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The mainstay of atherosclerotic pharmacotherapy has been chronic therapy to
prevent or slow the development of atherosclerotic plaques primarily by focusing on lowering
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10 mg/kg. Additionally, the oppose regimen of low dose followed by high dose may be used.

Of course, for acute disease condition the higher doses are preferably used first. In certain
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pr ot el to a su I N nee ereo
to aboehbitnge psqteitke ttmtstnlgd&t it aeedcthegeof. se adm ni steri ng

doses of t ano; phosphol i pid conpl exes .o
i nj ect gfb?eépabrf Arﬁg%fﬁﬁnamﬁﬁg F FebfOmIgISH B TIgRENg doses of the
Apo AI DR1iRAb: ﬂ1@§phtohﬁldtcro (RO br ﬁiecﬁ%ﬂ:t& lﬁ:ﬂ[ﬁ%ﬁ%s&ﬁlﬁpﬁlqggﬁlauons

In apre erred nbo I ment,
thereof érrpheiteaiment cpﬂvanmmmncamdfomasu izt ipraferrédhemismfimestnthe

Ao R S el OB RS 1

adminisler6@ frf llSkeTRBEUTERE Sprofelt)/kERS BBSht ABD nEOPRStERF kg to a subject in
treatnment or prevention of "acute coronary syndrones b

need thergofy dricaitaineaibiodimests, ﬂ;scmexhod fAT1 COMEPIiSh BRopimsing plr prevention of
raul At t.her

acute gér%?}raarg ég ocbrgﬁlle% Pﬁglgga(r‘qﬁllﬁ{n:s]t?% é)rntog A% AT l\gl ho rﬁr}l% ﬁ}%lg%scomplexes

or phanbdvod sal farmwlaigarsitheedfdRian igtavahdBrin@siod. im bd‘r&t\ileélﬁbl@dlments

sh i nfusian. By intravenous push infusjon,
the m#ﬂgﬂtca{l ﬁgmpflﬁeea%@.lsgamomq B AVEIRHE B 1;1553@% lBy 1ntravenous
push iRRRIAPA Rk oA 'thatt ASHIAL mﬁaﬁd;ghsgﬁll RER AT RERIH

|ntravenous over a short ti as up to 5
formutrtions theyeof ere a&ixramstemd igtrdvenpunly eser al shoxt ¢integpaniod such as up to 5

odi nent s dn]nIS ra on o he Apo, A-1 M.I| ano.
minut S SR SRETP s 4SO LS P AP Bl BN Ghthofgo A
Milanby$HoSpHolipad c&iRMBXds TR pRarsRBsitIRHPIesm iRt 6AMBBRYBcan comprise a
i nfusion. By continuous intravenous infusion it is
contmﬁe@mmtramlouﬁ\prfuwn Ry mﬁmuow@@pmmpwpméuwnpume@t gt Apo A-I

Milank! olﬁ{ Qﬁ%oqtﬁ)‘ic} goe}n()lt\)/l(e)?(esmrJ %ggut%cgftro%gf afl oﬁs tff‘gt‘teﬂp 1 fgg?mstel ed

continObily &@er af gRiodXd ﬂﬁie&ong’kb Hah 239D mines, @c& etx@miélwwliouS 30 minutes to
hours. Continuous intravenous infusions can

about 3 depssi Stosflnows inkaveRRusATEsions g#n bwda&meﬁprﬁ%wﬁh e aid of an
I‘ of 1t

s AU pr SRR LA P11

phosphdipi baphammcdsdmalefofmldaimoﬂsehaemzh ibaatcoorbiraftion of continuous

mtravé:q%plta Ig} u%ggs(l L&é&egtgg%gisg %ﬁélgﬂi(“ g Iﬂ(r)]%ers ]?&l;gpg XSPMilano:

phospl%lﬂﬁ@ @é’rhb]%'xé’s &%Hahﬁa%%ﬁuéé'l f&ﬁﬁ[d’t’i@ﬁ@ﬂfef&?' Tﬁ@B&H& é&ée@ Ban be
reof . The bol us doses can be adm ni stered fore,

admlnasﬂetred beforedaftemy dukieg dermointinwws infasiosi dncertaim mchbmnnts the

acmin§ R PERe o S5 385P iR RBics of BrPg i ruRuions

thereof B&1 &Din déﬁ{bnlitﬁmhﬂmﬂ%‘tﬁérﬂﬂﬁgscmatwrdahoxoﬁreﬁént dird@vaddudt disease,
treat or prevent cardi ovascul ar di sease, concomnitant

concomitapigrsoropbididiseases or provisie symatonagfiegelista lhe adwinigration of other
adm ot her drugs can be concurrent or
dn%ségﬁzentFg#&hfﬁ%&ﬁgyﬁgds provi de for intravenous
|nfUSIﬁheﬂkﬂkﬁ@pﬁh&kﬂhﬁﬁMﬁVﬂ@hsﬁﬁhﬁuhaﬁhe@hwﬂe&aﬂmbbd

ta b d f f ,
fonnuragjgp%%e{s%] ed }?el#am n?r s\lgga?b e ves%e %e lfllgeed for ?nrfusllgn lilgcgl\(l)(ﬂng

peripheral vessels such as the vessels in the antecubital fossa of the arm or a central line into
the chest. In preferred embodiments, the pharmaceutical formulation is infused into the

cephalic or median cubital vessel at the antecubital fossa in the arm of a subject.
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peri pheral vessels such as the vessels in the
antecubital fossa of the armor a central line into
wo b@solssé . | n preferred enbodi nents, the PCT/US2004/034800
pharmaceutical fornmulation is infused into the
cephalic or nedian cubital vessel at the antecubital
f ossa Iheartaen embedimentssthp msghods carscompriseardmanistration of a

po P o5 08 SO B R v

doses phmsmhbﬂna@mrdthefmiﬁl Ax dedcribedyRereinbtlow, 8aipdsdod¢ ofthe pharmaceutical
onbi nat i ereaf . As descri bed herei nbel ow, a high

formufpdion oyfr 4 neclpistial e Sof¥ A sl scoelg educs agiepmes volume in
subj ec‘%'é’x%itﬂ gaﬂnﬁH? by ﬁllly%@lu%l@fl Gl%e1dNfh %%ﬁ‘lc& cﬁlﬁ%ﬁt? dcpé" ﬁxarmaceutlcal

heroma volunme”in subjects wt
formuba@@h Gaete admmeﬂtercd befoce ldtlamgwmmwsm@rdaﬂ; 1ntdsrhent1on such as PTCA

r f.or.mul at.i on be adm ni stered before
to untfiR TAEE e Possdi0 T it S e i b e dfosqui i e can
be adrhiisiibd RCtke 8ibj0QG UkHaiv SRSHItench b & Prdvab iR EHRAHAR RS
. .one or nore intermttent doses can be adnmini stered to
(“maigtpeanseiBps)- to maintain the patency of a previously

occl u d%Hls\{E\;e%?loP garorw ergtae A @gca%Pﬂo%a?tJ th #g%tt%‘ne ? SF prtevé)ntlon of

provi dés a nove roac rea

ischenpic @seeifukion igjtiry, $1Qh ﬁl”ﬂﬁ: Us€ peihe phiu@imceidal formiuli@ions 85 doses of
t he use of the phar rraceutlcal f onnul at.i ons or doses of

Apo AxpYlilgnp cwmp@ﬁdieéfétbﬁfi dgreieioe thedeegiment of ischeypicrpperfusion. Doses
usefultfgleﬁ'ﬁmiimgﬁt 1hcﬁﬁclﬂae s gse ﬁ]ggbgfed‘soqg%/ﬁg gf % ﬁrg%ﬁlg\dg%m{ : %féosphohpld

Is treatnment I nc
complép adinistddet] &amo sutjea spheddi théreoiC dmpetain athbdinsdney; € rhethads can

S ect. in hereof . I n certain me t he
comp ISR P SBACR Tk PR PRI AP AT Milaro
phospﬁ&lﬂflﬂ @&ﬁﬁfek“a% dSQ esbit lol'ﬂéfkfg td Qﬁou‘m 00 'ﬁié/kgM)i* aaﬂf?rgect’s body

phosphol 1 pid conpl ex at a dose of about

weight blourartiodaregrbodinénts thepibods @nb;oduorme a@hmlstnahon ofa

L ar_ enbodi JELhe
phar B PinoF R T b gL SRp a5 RSP FPl G cpppeof abou
10 mgfigotoAbbutMd @p&s. Bh @§>Fﬁf@ﬂr¢d9érﬁ|bd“d‘ilﬁ'@ﬁte%e aﬁeﬂ@odi%ﬁ cOhprise

about gg/ kﬁ’ to about 50 ng]ﬁ In a preferred
admingsiigtion abd bl armaéetﬁ@@h%m@% n @b rAB%Addmlﬁmm)hamh@hpléf

o R TSP AT B o o
can cdmirisg adninistretion et aqﬂueﬁmceﬁtcbahcdmpbs[tmnﬁqf thdrapore-hbfiano:

phospg%g ggl?l{) %%&g g}ganglchéfggfglf gg]%??f%%%ggllgg L B]%ep]rrac He gqt:rlftl‘%i%ldﬂso preferably
include®MRIE¥ ofis & &ee% d & 1@Q§ﬁb91fa 1804 ¢ 45@1@@& dokB erSTbn}ﬂaély, the

I nventi1on al o preferably |nc udes the us
45 mgat marse oan beyusedraboneatriio nombinktidrheith Shenigy Ihg/kg@bee for the treatment

Simlarl the 45 dose can be used alone or in
Orpre&%%flr?gtlﬁyh?fnwrmerﬁﬁngmﬁay Y dose for the treatnment or

preve n‘l‘h@?hﬁhab&ﬁf&ﬁﬂo@mﬁﬁﬁ@ﬁ hré%1ded hbRiEdmprIfRE an Apo A-1

pharmaceutical fornul ation provided herein conprises

Mﬂanamhnghq&pnd aamplens of pHisblstsl, |09mglabbhmr@e4ty@pm§m angsteaility to
allow gﬂf: a&%qﬁét%tlog% ats Ecccl tPe pgeym{a%é(ut% ?&ﬁf?k !)ﬁst hn'tR formulated

ow 'sa m ni s ratlon 0 a su

for a sm’fg&é rmeemﬁd walor tamnbefariniulans] t6 aenﬂam dnoinditioblab ek diients, as
one-tinme use or can be fornmulated to contain
descng@f{ lpql,q)‘gfr@mleg}ngetk% phargeguticglformulations suitable for multiple doses. In

certain embodiments, the pharmaceutical formulation can be in sterile pre-filled syringes or

sterile pre-filled bags which can be frozen or refrigerated. In preferred embodiments, the

Apo A-I Milano: lipid complex is an Apo A-I Milano: phospholipid complex. In more
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descri bed bel ow, rendering the pharnaceutica

fonnul ations suitable for nultiple doses. In certain
weedsairsent s, the pharmaceutical formnul ati on cRET/DE20041034800

sterile pre-filled syringes or sterile pre-filled bags

an be frozen or refrigerated. In preferred )
Pfeferéﬂﬁaﬁa ﬁ%ﬁ*ﬁ ngs, therdPxol Mﬂﬁnwharﬂswhprdproaméraw A4 Mijjgno:
POpPCcAPO A-1 M ano: phosphol i pid conplex. In nore - 7
-preferred enbodi nents, the Apo A-1 M ano:
phosphlxl depiaih endmpliresnts, sthd\phnrrﬁad:eulkibdtlénnnulﬁ’lﬁﬁ(barﬂ be in unit dose or

it i BRSO g SRS B 2 L cvice

delivemlﬁgle HORST afrustd 4 bubjdeet TRe fﬁ%ﬁhod@of‘ﬂﬁb ‘im@ﬁﬁ@n prov1de for a
package provides delivery of a single dose of a dr

ug
unit desg packagp péa pharmaeewisehipgmulation h@mpmegxtfowaprm 11880 fugrof Apo

ut r tion
A-1 Mﬂa@&ge?xﬁé& ;g@l? %g gﬁ% an%l@fyg%% mgg)gARB?\ w g ng protein, is an
amourf itigdt @dminpeers 13 ekgRe of Kpo A&I(Elmah@ to 4 hekg Oatem. ahe AR can be, for
A-1 M) ano protejn, is_an appunt that adm nisters

example; As¢erte Slpels uge viajay sigiile prs-falleApyriges sisridcpre-iiied hags (e
gexanple, a sterile single use vial, a
]mggﬂ%?g???gﬂgggifllled syringe, sterile pre-filled bags
(i.e. pigguhaukisdineats.tthephdreceuticaldereation can be a unit-of-use

enbodj nent s, roaceutical fornmul atjon .can be a
pckagf S 5r0eB 9 R BEIRES 6 oo RtOb SRS BRpmerssqt
prescripfi®nalzk, pa%eﬂtr}‘eﬁd}pﬁmﬂﬁﬁelgéﬁ&%%cﬂ cﬁstﬁbﬁﬁﬂhvﬁnhe%ﬁh’care providers. A

prescription size, patient ready unit |abeled f
unit-offiseguackafiesioniainstai mnbgecelueml tﬁbrrméat@npn ouagenst neAessary fora

typwar@m%@w%ﬁvar AT e —

provide!f8Rd GEIRbI-Lsd b Hth @deti@ehl formudatdn\c@mprising, for example,
i ndi cati on. e rrethos of the invention provide for a

Apo AshMilage- M@éplwél@rdawmx B Pranont sufficient toftesahdn areregs sized adult
male o‘}%?le%&gw Ifngf o%rbtem 15&%0899 %HQ@JWEHJIQ for 5

&x Th anCatro treat an” aver age
weeksS I’Dhad aaditlof umq})etekag’e éseias&irﬁ)edAadeelmétﬂg hefe ﬂqzmddhed; of Apo A-l

MilanqipY o B coBP ISV b e il BT b e e R aimbodiment,
the unst s g%?(aggéﬁﬁco% ﬁ@% ﬁaﬁnd@eh@&@f&ﬁﬁ%@ﬁ'cbﬂbﬁsﬁgm B¥o A-1

elna V|a re-filled syringes). In one
Mllanerrtlnndphrélrpid canfydexiin emamoum euﬁﬁaxcmatgére@bm @\cquaeu sézgdadult male or

N A N L L RO —
those &OsKill ﬁﬁﬂhe an tl@ét AR e S Hkedbarhdrdin AR Wased o ﬂﬁ%hsje\ﬁﬂ bPody weight.
dose of ng/kg or 45 ng/ kg once weekly for weeks. It
vvl |1 b&heplamaprutical ﬁormgl@tl@rs agRibe |1ahei%dtaﬁé hgye agopEPanyBg
labelu\llge 0 1§et'nqefs Eh ﬁgul m&;(gn: {:J |t%£11 d glr%ﬁgﬁu{atnolt%%gn%grﬁh IIIS%ELH o gealth

care pﬁﬂ@ddﬂ@éﬁﬁi Abenia iy tigithaktelfiatge b@rohﬁi@l’syncﬂmmh,ancludmg, but not
fornmul ation contained therein and ot her | nf.ormation
limited § fiRgtrucéonsdar ¥s5, deseedqsinginteayal. dimaiion, mdiatign, Genframdications,
f ifpel udi ng, but
warnifidseBloPRHon haRtl LB oy iohO BPm LRE! U 00
interval, duration, indication, contraindications,
4, warni nBRIEFrEESGRlIBTI;ONHaEdTHE G‘IGMRES or age

instructjons and the |ik
Fig. 1 provides the acute effect of a single dose of ETC-216 on serum HDL

in normal male subjects;



4. BRI EF DESCRI PTION OF THE FIGURES Fig. 1 provides

the acute effect of a single dose of ETC- 6 on serum
woDosiomseor mal mal e subjects; - 8 -Fig. 2 (A PCDUSZIEE034800

a notorized pul |l back of the IVUS i magi ng cat heter

begi nning at a distal fiduci ar br anc site O, and

endi ng HE- %l(fb}@w#wm%@ed@g back g theﬂgf &) Hnaipg cafiheter

beglr%-HS% &?é{)cl\;il leflddcﬁurﬂf e R {]t et 2hl eﬁaﬁg Q{]zg@%g{rﬁ'énb]{é:ﬂcg (SI?B A). The

es a represe ve Cros t1on
pathwaz;ssﬁathe oithetenzdlhestratey i the amgiogrdni;l a proxi mal branch

IS reac rovi des an inter iate .

Cross- s]g‘gt ? Ql?:]) }%PV%FI% %F(? CSeptatiyq onsszse(ft‘ﬂn g@@ vesel qhpined
everyd.$ infth Lﬁiﬁﬂﬁlﬁfbx'lrﬁaltﬂ?ﬁlch\(%abﬁgﬂge Fig. 3 (A provides a

cross-section for analysis; Fig. 3 (B) provides the

ext er naFigel &S} providesrir mtmfm@éﬁ_m Croﬂé‘rsgctl@l ¢fthe pesseh des

the. mod Fe (2L y R BB TR VD BMEncr nct on

of the ElIgOS§A§@©Did@§1@bro@§®@tl@ﬁ féthalydisen fromthe area
of the EE provi des a baseline inage of a

vessel Flﬂh%(%bwrb@ﬁ@s @éfeéteénql elagliqmaybrpe (BERD; and Fi g.

4 (B) Vi ge of a vessel in a

pat i en?ﬁgf g@)sgrggéi?%”h%‘é\ﬁﬂg%&g% The at heroma area

decr easkg. 3 (DypBvitles thealBblann of\ﬂtehnabdmnal.taahérymacbhickness

ch e in the | unen area, G 5 vi de exanpl
measgEO Pl bRa i P - CCuPial G2 DADH e BRLE Srg of the EEM:

treat edpi & oA ET)/Cﬁxlaklﬁileﬁa BBseﬁn@[rﬁzS%' dFalveRlediCOpRlcBKbEbretrBEiving

i nvention ( prior to the onset of I schem a;

ETCRIG a8l provi des cr eati ne kinase activity in coronary

venous gf fl t ovides r

of card ’§c4k§ﬂ@€‘“§ﬁs %S‘ﬁ OEY:P%B"?%% a"ex%see?w et g gq%?ﬁéofieﬁ tebeiving
ETCENG: 316 atHepsth£keh d0dradsed fioab®il to B88MmimT With Wértually no change in

Langendorff Apparatus; FIG 8 provides the tenporal

the lgnemges in | eft ventricul ar devel oped pressure (LVDP)

|
150 AL, e 0 AL e
treatécewith velsicleror afﬁr@elnﬂlmdi oovthples of érpinvention (BTIQ 6) pridretd tthe onset

. ventricular end-diastolic pressure (LVEDP) in isolated
of isghgBri:t hearts before, during and after 30 minutes of

gl obal  pREEILGiges ér@afnegﬁﬁas@Qcmi@%%ro%w\%%ﬁg SH8ILORY;

FI G provides tenpora anges I n coronary perfusion
pr essur BIG.CRRpvides real-time monitoring of cardiac function collected from a
vehicle and an ETC-216 treated isolated rabbit heart in the Langendorff Apparatus;
FIG. 8 provides the temporal changes in left ventricular developed pressure
(LVDP) in isolated rabbit hearts before, during and after 30 minutes of global ischemic
arrest and 60 minutes of reperfusion;
FIG. 9 provides temporal changes in left ventricular end-diastolic pressure
(LVEDP) in isolated rabbit hearts before, during and after 30 minutes of global ischemic
arrest and 60 minutes of reperfusion;
FIG. 10 provides temporal changes in coronary perfusion pressure (CPP) in
isolated rabbit hearts before, during and after 30 minutes of global ischemic arrest and 60

minutes of reperfusion;



i sol ated rabbit hearts before, during and after 30
m nutes of gl obal ischemc arrest and 60 m nutes of

w0 e@sidissé on; - 9 -FIG provides |ipid hydr opePORUSE04/034800
content in tissue honogenates from vehicle and ETC- 6

treated.r it h arts ecte to gl gbal chem c

arr est dﬁl&? qg@r‘?ﬁl fipid 36{%] g,org%l R HﬁﬁuéilomOgenateS from
VehlclleeéﬁﬁlrET@JZQ B itreble@rabbdt Héﬁﬁé’ édi)?e%te%il 8 J&Dls%éiﬁﬁg%ﬁ% or 30 minutes
follo mages of cardiac nuscle sanples fromvehicle an
(¢}

P 0@ minetas woerfadddn;t hearts; FIG provi des an

oa oy e 19 6 el ARl R Aaadh o ke A e Safhtes

from @thitkeciné HTC Q%ﬁhﬁe@ﬁ%bﬁh@&m nistration group and two
pretreat ments were adnini stered prior to the onset of
i schenildG: A3 prvideseaanditigastinaptoselof ﬂmorgmupwemim wherein one

pretrééit%é’ﬁt% ad ﬁl%%%?no% e @@ it i %h %ra%ﬁm 151%5 on

rovi es [ percent of are€a
groulpm’rcbt&wtpretfredtménts wend z[dlmhﬂterahphc&rte theadnset ﬂsqhemﬁze]mtth@éhronic
left.ventricle in rabbits treated once (i.e., acute
adml’tlﬁ%%ﬂ%%mpmr treated twice (i.e., chronic treat ment )

with ETGc218 Qd‘x@&s'ﬁgfrgﬁlol%r @éterﬁﬂﬂét}(ﬁl FHhfavplype of
vehicle, FIG provides an additional protocol of the

pres entFIGNénvtm@dﬁsmﬁarce pcrctnﬂtmtﬁat% ast\esle 1pfamt pe@tetchf left

igr.to the .onset  of,i.sch r vehicle
Ven’tr%iaer Sﬁ%al‘fjl Epslﬁgerc%nt 8& le{t \% fr}g 16tfra Ee%l(oeg‘c% 6 ?fute
treatrdd® ofiFavddd@gcd m%abﬁrbniéﬁtfe@ﬁﬁﬁng’&qtﬂﬁfﬂl -216 (106 fng/kg)f Rfagt
percent of left ventricle, and area at risk percent of

equlwat@ﬂtw}emerqfcfplect%t ermined in rabbits treated once

- P48 {‘Jv‘igﬁt al Eﬁ?htl]\%%t‘[&rotgg’ol%% tﬁle Sﬂl‘gé e%g thlglFtﬁb-BQVgerem

r vvlth an e ut v
rabbitsainre b&tlfeafed@mh tghe upset &f &hemmwm&%tht:evmmlammlu@ngesl0, 3
n li rotein unesterified cholesterol; FIG provides
Orl%ﬂké&gﬁ& ]aé(CHPBP%oI of the present i nventi on

wher el rprgs, $h e Bdds n%tc‘lﬂﬁ&fce& of URAI4 LSk %fai%'{grel%%ngt ofdett

admi ni stered during the [ ast 5 m nutes of
ventriviey ahe ates @hgsh perpent obkEft venttichd daterBGngt iovbblets tisafedronte (i.e.,

TN N T —

manr$@} GESHIE10 @6k dabBh bRl ts. 5. DETAI LED DESCRI PTI ONOF THE
INVENTI ON' 5. 1. “Definitions As used herein, the
f ol | owi lF§- tlémmléqsetempmb@ang@ in bppmmmuwmmfwg chaqigggerol;

terms ﬁg}i}e ?P lprelvu% %taldcrl]%one(a protoco %tfni‘?enlgresen? t¥Entidh Wherein a

met hod
single treatment of vehicle of ETC 216 was administered during the last 5 minutes of the 30

minute ischemic period; and
FIG. 20 provides infarct percent of area at risk, infarct percent of left

ventricle, and area at risk percent of left ventricle determined in rabbits.

S. DETAILED DESCRIPTION OF THE INVENTION

5.1.  Definitions
As used herein, the following terms shall have the following meaning:

The terms “treat”, “treating” or “treatment” refer to a method of alleviating or

abrogating a disease, disorder and/or symptoms thereof.
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abrogating a di sease, disorder and/or synptons

thereof. - 10 -The term "therapeutically effective
wa@emantises ef ers to that anmount of Apo A-1 M | apOT/082004/034800

l'ipid conpl ex or pharmaceutical fornulation thereof

sufficient to alleviate to some extent one or nore of

the syhpt GHR Breransuticablysifertbve asmouat sisfare o thas aigount of Apo A-I
Miland bERS8omp& ) mulati i D8ci i

oo SRS g S BYSLY LOBEBE g vt tosome

extentfone pr motaelthe gymptdins editle, coddition de disaridt being yreptedns

thereof, In certain,enbodinepts, the terns. "prevent',

"prev _e#l“? f5gms oﬁ_’reve&t ev QPﬁVFr&H‘_g PEf RIFVEioR ﬁeef?l_htg(f IB?tEOd of
barring & dul§jedtdrondd @cc{uﬁ&%@ﬁis@é&}ﬂiidr&@ a8d At FAAF®msIh§O6 qul certain

and/ or synptons thereof. The term "prophylactically
embodimeris+ the Eermfopisventy e egventing "t Sprexppsinn’ rofer tohemathod Af |

. i Pl X .0r .phar eutj cal . forpul ati on
recucify UKL ol SRS Qi B YRR Bl EDane 60 onser
or r ecTe ®©na &paipholact@ily Rekeive it bre s t@aicanslint bOthe Apo
r disorder being treated. The term "acute corona

Al Mﬁ%ﬁ?f&ﬂ@é corpRle¥ 0§ Phymagetpisal foraviadenidiercos geficiest 0 résult in the
preverifdf! AREErABARACe & éﬁ@’(% erg&g )§ ﬁt{oﬁs"@‘fﬁe %‘aﬁﬁfnddr%sorder being

I nfarction or as provi ernation
treatedCl assi fi cati on of Disease 9th version (ICD-9) to be

superceded by th version CD-1,O) . The nyocardi
e TR s S BR AR Felor s RS s och as
unstab® S, ONwAR RldeRhLQ%aKE trféf%aﬁfﬁﬁl inﬁaeﬁér??ﬁag:ﬂrgﬁamﬁ"

refers to | ocal anem a t o nechani ca

Internggjophloiglassafi¢agion od isedse Qi versios P HP) tareovipersieded by 10" version
[ b UGt | inl . [ i .
0B I58RsS Y RB  SDP 1Bl i

electrdcafipivaph. refers to inadequate circulation of blood to
the nyocardium _ usually as a result of coronary arter

! . , Lery

di seasEhe tppa “isehomia) sefprs e bocplegmemiadycin meckppieal ar diologically
. eest LS L .
inducedr €8 8Pt RICRbofh, Mo D hARRMn BB sl PRARAGE 6F
disruptios)ed siestlood figipdy.t Bhd feem fimgotardiahsclEndatrefes seimdequete

. t he ?gfog ci,rcul ataiggn di seﬁnses such ?s ocar di al,

cireulatign of loog fo thedBy FARBIBnLTP LI Taeswi of Ry aEtpie isase:

angi narpd /&R @‘[Ebﬁerﬁr%H@ﬁefrHﬁioﬁﬂ rdf8s Y8 Yee@BlidiBat 6Flan increased

di sorders. The term "surgical 1 ntervention®” as use

amourfiof exygenaté bbotddo thertisalie. non phar macol ogi ¢ or

oper atiyve nmethods. Surgi,cal intervention e for

o ano Db 6P B Givaiar o esshylkey ooy Ao ik g Yessels and
the bldodIcRe8REen diREaskE6th 2y ASioddR] aFEHcAG, atekRbfonkSy §ndrome,

change in frequency, severity or duration of synptons

athero&ﬁler@m,mgislasi_tsgltﬂnéc aengringion injety aad rplated diserdene chest

t hat A "‘er?ic%fin{é??eﬂti%ﬁvsaﬁﬁgd RELR I%Eeﬁg B %@Exﬁa‘i,‘ rion

pai n. roni ¢ sfabl'e angina s painin e chest,
pharmudvledic oanperailicahethbds. tSiegicélistepRatiad cam Waf foadiaghstic] radiologic,

that is induced by exercise, eating and/or stress and
prophylactic or treatment purposes.

The term “unstable angina” refers to a change in frequency, severity or
duration of symptoms of chronic stable angina, such as pain in the chest that can radiate to -
the jaws and arms or epigastric pain. Chronic stable angina is pain in the chest, which can
radiate to the jaws and arms of a subject that is induced by exercise, eating and/or stress and
is relieved by rest without recent change in frequency or severity of activity necessary to

produce symptoms.
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is relieved by rest without recent change in frequency
or severity of activity necessary to produce synptons.
WO 20%/041Bhe t er m "pharmaceutical fornul ati on” reEEUS2004/034800
either to a conposition conprising Apo A-1 M1l ano or
| ano: |ipid conplex apnd a _suitable

d i | ue anﬁe fegv ‘plgrmaceaiioal Termatien; apfsresithet 14 sompPesitics
L
comp B0 B0 PN AR OGRS,
carriercvetpds, drieacipicas sd'ftslde fdrednbmkoationThe stbjech “Tiotet) includes, but

. .ef e to, a rel ati ter denotin appr oxi.mat i on of
is not fyfiyfed iy oral. Reysist e topika! FRIRPISIO 46 Hescrbed BHIaPs to.
For t henhd fefth Ga&fut’t RiEss & SFAARE Fcﬁ‘m &éi'l'oﬁnﬂg Eﬂﬁﬂ)pr@fﬂmatlon of plus
roxi mation is appropriate unless the value is

or mmypgﬁ‘ifoquél@ﬁ nomigplatade it eaders ite Eprtthgﬁclérof thig gb*clomhre, thisrlpyel of
approxd}rnggﬁﬁ is aﬁg{ $I‘1§1’[6H1%16%S ﬁﬁ% u%?f}%gg fé% gtg ed% a tlé]ilter range.

er upon al ne

arti cl he feoh “&balrr@bfers tb helispldyt dfeummﬂ; priniat oel gﬁilphﬁ)tﬁiﬁier upon
on a vial containin pharmaceutical ly actiyve agent

the immgdiagessompfaines o€ pp W@IC?% Eisrampls, de W i oRHldiplHEA on a vial
Contalféﬁr}gtag?lgrmé{%[%ﬁﬁgaﬁgaeﬁvege[g%ﬁp' c matter upon any article or

its containers or wappers or acconpanylng such
arti cl he feon “bibeliny’eefess toatidalgds amisehér, wiithat, printet ongtaphic
vi deot age.s or ins ructl onal DVDs acconp

mater ipg8 G EPERITEHD 4T 55 ROUTHER OGP aPRFot ARE BEAgitg goch anticl, for
exampR& bl P4k A9 %‘Jert ﬁs@uct%%&lhﬁgé“btﬁfes b33 ﬁ@frﬂ@ﬂhaﬂ]ﬁ?lﬂs@%@&ﬁ%&@mg or

provi des net hods and formul ations for the treatnen
associgieé vihta wntairfer af o pbarowmeeutially stivdragemis, i ncl udi ng
unst abl e angi na, ST-segnent el evation nyocardi al

i nfarction non way e ocardial infarction. Safe
and ef%%ctl&g’%&lﬂgé’g §FMEN” phar maceut i cal

for mul ahd fﬁ%ntﬂﬁ%ﬁbhb@ﬁm%b@é shdRMBulREER fBete tFatesht By
Applicants for the treatment and prevention of acute

prevengionod asyte sqnodanyrsesdromes.ducloding ynstable angiterSt-aegmnang clegation

myocaﬁﬁlggeéaﬁ%étlﬁnh@ m?(évg]?g? Wgég%gﬂéﬁéf%gt?%% Zgr]clfg glgd é(}lféc@i'vg bses for

the phirnf¥eSitical foimuRtidheddser bedticyeis haey Wﬁe&ﬁﬁﬁfed%@%pphcants for the
unst abl e angi na, Q wave and non- ST-segnent el evati on
treatmgyiad mupventioh pEacts HoRARA SYNSIOMeRaj or cause of

rmor bi dha%dgp%uﬁgﬁ#mdg{syam@%p&gigﬁatﬁwr Whds/ebdbr b fich B

24 hours a resentati oenhagen e , 2000,
reorgatized uhmt:almesbﬁﬂatloﬁg Bew&¥)ed ab@S dosonary sy&ndi‘mnsc(“ACS”) Id.

di sconfort that presents t hout ST se vation
Acute GATORATYAYBEIOMSE SPEN Hﬁfisé}?ﬁta ﬁ@gﬁnéc‘ﬁ &ﬁva%ﬁ if PEIGPS

elevatioﬂtrﬂydéﬁﬁfiﬁ bh G ABH aARs ‘g@( EaRB @f Hﬁ%l@t%@ﬁ/@mﬁ}r‘t@ﬁ@r gs‘lpéélally

Infarction. (Antman and Braunwal d, "Acute Myocar di
withinlthé &ret £# dntrsiaftetHerasantabiose 4Sdhoerhapex ehelo R06H, Czrculatzon 101: 598-

1 G g A o o
electro%'ﬁfdl@%%kp hT12) ischEhfa Bﬂéﬁl@&@logﬁ Ghtb @nhsblath@nsg, @fvakBend non-Q

“invention provide unique and effective
wave myocardial infarction. (Antman and Braunwald, “Acute Myocardial Infarction” in

Heart Disease, A Textbook of Cardiovascular Medicine, 6™ edition, vol. 2, Braunwald et al.,
eds, 2001, W.B. Saunders Company, Philadelphia).

The methods and formulations of the invention provide unique and effective
approach to the treatment of atherosclerosis and acute coronary syndromes. In the methods

of the invention, Apo A-I Milano: phospholipid complexes or pharmaceutical formulations
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approach to the treatnent of atherosclerosis and acute
coronary syndrones. In the nethods of the invention,

WeR@3A41860M | ano: phosphol i pi d conpl exes or PCT/US2004/034800
phar maceutical fornmulations - 12 thereof provi de a

on-surgi cal therapy that reverses th
thereogaw slsRaoTusgre tbeaémsthé? rey¢feesthe a@ré@phyatqmc bapasof the disease

rather H{aﬁ rGdSy: };TH%[BH%{I& Felief! TR methDEs OE: p@%g/%nﬁ(gnl fn%@ dg administration

i nv tlon pr mnlstratlono
of ApAjel MilhndviA nd-1ibeokydhos i odipoiocomh e oxrplmhaamuealtfomaﬂatlons

N T A AT T I

transp&& @ﬂ&%&lﬁ&es%ﬁeréé‘é%‘&@&pl%&e rWﬁHé&'b@fﬂg%oBh@ﬂ#ﬁx ﬁ%&r!s?qms
bei ng bound to any eorém_lt I's believed thé Apo
0

believed thgrfpo AgddMidano, peqpp aﬁqul sptesphqdipid ewnplee er ph:armaceutlcal

oo BRSO LSk Gl S By L e

cholestidll ks porg | reducastheroina voRthie 881 @inebilimR atotRretioplSquR.
stabilize atherosclerotic plaque. The invention

provi déke W@lespm@de% methodor therfreagnent of peute spionamy
d
ona O Bt S SR A TBD o AP cblaneir

pharmadswneaiffprrmslaﬂmctherbmfd ai)@smtbedd:&itbvhe:aa@madmﬂnﬂemd in & dase of

about { SRE B ATRY ) B Py Rl Ry o ey megprtsinie
to 50 Iﬁg ;%iﬁteﬁlﬂpl@f &id¥ ]éllé&raHE‘;’ St RE/RE 8F b H%ﬁkgfr%ﬁglcgﬁts 4ave shown that

i cants have shown t hat € these doses are
the thﬁaﬂeses efd mfw,ueﬁfecm&nvlmeﬂl tolsrasedabeshtigctsutfesiog §rom or at risk for

fering, fromo acute coronary syndrones
seute GHOREY sPRee] b s RErBheRHhe i vent | on ot ovi des
met hodsghé fivehtish firbeidbdmBtho8s fop tiededihen i@ iprédetifiéh of acute
coronary syndrones_including alleviation or
coronggyeyndspaes meluging zﬂ@V@tl@lﬁ 8r amels%tgﬂrb@fst ®Figat el ymptoms of acute
coronar(frg tsgr['cgg%esc‘ yﬂld }Jt ﬁ me n{EB&db r tlhg @re?tment or

SBrovi @ orPreduct on
reductio@r gfivaronayt Jithéloscﬂéxem@SIrScerﬂam aebdduinentethe dietheidt provideefor the

net hqds provi for the pronotion of chol ero
promabpn O PO b Kt o P sl D GETa PaREHHe fhegmethods
provicferigﬁ ﬁger o i Qkdlesd &folés{é?olrffaﬂ%i R RE ehBY8mSat, the methods

transport. In one enbodi nent, the met’ hods
prov1dﬂrfowd®eea%cﬂ atuaonma@hdnamlwraﬁfcatedcyleamh linrceamlna:fnﬁ@dm@ts the
In certai,n e di ment t he af cted ve
affectef eosal i HRRuE AYOACHBS oG o hia B i dRpbet
heremaﬁxlﬁﬁﬁ%dcﬁ&@l ulRRkSIHY, (TPY SH. Ntnr RYIBHCHM Ydiniérits Qﬁ@meﬂlods prov1de for
. In certain enbodi nents, the methods provid

a decreasc natcd@lmlamlge/olmm oftealaffsriad wessebl lnrperten cabogdmpais, élw methods
sel,, ln_ceptai

prov1c¥e pr aad%%%asg b ehelaxgrtaggglggfan{% gea%l}lr% ;ﬁ&nl%&l @%ﬂ%ﬁ%{:‘%& 'vgsesel In

certani EmBadiafehB cthe theflesis groviddfog @ ﬂé&bﬁbe&ﬁb@ﬁag@mhﬁlmaﬂ hheroma

t hods prOV|de for a decrease in average
thlcknaw R 6pain lgMbRAELS, the TeethedtiIiOEAS & aﬁ%ﬁ’feése mrpﬁque volume in
least qEFc‘erﬁ QYL dl‘é] cfeﬁamaen#o%arﬁffﬁse (BB OV YR, &&reaﬁe in the

Arcent aque area n’certain nment s
greatestqiek@mmpkaqwmde frmertamchadrrodasmts rih¢ methgdeptorile fplemceased
| ague .area, I n certain_enbodi n f he t
meang BURE AUl dAReleE dn e HEHE G ha iwcqr*&m RO J&IP&%&B? subject

recelvi 80 nfeti RIS e d fRRSRons bNhE Blvietith, QAR Ak BRI sed dMiographic
ec
1es1ons as g:ompared with subjects not receiving the methods and formulations of the

invention. In certain embodiments, the methods provide a regression in pre-existing lesions.
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recei ving the nethods and formnul ati ons of the
i nvention, can have decreased angi ographic | esions as

W@ orsasrses Wi t h subj ects not receiving the net hpdBUs2vd4/034800
fornmul ati ons of the invention. In certain enbodi nents,

theng?@hods provi de a regression in pre-existing
In certpipsmppdiments, she methods tnd Phagrecsytisd fornulation l?féYlldéé@I aghigving
I g
preRSTRCSUALE gl AL R0 10 Sl gl gt
of an bowmitatednivekimeits, dosesdbe Aab A - Elvhlmdm]ﬁni;mphphda:emplex of
avout | 50 ot IR PSR S oML, 8 200U, 19!
of aboﬁ{ Par st YO &%oﬁﬁﬁ@@%' ﬁ[‘cé?’fau?&ﬁb@dl%éﬁts @G%tthél%%é’rA -1

about 0.05% In certain enbodi nents doses the
Milangvphespbolipid sphplexpifdbew ipinegkg fo eh@amﬂS my/kgprovida on st red&ction

. /k oV a_ne n 3N onss, Vol.u of

in atnfHnf SoBE A ESol Cl0 fd CRRGE] Ty B B0 R §0igES B, 1n

certai@bodimeste dbsdsthe PO di- MRl so: 9@@5@&01&151& c gleﬁ of a%dtﬁlBQng/kg to
phosphol i pid conpl ex of about to about 45

about ﬁé mg/lﬁgeprp&de tievethe sxgyetiorvin m%ﬂrfé%iﬁm#ﬁkﬁlthﬂﬁmétthlém%by
t ﬁélg t -0.039 nmto -0.044 mm In one
about dnj% Erri%t G)Ot‘lﬁgﬁﬁfet hods provide for the treatnent of
acut e bosrermathodiyad) theesethiods provjidecos thel tidatisérg of aarte coronary

of acute coronar ndr ones.

syndrii g itts WaRiSHene 0 SYBRORS agjtey ﬁ%rogﬂéf/séﬁ’r“?@?’l‘?ﬁt Brineof
embod AR Elgd &ts QT sBns bl/od HRIAGAEof Iﬂ%&rc‘llﬁl KR nfNEST instance,

] aw, arrrs or epigastric région, palpitations,
pain irsthechertgawodrmis emmgastncapgnonﬂsallstatlnam shortzassi bﬁlpreath

vom tin | n, anot her ment e [ OVi.

dinphoripe. B aiflo” S, S RO TR R oot ok el BVl Ter
treatm@Xtifchie r&aroiiagn@naﬂ%e%yﬂmms @fhisigHt SighOaRNGinptoms of acute

syndronmes in conjunction with changes In

coronasy epndrowas i egimetion FEchages Exdrgtrocsidieeray (FCGEgeG™),
such a§ I§%Vs%gmgrr1]t leva’u%sy N &Q%rb%&r? es ‘éﬁéh %filn{éér%ﬁll%{xss 'n%}gases 1In creatlne

i nh creati ropon

klnasecfretcﬁaﬁt‘fm@nﬁf DélfC-meachVe pme:uerrbodl rrent t he rret hods
provi de for preventi ones in

subj eclsongembadimens, t%g @g@?‘%g E%‘g’l T{ﬁcu'ie coronary
syndros&(&qfl Whjects g&?#l@fb} dev¥lo 1ﬁg°-’e§:u&aébrbﬁ5{'% E‘ﬂﬁhoﬁb’sbl S%ﬁ)ﬁétsocft risk can

varyl ng "age or exa out 25, abolt
includajomibjec®f vatyimg age@ (foabxmhplG,OLS %@bbutm alzrivid 36, ®©ub4=0 about 50,

oyt 9 ar bj th f
about B bbpe{ by B O B oD BaR 0T Bl tnie i B sty higteRy e
cardlo%’srcqla?\dﬁéé‘s‘é'cﬁrgel%tﬁqﬁ&ﬁspo&ﬁeh @&Ea?dfohé’écufh@ﬂﬁeébeaﬁfbj&% that have
hypertension, nultiple-vessel or |eft-nmainstem disease

diabetes, hiypartensiat, mubméarmg@ omesicaeiistem disgase et hayis. haga preyious
o0 g Eg]?tood by those of skill in the art that the
myocaraig 6%1}5 of the fornul ati ons of the invention can

vary witiuhdegstbed Bthoso\eff il in the et tike ey dctual dbsei dfliless
of the_ subject, the presence of concom t ant ITEdI? f
formusgias of GaduveRton pan Yark withithe heightniypight. age.spyaHy ¢f 1liness of the

subj ec}j 94{ E ?ngto? c?rgém %Hlsﬁgﬂf"ﬁigﬂél}ig{’ éﬂd\’tﬁé 1ik&NPoH AP an elderly

eo
subject with compromised renal or liver function can be treated with a dose of Apo A-I
Milano:lipid complex that is at the lower range of the about 1 mg/kg dose (e.g., 0.8 mg/kg or
0.9 mg/kg). A subject with severe acute coronary syndromes that is obese with good renal

and liver function can be treated with a dose of Apo A-I Milano: lipid complex that is, for

example, at the upper range of the about 100 mg/kg dose (e.g., 120 mg/kg, 119 mg/kg, 118
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Ml ano:lipid conmplex that is at the | ower range of the
about 1 ng/kg dose (e.g., 0.8 ng/kg or 0.9 ng/kg). A

waaipseesemi t h severe acute coronary syndrones PEEUS2084/034800
obese mﬁth good renal and Iiver function can be

with a e of Apo lano: |jpid conplex
mg/kgt IH mg <g ang rthf‘e%kléf‘gp e da%agt: ﬁétlﬁﬁwulatm@eﬁﬁﬂb@ﬁ derglphave been
hown k3% TBLkg, 898 it F&@%@
shown by PRI FAORE e e S $de ToiktndiPaankt of
c1rcula‘tm|gmuhmntrahmsdh&0n¢lbwthh effectivehimsewith@n astuprablé dslbote benefit
fl effective to achieve the intended purpose. These doses
Prolil&ychi eve a range of circul ating concentrations that
i ncl udend ii'l%lﬁf(fn%frbi/ﬁi@s RSBy thatiig @Pﬁx“éf@&ﬁﬁigeacﬁte%rc;n@ry
benefit profil The invention provides nethods of
syndramesavittng d@ﬂmg)actm@rﬁﬁnahgn sahadée s lswat ip tesph Aeusereerondy lyyrdromes
ina s gesc @q}:egc?%gﬁrcﬁtt{e%ﬁ%eﬁqg e h%%ijn' ét ‘ﬁfiﬁq'glgt's .etﬁé Atgg dsE g&?

phosphdl8Ad b&fplex bflplcie&mtaawmc@lnf@ﬁﬂmlaﬁdsﬁ ﬁlerebﬂ%.s Apseribed bélb{:vam be
phosphol 1 pid conpl ex or pharnmaceutical fornulation

admingsteae %hout avery dav abpeieven) het dexmbent aigry Aidayse pbertgpeyd days,
about @%e‘?gt avs.a &g%%ryef}’ﬂg% eﬁatot]{eéveg}ay ga b%gut %V& @&}¥ %% about

out every S, abo t eve
every yid dagd dIhls erpﬁn?o'd thoal s reﬁ:lm&dtto e:v‘sheyio&ng (mtehazy]somnterval In

‘ abot ever 14 days s tine riodis als
cortai GRBK B Pl IR et P BT Yoy Sp/RPTR gvery 12
monthS effvtef‘y 18 fEkadbrent 2k RnARSIIA Qréféﬁ&f RboBRBNBAhE KGH A T

, every SstX nont hS every nmont h S, ever rmnt S or -
Mllanevlqw couplen ot plsa,rrrlanetmcelf formeldtiemtbertofean ke a rhl@lsmvzd ghout every

753085 LG b BIFERASL| Sl BB e

or pha®@hdeatital FHIAANAHERR tHere b BE §tohahhférhdﬁfm1€@&h<ﬁr IIn MednO:
hosphol i pi d conpl exes or pharmaceutical fornul ations

embogﬁ@n@oadn@aﬁtrb@oracaélﬁ@ntm%foa abAuil sygeks abont 2 weeke pbaitd weeks,
about ﬁ@el%gé 'lg&‘it% \ﬁgeqvgb%ﬁ{ 6 @Je%%’sn é&ﬁﬂ 70% ‘ﬂ eagogf 135‘@@ Weeﬂs

s, abou weeks,
about db w&kﬁoﬁmﬁﬁﬁuedabﬁﬂie 1e vl thlke subjadio Thisti @ pevbekis, alsahcﬁatred to as
4 weeks, about 52 weeks .or nt| ued for.the |i

the dOémgth@t@abﬁr@émemﬁ%l% FEUREPRodETS 2 40SgE A piifggiop gthedule
can b FortdhGm! gfés %_ﬁﬂarﬂi%élglcgpforﬁlﬁﬁ%ﬂﬁf]&n QPB aLi Mila% phospholipid

duratio osl hg adm ni stration schedul e can
complor ,admunstemduabdw evaryﬁnmyﬂﬁmmbbut@Weél{sr fu ertdin ambpdigrents, the

dosing, st 08 Py P RGP LU 260 fiBaetce nE B PapR @ subjectcan

be treRBPORIBRESkK fob Q@od@ g8 ivRgkd sEh¥treaDatiRn B ith bisout 4 tlmes over the
intermttently after about 52 weeks. For exanpl e,

follov§upyeset Im@ﬁabepnefeé@d@mbwdmﬂn@ wéministention 96 aﬂnh@mﬁe@@l

oo SR B 0oL PR b BTEEARUER499 e

about 300deRE. SOTRE d@ﬁngﬂﬁdrﬁmmi‘maﬁﬁﬁ§c&idﬂmle§hs1ﬁg)f/mdmtdloﬁmg intervals and

conprising Apo A1 M| ano; osphol i pid, conplex is
duratigpsoaye Wathir t}lewcwf&th%mvalﬁ&massiewgﬁégﬂe%er dosi ng

adm n' 5%§e8;ff dﬁﬁhﬁqlﬂdﬁénou gh«g?thﬁl‘?ﬁﬂi Qﬁﬁﬁpﬁ&sdr Harmaceutical

i nterval's an ations ar I'n the scope of the
formulatioas tHegoof asn dzﬁg@ivelbthd dhmtien of tridtmenio Sor ekaniple, #subject can be

treated Wlt% % mg/ﬂg ofa plnm%la%elftg nHormuI%!Emg of annR %—i ﬁ/ﬁiano: phospholipid
complex once weekly for 3 weeks and then treated with 15 mg/kg of a pharmaceutical
formulation of an Apo A-I Milano: phospholipid complex once every four months or once

per year for the lifetime of the subject. Such intermittent doses can be administered to

-15-



formul ati ons thereof can vary over the duration of
treatnent. For exanple, a subject can be treated wth
wa 200941866 of a pharnmaceutical fornul ati on of aPCEPB2004/034800
M | ano: phosphol i pid conpl ex once weekly for 3 weeks
qﬁu$en tr ated wi.th / kg of a pharnmaceutica
maint4lg e PAEOES AL B oSa- Ap§ltien qsasf]@mwb% BRImaRidhe shircs so
mamteﬁﬂ ﬁ@ecﬁl\é@d YthERHa vERRh D8 PincR %% Vel Wfiitn £O%iththe scope of the
fetinme of the subject. % i'mtermttent doses. can
lnvmﬁh@-adn1n|stered to - 15 -maintain the patency of a

vessel | nt t d the lifeti of

subj ecti§ge ﬁ;ﬂ{ﬂn?rﬁfﬁ rxgu'l%g Cgﬂ{l %% Y g mal%frﬂfeé n
conjurlckieh ahedroies sRbrvEMITRN) /. &l Befbhd Bhﬂ'hé Hearee oRge9t JubGcal

i nvention. The methods and fornul ati ons of -t he present
intervenyipa gen Bsluds ﬁnﬁéplagféfdlmtrﬁvmhlpuwl@a$crmdwqrwasn pérydiypass graft
(CABgE}tc%fo\ﬁg{v Aln érépélﬁt {rn&ﬁ%%tg’%or{ %tgll%ééalé% asgé’nltso %,r%lrl aﬁgg & }(onary

mtervenmton@@Is)canﬂ/@r sﬂabmuzamkm:blaqneg olmareytamretnﬂroydnbmaaﬁe fiedibts
coronary _angi ography, .inplantation of vascul ar

BG) ,
Provid(gt(‘EA %Slnggfém i dbilanoe B]ﬂ‘%?ﬁh?lgfplii GmPlFz oF Ph#mEpeytical formulations
thereo?’ﬂéyofér Ol‘%%pédr% Qitlh@,?veﬂt oﬂ%@%ﬁ?n och'Iuﬁ Fa4, or requce

nbodi nment s e oSl ng A-
atheroMldnatlo plagtmmp*mlssqb i Gutglxmﬂ) [mervmnlqnhafermbenanuah Inon-pharmacolo gic

i ons er,eof before or after surgi.cal
or opefi B mtad Bied 57 BEeRosty 1SRERS Gadiolsu) B hyfol rsgtmsat of disease
ora ccﬁ‘ﬂdh%o ol 8xMIE, 1ﬂﬂrﬁﬂt'§<§llérrhlﬁa§6§§§ ﬁ'VU@L!&'hQ 'c&%'nary anglography are
intervention refers to manual, non-phar nacol ogic o
procedyiesrthatiope pravidecriguantitagive @$sesﬁrr3@h okplaque; hm@&rr(ghagnosﬂc purpose),

angloggro&lgr Ct%l g)% 0: ev?(sg oe(rgsetlsr ﬁ‘?&lgﬁ)ggc Cpl}llr%osei'il adsaélgbo&%aéty can open an
occludet! Veksk] @Retntnt plﬁl@b%) angi ogirrplidas surpicaCiativesion§iad used
. can provide a quantitative assessnent of plaque burden
herein( gj agnosti c purpose), angi ography can provi de i mages
of vesggls ) and angi opl asty can
open angocc{\hgg%&lrggéggéﬁgﬁ?gg?nem purpose). Al are
i ncl udxbnassgact, ghepdesdém ireugort pronsleametiodsl atkfoemmlations for the
oprotei nA:) .Ml .ano In one aspect, the e
treatimgi P AHERBHOB P TS HRIHODTHD PORRAES Popninistering

a fOI’melPdrtloh R6m Pﬁﬁﬁg DBRRIA-T MEEHOL T2 BerBfin BRBYERehQRhOA pb N-EKMlano(Apo
fromacute coronary syndrones by adm nistering a

A-TI Milaranehabé wmplomwghndjlpﬂbo A—I Mlano. In certain
enbodi nts t h

conp eRag AP A Pg is pnERT XETACT ApP AR LPkisERBer S a1

1980, Mt k¥, Fhve¥R66:801-907). Aﬁ(A A-I(\M¥Bireohe BRincedci ®hrgint@BQurg973) is
Cin. Invest. 66:901-9 In Apo A-I M1l ano the am no

replaced: byitheragiing aeid Cygteing (e@ysl 3) e&ﬁca@@dﬁmyAtIH\éhlm rentades epe
cysteng%%%lgilgger rpe@éﬁngétﬂe %@ﬁq‘g %%r é{i& a2 lnhclﬁohl%ﬁg I?o%'i‘&cﬁfn@ﬁc %‘i‘e
heteroditnedicrforonges, dJ.ShPateti Ne 15,876,958, imetb@bﬂadadm«:m bﬁ/@éﬂ@rence in its

entiret%gs, ef]gqs g ifcgﬁaé g?e} q?h%}rflgl\aﬁféfrﬁegégygg %Iph @ggt%f: gé)r}rspgkg I(A?llago does
not dide ﬁ@hé&t%eéﬁ‘fh%gé:f?)ﬂﬂge@mtﬁe DRI Baht $4 M RGnYebults from a C to

T subst1tut1or;101n t}geegséne sequence, i.e. the codon CGC changed to TGC, allowing the
translation of a cysteine (Cys) instead of arginine (Arg) at amino acid position 173.

In certain embodiments, the Apo A-I Milano can be a variant or
conservatively substituted Apo A-I Milano. By conservative substitution it is meant that

certain amino acid residues of Apo A-I Milano can be replaced with other amino acid
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not discrimnate between these forns. On the DNA | evel
the variant formresults froma Cto T substitution in

w0 b@sgerses sequence, i.e. the codon CGC changedpP€DUII8EH/034800
al | ow ng the translation of a cysteine (Q/s) inst ead

remdugse\a/% m i bcéfr?lr?g ﬂ?lgttengqg.npé}o gg%gqlgcgj ﬁf?q?,%lutghg rc])ggﬁ: Hg@tegl Thus, also
conterféﬂéﬂeé by R e SRS BIAG AV AL ¥1sB st bl}lﬂﬁ&l@ed%ﬁnﬁb Aalnl%lano

conServative substitution it Is neant erta
Where@rﬁt hessteredlefissd amaw asid mﬁxduc;\m thh/lsﬂrm”mreaasuﬁs’etuteeipkfmlm a?mbther

am no si due
annino e PG PR e lsp B FRIsCO AR PREOEH SPEutipns, the
aminotabRls RE®bEbdhvelitSy ciatsifeLioty ®rhahed:e ?Mrlésh%yﬂfoggﬂi@tand
invention are altered or substituted Torns oOf A- |

hydrophobignslenpnsting primerily eadhe phisicabehereigal phimaoteristias of dhsi atuiso acid
side cﬁaﬁ‘n g’ﬁ?eesg Itt\érH GiaShy ceaté al?é"gegqte lg o gr %ﬁ%sﬁs%leﬁ?ﬁ%o@e%%as orlggi tha%more

dlstmcaa]mdeﬁnamedzhamb&hsﬁdstdf ﬂ[&Samﬂhb ecidrsidbachaiis dFocaantie, the class of
onveni ent ified.i nt ) mai n categori es-
hydr%ﬁv ¥pHol %C efﬁ’agﬁgﬂT hspHdwid %%ﬁ%%ﬁlqh& besicrfafl pplpr amindreids.
The cl@é@ﬁ'h?@fopﬁ@ﬁ%ﬁlﬁ{o &%rc‘%ﬁt}ﬁ e iidr SSbRbidEd ﬁlt@@cﬂ% eﬁllﬁ'agomatlc
de Chain. These two nmain categories can
amino @ba]ss iThe deffinitivws ofihewirmgs categoridsalf anmceaoddsthatrdeﬁhy structure (I)
fcﬁig inethe characteri'stics of the amno acid side
are as For exanple, the class of hydrophilic anino

aCI ds q@yur@gnﬁ@mmﬁ@ A QL1106 dn lafHi o 2G4 SkIfbitiRgsl ¢ and

ol ar am no acids. The class of hydrophobic anm no
hydrormbtfstwi hesp dhapuzetcaseorsliftsdiovheeeimiahized m@wus hyrfophobicity scale

of Elseq{b?xgétla(f ég%(;lp 9 ajr%ngzn %%6{ CII i}el %%ﬁ%{f ?é’fl éll§ terrl%oc &4 %g&r()%xl Fic amino
acids iaclada$hi O] SsgS), Hiy A0 @M (B)Y ASA(INY GAa (@), As?f(?@f) SLyisqKgAnd Arg

am no acid exhibiting a hydrophobicity of [ess than
(R).- zero accordi ng to the nornalized consensus

10 PR A e i ol I8 v

pK valagiofigesathady . i Axidic dmlﬁu{cu(s'l’t)/plcﬂéjr h{v8)negttively ¢harge@sitde chains at

physiclogtat PR ithdosacF b Rliop i n; oaetiAly Sptadef e i wmhards

mcludga}m(;g)a@ld%g,qg;hal n pK value of less than 7. Acidic
am no ‘acids typically have n atively charged side

chai ns"%l%@amoah@g red¢ts p-h Hydroplailic eménapdcihdwjals @ sida chain pK

value c&f%'ea(tg) tﬂglhz %ggg F%nrgoowgg t?ﬁllc%k{ ]ﬁ%@g@ﬁl&v&&%ﬁ%fggg%gg ghains at

physiofyiea0 phi dueto agdobiatias ivith giongind ich, dBeretiedly dakodeal Bé@lcQtfmno
greater than 7, Basic anino acids typically have

acids IB@§11‘%H\‘ﬁeﬂ}9 eredgeaddyaéiehai ns at physiol ogi cal pH due

to assaghatd QoW i 1]%? R)”AI_F%H %ﬁ?hc %?gl%t(dfé@galr‘{y {%sggéj@lgam that

basi ¢ am no aci ds | nc
is unciaked 4t Iﬁhtfﬁblogmah’pﬂ,/-hnlt e/hidhdfag asletis) oae byntt mp»hhb]h chegpaimod
acid havin de chalntﬂeafé‘ls uncqlig %
electm&ﬁﬁ%%rs ) RO el ore elopdn &Y oBhat e atems,

Genetlwﬂféhcbﬁéad PRhLS an?ifno acids include Asn (N), Gln (Q) Ser (S) and Thr (T).

"Hydrophobic Amino Acid" refers to an amino acid exhibiting a

hydrophobicity of greater than zero according to the normalized consensus hydrophobicity
scale of Eisenberg, 1984, J. Mol. Biol. 179:125-142. Genetically encoded hydrophobic
amino acids include Pro (P), Ile (I), Phe (F), Val (V), Leu (L), Trp (W), Met (M), Ala (A),
Gly (G) and Tyr (Y).
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el ectrons shared in common by two atons is held nore

cl osely by one of the atons. CGenetically encoded pol ar
W(amms/mmiti ds include Asn (N), An (Q Ser (S) BOTUIIW/034800

(T). "Hydrophobic Am no Acid" refers to an ami no acid

exhibiting a hydrophobicity of greater than zero

accor diAgmagicAipingdyid] releagtoconssorhebicApine geigpyith 4 gide chain

havm%ﬁetgéeat%lt oL¢ elf:rbﬁﬁﬁg 6f &er%?%ﬁatlé 0161 he Sbfthtic b getél%gﬁoélééc ring may

encode am no aclds I nc
contaiRPooe (Fnprd su(bstﬁthénts Eil’ch ak F)QH MSH(MEN, &-E--CL )BT+ -(N;, --NO, -

Nt T TG 4P DTy opRor E LM, RN RO

and th§ 1iHe whBRI dach RVik e &ndeﬁ@yS CQN&) alGMBLL&itREd (C; - Co) alkyl, (C; -
b P

heteroaronatic rin romati c or heteroaro
Cs) alkdnyly snisspitweh (i 1Co) raéceoyl (ﬁxr-&&) alkynyk sstistslich -45) al@‘n}’l (Cs

- Cy) éﬁggﬁb%’c@ 5“35 -&J% éﬂ?r CC(~ B%ﬂy&%ﬁhﬁew@ b;lmgkaryl 5-20
membeféﬁ@)em%%rﬂn sutshfuitdd %e0 M@:ﬁﬂfére@l&fé&r&r B 6LZHiﬁ@1ﬁBé‘i€dfﬂ blkhetéféaryl

C) alkyl, substituted (C - al kyl, (C
or subamtn’@ﬂﬁ F26 mgmbeied glldgtepoaryle Qengpwélpmncocted ar@ngucaqmgaﬁ )91p1ds
| kynyl C- C) aryl
il SRE %&ng)ga&d SR (¢S C ) i katyi
subst | fNi)Iqﬂ)lz(r(Amlrﬁ Ac1a'l ﬂeﬁryto, a yd2Ophubideniad acid havmg a side

het eroaryl, . su et er.qar 6
chain %wéw&%%awﬁé% F18 FB‘?‘ agg Wgﬂﬁw Eamgs lﬁév}ﬁéh%]e P&y g of
electrcﬁisi%gﬁreg P }nonﬁg@@% 'a&ﬁ{s iy g@&?&lﬁ%l@ E@fﬁ’l iy e%@ﬁ BPthe two atoms

aci ds |nc (F), Tyr=(Y) and Nonpol ar
(i.e., thesidochain d: nat eblar)s Gemeta;alily drcodbd bpqialmmmo agidh ihchdeiliey (L), Val

unchar ged at physi ol ogi cal pH and

v, U\%ﬁcﬁ%ﬁg\gﬁl@ﬁc@%ﬂ&&ﬂ@ﬁ the pair of electrons shared

i N coNMBApRict AYRIRLANE" feferdRERRIrbYhIBR] £hmiRe4aid! bﬁvtﬁg an
each of t?]e two atons (i.e., the sjde.chain is no

aliphapio haidrpcartion eide ehainy Genetisalyl engnsed eliphtis gnieg ardds lﬁéllud%i Ala (A),

lie (I Met G G and Al a
Val (%Aii?& bm“gﬁl&éc Ani no ,(AC|) d" ref (ellrvps to Zt gy?ﬂr ophobi ¢
éren no EDA:: ldm'ihﬂ)/adi]&é regfdula |Oyﬁ @) isanbyat ﬁﬂhmgm narsﬁoldﬁ ddﬂm%ch:. bridges
netica encoded aliphatic amino aci i €.
with qthgr Cyw4€) (e%)duetemotb@) sulfaapt rqoeta?nn}g AR a&fﬁsnﬁ%ﬁggﬁw of Cys (C)
remd%? ie{nﬁ;ﬁﬁicfgéguﬁoqm&sswﬂﬂ on'ta{]nﬁlg Qfgle Ichaif@No eRfsMn a pe tide in

ridges w th ot resi dues or her
eithershd fedﬁgdd ~feeent S ok ngidinet dmu}sﬁdedmdg&'&h éorabaﬂfactsbeefth@}QsYS ©

re51du(§§ 8@1‘[@ é{g %gs ;g;g%tgxlgo% hﬁfg%?PB@Iﬁt 1@1@01]‘635 tz? P%’E’ldg owehl er&ys%C)
exh1bft$?H§cfrgp1fld"t§ﬁty%f 029 &B&bﬁin@a@ tAé Botnfdlided borseesas séa0d & Eisenberg

ects whether Cys (O residues contribute net

(Eisertbedy, d p8hbipra)rit twtdfogpndebrst@od; that s toarposes of thepiepens invention Cys
hi.bi dr
©) 15&8%8?%%65%6@% y%ol hﬁ |%§O ole) eoﬁ‘évﬁiégtés(% a‘lrlge@le%gneral

classiit fiRRAPaEfnddEbLSesber g, 1984, supra), it is to be
understood that for purposes of the present inv

Oys (Cpsiwillrapgenciasedbyatbose ookl indheirdghe phave categories
are ndt muqt’lalﬂf tx‘é’lutsn%t %ﬂk régmﬁtb Em@seﬁlﬁ/'ix?é side chains exhibiting two or more

physical-chemical properties can be included in multiple categories. For example, amino
acid side chains having aromatic moieties that are further substituted with polar substituents,
such as Tyr (Y), may exhibit both aromatic hydrophobic properties and polar or hydrophilic
properties, and can therefore be included in both the aromatic and polar categories. The

appropriate categorization of any amino acid will be apparent to those of skill in the art,

-18 -



classifications defined above. As will be appreciated
by those of skill in the art, the above-defined
w@atsgersses are not mnutual ly exclusive. Thus, BOT/NS2004/034800
aci ds having side chains exhibiting two or nore
ﬁﬁy cal- hem cal properties _can be included in
€5pect %l’i

Ql@éigtﬂﬂﬁéélsc re praaidRdciereini Hoceatgitiesbetments the
| C re further
s SIS BRI o ATOLECA TS Enlgo A8, TLILRST
may exﬁhebApo ié‘ef Mlhmo mitizeel ihylotr inprobincan ibe petaired Sroamany source
.. pol ar or hydr.ophili.c_ properties can therefore be
availaBlg Far@tenle skt App hs! Mig ?%bealﬁamagmam SHliisy seg-synthetic or
punﬁeﬁh@p@mmgaﬁ@t B aﬁ?&ﬁ%ﬂ bﬁl%alafénpfth@mgo @m NRlas bghtdd |

be ‘apparent to those of skill in
recombisgplandiginl FApa A-1 Yhlanof emmmiananem @r El scdi mssdmenbed in U.S.

TR O T e —

heremﬂi?treféwlcé\iﬂ theithatifypies. Aviethilld BR@bikidihg 296 A-DMil@o, utilized by the
i nvention can be obtained fromany source avail abl e.

inventjegrarg WsHnewnip g Heriexpnplanope dnl Mélape ewnbs srantated from
s 15L 8, b DS UIANE o, BN SO0 0, Aol

lipoprotemordducint, dpmadtiezatiofraff @elAfliralibh elnonaeoppaphy sied-dxthanging
east or, E. colj as described in U S  Patent No.
chromgiogaphy, TRt 6 Be RO SRR SEATEIAREG" SArPmAIRE aEby oT
t
1mmu1%ﬁ?ﬁ1¥1%hr&ﬁ§t%%{é%g% (ﬁ"?)r&ﬁ{c@d &nlﬂi/etﬁ:ﬁ £ g&%??yﬂ&/lﬁl?tfacﬁlg}? br using

entireties or obtdi ni ng
recombinphti DA thghniduess kneentd tbnseasi@lladehlth«mm subseduentpurification

familigl (8 TPl BB T, (o8 BonsF oS N et 07-867: 6530284

6,423, gwtaoqotggzat 5884506, D9Erd1y 630k 3P0 cmlugeta@i at h®os, J.
pop r ot ei n, reduct i on, denat ur ezat i on

Chmngécvg"f 7980121 Bro& K owmaeo ek FRY, /. Lénid Bee ﬁd(ﬁ@}%@ -91; Cheung ez al.,

o, T REABOSTOIN o LBLRS 5y ot 1 UG oAITAR s

Patent®yso S5 2,928, 5h834,396, P1806,96&dnd §,M2 het4;eall [PLCT Publications
sem -syntheticall )épor usi ng reconbi nant DNA techni ques

WO 8¢/ dnd WRLEEVZ02) 1 ed in the art and subsequent

f f -
(Seo, B8 A EIMILM 1 IG Lo SoldRol el 1y obaind

from sy ARGy 3@1;1rc6 pﬁﬁ@’ Qazm,es 51namémgamboauﬁeﬁs,@wpﬁ ASDKLi87@ can be

a et t,ogr .
Obtam%ﬁ% ity gty Infieﬁm iy fi R0 7 &11 Mekag pip be
obtam@a ﬁ@in a_ &ﬁ% sohree lth Pr&terR@Bem BB ntd Bt v Rabs RO ApStA-I
Chromafogr. 711:97-109; U S. Patent Nos.

Milang lsocbgwgdz @om’sthe SN GBCIes A8 1 sobRCtinaviEciThe AmA -Tafiderpdy

L4 0RO SRR, 0O STUARRE R kbl 58 o
Milan® biotdin @A gor AMNIhoaNi el source of any speC| es In

certai n enbodi ments, the Apo A-I MIlano can be
obt ai ned- f r Methodseafdministedionce. | n certain

enbodi t tai ned: .
oo 508 o[58, el R0 AR Bt b
thereof canetet ddatinistehe] Bypmy/sulitabll raute khewil @ thegedoffskihint the ais dre
ensures %1o%lvael?abal§ty tirrl] ’ﬁlesclilr%{xla%gnt Xn;/rqucl)u(‘:cg 0 hdemm strat’?‘érl th'z\{‘lt Il)l‘%gl%eé g

therapeutically effective amount of the formulations of the invention can be used. The route

of administration can be indicated by the type of pharmaceutical formulation. For example,

injectable formulations can be administered parenterally, including, but not limited to,
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adm nistered. In a preferred enbodi nent, the Apo A-I
Ml ano is a reconbi nant Apo A-I Ml ano protein (rApo
w@200504188610) . 5. 4. Met hods of Adm ni strati on TPET/BR®04/034800
A-1 M ano: phospholipid conpl exes or pharnmaceutica
formyl atjons t can be adm_ ni stered_hy any
intravegjpug elnFramv@wEMmaﬂ%tr%d%@ gocylenequsi(3C} iairdepronafiat

i S B R 0y 3 0 Y 015

Robinedif @ct.i 128% o Mamcothempyomﬁalt}mphpsislogfc Appeoachy €ht2i pm.15-34,
. can he us%d The ro eggf adnm ni strati on can be
meorpOFalpd Hgrelp by refeirgos rddr maceut i cal formnul ati on.

For expiPpferichietfboaithéntf1RE Kb a1 MNBn6PhdREholipid complexes or
adm ni stered parenterally, including, but not |imted

phamlta@eutwalﬁgrrnmlnwrwhfrmfscap|bv)admnmstm@drwgmt@a¢llx |Igja, more preferred

eous. intr ace nar
embodlﬂ-xt rgg{r%t par Inictﬁrf‘?l %%H%?E éorndlis %yén?uﬁt IAél é? acgﬂlglstratlon can
be as 4 Bdl08 B6 dxaoipia bdlﬁiﬂ?éterleﬂ joeet dbats2-3 hbastes Gr b]y corff@lbisiatusion,
et al, 1989, In: Pharnmacot herapy: A Pat hoph siologic

for exaxpp]@ol@bwea@pf 2 PUBIp ST glout 1&}9@;: posortigaoush g e@,yover about 24
t I,
hours. ﬁfee?g%ge‘?%gl Ieﬁwllo tindf, thios psh | b ah & &zreieﬁlf‘cﬁft ¢4 GIRRYIHTRA!

ano: conpl exes or
phar mathemiethalls pmvn:lstl fat intmagertolne irfodiorc aﬁthb @harmaceutlcal

fomugﬁlﬁagﬁ!i%{eﬁ eddl%el%%rrlg %ﬁ]‘éé 1: V%‘g% CF}HE’? pé%)dlr fhe gl%usmn site, including

penph!eﬂﬂ /BMEI0 Qi as M tHe U RVBAAYSssR BRHHRI a%&ro?ta'c@ﬁtr{tlflﬁle BfodBe éhest.
lus, for exanple, adm ni stered over about 2-3

In prefnmdtee@wdmndmys dt@mhamwgtwahﬁ‘@rmubartlonﬂs)rnf@seémpibéhe gphalic or

R R R T

enbodi IedHrtair debd dnhbists, qainﬁmtraeanmaﬁrbe ahauhechahiealgh@s or
3 hours. The net hods prOV|de or intravenous i nfusion

delivegy devige, plgarpatiedrdiat a¢liviear aenics PerdUdBRE) o drdippubipepary bypass
machiARY sui tabl e vessel can be used as the infusion site,
I'ncl udi ng peri pheral vessels such as at the
antecuSStaILhﬁdsanmﬁkkaﬁ armor a central line into
the chest. | n preferred
phar rraBé%?&"iaB’a?ml?%{“ﬁﬁﬁ“ét the e Oh:f’dﬁ H?&@é’a" enfipp cprpptise administration

of llplg%eﬂlg e:xgs ?IL APBALAR lﬁfﬁp' fnaéert‘iﬁseﬁ?dodﬁﬁerft? ShAAVERIR frédides

earmo asu1ect ncertaln errb0|rrents
phamxadmtmals&)rmmlamsmfmpmeAHMdame ph@aphc]amd pomplezses. o%ﬂﬁncaﬁefrcgan be

d d
enbanf 5t b BB RGBT BB e s v
the Apd RUIMEDLRFES adikfiatidhN ApEROUMIRAb $nd thﬂs ek bodsxddf in an
the invention conprise admninistration of

aqueogHsQIItEoneis a@proap@teAamosmnldaﬁ@ be pwnplémdabshmétb@éa kn@m i the art

1ncludk&fr%‘b?r%\ls/ edk])t(llp,cg,n ePer% tgg | o J(}laﬁf)ﬁg{w %d{a%r hﬁéﬂoﬁﬂﬁlﬁﬁon

f’ Icacy

sonicd¥@nEilddvatgehiyatidie @@ﬁplleﬁ éfﬁb@brﬁfr chii e eistirhiaedyfor éééaknple by
M | ano. Lylcall y, the lip |d|smxedvmwlll?then§ﬁ£0fA-l
varying nressureppitgson oliragnanaY.<ir datergsnt consentytion a
deterdehPdiinGAY ub& Bipt&§fird Ap8A-I Milano: phospholipid complexes is sodium
cholate.
In some cases it is preferable to administer the Apo A-I Milano alone,
essentially lipid-free, to treat or prevent acute coronary syndromes. In preferred

embodiments, the Apo A-I Milano: lipid complex is administered to a subject in need thereof.
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aqueous solution in appropriate ratios and can be
conpl exed by nethods known in the art including

wo e@smpersas yi ng, detergent sol ubilization foll oerUB3004/034800
di al ysis, mcrofluidization, sonication, and

honogepi zati on._  Conpl ex ef fici ency can be optim zed,
for exgh‘ﬁﬂeeemwﬂ’&}%yﬁhﬁ gPerad Mifano’ phasphalipig gomplex can be in

r
solut1<§rfe ?gl;t' glg i ro ot ﬁfly aeel 1ct§gﬂg1%gfp g?itélh%%r %H?&%ﬁ?ﬂ;ﬂh gr:eége -fed or
lyophlyhh@ﬂéplhpdtramrﬁ afeqpl Ak ddilare: phatpholiié obmaplexed canderigydrated or
ref.erable to ad i ster. the Q Al
recongifREd yich e AebropuEe Ahirde R iept Bior P gafRgyfitign. In another
embocﬁfn@ﬂteﬂie &lfdJAel M4 ﬁbiﬂ £:QEREn bd ﬂo%neﬁrgﬁa{r%ns that are thawed
nmbodi men the A- | ano: lipid conplex is
until aalmqgemt@r%hltm iga Lﬁmeé pnon o alderemswmnetgfa subjegtgnnped thereof.
one e he A I ano. hos |
conpl 2?8% gﬁ‘a%n b ¢ afly sui Tlpfglbla‘ r%lpvl\n oW tof tg%sre I,s%é 21 tge art. Non-

phosphdras U@ﬁamﬂgqmldsdjahllbe bed, inthalind fiedryRied idogdtlylamine, acetyl
freeze- dr| ed or (ghl i zed preparations, of

palmitgfe; G- ﬁ%@sﬁbdf(.léo glae@f&eeﬁ@gmhwyﬂﬁywmeaﬁQﬁoléﬁteryl-
s-aERIARDhEYS S e BELEPH 1 SURAIBEAUR Sl Lot vaun
trlmetbﬁmmmonnnm chlblide #pbfatky heiManades. Th pmfm@bmﬂbcﬁixmmts,ahe bp1d isa

rozen prepar ations that are thawed until a honobgenous
phosp %Wﬂﬁl on is achieved prior to admnistration to a

subj ec’frhé Phd¥ ?E(Shﬂl&‘@e{r%é‘ ebtﬂﬂé‘d bR 6y G8fcB Rn&MY tSHobabt &ill in
lipid known to those of in the art

the artl\ﬁr@p hmmbie;tbs phaesphelipid nep b¢ pbtelme@ fomemserdial povgtasdnatgral
m ne

source<s Ior gy )ég?tﬁ,]g n(?)rssgll%j ?}/rﬁg%f ra?%pé Z(Pi)gé to ﬁxose oft sillFin the art (Mel'nichuk

et al, a%mm@eﬂmmwzﬁsww) 7537 ¢ Mdl'atchek ¥ al., 1987 Ukr. Biokhim. Zh.

g ycosyl t hi o) hexyl ether glycoli
SO(5): K670 BB ) L4701 ot e ) L4585 7: Rt e

1978, Dy'c»?;%r r e@‘ kil ﬁz'ﬁ%a%ﬂg . LAt X9§‘3°'J%%F£{ﬁ&5%4(:16%|1%9_8 -403;

prefe nent’s e l1pidrs ospho
Schluekéxeer ) 0300130 Oirpi Ibrrc 8(3):085-Gb Taijnadl{ 200D, Alppoadinkos gldacXnyshi
' e of skill in the art. For exanple, the
120(1}5& s‘B i pid can be obtained from comrercial sources,

nat ur aL %ﬁ%m‘%ﬁdi‘i’%n\?y ’Eﬁehﬁﬁdl EarPbe SHMspRIMiMNETHhE phospholipid
nmeans known to those of "skill in the arF (I\/bl'nlc%uk
can besmyajhosﬂ@&md Kokomwn tBJthﬁsh ofrskilttin tHE9¢6 )FoF Sxamplksthe pheiphklipid can

be a srgpll a]i<§'l7éhga§1§ phon péglgmatlégghoﬁg%? %g(i;gaggpqifiﬁ%gf@fne 'ﬁc&fbean
phospﬁﬁﬁi’y[c%b’hné—%?&;lm&o lﬂiﬁsﬁmﬂ ohﬂ@@()y?b%&gﬁaﬂdyl%@éﬁi@leegg

1983, |d Res. { 10):1398 Schl uet er et
phospbatldy@m@rolgdgstea[@ﬂphosg}(lagl)dy mol, dlgmrllstoytphgqsphag@nghohne

s SRR o 20 1§
-myrﬁ@ﬂhﬁdlﬂn{lﬁﬂph@phaﬁiy@dimhpaQSpdimhtbplmni@mwymmslisﬁmaglcbcﬁhne
I n e

b
-palnyt%arqteam%plposreh%wlo&ﬁbgfb Hottsgp3d:2- BEH tfsﬁl&ﬁ 1?1{]%3

ghy! 25 ﬁwhfd%a e,
dioleo R BB B F R L LR AORRIRAAEY L S
palmitplphsp;b‘lmldﬂlyh@impéuotdoylphggahatidylethanolamine,
dilauroylphosphatidylglycerol, phosphatidylserine, phosphatidylethanolamine,

phosphatidylinositol, phosphatidylglycerol, diphosphatidylglycerol,
dimyristoylphosphatidylglycerol, dipalmitoylphosphatidylglycerol,
distearoylphosphatidylglycerol, dioleoylphosphatidylglycerol, phosphatidic acid,
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phosphati dyl gl ycerol, distearoyl phosphati dyl gl ycerol,
di nyri st oyl phosphati dyl chol i ne,

waele@soarses | phosphati dyl chol i ne, PCT/US2004/034800
di [ auryl phosphati dyl chol i ne,

ristoyl -2-pal mtoyl phosphati dyl chol i ne,
dimy i nc DD PSSR ARG | ne.

dimyr b e Bh SRR BB N ) Bfinolamine

dimyridtoylghoyplphidgkbdid, d}ﬁahﬁ@dylpt&),sphatldylsenne brain phosphatidylserine,
1- i toyl - I | ph hat
Sphin@g&%ﬁi?ﬁp%%@géﬁgﬁf lg%lpgﬁgq%g?fgyélg%/ ldfpre]l nlnltc?y sph}ng%lmey% 1|n 2

distealg%ylﬁgg y RYEED fa'c%%rm%ﬁ{%%@l @ﬂkpggldes %rebromdes

phosphat i dyl gl ycerol, phosphati dyl séri ne,
phospbﬁtﬂb’t&iwﬂrdyPMSbhﬂlﬂltamlqhdySOﬂﬁmﬂamh Bisoplydsphasisiylegianolamine,

cepha hos&? @iphg,?/ck%eéﬁaﬁ }%@1 (i.} tﬁhq(:)réglo]?aﬁoisgﬂa{t%ly%%hearngiamine and cholesterol

and 1t§|aeﬁa;laﬂvésoyl phosphati dyl gl ycerol ,
di st ear oyl ghosphatl dyl gI cerol,

di ol eoyhph h@lmldymgaly@ ¢ aderiyaiyg shamql@gt@ of@ny of the apove

phosphglLﬂJXsr d[?l r(f:?/%lt}cugl{%o ﬁ‘géan% (El%eazgééj Wﬂ%@#ﬁ@lﬁﬂsﬁ%ﬂ{p’l& &n

complfiislerb@h’fﬁuﬁaﬁjbh@ bﬂﬁﬂh@{m@tyﬁ |pﬁb§1ﬁlﬂﬁblﬂm ne,

g: gg{ ' B oyI o o;gﬂg)@irg%{tg g];e: rg%thoqu. of; the invention provide for
I S
O e ST B 80 A i
the lipdd Bstaqﬂlmplhcﬂm gefenablyi h—pa@mk@d:—ﬂerdecvsé mhmhd’@dylcholme (“POPC”) or

(“l-pagpggﬂhgp eqy snag ?féeergrr 0 s@ic?clhﬁf OS’? hﬁ’l yegti)é ngorx %?erfgrlréd embodiment,

the Aﬁd/ﬁqr?mém oy E&hﬁl@i@ @J)xﬁﬁMé@ ab&R RNk on€AtiS 9! vdiit.of Apo A-I
di cet yl phosphat e, di stear oyl - phosphat Iii'g’\él et hanol am ne

MﬂananlaOBﬁo|Imgmmsbpre£nmduen§>od@nwdh¢ »A@g A-TillappoRBR6IcPpIpEeX is a

phamlgg%{;g:al;ﬁ %@Pﬁl g&){) }Ié\.—%lg/{l{ag? %b‘fﬂ“,ogo&g}gleﬁ{é%eﬁ[—rﬁa t&?as ETC-216.

A-1 M Irap @ompféﬂfc@h@hlslﬁig A pooa Mikanoaimnd adifid i be&ﬁcomprlse any
conbi nations_of two or nore phospholipids.

st axlibavindr el i KR Reneit Wiisnpregpctive to
treat d? %Ueﬂ@?cfu% n‘g éso N Qb rt 410 Rl hmMnl(tfaﬂ% ApQ A-I Milano can

|p| nam)re pre erred enmbodi nent
compﬁm d:om)pldx bﬁApo [ZhbMJ]anb bpd & pheephblepid i y ratio of about one to about
hat| d | chol i ne

one by wRiagh1 KoV Y. S iyt M b EVBPE A BSHREEAGI HaShratios of

phosphg\qylﬁtto Apdoy. ?kﬁ[a‘%@%ﬁ&lﬁ% ABROMOTE Rboutt 1081, ABSutA: 1, about 3:1, about
PoPC C conpl ex conprises about a one to one

2:1, abattilol, latzout/d: Yhaboaif 1: Apdowt 1: S,Mbbatnblo poPghouf h:180 s ef protein/wt

o s AR SRS EB AP ol B3R FRiioWRL i

more Melf@ifﬁlSl B% 6PMRIEX:0i8Stora®bed I: Bd (W0 oBgroteliIn@ dPlipidnB preferred to
conpl ex conprising Apo A-I MIlano and a I|p|d can

produge fsress harmpgenaye Rep@atian giddor prpeses 9bPipdpriag phbleiasAd,
repro@ucgglgﬁ%ftcﬁ'&o ufp anoéveé‘%or@g}ef%édae%oﬁflil&ﬁt thy ‘Fa‘&o oftAffdaA 1¥1ilano to

acut e ‘coronar
phoslﬁﬂb@dllm:@t% (“ttlfbépﬁmﬁn/ksftlofl\(bidamo can conprl se a con‘pl ex

of Apo A-1 Ml ano and hosphol i pi d i.n rati
obout _dhiigiah 3Bids b T he AR DAL ke SireniGtara el
knowlYtd BESokT sk thS it GRTE SHESinY H?m%t Sekell RidvSsddkces, e.g.,

McCutcheon's Detergents and Emulsifiers and McCutcheon's Functional Materials, Allured

Publishing Co., Ridgewood, N.J., both of which are incorporated herein by reference.

-20.



phospholipid to Apo A-1 MIlano such as about 100: 1,
about 10:1, about 5:1, about 3:1, about 2:1, about
wazdsoaseat 1: 2, about 1:3, about 1:5, about I1PADUS2IN4/034800
about 1: 100 (wt of protei n/w of lipid). A ratio by
of between about :0.5 to about

ht 3
Generelﬂsbtlfelﬁ Aesikablsr thpt the Hpids ﬁt@rlaum-eﬁyéﬁaﬁmew a7y é;t35o 5 Copor 3Bt Lipids
in the %ﬂ%ﬁﬁ:ﬁﬁ%ﬁﬁ@&h&{é}%@%% m)s@r ﬁ%rﬁ)% gfé)\rf]\%% 4 c1ek11c18 lt}g%l cS)‘T’ds in the
gel statn dA § aubjquin typiRaly hﬁvem adel teinqgramahifab@naw ephpadm tHabhre liquid-

In an e re preferred enbaqdi nent, the
crysta ‘QFuan@fC %ﬁ&cgeﬂella K/IH} 4 Bulfit?ritﬂ‘?jé%%?tf?go PEng gegimyngs (wt
of prokgi n/%éﬁu‘aﬁ bﬂig)#d\@%hlﬂl%@l | i pids suitable

for use iIn ods the i nvention are well known
to per '§hmépofA §Milanoi Iipit kemplekessqad bameadeityeahyinmethod known to

one o FiILF b B HepeiRe] ¥ Pl obpe Hecti € Rinar dilapo pri

to adnﬂﬁkﬁ‘éthcﬁi Lipith b BElinR3oMhticnlvr MgtHeTorm BF BERWRRE or Mulsions formed
bot h of V\,hl ch are incorporated herein by reference. -

using stgndaggd feehrinhgs, such a3 Boregsanizabipe sphigttiaiher axirypigs. fpwication is
gener%lhg}%ﬂrrﬁéalda%tfﬁ Slﬂqﬁ%lnlﬁ{neé Siltclg:F.S g’ Eragsoﬂ) IP §gmﬁ:er k‘ti Eﬂ fl% bhﬂﬂ

Typic&lhg ItI&Sstuepe(mlsmﬁﬁf ﬁﬂﬁécfted:ﬂo%m?drad sbhnaahdn qulcﬁzs iEmrtlhen o0&l be carried
st.ate. ‘As subj cts t ypi ave-a cor ture :
out bydriogmhtang ?Xfel o> ﬁ%bsa& ﬁ%l{ulps?i 1PMERPRs ?&rg ?M Igex 37

Blom&llﬁ'ﬁﬁe E}@tﬁﬁfe?lIhé’ Vaﬁlcéuvér O(E'érﬁd%) YdrRkl | 'pBl% s?ie""ih?héjé’%thﬁ%g filters

treatnent. 5.6. Preparation LI pt.d” Conpl exes
can geﬁeﬂatd\mmhnmilaﬂ l1pnsdmbmslicéosezf spmﬁ@szmdﬁlebgpomemhtm be
in.the art S i4.18
formef B SR TP R REE I R ABSH AT 1§ R RM Yierggter™
comm@RHIR ayhilalé 80m thb Rodon Comgaty,| Wordebtdt MaBs, OF thrbudhite
formof |iposones or enulsions formed using standard

polycarbettats Bliesorsthsh tynss hbpelymetizest aarials 6. plastien kepwn to those of
rusion. Sonication is generally performed with a
Skﬂlnilﬁ‘ﬁ ®loni fier, such as a Branson ti p sonifier, in an

i ce baph. A&mtmﬁlbﬁb liphtecosii@estsi berprégar&diij ae@treey dfcforms,
several sonication cycles. Extrusi on can be carri e?
includipg, brynasiligrisee aﬁ%cles@tlwewe or PERIEPLROSIAES- |4 Yastety of methods

well kﬁbmc?;{ﬁ:] 0808 fn %E?ﬁ gé[-)bes%ﬁ)fo E} gﬁﬁ%r{ffé ﬁ?g AEi(Mlt?ﬂSr lipid

couver, I ned pore size in
complexdst us nambér dftasaﬁabdmtechmqlmsefo@rapurirgdmolsmesl mrgnetanhxbosomes

can b o oD BT cuooh TN G B casORRRER (itich by o rove
sonlceftélj) Weihs th§h’§ﬂ’1‘oﬂ§at@11$ﬁrt6ff&%’\hﬂ)\m%6 kbelxﬁﬁ rl&ltc@taln embodiments, Apo

conmmer ci al avai |l abl e fromthe rton any,
A-l lean@wlmcomssed wrth pmf@mgﬂd l@lémsydesrmemanelrﬁhb seantaneous

w5 R BB T TR bR b o

can albd BY £ha&OPPh B¥tcfRAL &l@ly@fs@xﬁb@ﬁcﬁﬂ elgh adnd@ire @f )Ap@fA-i M1m!ﬁo, lipid and
including, but not Iimted to vesicles,

a detepgegt wish |a§) é%@ﬁ%an he dialyzed Yo maye ﬂhﬁo@féﬁrﬁeﬁlané FesARStitBied to malke
t c b r
the llpip&ﬁﬁpl%é g%eo e. Jlaﬁ dsaért al, @'86 HeH%%E&%nPJI e@ésg ?@bl o
t echni Iwzﬁ&t]iﬁe@ renmbdmarnt rnte 11p1d&9mps&swmcarﬂva1hedﬂ bypostyopkilization,
as described in U.S. Patent No. 6,287,590 and 6,455,088, the contents of which are hereby
incorporated by reference in their entirety. Other methods are disclosed, for example, in U.S.

Patent Nos. 6,004,925, 6,037,323 and 6,046,166, incorporated herein by reference in their
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can be used. For exanple, Apo A-I MIlano can be
co-sonicated (using a bath or probe sonicator) with
wo b@sapssopriate lipid to formlipid conpl exesPCT/HS2004/034800
certain enbodi nents, Apo A-I MIlano can be conbi ned
. Wt refo d lipid vesic resulting in the,
entirefis, D EHaRALO T REReGHE diPoa | 30Aop BBGOBIDIEXer Wl e appatent to
those 604K &%the b, anot her enbodi nent, the Apo A-1 Ml ano can
al so be made by a detergent dialysis nethod; e.g., a
m xt ur b oprefgued gnbopimheniothe lipidi chnephekes calebemgénby such

S TSR e e T
beginsIWh@sre@émbitant1AFOA - INEIRROS dHRY DL lcoﬁc%ﬁtratﬁﬁ?’o@l%) m%/lgﬂ gn
y

.anot her enbodi nent, the |ipid conpl exes can be na
solutierywitly Biger forAntertion. Seslivepbpsmbets is pddgd o aPupbenmepration of 9-15
5 e .C f ' are ., .

oM BSOS PR PSS BBy i s o
achievétahmncenetationl sf abvoeit 0i8%6 tooeb@dt 1% afian@italn(@/e). ThenPCRC is added to

. Patent Nos., 6,004,925, 6,037,323 and 6, 046, 166,
achievie B fyP _3? é@%gioe?%wmfé@welﬁm@ 9irfRhalMilaprdimer to POPC.
The mi 11§ 64 i

oAU U0 S T By Oy BARRL A APl g
Ultra Biirdy white mhimtaining thatemppragire beteder 3Boditord3tC. Thefebd peddel is

s R, 200 R TR A SRRl PPl e By B
with i6-0fP hex @ScHiagie SA WEER, Y0 MRk{MaBhizARS Mr theMrbEMPmindtes is
diluted to a concentration of /m in solution wth

carriedhaytert SPMPai( A3 ¥sidomnd tegeafism the prsphae i maintitddit 6-130 MPa

[ [ . nj M ph hat e _and t dj ust
(160 1780 FONSEAHBELRN i3 1L ALRISRANAL Sy B0 A5l
the % ad e df +70% bbivexes peoteianeadindat ThdcahplaauhaPalddbé Made as 10

atf ut 1%0 mannitol (wv). Then POPC Is added to achieve
mg/mby | gt d 2 R mbolk memlgind A gmb fenmlations wierein the weght is that
of profydl. M1 ano dimer to POPC. The mixture is stirred at

5000 rpm for about 20 m nutes using an overhead

propel $.8r a@dmbimdficn Bhédiapyax whil e mai ntaining the

tenperature he n 37,.Cto 43C. The feed vessel is.

St T r e S BRP ArL R OB KPS sSmpliHey At Mler e G ora s
thereof Sar R Wke@hRRE 0P & WREnatHnehdBpywitlr oMet thitMehtid?® iR BRImethods

exchangers (Avestin, Inc.). nogeni zation for the

of the present id@nHpmubech therapigs irickuleobnt agt na divFted(t7 2BQulfpgequs or
her eaf.t er he,pressure i s maintained at 80-120
sequer@%ﬁanﬁm%ﬁ%&&ﬁﬁﬁﬁtilﬁrscilrjggﬁmi | in-process testing by gel
per neali eitanthtdingitaphy métransid Riaslatibes o théavehtion can be
>70% bet ween protein standards. The conpl exes may al so

used iy gomRbigatigswith othgr Arugs fayackicve the mathafls preyidetl bevsin. nfrergo-

i 0, 1 W Ty B s

conditmmnpligdas or sypingome.clor txanglle,fantinhyahinendrughatnginistededitreat a co-

. .. be uysed .al one or in conbination therap th other
existing £ Breriin enesdDemadbe Rols PRRSHRT c-AYBREsBHon of
drugs OUEdAt bNGEARK PRin! AREIHA Ry iU cuRr Srdifdty djndtdied. t o

si nul t aneous or
As described above, conventional therapy for ischemic events, including
myocardial infarction, angina and acute coronary syndromes have not targeted the underlying
pathology of ruptured or unstable atherosclerotic plaques. For example, a subject presenting

with cardiac chest discomfort or other ischemic symptoms can be prepared for emergent

percutaneous coronary intervention (PCI) with anti-clotting or antithrombotic drugs such as
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sequential adm nistration of other drugs. In certain
enbodi nents, the nmethods and fornul ati ons of the

WO pws08i8661 can be used in conbi nati on with ot hECT/UR200$034800
to achi eve the nethods provided herein. The co
adm ni stratl on of another drug can be to

aspirity clopédngrdr hepan. cptifibatidece ghpamabn gBeaa-g@gg@élc blockers (B-
blocke‘fﬁr}:q{l%k ag nlgél%g E A8 Sed 35 hééf‘p{éer 2@1 tefdﬁ{l?ﬁffm & ang%otensm

arr hyt rugs a reat a co exi
convelamlghylzj’m a1h131tmrs:©°[(t‘ﬁ luﬂu‘mtdfos)ds reentsentléieforsutjocts suﬁermg from
vi de for ti of drugs treat . or
COHCO’E‘F%%‘HP%% et W@%AL&M#&%}P& Fopgubjects

that ha¥@ Bk P:%Qscﬁ%ﬁ Eronf QIAMEN Eér@ﬁ@ ldedth &th8 BYm frddirakis g € Qﬂn?odarone is
events, 1ncluding myocardial I|nfarction, angina and

recommendes. cOxygea nsyofgnraaipplisistorbe sibirst, gteaevrgléy byl mahle or nasal cannula

derl yin at gy pof rutured or ..unst ab
and vl e Sofy BRI e e B e Sfeu 0§ i sametey. For long
term tRE@SE@M stAEhs W M GEb Aliraducedie sithiklicy a8 d fent ad@iinidtehdd to the subject
i schemic synptonms can be prepared for energent

to red‘ﬁ?@r@l@éﬁif@bus cor onary intervention (PCl) with

o PSR T D B e

-aspirin, epari n,
formubbich Xhefeds. calBBé adraﬂﬁmedi giith dothed thMCélltticaHy activer dpgcianluding,

tered to decgrease heart .r The
but n%ﬁmﬂ'ﬁg] & @i%ha&%ta&dr%%%@%%w%ﬁv ?IFeﬁ%‘C &RRinglpha-1
adrenérgltg'am ?eﬁﬁts(%gadr%ﬁr?ctaﬁf dnib, ARGORHRRILH S, angiotensin

] eCcls SUT om C ncom tant congestl ve heart
conveftingl enzm¢ CAEE) nﬁubl@fst angintensio Ul meeptonantappsistsncaleiom channel

e TN A SR L GO SEER
diuretic CARBBEER on BHAE AntislaRidt @Pors NI a@ents, Ahioebosyth) @@hts

gq eneral |y by mask or nasal cannula and vital signs
antidi e@g @gwmml%d@ﬂs anh@mﬁmlngtowg@nbléeaam gaqueTirapiss statins,

BRI T e e
regulatdis, dudy @eiblbck éfr@dnkﬂlﬁud.a[aﬁl tewetsion, Ectrogen affmdtcﬁmehhmeﬁpga, fatty

A-1 MTano or lipid conplex_or ph ceut,i cal,
acid anglpgyes offetty Acidfun Eﬁ‘ls PI9Es, gg?ﬁt‘f%r g@ﬂ&@ﬁ thﬁu"‘o?%@: fletivatives,
perox@?@nﬁgg(gﬁ?%?o‘fg}:%ﬁatc?r%ée ?org Sts bP GhedsHiigs, f?t%’} adi@bxidation

bet energi ¢ ant agoni sts,
inhibitond, itlzedide médegorchiaga iz diclep h@a@r]ﬁm&sr@akﬁ'camcagvm, gipdated

mont ey SO T RRR e G A BEOR B! Do

Refer SRO(S0HSh, bD02)MERLAEBRNARYNI LS, cal ci um channel
ockers, antiarrhythmc agent’s, vasodi | at or s,

m t r at ©¢herdasspingbsoris, combmatlop,u thatxgerdd to efiagn synagize the

e HERAEA B RGP AT A PR rormutins

thereo@dh@del i BieSnot Bffifed itd) fAl@HﬁTEEt@rA/draﬁEglb Skntebgolnﬁtﬁ(ﬁﬁdﬂockers")such
sequestrants, statins, chol esterol ester transfer

as, capyediobi(Roree®YApbstalnl BCLANermedmr®i Artindrengeaie Aggnts such as
L
Catapmsﬂdl’&ih)algoglfmne f('ﬁérte)(@;:guinsbdntl(éféytsnsm@) lmlettlnbrléopa and

' ni.cotinic acid derj i ves

fib t
methy gD CAMEMETON MBIk A eEtE ST BEOPSCTER B Sageian Caure®);
prazoﬁﬂ,t@@ﬁfﬁr&‘é®) tE@bdsn, RO Hin®0i S&f piRAtolamine, (Regitine®); Beta

Andrenergic Antagonists such as sotalol, (Betapace AF® and Betapace®); timolol,
(Blocadren®); propranolol, (Inderal LA® and Inderal®); betaxolol, (Kerlone®); acebutolol,
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i nhibitors, thalidom de or thiazolidinedi ones (Drug
Facts and Conpari sons, updated nonthly, January 2003,
wawiosersel uwer Conpany, St. Louis, MJ Physi cPenESDesB34800
Ref erence (56th edition, 2002) Medical Econonics).
I nation, that can add t

d i ngl
(Sectrge) st L IFgior %@iﬁﬁé%éqlpﬂ?%nprﬁsa@m Bevtor-XLRO: govrolol
(Zebat‘é@) Mﬂe@fb@ (CattRiI@); %@ﬁBlo@@ge&@oE’@?fﬂzﬁﬁw 2}{? rd®); penbutolol,

fornmul ati ons t her €of 1 ncl ut are not
(Levaill ®)anhBpinlolds @hiskeg®; AMPdgoase ativaids shxlhoasl@l% )HGLETC-

BT

7295 3941'1@"(3“(@'7) antNBDEEA 115) An B@ﬁﬁh@dﬁ'vé‘ﬁing Ens Rk (ACE) Inhibitors
reserpine, clonidine, (Catapres(r)

such aé:éltlmgp@b( Tpri)®); benagaprile (Irféensen@h eaqt«ppr)l (GppateaBirenalapril,

(Vaso%e%é1 %ﬁ]{}%}rlr g‘&lta}&?@?f%éli o&ﬁ éer 5 @Iﬁ%}ﬂé‘%gﬁ Pl F (ISI 1VﬁSC®S) lisinopril,

(Prinivit® and Zbﬂrﬂ@ﬁ?&faﬂdﬂlﬁﬁrﬂ) (Mavilk@y, @stifdopt i (AlcpsEB)s bhd Angiotension 1T
terazosin, ; and phent ol_.am ne

Recepqreiitaganitis §L) Pt em%&ﬁ%ﬁéﬁagvaed%tlr&@magt @vagraP)alosartan,
(Coza&@)abﬁkaﬂaﬁ@le?ﬁf@ é'l:l{lfslul’tﬁ’{' @Mﬂ%{rﬂer % Ef'&)(s%lstaﬁ é’g&le@in(@) and

(Bl'ocadren{F)); proépranol o
olmesntahe (Bericar®); GatimmoClrnnelKeckennsi(ch)ay nifadipies A dalat®; 25

e 5B BEEH Y nn RSB s TP (o SRESAE
Coverb ZES® 18é5tinSR @,ar dr818h® land §/eadldPAI®Y; )&Itla%ﬁ't(@fdlz m®,
(Brevibloc(r)); naldolol, @\? Corgard(r)); penbutolol’

Cardizepa®aind rT)lgzac@hdmppdmmeo imotepsiRe mic)cypma;momaﬁ%@h felodipine,

Q8 043025080, B A BB

mcardgﬁﬁﬂ; d0erdend®P) AtZi2aBythmics ChcH &2variou gainMuids GrotSinamide,
i ot ensi n Converting_Enzy I nhi bitors such as

Proncgi B ABR RO AR MT e SG ocH By AP liing, KblesUPK (pomide,
(TonoG&H@Zpﬂ%chm c(ecf‘%ﬁd&ég@)) Pro?ﬁ&'n@ﬂcr Iiyg%@?fn]%%@ e

tace(r I nopr 1
(Ethmrmax@h; nbxht;hc(eUf@onaﬂ@(),rc)1$qpytan&de1,c(blor¢a,ce®?rbrﬂyhmﬂ1( QBre@hadi@)

B O e D EH G

(LanoRid®); ﬁ%ﬁﬂ%%@ﬁ Eﬁ&az&&&éi@ﬁ?ﬁgrhﬁt)l\/@)r H?@t@fa%ﬁ‘l@ ; (Apresoline®);
(Avapro(r)):; losartan, (Cdzaar(r)); valsart

fenoldemlm»(é}mlpym@)emmosahk élwnltém@hand mt(op)ﬂ)smdep@\bpladet@)ﬂ Nitrates

s T AR O B RS b R S e,

Ismo®@A¢tal Plon&l®);, Nitiog @élﬁh Pdste) (9MEDIEY; 8AHEN n’ﬁtr ‘?Eér)n patches;
verapam |, (Cal an .. Cal anSR(r), Covera- ‘?l“
nitroglyseyit Shsﬁzbmstat@rwmh@gyalanr@ymdemaﬁglwryn)I @iridil@xem

Vassoérgggo d§ ﬁﬁﬁ(éi'é ll{)ﬁ?ﬁ{ Wﬂ@; gh 7 Iﬁ%&%ﬂﬁé?ﬁr\}%% c(r));

(Neo- S}&iephimmn@)e Inc(tﬂphmd&ge@ts)s)lch 1] ﬁrﬁhﬁid)rm, (Rocdr® dopamine,
ntropipg} gP{a‘ﬂtﬁ }Qei’ lélé%é@? ')efnfnaed %egfé‘xﬂwﬂm@s st Bouprete),
m11r1n81?é’ Kl‘%’tﬁaéﬁﬂ@}” Igi(lj.ﬁ’efﬁs S&Uhoa% tﬁﬂ@rﬂgl&% e EAHQ@(@ﬁé@l))( Eorséfide,

Procan(r) ocai ne ocalne f 'tine,
(Demadre®); thyld(crﬂlyrnethlamde r{Dileardid®) @hhxrcntbra)zbdﬁ (iek®)netbiegrynic acid,

Edecrﬁ‘@m%oﬁﬁ@gt?w%&@ﬁ @EGREI% . ’;0;2 " @r)m %’Iﬁ\il Zi ne
(Mldal(xle@p BERAThididore! Ethvlifods® aﬁ@%&t@ﬁ@} )b}lme?dﬁidéd ?Ze%‘?ﬁ@c?e

Cordarone(r)c?; adenosi ne enocard(r))
furosepriqey Gladsi @) yndapargidgi @@zpl.@) metolazone (Zaroxolyn®) triamterene,

(Dyrenium®j); and combinations of triamterene and hydrochlorothiazide (Dyazide® and
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(Lanoxin(r)); Vasodilators such as di azoxi de,
(Hyperstat 1V(r)); hydral azine, (Apresoline(r));
wo enwsiodispam ( Corol pan(r)); minoxidil, (LonitePCT/$2004/034800
and nitroprusside, (N pride(r)); Ntrates such as
i sgsorbjde dinitrate; (lsordi](r) and Sorbltrate(( ));
Maxzide® ShithrombhotsHAnHegagula ﬂSéﬁsnﬁwgat?let Jushes bivalingin, (Angiomax®);

leplru&mn@f‘:ﬂ]ﬁ@ﬁ@) v&[ﬁ&[sg% Xﬁ‘rasr Hﬁl cfg 50%%,}%{(@1 (Igrwus 1&9%0?&%1ar

ycerrn pat Al t r
weight Npannstdattépa)ih, (H‘mgmml@) ngia)ahpﬁm dygveansi®y Itltrllzg:gthyip@nm@ep@)

warta SR bipo RO RRB P h et aonea MRS Fopyn:
argatr(l)B'bﬁt (&%E‘ﬂré’oaﬁ@gn&bﬁﬁhﬁ%ﬂ (R%oﬁ%@) ibafidd %gﬁérg(q'iﬁl@ roﬁban

am ne, (Intropine(r)); obut m ne,

(Aggrmt@,pﬂ@pld%rek élﬂaw@); tlm(lcv;)ldl;ne | (Soghide) eatmhhpyrldamole

(PersaééneL@%I, ﬁjg.g] ﬁ%d&}/t?‘i,? é{lcl'?%nagfggfag% é%?'j“jasg®i;)t§§1fﬁ Iﬁés%%mogen ac%lvator
(TPAY, PReBaASs®): hhistréplsheOAPEAES tElﬁﬁl'aé‘@) tdrbplssar AN (Rithvvasae®);

chlorothiazide, (Duril(r)); et hacr ni ¢ aci

steptokipgie SKn(SrtyeptaSP@hmé@lﬂnm balzm"@®)(hyad1@mtmg§(ﬁs puchnas

T A T —

acetohexamidan(Dhenel (iB)mretdAajnlide, (Ttrlma@@)d glimepadd, )@Afn)aiyl®) glyburide,

(DlaB?ﬁa%a%@@q‘I@ﬁ@aS% Z?l'e% %ﬁ)ﬁ’(ﬁrfrﬁectog ?ﬁgmﬁ FEhee aqpa hide,
(Prand:lzl(%@fl 'i"\}tg%%ﬁﬂigle ?(’)3@’211‘11}‘(@5 Q6L AIR] @)Y AR ALz ABYAGtos®);

Antioxidarits hid mﬁbnﬂanmwwlagcag&lmgﬂ,&mq@trame lse¢h @mbbleamamine,

(Locwgersfé,&“d' ﬁ%@ (clA@&' %ﬁg@é’ @ﬁ“ﬁ‘&‘;@@%@? ?ef]; Phese }gﬁ%‘%

(Welch@l‘@)"@ﬂaﬁiﬁérI BligsWRAtaRkibA EMAGTRA; re@idtds@Paichis rovastatin, (Crestor®);
(Fragm n r ), enoxaparin, (Lovenox(r)); tinzaparin,

fluvastatinny )atorwamtm |(h1p1t(>l@)u}ﬁé(d$tmn fevaas@erayastatin,

(Prava%g%lﬁiﬁ : aob (J?Q}&%ﬁ or@ij C;:E;’IGP néMuro?sd (agl?g@ (tlll_s)t blo%ﬁ(%}e;c;-l{aomc acid

convein: Eb{@@gdé ]S)laédrmirﬁ Herdpyn ity dcid hixdbdueaBuch as PD 72953, MEDICA

B e b T

mhlbl{BF%%rﬁ&ﬁ%%&e %ﬁg%t?%lgleg)?to%,r\%i?faﬁ?g& I VaS e Vi ?@Ht%& suchh$ Sldfibrate,
(Atromit-S®Y; ephdibeozi NASAT]®Y; Ertmaized fonpfibratt eqpsalss, (TTiBAR); :

ey B A oA s

releas@%b[@st f(Nfa a[h®) Lo B PRI R rhior Abtivitdd H&sptor agonists and
(G ucotrol (r))% chlorpropam de, (Diabinese(r));

antagcadss; dhrdidamidie (Tléemyxm@ra@dwmpom@ziamrdb@d in U.S. Patent

Nos AERLABEESHE b S SRS L e ShiERt

2003001 m1|3t D002¢03 73 36,16 20030098249 ih icBtents BF amihidré Incorporated

nat egml ni de, (St arl | x(r)); rosiglitazone,
herein(bhsirgkeaense iy §helraﬁ1i1§rqz§ieé>gl i tazone (Actos(r));

Ant i ox i

Sequos PR TheR b ik IR ik ARGRA & e Byl the
benefiblakpmipeities oY t}ﬂn%dllds\ﬂﬂm(crr)lﬁxd cahestdspolpharmaceutical

Col esti d d col esevel a (.r St at.i

fomugaawe@ croghithide Y CPREBRT wghéaég@)&wéﬂgeﬁch’faxel and
topotebatY, {8l &hall %@IS tB%c(h%)n)cal Ph&%ﬁﬁ&%} Te1({L-ERCPIA) ahd ¢ anti-

atorvastatin, (Lipit ); lovast (Mevacor (r)
inflammrsorysirags such @Pstam@th onc( nc)r)-$tera>rr¢al snhmuﬁlmanatnry agents (including

) TP.i.nliibitors; drugs that bl ock

cydooé‘r@%??‘isg’gr{lbp&aﬂgﬂ rsion: Estrogen repl acenent

t herapy; Fatty acid anal ogu2e7s such as PD 72953, MEeDI CA



16, ESP 24232, and ESP 31015; Fatty acid synthesis
inhibitors; fatty acid synthesis inhibitors; fatty
waeood/oosselat i on inliibitors, ranol azi ne, (RaneRE(/D$3004/034800

Fi brates such as clofibrate, (Atromd-S(r));

genfibrozil, (Lopid(r)); mcronized fenofibrate

capsul 88, (FThawuvagen}iral Foruidationst e and ci profi brat e;

hi sti C rivat h a a

ext endbarRidaby RisatdhreoRfh bfidel Fmsgiost Faghe feflment,
reductiéd 6 pré@nEbebf ﬂﬁﬁr?r\fﬁir@ hcut€ERBhR sﬂﬁﬁﬂﬂn& By @dtﬂlmstermg a

ant agoni st s; i dom de, (Thalom d(r)) and conpounds

pharmageuical loamulation camprsing Apo ioEMilgnash grofrred embgdmumtsihe Apo

AL A M BT AT A o o 36 e et eegiment

the ApoA-Mililato Arcemphxed pathdt@RC.her ei n by reference in thei r
entir dru |ngI or. in _co jon,
on adhe fpodr] @Eﬂa Bpis comhi s Hhsfst ogh ?aﬁ?}F dreq Gethe form

ofa ph&ﬁnaﬁaﬁwﬁpﬁnﬁuﬂa’u% | ﬁ%aﬁﬁac'ehﬁﬁa@ f&ﬁl‘ﬁl%'tl%ﬁeé:s d%ﬁcrlbed hereln includes
phar maceutical formilations thereof include, fo

the addgicarps] for examyle.pnoiccépsatde dl\ll@nd reuglelelnt, Wehlphmrlcam@el Aangknown
i the oy B PR g SHE a5 bienS AR SRERCIoF eamisga spgers o

formul #HonGSitsH1€ ForadmetiSiRiodab aaikleft@nd shieb&itdlabther favorable properties
anti-inflanmatory agents (including cyclooxygenase-2

such as(extgrded sheHilifebi tors). - 27 -5.8. Pharnaceuti cal

For mu

or ovi ok PR RACEAARRGL PR ERH ' THERh Aol
acceptapleeoaidriopNeldt]ei Maﬁy)phfanﬂmeamwﬂlg accaptebde gartiym dr oeltslebyan be
cmployaiso The FAHIAAECHDH] BTERaLbiat: BRESETHERLY. MHETADSHIAS ¥ ften
employMi |a§‘ﬂ1@ m;ﬁﬁ@ﬁnﬁe*l tidfl E%ﬂ@%%ﬁ%ﬂw@ee @fﬁgpilﬁl?égfé c‘éi‘rieli‘s 8 VehRil&: include

re preferre nent , e Apo A-1 Mlano is
glucosa; unhdlesee shomstehstéiﬁ]@@atélfhblfﬁqycﬂ Waﬂer IOl 454 salone (halﬁNdrrmal sahne)

and 0. 3;‘;)) ylf:ilgl)é,:az)filtcgglr g lgf e%ﬁc%gl I?Jlﬁt% r o nf:(i 51’1ab1fh?y, suc% as

albumih OTHME 3binAlatichs cHEBE Etbﬁﬁi’edw&hﬂentioﬁézﬂ WEBknbWA sterilization
addi tion of, for exanple, an accept abl e dil uent,

techniques | Pieansultingaugbes wiutioas carebe paxkages fonuserorifHteradaunger aseptic
cond1t1%sna[n?qdlﬁhlhzedgfreeoz%edr%rd PES lygfﬂ#lﬁ%rgﬁ aga?%t%rgéuaﬁ?fl% be (%omblned

or “carrreéers reriders

with a @eliille Ay Gdouabolation pricr tdWdinddtraaiod. can best ow ot her
favorabl e properties such as extended shelf life. The
phar mede phiaceytise hiormulagaes sapRloAonirin Bhasmacutigally ) t3eptable
r
ccivid 35 PRRHA 5 B RS ARG B sy MY e
bufferlh)gamm ayenicity edﬁm‘amg)h@nd;eﬁn rekfeple edainm acetate spér,um lactate,

. suycrose-mannito sal i .S often e oe S
sodiuny PfraPHRBBIR PRAOGARR cEF LBt Heliol AN BERER AT et grample,
phenol C@eﬁ%lﬁ&ﬁuﬁrchl’&me@r %@nie‘ﬂﬁ)'nﬁﬂﬁf cBIbHEQ8n bt h&RAIt6 $Muintain sterility of

sucrose, sterile water, buffered vvater 0. 45% sal i ne

a produch a:lspecm\lwmlarm@leu‘rrmj forgw&atmnsgw@dy@ ifqrgnulgrdpsg parenteral use.
Suspenglﬁ{gh g]relélhlz{ﬁg aﬂg/%r gls¥g1 rg%fgeer{tsn ganfa do beenlﬁ §%F %e%l%?&lgi&r% 'of the
invention.

The pharmaceutical formulations can comprise the apolipoprotein (Apo A-I
Milano) in a salt form. For example, because proteins can comprise acidic and/or basic
termini and/or side chains, the Apo A-I Milano can be in the pharmaceutical formulations as

either free acids or bases, or as pharmaceutically acceptable salts. Pharmaceutically acceptable
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al bum n. These fornul ati ons can be sterilized by
conventional, well known sterilization techniques. The
WO e@slogisng aqueous sol utions can be packaged fPRCT/USH04034800
filtered under aseptic conditions and |yophilized
(freeze-dried). The |yophilized preparation can then
salts calbelcwnbsmtebﬂemndh capabteentifbaniag veltamwitls dipatA-bMijsnp ducleding, for

ni stration

exampl§ 1R o0, B REBERPERARY iR W R Bafiiq, pivie

acid, thioGgkHi¢ &dd tsalfafPicd, ghatshaeiessidaindghe hike; @A didahiengids sUethas
as_pH adjusting and bufferijng. a ents, and tonigcity

formic ggdg, @gwwlc}a@éqﬁl%mc pei, elyeakisiasid, Bt acidaparde éCIds@éﬁha eeid,
malomé ?cl‘f&d%hcfencuél ? Ulg‘al%n:l a%ﬁ g@g 12(?%;(%? Sahg{g%rgﬁé #15 d&lma‘fﬁﬂg a01d
naphthapérersalfonib ecid adukianilic reiidndrthelbko rSLh‘ah]&:djaMmapatble of formmg salts

. chl ar.i ¢ can be added to, npintain steri of )
with Aw%ﬁ ﬂanoec‘@aé%q?%d% FSRAPRSCRGT§ E Do e & fosem Bydroxie,

amlnonislltrlhji RIledidb, 35 ta['gk'ilufri hﬂ?&ﬁd@%@ﬂﬁ@ Gk&l ank e an@@a@@@ﬂicﬁgs mono-, di-

['1'zin di spersi ng agents can al so be used
and tri-alkylt dneinéotergul taetmjha;nmfs dilsepiopyleminemetiipleamine, dimethyl amine

B T O T N —

the hkegxarrpl e, because proteins can conprise acidic and/or
asic termni and/or side chains, the Apo A-I Ml|ano -
can beThaphamagstiestdewdlpiéen cancheriy pxeTief T Agrmsi suiable for any
route %fra a]%l&ﬁ‘ﬁfﬁ%%rn%lggﬁfr‘gs b\lt’%[ot Zizllé%ﬁ?&a( e%'tgr 0911_1‘[,3% qgfﬁ@ﬁto?ﬁhﬁlatlon
Parenterid hdkdl thist@utibh adfes t@mﬁmu@&ﬁmﬁhﬁm@t&aﬁmﬂhamg nstathtomghitten

Apo A-1 no j ncludi ng, faor, |nor nlc aci ds
alimenthigisond) mﬁa@hb\&m&fj g o wa?%@? e inistatgn Cr-e. inffavenous,
1ntranﬁ§fl.ﬁ£1j At {f ooy clﬁgdrfbreﬂ ‘hei%‘?ﬂ)d EnEé?él%‘HMﬁﬁl‘st‘?atﬁﬁﬂ rffers to any route of

uric acl phosphoric acid and e; and
admmmtlganm using iheslimentarneanabomlor aeital ;lnczlwbng, d)uam)tdlmlted to, tablets,
i.on aci d colic aci aci d
capsule I SlaionS stipeliSin prsiy Eispe R ok Spfb Sy i fiof purposes

of thlsaeﬁ)‘pﬁcatfo'ﬂ”&{télﬁl AphithistrAda186 s t@%gﬂnal P20 a@nﬁﬁﬂst‘ﬂatlon
napht hal ene sulfonic acid, sulfanilic acid and th

Topicli admmls‘matt@lfle@lﬂdas&ég rewip abpdmipistmbenriluenahahe skipg lppﬂusiﬁg but
not llrgﬁ%qtha!ér%grg%’%ﬁr {nﬁ{} 51 S8 %(iIs %PJ t%nsgé(rm h}ﬁﬁlﬁé?&r&g&ﬁ&d%?e?ﬁ (see also,

Remif@éats Phatabydicaks dencasd gft rmhmk@emamdem gads. dMbesPsinting
such as npno-, diand tri-alkyl amnes (e.g., triethyl
Compgny, Hgstog) E@@Eﬁf vy 18Phe, nethyl amine, dinethyl am ne
and t ehaRsh 8 Bes
(e.g.?gg% angwgﬁgﬁg@ﬁdletk%%%@gﬁﬁﬂ%éghﬁgghe l'1ke). The
adminigthied msgagettlmforfe&amplleamtcomvmar@mhevemusiy); aniageny (mtraartenally), a

MEACTIE S ERTAT RN (Y -

perlcarﬂfﬁﬁi ¢&the RbrdnahAl &Lk ”Thé:}ﬁ‘ije%%fé lﬁ‘larrﬁ‘é’d@uﬂbaﬁ t6: @l &fbns can be a
fers to any route of admnistration that is not

pharmetchmtmagh apprepiadte lﬁtu"mumtgﬂncfah@imlmsmmmdm@ﬂybmp thoheart,
R RO —
are infuded @iteh peliplepdl VessROT Nt deglel At thefaih dr biteeubytal foyse of

adm ni stration using the alinentary canal, oral or
r ect allnjepieblg @hﬁ@iac@mcah&rtﬂmmpas&ﬁn&? stqrt} pyspensions, solutions or

emulsions in aqueous or oily vehicles. The formulations for injection can be presented in unit

dosage form, e.g., in ampules or in multidose containers, and can comprise added
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capsul es, oral solutions, suspensions, sprays and the
i ke, as descri bed herein. For purposes of this
wa@ppbkioewté on, enteral adm nistration al so ref ePGT/US2004/034800
vagi nal routes of admi nistration. Topica
adm nistration refers to any route of adm nistration
preservatﬁ\re@u Grefemnesl laitfens for petenigral ghamacewtipal formulagieng are phosphate,
%gge oi ntrments, gels and transdermal patches, as
e cribéd herein (see al so, Remi ngton's Pharmaceutica

Sci entesnotlidh eE@bﬂﬂnﬁﬂt @enplahi B asdutiafl, foﬁﬁi@laﬁod\mlbe provided in
Printing Co East on, Pennsy| vani a,

powderggira fragegnst o B Al Le Vel igeluging bslft n@ﬂgnﬁ?de@éﬁﬁrﬂe

pyro geﬁ ﬁ}é@%{& %aﬁﬁ@oﬂﬁxﬁ'g@ BUESHE @5 0TE Mll 5%(? Bl 2 Igb AlYfilano can be
to a velrn (Intravenous an artery

lyophlh(zeahtdr aaﬂy(mhulaleﬂy\mh aahprdsusl desqribet rahams euhmropriate. uindeother

he ski subcut aneou or | t formul at
emboditg i RATEcH B Ay R GRS e b AP CR 7 ] Gsnderfoghs nd
reconstitite8 pidPlotusphar maceutl cal fornulations can be a
pharmaceutical |y appropriate forml ation for

adni niFst pratanged d¢lrvecst, ithye plmmaqduecaiéemnulatpmqaeéﬁ dremidastas a

coronar e ed enbo nt

L Fruit i P BB ERFE R ROLIER B thfemmal o
intramu8EilhPRMRIAbN. V?ﬁLﬁefor @f(arﬁpl%uﬂhleF)ﬁémna@elﬂlcaﬁforﬁlhﬁuaﬁ gaobe formulated

- antecubital 'fossa. .lnjectab har maceutical -
with suft@blﬁmphme@ﬁ@r bzi@roalaobﬁ @ﬁterelséagp &h 3R SREISIRJD an Pesptable oil) or

0 icle

oncx FHGSHARE o - GAUREY SO £ HiBpes oyl et o o
theAp@QSHgﬂaﬁ@omApOEugwhhnmlqmpuhﬁﬁemr in multidose

cont ai_ners can co se adde

- pr eséf %ﬁthf%}’é@ Oﬁ}l’e@fnértggaf’%ﬁ’faf’%’rt@d]f%Fm}ﬁlép%‘hisé‘r%mdemal
del1ver§’ %émﬁ%ﬂhfa%ﬁllrecf z%raﬂl&dﬁ&é%s@éﬁpa@aﬂ%ﬂr%\ﬂ y rElehded iR a’éﬂde

acetate. I n another enbodi nent, the pharnmaceut.i cal
ingrediémtrimupeatitareonsaabsoeptiono i desjemboqsmmte peringaiiod eithancers can be

tptution w't I ncludi
wsed ty e rigerp B BB o A7 BLPS: o AR ot e
transdeS@XL SRR AT G EorttR@ation@ah Mirthel B6htainiirdifeefinlfoMidedn patients
can ‘be | yophilized, or co-lyophilized wmth a lipid, as

with ange®ier | bed above, as approprlate I n anot her
enbodigren ' ‘
 Supp 1o i RiSEBLEBERME e R AN BB BB ke
delivertdby ﬁﬁosﬁ@prap rfﬂinﬁpx@%ﬂmdai pauks yr viahebylbar, vedetht usabf a suitable

propellhg o o oCaod BupameRipntfpF AR BT g, dehiorotta oroethane,

carbon?lﬁ@&%t @r@cﬁéf%ultéq?é EAJGh AR casObf & Eé%l'f“z‘é& b’ér@é’ol ki RfshdeQthit can
or exa ‘the pharmacettical fornulation can
be detchrairfed rblyl.plr@\tlélfrig \anvialvesm delakz e lmﬂlidnydremlounfofor Iepy@mp]ph@metered dose
on i.n an ac

inhalerg . APgHeLREHAHG AL BT oo, ST B5aR ARGH OT URAetotcat be

formul 488 'céﬁﬁbhéﬁﬁ? Swler mASofAhS RB6 LA!’JEMIIaﬁ@ bkdPh Suitdld pcfvﬂfeﬂb@sfe such
the Apo A- & l'lano or Apo A-1 Mlano: |ipid conplex.
as lactdsp oastetdher enbodi nent, the phar maceuti cal fornul ation

is a transdermal deli.
adnosi TG arauegyms sapat Sl B SRR BEhk S Ral e tha
can compassticeittmdro ini @bsige an@bemrgphe Apo A-hMilahs pharmaceut1ca1

enbodi nent, perneation enhancers can be
formulations. The pack can for example comprise metal or plastlc foil, such as a blister pack.

citrate a

The pack or dispenser device can be accompamed by instructions or labeling for

administration.
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used to facilitate transdermal penetration of the Apo

A-1 Mlano. In another enbodi nent, the transdernal
w@b@sowseaut i cal formul ati on can further contai PCT/US2004/034800

nitroglycerin for use in patients with angina. For

adm ni stration by inhal ation, the pharnaceutica

f or nulratdrem embodimens) the phathabgutzel fosoilatipn af/the ApwAI-M or

surj.zed packs or via nebulizer., w.th t e of .a.
Avo A RNEREH! KA RaRBR R Cotbisd ¥ e Mhg AT M R urftiont t
treat a subjeefinQiced kHepdoTMl btiagh erfibddiherits!1BE pRdriiaesARAINRARuation of the
carbon dioxide or other suitable gas. In the case of a

Apo A-hMitasaor Aeg Ard Midasio:liphd ceiprlay eanefineprésg s doacadatpmphago A-l

Nﬁhno%¥ providing a valve to deliver a netered anount, for
exanpl e, a netered dose inhaler. Capsules and

about 5aag/kl itel giesut 60 ne/@l., IngetRtred efnbodinseats, thedormulixddme cawtomprise
insufflator can be fornul ated, conprising a powder m X

Apo A-5Milang i GopeepirRonpibaRl bhmgimkig bl %ut&{ém@nqpﬁg% mgifcpreferred

embodigﬁn{,%é ﬁ?@uﬁ'ﬁoﬁ @arn%gp}_iggAEQ PATY\AThQ RS 2 688entrition of about 13

esired, pack

t
e presented’in a or di spenser device

mg/ml toheout Bihmgomp rTiseonemmtretiomor ApaAi-t Miles@aga Heodatgmined by any

.. ..conprising the o A-1..M l.ano, phar naceuti cal .
suitabl G o oA sk e TSR b ifhsmis, e sgpggauation
of ApoX-1 MiRsb ieddtenline ShENzAE chusin 1 Eleperbifitance guild 8dom@fography

di spenser device can be acconpani ed by instructions or -

(SE-HRI4hel i ng for adnministration. - 30 -In certain

Apont g hBGRR BESHh kG R AL oPlh A ATM o
Apo A-d MitiheelpidabimpiexofanApdpAsd a dbrcameatRmfdfilipidniffitienttto fain

a subject in_need thereof. In_certain_enpodi nents, th
compleﬁ%wﬁ%@m% Milgngr iy pertain pmbpdipgatsals lusﬁ? isprangsyolpid. Tn

L L T
formulativmutl thdApy/Ari Milano pr Ape A-EMlilentydigidentdex ¢tanecomprise a
‘ fornmul ations_.can conprise 0_A-| l.ano in .
concen NSRS S LSRR SE P s e AR Bephpcimens.
formul@idiR c8n BERH G ROP @ PP ¥R atioh M ab&tHth 3199 8HEANS mg/ml. Ina
conprise Apo A-1 Mlano in a concentration of about

more prefigmdd enobesbment, the/fedmulatines cameemprsstHQRC 87 a pgnsemrgtion of about
M. | ano b eferm ned by a ui_t ' .

10 ma/ A% 20 e’ o P ol e el b 0 i ions can

compriSTROHTTE AlctncednhiatiGOSTABLT Bl in@finlab abp@ 14-rhe/M1) dhe corkentration
determ ned by size excl usion high performance |iquid

of POPErasrhatdstprapied bymy spitatye tephniges o tertbesgiohelitldn thepst. In
: i i f. - N

orinRFEIRRES U6en SN ALLEOPE W tROEL MO i

chromdtograghysuf ficient to form conplexes with Apo A-1I

MU FCTNS H E TR AT PR
Vi S GELA BB LSRR St
pharmdvktitarally siititde Gompulagion o8Apo dpMikso ar Apo A-I Milano:lipid complex.
In certain embodiments, the pharmaceutical formulations can comprise about 0.5% to about
20% sucrose. In certain embodiments, the pharmaceutical formulations can comprise about
3% to about 12% sucrose. In certain embodiments, the pharmaceutical formulations can
comprise about 5% to about 7% sucrose. In preferred embodiments, the pharmaceutical
formulations can comprise about 6.0% to about 6.4% sucrose. In a most preferred

embodiment, the pharmaceutical formulation can comprise 6.2% sucrose.
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concentration of POPC of about 1 ng/m to about 50

mg/ M. In preferred enbodi nents, fornulations can
wa@oropsises POPC i n a concentration of about 5 ne¢TiUS1004/034800

about 25 ng/nl. In a nore preferred enmbodi nent, the

formul ati ons can conprise POPC in a concentratl on of

about Ihpefarred emodimenty thnyhﬁmaqenu@ai ferpunatiooref the Apo A-1
A S g ) T S S L
pharman@itrchlly flimbdbaantttiod bOAPOA- H@&@&ﬂAb@AdEMﬂéﬂib fgid doynplex.

%/ Ig,dﬁmable te hni que, known tq those of skill in the
In cortafy fmbadimiis, e ROBIO TR HOEIHnSIR cempriat At 801 Fpabout
5% mau'nﬁto‘lj efnetfe%ﬂleé;nl%ﬁuﬁblﬁg t?@?ﬁﬂ%%@%}l fbHHllﬂgthl’lS can comprise about

hromat ogr aph ?/ I'n prefe i ment's,
0.1% tqﬂmutﬂ%enﬁmnda Ifnmertanln&mb@dlmﬁntst, ﬂm phatmaksehtlwl If@mmlatlons can

T S T LR AN -

formulaftiéhﬂbﬁr%dnﬁiﬁls@fab&&(@ ko %du@'l‘% lﬁﬁnrﬂ%@ B 4 mihd RBRLA Pi d

conpl e I'n certain enbodi nents, the pharnaceuti cal
embodlﬂ@ﬂhﬂh@aﬂhaﬂn@oe@amlé@mlatw cabeompgsss @namum 20%

sucro A ical .

o oSGy RO AL Sl R UGPSR A o

lipid coﬁqﬂe‘m&i cohipn@@ﬁbﬁffé]r ianhadion®idusticitiieo ﬁﬁ&é H@)ﬁ@ﬂﬂﬁdceatﬁcally
rmul ati ogfs\ can_conprise about 5% t.o. about 7%

Suitablesﬁ%amkb'éeon PRABP érEMilsro endBelAnkiMiilano:tinid somlera dasertaial

. t 4%
e DL PR B R ey Ao cortn
embodipteatspthe duffecaincémtratiohabn baalsan 3 moMpo iabeut@.528d/6 Uarcos@n

- 31 -1ln eferred en‘ood nt t ar ce i.cal
ermbodipyghf s B bR RBGTALY SR SV tp Aot ABG o Psffred
embodiGRAR! ihe %uﬂ%ﬁéﬂrfc@ﬁtrdtﬁn%ﬁn Bombi sl tb @bt Stlﬁmh%eﬁaln

pharmaceutical |y suitable fornulation of Apo A
embodimentsnan approgréntobutiovis addsdito pdjdstdhmp of thel phaueaqeatlwl

formu SRS » B ii16 B P oS son B btelF 5B Rimepts the

pharmaeéiied fGBAtIatiol b RRRMTAL b6, 8 i@ hboit (8. dASeL#A embodiments,
conpri se about 0.1%to about 3% mannitol. In_ certain

the phagpgssHiieab Sraulatinn c3n Arvae BIOf abaut {7}t imabavt Bs Ipeeatain
embodlﬁ%,gﬁg{hﬁgjrﬁl?ttﬂ%&aﬁtgcag 8&%1&%8% gf(e?v? H‘Ib'i-f) bollp7 PieiRI 93, 1n

arnaceu altl ons can
preferredicampsddsreerstiyahi plarBicduicallformulifomennriiave b pH of abontoiss.

G CBhERIGLDDGMRRHADE GhUTRRCER: AT BHELE] BRI A Milano:

lipid coh{p@elm raﬁ%gﬁelam}a{ha{ RITAL T adﬁimét&%ioﬁ@@aé\lﬂje&ﬂ BRiain

l'ex can conprise a buffer in an anount
embodlgu:htSL ﬂlﬁ@ﬁmotahtmaiktée forphidationcewbe eldut 208 (i atzik 400 mOsm. In

certain f3hHnRhls fhe PhoiBieticer MnARROR ba e S asol P bt i 220 to

about 380 muanat TnQdRStalitdin ERIMREALS Bheé ?Mﬁﬁﬁwﬁﬁbﬁ forshdlefion dah have an
certai n enbodi ments, t he fer concentrati on can be

osmolalityqftebgutidtP an Qe e ab®it A rleﬁnb elntmaeiaredrpwbpdiEent, thehe
pharma?%jt%gqupﬁgﬂl%\ggﬁ é%l QA aﬁ%@mg{ihgpwper X 79 18sAR0Y mﬁ%ﬂﬂﬂOsm

erre dt rents oncentration
In a moseprafemet! efhbotinient ab@plﬁarﬂi%euhﬁalcfefrmaaﬂibn can have an osmolahty of

about 290 mOsm.

The formulations of the invention provide an Apo A-I Milano: lipid complex of
sufficient purity to allow administration to a subject. In certain embodiments, the

pharmaceutical formulation can comprise Apo A-I Milano at a purity of about 98% or more,
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enbodi nents, an appropriate buffer is added to adj ust
the pH of the pharmaceutical formulation to a range
wa@iosalpises f or adm ni stration to a subject. | n BPEF/US2004/034800
enbodi nents, the pharmaceutical formul ation can have a
pH of about 6.8 to about 7.8. In certain enbodinents,
about %Weoqahanenmu P35 %alr nfaye rabouat 9336 ocmord) abauit &1 fH-brafiomiye about 90%

ormend 4 e R bRyl G e BB TS i St oo

The putify (ﬁHHéJApE AS] MiRnp k&l BS d@enBnhisy Eﬁ?fﬁuﬁablte & hnique known to those
pharmaceutical fornul ation can have pH of about 7

of Skﬂluﬁ theert dn gerdain sEbadimants, theeupitaehibe é@plf’e-éll\/hﬂaélprﬁan &e kigﬁqrmmed

AR | Mlano: |ipid conplex has an osnolality
bySlze%%thS% sthAabI e for admnistration to a subject. In

cert amhe éornditions bf thetiheentisnptatide an A)If)o AhieMilensvlipid édmiplex of
ﬁg% ut 20 to abhout 400 rr()sgll certain
Sufﬁcwélﬁﬁw Om?éiﬂrﬁﬁlét@%tfqnctaw et 1R £isHn B iReats, the

pharma%@ut%ﬂﬁkﬁh]gh%n dn ARG :Rﬁ’é & z?}l}lﬂi{%' | C?ﬁ?} ?’%‘%‘ r[an{i‘c?rg,nabout 96%

certain enbodi ments e phar neceu
or more,aholtHs&o ammosnathaait 98% Qrfmab,cnhbuaﬂﬁf oOs10rd ar atootif09%840 more.

| f h )
tn a prdlgeet B St T Rt OE R BRB S et ten RRTRR Sbh b pyrity of
the POPE R 88! iet3RAnS5§hny §h1@blé&§d‘hnﬁfu@ﬁ<ﬁ6ﬁrﬁ@o 2RHOG SFEMin e AR In

pharmaceutical- fornul.ati'on can have an osnolal ity of

certain ghbadinEots, thegwrityreithe SORY @mub@r@te@ﬂmﬁﬁ@yﬁﬂéﬁt ion
pr ovi ‘i‘ﬁ F@r?al?b‘ﬁx%fé%reél e%ﬂo%nrge tHé 888 %nﬂk@.)éng fhp?(illJ Eérhfﬂ'e% ﬂgs lipid

purlt mns |on

hydrop@ﬁ)lxicﬁl aﬁlcﬁlﬁtmﬂ iabBUtt19%%, toln &s@%bﬁﬂﬂ% ot le@g |ab61ﬁr6%1 bﬁIeB;Q About 4% or
rise Apo A-lI' Mlano at a purity of about 98% ‘

Lo, abgpt 24508 1055, 300 106 Gt DeIgBOARREtams m S BARCrasBEhY e degzous
ox1dat1@mglten?ci%{ﬁﬁe a ?hagg%lt‘ 1. 3@% o'W 51 204 %)%f’ @4 certam
U noré. Tn apre

rre imént, the purity of
embodimdntdviht Zipo A-SMaROBRE c@ﬁﬁzﬂaxrhaaa perltdef@repntml than 8% t(hneas&md as %

ot ot e B i RS BB 8 HS S0 S mens
the forﬁﬂﬁﬁgﬁ H%nﬁtﬁe ok he eﬁ’dth)ﬁlMs Offn gréRrréPEmPBodimhis2ihe f&dulfedn has
det er m ned Idzrlin si.ze excl usi on HPLC. The fornul ati ons of

endotokime of §\VeME g)ApmAdIEMahn@\po A-1 Mlano: lipid conplex
of sufficient Cto al |l ow ad | Sk LO \
' to a gla Bf%aért\ emlle 51&6%{ { 8%1,8%1%%{1 gmouﬁ ofn pa%ttlguzfc{tés é]reater than
10 pm RO SFERGEAHLERDOE géﬂ'ﬂdnﬂl Vi&na%?erﬁ@m@lrbyﬂ@h?a?@uﬁtma In certain
purity of about 98% or nore, about 96% or rmre about
embodgments thepsant ahpriticWavs gieaihhanapenn soeds oRbaE800r

per 50 ﬁﬁoﬁ%lya%gi:é‘ie?ﬁ I{ggagcl}%lhpogscg{a%ﬁr red enmbodi ment, the

pur i S greater than about 90% The
puri ty ok ptdferddibaiuneiiethd efper Al Midaroylipid gommplek abhmnaceutical

t echni que to t f.skill in the.art
form P hags SO Q1 R %rzgﬁfh/g [iRAS ogreopsRAtBEPEOF Lihgln in solution
with Qﬁ%ﬁomrﬁ%ogy Sbiutn pﬂd’égl?a% fs3ldRe Pl £kl %an%ﬁﬁﬁ’ﬁjdﬂm $5 mM

I'ano: onplex has lipid
phosphyt&rangecv axigusjeheapﬂ tmbetween alpoiti /. Olah%abamt 7I & sMannibalus adil to

i b R38R0 T B BBty P ROHE 18t
achie®e4 RGOt 9%/ (WilRok BYWONISId) of Apo A-I M1lano dimer to POPC. The
mixture is stirred at 5000 rpm for about 20 minutes using an overhead propeller and an Ultra
Turrax while maintaining the temperature between 37° C to 43° C. The feed vessel is stirred
continuously at 300 rpm while the temperature is maintained between 32° C to 43° C with in-

line heat exchangers (Avestin, Inc.). Homogenization for the first 30 minutes is carried out at
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oxi dati on/ xyl enol orange assay (Jiang, et al. 1992,
Anal . Bi ochem 202: 384-389). In certain enbodi nents
WO b@3hps6A- | M POPC conpl ex has a purity of greBCBUS1008084800
85% (neasured as % of total peak area) as determ ned
by gel perneation chromatography. In certain
50MPe (125€ipsband ihelrdraétef Glnenpressluireois nhaastainiedi tl 80-620 MPa (11600-17400

e w0 B LS S Ry WA XU o
greatef @ah @bSut FOPPEHIEN SroteilGaf R I Blei R ofdiy aNME BdémPBlex is then
parti cul at ezﬁ&reater than 10 min size i's < about

adJust@i ‘(gmbop‘eby heatlditipa pf @Q‘V@i@t@%sn@gsebyThq @mmaceutlcal formulation

of the %%?)EA’I 3k gatng POp egfrr@l%{( 0 tﬁ% &ﬁ%ﬁ%? A Qt‘i*‘onati@ 3 of 26;(%1 filters.

per 50Inanétldk paseretalt e@mbﬁdﬁlﬁehtp&ﬁe Iph@ﬁiac&h&@hfo@humnon b@rnpnses
referred enmbodi nenf, the Ap lipid conple

about E%gr ﬂ%léb% pganl lfeeqarﬁ?amal@%vp M Mﬁa@, Bbolaulﬂ 0 phRytd 7 mﬁ@l 1-
palmn'\%?fﬂt % ?g%h glg;cé}o%‘? ﬁ&%g Dot 7u/ {xT;i leMos Qb S 0.9%

rin odi phbsp atelsa
mannitol fwithedn aserodaity Dﬁﬁbcmn28ﬂ m@sﬂrﬁtol‘dbptnlrﬁ%ha@anar’fdie pharmaceutlcal

formfjhi s oo LA Vgt 2B QU B Erk O FLROURY G Bt o

certalrperﬁ%dlﬂleﬁtbﬁb‘tsméféhﬁﬁﬂﬂt}l é%lln ‘tfe%éﬂt %ré—ﬁ&r’thﬁ% is added to

achieve a rati o of einfw |ipid) of Apo
A Mﬂhapbarman@trtlcalofonw@tmfrh@ lm st@nqd &ogen @bputr-8 Gto

0 m for ‘a tes n .o |

about Z3olsut Pl @ TR p i B Aol o RERAR G g
solutiofsedTN st [ided sbl@hw Mt 3 pr&Fetrod 43t Be shétefohaemtivesbethaved and

stirred continuously at 300 rpmwhile the tenperature

warmeq & paieRpratpRicR admmistationdga eukipeth Geptly fawringpand warming

ti f th
oSG ARy e ptogent 2281 oD fof the

psi) amnandthampestiret embddimpnie feuvenilstioraicat de nesterdle glass vials

of abohd 8o houhe PonPiEH BN BB LN tHHEL { LS moReProfREReLy

about 5@fm]9 t&abRing J‘}ﬁﬁnﬁ@&ﬂﬁczﬂ Qo/ﬁlﬁﬁit‘i’&l%n{ﬂ'rﬁfr@ 4 SjRadar ds.

he osnol ality of the conplex is then adjusted to
Mllanoaiho&nhObpld dompdetdi Inicertainfendodimants the pbarsacewisel fompalations can

comprife NS hehiian e GhE Y Fedlh ng NFe ARt R g mptex

in a finAMiIf v&)lhﬁﬂ‘e%f abcsut@Q% hemipeetial ret Shadon.ps A-1 MRlano:
phar maceutical formul ation conprises about 12 to about

phosphatipigicomptesrasn haaboua3g0 mg tOMSDaﬁgaperaﬁ@dnL vigd about 17

ng/ m §
pal i t’[iﬁ)g Iph%rma]ceutlclal fsf)lg]ma}atlorésr coa r a 31 le o e tﬁréle 51?6 %rﬁan

conta1n7an€1n}1w|0bial @{(%9{@1%&!% dseribad alﬁbx&%eﬁéﬂtﬁgt thé plmrtrhcanical
osnol al ity of abqut 280 mOsmto ahqut 32 m ., The,
formulggons saitablit fo& aruliRle Hensator srareRlp 2ma/E- WS%P@? Afycegipizy embodiments,
the phaﬁﬁﬁ’é@iltlgﬁo n;@’t{géﬁ&ﬁs cgﬁ%)eclnaﬁm@{ﬂ%’s% OARUT AL ¥ kn'o(llnaco those of skill

certain e ment,” no single | urlty can be about
in the agf; eanmofmhapack@ge Sheophanemaredcripiidn S’lm, patiertireadyasit lateeled for
ed f r about .- 15
airet Bhort Eath RO PETIES: (iTe-Cane BECaRs EUaihaPoHercCutical

formulit[cﬁ’ﬁﬁ '&n%ﬁﬂoﬁhﬂ 1R8ssy ol B?Jhdaﬂ #estn®al i@ Snd HiratiSn for a given
referred that the such rmul ations be thawed and
indication. The methods and formulations of the invention provide for a unit-of-use package
of a pharmaceutical formulation comprising, for example, an Apo A-I Milano: phospholipid
complex in an amount sufficient to treat an average sized adult male or female with 15 mg/kg

once weekly for 5 weeks. In one embodiment, the unit-of-use package can comprise a
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warmed to roomtenperature prior to admnistration to
a subject. Gentle thawi ng and warm ng i s recommended
WO 00890is6e denat urati on of the protein. |In anotP€r/US2004/034800
preferred enbodi nent, the fornulations can be in
sterile glass vials of about 2 nL to about 250 ni,

pharmasewifcat Epmylagion gemprisiag abdpe A-bYitano: phesphqdipéd eomapley in an
: C 1,0] utigal fornul ati
amoun Qe300 Bea SR 09 Fr BNERISEUE Sl L AN o
weeks. clemtihba app‘di)ﬁditdgﬂﬂ%@oﬁ s}kﬂl fphihe ﬁ%@lﬂﬂlﬁ@c}ﬂseé‘ &k?sﬁiﬁl?]e’ﬂtlie@élﬁ are based
can conprise about ng/nmL to about ng/nL of the Apo A-I
on the ?H%ﬂe&ﬁég}é%sphol ipid conplex in a final fill volume of
about 3 QB LBbondl. q@ﬂ@g y :
~ Mlano: ghosphghﬁﬁﬁgnég%% g§§§§%~ e ékgﬁﬁégg8§§h¥€n¥@é
labelingytopident8y thd fovinalatioll bentgihed thesdw tndetherf ioformlation vsesulaahealth
___be.for i.ngl e,.one-ti e use or . .can.contain
care proifyriead SEHSHS kY PRamPR and Prefuty BLedipgeslar and vaseular
disordets; BERE bHDnElySy RIBIRGEMEMEAisdrabiTth@Fdrans stabilizARInS f{Piques,
mul tiple uses, for exanple a nulti-use vial. In

includipg, buhnet lsniesdp niasirestionhior phadass dosing hitervaly duration, dndication,

coni BR8P0 PG S5 RISyl

conveil ither pbsdimefts] the padsé@ inwativs Btovidea tits ¥l theating or
| abel ed for direct distribution by health care | -
Pfeventﬁ}go%r@@Y%SPMAr i vasglen disordereasyie cosmary sygdgpmes, ischemic
disordeRNAIBE fidtstblzafiof SR 1RGN TP@ kA AR LE %f BRS@EHodiOE doses of
- a typical treatnent interval and ation for a given
Apo Al Miilapatdr dpo A+ éMiteioHpdd canplek or phirmbcamisaldbrihiietions thereof
i.pvention pravide for a.unit-of-use pac of a
stong it et fhelbe PEiGH ST wommyns B Ao A SMRR KR AT
MilanoARRd Corhpltk bAPRirmRRRSRAGHRH16 GRARE th RrefibrafBHAL acute
sufficient to treat an average sized adult rmale or
coronarfyesirailromgs apconging tp ha ceethasis lof hefioverione &k sertaimemhediments, the

. enbodi ment . the unikt-0f -use package can c r.se a.
kits can R o S B ot e SR BB AR GO 4B s
deliverid lte1apo PRDFRRAAS bPAPo @eIPliRKo:1ipideddnd UG phatthddeGii@it

to treat an _average sized adult subject with 45 ny/ kg
formulagtjoas theeeadiapd compencpksdrithe spieygisposal of hspadeneest 681 hdweps
. s | C
containg, Fifelain' ot k.o SoBRRP AT AC e, DERBL Ay
Milanoflipidredmaplien os pleamataticdfeinadationd thave iaaposritled syrthges, unit-dose
. labeling to identify the fornmulation contained therein
OrumbﬁﬁWﬁﬁW??g$nfornation useful to health care providers
and subjects in the treatnent and prevention of
6. cardioggégwbimﬁ@nd vascul ar disorders, acute coronary
syndrones, ‘1 schem c disorders and for the
st abi | Thapresent diveptiargwilsbe funthetahdegstodalily redidrercend tiedollowing
.to, instrTctions for use, dose, dosing interval,
non-ligpiting ¢X3MPI§Sndi cati on, contrai ndi cations, warnings,
precaugions gxhapil 1:N9TERailif HASTCOS UCt i ons and the
like. In further enbodi nents,” the present invention
provi débislekamplesiemonsizatésithe safetyrand éoletahigity of ETC-216 in healthy
VOlumc(gfnrrdiovascular and vascul ar di sorders, acute coronary
Syﬁdrones, i schem c disorders and for the

st abi | AzajubRrblRid M oRBbLeEntrdllke skidySwaaQERMIcER] toRtePhine the
nore effective doses of .
safety and tolerability of Apo A-I Milano and phospholipid. The Apo A-I Milano was
complexed with a phospholipid (POPC) in a one to one weight ratio, referred to as ETC-216.

The study evaluated the safety and tolerability of five escalating doses of a single intravenous
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Apo A-1 MIlano or Apo A-I Mlano:lipid conplex or
phar maceutical formulations thereof along with a | abel
w@roosalpsbé ng Wi th instructions on using the ApPCEUE2004/034800
M1lano or Apo A-1 M1l ano:lipid conplex or
. pharmaceutical formulations thereof to treat or
infusignr eMERC-246 it beadtby orede yoluytaels ene st meodiffeientddses inheealthy female
net h of ., the invention.Jdn certain enbodi ngnt t he
volunifiisy PR et o€ ShisBita i B p GReSRRRI B L
t he netrhegsweukhltiasvelemess s sibfect® Bet®Edntle bR ofR8-AYears of
M I ano or Apo A-1 M ano: :Elg'lp conpl ex or

|
age weys admiristgred dafraveapundoses ikl G-REe-e bf malg gubjesip.oiaset w fognd
. [ . [ e r .
et 0RO Blr LS e Sy B tin s
mg/kecwerp atisdnisiped AThe feddanof the séipectAddsedhdl a4te atel roided below in
conpl ex or pharmaceutical fornulations thereof in a
TableJy o-fi||ed syringes, unit-dose or unit-of-use
packagggple®. EXAMPLES The present invention will be
further understood hy reference to the foll ow ng

non- | i Bosé ng exanpl es. Nenth | Exanpl e 1: GBollef abi [ ity of Infusi
(mg pidiehiZkg bady secafSyijectsienonst emt es t he saf et yoadthte
weightpl erability of ETC-216 in heal thy vol unt eef $mg/hg/min)

doubl egbl T n@ pl acebo-centrol T ed study Wwage conducted to 1.67
(place§f erm ne the safety and tolerability of App A-I :

Mtanoyand—ptiosphot pi%'. The Apo A+ M Lgrowas 125
(placchQP! €xed with a phosphol i IO! d (POPC) in a one to one

orrod-to-naet ETC 2146 T
LI T\ 1 .

1 o o Q v
vVVCT UTTt TUaltT y T O \UR V| U A Uy
’

Mai_et_)uaﬁd_t_ol_er_abi - ;y v['anF;m o 1.67

escal a#dng dases of a 3ingle intravenolylle 25 1.67

-infusPBn of ETC 216 id healthy male vMalmteers and at 1.67

two di 7ferent doses in3healthy femal e Milaing eers. 1.25

I nf or mgglp consent was oBtai ngd from al | Mad unt eers 1.25

prior po the study. Thirty-{wo healt hygyghunteers 1.67
(place()'é)SUbj elc_ts'_' betvye_en the ageg qf 18- 59 .Xg‘irffﬁ?f age

WTtT© d II! Imyyrereud 1TI1T iVBIIUUb U.UbEb U! F'e_Th £10. T TI 083
a2 0 eels, coses U8 1o sud Lnctva RO Tog vk

i ncl udilﬁg 50 ny/ kg wer & adnil ni st er ed. Eﬁ‘é‘a]gender of 1.67
the subject]| dose and rate afe pravided helow in Table

1. Tabllé 1. |Dose Nunb &end |nfusi (ng Pewekin/ kg body 0.83
er of Subjects er on Rate weeght) (nmg/kg/mn) 0 3 Male

1. 67 (pbacebo) 3 Femal 0.83
e ‘

Adverse event monitoring included clinical laboratory evaluation, physical
examination and vital signs. Subjects were monitored for 27 days following dosing.

Twenty of the 32 subjects in this study reported adverse events, all of which
were mild to moderate. Adverse events that occurred in two or more subjects were
considered possibly related to study drug treatment. These adverse events and number of
subjects experiencing these adverse events were, lymphopenia (11 subjects), leukocytosis (10
subject), nausea (6 subjects), headache and diarrhea (4 subjects), vomiting (3 subjects) and
abdominal pain and hypertriglyceridemia (2 subjects). The majority of possibly related
adverse events (gastrointestinal and white cell disorders) were reported following the infusion

of 50mg/kg or 100 mg/kg of ETC-216 in male subjects. Two adverse events
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per i enci Aaver S en
and highet. subj ects), Ieukocytosis (10 subject), nausea (6
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vomi t i ff 1‘(@%5@%@6@5’ hililapey W‘h‘éﬁt%g} Wr%dtaa)or’e infusion and up
to 27 cﬂ%? gft%f 1hﬁl|s er’[' gtee%% do%sigitifdE Eﬁt}bodﬂ? BRdeAh bhy oP{he sgbjects

ate adverse’ events (gastrolntestinal
aftersndgletcbseedimlxﬂstmders) were reported follow ng the

sub] oot PragaLEy Lt ape e pryshpes e Bnate for
perfmﬁ‘)ﬂr% e ﬂﬁflﬂ@hulﬂﬁféﬂids& stha B Huihns A an%i/@igf 7 88k dcﬂ;mg regimen.

acebo-treated subject’s. were considere 035|
r eI at efhase resulisljndicateathatdAEC-2 Thaves salerad !l d@lﬁt?ﬁ@y at aﬂ doses
ous, adver s eventg or wi thdrawal s because of"
Vi

and nq 5(?98}1%%1"5{/9&? E1S REPY6Vi ded in Figure 1, the serum

| evel s6.9f HBkampsl er The Beficiesloe Diffexent DosesalfETC-16 in
subj ects 30 minutes fREyRUiNGATh&Goldb@sHose of ETC 216
i ncr eagrd eAhmpRRmoRtratedTBE &AM sAE/ke and 45 mg/kg doses of

ETC-216 in regressing coronary atherosclerosis in subjects with acute coronary syndromes.

This study was a randomized, double-blind, placebo controlled multiple-dose
study to evaluate the efficacy and safety of ETC-216 in subjects with acute coronary |
syndromes as assessed by intravascular ultrasound. Prior to the initiation of any study-
specific procedure, all subjects gave informed consent approved by the Institutional Review
Board (IRB) of each participating institution.

Eligible subjects were those diagnosed“with acute coronary syndromes
(unstable angina, non Q wave myocardial infarction or ST elevation myocardial infarction)
within 14 days prior to screening and who were scheduled to undergo a coronary angiography
and/or percutaneous coronary intervention (PCI) and anticipating 24-hour stay following the
procedure. Subjects meeting this criteria were excluded if their procedure was considered
urgent and/or considered to carry a high risk of acute complications, as determined by the
treating physician. |

The primary efficacy endpoint was the change (end of treatment minus
pretreatment) in percent atheroma volume in a 30-80 mm segment of one targeted (imaged)
coronary artery assessed by intravascular ultrasound (IVUS). A positive result was defined
as a negative change in percent atheroma volume with Confidence Intervals (CIs) not

including zero.

-37 -



Anti body titers to Apo A-1 Mlano were tested in sera

before infusion and up to 27 days after infusion.
wab@sm4wes no significant anti body response i NnPERYSN4/034800
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sgﬁrgme@mlgqt( elivotumt donttgi ﬁanmr?@ntlqunﬁ\?lécqsf;abb%srsarlearontammg the
tion)
P %}cargti}osl%[%eﬁ%era {d%ﬁ@%dragg%%gﬁﬁ%hs\%ﬁ g\&égﬂtﬁs chedul ed
t o under go &) cor psaiyl araggeo@nd pfijteamahomirms rpmﬂteatnmnu)sin
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s

P&loaRALs; at heroma volume in a 30-80 nm segrrent of one
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i ntravascul 3 ul Nusbeupihew angBeraphiplssions wwb@@ﬂtrn%s
defbl ned. as a negative change in percent atherona
vol'#hePni t h Confi dence Intervals (C's) not including
zero. - 37 3fecoPRgpoiticf dfisaiests eitipne ot monenew bhgogreplnc
change in_ total at her oma vol unme and average maxi mal
aeoreRBHdesions gk hwsad ofsdAvaEy ef fi cacy endpoi nts were

est abl i Shed#i or \¥HPeAREiRDUiAY lﬁ@'@iﬁsﬁﬁ%fesf&ﬂs@ox‘vﬂ@ regression;

secondary eftficacy endpoints we m nal change
(end of tre&) menNumiben of q)teevmthaxtpre-mxl)stmgrletsmmahowinaqm%resmon,
f \é(r)l gerF Slals éggagﬁoep%m no lelb_]%(\lltgrs oqs"lngt‘re%res To 1anr aen% pre-existing
lesions;
7 Proportion of subjects showing “progression or no change” in
all pre-existing lesions;
8) Proportion of subjects showing “regression or no change” in all
pre-existing lesions.
The methods for IVUS were analyzed as described by Nissen 2001, Am. J.
Cardiol. 87: 15A-20A, incorporated by reference herein in its entirety. Briefly, the operator

digitized the IVUS videotape, reviewed the pullback and selected the origin of the most distal
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thlckrl%§§e§ kfrd 4lsd &1?60@1?/%6&1@&1%(1 Bhé @édwacytaﬁ@ rﬁﬁ&i@l]ﬁﬁty of these methods
digitized the US vi deot ape, reviewed the pull back

have bed prsoliesberdpertss, demgnstcating thish aftgsealibrasion) meargBVUS cross

sectlogﬁl | d er:} rﬁé%ﬂgelﬁle%f Aye'?r% &lﬁl%e g ?é/ﬂgfi ef?:?da? hlngeglrSlé)g? ﬁclr%‘f‘é&ﬂ@rf‘-drﬂled

Lucité fhaednesrahging anadey Siot 3. Qeaﬁﬁ?stemmgm gﬁrhbeﬁhagén et al. 2003, J.
Cross-sections spaced exactl%bo 5 mﬂ? part. The fin
&)
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of 2.9%.

Derived IVUS measurements included calculation of atheroma area as
external elastic membrane (EEM) area minus lumina) area. Because image cross-sections
were obtained at 0.5-mm intervals, the total atheroma volume could be calculated using the
Simpson rule as mean atheroma area multiplied by pullback length in millimeters. The
percent atheroma volume was computed as: (X atheroma areas/Z EEM areas ) x 100 (See,
e.g., Nissen
etal., 2003, JAMA 290:2292-2300)./ Analysis of coronary angiography was performed in a
core laboratory at the Cleveland Clinic Foundation using standardized methods designed to
reduce measurement variability. Comparison of the diameter of the angiographic catheter tip

with its known dimension was used to calibrate the system The angio graphic end point was

the change in the mean coronary luminal diameter from baseline to follow-up.
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fiduciary site) as showin Figs. 2(B)- 2(D). The
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compapd with baseligp). . 2003, JAMA 290: 2292- 2300). Anal ysis of
coronary angi ography was perforned in a core
| aboratory at the Ceveland dinic Foundation using
st andar di zed net hods designed to reduce neasurenent
variability. Conparison of the diameter of the
angi ographic catheter tip with its known di nensi on was
used to calibrate the system The angi ographic end
poi nt was the change in the nmean coronary | unm na
di ameter from baseline to followup. - 39 -Fifty-seven
subj ects were random zed to receive ng/ kg of ETC 216,
45 ng/ kg of ETC-216 or volunme matched pl acebo every
7th day ( 1 day) with a maxi mumof up to 5 intravenous
doses. The subjects were random zed to 15ng/ kg
ETC- 216, 45 ny/ kg ETC- 216 or placebo in a 2:2:1 ratio.
Forty-seven subject conpl eted the study.
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The 15 ng/ kg dose was infused intravenously over about
50 m nutes and the 45 ng/ kg dose was i nfused

w0 ndosavseousl y over about 150 minutes. The i nfRGT/082004/034800
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(9.74), rugie Rangeg) to 1.43) 39.81) 41.09) TC- 216 15
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- g)n@ jsomEER¢2 165 Apo H4 MiilaopPOPCromigneg 9s. placeBo fionBahalyf&of covariance of
B al(gvfrsraj)astleli, vgh the(oaiselmyalweglzaMarla(ezpww( 01.21
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(3.17) “5 1.53 to
ith respect to the secondary endpoints, positive results were also obtained,

as provided in Table 3, below. Compared with baseline, the mean (SD) change in total
atheroma volume in the combiﬁed treatment group was -14.1 mm® (39.5 mm?’; median -13.3
mm?; 95% CI, -20.7 to -7.2; p<0.001). For the placebo group, the corresponding change was
-2.9 mm?® (23.3 mm®). The median was -0.2 mm? (23.3 mm®). The median was -0.2 mm?®;
95% CI, -8.6 to 8.2; p=0.97). The mean (SD) change from baseline in maximum atheroma
thickness for the combined treatment group was -0.042 mm (0.080 mm). The median was
-0.035 mm (95% CI, -0.058 to -0.020; p<0.002). For the placebo group, the corresponding
change was -0.008 mm (0.061 mm; median -0.009 (95% CI, -0.035 to 0.026; p=0.83). See
Table 4, below.
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1P values for within-group comparison from Wilcoxon signed rank test. For between-group’
comparison of ETC-216, Apo A-I Milano:POPC combined vs. placebo from analysis of covariance of
ranks of change from baseline, with the baseline value as a covariate, p=0.018.

2 Prespecified primary efficacy end point -
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)
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reatmefiy; of %i o ! 3 Tarieb) Gh. ook G| gy 7 | vane
P 0. 493 "€0.132) (9.%92- (0. 061) [{<87035 to 0. BaR)

0827y 0-026) TC216 15 § 830 {771 - 82407 04¢ 0049

lacebo - 03 Tg/ kg 1 681 (0.6894) (1064083- | (584 168) 0068 64P6.009 83
(0.09 Ol @397t 0 (©40853)| (@38BH5) (0:9092015)0.066 2[160.038 38
792 699 .[758 0. 03%4€. 029 .02 458wHkg 0.026)
TC21615 | | 815 830 771 824 0.044 0.049 03
mg/kg (0.194) | (0.683- | (0.168) | (0.646- | (0.094) | (-0.079 to
, 0.953) 0.865) -0.015)
TC-215 s 738 792 699 758 0.039 0.029 02
45mg/kg (0.028) | (0.531- | (0.269) | (0.457- | (0.059) | (-0.056to
0.992) 0.963) -0.007)
TC-216 6 783 816 741 814 0.042 0.035 0.0012
Combined 0.233) | (0.578- | (0216) | (0.552- | (0.080) | (-0.058 to
0.963) 0.895) -0.020)

I'p values for within-group comparison from Wilcoxon signed rank test. For
between-group comparison of ETC-216, Apo A-I Milano:POPC combined vs. placebo from analysis of
covariance of ranks of change from baseline, with the baseline value as a covariate, p=0.023.

?Prespecified primary efficacy end point.

The results showed that ETC-216 is efficacious in reducing plaque size. A
statistically significant regression of atherosclerosis was demonstrated in both treatment
groups.

6.3. Example3: Exvivo Langendorff

This example demonstrates the cardioprotective effect of prophylactic ETC-
216 in the reperfused isolated ischemic rabbit heart. Male New Zealand White rabbits,
obtained from Charles River weighing approximately 2-3 kg were used in the study. The
male New Zealand White rabbit was selected as the appropriate test system for the purposes
of this study. The isolated ischemic—reperfused rabbit heart is a model of human myocardial
infarction. Upon arrival, animals were assigned unique identification numbers.

Animals were housed in stainless steel cages in accordance with the guidelines

of the University of Michigan Committee on the Use and Care of Animals. Veterinary Care
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above %ﬂ&glgfog&%fﬂg ehsal dgra%/Bn, Grass 588, Quincy, MA). The pulmonary artery
was cannulated with SilasticTM tubing to facilitate collection of the pulmonary artery
effluent representing the coronary venous return to the coronary sinus. The superior and
inferior vena cava and the pulmonary veins were ligated to prevent loss of perfusate from the
otherwise severed vessels. A left ventricular drain, thermistor probe, and latex balloon were
inserted via the left atrium and positioned in the left ventricle. The fluid filled latex balloon
was connected with rigid tubing to a Miller Catheter pressure transducer to permit for
measurement of left ventricular developed pressure. The intraventricular balloon is expanded
with distilled water to achieve an initial baseline left ventricular end-diastolic pressure of
approximately 10 mm Hg. Coronary perfusion pressure was measured with a pressure

transducer connected to a side-arm of the aortic cannula. Since the rate of coronary artery
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2-Left ventricular developed pressure (FIG. 8) (data shown as mean ==
standard error of the mean for the indicated number of hearts in each group);
3-Left ventricular dP/dt

-45-



bel ow. Group Treatnent Test Substance Cone (ng/m) 1
| schem a & Reperfusion Vehicle 0 2 Ischema &

worepsinigss on ETC-216 0.45 The hearts were PCT/US2004/034800
experinmentally treated as shown in FIG 5. Isolated
hearts were stabilized under nornoxic (normal |evel of
oxygen) conrdidfi vensidubar eR0-dvstulicgsesoat ¢FES.t He(datadbewi esmean

of gl obal ischem a. ing,.the first m [

petamdarc ey 05 iy %ﬂé%b@'ﬁglgdlf%eeq W R oD B B 4T Bk
then for anp @gddhiry pBalisifh prt&Se G @) tddidiHomer as mean +
containing either’vehicle (Goup 1) or ETC 216 (G oup

2)and il ertoeaf the meen dontthe indiaatgdanimbed obbeuts it paPhIEDi od

of ischem | d 60, i i .
Fepert usi oG DUFREP e SIAER o SRl flespetiisue
Lieafihe EhGseXefore @h@uflerXkperfintioFIGN 6pf total gl obal

i schem a was acconplished by stopping, the flow of
per f udsttthe eanclusionisd s e,xpaﬁalen@b@mf%g | brarbbioprigs femyup to five

S acc | ' D1
N L S
-800C gfrfsh};@qﬁeﬂg&ﬁpﬁl Igtdkdﬁﬁﬁc_bﬁ@bsfana)hgsib.e Ah¢ Bompgealate sgmplassveat
pasel i ne (pre-i initially. . m
oG i BTy k) G OL il 19
ETC-21 B CeduSRELE 48! APidRSHLREroxIdi8 beubhaanhi ewahpleanal yzed
or nase

creatine ki oncentration (FIG 6), an index
of ti ddpm donjpletion Etlecaddsimmated pastecdlstwe heptte fom gach group were
enzyne .rel eas romirreversihly {niur.ed :
prts AT RSB OB BY LU RO R ppsotse
buffer (YH 74§ aThe 6360 2CIS Lt e d@hhdaditne isratetdn the vascular
-El ectrocardi ogram heart rate (paced) to detect for .
compattirenpbawdrie theoesgbwal ead sfrvey q;smatlmfpggg ofhlpeg yessel integrity.
ventricul .dev. I . :
Extraiiglioh oEFaCRAG s PERNSPARRSBE i RlintRak e patRoast
vascul URREY. Dfssitaadptesifrong aetefyventripular igbdardiemt were wmeved and cut

dP/dt - 45 -4- ‘ ' - di i v a -
o segRES PP PEPOMAICHS] AR &S ddF SBRFL oy R0 a0

) 1 1 h .
e o ph

dehyd@falin aastimrelserist amidankbdded prEMfbetitd 2iBleqtron Migtescopy

i ndi cat i )
sl S BATIED) SishER 2 SRGREE) g s
and olhEliCRAREPhvIL &I hBatdas it ynefining vato4% furaryl acetate.

?reper?ﬁm on (FIG_6 ?%tgthe concl usi on gf t he o
Sectloﬁxpzera ot?aNad withatRididips Chéd P elosiremn 81aesdOPem up to five
earts..fromeach, treatn ' . .

T RSB TFPi R UL S ol soccimens

from each of the study groups. The images show that the vehicle-treated hearts’ sarcomere

structural features are obliterated and contracture bands are present. The mitochondria are
markedly swollen with disrupted crystal and osmophilic inclusion bodies. Inthe ETC-216
treated hearts, the sarcomere structure is relatively normal and the mitochondria appear intact
with only minimal swelling. The virtual absence of contraction bands stands in marked
contrast with those observed in the control hearts. The ability of ETC-216 to prevent
contraction band necrosis is consistent with the observation that hearts pretreated with ETC-
216 did not exhibit an increase in LVEDP upon reperfusion. Both contraction band necrosis
and a sustained increase in LVEDP are associated with an increase in intracellular calcium

overload and irreversible cell injury. The presence of myofibril blurring of the Z-bands, and
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University of Michigan Committee on the Use and Care of Animals. Veterinary care was
provided by the University of Michigan Unit for Laboratory Animal Medicine. The

University of Michigan is accredited by the American Association of Accreditation of
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pent obarbital (30 ng/kg). Anesthesia was maintained
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'y exper|
minimal effect dose of ETC-216 to treat the rabbit heart for protection from ischemia.

To find the minimal effective dose of ETC-216, the same protocol for the
acute treatment (See, FIG. 13) was used in which the animals received single treatments of

either 10, 3 or 1 mg/kg of ETC-216 or an equivalent volume of vehicle as shown in FIG. 16.
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in |ipoprotein unesterified cholesterol were not
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was exposed to 10 ng/ kg of the agent or an equival ent

vol une4of vehé alethcRUTOMIE EHaEkeHLE _otzt‘-?l\/ﬂ:??f’c %owp%eﬁ( eis

.mnutes of regional ischem a and conti nued roug
adminstereq tosssubigel tlessdest of et fl & adke (oribout 49ng/kBhe AAR or
i schem c region expressed as a percent of the total
| eft véntri ¢hemethodtdi€laigy kgheremathodmo AH Mipanods recombinant
Apo s_k l.lar in the control group (FIG 20). Rabbits
P 4 88 with ETC 216 devel oped smaller infarcts
(p<0.001) expresse s, a percent of the AAR conpared
tor abg'i ts ﬁ%g@@%ﬁ@ﬁalmehw prsin the Ao IM:POPE gomplesris
co R an e a8 S AR B 0 oo (e
phosphesthaling ifa ratie nf pbaitd : 1 W BotedOYvt liftdi s exanpl e
denonstrates that a single treatnent adm nistered
af t ﬁr an i s@“he?‘iedlod\bﬁmlaimmi wheainatle (Arpo%@%/[elasm complex is a
.. i.schem c reperfysion injury. Various enbodi nents o
Sterﬂethr‘ﬂéuqu?étﬁ?‘?eg‘ﬁcﬂ Qrén@%té’r‘il described. The descriptions
and exanples are intended to be illustrative of the
i nvent $.on ahBe msthodjokCGlaimg/ wherdinethie pharmae¢yticpleformulation is

: f ' ' t that
admm%eg?#ﬁ:ga%ufo %Qt?ra;@os é)fgngd&lyl%&l/%evg?i ousaen‘oodi ment s

of theyinveniion.descrihe 1.t ho departi fromdthe .

spirit of tﬁ%e Pﬁglgﬁt(’?? A7 é\’%%rﬁléﬁb? pﬁ‘%gla ﬁ'ﬁgﬁ]dfégnulagon 18
administRed® Haibjdepitddaelbduboufls fgfter ences cited herein

are hereby incorporated by reference in their

entiref(,es. The R3thoWRf @™ wherbinRE PRANAEedcRBb IR lation is
_acute coronary syndrones in a subject in need
administered to a subject once weekly for about 6 months, about 5 months, about 4 months,

about 3 months, about 2 months or about 1 month.

11.  The method of Claim 7 wherein the pharmaceutical formulation is

administered to a subject about every day for about 1 month.

12. The method of Claim 7 wherein the pharmaceutical formulation is

administered to a subject about every 3 days for about 1 month to about 6 months.
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thereof, said nmethod conprising adm nistering an
Apol i poprotein A-1 Ml ano: |-palmtoyl-2-
W@b@sph1s66 - gl ycer o- 3- phosphochol i ne conpl ex ( ApOT/US2004/034800
A-1 M POPC conpl ex) at a dose of about 1 g of
protein/kg to about 100 g of protein/kg. 2. The t hod
of O dPm 1 Whsenedhod eff{dainp 4 whetein thophappassiigsel fgmulation is
o H he Gt t ng/ kg. 3.
admini QT ASHRAEH, FPUAs UG 1 Abndh 11 I6G Y mARAY

erein the Apo A-I M POPC

conpl IS adni ni : b S

about 15 mkgred Gt 7ixbsRpliEateha el Rrllugion i
adminiip@d AbbiMd HERQ L£dayp ferabbst laonthi ts bBswd honths.subj ect  at

a dose of about ng/kg to about 45 ng/kg. 5. The nethod

of O gism 1 mhen&hdd s CaAPO fivtler Nb%@flsing SurigRa D A&Hion.

Apo A-1 Mlano. 6. The nethod of aim1l wherein the

APo A-lgM PGiye d‘ﬁfiﬁm §Clagn €9 m'éfe‘f@ﬁle%ﬁrg’?&@ it BBt RinEdokhprises

A-1 Mlano an -pal m toyl - 2-ol eoyl -. s?z-gl ycero- 3-
percutgnhosgransholihaleoranary angidptastyf oradosartary anry bypase igrafiing.

lipid. 7. The nmethod of Claim1l wherein the Apo

A- | M R@PC cHirphetkod of @Glash é rfudtieer lcooppiising ladmirasteion ©f knother

formul ation. 8. The _nethod of. Cl.aim7 wherein.the . .
drug tO&FFa'lF,rpé%Végf prameliogataiheAi3ea5es; s%{&ﬁqanygqlgg)l@a Of iny associated with

te coMPhRCIvnatonfesdose of about ng/kg. 9. The nethod of
alCuecc:l al 1ﬁwﬁyn\/\/noeresi n the pharmaceutical fornulation is

adni nigt er efl d gefoSUht 9@ LerP BRI AL

10. Thlfag' rre?ﬂ]&}ﬁ%tﬁo ai l?hﬁ#l }g?eé?n t egepr)lhar maceut | cél :

subjectf Daffiackent veasel iisreduirei by sbeuted. 78% @ «bobj -429%nce weekly
for about 6 nonths, about 5 nonths, about 4 nonths,

about 13, nortismetabdof CRimMHvsein theato il ithéromnd diume irTthe target
met hod of Claim 7 wherein the,phar maceu%i cay

vessel phihgsnbiestdhradsiceding #host P ddno 1e2kaHhr ke Mhout every

day for about 1 nonth. 12. The nethod of Jdaim7
wher ei29.t hellishmethad eli€loiall whsrer tha mesn maxigym athetogiaed

ikl AR SRR e P TROL . 0

mm. the pharnmaceutical forrmulation is admnistered about
every days for about 1 nonth to about 6 nonths. 14.

The netihod phe GeRbdbf Chiar7ekikréinehdplafmacatitilfatmulation is
formul ation is adm ni stered about every 14 days for

adminigtsoast intrayemetslyt o about 6 nonths. 15. The met hod of

Caimi1 further conprising surgical intervention. 16.
The metthod Tiie BEthbdofifkirei2d wheeeis thephaamagenties] Jenmulyipn is

. CO i ses
admxmste%g over about one hour.

23.  The method of Claim 21 wherein the pharmaceutical formulation is

administered over about three hours.

24.  The method of Claim 7 wherein the pharmaceutical formulation
comprises

Apo A-I Milano, POPC, a sucrose-mannitol carrier and a phosphate buffer.

25. The method of Claim 24 wherein the sucrose-mannitol carrier consists

of about 6.0% to about 6.4% sucrose and about 0.8% to about 1% mannitol.

26. The method of Claim 25 wherein the sucrose-mannitol carrier consists

of about 6.2% sucrose and about 0.9% mannitol.
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per cut aneous translum nal coronary angi opl asty or
coronary artery bypass grafting. 17. The method of

w@k@souB6d urt her conpri sing adm nistration of BODUREN4/034800
drug to treat, prevent or aneliorate the diseases,
pai n associated with acute

di sorders, t
cor onaggl Sy%w gglalmﬂewh@leﬁkﬁe pharglageytical fptrerletion has a

pH of kb&ut7ey ©ebyet fer oma vol ume in a subject's affected
vessel is reduced by about -0.73%to about -1.29% .

vor ume bt nee PePbEor CHEA JoeR A B 1 eaucea
of Crathn 1 THSPEERY BRENRH R B Rar o, A

comprises hivart R ER teabodt DRingGRIr PRAYI FIRGHE Nt '3 reduced by
about -0.039 mmto -0. O§4 mm 2 . The method of daim

7 whergp.n tige ﬁ@&bﬁ%ﬁ@%ﬂno%l éref
adm ni stered i ntravenousl ) nr{ﬁ ﬁ%éer&ﬁ lc?l fgmulatlon
comprigagalequh 14 m/mhwa’mublﬁmgénl Cffd’rORﬂ? ation is admnistered

over about one hour. 2 . The nmethod of C ai mwherein
t he phak.mac®h inethbd HO Chaiinat Wbﬂeinihﬁﬁ]liﬂ'rmiasdﬁbelcfoﬁﬂﬂatlon

about thr ours., 24. The od of Cdaim7 wherein
comprie s oph S0 Bt hlefes T Ll 06 B |

M| ano, POPC a sucrgse-mannitol carrier and a

phosphit e birkg Bethod sf Claii Thwheieia the plrampesuigal faspedption

comprIs@@leééJﬁl%Q%QO phihk ﬁ{gjﬁ{e& ke 2‘5%1? %ﬁe " 5%% t 6.0%to

about 6.4% sucrose a out

manni t 2 2 e .

sucr os%;j manﬁhei $Fﬁ8 g‘ﬁ{r‘ ?ga?m%vr\{ge:rg %%aéglgﬁqutléglf&mulatmn has an
OsmolslityrafsboarZ80ababdut 320 w@sanni tol . - 55 -27. The net hod

of G aim7 wherein the pharmaceutical fornulation has

a pH o4, aboule MetBod 6f 8RAUI33 Ayibreid Fhe JHAEmARLNSI f&fmula’uon has
Claim 27 wherein the pHis about 7. 29. The net hod

an OS%‘Plaija?fﬁquW@ﬁlé@ﬁnt he pharmaceutical formul ation
conprises about 12 ng/mM to about ng/mM Apo A-I
M | ano35.30. Aimshoreeflrodicife @liapmlétouhpiaquwnta‘mlbject in need

thereofg%%rg e%gcycf,r%c?rﬁqns%}%r . a'ts%ermgrag rrr%éif eggnqangxiﬁ%pp A- Iq\/hlano

POPC wb@ipRixno tHeesubfeaf Aractidiceal formul ation conprises |ess
than 6,000 particul ates greater than 10 min size per

50 nL.36,  The method of Claim 35 wherein the recombinant Apo A-I Milano:

POPC complex is administered weekly, monthly or annually.

37.  The method of Claim 35 wherein the recombinant Apo A-I Milano:

POPC complex is administered weekly for about 3-5 weeks.

38.  The method of Claim 35 further comprising administering to the
subject a dose of 15 mg/kg of recombinant Apo A-I Milano: POPC complex at least once.

39.  The method of Claim 38 wherein the complex is administered weekly,

monthly or annually.

40.  The method of Claim 35 wherein the subject is also treated with
another drug to treat, prevent or ameliorate the diseases, disorders, symptoms or pain

associated with acute coronary syndromes.
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32 The method of C aim7 wherein the pharnmaceuti cal

formul ati on conprises |less than 600 particul ates
w@e@anerses han 25 nmin size per 50 ni. 33. TheP@EUR®A4/034800

of Claim7 vvher ein the pharnmaceutical formul ati on has

an Gs aI| of .aho 280 to about 320 nmOsm The
met hogg L %@a\ﬂkﬁglaéph“q Wgerﬁﬁlath‘?rﬁ@éulslac%arﬁn B'bIOCker ACE

1nh1b1{o@rmtmbmaal&aasoana@m(ﬁﬁmh% RithaRgut 290 msm 35. A
nmet hod of reducing atherosclerotic plaque in a subject

in neeghthe S in
45 ) ﬁzg o AQRiénd %ﬂ%‘%&kpﬁ%&ﬁ%(% aéﬁg%r%%reg%ﬁw& Apo A-
I Milane or wariasitiiesof/ 1 gialthiéed 2-alacd-sna@ycefho -pretpindhaine@oaipRx in a

the reco o | ano: POPC conpl ex
buter) 98 fPericdrof SHERBR % RO 400 kol i Sy s
0.8 to BB&Q% RhntAl T MNETL h@v1h§§ pﬁ-ﬁe&%ﬁgﬁt et 1{') bout
or abou

M | ano: POPC corrpl ex is adm ni stere

3-5 wegks o

conpri ?l(ng adn? Hr%%g? %@PE&S‘}‘? %ﬁulﬁéﬁs@béggé Hé uc)}‘ﬁénsmg ali%um 2%
sucrospyg/ kg of reconbi nant Apo A-1 M Il ano: POPC conpl ex at

| east once. 39. The nethod of C aim 38 wherein the

conpl edd.i s ‘Enpleinabeuecal weskilytion BTy 4D Corapisiad hbout 0.9%

.40. The nethod of C aim 35 wherein the subject is also
mannifgleat ed with another drug to treat, prevent or

amel i orate the di seases, disorders, synptons or pain:

associ At-ed e phagmgeaties) rf@tmwlgﬂmdﬂm@ wheB# the pH is about
75 The rrethod of Caim40 wherein the drug is a statin,

b- bl ocker, ACE i nhi bi tor, ant i thronbotic, vasodilator

or co nat her eof.. A ceut | cal

f or mul & |onJrcmr FiageRycal %&%ﬁbﬁf%@alﬁb‘gﬁ (v R ﬁﬁo%“rentratlon
of rApwat-I Milano is about 12 mg per ml to about 18 mg per ml of said buffer.

t hereof / 1- pal m t oyl - 2- ol eoyl - OT- gl ycer o- 3- phosphochol i

ne compj ex Amhambiebiehal f&ﬁhf&u@ﬂfcéﬁ nﬁﬁgg'iéc%h{b%agb%% Al

6.0%to about 6.4% sucrose, furthe rising
Milang og vergand Hesugof1opnmmenedtvath 1-9a]ndtCMr’r2fCé¢oylh-amgb@em -pH at

phosoiFRRMEne | BB oo 08 KBTS B S 91 crigutres
compribthg ZPbgluebey areicenVl cfabdiley pRosgatQn of C ai m 42
conpri sing about 0.9% mannito 45. The pharmaceuti cal

formulag,i onmfptfa?l»raa&h&c?al \f&ﬁﬁﬁét{bntd?@lm 4%&9&% v%g% sphate

The pharnmaceutical formulation of

46.
buffer fhachicys eenit pfatiogh7.5.

49.  The pharmaceutical formulation of Claim 42 or 47 wherein the

recombinant Apo A-I Milano is a conservatively substituted Apo A-I Milano.

50.  The pharmaceutical formulation of Claim 42 or 47 wherein the
recombinant Apo A-I Milano and POPC are complexed in a ratio of 1:0.95 recombinant Apo
A-I Milano:POPC (wt protein/wt lipid).

51. The pharmaceutical formulation of Claim 42 or 47 comprising less

than 6,000 particulates greater than 10 pm in size per 50 mL.

52. The pharmaceutical formulation of Claim 42 or 47 comprising less

than 600 particulates greater than 25 um in size per 50 mL.

-57-



of rApo A-I Mlano is about 12 g perml to about ¢
perm of said buffer. 47. A pharmaceutical fornulation
w@omsisseg a reconbi nant Apo A-1 M I ano, or VvRCT/ER1004/034800
t her eof , conpl exed with
| - pal m_{ oyl - #eoyl sh-gl ycero- 3- phosphochol i ne, and
a phospfrat e B‘ap %maﬁ%%ﬁlgfoanplapmo loim 42 0p 47 vhetesuthe

0smo?ah§>y 1s%%b9t 2afib %Olﬁgg@;ﬂé#lﬂg 2% gl ucose and 4nM of
um phosphate. - e pharmaceutical formul ation

of O akm 47 at.e buffer .to ach| ve

pH of g%nout nggg Jrﬁ%h&%ﬁgﬂgﬁg\mﬁfé%ﬁﬁé]@g{l 51% ﬁ? oQ]S’%‘?lahty 18
about CPQimOs42 or 47 wherein the reconbinant Apo A-1 M1 ano

is a conservatively substituted Apo A-I M1l ano. 50.

The phgs.nacehd planabsution f@fﬂnﬁlﬁtléﬁ o@l@irﬁrﬂﬁ’ r Q17 tlfaz is sterlle

wherein the reconbi nant Apo A-I MIlano and
conpl exed i fpphAihudital |
M | ano: POPC 1\/\}? pr ot el n?v\f»tQ rﬁ%ﬁ@fma{fﬁgﬁ Oﬁ@?ﬂﬁt is frozen.

phar maggut | of ' 4 - .
Do arng Focph bRty GO O 9 o847 thatjsin g st
vial, Stemlfsprzeﬁlbdrbag@r pie-filtdl. syfihge.phar maceut i cal formul ati on

of Claim42 or 47 conprising | ess than 600

particf$.at eg lgdiﬁﬁlﬁ@ﬂ phbiecbtidiYdrimuftiof cBRbrisidg. -
har maceutical fornul ati on of aim 42 or

57.-:5 . Th
a) recgmbifjaat Ape, 1eReror HPiianf theseofhenmplogd with hipelmite2e-
aﬁsgg geutical fornulation of O aim53
ere %lg&r%-m&ﬁ@?ipaty i s about 290 mOsm 55. The ‘

b) abgtt&r0¥atealtouc AU orcraskpdridon of Claim 42 or 47 that is
sterjle, 56. The pharmaceutical forrmulation of Caim
©) abo&’%‘acgrt I?OHe‘fﬁé/magn Yozen. 57 The phar naceut i cal
formulation_of Claim42 or 47 that is in a steri
vial, terilee phasmacquiigy B@Qﬂé@o%féﬂﬂm 5%!01@pﬁ$1ﬁ@éb0m6 2%
sucrose8: A lyophilized pharmaceutical formnulation
conpri si ng a) reconbi nant Apo A-| M | ano, or vari ant

t hereo -t o

ol eoyl I;s n-gly @ﬁ?ﬁégg”%(%%lgﬂoc%%ﬁl?%ég Clﬁﬁm 2\% SWP%SIBg/aI?OdR 0.9%
mannigddbout 6. 4% sucrose; and c) about 0.8 to about 1%

manni tol . 59. The pharnaceutical formulation of Caim

58 conpr.i si TR gebedditidIOremelI A oft@aint B further comprising a
phar maceutical fornulation of Caim58 conprising

buffer as‘ggﬂjbuf@:r doying amH &labout 7.5.

62.  The pharmaceutical formulation of Claim 58 wherein the recombinant

Apo A-I Milano is a conservatively substituted Apo A-I Milano.

63.  The pharmaceutical formulation of Claim 58 wherein the concentration

of POPC is about 11 mg/ml to about 17 mg/ml.

64.  The pharmaceutical formulation of Claim 58 wherein the recombinant
Apo A-I Milano and POPC are complexed in a ratio of 1:0.95 recombinant Apo A-I
Milano:POPC (wt protein/wt lipid).

65.  The pharmaceutical formulation of Claim 58 comprising less than

6,000 particulates greater than 10 pm in size per 50 mL.

66.  The pharmaceutical formulation of Claim 58 comprising less than 600

particulates greater than 25 um in size per 50 mL.
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6 . The pharmaceutical formulation of Caimfurther
conprising a buffer, said buffer having a pH at about

wQ 285/06866 The pharmaceutical formul ati on of C BETMS2004/034800
wherein the reconbinant Apo A-1 Mlano is a

conseryativ ubstituted Apo A-1 M| ano. The

phar rragzut i @Jé%/ ﬁ uicpl JRraylagnot4lapn \ﬁlﬁ@fh@ﬁﬁn flwé)smolahty is
about 28MELHoesMOek. POPC is about ng/nml to about mg/ni.

64. The pharmaceutical formulation of C aimwherein

t he regpnbi
inar g?l 0 gﬁ@ﬂlﬁmceﬁl&%gg%l NARL (ﬁpgf €%Dn$6©%e?eég‘%ﬁ%mdamy 18
about 2@ mgisot.ei n/wt |ipid). 65. The phar maceut i cal
formul ation of Caim58 conprising |l ess than 6,000
parti céd.at eShgpleaieseutioafodRulmtiddofST1aBn B8hab® JHrile 66.
The pharnmaceutical formulation of Caimconprising

Iess ttn(an EOR: jhadith b Caikiad| S 8RS f (tllgﬁﬁ‘Sgﬁlam 1hrzl s?érﬁ@wal
' - 958 -67. The pharmaceutical fornulation

Sterﬂed’lre @ilﬁ‘ﬂ h@%@%@ﬂ]éd AyHigs. Osnol ality is about 280 to
about 320 nOsm 68. The pharnaceutical formulation of
d ai m 6z whamedthod tfgre@tinp isshérhie regerfusimntin ﬁgﬁbjﬂ(:hMeﬁBthereof

s o RSV U508 25 G IV B8 B Bptcon
sn-glytdtat3-piosplivcBoBieddn ey {@0 ASI\/?POP@ dehR1d)lat QQOQacﬂ’ aBbut 15 mg
Opro@refllled syringe. 7 . A net hod of treatlnglsc em c

fu5| on in a subject in need thereof, said nethod
conpri sing adm nistering an Apolipoprotein A-l
M | ano’3.- paAmqtky;d oncrqatlg@g,slchcrmlc reperfusion in a subject in need thereof,

. ho hol i ne, c | M. POPC,
R R R e R
sn-glycmmqmo@ﬁhdch@mﬂ e pISCOH & IVNBPOPTWShIex) Bt AdSHRIFEBSut 45 mg

in need thereof, said nethod conprising adm nistering

of protgHilgho| | popr otein A-1 Ml ano:|-pal ntoyl-2-o0l eoyl sn-
gl ycer o- 3- phosphochol i ne conpl ex (Apo A-1 M POPC
conpl €3 atThe wetbed of claboi 8 457 Inghatingait method GurthéBcomprises

hod J m 2, 8 or 71 wherein said nethod
admm{‘gur ?ﬁ?’f’g"g@‘%dm ni steri ng 45nmg of protein/kg.

74. T mst od 9 or. 7 whereln ald nmet hod
{ ur t noth ConpiRugtoS R R Pt Wherom sBilmehaj fafher somprises
admin®®ring 15 mg of protein/kg.
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