebo, for oral administration
during the inpatient portion of each treatment period (Day -1 and Day 1) were dispensed
by study pharmacist and administered to the subject by study personnel. Aspirin or
placebo were administered in the evening on Day -1 and hourly on Day 1 for 6 hours
before, concurrently with, and hourly for 3 hours after the Niaspan® dose.

Study duration

[00401]  Study duration was approximately three weeks. Prior to dosing, screening

procedures were performed over a period of up to four weeks.

Packaging, labeling and storage
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[00380] Criteria for withdrawal fromthe study

i ncl uded but were not limted to the follow ng: 1.
wWERaoba427at t he i nvestigator's request, for safBCLUS2009/003119

reasons, such as severe adverse reactions, or at the

subject's request; 2. When the requirenents of the

col, were not foll ;104 LAl - 3022687v] 3. en
BRA S T e ispyred RGeS b SRR fpcighal hgef and
NRSpan®SproductsWhish Wdhe dREd ER@ptRdabeDiasis] UCEresis Thyrapdiftics
subject. [00381] Concomitant treatnents 1. Chronic
$b gurpied atrirmeapsulgpandematching intermediptrweighy plagebon st
have eRRBionasii&sy out of prescription nedications 7
days before the first dose; 3. No over the counter

1084031 at Eovedledvisr the padyriveredialihyt voluntgerg gspbjeess in genefally good

; icin (other t : i [d .
e
et enntiSrund 168 rwhosaxhibite nelssst yningmahflishirgdollShimgladménistration of

bj ecl. requi re anal gesi or, i ntereurrent headache. or
Sithbe St rePRaieR duitis® VT GErae BT ARS 100 Aim
@hMpaurinrthé NBt he& KWurdfoledRigitach apdhRirhtsh. Vere a
NSAI D or acetam nophen specifically required, the

subj Xclugion ¢i€Ednt i nued. 5. Vitam ns and her bal
U] € MBRLRIVEFEMIRL stRE WhielsBlledly He@tﬁhgtthg grogﬁa/g éTrE]tg@am

screening through the end of the study ( [
subj ect $. Hubiecbleadrusogadpirin enathesNSAIDawitlhs 2vegks prior to

f fi . af  saf et
R e O T
by noni 2orSubfcoliadatsbdniacid\we p aeacaventaining G388 Jpreparation with a
As ment _of fl i i sod f f£lushing.(ingludi
355F A Ao e g S0 BT 8 el mier B ARt ek

scectdpiaiang rafdombAatisdsi n, fever-like sensation) were
recorded with start and end tjme and maxi um severjty

capt ur ed: WDESHVARRTGRRARLPT BRHAPLGMS PERERARLFULINg e study;
flushi ng SyHREEREs petinopMBADor YEURhBAHBRS pabyalT Pk & Hioh st
used to capture severity as reported
period within 12 months) with a history of hot flashes within last 12 months;

5. Subject had a history of sensitivity to aspirin, products containing aspirin,
or other non-steroidal anti-inflammatory drugs;

6. Subject was currently using chronic medications or had used chronic
medications within 30 days prior to screening;

7. Subject had a history of renal or hepatic disease;

8. Subject had participated in another investigational drdg study within 30
days prior to randomization;

9. Subject had.a history of alcohol or drug abuse in past 2 years;

10. Subject had a positive blood alcohol or urine drug screen test at screening
or upon admission to the clinic; |

11. Subject habitually smoked tobacco (> 10 cigarettes per week).
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by the subject. For each subject, the nunber of

epi sodes of flushing, nmaxi mum severity of all episodes
w@boobliaeshi ng, and total duration of flushing, PEDES2009/003119

start of the first episode to the end of the I|ast

epi sode, was summarized by treatnent reginmen. These

dat a re anal yzed statistically for treatnent effect

usi ngﬁgsé'ﬂ‘été‘f"e ®€E8sures techni ques. [00384] The

[Dbll@S]ne@ubﬁ&ﬁkﬁtﬁctﬁtﬂ%@luﬂﬁ?’ﬂﬁ%ﬁd@tv&@e thedsliaspgrin, in
the regi men used, was effective in reducing fl|ushing
(53% r eductubisstsipest Bays begr Willing tdtake strdismedirgtionaniap.

&l tia%arsﬁ%ﬂﬁdgg 0 Xﬁﬁ-z%ﬁhg\é%ﬂ tteAmiBE bériod. | 948 2ct must have
Intensity). 105 LAI-30226 87vl Exanple 2 Study” [ 00385]

freo williad to rwmpin bensedvinzbelclinio fis124-hokts paior tordosiwgvang for at least
Fs; @’cﬁﬁ ] %Yl%?viﬁdé‘ééf adrftini AU ESH a&%f%%aéﬂ“@ea%%ﬁt'pfehg i ng
e ecis (0] aspirin regl nens versus place 0O oOn

ext ended. r®ibgasenust havenefriinedifromn usidg 38§ftin dtherphadthe tspirin

{563 hRAESRLY BBl BB ARSI oSSR e
dcfeeHlRgaiSirdubhl SaNdbRiZati 60 Shdad B Thg Whd dludyi; Nl e- dose

adm ni stration of extended-rel ease niacin
(Ni aspant rUPleckitais e igyref sodaty hotkewmess (&8 wife tea, etc)

Jur@,%itfﬂe inpElleny\BsrtiBAIBT M Sfu@yed as a single oral dose

with one of two aspirin reginmens or placebo. Study )

subj ect & rawbisicisanush bavsadiraved fipgialcobel qonsuneptionifeam screening
r [l owi ng niacin dosing to carefully

ﬁgﬁgﬁg}? g(r%?# usg{ﬂ?/hg reacti ons and ot her adverse

event s. Eduibjestshnest haveaefraivediframlsmoRingdrotio saremgping through the

regi.,xens {n a random zed, three-way cross-over
?"glgﬁirﬁg%s.%u ri mary endpoints [00389] Treatnent group
conpawiithdegswalfcrittyda dence, duration and severity of

flushing follow ng niacin dosing;. an outine . .
1089l o %ﬂjereﬁ fo ey ab e stdl na&uS@Lm@ Reroppidigyited to the
foubivafet s have screening procedures performed up to 4
weeks prior to Period 1 Day (the first dosing visit),

i ncl udi nk Bikes et thennvestigator{samavyegt, fu SpisHsEaI0Hs. FugDs sgrere

adverse reactions, or at the subject’s request;

2. When the requirements of the protocol were not followed;

3. When a concomitant therapy liable to interfere with the results of the
study was reported, or required, by the subject.
[00407] Concomitant treatments '

1. Chronic medications were not permitted;

2. The subject must have been wéshed out of prescription médications 7
days before the first niacin dose through the end of the study;

3. No over the counter medications were permitted within 7 days of the
first niacin dose through the end of the study;

4. Aspirin (other than the aspirin used as study medication), ibuprofen or

other NSAIDs and acetaminophen were expressly prohibited from screening to the end
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I medi ate release niacin (N acor(r)) challenge. Al
gualified subjects received three single doses of
we@aendsdt r el ease niacin at | east one week apaPCT/UusR0091¢P3119
three treatnent periods. Subjects were random zed to
receive one of the two aspirin reginmens or placebo
ni.acin dose

 or to thei n 1l of ea t.r eat nent
b S AP e TS FocBE Sl iDL ek ol ather
s“yhiébﬂynzﬂﬁﬁéigqﬁé kt@gy,to@nb&erht@d?mad g_’iv%d‘ltbr Eh‘ge:@d': oa %eﬁf)pﬁepa&tion.
and -2. For each treatnment_ period, jects checked
Wit FHAILps eetamynonhay épecstﬁcaﬁﬂ realifed, A URISELNEP diasontipued.
| east 18s5hetamifdn@ rhefuaﬁﬁjp?leqﬁais%r@ﬂot%m&ed Ba;ii.gg tht Qtudy
| eaving the clinic during treatnent periods 1 and 2,

(&ign] ssesening shrenghete snd afidd seidydyhaiubieststiiovn bean washedpd of
\;iaaﬁ&% 5%3;5@ Rk &\Q?nr%t'ﬁh{cﬁpcﬁ% _87v| and evening of Days -3
and -2 of t

e nex reat ment period. End of study
pr oc eAbsessmentof safaty or ned on Day 2 of treatnent period

RIS S Sy B S B

oth@atv@sd eventkr eat nent B Treatnent C A N Treatnent A
Treatment C Treatnent B D O M" Treatnent B Treat nent
A Tr edssesmentof flughitg n Screening 2 Challenge A

[_-fibﬁ@{] e isgdq:lgrcﬁ’ uSERE (i&]ﬁﬂiﬁ?bﬂﬁﬁﬂg, AcHing, cRAWIIRaEARAbN, Pain
anrdzgfcprggmingA\of th-cl;rsl?i?lf ftésgrt-lil?e sens-l;iisl?)tvrvrgg trecgrd-le-[i %va}ghnsltearg an% end time
maximum severity, and individual symptoms captured. A 100 mm visual analog scale
(0 = no flushing symptoms; 100 = intolerable symptoms) was used to capture severity as
reported by the subject. For each subject during each treatment period, the number of
episodes of flushing, maximum severity of all episodes of flushing, and total duration of
flushing, from start of the first episode to the end of the last episode, was calculated and
summarized by treatment regimen. These data was analyzed sfatistically for treatment
effect using repeated measures techniques.
Adverse effects reporting

[00410] An adverse event (AE) is any unfavorable and unintended sign including an
abnormal laboratory finding, symptom, or disease temporally associated with the use of
a medical product, whether or not considered related to the study drug. The severity
rating was scaled based on the following categories:

mild — awaréness of a symptom, but easily tolerated;

moderate - discomfort enough to cause interference with usual activity;

severe — incapacitating with inability to work or perform usual activity.

Results ' |

[00411] A total of 54 éubjects were enrolled in the study. Foﬁy-six subjects
completed all three dosing periods and have contributed data to the evaluation of

flushing parameters. A total of 51 subjects were exposed to Treatment A (240 mg ASA),
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Period 1 Period 2 Period 3 107 LAI-3022687vl Table 2

1xPl acebo hourly fromt=6h to t=-5h Treatnment A 4x60
WOorgnoad#7pm 4x60 ng ASA pm 4x60 ng ASA prn 3x1 EXT/US0ABH03119

hourly fromt=-4h to t=+3h 2g N aspan at t=0 1x10 ngy

ASA hourly fromt=-6 to t=-1h Treatnent B 4 x Pl acebo

2x, .Pl bo. hour | .
R feomfREA7, B 5045 6 reheBBo SUFYS ForDmt 1 ppulaton for
dvathdfion ¥RafeepRahioressl y fromt=-6h to t=-5h Treatment C
4 x Placebo pm4 x Placebo pm4 x Placebo pm 3x

Pl acelHBSlH%BIeiPOI“P%mt:%hto t=+3h 2g N aspan at t=0

Day -1Rcilée ofFldRling .1 Day 1 Dose sel ection [00392] Two

different aspirin reg| mens and pl acebo were tested.

004129 3] Foug subjepisaxpgrisnerd affbishingreseorsayhep theyrreecived 240 mg
r [

SSATHDASTARAL A DI RARIRERLS (7 S RS, e

tAﬁAmpmberhxﬁ tlosHing e;ﬁsdalesuthst t}he H6 sulIJeJcme)epencncdd) siamglso Tdwes when

b ilned 77 SR SR Bt D Bl m AR (o Pl

Flaebb 68 dpasoded)f The reRlilts 4ro sitbwr i guréd 818 amn&B [ 00395]
No aspirin. This re |man acted as the negative

cont rpximppeSeyeity i leshingndi vi dual  subj ect doses
TIRARBG Ity LA HTP BF AN RREsREd 5@939’6 ﬁﬁ*{ Vﬂ@b ﬁta§ lc;v\%r when

D spense per Dose Medication Day -

subjegts re®ived A0 nBASA iﬁmearh2508 i, zvﬁdsem ?6%0 wgi)ﬁlsm whep tgg%
B0BP Byl 59 G
1Badisud £ min)y} A ahalysiS oBvBiaBcS(ANGBVA) showed statistically significant
differences between 240 mg ASA and placebo (p=0.0003) and between 240 mg ASA
and 60 mg ASA (p=0.0130). The results are shown in Figures 9A and 9B.

Total Duration of Flushing A |
[00413] The total cumulative duration of flushing (from the start of the first episode
until the end of the last episode) was shorter when subjects recevived 240 mg ASA (mean
67.1 min; median 44.5 min) than when they received 60 mg ASA (mean 101.8 min;
median 84.0 min) or ﬁlacebo (mean 127.6 min; median 87.5 min). ANOVA showed
statistically signiﬁcaht differences between 240 mg ASA and placebo (p=0.0003) and
between 240 mg ASA and 60 mg ASA (p=0.025). There was also a significant
difference betweén 60 mg ASA and placebo (p=0.053). The results are shown in Figures
10A and 10B. ' ‘ ’

Number of Episodes of Flushing
[00414]  Subjects experienced fewer episodes of flushing (mean 1.1) when they
received 240 mg ASA compared to when they received 60 Img ASA (mean 1.4) or
placebo (mean 1.5). ANOVA showed a statistically significant difference between 240
mg ASA and placebo (p=0.019). Furthermore, multinomial logistic regfession showed

that subjects were 2.1 times more likely to have fewer episodes of flushing on 240 mg
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108 LAI-3022 87vl[00397] Treatnment B Nunber of
Capsul es/ Tabl ets to Di spense per Dose Medication Day

WO 200Day2732 Day -1 Day 1 -6h - 5h -4h -3h -2h -Pp¢r/0S1009/003119
2h 3h 60 Nng-ASA 0 0O 0O O OO OO OO0 O O Placebo for
ASA4440022223333I OTgASAOOOlllll

00 o # of

A5 somoura kS elieso B oSN Ao aie i e e urs spisodes

Wit RENER ASA cmpﬁeMmrag IAGA (Pay.058 Shajgcts 3veElay3 -tm‘i]es Bs:bye

1 -6h -5h -4h -3h -2h -1h 0 I'h 2h 3h 60 ng - ASA

igkely 9 tgve fayvey episeray opflughingom ¢ m&é&%%nnﬁrqd tp Péacgb%(pg'o 10).

333 31,;d“gm;a1¢§@h9, cgﬁngonqg 0O000O0OOO Total # of

Capsul es 4 § 3 3 Method of

Wamsli sSnlamt@ nxx{e@@@@g]a loyyer lQ@dWC eheachdlisking dympteswhen they
r

e PO NS el A SRR LR spleRled BURL S bl 1ching

@awling md:ddemlng ahd évet-hie suk:;tlen bf heskinaigl cet@tedlless frequently

scree proc res e nedi,catjo spe ed |n
PR P bR s An A conttaire 0 plaSonie dis Ry e
Blgh)deqqt numnber and the date and tine to take the

nmedi cation. Medications for days -3 and -2 of
treatW?ﬁ’lffFéPlt%d 1 were dispensed at the tine of

{Oﬁﬁ‘ﬂ'ﬂm 78t bPdtall MRfliendd 6fQFbafn‘krnt Qﬁé‘r%ent%d{fé}sé @veﬁ&r(AEs) was
r eat ment &irl ods 2 and 3 were di Spersed prior

dindemiar the thyge gagmlznmgms pﬁ:léxe\ﬁe were qoealsiﬁ@mrmbiemm@énsny and
0, qﬂ(]lq i nded aspirin or

Iéﬁ %égekg)gaw% ora 2heé%%%l Strati oﬁ during the inpatient
portion of each t r edumamdry pEAdwoatse(Dapts- 1 and Day| 1)

wer e di spensed by stu pha ci st ni stered to
the subject by study %P%%g? As r"f’%%grfy pl aggﬁ‘gbo

were adm nistered in the evgnsily on Dayn=501 and (oeyo)y
on Day 1 for 6 hours

Number of AEs 14 14 . 18

Subjects with any AE 12 (23.5%) 10 (20.0%) 13 (26.0%)
Subjects with any CTM-related AE 7 (13.7%) 7 (14.0%) 8 (16.0%)
Subjects with Severe AEs 0 (0.0%) 0 (0.0%) 0 (0.0%)
Subjects with Serious AEs - 0 (0.0%) - 0(0.0%) - 0(0.0%)
Subjects with AEs Leading to Withdrawal 0 (0.0%) 0 (0.0%) 0 (0.0%)

[00417] The most common adverse event was headache, which occurred in 4 subjects
when receiving 240 mg ASA, 5 subjects when receiving 60 mg ASA and 3 subjects
when receiving placebo. Adverse events involving gastrointestinal disorders occurred in
4 subjects while receiving 240 mg ASA, 3 while recéiving 60 mg ASA, and 5 while

receiving placebo.

Example 3
[00418] Aspirin extended release and niacin modified release have been prepared by

technologies described in US 5,846,566, US 5,603,957 and WO 03/030878 at Flamel

Technologies (France).
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before, concurrently with, and hourly for 3 hours

after the Ni aspan(r) dose. Study duration [00401]
wEadg42iar at i on was approxi mately three weeks.PEr/Us2009/a3119
dosi ng, screening procedures were perfornmed over a

period of up to four weeks. Packaging, | abel i ng and

ge ,109. 2687v| ud

DREI e AtREn R AR 2 EFishOh Bl PR AT SRS o whiteiwhite
cpalit Br@el admchiddatisp and éc)ntaﬂﬁmg 8¢ s aspirintas \@Bpifin GIG@Partibles.
an qpen-1 abel fashion. kgn Ther apeuti cs, SA

&5ppt Peenirdrthice exisudncreleain fommlabaion s indRneasule ait
8%k easP bﬁcﬁﬁ]%prdxrmbtefyl A5 hGhrotdRypen f)0@-4@|3(%>rolﬁ5t5,pé h&flardd-10 h

the study weré heal thy vol unteers (subjecis in
@eatetyps Ay). gdbdhhend Ah pmmypqsé@wbbeea myangfachiredawitly dtesens

e
o5t s DGR Eoabik SombHlorS e YDA oMo B9 GRs not pH
fehsishg, lagd fheldissolutign awdsmati adfectad bp medbcd]il@ﬂlqmghwﬁlghout the gastro-
JTﬂEdﬁgte rel ease niacin (defined as a VAS score > 20
O 42900 nm scal e) during the first three hours
fool2QWi MHe fiaAsfattubAEbRIcSss bl ispifin SRWAstSs@orCthe c@iting of aspirin

[00404}
¢ritals g

Excl uded fromthe stud
judtabls ghenei and sizg supplied

HLBEB0NSHY. B¢l dubhtitady

used aspirin between screenin
Baistxres Ahad2 aséd3ns aiyemingablgs
preparation with a dose of niacin greater than 50 ng

Wi thin one nonth prior to screening or

wer e subj ec

%éetdon&as BeBEd 3e5ylsq
NRRRsiBbh GFAE nﬁSRQﬁr}hQGa;ﬁﬁleE‘@ﬂ

ts neetin

random zati on;

5aC|n contain

i ng V|tan1n

bet ween

screeni ng ahable 3ndiom pesitionef ApirduSRdAll prattypegnant

or may beconme pregnant during the study; 4. Subject
waspertnenopausal—or—recentt IIl:‘IIU[JdUde ast—
menstrual period within 12 nort Ly 2 hr j Serfesimaf
hot| Ingeesliend Wi t hi pFumgtion] 2 mont a sul bj ec€ompdsition
history of sensitjvity to aspl uct s| Gont ai ni ng
as pHtr—ot—otherror—steroi-dat alll;'lllllall rat-otry
dr Ugefined Subj ect|{ was currentlly using chronjc
medi watisahieliorachbpAutged chr oni Cglff}%)di cations in 30
day|serpdd or  B@0/5@} pmgredignt 7. Subj éct had a hjstory of
r enahspidin)hepat i ¢ i sease;
Ethylcellulose Film coating | 5 18 2.56
. agent
Castor oil ‘Plasticiser 0.18 0.21
Povidone Film = coating | |, 0.14
agent
Tartaric acid Stabilising agent | 0.30 0.35
Magnesium Lubri
* ubricant 0.16 0.19
Stearate
Colloidal  Silicon | 1: 4an¢ 0.43 0.50
Dioxide
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8. Subject had participated in another investigational
drug study within 30 days prior to random zation; 9.
wEepaer7shad a history of al cohol or drug abuseCi/mSPas003119
2 years; 10. Subject had a positive blood al cohol or
urine drug screen test at screening or upon adnission

t o the—eHnte—3—Subject—hahi-tuatty—stroked—tobacee
(> |Talci garett es |Jasbricesk) . 110.85 1.00
LAIF-382268AHRestetor—er-tar—a1 004051 Subjeet
reqtFatalt i ons durijng the study |W828 t he fol ||oMi0g: 1.
Sulj-eets—rust—havie—beer—wHHHg—to—take——stddy
medilaad i on gelatant jout pati ent basis on Days -3 and -2
durlicapsugactsider edt rent peri od. |Subj ect nust |have been
vvi I{I(ivalge/tviite)emai nf housed in the clinic for |24 hours
d fnr at Infet 18 houro fnl | nuu ng

Ilor—t o dosing—and
d’Gg%‘al%{Eiﬁf‘&‘F‘stratl on during each treatment period; 2.
Subj ects nust have refrained fromusing aspirin (ot her
than the aspirin used as study nedication), ibuprofen
or other NSPAIHE 4 - WondsRitdM JTARPHI SRYA2PFBtotEgegeNi NY

vi sit through random zation and during the study; 3.
Su |nr~fc were not all owed to drink-hot bever ages

(e.g., coffee, teg, etc.) durir%gthe inpatlenCemesnhiaDn
1§

of |tingrediddy; 4. IHymREbAE NMust 1%ai neldcémpasition
al ohol consunptidn from screeniMg @RiHtigh th@/o)and of

t he qtlld\/ 5 Subjlects nust have refrained f
snokg e&rom scr edni ng through|the end of thF study .
W t hale %),c)g,f&l Lei am{tQ,Q406] Criftggrgha for wit I
g@ stu isho/900q |ikgledieut werje not I|mted he
foll(gggg . EithHer at the inyestigator's request,
for etv reason . such as seVere adverse rleactions,
or |at the subject gque en the requirenments
of |tEthylgelbdeseol V\E?‘érn? §6at1|n§vz 3. Wien 4 3.55
‘concom tant therapy Flable to interfere withlthe

gﬁa_uée%?or% the stydy,N@Ref €POr ti@k4 or requiree28by the

Povidone Film coating | 0.16 0.19
agent

Tartaric acid Stabilising agent | 0-40 0.46

Magneslum Lubricant 0.21 0.24

stearate

Colloidal Silicon | Glidant

Dioxide 0.43 0.50
Talc Lubricant 0.86 1.00
Total . 86.19 100.00
Hard gelatin*

capsule size 4 |- 1 -
(white/white)

*vegetable origin
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[ 00407] Concomtant treatnents 1. Chronic nedications
were not permtted; 2. The subject nust have been

wor®baed7eut of prescription nedications 7 daysp@E{82089/003119
the first niacin dose through the end of the study;

3.

No over the counter nedications were pernitted wi t hin
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techmgues:
An adverse e\

7%\.7&3936 ef _T ect

ent (AE) is ah

100.00
y

unf

avor apteand ur
Hard gelatin*

capsule size 4
(white/white)

rmtended Si g

Tt odi g an
1

*veg

[00421]

etable origin

Aspirin prototypes were prepared identically, using a different excipient

ratio. The manufacturing process involved the three steps: coating of the aspirin

crystals, encapsulation of Aspirin SR microparticles, and packaging.

[00422]

Coating: The aspirin crystals were coated using a spray-coating technique in

a bottom-spray fluidized bed equipment. The coating suspension was prepared by

mixing the coating excipients in an acetone/isopropyl alcohol mixture in a stainless steel
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abnormal [ aboratory finding, synptom or disease

tenporal ly associated with the use of a nedi cal
w@e@daer73l whet her or not considered rel at ed t oP€TES2009/003119

study drug. The severity rating was scal ed based on

the follow ng categories: mld - awareness of a

S tom hut. easily tol.erated: noderate - di,sconfort

BT bR oM HCE i o e SUREROGTs A SPARNE P fetmperature

&Y HeQspirih B8RAS il Aflhidedvbédappasiisl wdrking @ni@ rhtréden. During

tgerform usual activity. Results [0Q0411] A total of 1524

£ Bjosesssthgspluenshwere vapqrated Ry the;fliiizatiog strgarg; allowing the

SMHoSIELS 1 QPBLEABAndRink chy3tAasdQRhitkudRS Eb&ﬁn%_n%%rﬁﬁé\,/ Ehus

contributed data to the "evaluation of flushing -

formingshenspirimSRanigtopafticks. subj ects were exposed to

QAT Pt TS AT Bl

Gltinp excdpietth én @Edeattb abiadma free flewmlg binido Thisfblawif vedsyachieved in a

aranmeters. FlLushi ng, Respapse, | nci.den f Fl.yushin
FbarB Blediss ot ey RBecTRnR: o BsORE PRogheR fRL e
i dapQifes! @i & Sini 2 cASALIfg h¥Ghife) FACH Efpsiile chitgined 81
they received 60 ng ASA (87% or placebo (91% . The
‘T‘étogf‘sl’ﬁtﬂrber of flushing episodes that the 46 subjects
EURES] | ETEEE 6\ WRSW SIS Spd PG oNRERIch G Yr Agsih YRAB 124 cdMule type
ASA (52 episodes) conpared to 60 ng ASA (64 epi sodes)
M,f}slmg (68 episodes). The results are shown in
Fi S 8 I m ' '
b nind Sk @itabo b RLIUTASEHAL Sk 1 B Elpaldh 33, A2na 3
VAS) was | ower when subjects received 240 ng ASA (nean
25.8 mm nedian 20.0 t han| Spesificatiey recei ved 60 ny

A (mean 36.1 mm nedi th}?' mj or placebo (pean

.1 mm nedian 35.5 ) aFetnygati (oF oryaylatinicEormulation
(ANOVA) showed stati stfically somAilfi canen 42f f er eA8es
bet ween 240 ng ASA and placebp (p=0.0003) and bkt ween
240 my ASA and 60 my ASAtefyetO| B1ge) capihles r eenthiningarwhite to
snowi I'h Fi gures 9A anidn@&Bod Tpslaghtlpyelitw microparfi¢leshi ng
[00413] The total cumul ative Puration of flushing
fd%rtofm ghﬁ s@gg of t hel Intenstl eRetemem timg similaht thatdf dfe

witicalon BHHELGe) was [shethoer | miieencssblutan s r ecei ved

240 nmg ASA (nean

Similar to | Similar to Similar to the

Dissolution test at pH 6.8 (% Internal | the _ the reference
acetylsalicylic acid) method | reference | reference rofile A3
: profile A1 | profile A2 P
Uniformity of dosage units USP Complies with USP/NF current edition
(weight variation) <905> | <905>
Related Salicylic acid | Internal | _ 0.5
substances by (SA) (%) method |~
HPLC

Acetylsalicyl
(Mass ratio / salicylic acid <0.1
Acetylsalicylic | (ASSA) (%)
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67.1 mn;

nmg ASA (nean 101.8 m n;
medi an 87.5 min).

W@ pBan42r3i. 6

mn;

medi an 44.5 mn) than when they received 60
nmedi an 84.0 min) or
ANOVA showedr/US2009/003119
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<61>
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1. Safety Results [00416]
t ener gent adverse
tgigé ree treatnent

ered mld inintensity
 he study due to an AE

10 ng ASA 60 ng ASA
Nunber of AEs 14 14 18

<100

Absence

[00425]

Three target dissolution profiles have been calculated for each type of

Aspirin SR 81 mg capsules and are presented in Table 7 and Figure 2.
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Subj ects with any AE 12 (23.5% 10 (20.0% 13 (26.0%
Subjects with any CTMrelated AE 7 (13 . 7% 7 (14.0%

W@2{09640%) Subjects with Severe AEs 0 (0.0% OPCOUSBPI/W3119
(0.0% Subjects with Serious AEs 0. (0.0% O (0.0%
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spirin SR 81nm r:mcnl es |

1%s 3-5.

9

94.7

88.2

78.5

10

96.0

90.4

81.4

11

97.0

92.1

83.9

12

971.7

93.6

186.1

13

98.3

94.7

87.9

14

98.7

95.7

89.5

15

99.0

96.4

90.9

16

(00427

99.2

97.1

92.1

]

capsule for oral administration and containing 500 mg niacin microparticles.

[00428

]
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Niacin MR capsule is a modified release product presented as a white/white

Formulation development for Niacin MR produced a series of modified-



Table 4 - Conposition of Aspirin SR (A2 prototype)
*vegetabl e origin 116 LAI-3022687vI Table 5 -
w@09p0£i78i on of Aspirin SR (A3 prototype) ""veper/akioed/003119
origin [00421] Aspirin prototypes were prepared
identically, using a different excipient ratio. The

nuf act uy i pr.oc i hvol.ved. the thr st eps;: .
el e patei St PP Eleg s ek et shsligiing 4 sgfease sarting
pfé%mi whigh Sl%wéd:s'emaapﬁ bﬂih@%rg]aéwrem%(ﬁ@h.n’gkae Pre@dctLdre obtained

ating: The aspirin crystals were coat usi ng a
Dpoaijog piatin rﬂ’@“’@@é Rithaeompeosision 6‘l"f%_¥ﬁf§b§a§§/l’?5ﬁ%ﬁeghr£ééh the
R6iHa @GP RN fowirld) SnehQAbivig R IERARA %if&?edﬁ’?%tﬁ'irﬁ&@ih@ﬂr&)'(GlT)
m xi ng the coating excipients in an acetone/isopropyl
wewonis| The roduas bbh\avaorite;alstﬂne%@_ the @@qnaqncprr.nbmed Wlﬂ? reicase na
1!11 l'nér g@&§§ ?o\éLtYo%s(ﬁed‘vITg %a@%ﬁegr} M Jsgoc?a}ti%‘l'orf tHrEc S Vo'n?r?ts in the
e suspension was sprayed at room tenperature onto
¢datingenpdsitioar & laldsophiilic rmethhary it prdyméredvigtpdifiiesentipH

rkjn der nitrogen. ri.n he oces t .
Erlenf o R e sori SR 20 rorhgpis et MR35 Feneadf dhgiference
Al Ao edintvie beergeashd thesd fhmdenesd detatimmed bytthedifferent polymer
crystals as a continuous coating nmenbrane, thus
RHPHNARF $IFENRSYIPISHIOBR i croparticl es. [00423]
ﬁﬂ@ﬁgs UIrRE raRifadiB8nd\BidcEds fs BaBedTbEhe PRdphiatibe st NIBEIR MR 500 mg
mxed wth the capsule filling excipients in order to
eipsué progotypes &N I N3wind N obyeerating niagin igranyter wha suitehlecsshapp and

4k s%P?lﬁéﬂ'ﬁbe%’&Qa ot ﬁﬂz@?{ 1}1?12 gy E}?}é&?&é? capacity. The

resufting end was gel atin capsul es,
[99430) aTheguansitatioermodmpositiinatof NgpcimaMRi 708. mEeapsulesfisul e

GRRLRhREapRopar kpaRE N riseiah LR PRI o e
rel ease

type Al, A2 and A3. Table 6 - Specification at

- Aspirin_SR 81 ng capsul es_Al, d A3 11

LA - 30226 Table§f oomppsiting 8@1‘1{35%195‘ S eapiidss N1
profil es have been cal cul ated for each type of Aspirin

SR 8] 1 ng capsules|and are presgnted I n Tﬂgbg 7igp
Fi gurf 2..119 LAI- \38,22687VI [ 0042 &TorTpdaition| - "Itg?% (.
di sspMEPYRIDr of i | ¢SUPEIOMs pi 1 i 1] (fig/@pdulep g};ﬁ'gﬂ
(1]

Niacin USP . .

granular special | Active ingredient | 500 g9 81.68

(nicotinic acid)

Methacrylic Acid . .

Copolymer type C | Film coating 53.03 1 8.66

(Eudragit® L100- | gent ' '

55)

Methacrylic Acid Film coating

Copolymer type B | agent 10.61 1.73

(Eudragit® S100)

Hydrogenated Film coating

Cottonseed Oil agent 4242 6.93

(Lubritab®) '
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Di ssolution tinme Aspirin SR 81 ng capsule type (hour)

Al A2 A300.00.00.00.521.215.9 11.7 1 35.3 27.1
WQQ009/142731 46. 2 36.2 27.6 2 54.9 43.9 33.9 2.5 BRI/0SH09/d03119

39.6 3 67.8 56.0 44.6 3.5 72.6 60.9 49.1 4 76.7 65.2

53.1 4.5 80.0 68.9 56.8 5 82.9 72.2 60.2 5.5 85.3 75.1

63. 2r 6 8F+4—FF+7F+ 660796682 10—76-98936855

75. 0| Magresiin88. 2 78Lbbrldan06. 0 9( 40?81 4 11 @g 0 92.1

83. 9| 4@ar@e* 7 93.6 B6.1 13 98.3 EZ? 87 9 14 7 95.7

89. 51599096-496-—9369929++¢ —+H0642+

Ni ac| Golldda Splsaohe | Bubridimdi fi ed 3% ase prioglust

pr esebioxileas a white/white capsylé for oral

adm pist+attonr—andcontai-ning 500y Fg—-actn

mi cr ofs&pteplePEgin [ 00428] Fornul ation devel opnent for
Ni acin MR produced a series of nodified- 120

LAl - 302265 Yle's) €dihBodtlidie bNRRONIESON ihf capdubanent | ag

ti mes between swall ow ng and rel ease starting
Comnposition Centesimal
Ingredient Function P Composition
(mg/capsule) |

(o)

Niacin USP .

A

granular special ; n‘;trl;, ; ient 500.00 79.20

(nicotinic acid)

Methacrylic Acid

Copolymer type C | Film coating

(Eudragit® L100- | agent >0.00 7.92

55)

Methacrylic Acid . .

Copolymer type B :;l:ltcoatmg 25.00 3.96

(Eudragit® S100) ' '

Hydrogenated i ti

Cottonseed Oil Séglt""a e 50.00 7.92

(Lubritab®)

Magnesium Lubricant 3.16 0.50

stearate*

Cgllqidal Silicon Lubricant 316 0.50

Dioxide

*vegetable origin
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poi nt, which allowed selection of the targeted rel ease
sites. The products are obtained by coating niacin

w@a0wirgd7es with a conposition suitable for saf BCPHS®aY@3119
t hrough the stomach after swallow ng, then allow ng
release in different gastrointestinal tract (A T)

St omoh cE Mg Ciestan Y Mkoh M 5 Fcreflet 5, o

| ocation of A T) is based on an associ ation of three
con‘ponents in the [coating conposition: tvvo [

net h pol yne with diffe ICbntpqsiﬂodep

sol ug‘?’FM‘%g and oﬁ% nef 8r ophobi (mgkhpsuldl ef’gposmon
infgrred that the dlfferenceinlagtines i VO
bet V%Bcz%rt%ﬂ hree ffornul ae was gleterm ned py the

di f fle ; t
[004%?0’[&{ QLYIET | ALiRSngldibie | 56606 N9 COMPeSH Li on.

t ufa turing process Is basedjon the
prepara |on o n| acin MR 500 ng|capsul e prptotypes N,
N2 : . A

g acT T granutar of —a suitabte
shapﬁﬁt:l??crg‘y“zé@ p]%)‘kﬁeid tﬁl Lonza as Niaci n| USP
ar ar|dt § "he quarpdt ati ve| 3.96
conpdgi“fj‘iaé‘r‘i@[dpom a?ﬁ I\/R 500 my capsul es for

f ormAati on prototypes NI, N2 and N3 are pfesented in

t ablles—8-10 (be! oW Table 8 (nnr'pn0| tionl of- Niacin

MR H0Wetperrtipaoides Nim18kideAl - 3022687Vl veget abl e
or i diCopbimhe tgpe-B Qo rag,ltlmlgﬁ of |’P&48i n MR 50O2ny
capsuEedrait®\sdgex abl®e origin 122 LAl -3@2 B7vl Tabl e 10
- Canposition_of acin MR 500 ng capsul es| N3

vegetiyalregenategi n [Ogi:%l tThe ni aci n prototypes were

pr epac&tbnkétddii cal a di|sbeoent exfyppent
ratilqruifigb@pnuf act hg process involved the three
steps: coati ng of Ni aci n USP granul ar specj al ;

encapg reeg; acin MR m cropartl cles; | and
pack H . 00432] bihuicang: t he |Ailgcin gr ah0SBs wer e
coatle SI ng a sprpy-coating te¢hnique in a

bot t[g ziué hrcl Ui dfzed bed equi prent . [ 00483] The
coatﬁ% ' at'i8n i sLybragaar ed by |dil$sol vi ng| 058 coati ng
exci AtS in hot sopropyl alcohol using jacketed

opti-ate—vessel—egurpped—wth—a strrriny device:

Tﬁgr ¥e8AloPr8I8 sprayed at about 75C onto the niacin

ﬁ)&)‘%‘ﬁl esfhe mrglc}nhp?otfo{yllj)lesd \Izvgr%%rebpaged identically, using a different excipient
ratio. The manufacturing process involved the three steps: coating of Niacin USP
granular special; encapsulation of Niacin MR microparticles; and packaging.

[00432] Coating: the niacin granules were coated using a spray-coating technique in a
bottom-spray fluidized bed equipment.

[00433] The coating solution is prepared by dissolving the coating excipients in hot
isopropyl alcohol using a jacketed appropriate vessel equipped with a stirring device.

The solution is sprayed at about 75°C onto the niacin granules, in the fluidized bed

apparatus. During the process, the solvent is evaporated by the fluidization air stream,
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apparatus. During the

process,

the solvent is

evaporated by the fluidization air stream 123
W@ 21093022687v| al | om ng the conposition to depoBCT/US2009/003119
around the granules as a conti nuous coati ng nmenbrane,

thus formng the Niacin MR mcroparticles.
the Ni a

| ati on:

R te Compinan bl

mtabdss, thls f@ﬁﬂih%
i S fiIIed i nto hard
08434] s uEasaRE Y Iatiopa #1si

Qfing bR BNTIES BRALLBELR

the specification r

el ease

&P 45 coghIA

el Nia€in0R atitlopartidles. resul ting bl end
el ati n capsul es,

Iﬁlécméé%merga%raﬂés wsmraﬁXﬁiW@cﬁ Ggsule
bRaderld?9

fistep

[00434]
WwWer e

lltS ﬁ% mg

croparticle

usi ng

rleifé‘@alp%cﬂ}l ﬁfé r@yﬁlﬁﬁ%d is

Ni acin

ftltgdsntodherd geddsinecapsules, Byieg# ﬁﬁr@aﬁwtmt@tmacé!r@aﬁécloeapsule

R Mk P RS RS

M N2 and N3 124
nati on formnul ati ons are

[0D434] neTatiy | hbelbwghaws thesperificatipp hterelvhser fopMiacincdVBs500 mg

rlate formul ati o

Sy

n.

appropri ate excipients necessary for the
For exanpl e,

capsul es are

PTRpRMad SpgcificaticiOataRRasE sl Niabin VR SBOMHE capddled ™, N2 and N3
niacin prototype directly into the capsule to give a

non hnm\gcnnnc faal xture

r\'F mr\rr

nartiecl oc Evanml o 4

—RarTpT©

laeﬁtmoau&@%ﬁ?tcpr ovi de

phar macokinetic profil

[00437] Provided are ASA and ni %eﬂﬁﬁ?%&'ha

p&ar macoki neti ¢ profi | [edetod04 3}—Provte belowrare

the ASA pl asma phar nmacloki neti ¢ Bilr"&f‘ﬁulagé T”@#ﬁw'%tt Formulat
different release rates for var|i®®¥ dosa®m¥%& abqden N3
160 'nrn fast 290 nml it er rv‘erl.: ate 100 nald
&b&ﬁ’rancé-?’o ng/ ni ; 240 nlﬂ’terqaést Wﬁ%aﬁ leg contau\ﬁngawhlte to
i nternediate - 290 ng/ jfhethed ow slighyly yelloy micropartiglps

390 nalm - sl ow 290

dnsErddw 3
ggethed)c 4

Retentign fime spodardp thakaf the
refgeanposplutifises are

about: 160 ng:. AUC = 800 ngnr' R, 240 ng. AJC = 1200
H/gh@umpn testat fig NBEIC = 1800, pom | h, 125
(@anicgdmicggdy| [ 00440] B d Hed YWoare salicylic acid

' Q¥th

pf bema phar macoki neticl profiled. Crax at
Dissolution test at pH 7.4 Internal
(% nicotinic acid) method >80 %
- 5 hours
Uniformity of dosage units USp Complies with USP/NF current
(weight variation) <905> edition <905>
. Each individual degradation product
Individual . .
. will be reported from the reporting
Related degradation level of 0.10 % and identified f
bstances by products (%) evel ol 1), 1U 7o anc icentifiec from
;IIJPL C Internal the identification level of 0.2 %.
method .
Total
degradation <5%
products (%)
Assay (by HPLC) (mg/capsule) Internal 450 to 550

LAI-3022687v1
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rel ease rates for various doses are about:
160 ny: fast 2600 ng/m, internediate - 1700 ng/m ,

WG L@w14273200 ng/ m; 240 ng: fast 3700 ng/ m ; PCT/US2009/003119
internediate - 2600 ng/m: slow - 1800 ng/m; 324 ny:
f ast 5000 ng/ m ; internediate - 3500 ng/m; slow -

di fferent

Al lC

2400 ol nd
J Ilul LILLINE)
sma phar

>

L ('\('\/1/11
B A AT

macoki neti ¢

Dy Ay
T UVI

By

= ‘I‘If\f'\f'\

'L
C

P (g

_g

=T

pl

D ﬁh
T 8(1

15
& gowel

nrofil

d

(

e

b D"

b

IH‘eSl

160 N ALICH
J-Uwél]é b}[r’g?w
low is a ni

f‘lf\C‘Q f\‘F

Apjeria
afE? h%fig

5?43 eq.

gtow—are—aspt++a—AYC
AUC at various doses

GOINQEeP h. [ 00442]

ma phar macoki neti c

2000 ) lLn ~Aann
[V AV AW LILJ LRI} A\ Al A>3

LABA Y BN BN B

enbodi nent,

anot her enb
[00443] Pro
dose of 200
hours. In a

Motk anot
{fQ%ﬁﬁ%ﬁoﬁr 0

ose of nia
in the rang
AUC is int
enbodi nent ,
[ 00445] Pro
profile for

one_enbodi nent

| Entakagrebie )
hansrekiel  on
[ FHR8 bel oW

not her__enb

néptabnbodi

s Feabingsk| o
cyensisand 00
b motds 8oGimt

n€Clldigye of
AUCis in
Esiddribel ow
oelcot i nuri
Cmax_i

mx IS in

D(Gi}/g) d
" nonom@fbwi

t he rang

c acid (t
s in the

the rang

are Tmax
nEEFRddi n
,
nt, Tmax
Gampfiesj -

USPnp

rapd |
9=>35 nyg

ent,
Imax i s abhout

e of 3-13 ng/mM . In
tdpog@nge of 6-9 ng/m .
meani ngs for a niacin
Tmax i s about 8
O hours
i s about 10.5 hours.
cin AUC profile (the
én0enbodi nent, AUC is
n anot her enbodlnent,
/nr'h. In yet another
of 20-25 ng/nr'h

is a pl

as

ar macoki neti c
hedose is 2000 np).
range of 1.25-5.2

In

nmg/ m .

I n anot her enbodi nent,

Chmax is in the range of

T S AN T S A A
Mitrépagtickdshoied appPdpriateexyipichtsateOessar fBioHE Spprblﬁheﬂ@ﬁixﬂaratlon.

enbodi nent,

EQFSE MR ntaPsutRAr
BiloRel diredt]

niacinis

range of 6-
int
enbo
[00#37]

[00438]

Z\ﬁin?d)thé BAls

el

Trmax is ab
€ PEPALS

S

27 ng/nT h.
of 12-18

g

ut 9 hou

In anoth
ng/ nr' h.

AUC is in the range of 14-16 ng/m "
Provided are ASA and niacin plasma pharmacokinetic profiles.

rs. In yet anot

&Y Miging OpgAIPLrin PetAypPr|an PB?/ ngeiq
ke t8¢ive afNdfr hBRREédoRs frﬁftﬁre‘iﬂ%ﬂcr@ﬁamcles.
I n one enbodi nent,

AUC is in the
er errbodl ment, AUC is
In yet anot her

1h.

Provided below are the ASA plasma pharmacokinetic profiles. Cpax at

different release rates for various doses are about:

160 mg:
240 mg:
324 mg:
[00439]

various doses are

fast - 290 ng/ml, intermediate - 190 ng/ml, slow — 130 ng/ml;

fast - 420 ng/ml; intermediate — 290 ng/ml: slow — 200 ng/ml;

fast - 570 ng/ml; intermediate — 390 ng/ml; slow — 280 ng/ml.

about:

160 mg: AUC = 800 ngml'h;

240 mg: AUC =
324 mg: AUC =

LAI-3022687v]1

1200 ngml"h;
1600 ngml'h.
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Provided below are aspirin AUC plasma pharmacokinetic profiles. AUC at



LAI - 3022687vI [ 00448] Based upon the foregoing
di scl osure, it should now be apparent that the use of

w0 b@ogerposi ti ons and net hods descri bed her ei nP@i/052009/003119
carry out the objects set forth hereinabove. It is,
therefore, to be understood that any variations the

si§ion nd nmet hods..fal.l, within the. scope t
(P G brorr BRE R 6o &q T PR pegtped B
&ﬁmec Meh#e ??Efdtdﬁri&lﬁdﬁ@wﬁré hlﬁ‘calt:ic onﬁ and vari 3ti ons
that ma all wthin the scope of t ttached cl aj ns.
127 LA 16bpg68 70t vepdd nemeinieradiat - %@ﬁ}%@?ﬂé@é‘m ?@ng/ml;
COMPOSi H4PRg: CPAFPL BAI0EL/M; 3tk it 22600 :h%ml:w €11B00 ng/ml;
the total daily dose of aspirin is about 80

to
about 58t mg; \krtr 8000 ngtemldtgmadinte s 3p@0 e%@égs?qw oRft0heg/ml.
si r . .
BRERT loPlacd b AROcty O IR MR e Epirifs. AUCa
ahiansdasesigre abdutconposi tion of claim 1, wherein the
total daj d 0 pirim is about 80 ng to about
320 ny. ?éd X%h%%gh_ah@@éﬁmlghl conposition of claim 2,
wher ei n24thegt AUE = de800ygaddlg of aspirin is about 100
ng to about 140 phar maceuti cal conposition

. 4. Th
of clai ﬁ?%@gmgpen’*lg%zqoﬁé‘gf’%tl}él daily dose of aspirinis
00842 1BRviEd below!i8 8 nRlRaT PIRGRHSHaFRACOR RO BrokilPfhedose of

claim11, wherein the total daily dose of asgl rinis

mgromis 2090 me. Inengsmbedigwot, g i6In tirp gangp af Frd é eigimic dn another
LLi®en af. ' \ jjn the total daily dose

0 aggélm}rt’l gmafglggﬂgﬁr%lﬁgfiogér%%@l'about 200 ng. 7. The

08443} e c Butvided Ibelowngre Fintximmanings foir ainmcy doskef 2000 mpe

s g Poimesf gl R it BB kbR Tor BRRke o

ey, ahryke)tahﬁtﬁeaé:aboda:iemyTﬁgmwm HePphdury) i s about 180

t o about, 300 ngy. 9. The armaceut | cal _conposj tion
94441 a7 Brevidsosie s 4 iecip &ﬁpw 9 {?h EOB'F‘angb? Ao - 1n
SHRHIbodRENTA O i9RAK radfOoMB 52 APmITREInMBIRREAbSdifMBAt, AUC
conposition of claim9, "whereinthe total daily dose
igfin tie pangef il 8-3ame(ml b4olnist arpthgs smbodirenp/AUC is in the range of

20-25 pg/ml’h.

[00445] Provided below is a plasma pharmacokinetic profile for nicotinuric acid (the
dose is 2000 mg). In one embodiment, Crax is in the range of 1.25-5.2 pg/ml. In
another embodiment, Cpay is in the range of 2.5-3.5 pg/ml.

[00446] Provided below are Tpax for nicotinuric acid following a 2000 mg dose of
niacin. In one embodiment, Tmax is about 8 hours. In another embodiment, T is about
9 hours. In yet another embodiment, Trayx is about 10.5 hours. |
[00447]  Provided below is a nicotinuric acid AUC profile (the dose of niacin is 2000
mg). In one embodiment, AUC is in the range of 6-27 pg/ml"'h. In another
embodiment, AUC is in the range of 12-18 pg/ml'h. In yet another embodiment, AUC
is in the range of 14-16 pg/ml™'h.
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11. The pharmaceuti cal conposition of claim9, wherein

the total daily dose of aspirin is about 240 ny. 12.
wab@pseashaceuti cal conposition of claimil, WhRCEUS0WDNE3119

total daily dose of aspirin is about 200 ng to about

360 ng. 13. The pharmaceutical conposition of claim

12, wherein the total daily dose of aspirin is about

300 ng to about 340 ng. 14. The pharnmaceutica

[OfMWSi Bhged upbn giec'ﬂ)ﬁg%igg dwbrEat, gt §Hﬂ>ﬂgd2 ivabe glpiateyit thasthe use

of aspirin is apo to abou 4

qf he esomposisipgs ang m % agﬁ;&e Defeinui! @ ng}hﬁogwcsﬁet forth

iekhdbote, MRS HRIToleN® HeQlnabrs@Bd that mr@tnomﬁe Eérﬁpdsﬁlons and

rel eased over a period of up-to 16 hours. 16.

me¢thedseelk withingthe senpp @6 theipseyidgd ra¢thods and cmesaseiIWSt msi thus their

s%g‘%%gg@g&lgé% %Pg‘l%gg{clalzoaﬁopa 1&109%@1% m%%galljl[(gl Eﬂ{e sjc§pe of the

ditdichedhéniphiar maceut i cal conposition of claim1, wher ei n

the total daily dose of aspirin is about 120 ng that

is released over a period of up to 6 hours. 18. The

pharmaceuti cal conposition of claiml1l, wherein the

total daily dose of aspirin is about 120 ng that is

rel eased over a period of up to 4 hours. 19. The

phar maceuti cal conposition of claiml1l, wherein the

total daily dose of aspirin is about 120 ng that is

rel eased over a period of up to 3 hours. 20. The

pharmaceutical conposition of claim1l1, wherein the

total daily dose of aspirin is about 120 ng that is

rel eased over a period of up to 2 hours. 21. The

pharmaceuti cal conposition of claim1l1l, wherein the

total daily dose of aspirin is about 160 ng that is

rel eased over a period of about 2 to about 8 hours.

22. The pharnmaceutical conposition of claim1l, wherein

the total daily dose of aspirin is about 160 ng that

is rel eased over a period of up to 8 hours. 23. The

phar maceuti cal conposition of claim1l, wherein the

total daily dose of aspirin is about 160 ng that is

rel eased over a period of up to 5-6 hours. 24. The

pharmaceutical conposition of claim1l1, wherein the

total daily dose of aspirin is about 160 ng that is

rel eased over a period of up to 4 hours. 25. The

pharmaceuti cal conposition of claim1l, wherein the

total daily dose
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of aspirin is about 160 ng that is rel eased over a
period of up to 2-3 hours. 26. The pharnaceutica
w@ovposi7si on of claim 1, wherein the total daiPgI/tisxed/ 003119

of aspirin is about 240 ng that is released over a
period of about 4 to about 12 hours. 27. The

r [ conposition of claim1l, wherein the
ﬁ%@%ﬁﬁﬁgﬁ?y&gt%e of aspirin is about 240 ng that is
rel eased over a period of up to 12 hours. 28. The

phar npceutA prdrmaedipiesl dohfpBsifibn, CoRpfbidg nidbiaraat Aspile, wherein
total daily dose of aspirin is about %4 that is,

the fotalslaly 69~°é=rof aspien F%ﬁ?oé¥8%ﬁgf%a®uhwi§g’ lgerenrme aspirin is
ﬁi&@&'@ﬁ?’ fHeQ:glng g?tpévetr IaQ&Jt tho QL%Ut 7% %OUMH%I ﬂha%eutlcally

t ot al aspirinis out 240 ng that Is
m&hﬁdﬂednomer a period of up to 6 hours. 129 LAI - 3Q2

6 87v] 30. -The,phar nace tical . conposit
Cocy 20 BREPARCTRRBY LSRR TRER 1 e bg by s
ofaspifiats al&ura}mgsedbcmteﬁo mgper i od of up to 4 hours.

31. The ceuti cal 0sj ti nof claim1 wherein
the thial HisPgriRsedh sl U ROR of b3y hesap t S dey dose
dfSaspifih §agHMlt D00Bhg %o MUt 04h M. about 4 to about 16

hours. 32. The ﬁarmaceutlcal conposition of claim

wher ét-n t r?aletpaﬁlamacul&rqaycmlt@ﬂ o4 &lgim ﬁnW'il%elatS’éﬁﬂOtaéQ@ﬂy dose
%s&hﬂﬁséﬁ?u{?ﬂ(ﬁﬂ%ed over a period of up to 16 hours.
ar mace

tical conposition of claim1, wherein
t he tot aI Hmnhyrrmg@tw@f ccasmnsmon of slai biwhezoio thfgtOtathdmly dose

' relea up to 10-1 1 hours. 34.
oliﬁasplrlﬁ 1S a out ﬁ%’ gl o kQQO r?lﬁo

ar mace corrp05| n of claiml1, wherein the
t ot aI 6.dai | Thephgenastuticaptompositonalf olaim 328hargintthatotal daily dose

| eased ,ove riod up to 8 hours. 35. The
Wﬁ?‘ﬁﬁd%ﬁh"“&;‘}o ‘Bgﬁ‘b uf%on gf claim1, wherein the
t ot al7,dai | PheGhanREutdaPEdrhpbsiton P Sldim 8 20hdrBintthdfotdl daily dose
rel eased over a period of up to 5-6 hours. 36. The

ofapifia dethout kO ‘Béﬁ%&q“fﬂ%méf claim1, wherein the

totalg dai |%e%§§n&ﬁ:u@c§%c§rbﬁbslt§m%@@lﬁm 32\Qhé¥gmttii@fotdl Qaily dose
rel eased over a peri od up to 4 hours. .

pfhvapinadethout 530 wa tpaiut B%mGon‘prl sing ni aC| n and
aspi ré n, fﬂ{etﬂﬂgﬁna%géﬁéai g‘dnﬁ&%t iohldPle frh gm@flér&g gse ; daily dose

ot her than ni‘aci n er el e tota
@fsqsplrmns atmu&ﬁlﬁxhg@@abuyt%ﬂ agout 400 rrg, V\,her ein the

aspir released fr mthe C Q over.

to ab t 15 &aplgaceléthc& %‘o%oglrtlr?grgg fé herglg élé% {) gagfi%&y dose
Sfdspirialis abdfit 240hag phatiouee43.ingc al corrp03| tion of claim

37, wher ei the t ot al al llipﬁdose o [

rel eakded P gmgfé?ﬂl% itjog of § aH'Bé Lerginltﬁe total daily dose
of aspirin is about 240 mg.

12. The pharmaceutical composition of claim 1, wherein the total daily dose
of aspirin is about 200 mg to about 360 mg.

13. The pharmaceutical composition of claim 12, wherein the total daily dose
of aspirin is about 300 mg to about 340 rﬁg.

14. The pharmaceutical composition of claim 13, wherein the total daily dose

of aspirin is about 320 mg to about 324 mg.
: 128
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39. The pharnmaceutical conposition of claim 37,

wherein the lipid-lowering drug is a statin, fibrate,
whrde/1808d sequestrant or chol esterol absor ptiREI/US2009/003119

i nhibitor. 40. The pharmaceutical conposition of claim

39, wherein the lipid-lowering drug is a statin. 41.

The |caI NPOSi ti cl aj m 40.. rejn.

the Soat | AT enaRpoLEREe P an ShelfRd | -muteatip MBS Beity dos
df@ﬁmﬁﬁndnemased@nara parivd ol apitd 1hatrsr oparti cl es and

ni ac rticles , wherein

mi cr 'O‘Bart b eharmnsgeitizal sompesifign Qg‘g\é'"bfdﬂq“‘é“ Hhedohdaily dose

Jfla@;ﬁhn iU LORAThE HaER rbleded Sv&raGRRdd bﬁétﬁﬁs@td)mht 6 Bours.
43. The pharmaceutical conposition of claim4

wher éi’n t rTélemh?rgtacwélcele@@n@ﬁl@pn pEclpign ba@f@delmhertewég@ky dose
ARyt ynellsl RIPBRILEDL: S350 8Pop dnours.

ar maceut i ca osition of
cl ai nh842, T\hhephmcabmatcom%mbn agam h wisreietlegswtdaily dose

ver. .a.4-10 ur periaod. 45  The cal
T R R S 4 N F
i's relogas Gdle(phﬁinaaelérc& dvanpositien oDelaintt 6, wheli€in the total daily dose
pharnaceutlc qEOSItIOH of cIa|n144 mhereln about
F@mipn 120 Elsdgleasgd gvera erigd T Wiy 3 bW 00, 47,

The phar m@%a&%e&femaolsmn of clginfl "WKEein WRAHRI Baily dose
about 80% of aspirin is rel eased over a 6-7 hour

o @spinal is apgut mengaﬂvar iraeleapet! euer acsripd of ¥p o2 lgure| ai m
44, er e'ﬂl o ac%&%ﬁf?{?e itlﬁh Bt Ligind € V@f?e?&q tfeVibta) aily dose

9- 10 "hour arnaceutlca conposition
<rffasp:iha|15nab¢ﬁt ldmeg Gh'at]istrhlez_issé oweTch peeiod a‘é@bq@t &t9 dbwut § hours.
base%%on g %rgntﬁgg%tﬂzlrlﬁcolannlﬁggglf){l ol alg FPSI el% i}beat%&h 8£hy dose
othaepicih fis th'@et 149 th@that Blrelassed Of/eﬁd'}&rlbd at upmd 85h(bLms t he

f 5.5 d about. 8.
e EHRREEL SBPOHIoR PEP AT, Wioreip s ot daify ose

$QkpifiRli€ARat PO thf habisaeleskel Dvaopbriod oBup b2s- 6'Ebﬁ?rs
phar maceuti cal conposition of claim50, wherein

for 12 easkhephammascicabeampositiop &f ¢lagn @-, wherein the total da1Py dose

of aspirin is about 160 mg that is released over a period of up to 4 hours.

25.  The pharmaceutical composition of claim 1, wherein the total daily dose
of aspirin is about 160 mg that is released over a period of up to 2-3 hours.

26.  The pharmaceutical composition of claim 1, wherein the total daily dose
of aspirin is about 240 mg that is released over a périod of about 4 to about 12 hours.

27.  The pharmaceutical cofnposition of claim 1, wherein the total daily dose
of aspirin is about 240 mg that is released over a period of up to 12 hours.

28. The pharmaceutlcal composition of claim 1, wherein the total daily dose
of aspirin is about 240 mg that is released over a period of up to 8 hours.

29.  The pharmaceutical composition of claim 1, wherein the total daily dose

of aspirin is about 240 rﬁg that is released over a period of up to 6 hours.
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53. The pharnmaceutical conposition of claim 50,
wherein the pH for release of the niacin is about 7.0.
WG 2009/Tks3phar maceut i cal composition of cl ai m 5BCT/US2009/003119
wherein the pH for release of the niacin is about 7.5.
55. A pharmaceutical conposition conprising a mxture

of aspijri artic|es an cln croparti C .

desi ghed (ERBRTRRENISF| Gmfatian Sy Shatn e StafSaiy dose
sfapsifia ietbourtudr g that Raeclasgpt biver aPetiod PAGH tod Bsurand t he
niacin mcroparticles are adn ni tered at the sa

time ds onderapaccyicabegmpgsition sgclaimng, W?'ﬁéltf‘ete{gfé%ﬂy dose

SFRSRARiid 460t P10 Ak ?fiams551ea§éﬁ BI& arbehee of ﬁkblu@h tOhbfPE Hbifts.
is given after 6 pm The phar maceuti cal

conpodi ti &he@hamaaﬁuﬂcslsconwmémen of elain 1.awhesein dhe totabdailyedose
dcfga n%h}{ ?J]ab%m £o n’ll% tHAts r?l%ase@og S&ﬁ%@ ldfg&g)l &@i&ﬁp@SI tion

rising niacin m cropar avin
LAl - 36226 8helphatntepéitderimposition s€clpinod | wiggreianie: @spdailyndose

'cro artic hayi H-i ndepend rel

PR it 20 e b rPlafieR SN R ERaT BF wh BLRLChouss
reducad caprphlyndceutRaDacaRsitioh bBslBinn @, wikaeih it totah d&ily dose
subj.ect, wherein the aspirin is present in an anmount

@ﬁﬁ@ﬁﬁ.lwow?roera&&*@tgrelsessﬁ@&%rsa rfqﬂegﬁf KRy tc s by t he

ni aciss, a%e%@ﬁ@dc&nttc&?&ﬁnﬁ&n@n Ioﬁglatnll B IRGEWRIR Yotal daily dose
rel ease of aspirin and niacin follow ng adm nistration

offaspirip icahepgb¥d 0 my that Byeleqygd Opmrm%@f VRt S-bapSsi ti on

of clgim ‘ﬁ@l?%a%k 1ctah@c>é%%gﬁllon gﬁbl'ai’fn rl‘?ﬁrat) tﬁéfBEl'i HBS] dose

i s about eased

afraspirin asq:biout 3120rrag tdase rpllemsfed Ioeer areeiod iofiuptzotibhout®% t o

90% asp eriod, of . ti

of e SR blttueiiedl ofiRGST sty Pai ) Spirky Figper
db?n;irilﬁﬁtg(hqmﬂdlﬁdﬁ]drmg drt@bthé‘ﬁhﬁarﬂh&fiﬁ[&@l&b%n &ftltot?bdiﬁiky&‘doké oh

of . claim5b erein eto ose 0 irin
asglrmé%%%go PGP 4 @E Shereisy hp i Bﬁela%?egil%
doRlpR8i%ien BU@fabb@,2 t4heb & 118 Hotu% s ﬁHaﬂnE&Gﬁ&ﬂﬂtyra@édp%ld &rrier.
plasma i s reater than 5% of Crax over_a peri

od of
time B tpharmageigisgLigeommsition o clpin Phwrhegein the total daily dose
&%@élnh%k?&éé&%v@ é}?odcdl?gﬁ% ih{?ﬂi}l 6 1. The

maceut 1 cal osit m 58, wherein the
t ot al3%ai IElledmsmagéutwstmmsnt@n oéloins 37 Wireggin ttfhﬁellpld lowering

C\S/:\H% sa s:%gtingglbglgeplgﬁ? %m% g u@st {Jln cho{se!st%faosf ?b£ﬁ§ lﬁhlblt%{f or
t han 41)0% dl‘he(ﬁhapmanmﬁrcahcqmqmsmtdnof cliamnrﬁ9 ofherein the llpld lowering
drug is a statin.

41.  The pharmaceutical composition of claim 40, wherein the statin is
atorvastatin, | '

42. A pharmaceutical composition comprising aspirin microparticles and
niacin microparticles , wherein the aspirin microparticles have a first release profile and
the niacin micrdpaﬁicles have a second release profile.

43.  The pharmaceutical (;,omposition of claim 42, wherein the first release

profile is based on release of aspirin in a pH independent fashion.
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about 2 to about 16 hours follow ng adm ni stration of
the conposition. 62. The pharnmaceutical conposition of
waeopoo#s3nf clains 59 to 61, wherein the total PAEDE2009/003119
dose of aspirin is about 80 ng to about 400 ng. 63.
The pharmaceuti cal conposi tion of claim®62, wherein
thet taI a|Ih dose. o I rin a
P E

b
about*425 s Lseae el S Shrgese gt §p% of

mmf&’mw&w&an ohyut péridd. dai |y dose of aspirin |s
out 324 .. 65. The F armaceutical conposition of
cI ai %62, %@h@'ﬂ?@wﬁ@a osiign of clawéé‘ho’fhea%ﬁbquéof

a%PﬁMtls 80298 &vQr BB Moue BErid@. 66. The pharnmaceuti cal
conmposition of claim®6 wherein the total daily dose

of asi®iri ﬁfhesvhmcutmtscqmgoosmn of plainp fh rhecein abaus 80% of

I erein the total daily dose
?”&g%%etrlélagéqgeg 83§m§ggﬁ%&?o about 200 ny. 68. The

p h ar nﬁc e ut Thm;bhaummuﬁéatl icompcsﬁticui cictaii® A3, wherini about9% of

dose I's about 162 ng. 132
*}_sﬂ'lrms‘ﬁ ?Vééa 6'?7fhté 5rr' ceutical conposition of

cl ai mg62, M@h@n{hcéﬁt&at &@nosidiiah oy cldids 84,6ihed&P abdud 80% of
about 8(? to about 100 . 70. The pharmaceuti cal
waiipds resass ofer 8 Paiogopeififer ein the total daily dose

Of asgy, ri nFHe%h%%Eutﬁ:aﬂcdﬁ%osnzl%n of BRinP BAWRESH tHeGREond release
fr-‘Te):OSItI on of any one of clainms 59 t 0 61, wherein the
pen

dgbased ph abease ofibacin irga pd dab%lsi?ntjf@shmw s. 72. The
phar eut
peri (';%)C Th%%‘llgal o IZCIS{&‘ togftlg of‘blg}{%4% wﬁ@&ﬁ%fbl—frﬁ)z release
qifhhermacmuﬂmctha rangmqifoasbptlﬁi)ﬁanﬂalmuySOne of clainms 59 to
61, er e| tg eri od

nour & SheL kot oBLT ol @Te%?*mf%‘ease
iR ﬁllaﬂnlid'ubonﬁﬁ 0od of tinme is about 6 to about 7

T PR eE SRR S S ST s
SYQHE Riacin is about 6.5.

53.  The pharmaceutical composition of claim 50, wherein the pH for release
of the niacin is about 7.0.

54.  The pharmaceutical composition of claim 50, wherein the pH for release
of the niacin is about 7.5.

55. A pharmaceutical composition comprising a mixture of aspirin
microparticles and niacin microparticles designed to keep aspirin and niacin physically
separated, wherein the aspirin microparticles and the niacin microparticles are
administered at the same time as one tablet or capsule.

56. The pharmaceutical composition of claim 55, wherein the tablet or
capsule is given after 6 pm.

57. The pharmaceutical compositién of claim 55, whefein the tablet or
capsule is given after 12 am.

58. A pharmaceutical composition comprising niacin microparticles having a
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76. A pharnmaceutical conposition conprising aspirin
and niacin that decreases a niacin treatnent drop-out

WO 2000/14288er ei n t he conposition is as defined i PCHO$20091@03119
of clainms 1 to 41. 77. A pharmaceutical conposition
conprising aspirin and niacin that allows a patient to

l.erat.e a hi gher. dose of .aspirin, erein e
RIGHBRRO e Griedd PERTIIART ARHFin FICIPRAIFIES T 18 SR Rgndgpgngent
rélease/tofil®, WRérbiddhd MaciR MAYRPArtiBigs Rivela 8dided dapacity to provoke a
ni aci n-i nduced flushing in a subject, conprising
Bushingireacipn Hya subiach éV'@Ean the@spirin i RIRSe h g anpugheftastive to
t@fiucré'aac%'tarﬁe&ﬁq‘llﬁhlﬁ'nh ‘dé&"e& 99 %e%ac@r@“@(’vhglfelmgﬂe 1Yy lag time
wherein the total "daily dose of ‘aspirin is about 80 ng
hepwegngelea®@d aspirin 79 niz¢ie folmwingladrhinistration ¢f3he ogrepasition.
E;gremg%t ta: o’lﬂ%‘ thmga%glﬁicg cO S[,'R)IS{U!OH of §l]alé1$ égﬂﬁ%g?lg 'iherpottapc?ally dose
1emms a?dbut &0 ﬁh@% atioun S0 mlgmhaQ\h.ﬁeleasdddjaee]iScerhrmspirmaelease

&aﬁ! enndteimabi b S h e i RQb is e siien  Periodtdng of

abdut 24edbBLNl 6 Kifird follawingaidministeson of tlﬁsclahfpbﬂtnbﬂ?
rel eased fromthe conposition based on an aspiri

rel edfe pridrinharmagpetical spmnosition of elain é&ﬁt}é‘ﬁ?lﬁ éhq teﬁl daily dose
cﬁa@ﬁlﬁﬁ id l%legge%aﬁcﬁﬁ tHeNBMhpeshiod bisaB¥n BN Gépifdn RECakOFrofile, wherein
tine of about 2 to 133 LAI-3Q22687vl about 16 hours
tho hé$pini pryceriration én plasmais eofatartikanzidp iof Cmax gvar a priied of time of
JB%LP? g) a%fouf: i %57%40%?&%1&&5%0‘1%&‘ ﬂ'le c‘ii?H yltlgﬁ) se of
aspirin s r ease iOn Pbased on an
aspiréln r é]‘heqmerrmcejtldabcomﬁwnmn rmf thian a8,pivherein the total daily dose
(Honcentraﬁlonfln ﬁ} g %Eea er than. 10 o Of X wherei
PR 9 515p55 fhm e FOMBPSIRRE B3 O g AR {5 RBGIEE: wherein
the bk Behcamtitidh i pREMOR gddatdrianal®iVh 6f OmaBdver BRriod of time of
net hod of any one_ of clains 79 to 81, wherei.n the

Fhomt Hip Bbout | Ghoursfollpwing adminjstationof the wepRPEtions. The

met hogh of "ﬂ{e%hmn%eutmﬁ&ﬁhﬁbs&ﬁﬁ o@%ﬁy &t &cldiinb®9 k61, wherein
about 9 to about 10 hours. 84. The ‘method of any one

e tagtladaity dog af @s@nin isghepedtmg mea*msf tgumef tine is
abOUt634 t %&%@?{m%a&fa‘é[ com ne&)?ttlox%? cﬂﬁﬁg @t o lgf{gelﬁ g tmagé’ally dose

wherein the abou
of aspirin is about 80 mg to about 325 mg.

64.  The pharmaceutical composition of claim 63, wherein the total daily dose

of aspirin is about 324 mg.

65.  The pharmaceutical corhposition of claim 62, wherein the total daily dose
of aspirin is about 80 mg to about 260 mg.

66.  The pharmaceutical composition of claim 65, wherein the total daily dose
of aspirin is about 243 mg.

67. The pharmaceutical composition of claim 62, wherein the total daily dose
of aspirin is about 80 mg to about 200 mg.

68.  The pharmaceutical composition of claim 67, wherein the total daily dose

of aspirin is about 162 mg.
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hours. 86. The nmethod of claim85, wherein the period

of tinme is about 4 to about 5 hours. 87. The nethod of
web@om¥78;, wherein the subject is predosed on PEEUSEYI/N03119

of niacin therapy with an aspirin regi men, wherein

about 80% of niacin AUC is not released until after

about_16 urs of predpsing with_aspicin., 88 The .

ot o of  IearAmAsCuGERL ampstRn Of B - hersi dhecGialdejly dose

dthepiciaYs souh8@figho bt aDYmal t h an aspirin reginen,

wher ei n about 90% of niacin AUC is not released until,

af't er’%aboukhephampasedticat compagision 9§ clpin A9.a¥ksirein he tgigl daily dose

ISpiRR L AbuPE1 mpai M 78, wherein the pl asma
concentration o1g niacin is less than 20% of Chax unti |

af t er71abodfhe1$ahwpsti(@f cqm;ms'mi.g)h ofjany orte fsAims A9 taol, wherein 4
F05TBE O, oELAWT, LBoucHBREGD the pl asma

centration of niacin is ess than 10% of Chax unti |
af t er72abouThd phamaacentiodl cpmpokitsorngf chdimly 1aspeneinthe Pdriod of time

Th t hod of .any one of claim87 to 90, wherein a
‘ﬁég(i"g‘ét?)f‘g‘ﬂtr]rg%f’ Sabout 12 hours. 92. The nethod of

any orse OfTHel phafhdtéutical &aposhiRh &F BnyorRedficRime 59 td 6 wherein
about 10 hours. 93. The nmethod of any one of claim87

the perind offfemeisabentdpiabeptdthoursne is about 8 hours. 134
LAI - 3701226SFh\éléﬁgmz;Eg@tiﬁ?w}R&sQifon%?%laﬁﬁ?1,Q(/hé?éiﬁ'tl{'@ 5?ioE|i_%(t;time

90, wher ei n eriod of tinme is about 6 hours.
irebdrs @ tohbeuty hones. of claim 87 to 90, wherein a period

£t ; ! ' |
O o 5 R et o yoE 1R PP Ak P
inabow 4 t§ dbouftiehonest hod of any one of claim87 to 90,

wher & a ‘ge 'cil od é)f. gli e [ s .about 3 inhour S. 9%. i The ¢

met hod” of Rb BReCUSieal ORPRFIET tYPRIT NS ATRI D 459 L1354t 8y
@crdakd¥B risciOdtinest d?OPLO6L rate, wherein the composition is as defined in any
one of claims 1 to 41.

77. A pharmaceutical composition comprising aspirin and niacin that allows
a patient to tolerate a higher dose of aspirin, wherein the composition is as defined in
any one of claims 1 to 41.

78. A method for preventing or treating niacin-induced flushing in a subject,
comprising administering to the subject a flush-inducing amount of niacin and a flush-
reducing amount of aspirin, wherein the total daily dose of aspirin is about 80 mg to
about 500 mg.

79. The fnethod of claim 78, wherein the total daily dose of aspirin is
released from the composition based on an aspirin release profile, wherein 70 to 90% of
aspirin AUC is released over a period of time of abc;ut 2 to about 16 hours following
administration of the aspirin.

80. The method of claim 78, wherein the total daily dose of aspirin is
released from the composition based on an aspirin re.lease profile, wherein the aspirin

concentration in plasma is greater than 5% of Cmax over a period of time of about 2 to
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99. The nethod of any one of claim87 to 90, wherein a

period of time is about 1 hour. 100. The net hod of
w@b@om2r81 further conprising a |ipid-I|oweri ngP@r/tug009/003119

ot her than niacin. 101 . The nethod of claim 100,

wherein the lipid-lowering drug is a statin, fibrate,

ile acid uestrant. or. chal est erol absorption
309HS bqatfoé‘lrs. ﬁ’i‘%ﬁ?ngﬂ‘?@'ﬁ‘éﬁrﬁ@& obthedspirit 101, wherein the
|'i pi 81l OWETHeletREdIK dISima78s whtderh thd 3al dhite doRtdTashifh is

claim 102, wherein the statin is atorvastatin. 104. A, .
retepseddrany thesompasitipmbassd op ap aspiimrelgasepratijen e the aspirin

{onbiaftiafién ir{blésnw@{%g&{er tHANREA S Yooy Qipsti&d Jéﬂgné 8r 4036t 2 to

subject a flush-i1nduci ng anount of niacin an

gtiouss Hr wc follgwengmdministratiesif theraspininer ei n t he t ot al

dai | z\%z‘?'os.erh%frﬂé'%ﬁ&’d 8¢ dhy'one %P&%‘qs% 091 L9 R00 e é’e%d'@time is
and éreint easper'n 'S continuously adm nistered
dbehi03 ®, abdur Iguand after niacin adm ni stration. 105.

The t hod..of cJ ai 04, rei.n the aspprin.i

Cont 1 Buous o HaPA LRI B2aec i i Pl g i dbor? to about
Bomdupd. st rati on. 106. A nethod for reducing at |east

one flushing synptomrelated to niacin therapy in

! rapy \1na.. .
subj e¢  corsrmaherolmione of erinty/tte 84 avbereinherarioq of time is
moggw%%mghﬂ)r;or mul ation of any one of clains 1 to
41,

erein the flushing synptomis burning, itching,
tingl8mng, Theandtheryof daioholdn whgrety the peréad ofitinee is pheytSrig about 7
LAl - 3022687vIl 107. A net hod for decreasing ‘
prostagl andin related side effects in a subject,
conpr86si ngredmdthodsofaalaing8 S, evhs@irdths pérjiebdf tane is about 4 to about 5
ni acin/aspirin fornulation of any one of clains 1 to
beprs-108. A nethod for decreasing a di scontinuation
rate gf niEfeifethédat dIERT 78) wharetidhp esject ¢prpddsed B@the day of
adm nistering to said subject a niacj [)y afs[loi rin e
Rigfifiesapy otithoan asRyingReinsy, wheipingbauid) aal tiagy ALK is not
LB intiPAftdr 65 RABI HRGrsRAPERMBLing WiRlak@AREe W th niacin
treatnment, conprising admnistering to said patient a
ni aci #§ as piheimethest efidlaim Bh whereimific swhiecs fs Rrpdaspd on theglay of
rélli;%in l‘l‘ile?apy%vima&hﬁ?irfn%g“e?l%h&ginaa%g&r%%: bE(iRSH AU isthot
pat1ent, “conpri sing
released until after about 16 hours of predosing with aspirin.
89.  The method of claim 78, wherein the plasma concentration of niacin is
less than 20% of Cmax until after about 16 hours of predosing with aspirin.
90.  The method of claim 78, wherein the plasmé concentration of niacin is
less than 10% of Cmax until after about 16 hours of predosing with aspirin.
91.  The method of any one of claim 87 to 90, wherein a period of time is
about 12 hours.
92.  The method of any one of claim 87 to 90, wherein a period of time is
about 10 hours.
93.  The method of any one of claim 87 to 90, wherein a period of time is

about 8 hours.
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adm nistering to said patient a niacin/aspirin
formul ati on of any one of clains 1 to 41. 111. A
woreaohoe78or treating a disease related to a | oRCHDE2009/003119
profile in a patient, conprising adm nistering to said
patient a niacin/aspirin formulation of any one of
cl ai 1t 41..1 A nodif,ied lease nicotini,c i.d
for miat i orfemehotsnang ofp aL O B E B PR GherRo e Pl
sbout @bbwas.f or oral administration once a day dosing for

hepath ot ey o far ohalRins TRl £ e e i

dYoe% hénirs. acid fornul ation to be discontinued, said

nodi fied rel ease nicotinic acid fornulation exhibiting

a rel¥ase Pumahed ofivay aue ef ¢laisn8hie Wawyhprsiszrerigdad tigne 1s

%ggyph £d plasma curve for nicotinic acid rel eased
romthe said nodified rel ease nicotinic acid

f or mA7at i drheinsetbiatafranylont eficlaisi Bftot Ie Wirrgites pddidad time is

it Bp?gm"a | ag phase and an extended rel ease phase;
ereli the | ag phase is characterized in that |ess

t han 980% OFhetriethad efciniy wine oficlaith DB tadiiereirsd perivd df sime is

%ﬁ§géped bet ween about 2 and about 4 hours follow ng

IRYest'?Yhk; wherein the extended rel ease phase being

char agf er iaRMndtRod bfainy URE Bf EIRANS RO, whKiPalberlA%T time is
than 78% of the nicotinic acid adm nistered being

ah9ybl ba- bet ween about 7 and 8 hours fol | ow ng
I ngesidoon; ' 9 - e 10 I M
fdgfn' THRHe WS 14 BS ﬁlﬁl’%ﬁ&rﬁé/}%@aowg 1OWEMe dHi€ other

acid adm ni stered being absorbed s follow ng
thageietinon. 113. The nodified rel ease nicotinic acid

for Mgt i ofy Ghedhl P eBidhPront 3Bere i SRAAGELHDLE L Ll
ag phase 1S characterized by plasma [ evel's helng
Hilerh ey\bikO8d dfequidserafiMiXXhblosteratl absegsibn tnHilsiters aft er t he

tinme i estipn u o 16 haours f.qll ow n ; )
| hoesttion. MBSt CnhSabe Rubdonfiidthyg isatatin
g har apgser i #Rdn ago@%mmzio%yw?aeﬁqh%mfg atdt@astAB. pgasfe
el ng mal Nt al ne above ZU% O t,e, F or peri o (0]
at | e 3Am9m0§ifawrev@é@gpthPtg\gw&ﬂ'g';nda?fﬁlmegﬂma subject,

RInfi3 ¥ a%\’rﬁﬁi&efiﬁ’%{oq% Bihid i e ARM-RlAdEHg hRbERAE nRRASAd a flush-
bei'ng I"'ess than 5% of tﬁe CVAXby hour 24. 114. The
redeing amoyns (of aspirimiwherdimihe tefal dnily dpsanfzspisn inaboyt 80 mg to
dobht SMQ,eainﬂ wherein the aspirin is continuously administered before, during and
after niacin administration.

105. The method of claim 104, wherein the aspirin is continuously
administered before and during niacin administration.

106. A method for reducing at least one flushing symptom related to niacin
therapy in a subject comprising administering to said subject a niacin/aspirin formulation

of any one of claims 1 to 41, wherein the flushing symptom is burning, itching, tingling,

crawling, reddening or fever-like symptoms.
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said nodified release nicotinic acid formul ation

exhibiting a rel ease pattern, wherein the nicotinic
w@eiod/1g33or pti on nmean is between 1% and 10% of P€T1€S2009/003119

ni cotinic acid dose adm ni stered during the | ag phase

of between ingestion and 3 and to 8 hours follow ng

acia W3se ARl Ao Rettey 68 BpaRBedi” A1 kg E Fodflnlpiect

doeprieins AGmiMgesid t@@ald]sﬂn@ect'ﬁhﬁadmdslﬁmﬁﬂ)nﬁlelaﬁaﬁ ef any one of
ni.cotini c acid forrmulation of claim112, wherein said
jasilitedlr el ease nicotinic acid f or mul atl on exhi biting

a relggse LalkitBlfor d’é‘t!n%ﬁﬁh@a HREortATatRINFER JPRIARE treatment by a
characterized by plasma |evels bel ow 20% of the CVAX

Jubiectagompriging Binkipistesing tq waid subject @ piacivfaspipgdermudationrnd any one
urs follow ng ingestion; and wherein the

%f)%lagrﬁ%égo?gl ease phase being characterized by a TMAX

of atlOPeast method lﬁmrsmbmsmgamnenﬁmmpzendwwﬂsnlﬁ@h tregtmegt,

i ngestion. .116. Use aof t.he phat ceut sition
SRR pesfmiteineR Falpali gt P RETRREH bERk PR S o bt
dEigisqapeamt for treating or preventing a disease or
di sorder selected fromth consistin
di sorld8r s Aomefho <§?frtEﬁa'éP$13tﬁ€’g’é‘§EfBF‘§l‘ﬂ aRﬁl@Pb%ﬂmP‘H%“
édi'nﬁl@i@t@ﬁﬁg tossaﬂi/&a'tl'eﬁt' LAGRiRaspiis ForROREGh 8 MR of claims 1 to 41.
| poprotein overproduction or deficiency, elevation of

t ot all1dhol/emethod for tedatipga idisaassrelptsditase losy HIPL profile in a patient,
t

SRRl o A i o RIPhLo R mbliGh SEEE o
daiswrided]. phosphol ipid elimnation in bile, oxysterol
elimmngtio ] oduc

per oxﬁ? méd{1 B’rogitbefl églg%s&" 1cg£{1 llc\?é:l{% fla r e%téo orh §2a§ gwse bfpre
tadndeldeiy sl&Zblb%rcﬁﬁ)l&Eﬁﬁlg ivtrdtioh odbé_sa)d@edwngffogtremmg e

erein the

SRt v s hebeed Birtoimie rajsyel wich would

fegSitd At ALMERSLid RBuftibA tdbOdiSbonth SRS mdBifled r¢lSase
| i'podystrophy, central obesity, peri pher al

nicqstag acisbieymulatian exhibiting eleasa Pafjern ghaspsdsrized by two phases when
4 @Jn'vgl‘a%y% a c%%l fophé@tﬂﬁ@ acid feléa%@& fr68Thésaid mbdified release

cardi ovascu di sorders and rel ated vascul ar
ndc@umjmdsfornmbnen is dehenvgilutes whing the Wagher-Nelsoremetiod, a lag phase

R ERRsepaery o (oY, o seasey mvocardal
VaI Vewlthrae sigcag b%e fis dhatdcterieed mahzdllcm'ylmpdl()%/of the nicotinic acid
dose administered is absorbed between about 2 and about 4 hours following ingestion;
wherein the extended release phase being characterized in that more than about
20% but less than 78% of the nicotinic acid administered being absorbed betWeen about
7 and 8 hours following ingestion; and '
wherein less than 90% of the nicotinic acid administered being absorbed by 9

hours following ingestion.

113.  The modified release nicotinic acid formulation of claim 112,
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nicotinic acid dose administered during the lag phase of between ingestion and 3 and to
8 hours following ingestion; and

wherein less than 90% of the nicotinic acid dose administered is absorbed at
about 7.5 hours following ingestion.

115. The modified release nicotinic acid formulation of claim 112, wherein
said modified release nicotinic acid formulation exhibiting a release pattern,

wherein the lag phase being characterized by plasma levels below 20% of the
Cwmax for at least 3 hours after the time of ingestion and up to 16 hours following
ingestion; and

wherein the extended release phase being characterized by a Tmax of at least 6

hours but less than 20 hours following ingestion.

116.  Use of the pharmaceutical composition of any one of claims 1 to 77 for
manufacturing of a medicament for treating or preventing a disease or disorder selected
from the group consisting of: . .

a) disorders of lipoprotein metabolism, wherein the disorder is dyslipidemia,
dyslipoproteinemia, lipoprotein overproduction or deficiency, elevation of total
cholesterol, elevation of low density lipoprotein concentration, elevation of triglyceride
concentration, lipid elimination in bile, metabolic disorder, phospholipid elimination in
bile, oxysterol elimination in bile, abnormal bile production, or peroxisome proliferator

activated receptor-associated disorder;
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(b) disorders of glucose metabolism, wherein the disorder is insulin resistance,
impaired glucose tolerance, impaired fasting glucose levels in blood, diabetes mellitus,
lipodystrophy, central obesity, peripheral lipoatrophy, diabetic nephropathy, diabetic
retinopathy, renal disease, or septicemia;

(¢) cardiovascular disorders and related vascular disorders, wherein the disorder
is atherosclerosis, hypertension, coronary artery disease, myocardial infarction,
arrhythmia, atrial fibrillation, heart valve disease, heart failure, cardiomyopathy,
myopathy, pericarditis, impotence, or thrombotic disorder;

(d) modulating inflammation markers and/or C-reactive protein and related
disorders, wherein the disorder is inflammation, ischemic necrosis, colon cancer, or
thrombotic disorder; and

(e) aging, Alzheimer’s Disease, Parkinson’s disease, pancreatitis, and

pancreatitius.

117.  An aspirin microcapsule having a coating ratio of about 2.5% to about
15%, wherein the amount of acetylsalicylic acid is about 80% to about 98%, the amount
of ethylcellulose is about 1% to about 10%, the amount of castor oil is about 0.01% to
about 1.5%, the mount of povidone is about 0.05% to about 1%, the mount of tartaric
acid is about 0% to about 1%, and the amount of magnesium stearate is about 0% to
about 2%.

- 118. A niacin microcapsule having a coating ratio of about 10% to about 30%,
wherein the amount of nicotinic acid is about 60% to about 90%, the amount of
methacrylic acid copolymer type C (L.100-55) is about 0% to about 15%, the amount of
methacrylic acid copolymer type B (S100) is about 0% to about 15%, and the amount of

cottonseed oil is about 2% to about 15%.
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