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FORMULATI ONS OF Al CA RI BOSI DE BACKGROUND | schem a is a
| ow oxygen state typically caused by inadequate bl ood
wohowouesa ti ssue resulting in reduced oxygen BApiSy006038692

the tissue, or hypoxia. Several types of ischem a

exi st i ncl udi ng FORMELATIONS QFeNEAtRIBOSIDEand cer ebr al

It is known that the purine nucl eosi de, adenosine, can

exert a protective effeﬁgcﬂaﬂgﬁNbschenic conditions

Acadesj ne or 5-am noi i daz car &

Aschag i) élongﬁelégﬂ? %Fallmug ij @adgquatﬁ 81(9? % ta 2 ssue resulting in reduced
oxygen DpEEichiest, or hypade. Sateahigees bhghdngcadst ieddbgenowslidlenegdngric, and
cereb1aloft 1s%$\{ngﬁab ehL: Hl.rﬂl Lﬂggsqhg Sa'dghgsn@u{ah Q}grt R SJo%e&Qé ef@efct dn§e(1: ﬁﬁﬁ}nﬁ -conditions.

find fornul ations of
Acadesmq B oePremidiericotcahasaridi A e rikogife G\ﬁ‘ieﬁlff%’aﬂecﬁ‘é 0{}%1&160%"105%“%
can enhdnbe@Rd 16dal @¥@Bitoud IB@R@NExGaccitiktl hdehd@is durig@ptibdsioDiachemia. It would be useful to

ul
find forrfnﬁaglons%% gﬁlA r)[boggj arl]l%% agliogrs ﬁlexfecﬁ%%h a%b%gstgcy? (?rgat/?}e e?lfjlscfh!erﬁxvcondmons

conditiopsgrpguisist by @@mvffe@s offtpmeqdigleph I VO Tiee 95 P@?]éfrl?fe"ent morbldlty/morfahty n
apatiend NVENtion relates to a buffered solution conprising or
consi sting essentially of a conposition such as Al CA

ri boside or an anﬁﬁﬁg% H&ﬁ mula I'11). In

sone enbodi nents, suc so?ﬁtlons ﬁgggﬁﬁklbetmeen 6.5

aivel prgses invEytiop @iﬁ&bt%ﬂ bpfiraed Aplatan e¢ripsisingia CQﬂSIS%Bﬁ a*swany of a composition
such as A10Qr:®0fidel 0‘5 arﬁinﬁ!ig théréReg.. BBl 1P Yo sbﬂl@@ﬁlﬂo&hﬁlﬂl kR sditions have pH

eI RT 28T 0o ST PR e, S
lyophilizfityo dh somn trshodinteats,ithpwkave sobtior iab ktsdlgm 1% napupé'rbfy wsighte

SRk Ieasbm&uﬁ r{héQEJeBﬁbﬁ Aiefees 7 ﬂéltfdsﬁpsoﬁﬁ&p (S ESrfust® RS Smprises,
Qr consi sts buf f ered sol uti on

essentla %B g ﬁ%f
consists QeseRupl}yI9f g CoBRIFEPT thp Rt EPYEr f8ReI 88Ut i ons (i ncl udi ng
pleke Eangpadidngolutitds Gingludivg pefusatcaltionnidrdiden dcleémopmnd therapeutic agent.

Examplés%?! A0RY Ih%rgpeﬁ'&f?aggm m@&i%“%'t ﬁ§no@ f1mi§cd$cﬁa%qgkqos§xg%5a§%§€tﬂﬂﬁmtor a blood-
ent 1 nclud but are not limted to an adenosi ne

cloting G P SEPHARS 0 - P B St PP £ Srolesigl-lowering drug, a
vasodilafuitaibet®-aigtlet Bt ace-aRibAdi] an aflgadie hiednti-demitgtord Agent, and a diuretic. In some
a .chol esterol -1 oweri ng drug,
enmmmm%kth %&ﬁﬁ%%ﬂ%thﬁégﬁggwm ér, an ace-inhibitor, an _
a%aprg-'@gtu iryentigp algaTelpes th Pethedal tSRHE SgRTENtng ePIitie iy RAiFRS Wherein the
method l:cﬁnpﬁ@:ﬂﬁxe &m daBRtSng td th@paﬁ@@ﬁﬁﬁe&ﬂ?@ﬁrﬁ@tﬂ ot &@so&ﬁ&fﬁescﬁ:lﬁed above.

pée Iﬁpo%f Of‘l(Ell ion tp ?cé% be tsreag:a o rr‘é(rgr{t]etdlbg Hle Q‘orr%)g%nc%ns and sautlolés herein include

I' e a Ing or V en
those sebett:d feomt thewdyenpespryistitigeof mﬁa @tt&clt: oshokd, death (¢ méu@@@wdﬁc death), a myocardial

1nfarct1(§1(éé@ N t5ds8futal @ nbudnbigur alybBratal ﬂarc@fnfo@ & aJcM@m?dIQ:Hlﬁlt inf@tktion), coronary
solut%on descri bed. above.

ey sy S B Ea BLP DY ERYBA B T RSPt -
threatengug dysshythua, @nBonkyepagiyneniislsimirchenditivo 2., 3 éhreshteathdnrioattpdkham acute ischemic
syndron%r 24P b&)&%pﬁéhgﬁ'u'a rl&in%f 1sc@erm%aarn%m91§ettéﬁllfs a @scﬁfaf &Kﬁtmnqggtrﬁcrovascular

. den car myocardi al i nfarction
disease eféhagetes nglhltqs%%?aéﬁd an%}z}r %Oﬁ%lhgmiké\' as W 6%@?”&1! 1%i;penna) intermittant
claudicdtitf @rletetabiusole, HifraiR€ htbdchEy, Gagbdis ahenbrdna, @ hépatit)injury, a pancreatic injury,
shock, ocf o C(h ﬁiﬁtyon%éegf ¥n g)k-r% %1%§0%1meﬁt? tﬂ%r&a{d}ﬁogg %gagh g 20%%@1 inf@3tion or a heart
yt a cerebrovascul’ar accl dent, gestive

attaCkheart failure, a lifethreatening dysrhythnla

CIﬂEdiIheQﬂiy&ﬁl&Inhythe @hent Sﬁg@mﬁsﬁ&nﬂdoﬁxb@moﬂ/ Ehfion ofdhe present invention is
undelgoméas‘?tger)g cﬁ' f’%@ﬁ] ntatke ﬁgmadsmons/ s%%%otns er Snccra]tr? Qg a%xmn}/ pered penoperaﬂvely In
some empféimgita Fhle patiegt 1w§mﬂlrara C@émutgﬁrmmh(lemg?h?r mnbedﬂm’assfémaafnt is

mﬁagﬁ@%%@ﬁ@uﬂ&gggﬁbetes mel | i tus, disseninated

| ar coagul ation suc

AL TPE A P A o SRR ARG uF SUREEpgpronsy arry bypass
graftingrtQ4BG)eperawiagmoad trreshing e ercdves angRpiasa(PdCs). bl agmplaon cerebral angioplasty,

hepatic injury, a pancreatic_injury, shock, or a

conbi nation thereof. In songl"enbodi ments, the

condition is death, a myocardial infarction or a heart

attack. In sone enbodi nents, the patient being

adn1n|stered a conp03|t|on/solut|on of the present

e
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some enbodi nents, the patient is undergoing a cardi ac
surgery; while in other enbodi nents, the patient is
wanaderigeisng a non-cardi ac surgery. Exanpl es of PCcamseme/038692
dm ather @b LR Svabin el utieprodadse caieid eghestkcfomp iedrtinyglagyipiplantation of artificial
heart de\blgeg g’rllds& ﬁbmgat ]; vgl\(l)e 19 Ia%gx'}{en?cfrg«%ﬁly aﬁycgﬁéxﬁtaﬁmgr?" ﬁ%re@e%bodlments the

utaneous um na or onar asty (PTCA),
composmg(g/eqlutgppdqe@m a@glfhylms@@qi ogpafjent undergomg aC G surgery.

@%&@ loBuoh ardiad Sutgie® {nditidi tivys selected trofd thd gadup aandisting of non-heart organ
transplalﬁesg}a# artd?aé%%) Q ¢ %sg{l&;%%gn%%ctc%nyqyapo%dogy ?eﬂ?:a{tésﬁ rn%ﬁstuf%ﬁ;yal resection of the

Icial heart
prostate VAT, @sstm@nus@haurgmnawp@my,\aadme@ ophpTeaiBrEFpTeRy section,

hemorrh'bﬁ%n{y; toﬁﬁl@ct&ﬁw &%Hgb@lctoﬁjd pR&¥at of Iﬂyrmgfﬂ&ﬁy‘ i€ removal of polyp(s) from the
di men

0Si s/ SO ons h
colon an&dc?ﬁum, @yaérrpZﬁctfl 8roéap?§;;tpﬁn%va{ ang Q g?eéléo neop asrr&&éagﬁoﬁ/reﬁ&gettage
thoracerfia, k@ sioro, riiwplagta pii lmsugm,@e# m@?matm thgiged t hose

Sk Lo%teﬁ d{rﬁe‘ﬂ@ tﬁ&@m&fsﬁ%/s@l@t%é Rl ek AfinRRRd PEakheodsiPaipreferably i.v.
transpl ant, snmall and gPg{;e bovvel resection,

mJec““&?iﬁ@ﬁd’@é’F%erﬂ?l‘m‘i’nd’bﬁ’r%@%b Waracentesis, transurethral
r[&ﬁdfi@dtﬂvomoﬁ]ﬁt of fhecopipasittoat lere(nTigiRiey gn ampet élﬂtetltetwryn 0.9 pygfke/min to 20
mg/kg/mm %?}norg gfeﬁ}{l?}g g&){l g/}g‘gi?rhlﬂl R&Qc'hqggﬁh@é‘ &%&Wns/sgﬁ% f@din can be

dectony, tonsiliectony,
adlmmsmﬁﬁ ifa gfd%éthewf “’ﬁ‘feé’f?éeﬁ%ﬁtf“d’f"’“ﬁz/?q“ﬁg ot ony tubes,
r’ﬁm&iéﬂlbds Qérelﬁ) Odn)pfb(zéﬁ) any bhifid dohditicnohedain, bun grefemblly dewgh, st@joa prra myocardial
1nfarct1061f1n %a%engundgrﬁom l,rg%% fglgoval and treatnment of neopl asns

t horacent esi s, thoracotony,
r Fie mustrhtisveytion alseioontempdaiesddts eomprivne 2irss emiainerathiel fomprises, consists
essentlatll/']&f &ansxsth bt a%@lﬁ@on%f@@ﬁbd@ﬁ RdvSntioh 4@ instructions for use thereof in preventing a
osi tions/solutions herein are adm ni stered
Condm"ﬁélf RifSheously or preferably i.v. injection or via a
perfusate solution in an effective amount. An
ef fective ampunBREFF PERCRIBFSBSOF TBRFIGERES n i ncl ude an
a qqﬁus&éf@ﬁ répﬁseb@ﬁ%@ﬁ Bf thh 19@ﬂt1dﬁg{ak1@{yﬂi\cﬁld¢ OcodPosition comprising AICA
n, or nore. preferab
rvosc gL e e B s B et el o b for s
adm nistered for at least 1 hour or nore preferably
for about 7 hour SINCHR® ORTAQN S YHEEFERENCEN prevent any

Ohy Eﬁ‘ﬁca’ﬁ&h@ gﬁdtﬁat@ﬂ‘ipﬂﬁ@aﬁ@ﬁs Mrentdd iP ﬂlﬁfsﬁai:ﬁbdhyn zd@l&btdih incorporated by reference

stroke, a in
to the SHPF(%F&&F ]aj&%éggag?lg c}a?on o;f-ﬁager a}pglg%th was s Qcatical? and 1nd1v1dually indicated

tobemﬁ@ptﬁaemblyafeeacd(l ts conprising a first cont ai ner which
conprises, consists essentially of, or consists of a

sol ution of tﬁﬁTmﬁmsdmm\JimTﬁﬂﬂv\i'mIomcti ons for
use thereof in | con

R ORI CRe P e Rt gt o of Bl Gl s pr o e
same tréaenﬁerneﬁantvhatheme nfdi sirnuljine@h & tingwemt.| ijs advats thataye Cpﬂ@ltﬂalerereécan be co-
formulgl‘?&lrf).ﬁJ glﬁé EAdQJh ?&HB&E&S 'P%rﬁly%o akéﬂ@ §1‘e d8adiiili @ sGenfik th&iS8lological
r er?ar [ né an I ntravenous sol ution and/or perfusate
aCUV“Ys‘UPr Py BHME-and i nstructions for use. | NCORPORATI ON BY
RERERENGieA? 15 pRithbly @ atinGisand ndrepefeehly aappdni cat i ons
dbvL tler(r)nn%d ‘cJ ,(]xet tll?ll ’S S eeclgllleLtI” GAkLAR eﬁrr&er.bﬁ Ii)%b&[ﬁnon as well as amelioration or
i ncorporaté % erence to the sane extent as if
reductiorpefla Symnmnwrdewdltlﬁluﬁfeﬁ@aﬁ PERBI pat ent appl i cation was

overvispeci fically and individuall y [ nd| cated to b e

i ncar.por.at e r I.
IE!\?%N%“ Sﬁial%%n %é‘ Eu?nflﬁc%rnﬁa %ggn&ggﬁl?é{cf@ roelmo-]l;'_gimore
preferably fa @mrdiovassulatippheriis eongitioro or n@qre nr%%atésrprwe?t@n efgaryosrdid infpagtion.

Ofg it DB inSRHIEa ﬁrEt%éﬁt%f‘tOZ @J)Iﬁﬁhsmy\ﬁ&ﬂﬁﬁg AXA rfb@ide (or analog, metabolite, prodrug,
si mul t aneous_ in

tinme t
o sl e P P ATt S 1 AR 60 B Ao Byt
sterilizE AT ribsitl is seribdeé ba bdnylyophineedagent s are co-admi ni ster ed
such that their biological activity overlaps in tine.

The term"patient” is preferébly a manmal , and nore
preferably a human.
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The term "treat", "treating" or "treatnment" as used

herein refers to prevention as well as anelioration or
woedurausxsn of a synptom or a condition affecti RQTAIS2006/038692

O Wurhisicislived OEAIbEEHY idrirderdbly is a Buffeiell bausibi. 4 buBRre®§oliokdah have a stable

pH rangtoo]f 6f8(3¥ mbE ﬁl@%&fmp% 5 é}%d’i os%mp%ﬂ@n\églglgﬂtso ), 4 A%%om e sﬁﬁm 18 co-formulated with

condi ti on, re prefera a cardi ovascu
mw°rP@€H$WP3ﬂ€EﬁHW?W%ﬁ“Sor nor e preferably preventlon of a
Nyrodditichi Bt 101 BdndpEdnhiGnalso blbdekQdeohd Wohthicte $042 Thd deshd container 104

comprife D& e ol 051e oreltnglon erAICA [ DO, de
D g:(s) Q%tgh‘g 53 rPEI%uQZt %o?utnp t%\I&g g’ % i) 1 g @ f@e@%%@?e adfnﬁnséegqﬁlén vivo or ex
vivo. W rrll@ﬁfl%m the Q@ﬁlsaj,q sg}utu}nl czrelz} lwp@&;ed privowlydehilizgl. The perfusate solutions

“herein hry ppiably B&@red k‘o@a @Jnt}@fed qérﬁ%%&}lméﬂ%elsf&s% bdudti@€8krein has pH 6-8, or

more prel”e% yg%%l%: éj or mar P8 erabgt heu? 9? 1B §gpe Rm%}leﬁrfﬁlsgte solutions herein are
co-fornpyylatef awith prieypr inpre addifiohd] éeepbuicoleentsi on. A buf fered sol ution

C a‘ﬂst h&Va@neﬁlO‘itaﬁthﬁorﬁl'l'}l' tﬁ@s@cg)ﬁd Qhitafer oL le HQ\E d Q/{ﬂ?i & & *ﬂlst¥uctlons for use
nbodi nents, an Al CA ribosid

103, TR PR 0ROy LA ForHER Y B ea NNt P preosiions i
first contiiaar 4)fend/proecagbrntginer [L 0% ta el phtiknt @rireatlor freviith cedfion. Examples of conditions
treatab’® B ﬂr&%ble% ale %&nﬂoaﬁény ge@eu@lna&fé on gchglgfg E:(?ﬂldp gné a conﬂih?n e gél%ated by

second conft ai ner roses a ster
ad enosgua PlA qo%ﬁo&@ssmm@& "Y“ih Efégqe%i oc(dé}owéq?d}sg)g hpeafesgd f)mbaﬁglelgsaﬁle condition
being tlogedad prevenisd 8k elodardialinfd0ti@l suoke, Widé@h, Th e AI CA ri bosi de

Ingl rf{)lgeeenﬂg&l%%gs:% oné’lgf ugep 8% e(?esr% t}%? 101 ns Et(rjerénogﬁhe cplgpositions/solution
herein, > Bl elfyé?tabqnyus&luf)faé@@gtr@@; or gopiseliytviia plexbidatp Hnstiagtiossdformise 103 can also teach

the effeetiv adounBITHS con@aoﬂﬁcfnﬁ hb‘i@ﬁ ﬁat%QJ) b daRhisReA &r. nFJi] &2 QIH u@fr&hons for use 103
Q r e erap ahout

can progjﬁ%tgq N r1bos1 ci I‘I‘g % ft%red ff)rha57 }Bgrrprzlbcglg)f Anng}gllafnfna gbefore induction of
anesthepjping |bypa§r0éer@t@n f ]@?WEF[O&Q ferhise\l 08 lnangitve ingluderrerciethaptoliet ditoficul and/or dosing of

AICA ﬁbbﬁ({ea B éinb%@ltﬁl@ﬁ@ whdl AI@A rib Rt @'o&%ﬁed@gcoﬁﬁﬁerg%ﬂr&ﬂg £ Xica
CO ntaln rovid
wosiat, 18 SEEE P SRR 58 T S hoBRE pf G e ppor g ggaministered n o

pﬂwmprOV|de for exanple, instructions for a physician to

aﬁlmuﬂ'loﬁg i%f ust 118 cmﬁr&h&rﬁﬁtﬂcﬁoxfs bfi v 6 Qé%ﬁétggl[ch é%%sate e.g., viaa

%6 d contalner 104 to a patien
syringe Gt éﬂﬁa Hﬁ deyigs 05 Exanples of condltlons treatable

Olnstpri@yveit labl(E chyfutaeprevidsfiasthd doﬁﬁé‘sldaﬁt’sellufbnb Redilkd® beHAministered a
patient ﬁﬁ&@&ﬁ& sﬁrggr9 nﬁ"letphtgﬂt’ is engWA ﬁl%horﬂk ga? glg l %e ﬁmgé aavmé 8ne oI more prior

adenosine, “or a condition as
myocargipl iigetiopsy iy ving one of mgie B’é"f stokes.hrieg @’Flrtb@gefﬁ’etﬁﬂlon@nhasmg trhymstable angina
or recert Gethrtlialdfalotin g hivikgah 8te Qéroﬂfy&%ﬁﬂ'ﬁlﬁ@ i's a nyocardi al

: ﬁ%?{cs&é :y:%g Iﬁgrﬁéot{d%%de/br s 8§y ae‘tlgug%ess }op theS & n%ﬁgtn})glly opﬁe egbove or other
conditiog§ini nj st eri ng t he conp03|t|ons/solut|on herein, e.g.,
Cmmmhmmbntravenous (i.v.) admnistration or toplcally Vi a

aﬂp wet e %ﬁgructlons for use 103 can al so teach
the’ ?Pé@Fntm PP RF P SO BRSSP P8 SSSHupLE of Of feagisting of AICA

ribosidej og art aalppe sodidti isrinst, ¢auenlerf wetaboke Prodpug,Mmp balt thetetis IATCIC 1H0BIBS as used herein,

refers td MompbRRd *@3m@i@n pProvide that AICA riboside is to be
adm nistered for a 7 hour period beginning 15 m nutes
before induction of anesthesia in a bypass operation.
Instructions for use 103 can al so include teach the
proper dilution and/or dosing of AICA riboside. In
some enbodi ments, when AICA riboside is obtained in a
contai ner conprising 1 g AICA riboside, and it needs
to be diluted to a final solution of depending on the
concentration that it is admnistered in to a patient.
Instructions for use 103 can further provide
i nstructions on how to adm ni ster such perfusate e.g.,
via a syringe or other suitable delivery device 105.
Instructions for use 103 car-further provide that the
conposi tions/sol utions herein can be adm nistered a
patient undergoing surgery. The patient is preferably
a hlgh rlsk patlent e.g., a femal e, having one or nore




The kits may be marketed and/or sold by a business for

the treatnent of any of the above or other conditions.
wQa@anpag4dsions The present invention rel ates toPCT/US2006/038692

conposi tions conprising, conisting essentially of, or

consi sting of AICA riboside pr an anal og, sol vate,

i soner, tautoner, netabolite]| prodrug, or salt

t hereof. Al CA ri bosigles~as~Us herein, refers to a

conmpound of formul . (ffor mul a INH,Exanpl es of anal ogs

of AICA riboside i t hose conpounds havi ng

formula I'l: (Fornmnul erein R2 is selected from

t he i sti en, -CN and the group
wéde T | t€d from oxygen, sulfur, NOH NH and
NO( CH2) , , renis fromO to 2 and Uis selected
from Il ower\al ko amno, a 3 to 6 nenber heterocyclic

ring optignalrty\fused to a 3 to 6 nenber aryl ring,
and theF_1 n wherein Ais one of NHand S, n
is fromOto 3, i 1s fromO0 to 2, Q ¥emykd of hydrogen
amganipies 6axalogs afWICE rib&pk @R thos@coftipbunds avind iy AfudX Y

group, provided that where Uis amno, T is not one of
sul fur, NOH, NH, and NOCH3; where T is amno, Uis not
| oner al koxy; and where A HfNamino anden is 1, Qis
ogen, hal ogen,
and S-W where Wis phenyl, or /substituted phenyl, or
nd UYs not am no; R4
Bd from hydrogen,

r forma cyclic

hydr oxy, phosphate

carbonate; and R6 is\seledted fro

ester,-0SO2 NH2, sul I, hal qgen,
- OCOCH3, - SCH3, - S /  NH2 \and N3;™pr Ovi dedi tef hen R2
"S- ( N1IH2, ONH -1 odophgyl , hydrogen, CN, or

CONHCH2- Fand R3 i's hydrogen or hal ogen, Fanglefd and R5
whereifiR£is kejecte Ofj@iNthe £63plconsBiingtod ByRitdaer; —fonram fe gyl | C

carbonate, then R6 is not ha+ogen, phosphat e ester,

OH, or -Oacyl wherein said |gonpound or any salt,

sol vate, isoner, tautomer, tabolite, anal og, or

prodrug thereof is at a congegtration of between about

0.1 mMMto about 500 MM about TunMto about 400 nM

bout nM t o about 0.mM about 3 nM to about 200
where el SRR gty Nt SO LRNG E GBI fp 2 G U s seleced
from lealgoalitox s amib,t2 @ tebmentberll@Groadic ling oatiqpalyfiesed e d 3 endooskibamant] ring, and the
group @ Al CA ri boside analog has fornmula I'l1: (Formula

[11). Pharmaceutical Formul ations The conpositions

descri bed herein can be formulAted M r &Xy manner known
in the art, e.g., sol uti v\ or perfusate) or
solid form In so Gdi meny s _the/conpositions

herein are formulated as a so
nore r%pid and quantitative absorption to the sites of
wherein, ¢ {5 G NFHARE Grels BIRYHISmEREE 0 toeQ EoRPEErdeesnind Ry rind E represents
a nitro &t db O gmmb,@t@dl;@ﬁat &héé Y id a)dﬂmhg lsh&ed: d'fElIlﬁif‘, N@E, NM € ROCH;; where T is
. .as _.needed., In of the
am?qgﬁggg?W@%@@gﬁéké%%?gé%%%%g? Bns gﬁ%: &Por nul at ed for
R; is selqeigdhirpre odepgen. batnariopndiSorWahsienV sphayli @ subgtitgedphenyly gr hydrogen when T is
not oxy@brddntl 0Gs it Siido; ‘

R, and R; are each independently selected from hydrogen, —COCHj; and lower alkyl, or together form a cyclic

carbonate; and

Rg is selected from, hydroxy, phosphate ester, —OSO, NH,, sulthydryl, halogen, —OCOCH;, —SCH;, —SOCHS,
NH; and N,
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In any of the fornul ations herein, one or nore
conposition may be present in an "effective anount”
WO .2e07/044337an anount effective to achi eve ther apeutiseo06/038692
-providedetedl #iem Ry rs@SMiH, LEMNHepalraipdobhenyl, ydrggen.doN, or CRNTHIH o1vsnd R; is hydrogen or
halogen, aQ&mlﬁgc?Rs aﬂ:l'ﬂydl@éeﬁ a@fi’ Lor lobcﬂﬂei £ £ %chcschlb%{eocﬂ& R} n%hl%&n Shosphate

osi t1 on of invéntion i s dissol Ved emul si ons
e““‘mééﬁpr§ﬂﬂ@aﬁn€Hﬁﬁ6§W??on of the invention, and a
or any satDdolvhie, GdmEQRiitarhdl lﬁb@bblitq) asbERSprodrugikdréof B at aebncentration of between about

0.1 pM to%b %Ps%B gMCJb%?t ] amp Lot 4'8% mé} a%&HE ﬁﬂt§ bk 3@6 uilt ‘lﬁout 3 UM to about 200 pM,

n' as sed referably,
and abo‘éé#?ﬁfd% PﬁoPtdﬁQ B Wf@f@ﬂyrfm&?aéo"ﬁ 61*%}1’ He¥d o a sol ution
04 priferYed e@buding@ht, HENTCN Sib&1de aZid@ hd¥d@RuL Ical f or mul ati ons
herei n can optionally i ncl ude one or norg
phar maceutically acceptable carriers, exgipients or
diluents. Formulations of the conpositiofs herein wll
depend, in part, on the route of ation
chosen. For exanple, the conpositiony herei n be
delivered to a patient using rfutes fincluding 6ral,
buccal , topical, rectal, transdernal!l transmucosal,
i nha) Mt on™N,,v.), and
as”’wel | as 2vivo or in

: physi @l ogi caN pH). Buffers that can be
used include, but &l@& not |imQ%&d to, sodium | acFaiel I1).
pot assi um chl ori de, Hanks' Bal anced Salts, Earle's
Bal anced Salts, histidine buffer, Locke's sol ution and

Pharmadepriof Borgulgtdnat i on, and Ringer's sol ution,

Qﬂhy&ﬁﬂ BHio6d R ribdintEiatHibe Mﬁatedﬁm%m%ﬁcﬁ% fte, art, e.g., as a solution

pho at uf f er ed s saline citrate

(iv.or pﬁ%}g,ﬁ% Ngﬁtz)rm éln Somegpy %Alme'&‘&,_{ﬁ (g%lg%Slthﬁl hﬁ}‘é]g are I%ggejed af.égﬂutlon which
allows fDInRS@apiMDBSanfiAPSDsorffiron zontbe, sitbfPRED). IPOREONbofiEknts, Bf[eSnpositions
herein ar-g rf(;l’&l{llgtgd ASX dg 1§’mer1£§h ﬁlwal l\_x’ﬁgﬁ(%n %Mmstw%ph@&e@

sphat e- bi’car bonate buffer, and i er phosphate
Bla Wéf &e enphdigenis hereiiagprBesHgEs %‘fﬁf%rmu%tee f?ﬁﬂ%vg’fe’ceftsa ppd/or for
ammmmhﬁmehma&ﬁg@mﬁgaﬁed to maintain a set pH range, wher ei n

Eld? g%ﬁ&l{ ﬁl:mdla%or% %Lrg toggorfn{ ?emoﬁl&glg%[ dﬁ%&h ?I‘S%&?t] dl§ M u?\fe aglount” ie., in

ospha fer I ne
m“mmWWﬂ%%W%méﬁﬁ%ﬁmﬁﬁﬁW§am?%é“@%ﬁﬁ%§ﬁ¥fbns f or mul ati ons,
G_ﬁquﬂlrfafrﬁraﬂﬁls WclGd| tait drOms 1uhieaaed Ebhaabﬁ ol ORieAd oaﬁ@dmm dfktie Mavantion is

dlSSOIVCQ emu]?iox% cgné‘rg@%%po%t%gs?%gto&he mventlon dnd a ?orlu%ongontam ng ﬁ}l%o¥ofne& micelles, or

nor €’
nanoparpq&ps etrisinghtvowPsiHion pighe ipygetiop p cbq‘cloaed égpmo]gp £Ipdy; the composition(s) herein

are formu@fcMAlodtsbOtbn f3h.v.RAR QERRLY Sol ution herein is at |east
0, 5.2, 54 56, .58 6.0 .62 6.4, 6.6, 6.8 7.0
Pl ngfaiods ronn ity OGRS A RBPLCAp i pavl

carriers,gk¢ippdntsar dlpppposi tion herein or a fornul ati on thereof

%ﬁmﬂalﬁloﬁs Q%e éo?np&s%ﬁs }Iegfﬁ%@degendan 1t, gﬂ tﬁe ro@cc (%adlﬁlmgtrah& :,Qiosen For

6.
cxampey g Wl@%&ﬁlﬁ%‘te&ehveraﬁﬁa@ﬂeﬁmg s o P P G e
transderph@sicinéne chalh@baianeoay; atravamud, fdilatioe d.va,snd Btrggusavaespelioatians, as well as ex

vivo or BUIVB Q;%ﬂ&n&l‘ usgg %@ﬁﬁte@ol@tﬁq 6% ca@dlé)le%ﬁ%ergrsa@e soﬁﬁonﬁ‘b out 7

sent nor e nore t han
9o %e crBRmEh CpOgicDhE HAN TR T atSﬁ@H Tk sppfpEological
pH). BiffaamhalAlVpe wiaritchidk) dtk 225%0 linfild ©, solian 1.98poaBiua chitide, ARG Balanced

Salts, Ealla‘r'f %Flﬁnce Sa S%q ttgf;'n%%lgffegg_loc e'S so%)nﬁ'x andn 8(?6 osfscnatl gd %n%er gso dmon

glycylglgeipencippds; @n% ﬁmpha@)%ffernﬂ}oebh@thhﬁfe% g BPY) stah@r@mg@p)aEPﬁﬁrI@CI Bis-
Tris, ADA) @&ks, PIF¥E, MOPSD, tria ISR/ 0m8 A PshattizRd YIEPaes, @b S@ANER 49PS, Tricine,
nore than 95% nore than 96% nore than 97% nore than
98% nore than 99% or nore than 99.99% of all the
| ots. The formul ations herein may al so i ncl ude one or
nore excipients, for exanple, preservatives,

Qnlublllzers flllers Iubricants stablllzers

. . I L p—
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in the range of about 10 ng/nL to about 80 ng/ni,
about 20 ng/nL to about 70 ng/nL, about 30 ng/nL to
wahoro4867ng/ nL, or nore preferably about 40 nBCMUS200h/038692

@y Gl&@ﬂlﬂ't HEPBEQﬂdtﬁﬂiin@HbslﬂﬁtB phéigmiteticafbufatebafter hind &)thdl? ﬁhobghatabuffers. In
(% 18rr1 lg“eée is {F}gferga a %gmn%s%t li-la anes, ewrl]l rFlg eauffer is selected
from ﬂs@toum <roewtlamf\aé“n$ Tyffgh, phospdele bltﬁfelaartd@ﬂlatldmdvmﬁmre of 500 nL

| |fh J0RE Hﬁdodﬁ@ﬂtd e cd?ﬁpbé?tﬁong QorElfoRd, St prdrdbBolufidn h&énpzﬁ]ﬁormulated within

or.ne

heal t ovi der based o
apH ragge fa)suaém{t t goué% HOF| p§e[feé?‘b§'c?%?}\/g$ totaﬁcélt z: éﬂj’f wgre Brregragly about 7.0. In other
embodinegta tthwwHtof a fompssgive, femblaithn e pefrably hauton haenis ptdtagd.0f B2, 5¥, 5.6, 5.8,

6.0, 6. ?_f 5' b t6hie5 8, @’@nﬂf '7§ 9?605 g@g ﬁ?] lﬁlg'cln% hlg&injné’ﬁts tH&,ﬁp}f &1 g&np;aéﬁcion herein or a

fonnul%g%retghw?-ﬁ.\x_at 1s éeﬁsotmn 91) %/Sm_n:gé 2%&? 7-ﬁ %/7&7%; gﬁ,(ﬂﬁ, 6 2, 6.2, or 6.0.
iyl sadne ¢ntbodimentid, cdmpagiond and/abfotiiulaBonagéstibed ikredtrdd fhanbfactured as lots,
wherelﬁryéman e ?@efh%%r?&);rﬁ 8 atpsoalﬂg g 05 b?g&/ﬂg‘;irgsgnt %t}x? lijé th:eﬂi Sm%/ I'ggTé thral 85%, more

nore pre erab about n anot er prefe
than S0gn Bk the A% fftof?éhafl 937, maggs) thanioh, age i M toeors Bram$ % grore than 96%, more
than 97p«, @idietn 83%] aBRgRn bW, dr Pk thamNgo.dovs df NEthd 86 IR elhblg ra@Htraﬁlge of between 6

and 8 uti m ] th? bQW gre gnca)l /mlg /tlggn Bb"} treqtkﬁ%tl‘; ,; rﬁc;[r7h t%apn 9@? onl{[)re an %, more

preferrede etmboc{1 1%1en§s a.co ig

ess an”atiou
than 94@% élalteél?an Pﬁ/a ﬁm&tﬂ@a P6%0 nPrarﬂgth?@%mqnW@ BY» lln@fs ghart 99%m oty fhan 99.99%
d@ﬂﬂéhﬁg/kg/n1nute greater than about 0.5 ng/kg/mnute to

El‘";ekfo ?P onf o?lilrtl mT gg %éengngg%lﬁe?lre %glﬁlgl;tsi F %ﬁgﬁ Z)Pegervan\:llés solubilizers,
fillers, blb]@(fagqf, atbbll}zelg ragiaoerobialegenisa foutin, @nd0bs like/ Tegihptesnfi the atioge are disclosed, for
exampl% Q§ ﬁerﬁlﬁm AR@kEcDard Pfﬁgt{clé gf mﬂﬁ&fe’y’& a]@—d (ABAE Rp@e%flﬁg @cp |25th ed.,

/kg/mnute. I'n one preferred enbodi nent’
mem?ﬁ Hm@” é%ﬁﬂ??@ﬂ is diluted so as to provide a t ot al
d éselg®nof thd compdskigns(spheddis prgfetably pdvidgl/ik geoh@nidiHd forp/skigble for dilution,
in the rghfggf[ ak(glt E(pmg}gg torggéulgg) mg‘}mﬂgt{)&lg%dlgg/% Q) aga{} t@m%/éL 'Egéult‘% IIngmL to about

60 mg/ﬁ’bf% @m IPF?fe?BWéb‘é‘h‘B’d’éﬁ/lﬁIe nths 40 ’F‘H@'gts%lt‘%?rl RSA befurter i by a health care

providet @n«myl ddginfsodtioatopattiettn In pﬂ«ffé‘f&ﬂ g adigneis ﬁlﬂlcaﬁer&bhécg@[uﬂoraﬁove is diluted to

a total %%ﬁr% R)g%ﬂlg Eo%inﬁ saline ‘;‘%QQEEA&’F’?%L% D’ilup o%‘s: aree]'r)]etrfoy*rr%g %F l%olth cgre provider

non-cardi ac surgery as
based@ﬁ%ﬂlr?Féﬁl@éobead@elﬁtﬁe%wﬁtmﬁmecﬂfﬁwraan on or sol ution

h ﬁfsellnﬁerﬂlb‘éd@l&@s\/ tnel @ﬂc&@at@&’oﬁrﬁnﬂfe&bb@ﬁe@som{l@ @ldorﬁl: ﬁz&lﬁﬁange of about 0.1

mg/ngo%)fl?trIB mF rx]‘;Ed {%08{96 mr%gr?l? njg npodfs élrg I/gﬂ alb%u6§ Tg/rrﬁat bﬁ]@% 1rig/d171r about 2 mg/mL
to abouy6 Bl @Plﬁﬁ me (3l te bt Strog/ 25 prrg:tqbiy abaft h@]ma@Ltt@abQ@ 4o/, more

preferaﬁ]yamnrﬂ_grhé)lnﬂ.S rrg/rrL 6 rrg/rrL to 10 mg/ L, or 7 ng/nL
a, conposi tio

mbodi e , .
¢ B Rpiied PGB0t G HEPBI YS! RO PHEL S oaguien n he
range off grgatir then zboty| 006 Umpk esimete, graeivh rirtat O nofkg/iminyy torlessttipn 2gput 10
mg/kglﬂﬂﬁ%eaér el amﬂt é. pmg/kmnm: to 188 thQrpa"BU&t 5 %1 mr%te é‘r&tep{ﬂgx about 0.5

ment , resent i nventi on Cont enpl a
me/ke/ppe (pdesp 81&%8&9‘613 F@ﬁg/@aw& greafep anpbeuy ﬁﬁt&@‘ﬁ/ﬂ%‘ﬁ t<dlé§ &av e 2
mg/kg/hénie) preferablyesrqaer thanBdue0.8Dhg/kd/mMiRutér@dYesdwBababaut 0.2 mg/kg/minute, and more

feraBI0 DGEN ALl A0 a conposi tion herein (preferably Al CA
prefeta 9%&)ﬂ;éa%r aﬁ%{og thereof having formula Il11) in the

r Hrfgerereispbrdingny thedy. sdutighis dutmioe avinprovfraietigoBeeril me/ks to 500
mg/kg, ke tcA@@nﬁM 3&@0{@&0 3b0 miYikE, @ @ w 258 Q‘@/k@MmgﬂQ@&iZS anlIM 10 mg/kg to

200 m%t[ﬁ%] H{g &gfﬁ% I_l%lsome en%er a%n%sothea l?)’co Pc{osage 1%0{10 a 0 oria ient

undergogng caﬁlﬁlﬁ BUgSFYERp éqsqibp%/he@bmaﬂ%z@/wr alppficpt updeedfong pepecardiac surgery as
d%mmaﬂggﬁpnent a conposition of the present |nvent|on or
ornul.at.i on thereof i n1n|s ered as a perfusa

SR S hePPatHo™ fasit iRy s g&xef;f 8 o dyprovide  blood
plasmagengentratton afitbplompdsitisumlthetphtdnt of Bel raimc ®I¥d pgitolghl (@fmIAb @Mug/mL, 1

ri bosi de, including conpounds of formula I, 11, and

111 or analogs thereof is 206mMor 5ng/niL. In a

preferred enbodi nent, a perfusate solution of the

i nvention conprises a concentrated form of the

conp03|t|ons hereln in ~a range of about 0.01 ng/nL to

I ~ o~ I a I ~ o~
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In some enbodi nents a perfusate solution may have a
concentration of a conposition herein of 0.1 mMto 500
woiho7e48BsmM to 400 mM 1mMto 300 M 2 mM to ROD/USRM06/838692

“ghml, H%‘g%ﬂé EQQLMM%'@'O‘ ﬁ@ﬂﬂi 9 ué/&@ tdﬂ\ﬂ’l ug,@dL bpgivd. to0 LOGLMMg/ L 1V pg/mL, 6

pg/mL t[chM) F%m%,d)r m/mg ti g{}l% &rbsowmboldlmfﬁts W!{lpog{g/%lt wu?atlg‘%r solution herein
is provifdes ertaixbyide adblovdpicsen tangdnirgion of 1 ra/ndonPord/ k. Grighdried pe/inky or about 5
ugmr @ perfusate solution is about 20 mM Solid

pharmaceutical fornul ations i FaCl ude, but are not

R SSodBEnt ygis PR SRS « REBIECL S FUpEp Y pposiion
descr 1b@1nﬁ:_raml Ehe, pef@pis sllvEisy myydetratcaycergrnitbnofipP@opositon hegn (preferably AICA
ribosidef% gﬁaﬂ):g %L%f hrJ@IXg t@{nﬁ% Iﬁ’}qn ﬁgﬁﬁ& o¥ Qoo&:écihd\ft‘a lall)oqt 50]9 ,LLIl\/Ii about 0.5 pyM to about

ations 1 nc
400 s Sho L1 0 e 290 FVIREPAS MG oAt B, S BH R AV fibout 4 Mt
about 199 uMg, qbfeh)dribg)l abouk b ﬂ\NHdblSlg 16l Mﬂfei‘prefe@e&lyl aH&um}!IBJ,M In a preferred embodiment, a

compos&on 8 Eeagrésgnq Tc’nvéc’ 1on or a%oi’mulat b t%ere rHi‘)s aglﬁlmn%reﬁ &2 p%ﬂsgtpsdumet@g patient

rrce rc
undergdingeef i agitary omorgﬁm tr@gqlqnmu@g@at the concentratmn of AICA r1%os1de, including

compoMsCH'f Q¥¥RE D Pydniat (h)iﬁa‘lc%ﬁtlhérwf 236 ]LMS)Q 5’11 Qun.,

{?:%joe %%trg}élg‘lfn?% C? perg.]sgé Sﬁ)Fgon ogihe r{lve a\éxlle %%gnsp y e{ ({ogcentra C?g goam of the
compomspcﬂleaagl ih hangprobabgut IOIOhme/dlembywtﬁﬁ yllg/nﬁayarbp‘ét |0I1d’@ﬁ@[' to algai20 ‘mg/mlL,

about OQrmg%ﬂgforAb&lt ﬁﬁﬁg?mp lor lﬁor§ﬂlﬂ‘éra‘$l§] ﬁfo@cqug%h']g h as s 0d| um
al gi nat The mul aﬁl ons

Pl S PoEt SO O e BPBRAPR TR P01 M
500 pVB 0t Bl torg0td4, 1 fireri0 aMi e teaf00 pie3 vl asieA LM wdé it 2pprMmay 1M to 100
UM, 6 ;ﬁ\?‘&% #Moﬁﬁ 80 ﬂﬁds hegensd 7 m‘i?ooébyull\@%}\d% 8 i, SRR M ANLCor 10 M to 30

en adm ni stered | ocal at or near
uM. PreferpRly. g gmggniratiop el CB?POPIP%‘S‘W@%W safeplufiop i apgyt 2 MM
C 8dlidiphdr@itedied Giitnli@idndiet@dt, But afeabt l@x@adip] Iggphiflicad powvdats) taiss, dispersible
granuleg,fcaéptsmgs J%Eh%% g& ﬂlgélﬁyl%ﬁgsl @l i{r(qu ng9 al‘s'ostQgJeQ Iots[lc%%glgﬂf}gl{ﬂ%a)ns including,

Ion, a condition no
but not fjpitese ﬁlél@ﬁ weh aSGUZES: ﬁeﬁlwdme Hotass sHRPsa e ot fseping clements,
cellulodd bﬁ@ﬁatfo hsQWEHta6) far eialmﬁﬁ Utize Starcl Mli'é)ilt MarfH, B3£8Match, potato starch, gelatin, gum
uagacagﬁ,ﬁne y ce 41&2%% l | t1¥ llm ﬂﬁr?%ar%%q soélum caﬂgrz)éyng: Iﬂceﬁlﬁlg)fseé?nél/gr polyvinyl
pyrroligpag ﬂ’&pb rIhdepised) d}pmteg'@’rpng @mﬁmabbe aéqud; such as &g Fragsiligked polyvinyl pyrrolidone,
agar, oﬁ@gﬁﬁé‘ dc§1| R D salt BRRSA s8dh 12 A di8H SR Mbtk. Alhd WrfiatioRimaG BSHeStalld 1 formulated as a
r}% sition herein can be adninistered beginning

S“Stami‘fletflﬁ%%?f 8% mi nut es before anesthesia, 2-80 m nutes

b &f someemstndigkiie firaylati@ns O thppresghtaselsieh mmeexafnleeﬂl #md gdgipnal prophylactic or

therapeﬁﬁcGe@feJE Wih §c§mﬁ§éréﬁrl&;am@ &In@ﬁ?éraculagsn%g)of %sﬁéﬁaﬁﬁ ebﬁi’c&ir t&a condition
anest hesi a, 6-40 m nutes ore anest hesi

describfg heritlod OHFEH B OHPAIPH S PePTogI R R HREE ¢ i o povent
ischemizRewiithe sicanditBa Redutiden tif wsnobiad, o rediginesiohieed with rdd@eddSlood flow to a tissue;
il t 11- 22 ni nutes bef
d esi a, nm nut es before
Ommmnﬁ%ﬁgg&gl l%rfg rgg&%}ﬁut es before anesthesia, 13-18
ARl erdiEmesibstomesitians hewin 15 adpiispEd peeeEfigply. For example, ani.v.

solut1oﬁ1&@§)hh@$ bo'ilmstﬁg esEHh@zfll@ bR cynsﬁﬁlgﬂSIf NebingSsithhe h@sie can be administered beginning
anest for ations.and/ ' :

betweeﬁ 0 %6 nu?es baefcge anes&%lah IEHS% i e q%etgfe agesglgsrla} ggp%iht%[g b%%?ezaﬁesthesm 4-60

rmnutehbqﬁqrganeszheﬁlg 520 niipgyigs eforeangsghesis 6146 pingtes bpfqrgangsthesiy (54 mingtes before

anesthds@, SLAX AR Defold aﬁegh&a t'902!6rn§13u’te@ berhit afcahah) IXD—ZZ nﬁlﬁtéﬁ Befode ddEsthesia, 11-22

nnnute&glffﬁ%gales(eﬂ?egﬁg%(l)e Ill‘llél}ltﬁs bae roree ageagem 18 t L :)T(llugfﬁes %e f)re anesthesmy14 f16 minutes before
anesthegiapye piefpoiblgflS haptpdweforeckhngsthes®6 hours, 2 to 32 hours, 3 to
2 %h@igfﬁ{uﬁtlon% altuf‘br g&nph%ﬁwre’fh c‘éﬁbe%gmﬂﬁgﬁfea for 2 ﬁérfad 48 t@@“fo&s 21020

hour s, ours.

houss, iﬁoéé é?%a toeh?rﬁeaﬁ ?rer%f’ &0% hie 8fh8‘|“f'rﬁ¥ %fffF%W M7 or
conpositions herein are adm ni stered begi nning 15
m nutes prior to adm nistration of anesthesia for
cardi ac surgery (e.g., CABG--and continuing for 7
hours. However, the rate and tine of dosage nay be
al tered dependi ng on a nunber of variables, not
I|n1ted to the act|V|ty of the conp03|t|on used t he

a o,

o, .
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present invention. For exanple to treat a condition

related to the gastrointestinal system a suppository
woanimuadsi on conpri sing a conposition of the pPeSRISL006/038692

k. Bﬁ@ﬁi@h@(ﬂézxﬁﬁﬁm&% +1ieSBAhulatishs Sl ciipo STk adménistered post-surgery for

a penoc{ Q;g‘g}"?estl é(f%&?u%ggréolrﬁ?g h? toe)SE]lo \Ag)gbgzlzl%r 0d9?0%0%019$ﬁ?0 18thours 710 16

Site o ¢ab
hours, § thhhosypstr 8 I€abdry, by preventing or reduci ng adverse

eff hRGESd SeamkAL 8¢ fo%ltlﬂloﬂ aﬁc@cﬁ@blﬁﬂo@ﬂorg 826H 4D 8Bhih @& bBginning 15

In a preferred enb0| nprisi
mimtoegSt o ST G oS CPRGER TRET U AP (b OPCT AP RRE T
Howevatbi rete hoviile of &sdge miphe aBorisiepradineoms nifthigr mfcynlmbb% mt_(hmged to the activity
of the cg'rﬁlgogllhgh ﬂ@iy thp gon&gonqgﬁg tﬁ'at@& 86 GHacr acﬁl@nl;u‘aﬁdﬁ'-lthl@lte eMirkshdf the individual

or more additional therapeutic a%ents e choice
subject fhe sp¥fel Aplntordtiogens %eateﬁ&fd et op ?Hf‘%‘?ﬂ?nﬁrt ed with
orn aﬁcﬁheﬁdﬁﬂomkrﬁﬁt eheetﬁlnmaatuhl_s trdéer @appitihd Hepingreofiminis@red to treat a
gastrou{cestma co 1t60rnm%1rsgc31e %? Qen 'th@ cc&%regiﬁon ege foﬁnlglrlla(‘fegqgll; cfel‘?s’gre@grhlﬂfg or rectally
via soh@@nmms;omq oipEreRit ﬁneimss @é/owsmpﬁﬂqow SRR ING Rfie QEHITR FagPesitiops of the
present\Mvtslﬁloﬁ rFoﬁQ@l’ﬁ}QS {o@at d eaxMitiBiBSRted 10 e kghst'r&ﬁtestlaal system, a suppository formulation
a

compn%a 0016?051':101 cgﬂ% reéeﬁl{ mventloon ca %Q usﬁg t Iln %cﬁ gryemabnglmarﬁ atformglanon described

ensive
herein wdysi I@@p@ra(bpneﬁtjm}ly er ngtrly]g sﬂeapf mg@gpq, thgrrthanaystemlcally, by preventing or

reducin® @(%v@rsbéff@]é%kﬁgmla@&]wﬁpﬁc'ohdﬁﬂnIaéstslﬂfe(él he@din. aﬂﬁﬁrg@l%d(émb&ﬁ}?ent a formulation
nti-infla nti-neo iC agen
S TR S R R T

Combiwopposi tion herein is co-fornul ated or co- adni n| stered

Wl“ﬁerbo sﬂglﬁ Iﬂ%ﬁ Hﬁy @% %ﬁﬁ%@red J}Qb h)lrﬂugited Wil Ghe @Ehore additional therapeutic
i nhibitor can prevent an adenosi ne g]eam nas

s S PP QEHRPHAET 5GP JHEH P BTG b e compositons of
the invénBeewill depend inPart, Pathe cdNdition®eihPBga®0 2)prevErxanpl es of .
aﬂ%ﬁrgg' én%%dﬂl@lﬂé“a %ﬁ)gsn?loﬂ El!—:rQh ¥s Qg §)rr¥uﬁ§éd Wadﬁﬁllmitﬂ %gadenosine

a conposit erelrn include but are not Iimted
deamingsg ng;b(tpr qqlg}eﬂdﬁggymg lnblé]lt%]; |2y éraléqqglﬁ;glt an anti-platelet agent, an anti-hypertensive agent, a
cholest&BMﬁvl'/Hth Gud, 2Vd’§ycﬁiﬁt61>(§/be&v—mmj|a)1 aderhitirer, {nntN¥skic, an anti-inflammatory agent,

cof of ormycin, 1,3,7-trinethyl xanthine
anantl(wogg%%a%engan%raﬁmgﬁt ostatin. In a preferred

e hmngfcmgeﬁ, Frnboghmgntm campqyition rpreayis q:oofﬁrrrél@jﬁfl eﬁ;ﬁfagm@ge{eﬁ gnth an adenosine
deammG:Q b s 8ch @ fnhiB#for erQenﬁ Qra834b dtel dodmiRfe PonCARBOISH hé @Amination of

escr i h [N tostatin. Mre preferably,
adenoslnﬁ@ 1’230?18%&% ?Vﬁ\%resﬁ#"}t&w &39%5 to a conposition or
f Brampleabfi admmotinyalramgfasecighiitors diatrrgpyde cwrpingd with gempositions herein include but
are not%%mtb §J< m,df%!qcé&oémﬁ@e%ing %ryﬂlkdﬂﬁtzllgﬂrﬂﬂz ﬁmpsauaﬁe (EﬁNA) 2

f or mul 1], I

deoxyc&@myalgt CQfOFFP’CH‘[ ],13 Z)Hléne%lﬁﬁ@lme 6?3?1?{% gcl,pégtgsljﬁtml w é)ﬁ#elrrs%embodlment the
present inent®>0 nqjmlptates)mscoebdmstrb&d oxh:e-rfmnuiatmayf dyxemposition as described herein with
pen’cos&l(ﬂ]h %E}Q% ﬂg&f@t&bj?% ﬁlg tagsfe&{og}{alla?ets ﬁ)dd c Jslltlal (9 lf&ﬂﬁ’iatfbh %febff&gmpnsmg a

i nhibitor _of pr esent
composlmﬁéﬁwrtﬁﬁg%%@ﬂ%wﬂ@wmwﬁwf Ffel D pagios eotang
pentosﬁﬁm'pom tion that prevents or inhibits blood clotting.

hi b
bl g I nglf %ft tl? gre%%? 1n9e%{1(61 Me &&%é’sﬁgﬁg d@&nQJd h!ilglg #r%f Igel clag,dnnmstered or co-

vari et mechani sms

formulpterbwithei bipgd pletéecliibiar- éqhe HP@G@“’@B Bhipitey @f tﬁ%@fsgﬁ @veption can be any drug,
agent dr @ﬁﬁﬁdcﬁﬁcd@ taadp6diteh tlﬁﬁﬁrév‘éxﬂi dr (ﬁiﬁleJ bl(&b@ @Io&@@t’]]‘h@ BrhibfddT can act by preventing or

mhlbmn%%lf)(%a tlot{'] i nonebyeafnf ) a var1e mqu at’ | Fg]f.% reguCP bl%u clﬂ)ttﬁlg factors or

n or Sstress.
reducingapietelet spgivagion orlgerdgptivalor pjizeimghe eﬂfece p%}s%lgwg\ @Cfars,bmb@%:lmﬂammaﬁon or

stress. e['h@ﬁlocﬂfcio%fng fn%ﬁ@tcéncﬁﬁo acl Bﬁr@akﬁ% @ov@%yﬁgsallvmgh ﬂﬁ&ﬁ,\ﬁ)t §tfer formation. There

bl ood cl i.bitor, inclyding anti
ae v TS CLOIP T R0k AT RRAYT S5 AT BIPe R G dessesstion
inhibitgyk, )gbro@rcmmrelifwmh inblbitdrsl glycrosdmubglly@rls thrcgibyloniglatmsmgﬂoygmm heparins, low
thrombi n inhibitors, anticoagul ants, heparins,
| ow' ndl et ui af Wei gM epar Ms' reéar nai ns, i ndandi one
derivatives and tissue plasn nogen activators. See,
The Physici ans' Desk Reference (56th ed., 2002)
Medi cal Econom CS; l\/bsby s Drug Consul t 2002,

— = ~ - ~~ 1 s —
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di ssol ves or breaks down a blood clot is suitable.
Such a blood clotting inhibitor can be, for exanple,
woizboauasol (PLETAL(r), O suka), clopidogrel PCT/US2006/038692

"fndlebuﬁa? kebXWheXepa s oBRRRE, infW@iohd Bivatitek %d@l@ugtlﬁhﬁul{ogdn%ﬁ%lﬁ) See, The

Physic %{ Rﬁc‘é@?fﬁrr A {%f &b‘%&%&ﬁ@'g‘%‘if?ﬁ(’%‘éﬁ D/lj\/g’%g:ﬁz{l]igréggult 205)2a£13ev1er Science;

Goodn-(aﬂg@ﬁfﬂ@p T The Bharmicplpgic Kasis ofiFhagpeatidsd@th éd\@%’}_]fem(am)»q Press; Drug Facts and

CompaBRURE b djed mehiRY, iSkyslskibed, fof, @m&%&gons Rogby i K& Company, St. Louis,
MO. I ngel hein), aspirin (ECOTR(r), and ot hers),

di pyri danol e/ aspirin (AGGRENOX(r), Boehri nger
| Figrethetpaipnyes ofdiad ibeptéon, any {ubdRAGVhANb1eYents Bhialiivia die fiyrmation of blood clots or

dissolvEd Hy E%%E??vﬂl a(blajgggl}@g(lfta)olee é\}élﬁ ﬁgllo(\g'/% crlotﬁrfg RABRE %\Igbeafﬁlb elxeanple cilostazol
(PLET A GARERY SpISotr S, T A RS EF PP TICH IR rofin
(AGGRBeIATR, Mbrelp) aptifibatide (IREEGRIDANY, ICOR Than@hitics)MabeiRiniab JREOPRO®, Eli Lill y),

anagre e%@%\mx% §ﬁg@/§ﬁ>@dﬁrg§e %ﬁséﬂf I;V@I%Aegrir)ger Ilr%glel\{lgm Izisliljgm?ECOTR® and

others)( Miemegu}n (A@@ﬁ@]ﬁ@a(@d}ﬂe]g}nmr @Hgglhe(nm, M (P}lAGMIN@ Pharmacia),
enoxapD@NEOVBRPX®aA ), ﬂﬁﬁpaﬁf@ﬂl&ﬁ@ﬁ(ﬂu}’onﬂ%ﬁﬁh@ﬁaﬁbm) danaparoid

(ORGz‘}I\g?,]I\g@gLOZ > eoi, Ef}@m%&xg\g ()f R&@A{"}E he)r) ]arug%m r(e 8DﬁN® Sanofi-Aventis),
algatroba;q|(m)‘g6®)Gla)E|Sput]EI~|’d[np)yl)1vahalﬁm§,ﬁﬁ@@1\@g}@ MeEEINASEpdny), warfarin

(COUNROIMIBIEL, BRon hli@dddne KINRADONGSIIRER, E)A\zﬁgf;lﬁs)e (A(@ﬁbﬁ@ﬁ@ Genetech) reteplase
(RETAtl{/r re:;J?oSehe}in% Sg elgﬁgél tgﬁ{gﬁm%ﬁe@ %8 thOBFF€§1§1 (X%GRIS@ Eli Lilly),

anistreffigse EIMINAPE®,Robdre); shgbtektimet (&TREP@AaEmmmxmmsemmlﬂNASE@, Abbott)

andcom]&ggnsqﬂe%ﬁl ng inhibitor. Preferably, such bl ood
otting inhibitor is asylrln I n_some enbodi ment

ORBTHRSLTER D 1€ Forppariants) hepeln PR AT G SGRmred 4ihablood
clottmgmhﬂatdm hgfetdy, edh Wbddhkloaing @hibitor Begidinast i ¢ agent .
Eﬁ%ﬁﬁé &ﬁ“oo@&neﬁp hfe C&I%QQJIOQé} ﬁe%ﬁaagaecﬂtf&mlllgtg& %g édrg}d%teraf V%th an anti-

not limt clvic
neoplaqiig gl ﬁraﬁw}ea%f amAe%l?ﬁﬂﬁ @en%@%déi R0t ke s @eiKipip; Aclarubicin;
AcodazéletH‘yéﬂbaﬂﬂride AcrAnibe Ay &z1esin; Aledlakib; rﬁQﬁ@anﬂﬁ.‘e@AﬁB@yom Ametantrone Acetate;

?ﬁﬁie%ﬁ%ﬁi %A%@suoéﬁﬁ%ﬂrgﬁ}%gn &%?%%ﬁa(s)ez eﬂm Azaacmdme Azetepa;

thranicin; ar agi hase;

Azotomysigy %@ast%ﬁg%ﬁﬁ}a@&paluwia rBasg]!t@pe H)ggqu@@e{ﬁ;snaﬁde Dimesylate; Bizelesin;
BleomyBinGalfi#d; ®qiar SBiiga mdbﬁlﬂﬁm%ﬂﬁﬁrl’dagﬁlbﬂﬁm BhigRaht; @8racemide;

CarbeuglernEargop?aé Car%llu%tlenle %sarug n% ?rf)g}/%de%&%r%l%%ﬂée@ﬁﬁ{gﬁ%Llorambucﬂ Cirolemycin

!—f-

Amino

ropirimne,
; Cisplatin] @@Elblrl% ﬁfésna@eMa’Elefm Cdelophmhﬁbfedel Peterabi@a Pherbhzite] Pactinomycin;

Daunox@ﬁEﬂH?&bdﬁ%ndeCﬁécﬂmnﬁl lﬁbx&%ﬁ@ﬁﬁ%&@u%s ]%ﬁg%ﬁhrﬁﬁegylate Diaziquone;

Do L5 A o STy P S EE i BB ot
Propior@iet Rwaadmynie; Edbeaate; Fflzmithéne HpdrothlanigenyiiamitrudeUBnoplatin; Bipfomate;

Eplpmm;ier Eﬁﬁbféﬁl'ﬂ}@mchﬁ%ﬁé EARLAR: Es@ﬁﬁl@ﬁlﬁt@m@fﬁ&n@e Egmas%@ﬁwsme

uani ne D azi quone;
Phosphig §6§% F@Piﬂazoleo%%?%‘i e hlmﬁgqpew %tpwoalée Proymiite Efopeiseliadrozole
HydrochlotideQRaiziratiie; lﬁtﬂeﬁxﬂdeEEloﬂlﬂﬁHQBﬁlc&Mineﬂl&)sﬂﬂﬁtSmhﬁﬂ)ﬁltaﬁl Flurocitabine;

FosquchFQ% 9&@%@1&1 @DdlLElg %‘teﬁgéﬁsee Gergug)% qjlalﬁrlglfl{l]c%d% o{do 1'9!3 OI[Inydroxydrea Idarubicin

samtrucln, atin
Hydroctgridey Wstapyley fpgfoereds n@rfpr@eAlfaé%ab@recfm @fa-@s (I}rtfwiglroe ipfa-nl; Interferon Alfa-
1n3; Intdrly@h BehldMtetherpn ESilniABUSbHIAR; Inﬁﬁécﬁrﬁﬂﬂdﬁkhl%e Rhasfiah&tate; Letrozole;

Leuproé?eq%cgt% ag}o%he ﬁi}%ﬁ O{ﬂoﬂde Etometrexolge&f_r%&omus 13 ibsoxantn%e ?Ilydc.lrgc;hloride'

r OZ
Mascp%@@aﬁnwx M@hlmﬁﬁnzram%\%rdmhloriﬂem@paunﬁ ﬁetet‘ate,FI‘M@eoaerstroj iAnegte; Melphalan;

MenogaFﬂl WikadapibpuRite; PROSERAL; Sicthbl Rt QAL Meio rﬁle%&ﬁk&eﬂpmﬁdomde
ui done; Fog?r|e0| ?

g i TR W
Mycopjedelic lA\bldCNWOWQj% dlotalamyein; Qemaplafig Sxantag @aclitapadfPegispaease; Peliomycin;
Interferon Alfa-2a; Interferon Alfa-2b ; Interferon
Alfa-nl; Interferon Alfaii3;%nterferon Beta-I|a;
Interferon Ganma-1b; Iproplatin; Irinotecan
Hydrochl ori de; Lanreotide Acetate; Letrozol e;
Leuprollde Acetate Llarozole Fwdrochlorlde Lonetrexol
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Pl i canyci n; Pl onestane; Porfmer Sodium Porfironycin;
Predni nusti ne; Procarbazi ne Hydrochl ori de; Puronyci n;
weuowryeisn Hydr ochl ori de; Pyrazofurin; Ri bopri RET/US2006/038692

Perttanfae@b:; @’Eﬂl@ﬁl}@ﬁfﬂﬁl@@;“ Pﬁﬁ@amd@@fpbﬂ’ﬂ@ﬁh& F}Mﬂﬁﬁi Pr&yahtelé Hydrochloride;

Pllcamggg‘?é%lh{}igf m)rﬁrnntg{ﬁa ﬁl&la ﬁ§ ylﬂlh ﬁ%‘?‘ggﬁ’f‘ gﬁm&fbazmc Hydrochloride; Puromycin;
Puromf$n H}(dwglg@rtdpgé)yra&ﬁmrmo]pb@tmm Ro@thmgb;t&‘@ﬁmgg}' Bafingol Hydrochloride; Semustine;

Slmtrazrétté‘ Qﬁﬁﬂég%bmum %&)&%blﬂln@p@éeﬁﬁahﬂﬁ @Hro&&md@@b@;nﬁrﬂhﬁg ;»Spiroplatin;
Tal i sonycin; Taxane; Taxold Teco al an Sodi um

Streptopigis Figelosaed SRR Ghe U RGPS aémmréwo%a?rﬂffmd Tecogalan Sodiuy;
Tegafulf @alogoisdine Hydrdobloods; Toumeorfin stiwkiae Temdrone] Mesgolrcions; Mggmiprine;
Thlogul-lnllxeoglﬁa anﬁazom q{r%ggammpﬁg&écwﬁﬁroclﬁbﬁd@mm&%mme Trestolone

opot ec [ ori E' Torem f'ene C trat

Acetatenl[‘ggrtl‘tﬁtfegﬁ%sp ?rgfteérexatﬁ Trg]ilepp)ﬁ ﬁ}@cp%gepﬁ&t%elm Tubulozole Hydrochloride;
Uracil Mmtmgttrr@m;at EipreblideMBdriegoxfat Em&sﬁﬁ‘dﬂuﬁ‘{tatvmcns_ﬁm Pl fate g¥ihdasine; Vindesine

T,
Sulfate; Vlgé'lpl(ﬁ) l?atek%gxggg Jtate {fa‘cé:i &% le ge %ullf r“}%ﬁé%{ gdmel‘{rar%gtg RAtrosidine Sulfate;
Vlnzohdtnﬁ §r1fa§t Y tezoli Aepia en ZWP%‘?@@@H@CIHVW#@I@QTI% Sul f at e;
Ste,,l,zm,,r),epl di ne Sul fate; Vinglycinat e Sul fate; W nI eur 0si ne

Vﬂn% %{ tllae \f ors1 Ll}% fanci %?n%{zl g«;[[me dre 12% F]rlalasst q{hrz]eed b aworréefargtkinown in the art.

Zbrabyp enhwdlmy@tr, sfeifiizasion dlesterIMrmvmvzsaubJ @hngmny cagyfpodtitfpa or formulation herein

to 2 setGP RSB &B&u@ ra@hdfueﬁsrwératérfa@gﬂﬁe rst?:'h Fhafd stervp,flefnerr@m Yopulation is
n e ar n sone

terili me
reducei FFB &%e 1ﬁrte I%Xcglptg%/ S 1t<?r131‘zj{3ttli)rb% st8rI1 izjpg juyelyss Eeidwﬁcgrg HMI%)W%S&IOH of the present
inventignjueydvingmgeretriny papolatxoediy b factor of predtey thaw bais, ibp mfabier of pratér tham 60%, by a
factor o'cf eatgfthaﬁ%@% Ibly ly %a@!of %e@tér%ﬁ @6"/@ b9 Q ﬁlgtlolt de %%erqp{aﬁ 50‘% b9 & lt'a!clgfjof greater

time such survrvrng m crobi al popualonls
than99r/e8{}2é’é<§a°t°lf?f%""@t‘f’é“h@tgﬁé?"enbodl nments, sterilization or
S fresoink exdiotligneits) o leatBsiti@elbetdimige dtdilized COROShE presance bf ah @vanted

materid? Efa?ﬁ&& ok’ %gﬁ&l Elfaﬁ) gb /06,‘ bf ﬁfaé%rét%}&t%h&ﬂ’ éb?‘ég}L ﬂ&&l&' Ieejteg ﬁlalpyo%, by a factor

or
of greafep P BHoky 1t Of eeteerlarbﬁﬂ‘VOgrYeaaftCéqf of giarter fren/%f’%bgf a a faafet Qreater than
9999%)f greater than 80% by a factor of greater t han 90%

Yn an tIter elin odlme tggélglgaf/ct g?n r¥>1rov1ades s?erlhn%ad dprmrpeé{t%ons as scr?bred ggrein having an

grea
lmpurltmﬁlﬁ@@et 4b91ﬁéeswé@@bwt b by wiight folapozibless then t%‘e»t‘eelahh gbout less than 2% by

weight 858 NeEhMlovAy vrérgme@tsﬂmne% ‘t@'weﬁl{t t@abt)aqas%arrm, by welght about less

v 4207 G P BRT 57 0t 2P by R 00 -y BRE T Ao B by i,
preferably appuB@shatpifo,andrg¢ferblofbouy teesetbap 10.9¥oh @80, 304, 0 b% (85%5@6%09 3%, 0.2%, or

0.1%. gLy gsrﬂeategrzet oSN co%né;haredalelfeﬁ%m bre@fabGHEAMET 5088, 30%, 20%,
In _a her e he |nvent|on provi des

10%, 9%‘1’ éf’r 7I (i édsvbg PpUSiZtY bﬁé) 5% PSSP BRI SE n havi ng an
I ¥ptilidation cof beletianethy vadnmumetmoeelleWmmheaho UJompbSsidny andforglhitions of the
preseni)gvef’i)tﬁ)g H‘ﬁ¥ Leesfé%h{) g%]se '{%tpr}{ A5h Bhiqudd %Mﬁlﬁ% &é&g&;ﬁf'&ﬁ st%a/lﬁ sterilization,

l'ess than 9%
dry he%t ﬁgrﬁlzg%yh%qab m)ld” séer%@m ﬁ]|trét§§ st%lﬁlgﬁlog%q?yo%r@mwn ora combmatlon
thereofabout I ess than 4% by wei ght to about |ess t han 7% by
t_less.than 5%
& %tg})oby Gu\sé? co osmrc))rrl (érf (éanu tlkr)&(l her 1n% s%eflltézse% Qy Ko&)n hiaf}on methods or by non-
lyophllypt@m@;eﬁlbqls F(g@&mplet thepreseiy gﬁer@orgt%ltelgplge,q)steghzgu%lyoghlmg AICA riboside and
analogOth&@%r. 0. 4% 0.3% 0.2% or 0.1% Any of the sterilized

ons .cont.e I at ed v ef era
O DU e oS00 TEO0 B M bt U S rocedn o
lyophil@tion 264y intlede aJirEisp f dis@Ivigiyrof tee p(tn}posbgpnv\ef thghpresent invention in a suitablé
solventotr®s debdnd ﬁ&ﬂ @g@&@ﬂe Q@ﬂl@lﬁ@%@%ﬁ@oﬁﬂon\@ﬁw vaMRia E@Eehtgg %Inlﬁﬁ‘ﬁ\’\@he third step

i ons and formnul atjons of
may mﬂ}“&é@% “tdﬁ’t?& tlrert}glﬁ coﬁjﬁglerb g(ldé)flgzilliyls‘ﬁoapglangﬁv cgrét%qr%qnder aseptic conditions.

The fogthestep banzarbprontrdngrohing Gl @spperertdotaihangro b yopiilizkd anditohding, them into the
steam sterilization, dry heat sterilization, chem cal
"cold" sterilization, filtralGon sterilization,
radi ation sterilization, or a conbination thereof. In
one enbodi nent, a conposition or fornulation hereinis
sterrlrzed by Iyophlllzatlon nethods or by

L, o o o T
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Lyophi lizati on may be conducted by any nethod known in
the art. For exanple, a general procedure for
woOyophmiiszati on may include a first step of di BEDIUS2IVG/038692

‘ ‘chdmbe@@ﬂﬁéﬁgbpﬁ@&ﬁkﬁm‘o% hOAS & colnpe RELBENRE sdhﬂM@W ﬁla@ﬁhg the catainers on

et B B S 25 G A R Es TPSr mo cste oting
vacuunt t@ Fiie elfitnbsr@nder dstptiatdndifions THe s¢viitk depshreqpmprsy commpddtaldstoppering the vials by
a hydratllllcI olr LG, tbm ﬁénqgﬁlechﬁﬁsﬂ{ ihdtBe iR Bt ﬂ/'olﬂﬂfz& and parti al | y

p pering e contai ners un?er aseptic conditio

HeRRELT AT ST GRS () eGP s compoition o frmuation

to be st&tlﬁqsmeg edC £ abisidé fransdogttiereal)] (Hophpily tagreragredro@atl ©0gs-40R@ivaving the

product! al? 49 cttl&elo ho&!@tﬁg&g f(l-il;) e%aq%ﬁ% lthh clﬁmf)%w(ivsjm'?m%a’xe con%bs@tlofn lfc]crtZJ-f| 28 hours at
can conpri tion l'aci %

a tempf‘é%‘ﬁ? P P HEed OB GO M 45 e Banting YorwEse 0 flwhfg (ks a 100:200

micron )@y P&forniig qQ;E@)mf arﬁﬁgstd@gt Brofoh&hoakavid equmbfah@g tBd ohfitfiber to 25° during 4
hours prlorgg stopggrmé{ln)g% eedin; QI?% c z{rr%gr a a‘r‘tl é:'lrg(mm%c% F g mam %r{‘pn% vacuum at <500

CcoO n 1 ONnsS. e Sev

microng; Grrpleprsdngaéteaitematicaily gt tb&mgg?q lypyhitidees ang (i) gea]gsg vals with an aluminum
overseaiydraul i ¢ or screw top stoppering nmechanisminstalled
B

c Exapwbs ¢fingthodsriorfpoviting steriliaed, ta-lipphikted r«qmppms {nd fagrulgtjo@include, but
are not 'Iﬂnp&stb %an@!tm AAbO grythgh@ 5t§@1§9t10n Chetnlcal BB ad 8 AISHiSE d#:Bization,

Cto <-40C | eaying t he product at -400C for 10

radlaﬁ‘}‘hﬁ‘iﬁ?léza'i‘°8 ¥p é(é’?émt“tnlﬂ?efef evacuating the chanber; (iv)

dining gnﬁohlmemmrpmﬁdsitxbm fdrmnlatidd h&@8n h ctenilizedity sgam sterilization. Steam
stenhz}t%ﬁrlqlg}r lﬁxt'oWe efmtej;l leI fhe [nThiRGS ﬂ of’ 4 %H]b sf]fgrgntp&ssﬁﬁé;’d stéa\[r) at a temperature, which

I nt'al ni ng cuun1|n t n% preferab

has the 5t SGEITE Pmﬁ%?fgamenaﬁ 3 @ 138 PToBTHITAIGe e %&Wé tiRg % Pfgpag?fl@ds freated. A
compoﬂﬁon%@bé D12 b Qddr hzatdd\bedn) ord§ khodst sbinated gt shaliati@nibe®mperature of

about 1&)?’(3%0 aboﬁ"t&?(ﬁg a%%d't] %Eé toegcluﬁ{ﬁ;(? al:i%stqﬁ)@’grt(& it 1gd bxalxzut 1}1 °C to about

nitrogen: (I
140°C, ggui 12487 (i Alput/ 38 GuprPiiebl a0 184 "6 r B9l tempsigtures cappreelisyy
autoclaVd. aths ty@édb%ﬁ&i:laﬁéa{hht)tnaly Be ﬁsbk&arésﬁﬁfa&d stbayOfRtIbveZ, @l[pﬁ:rh%&d water spray

seal in S Wit Ui oy.e
autocla eﬁb:)n% air oveli stegl? autoclaves See Rgéaé méf.[] o nu f{%n?eg Sterﬁlzatlon r11nRern1ngton

The Scignas and Regcfie of Blammqld 7ﬁiiﬁlfbly®brﬁma2@§ 2y edypippigcayf Williams & Wilkins
2000). 'mﬁshggﬁqus‘i}fon R&: QY ingj trégte&tl ﬁé‘ril&éd%%gufﬁei@xﬂ ‘télﬁ{)@f@thﬂe |ai1dzf31di sufficient time to

reduce F?y%g.?rg%}ll{c%?a?rgr?lg% g{vsg?ﬁe ; !?%taftgﬁ ta}#{j/le‘ﬁéaé# StlllapI'OVIC{JB an active and stable
compogtic@r i | i zati on, chem cal cold sterilization, filtration

S Eﬁarnbthér %ﬁ}gdd%nt Jﬁgf @l éoﬁlﬂosﬁﬁ)ﬁsrdr kot R here@ mafbe sterilized by dry heat
mbi nation thereof. In one enbodi ment, a compositio

StCI‘lllZ%ﬂOHf "Bl]lsnfaqméﬁf Ft&lﬂlzﬁ]@}l g’flwn}’(gveglteélﬁtr}“ih?%ﬁf nﬂvocgga&lérm as well as any chemical
activitysdf @teir by-gradvcincluBing atdvistissror pyragabs) @ anyyhet unwadtadenatefialipresent in a

preparﬁié@%eg)res&lnﬁveinﬁgﬁe gt@fﬂ%@twﬂ&}}&g E&EH%’SJ tcén(aﬁl:];éfth ﬁgrﬁéﬁi‘t{ﬁé fzo%gabout 100°C

enpe
to aboug 2P G APy 205 e ARorARCo#heutaf0°G toakipus 1§97 st Rrefespbly frqrpbpprd 20°C to
about IB0WLHAY at@fkint 658 aﬁohﬂomﬁlﬁlﬁbafo&txbdﬁmolnﬁnute@ Q&iueﬂ) mifutes to about 200 minutes, and

prefera%l(})/% i)(iu r{n% s to ag)mﬁtlﬁ)r Q[Ofé%l’&% J%g/ E 8 enhza%on AN Rbucted at 2

I'T' I"Z a
termpetsionpeareaba 856F o Hou0 1m@tﬁ@mam {This pOmaUe AbperkoBE@sing iffsrnt

autoclalvél, ﬁ%ﬁﬂﬁfg awﬁggbatmtme%%lggg}tyﬁl&t %ﬁﬁl—ﬁppal&@ See ARO B GakAnke & Martin
ou 0.a
reles, Bl e raion” DR e &P b A et R B9 g o0 200

ed., Ligpircait I\’\alhans & Welking/296@). lus.ausbopisitiyes f(trmmtlonaiyhmeserg @gention may be dry
heat stéﬁlgedsafe‘at ﬂfﬁﬁ%@@maﬂ%p&%hﬁ&% Um§f69§iﬁ&%ﬂ}t ﬁgro%\@ltc%ﬁtammatlon or any

aut ocl aves, air over steam autoclaves. See

other uswef} mferigEiarspiRle éevé st prqvifgan pgiiye andsahle fomPagtion,  hi

Rem ngton: The Science and Practice of Pharmacy, 755

(Al fonso R Cennaro ed., 20th ed., Lippincott,

Wllianms & WIkins 2000). This, a conposition herein

may be steam sterilized at a sufficient tenperature

and for a sufficient tine to reduce any m crobi al

cont am nat| on or unvvant ed rraterl al to a sui tabl e Ievel

o, . . I

using an

.

o o "
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to about 200 0C, about 1200C to about 1900C, about
1400C t o about 1800C, and preferably from about 120Q0C
woaoEmaws7 160C0C and at a tine fromabout 10 m RATAS2306/038692
alpteab e} bR B i caR &b teri R AT 148 S stérdiz@b@kposRidf) or formulation of the
mvennirégi’ﬁ e%al tc%g gerﬁ}é ]or? 151 y 1?\)61% h?%aﬁ‘%%# g:f Ig] 09%1 rIIIlSJ $v1 Sa}ggna St tﬁal% ollmmate
mlcrom%mwwu pRytodhgr latvaraedtr@teﬁﬁ @teatﬂut& @cmoﬂﬂﬁoa btagppts Eebmo@e ﬁsoq* include gases or

vapors @b&l&m&@oxﬁ@ eﬂ-@@hﬁ ox{0) pfﬂpl]lbﬂe Gﬁde %Bha’ideftﬁi@ FyBih b0 148RMe, BRne, hydrogen
usi n

perorfieterabish e 054 fpiado Rk s BArRCP it st e Sufikcon, m
Remingere TRefcieyce Bnd Regntifs off Riagmagy, Vet 17D mlfdewlFey“rennSp ed.i J0thzdt §ippmcott,

W11harhﬂ§z, R@lmnpﬂbﬁbn In obB @ml%@lhﬁﬁ’cca%oﬁﬂgmg)r[ @%&Iﬂﬁe@fereﬁh%m by chemical cold
R Gennar o th

serligipp P YRR (HO %t?aaenﬁ&tﬂualge & Wﬁwgw B oot boo mr,
about 00 mprilllt@4bown 8@fmg/1h) ebopr 208 e/ ta abve mE0i0 ang/Liyebyput3€0 alg/Y. tdedatt 1400 mg/L, or
about 4%5 fﬁ%/'tho e?ogg 1?260 rl?g/Ig’tltang b degtﬂlb Béﬁ@&%lé&uf gln@rﬁbq e&xﬂ)ﬁm@nt of the present

Iclent tine to reduce %/H m cr obi contam nat1 on
invenigh a acrﬁpoat%é?mtﬂ%&ﬁtl@an iraiedizpEhy bygosgn BUTEds B1se I gidired prgpodiment,
the inv&dtibl dontpihpl}dtbﬁﬁy eMheabinpoditiond ﬂdmﬁ)&(ﬂl&keﬁh sterilized by chlorine dioxide (CD). Thus, a
I A
compoggom%?@%: l:zngt?l:ff%n\r?@}gghﬂge élaltc%ﬁ g[%}gxlrz %a% aglgrgprﬁt% a%e%%tq]or a sufﬁment time to
reduce PRy TRICIPRIf contppatipra a pqafa}@ml@\iemd st@@gyﬁd& al ac@@|ap}i stable composmon
S tifenbthdr Z@bdd@itniYAltation VieHlivRioh A&y Hehﬁbﬂ‘td’%hze@fcomposnmn or formulation of the

present mvn}%los I lt' 1lteﬁ gt%nl\l%tgog u%%g’lgers] hsé eterrirolvaa PF nu?rg%r a sz%.ls, nro]tg%{ig rgg ra Qz{mcrl]lﬁte matter and
any oﬂoomwelmdtmatmal fySzg@ritqsld priappratipreay 1tb@ssqa Mgh niliey diltrefieg eteriliggtion is based on
the con\é@)p&fr%@fng Qﬁblrdgf%:ﬁlﬁnSQh@ﬁﬁkl OBer uﬁbéﬂ%h ﬁlﬁ‘t@rla@?ﬁht%y bdrE M ImQﬁleepreparatlon

ma ozone

d i ol act gne,
R R R e R R
entraprhdner @gfactioBead BaqtrpsyatlDattr@aqu i In kleemBodivbemt 4 cmmbﬂni]ogyr formulation herein may

be sterﬁ&e@ rtl.‘;lJlg! azfﬂ{ml 13%in é &rﬁ%‘fr@lﬁ%l%ﬁt OOOTrﬂtﬁabﬁﬁ |r51 2215%0126@2 Ell;l "&)Ca‘i)blﬁ g5 pm, about

Pha
0.03 i bt s 25505 APt P R D0} ok AP m o abont 2.5
about (&b atghitrPeynt, abodit Q:bnmtosabdut Dipug et elphmatoabloun emﬁ,laﬁﬂ dbsut 0.5 pm to about 0.9

um, or %xﬁ l?olut @fﬂ‘n %88%6 %é; n a%%kegreéetm%r)dnlnén% %&%&E‘m&ﬁ? bngefthods are filtered using a

%/%‘ene oXI concentratiort range o
filter figis phpaEh 2300 £bog ey ‘ﬁtj‘m_ to about 2000 ng/L, about 100

nghd filleR naka BlhankB&teddnl 2 valPettpol2 s, Eﬂéllut‘hnﬁ Blaablkul L) Polycarbonate,

polyvi%é %e d%uor%o lft grilﬂ)g%lene f;uﬁn U% cglﬂig)s L(%/IC%& an (})o}%etrafglouroehylene
(PTFE} prgthe|like: gjee Bigy laﬁ?etﬁhlé? &étmwienloh ﬁterdfzatmen B?ras@m The Science and

Practick m%h@nWOa TCQINPRS R G QN bERR. iﬁp@ﬁcd’ﬂteWﬁhdﬂqs 18SW 11k1ns 2000). In some
st e r |

embodime IT% tra%oelfI ste%%lﬁgynqs usgc? tf’ i ﬁlz%l)érlﬁgrgl ﬁ%fltg?og §51%1t}’?§}£ )genfpﬁréneously compounded
preparationppand poieoreferatbduraidred (ordninuss. @his) 4 ceppsitiyn afltfednintien may be
ﬁltratltgﬂ s@?ﬂ'lzg@us(ngm app%'ﬂﬁ'a?e m&b@aﬁéﬂ%@ﬁé anl agﬁoﬁ{ateﬁ)ag S&JW ?eﬁﬁc'e 5 le@)‘f any

mcal cold sterilized, using riate ag
rmcrobfag?ontémgleﬁtﬁ: qr 8‘{’ WY f)thar uwﬁan{eg mfit&r&tbte é m&tﬁlg)e Weé ?1615 115q>rov1de an actlve and stable
compogitrat am nation to a suitable level and still provide an

fa% dnytﬁer @Bgodﬁﬁeﬁnlacﬁatlgﬁ)gafﬁ%lbﬂ IQEEI be llégd %g%hﬁ]z% ’a cﬁﬁ@ﬁ%n@fb&nulaﬂon of the

[tration sterilization may "be used to sterilize
inventigty fR3giaionsERiZgon iy PIKiTItE LB dEnt rh oBict SR dipFRpeiRE g clectromagnetic
radiatidni ok f)&@ﬂicle&ﬁcﬁmbﬂl | 17 adel pieifertedanibo¥i@ent thia eom;ﬁﬂﬁhﬁasl stdﬁfized by electromagnetic
i Lt tter and
radla‘cl&gI ﬁglgﬁ%gl%tlﬁl\?\gﬁf%&%&t gaFiI a?xﬁ mod? gre{era a rga mrba rg%ag.lron Ina Hreferred
embodg@nq atco%]%&s,@@tsls gtpﬁh@qjidaﬁ cebalt- pQ maje preﬁerqbb/pxétgrp thg amount of cobalt—60 used is from

about ISNIETth hog2h MU, ab&ut DRGLM Bt ISNECICBHE S p%cl Rfabsue _m?tc]n ﬁad about 3.5 MCi to
OOI‘ r unwanted naterial that
about lgg\&gl eysaz)@ 4 I%)[;]td fohagtyub ?} lgg .

Yation. Particulate matter
may be renoved by filtration through one or nore of
the follow ng: sieving or screening, entrapnent or
i npaction, and el ectrostaticl&ttraction. In one
enbodi ment a conposition or fornulation herein may be
sterilized using a filter having a pore size from
about 0.01 to about 5 m about 0. 02 mmto about 4 5

I ~ N~ a o Y o g, ~ o~
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Practice of Pharmacy, 770-771 (Alfonso R GCennaro ed.,
20th ed., Lippincott, WIllians & WIlkins 2000). In
weaow/ensodi ments, filtration sterilization isPasa82(06/038692

%glﬁghhd‘té A l@ﬁ{“ﬁokﬁ@s@%@ﬁs’c@ﬂ radlidht & ABtion by partlcle bombardment. In one

or anedus ounded preparations m
3¢}

preferrewematblﬂv A e e A Et% by partice
radiatior? fﬁt&m&@ | drdtéipafitled RRrdnPaginits, prefemly clvgof pakticlenitThe ﬂosage of radiation

selectedz ter‘rg ;I;,nzorex ?yepa‘?twfe]:ga aﬂon EB'er ngg Q}ogt lrf%gh{tl@é}?y h@}‘ LR gou@eﬁcg) to about 25

ore ore
kGy, 5 h@wm@m a0 kGoroa HEosbeH 15&@&1’?}“@%@[‘“ AEPHAHEES sbout 25 Ky, and

more préﬁ&b@}rﬁ(ﬁl abbiR 2 ﬁGﬁHﬂ labtb$ BGy. &Vﬁﬂref&&d effbodinlentpihOpsirtit® raliution by electron
active and st

bombarc}rrgatl Ay Ibebﬂ)p]éetd é? 3 oiOfng%‘%%%E orsi"ormulatbon heer gsrﬁ%ogtalr} ket qggérmqﬂxcludmg an

on ma sterilize
alternatiggnqyes inh¢hing arglra dirent- nmeettrmadmleof the i nvention. Radi at| on

Séa@iﬁt'io‘n 'st%ﬁﬁzhtgﬁ Iﬂaﬁtﬁ%%ﬁ%e g1 tbprahay daﬁ{ﬁﬁiuo&fof @e m@ekhhﬁﬁ For example, a
th radiation, includin ﬁ@gl ect ronagn

composﬁgf ¢fithe Ilrgelftlﬁlalinﬁfqeéaﬁhah?l}fteb‘ E)Slm@falé ?plplé)gnage %cﬁaatorﬁé/ﬂ% anfl ﬁosage to reduce
any nuctbeﬁmﬁarhmmm ioa ssitaisle lebdl eldtillpyrovedean totiverrad) siehld qomposition.
Methodb adi ation, including ultraviolet, X-ray, cosmc
T adi at | on, and nost preferably mra radi ati on ] the level
B L T
of local 6AB@héus ﬁ&nosﬁie I &depostik XA bhybinvdvas & niokeerf Aniogwit receptors (Adr) including Al,

A2A, Ag-%bac{ Ag’zg ?yqn(;d%latfe Q&%@pﬁl\/%%tloggc%ﬂ}%ongeg th@’lbcl% C(%QlthQ such as e.g.

t o _about 16
ischemipAQinditigps dFog pemple.adenylRiciyclags %éa{acu‘iagd Wte a ﬁ rrrél%a&r%% Prytem binds an

adenos&t}%ﬁtoﬂthé\/@y léa@in@b QJMMP }didin ah Pl ieithBor ofikiadesullidiiily @slting in

vasodll%m%uﬁlgﬁlncﬂqg I,xlnaés 4 éo nﬂnbl# r 25&(') at | lqgspﬁ%% \?I%Fetah?llhﬁntory G protein binds an
adenosinerTea@pibt, @ﬂehydwﬂlemlaamblémw Qf e@pﬂ@t tyrlessb-or formul ati on

he L& crﬂlb§&nﬁgnlt Itﬂe%@rgpog}iorﬁ alfdtfbr&hletldhﬁmeﬁﬁ daﬁ)l%. usd:dl”t@ tréd€lindgr prevent a
cond1t1cél|ruga{:1§1pt%1ﬁ a(%)ta%hgc?ng ﬁ-tétscgne b%hr%gc%dég g/égéeld%?f e bo po%ﬂiloél?] ange rmul?tloas herein
includef forexsipds; isthiern@tcorditiolyycopditidnireghlated ‘@dng]pqn@ﬁ)r Wex}g@nef 1EGSPEPT, 2 conditions
assomat@&')\%tlﬁ redlu%eqyﬁlo()g h&v@tg ra%ysue ltnc@frabie duedehifk el bl@lﬁ&bﬁ’dﬂ ord&ath.

Lo apout E\_EOU& U Lo a fc?o angina
k@}mplﬁ%‘gfsétteg‘tﬂ °9ndft}°83rﬁmé‘lﬁi&di° jrEC BNoRE:] mﬁ%ca]i( B 1
pectoral’i@)ﬁtﬁ:r@ﬁl&f)tﬁ:r @Mywnﬁkeaﬁie’albb/laioccﬁsd{@yn tupl c&mps;hsc&rﬂ(c@usclﬁ mugy associated
with mtpsFIe Sé)tag‘n; %dlgnnmga% &E&Hldn, J'ntl] ﬁg@ﬁfc‘dyﬁ&v?el Joﬁﬂh(ﬁit ion by

onmbar dnent P a corrlr) s13 [ limited.
OBxatpleri ARAP HHERERHOGET HEPrET o arden Brroacealer oo e
tumors, vAGdubl b Gf @AfkeRlsich Etﬂﬁfrrlaf}'gurﬁhlﬂ @ Rtnol mRetdstagi restardbsia(e.g. coronary, carotid, and
cerebrafllﬁSé?, 1t‘ %)?1(2 ! r1 sp mula P% etngotheﬁﬁ géll? a]thgtlascﬁl:o?ig) Jl,néuﬁ@&) Ibgcﬂl t@y due to surgery,

8 user mposi'ti ons of
abnormiakwaand liegling, 2pesrmad gugingnssis, élse%sﬁﬁww‘ﬂcs fibratis of Hesus, fﬁ?@ﬁtﬁ BHion
disordeFBYsoRBrs b BELhRE @ RreSb@idhlylv®@ari&d, iQ prolifeRBiR r&pﬁﬂsﬁfa&omated with organ
1r adi ati on type and dosage to reduce any m crobi al
ransplint ani nation to a suitable |evel and still provide an .
abtpantieulay itk Stsedd ingentiommplotss tb o pse ofthe deardesitiops, fpraulations and stents herein to
treat cZG0P qgc'alﬂiﬁ&tof ca‘ﬁ&?m&@clm&ﬁérﬁlﬁ Bt aRdr, fiex d'z!’hdeﬁt)ér@ Bzﬁlceﬁ\ Qﬁ&taﬁ cancer, liver
can be used to nodul ate or !é"ﬂﬁlé Sase t he |

cancer,d¢ig (‘J‘@]éeﬁ{hﬁ@n CIGSH 6P R &t theﬁlﬂréﬁ‘o dfrpwcrwe rzgtrt?froup %1}71‘01(1 adrenal,
neural 8echead ank h&k lenburtomedepdnoli skidngydbpsal qal bqy(qutrg sAhamopgxAll carcinoma of
both ulcera%h% a1 ﬁg Sﬁﬁﬁwa‘r%i@ x?@asﬂﬁcy sciRPHhAtae osté@ga&&h@ RS kRdor] ve@ulum cell

fect conditions, such

sarcomaseﬁ@mcglae@ﬁlatutnproﬂeaﬂ opblmecymagalstonss sl P g‘t‘@" ¢ By ipaRhgain tumor, acute
and chﬂ&y lylﬂ‘@hcﬁfﬁtclaﬂcagrﬁﬂlo\t\ﬁle o8, B try-celllhatog kgen@a hypbmplasia, nieddlary carcinoma,
sheos BB DO ERE SerrblEEespoR) hdpaRe fiEemy ymon mariooi
habitug terser] Vilmgtuiar, spm@ﬂoama@wmr/\tﬁ@waﬁéme% i agjesigieadyn situ
carcindndeRiobladi AR, RS @InA%0S Bdsud BERNNGAigMEdaerinaid, it #intl@toy, mycosis

G protei n bi nds an adenosi ne receptor, thereby | eading

to an inhibition of adenyl at#3-cycl aseb. |In one

enbodi ment, the conpositions and fornul ati ons herein

can be used to treat and/or prevent a condition in a

patlent Cbndltlons that ~can be treated/prevented by

o o "

o, .
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pectoralis, atherosclerotic injury, stroke, cerebra
vasoconstriction, and cranps; ischem c nuscle injury
wagsoodatsed with nuscl e spasm i schem ¢ brai n PCT/US2006/038692

Ldngbl&@rﬂﬂjdﬁﬁﬂy%ﬁhméi&@ dﬂab&ﬁ‘sh@r@&nﬁ‘a @eéé@ﬁl\i\/ﬁld 0@ ek drhaDRalighaoRr&Scemia, renal cell
a . conditi unde uncont r ol

o, B BT EO BT B WL FIRET gt D Pl dtan
melanoway, podesndiy pedonts, gdntbergcisuehadsagiaar y t unors and

t i Bhe SRJoAREAS b SondiiGSteRBP S venté @y e cGRIRRG: Yereifs R VAL, while in other
and cerebral I'esions), abnormal “stimulation of

embodimpfd i KAPH¥CURE| | s (at heroscl erosis), insults to body
t Esspes oivesctler conditiges that mayoreoreatall or prevenied tyalad domppsitions or formulations
herein BORR TR e AR GLOAGNERE PascuBl §b§§i§<§x§ Cgupiﬁq)y B{}&Q Hﬁﬁscﬁénﬁ[ Qﬁéaﬁ attack, a

of tISSUE repetltlve not 1 on di sorders, disord ers of
stroke, @ franspygral of H%lttra&slngrahlmlocmilglmfvct‘?g,ge fﬂuﬁﬁli‘YQ“é‘ﬂilal mfpgption, coronary artery
diseasepdofinkrly Basridissaes, lir%xﬁﬁ]ﬁﬁl&,&ucﬂ&ﬁﬁﬂlaaﬂ@d Weiehoﬂﬁ@&ﬂacmdent such as stroke,
congesave% ﬁ?t 2 %lfﬁe uBI@iﬁ%#ygr# %mié, ggrdlgmfolp%%yﬁgﬁa lgl}r{??‘ﬁ em%c attack an acute
lschemamld@p@mr gugfe pestorplis, @cwerceratlarxc%mt:@ure E)@a@ﬁﬂp}bl@%wwerecén@enoreferred

embodinféﬁtl He@mp et By HeRin aRERASS ue@@ﬁw&rprevaka ﬁy&@;ﬂl@lﬁﬁfarctbﬁ rdfea stroke in a patient.

b ngsg ﬁg %rrébﬁxrcl:lgm?rgts? tg%cr;]ucag ?(%1 1{16%3 that IPag be gea?eg o%re[VBI}te%a)& e comﬁosmons or

formul;rj@ppdqel@@gnclqd@@p@mqns Wwébhg&ptm—lgtestmqi wrms@tena@p}em,{mfarcuon microvascular
diseaselb@UikRles fnblﬁﬁy(evhlcﬁ] @aﬂ derRNde lﬂﬁﬁ: khe kEIQdyOMe hetil, ARBRGR ,thebétﬁm GHM the peripheral

rc uamus cel | car
rerves S RO TP A AT AR PO oo et L PR suh s
chronict@weliissizrgg, 2 tbewel sdtem@ﬁmneﬁsdhﬂgnh,sntsamcm laydicatniof skkletah muscle,

nngranﬁ%leeldac%@sr ﬁ%ﬁﬁd‘ F%ﬁln@ﬁ@v orglc@ﬁbtmaﬁ(ﬁll tﬂleretoi" nor, small - C ell
ung tunor, stones, islet cell tunDr prima

b naﬁn?fhef alﬁ;ﬁnfhmea ﬂ(foédné‘]’i‘ﬂha&ﬂ?’y&ﬁ Fr@tqdymwal&gﬂtqyéheéi;mpom ions or formulations
herein gﬁ;&i&lalnmcyalkdutar todditans Exdnglet yf-acneﬂ Vasdulap@hditiadeanmighe treated or prevented by
the metlﬂycﬂ ﬁgrg{l Aetudh bu{gxa‘edrﬁ ﬂlrﬁ ey to(il aﬁ+ Qg%afx&&‘ﬁé’ SEI omgéﬁlaé@ntravascular

nucosal neuronns, I ntesti I oneu
coagulfippeipihisss p boveebisshemi: shrokyied 4 Pm DRFORORA V6P H PEfred embodiment
the corlipdéttdng heWinl 47 Ged td reHt ands)emuaﬁramck m\é@ﬁﬂeatn t u rm r,

lcgirleccln}r{f OIIRIOIIS ﬁ)é %E%rgie Hglgl{tl\én may ’tiel T llsterec% 1o r@rﬁ ent t(% ?ea{ a.n(l‘ll/or d)revent an
adenosisgyrecpirEscited ongitiom tA@dfrnesnimwfceptortrdmd@amdlt@k frond wsFgh, actvity of an

adenosﬁﬁy £eploSis ti}g;mc@@ bbercfﬂbeﬁil? MR cBnd@of h]M lLel treﬁ&l t§| ro?noﬁx%ﬁﬁé%ﬁmg of adenosine
t her. gr CcO

to its rerceé> Oé&grggn 1r1cr?as1%t € acfly iiy )9 %?Ffﬁ’g? ﬁycgeg%gg é(masg a%&% q?x%‘foﬁlgﬁ%c‘:reased activity
of adeng]aie ohllaas t'lﬁ;\mglcrmgtti aptﬁvgty pirdenlyletg k winseas onel of ftyenostretss, may lead to increased

vasodilBfhl an Qd’éﬁosﬂ@le@e@%ﬁﬁ:ﬁted @&Hﬁ@r{ R aflo Qﬁfe%m%ﬁprev@rﬁéil bgtnmﬁ)ftmg the

nomas, and [ In sonme enbod
bindingeq) ﬁiffmsrns P 1 SR 857 EH ﬁ'ieé’tfsaﬂﬁﬂ“‘feﬂt&“@’c?ﬁ]ﬁ%fé"l rﬁ}erhaﬁ@r ficafing apd/or
preveniing aversigioh auwra patiehi olompnsmg adoligster@p i ookipnetivh or fotmulagion thereof described herein
Wheremy co\ﬁalﬁ&HL ﬁ{aden'émqpcle@ Jg%eafc%ﬁmh Ak, SR ﬂe&pt%r-feﬂ%& cd¥B¥on is one in

treated or reven nmposi tions
which %?CH{MF R BERoT lwmraféd CHEGT RH THASNCOR oWt aiation of he

receptoi.n0ose vascul ar conditions caused by nyocardi al

I %10(!'11@ B e Qodgl%%r {he (.aotnﬁl is“fay Be taﬁg %seme rg:elgtcgr?r‘ascr%con 1t10(1)1r Such conditions

non-transmnur ocar arc
1ncludeﬂ]gp(§ 18 ped ligpjited; toy frgilerpa pl@ygles @@qrg;%cawe%‘(p g@}lsrglgj Thaypitis ged-sinusitis), autoimmune

disease€ QIgORBIsY dlbﬂﬁﬁltdlséﬂs& SRS En rednd dikhgied) Bﬂe%nﬁoi%dﬂ%ﬂceﬂ%ég@dn@l@hon associated

er ebr ovascul ar acci dent
with 1s<913rma)1 éé)fr%lsmn h buralgst a(l:ka 1é1ﬂamme1tor¥ con i on t Ol’é‘lﬁghﬁ é:on(altloﬁ (e.g., pulmonary

embohw gqrqtpyhrhnﬁ)(gls ofthe qgrogw @;‘F@g@shyyocq;dlglméﬂgmgnputq thrombasis ©f the cerebral arteries
(stroke%rtoﬁ% a@sﬁ] 1o of BEPRAE irS¥EHs QI BeueQind MR of angiogenesis in diabetic
E@wg o acut e cgronary stent failure, or a
retinopgy fmgﬁ“ﬂﬁﬁPgﬁf refepdisny ef erred enbodi nent, the
conpositions herein are used to treat and/or prevent a
nyocardial infarction or a stroke in a patient. In
sone enbodi nents, vascul ar cbhditions that may be
treated or prevented by the conpositions or

formul ati ons herein include conditions caused by
gastro |ntest|nal or nesenterlc |schen1a/|nfarct|on

I Y o 1 .
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herein may be a non-vascul ar condition. Exanples of a
non-vascul ar condition that may be treated or
wonrewv@asxdsd by the nmet hods herein include but aPeTmS2006/038692

| M‘ﬁ@iﬂs tb@h’éﬂt@r%@ﬁﬂ%& pletdntigh, coliBing ﬂ@s’ﬂbbd:hefeﬁﬂ ibkole administering a
di sseni nated i ntravascul ar aa%g‘gu at %fecﬂv such .as due to

compostfigpei foruia AR AT de PEYHAR M ghY IoR- Ca

From hon-car di ac
calsRGive dmouat iy & sk b itenispos fire bipod pldyaa ensepientipn ¢f@nemposition of the

mventléﬂ%r% gﬂ:at@rr tﬁzh gﬁo?go 613?%11%6:2%;%@@%’% ) rug/\'ﬂflgérﬁa%? %%kabt)lﬂ 08 pg/mL to less than
1NV 1. .on

sbout s TP SRR | 65 501 B ST B ISP Lo

about 3@\ly//8L @RaiSH th@ ab@E L RIAaL tonlas thinabouc Zginili, greater Ann ddetrfggindeo less than

about 25 ?g%%]? tg%aterr tﬁgn%{)o%% ﬁg%glg tlés?tﬂan a§ou9 %gme gr‘éatert&ﬁn %tlll é’dgixﬁt to less than

ecif

RO 00 e ot A et A By R frattbay L somt o
less tha@ibo@RAS PEHILNBoré ﬂeferﬁlﬁy fredie ﬂl&lﬁz[boﬁt Bag/ebyo kR aeasittgeiioand most
preferabg)a% o%ltlgtu / ef IUﬁtgerr g fe el Seeéoedgré%g esue%;blog Hasgﬁg&ée%%%/tc?{gitﬁéA riboside in a
patient iFheicvsigfteraduitisarion vittyabort 1 a@t@ww pw 1S ipinptgs gbopy2 rejppies df about 12

mmuteé E.b%utsj Lﬂl@ﬁftés & BSut MMinlt8:25hohtd nlifek BASKRES WMAGRE kot s riiflutes Aabout 7,
r-related condition may al so be

i ne_recept
pWEM§¥§> édm%ﬁﬁFﬁ$g ?8@8ﬁted by inhibiting the binding of
ablendisi meotlimeitt ag effet epmowmt ofRrcehmsitidyl byreintif {00 mgkkg/ppmute to 20

mg/kg/rlnﬁﬁ(t@ r(btob%lg/%/&\ﬁht‘é’ %O@ng@/ﬁrﬂﬂg d (ﬁrmgl?krg%{ultertg 5 ﬂl@/ﬂé/ﬁl[nute 0.05 mg/kg/minute
ntlng condition in a

o 1 ffgest- b Ry U AR BT R Lo i P it
dBsas dsredlthh preentinvaltion povidd heeb@ind irtatiggrnd/sr raverdidenosdine described
herein l%’y%ﬁlgﬁgtgﬁngr a%FQ%oggo&& ﬁllatgg of tﬁbre@&@ﬁ@e%h&eat a dotseh of 1 mg/kg to 500 mg/kg, 2

tor-re condition Is one ILn whic
me/kg g dq lva/lfgy3 /a7 SRR f e wleprgke 7 §1g/|kﬁfﬁ|2ﬁ%la%/€% 10 mg/ke to 200 me/kg,
30 mg/@ tb N@®mg/Har Gikghe éntatibnkiitd, A tol dokd'gé Bubdat zmaﬁg/kgat\?\lhemﬁoﬁmstelm@ to a patient
underg%nég a IBn—cagdlac surgg nﬁre 90&35‘ $se I%mg g&l@EOO 2&5‘1%%&? ndition may

receptor-related condition, Such
c by fefthmabwmqn@ derein, b@tcowoenﬂe pr fnpratieng meybe adwipisiggd for a period of
greater @rlaﬁ £o@H leﬁnuteﬂb he@y tBnGb A aS}%éirS ﬁﬁpre(f@re@ embdbinefitg | blﬁ:h EdmbpidsitidnS or formulations
thereof &c g?r?llﬂlgtgsé %) %sscg céi'ttlme mé%% n ?bé)%tfls I r%(g: lgss % n a o{:&l‘l v)eek a period of time
greaterfreatenZihows pflcsntigtaboe] tiayd@gn@mﬁ Timg grepter ﬁ@s@ettéﬂleas i fopp than about

18 houfs S&JB{?JE' o@-{n&,ﬁ@@a‘tefr Hﬁﬂ DBut it Rbu th RS thal S 12@15&1:516 Keriod of time greater than about
1 0N,

0 condi )
o ARV BTBONT €S P OYBHE € 001 g PR gy o s en

about%fomerl es, nyocardial infarction, acute thronbosis of
ﬁw ggrrlggﬁgr%osegthgﬂlesg&scﬁcﬁéd%%ﬁlna?ﬁe @e&qﬁrreq‘aﬁé}la@ﬁdosages however may

Ition of I ogenest s I n neoolastlctlssu %
e seroRPBYIPE O BRG] G gty o BspPRELEH, Bpponditon obe
eatedhyepacrdb af ddBinG Y Nhel reyikeeds batd imtyidbiybj@t, the deerfty of the condition being
treated and Fh?i}lyg‘neg oqtl{e Bgtﬁ\ér?em”fﬂggor oﬁgﬂggeg ingﬁer ?&&ées das 'ﬂ{%%@nl{ér of

eéring a co 1 on or ornul at | on of

vanablmeresqr%@ én tndnvxdwé eSS e s oetomsidrishl e@ﬂr@aff%hese recommended
values @988t RbcomMon. ef f ect i ve anmount may be such that it

rlarr]rg ernsbgdprr% P {h resegt mve %n Crgvn egg] Engtgod rrtrea(.%{n Shd/or reventing a condition

1 on 0 F]% nven % flr om grea ﬁan a%
descnb@d mslelrwg ﬁ patientgndergoing subasry- étbwrgers eanrlrg faidiac ogpeazppidiec-t ha n
a@%ple@ oflcaldBt feeeti uLcﬁﬁiS bithR 'ﬂot@rﬁﬁtéﬂ: t0,49pa88¢, Blch asFb@adrLdrtery bypass

to less th an

bout
graftmg {%Gg’l’pellcﬁgﬁog%gﬁ ““’Elalrfﬁwﬁy nglop Besg’g%x%hpercggnefms%nslumal angioplasty
(PTA)@'S mglof@s@aie@braltahavpla@jbaupth@ Ccngfy dn mt]@vﬂsglgs stqnha-nceéb@ QQI'O'CI d
Cndaﬁgétog?/ Hddrt anfl ﬁéiﬁthﬁl% u%ﬁ%?.&ht Mbatifh FGiLial h@rd i8S &s lﬂaqgﬁbrillators, valve

abou an about 5 ng/nlL to |ess

rqmw¥ﬁgﬁrggﬁh¥%f§%ﬁﬁ g“bﬁ%ﬂ?ﬂﬁﬁthan about 6 ng/nL to
| ess than about 10 ng/nlL, greater than about 7 ng/nL
to |l ess than about 9 ng/nlL, preferably greater than
about 1 ng/nlL to less than abobut 20 ng/nlL, nore
preferably greater than about 3 ng/nL to | ess than
about 6 ng/nmL, and nost preferably about 5 ng/nlL.
Under one enbodlnent the desired bl ood plasm

o e . o AL ZA~A " 1.
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to 1 ng/kg/ mnute, 0.1 ng/kg/ mnute to 0.5
nmg/ kg/ m nute, and nore preferably about 0.1
wogskghasnut e. | n one aspect, the present i nveRCTMIS2006/038692

Rf 2 J‘e@@eﬁ eﬁ\bk’»‘ﬁ@ﬁeﬂﬂﬁcdﬁf oditfo 8f fordi1aBR e R ifHaRMBREH ROh patient undergoing a
con

tion descri her b m n|
CABG wigiioRF R sr i enitae SeAghosha ok 6t s ietmpiged o e
patient 1Ad@R CABGhuiagy kg r4toof B0 Gngrig/miimyte f& abayt Kigputs by 40 Orjeetigilegd optionally

usmga}éeé(gg{ei&%fﬁogo@ag&t é/glg’o%a%%lggé lﬁq tO 250 ng/ kg’ 5 ng/ kg to

Ty PO e BB B AR S SRt is dovio
adapted 4 be R 1AGEEd idWYBI bl Rtskil Sit cBrofdly dreryaf Pmtiéne Ndenermltyestgoiargylédrical
devices %%3{1«%0283%1}%%0 ??%1![' a{‘n ggr%h&@%}gqgagﬁlﬂ a sgggfﬁagt o@%l?cgﬁ/esggrl g?eﬁ&i-&lary artery. Stents
may be debifpsesisn & oot opeio it PoHe: Hdiresisplotsinn SarEiomg o seppor e

vessel opﬁr{efycaﬁ’d ﬁgveﬁ}%@sﬁoﬁﬁe tshai nﬂp&lﬁsedlo iiﬁafuﬂfeﬁscﬂéﬁotilc @Bi®sik @ artery and/or
i ned, enbodi MEnt8 R Ych L
oo R e P AT CURE - EREr DR ST wrecaan e
f Ryeferablypeérd prvent inveetiogr theawliac sunggry regy dnyelvelthevese pf asegni teegt and/or

repair bkmss@p 9%& i&en\’)ﬁser%ﬁ?] be@n &%ﬁe%@d lglfa PrCA®B: Qﬁmbﬁiﬁeﬂaﬁ&ﬁbsﬂ g Wken removed
hours to | ess

A N L L T
restenosib0 ThéSqardiac pegeryathy@fso tniates tigrueadfe stertt laenmprkro g stendsihwithoyt an gitial

procedu!r C3Sh ab Eﬁfb}@g}qq)th]'%n&PfﬂE Preseft ltg%lblp qxe Qlfrgetr}} % iSRS fmplantation of a
‘han about hours to |ess than a 0 ho

stent o%qt]@r kﬂdé fugp)éﬁlplg,aspgptldéﬁﬁgf Ipstanhge VfSF Y agﬁfgﬁ gl duct. The
cardiac @@t reldtedto b KB cdld rdpdsdevitdwady ba hoamtgm}ﬂasl‘y@mcsiureL ower or
hfn%rrlleeermb r%ee ?: trglggrﬁpotsdlﬁ&‘? Gt tgé %Ln‘? E@&ugh%ng*bé‘%s@@% akaﬁlg lé§a@eq or drug-eluting

as reqg osages, tered

stent w@eg@mreh@rt@n ofs PO flcgsed Wit ARE I EEOIE G P
contamﬂg b bdi‘ﬂpbsynoﬁ festdrRd Ee@imﬂ d Aimtl SR thetbdTenag Bded th Gaat dndGnttaeascular stent.
Follow18$ getp{%gnént cghhe S{TBC{ﬁe co osglo?sri*rer?{;'lrmaag Idl\%gs;p OIS'[hISO 1'%’1(? Qﬂ df %&Eé or artery over
the timefolriingicariapwianty i@ ne@m eé/or mprgnte pendjtion ghaelman B¢ trepfsgand/or prevented by
increasing M€ Edd&ge&ﬂ@focallgga@evgl%f @ﬁ@deﬂlgar k@h@es are nerely

SU eStlved .é{l e nunber olac\élar !eS in regard to an

eﬁl?i‘fﬁo PP TR PEGTFREA°ST RMERY and consi der abl e

e}mmplss @nen-fardgrropt dnesletowemmddbd)uvm netkmiged ¢o, prenll and large bowel

ﬁsechoﬂ%é&%@d@pla&taﬁo@ %‘éﬁ@&om&%sg@p tparaéeﬂ@sw%a%%al &dgééﬁrm df @B prostate

des a nethod for treatin reventi

r OV n

(TURe fieEBH MR Pb At e DR b THaR YT pporoidectom,
tonsilleStbih g @fyyingodda®ms, ptag@ieyt of apridgetopiublis,aemayel ofigiypCafiein fe ¢ colon and rectum,
repair 9 %tgﬂ)lroga% Iemg@a[ Al Al &%ﬁdpﬁscms' JAGk U(gx%l c@%gea{hgra&%sw organ

asses, such as coronary artery bypass
transplijlf APRFIRIY @Q%St% bpeptctirmgReBti&et r ansl umi nal coronary
am@s o@ﬂbo&ﬁibr)é of Bfﬁ%}lons PaEi6 wnda et stdrédgpasdpemtivaiglto a patient undergoing a
surgery as gescrf%f: e}él ({nps-gﬁl)e f:rﬁbo%lm% nts %%Brﬁﬁ& <§1tn>(a be M?Jte@éd before during and/or after

PRt T Aavascu ent
surgeryp oed eml@dm@w, G omopition b1 p@emﬁwi i -l dent,an ravenous ifection

a perﬁﬁ?e@ﬁlﬁhdnléf‘zgco%ﬁﬂﬁxﬁ h@l@&ﬂ Id s8Rk o ditnk:d) th@f)atlal{tﬁsl alsb @dn@histered a second

therapep‘%cpaéfr? g\é:‘qr%gg%(ﬁ ggﬁc? 1%1 S ﬁercmgdtr tl?erapéutlc ag(eﬁt 18 aln ageng‘s(i:n% Igearnmag)e inhibitor or a
blood diditinfy éxdlibéor Ingi o8t reefyrzed embqgl@@m; ihewccerl therapeiid agent & mermeraeti ¢ aspirin.
Screen;@ adm nistered to a patient undergoi ng a CABG
surgery.  Preferabl buffered olutio T
 Thosr L s S P P SR o i i
particuarlpaukdegivte tancbeditmian des@bBGesintgpemyy tatrezedrad/@ pofen@d by the compositions
or fOHI%él&g /dél} Fb% l?eretxp rSc@Qrﬂxlétfor Zuch ‘ﬂféﬁ ﬁsk%)(tlehts Yhay Be%x@&ﬂm&@fém@ Bélventional

optionally using a perfusatée solution of about
clinicalstandas; frichzga pRgE o1 cAntepReTaasPRDHTRes family histpryptaiseasy, Pfgge?fg?c screening.
Thus, 4 RrsaddidghdstPad patdiladly susdeftitle tPh QaMitL BeferAtly 4 Whditionasat is [kenw to be
stent is a device adapted to be inplanted into the
bl ood vessel or coronary art#¢y of a patient.
CGenerally, stents are cylindrical devices capabl e of
hol di ng open and soneti nes expandi ng a segnent of a
bl ood vessel or a coronary artery Stents nay be
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repair blood vessels after a stenosis has been
conpressed by a PTCA or a PTA, or after a stenosis has
woeeart/m@soved by an at herectomy by inproving tRETIUS3WEN38692

"tfeatable afhdl 13) e‘vgrfta%fé%g M@&lﬁﬂ%@féveﬁ %%k&gustlélﬁmpcpe%§écglullalr Edénd's‘iﬁle ﬁay be

sure or ‘restenosis. The cardi ac surgery
sdninice g O FPBOLNE OLSEPEF VT B *FBIRB D REE S S UG 5 ondiin
describediérBi@ut an initial procedure such as a PTCA or a PTA
%ne el tt10<%m I‘ ea,sl’sgtge%t e\llg%ﬂl czgﬁlac s‘n%&a%lé rgagg ﬁ%mlng]%ﬂélth\ﬁechehpatlent 1sa

ent on a er unmen suc
high ikpstiorar bphveicia pOkes mecb@% higipre foadentjf anydpsk rls‘ify‘é‘tfhlfl& patient.” One such

high ns@ﬁ@t&hﬁﬂﬂ&hs dwﬁo'c&nﬂidﬁbns FbRECATT fliga®. Bramgled of higk Hatfetbrs include, but

are not ]ﬂ?lggg)d&a?vétlél ﬁgsafO n{) Al Y Img K bfna%{gnngea t%ﬂ:d ggig%talg%hﬁaﬁl%ﬁumgal coronary
angmplq;;tye@@prpasq:ddqfemqngﬁpr ﬁna\ytlob enqugrgﬁby ap ejgctigp @h@%{e&sdhag gbout 40%, a

decreasglrléfgveﬁ&lé{ﬁdr Alcth 8Bdsu Y8 a8 eibdiin RAH@ of I%Q;rtﬁah @HbthfO%achromc or acute renal
st andard |ntr6}_ vascul ar stent Ciai
g

failure, gysibytanngR fistory o083 37 ST PEGTRVAFHT!
history ef@s<€dr infoeechedninttadks) a prior anybw@rdiwiinfatctioyihat brevreed Wltmyoobtehqjyézjl months to

aboutthte?astql@%ntﬂ@oﬂ arbgﬁqﬁ}(a@i%ﬂéréd’f stent. Follow ng d_epl oynment

t ént ositions herein may, .diffu out
e gee FRPHTER. JERE SR ORGP OR TREN [RtLorcsed o
ventnmﬂae kuneish Rgastiad i 28 ejeQidt f&Eigh df Gssrikd wiget WPichr tees tipn eboait0%a The ejection
fractlon maz gé &éaglﬂed We%ﬁthgé&sgﬁedtlﬁ* gﬁ 138{%8 et oP r@yfq’gtt ﬁg SI%Y7 640

reasi ng he endogenous i zed eve
e&@lpoﬂ@@;@bg@@pnta@e%@nﬂp@gomg ﬁOtaW@eaﬁ S EeBNH SRR FE hlg]? Fik factors.
Exampled it &h %ct’olﬁ iARAe, 61 b16 h& Cim@éd ta, m&kﬂteﬂfa@f sWich a8t 0, @Beraklerotic heart disease,
ie. corqnﬁrphh?ag éhs%age (evulien eﬁﬁg%eg‘;})}%a vascila ﬁseyse opc%oH g‘teﬂ/%gasé%f glal%geg renal

resec
failure, heag g lpe awmaﬂy @ﬁer tha]pme hﬁé@ﬂr@nl?r hypegtﬁ)ahbg éﬁ)ﬁxsyenswn hypertensmn for over 5

years, aRl%%@aﬁﬁ'ﬁ 0@:5dtiSn witli:P6WS Us ﬁltnnﬁs@horr t@@%@ﬁw @Pind) Eﬂﬁyﬂlﬁuapli}@&ﬂateﬁerolerma ora

| RP st er ct 0 at
combmétg)rl &exﬁ rb%%ﬁgfe 81%1160%1enté§ A 1%%!)6'%% sclzrgegéd for%?g% Fisk fn’é{érs is undergoing

organtﬂaapbmtiomsluigmt ony, tonsillectony, nyri ngodect ony,
kis Placenent of nyringotony tubes, renmpval of polyp(s)
e e £ D SR ShT e O i P ABR S coniner
with wiGtth ebthuatpas fot tse haeen Figsl iystrgesganextmpngjp ki i1, of the present invention.
TEQ E@lqgcthfaggohe BIJ}IlIO%Ofﬂ' t?cﬁta}tlne (46)l lléb()(:%ﬁllﬁrxsing n:o@sﬁgngtol? &r cl,olnhﬁmg essentially of a

e conposl tirons or t1ons_ herein can
compogifrHPRRFRtheaPrapE Aeys RGP B spat ?@ﬁ@lmaﬁ%ﬁf@t&f’ﬂan%wz
compriSebl i Bifeitd ﬁ&mdﬁ;‘ SIAICK ﬁ'ﬁbsi’cl_e 61_&h Bnalok meﬁmmclemﬁ@dulwﬁm Sych buffered solution is
preferagliy ?t ?lsof g %p mg{g ertgrablg 9 iy} @I ‘ g{eﬁgefepa%fng t7. 6‘ Lgulcl{]tglﬁﬁgdjs[ogﬁion is

r surgery € conposi t1ons
preferably emaldqﬁomrgqa@rgea LY. polgiogy @fgnpeqlww Fgorelaiops in gt container(s) 102 are
preferablp LEDYENS ophilaitol B, lyoBhiRRLdnBalse A&Gﬂnptislln&ﬂn @ifst @ntainer 102 canbe ina
e b BB S STRSPATET oSO 0. 2
to 70 ngingf, 8¢ mgnhl énddotimie nt mort preferaly ehouk 40 nefrrép éuﬁhucencagrem fopng can

subseq@eﬂ }ﬁg%gaqsfd ﬁ@a HeAN RaSe dr?aﬁ@tet Qhti® a blood clotti ng
nhi bitor. rwanmﬁ erred enbodi P4
t R Ll i e ool Rt S aT g BB PR 4T A

compositi® opfosiends thepwemt inentiaalis prepoing epphateduider beond fm@mament second
contan{elnﬁ{)h ¥um n@és a E(anqgttxo% mhpﬁvénhﬁl 1M\€‘§Ma§i{ of %}Qteﬂ EEQﬁeVsbﬂﬁ’cﬁ\l anli/%r perfusate

ticd 'y susceptible to a condjtion as,
solutiop,GfreRPIY Hﬁtwlﬁﬁvatt?@ Ot pesgpitiop of iy sefond PR RS £ &S ?ﬁ@ ’P% % 30 mgmL, 0.1
mg/mlCtG PPAFnLj 0NBg/OL td 0mEhia bi onsprefesidy aboed nigénlesfione or more of the
Cmmmﬁ&msﬁg&yg for such high risk patients may be perforned
ng conventional clinical standards, such as a pr
0 ﬂn wo rredmsHiatie Beisomineg Md 8 d/of sgemnd sPniner(sh 34 a{?fampules Ba prefereed
embodGheSEAS EontaRbr(sY A8 Bhules SGENREBI HAGling § RelBme ¢ al@r (501 ML to about 100 mL, about
di agnosed as particularly susceptible to a condition,
preferably a condition that 4% know to be'te6alta
le'lalhd/bt fe'Venta |l y il G iating the |level of
endogenous | ocal i zed extracel | ul ar adenosi ne may be
adn1n|stered a conposi tion of the ~present |nvent|on or

Y

Bl(t:aéc? grghap}%s%oryf ot%ne or n%re prior strokes, a

I . e
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are not limted to, elevated age such as 70 or ol der,
unst abl e angina, a failed percutaneous translum na
woanwreasds7angi opl asty, a decreased |eft ventri earais2006/038692

O L fol‘%@&itt @fﬁ‘}ﬂL DRASHY Qb to%ou@gb 181, 86dut OKL foraBit 700RL, @fout BES totaban60 mL,

bout 40% a_ de reas f cul ar
o GRS as FOH  PhcbrDg b o2l BRSh SR ot 20
and abodi0P%L 16 AoaNi0anIO Mn Ak bleferrehaibocﬁrmntsuh@ﬁrstdmmyi) A7 igabopt a 20 mL ampule

andthehelct?'ndgsr)(au%F(S)Q@Aials Qoroutrmrn%.,m Iu.lgr nmyocar dial infarcti ons a
R one or nore r|or strokes, a histor

one

oK H o e Pt oL BTGPy ot 103y SR i PR ermay
follow &hﬂim@ﬁﬁdiblf sl OWItd ﬂ’ﬂépﬂre abutoldiibreor par&kateXdlutimrftonshd soluddn®Eifirst container
102, sulltalgle 1:for aérmralzlirsat n %élem ofnstﬁlctﬁ)gs[@f 1139%3 QL tr(hz % %fexanlp'ﬂa &itable diluents,

tient i s un qomthAG

such as %tlergé pa}memq@thnéhaé pdd PFe‘Hedf t@ﬂ*“ﬁ‘“ﬂ@%@éﬁ%@d’@@f fons/formulation in container(s)
102. In‘s’tﬁﬁﬁdhé ﬁﬂﬁs@[03fch&ﬂfﬁﬂlieﬂﬁo%&§pi6ﬁﬁte Biyal eddceRiraichsidodagds ket tatiriftistered to a
patient E;]scglcop,l I%Plartft %ICCO (g%oﬁl%ﬁa%tr%% e\%zltf’ei? éh aoggla%?ﬁ l%el ﬁ O{%%IIQ turrent condition of
patient,dps ofsivigerd (if any)Eridgmk wnddrgoi®; eiber et al ., U.S. Pat. No.

SF @)&m@l@' Q hEﬂh@Fb%m& BIIad mﬁ]ﬁcﬁon@ 1@3&5 prefate adndl @dﬂgﬁoh Prgm the

SCreene

compo g E PG B CSPE  EFGAR BT O J50N o T P ag ol
in the sécond celtgineal @d Teegecfgted hmlaging s, inwrudtdps fatuixet0d seldardt heglthcare provider to

preparell%@llﬁfsatg%ﬁlﬁ@l%ﬁch that fie ﬁl@a@gog&ﬂﬁa)ﬁopﬁﬂ b mfdbi8SeRin (<EMnthe pIAREL00 1M, 5
uM to H%gg,:“ pheral vascul ar di sease or carotid ar

LB SRt G S SRR P A may provide i
5 mL of Liing/RD YA titoeiad is hdied @ Pys mil gkfisateaslition,ahel resnliig/qerehiragptily be
approxnnap %re E;IXEQ)% b(P ﬁXLQ&)’eIt %E\'tﬁ{ct@(ﬂs fogl.l;e l%y G drrPecyh %ﬁmar@‘prowder to prepare an

arction pri or

iv. sohglg}p baél‘ng:a ﬁ@h@ﬁnwatratlarr qfﬁ?ﬁuh]‘-ﬁngmL nylﬂg fng/ﬁ%.* %glg/g}};éq %)rﬁlgémL 6? mg/mlL to 80
mg/mLE20GEHTRL faat) @1} soen@af, 3) 0RgAnI b1afied refetatdyddodorepinL. t he
P ei n reene . . e
%&ﬁq@i oz %n%% c?m%nse a I %on{agg‘ I%rqot alléthg%g&qg Kﬁ% lo uﬂgtmg of, or consisting
essentigdly eéaeqqqonqi wmmceaenallg @nere@bcalzneﬁgt the cqzrrpp%twé oniprRdtipns geiized. The

sterlhzélircoﬂﬂﬁlﬁo@ bor bAR16RRF b RSz BF lﬁ)h-llbfob}ﬁlhzed)ﬁtd%bzﬁlﬁﬂ ﬁéiém In another
en i nstructions

embodi rriePth%éc{ cggtalg(ﬁ éong))?éeﬁﬁ Fompg%lgog ct)(mgnslil%ﬁse E}ﬁrapeugc agent %1av1ng a set pH
range 3 vt Tormin. K 404 P ineshonenim corsmslafer it comprising a third container

compngim& Fc%fn(m?'éom&%ng%{% BRhdsHE BGmineR 'ﬂﬁdbﬁ&r' 00 e pr&¥¥rred embodiments, the third
consi s essentially of a conposition or formulation

Conta“ﬁrecr"’é‘?rﬁesfp&’i‘oﬁtalt}?ravenous applications. In sone
e b b pipsitisy wﬁi fdrinnist aciontolutipreirased 02the pruriosel)3 an the kit for solution 102.
This Lﬁﬁet‘;gg Iﬁ‘s(t)elr Qlft E%r]gésug eR/Ql‘fel Qﬁlcgﬁ wﬁﬁpﬁpﬁlt&gleart or other relevant
ereo suc ornu a ll uch buffered sol ution
Ofganls preferably at pH of 6-8 or nore preferably 6.5-7.5,
Businsd Memyae preferably about 7.0. Such buffered solution

I %”Iﬁ%p!‘r(%g &Qeghyn (})ré{}]}éesaiglls' es% Sgthcﬁg %p@%{uﬂ rharIYeImgSa %/Uislcl composition,

ormulations in first contal ner
forrnulwoearﬁﬁéﬁéld%@bfllbydhqr%?l lized by |yophilization or

n Q{kblny et the QS gIRIBdHS/ forf1 GBS in tate QAN ds irSatches of at least 100 L,

200L g{fonfi ?{4&76 Irg%ojlto goo%ggoo% ;{4{1 a;sq%b"ﬂ ; n}'fgeliaat ,g)qchss?zlfslr’ht‘illll%gbgtv?e% Ma.0001, 20-
800 L, 30 7@0., AFANL, 502990 frppr mgretpg:feT@lyr‘ngl 90 3@l W rﬁgmp@mgl@g of the compositions
herein E%/ iftlade RixinB® EdfutiBh @f et oY sa Hftth ﬂl@cdﬁgésmen be%igclﬁhnufactured and waiting

GRS Rt 1 A, GBS oSSl By et s
20-25°CQAd dd@nmahomxyx capticiaddzd IwitlyfualmnppmeTMealwpncm@nselmn gan then be

stenhzgc? Q% yq%{n.(ng lt ﬂll(Qéh Qﬁgpt%ﬂﬂﬁ&ﬂgenﬁaraﬁp %Q% 102 MiQkn iﬁ@} WuliQBtution is then
present 1 nventl an fo prep ar i ng a erfusate

filteredsipjp aleqnélﬁpyrqgﬁlatsﬁ é‘aléﬁ‘t?ﬁ'a?lPFésnt‘\ coRBEO AR o9 ave verious volumes,
but is GEERHlY DAL i@ sigd MO Sihlk indRomEntrhtbisoluiag Aiticin Areithen sterfiatd by iamrpne of the
of water, saline solution, and/or perfusate sol ution.
Preferably, the concentrati ofdof the solution of in a
second container 104 is 0.01 ng/nmL to 30 ng/ni, 0.1
ng/m. to 20 ng/ L, 0.5 ng/nL to 10 ng/ni, or nore
preferably about 1 rTg/m_ of one or nore of the

o " o o Y T L T ) R
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about 3 nL to about 50 nL, about 4 nL to about 40 ni,
about 5 nL to about 30 nL, about 6 nL to about 20 ni,
wanw7apait 7 nL to about 10 nli. In nore prefer PEd/US2006/038692

" Varidus SRR ARG, S go l1§<§ Bidalidnoh n&qu'btpﬁhﬂﬁ&ﬂ 31) préffied eSbRARRLE, tl@ baﬁless herein

ot e G B 4S5 IS R0 B RCL 108, 2. 0L, 8y
kits, andl RBdlddd@tubeanddifcredhsenl103. A physi ci an or ot her
hfﬁ%hé %%e@tr fe BESQIYt'&%ﬁoMte&ﬁLt‘s@ﬁ’sﬁJ&ﬁnéﬂ@gst thaf Qlteﬁt%algé% fof AICA riboside

use ?are an 1.v. solution_or perfusat 862 Iy
that By st iy e RFAGFAPUATE RGP GHIPSHIGIT TS TR AIsge i bepigpptified inernaly
within aiubdsﬁals sefr By rec@6hai 4al 8dvelagnhedtdr the basinga inag idense bnsiterwietabquitsthe rights to

analogs o|m angiger or%g’mz%ﬁbn ’fﬁeoo\ﬁ%&?s m{tﬁ%ﬁs r}%%%ﬁﬂm &0 oﬁtwnal@k?rL cfade the researah and

I ne s O
develogygent p§ %a&l@fom@m of AlGA aibeside g5 qnglpgs thereof. Such formulatlons and reformulations

can be &@mﬂl&ea b}Qnegc{uElﬁ)ﬁrsﬁ&Elﬁ&rle B thir) p@@ Mteaéen 6y @sausﬁ&z
%)%eu e(r:m 8? glg’r*tsf Er ul'slﬁ’less met] dc ﬁ rem co gela Ia’ce r%et%l%/ c%mmercmhzmg the one or

CoRcent I ONS
more cmlmnstf@mel@hm@r Fitphscloser herbIas“@cﬁcleWe thlSnth?J‘mSltleSS mpyirain a drug sales force

to sell s%@ﬂgéd(xét@tg ppcﬁitlﬁlgsetrsr £ adeidhd f)l%Vl@fm @4, p}@Qﬁan@ fnux@@tﬁh@fﬁfaclsts formulary
curre

ofﬁmalaf Tgelfpl Pr)gg ﬁyfagcgﬁgfj pebsg?r}egcﬁlre }Orgc Y 81&5 185 pﬁlp onn ?o sell F_ne XODmposmons
formulaheasyptiier kia hhembo theepmepripr byrwsleFherrasnessdirtioway m@trmd@l kifpindependently

orin co]-lgt%la'ﬁ&l WinGpahder, &dn ks a\f)harﬁQJIeIchM Q&Jaﬁ;pcmbfogﬁmology company. Insome
nposi tion/solution_in cont ai ner 102

embodﬁ}e@b g}e éusaaeﬁ élFI‘FlH way gll ét%lllgms tq:)lﬁar]FeF glﬁab(oHeecomposmons formu at1c()jns tand/ or kits
thereof@d)armjﬁspafty on/ f or mul at | on in the second contai ner 104.

l th & gpé’n% ﬁ{ngnq a ngp ﬁ)c o ep@arﬁetlargia;esgt Upﬁealﬁl e Jr%deﬂ%ﬁt t]egﬁ)revent a

can direct a ovi prepare a
conditipyiefeiiis Fpresxappleut jalshiokn ERY Fhide CQI’PP@S“F‘?I‘?! e AU o cardologis
to treatﬁbf‘evéht &mﬁliﬂc&fdltﬂaﬁﬁﬁﬂlﬂmg Beaft Bi@iks Istrolel/l 3 ma@br Ad-trabsnitiMl myocardial

mfarctl&ns acute m%rdlap[n.%ic\:Qlons c ona{:yt rter dlsu%ggio%’ngp h%ﬁ%@%&t t gthm sudden cardiac

rovi ae
death, @remqugefula]_ aqngmtn_or;gps@o? hejryfgidire) bfefdgeamé@sqhﬁhrg@,g;aqq—]gmyopathy transient
1schemﬂ%&efcldss R 1s$lQ:hﬁbts571QlEbmet he alfgﬁl‘é Pdctokdh§ o£ONIGBIRAtIoRATheeoM | | be
tger n’&@%}?}éﬂt tatrfrgé% orcg mﬁyese {:%mcpggr\%on% ro&v?lglolnsn ?rtkEtéJ t% téeneragphysmlans
for tremrfsnt orprevepdnef fapditibra\siahgs the ficreaidscuday dis@srtof élabetshmdﬁtua b@tﬁtbowel
1schem;Ia Weﬂlehénga %_any r@]ﬂemm ménﬂ%nf@%auﬁi@at@goﬂgs/le@}musua rﬂigllaﬁbheﬁ&ches

to 70 r
Remagl oo A TR ana’/ﬂﬂ@“ﬁaaQ%? Pl gaunion such
due to b)cp'tel igdherhih, yndcsbory dr 8 eongbirktirinitiggreo®nt @i ner (not shown)
[)theﬁ‘ Ielg 1&%&& §a§e§ H)g:e Q'Iay sefl Eon‘;pgﬂt?’dn§ tférﬁaat%ﬁ %@Eﬁslt@éu{gﬁons in the case

0 a secon hera eutic agent . I'n one enbadi rrentG
of patigis ipdEset & L O R B PTE S B1P] P B A AL) srdey,
percutmbdRE trdnklddidal c@OFAOShFibptaats (RICAH,daserithgdplasin,Sermtayl alpgoplasty, an atherectomy, an
int:ravalg‘c\r(]lfg)i{J Jh?en rgcr%%x 8£3.I'(R18 gncfa% %%Qt Iv?.lggre §069181§ &ﬂée@ﬁ gld Iax%grﬁ&agsglallﬁnon surgery,

e C ntalner rrse

small aah l#ys0 B9vrel BHFctivarApIen §m§ané@ngre eRpPRICHEITEr ]alii‘élﬁ‘topb PafEesis, transurethral

resectitPOf k3 Qroékatg Mﬁhfs&%@mﬁ&bﬂei%ﬁfoh b@déct&ﬁ%r @illphgo- 'odiph&ectomy, Cesarean
ven nt enpl al

sect101fJ %e%i;r*;o c?ectom nJ?otnﬁ lel;r%mg %%odec mé/,op acemen o a CO %%es removal of polyp(s)

from the@pipyr d4nd rrqqgmanpaad‘émw rpw@p@eramvnlaagémammmf negplasms nf the Wlecureﬁage
thoracdeSi, @Jofa@(gom%f)l%nilﬁahp&mﬁoﬁ B} 4 AmbOHoRIRESr, GRAPINLS@Rent, the sales

ent ost at ci.an. w for
fore o G G U e BB WPl PP RE [MUMOR T R HF xpppoton vt
anesthtio Kurdg b wfrgeppndedefiPed hdkins Wi || t hen be admini stered to a

P %11I Rt em@ﬂﬁﬂeﬁganﬁ lé}[agﬁfey hel'eli}parqu ¥§4N§y‘ 1&91d¥& th limARP Lc)épet (9 the instant
the heart or other relevant usi ness ©Met hod

a
inventipp, o Pt Do aPRFETHEGL SR PIOVA %fss%&ia%ﬁhﬁaé*s%a‘f D IFBHEe g} modifcations can
manuf act uri ng, marketing and/or selling conposition,
formul ation and kits as described herein. In sone
enbodi nents, the conpositiond?fornul ations herein are
manuf actures in batches of at |east 100 L, 200 L, 300
L, 400 L, 500 L, 600 L, 700 L, 800 L, or 900 L.
Preferably, batch sizes wl| be betmeen 10 900 L, 20-

~NAN 1 NN NN AN SN el - -V




until 1t dissolves. The solution can be heated to
30-35C to enhance di ssolution. The solution can then b
we 2e0o4e337t 0 20-25 C and additi onal sol uti on cRrOTHES2006/038692
e hatid dﬁeﬂ«wﬁduhaq;mﬂtghmn tha s)ﬁi'nﬂ@ scoishﬁ tfelapy@hde@ AIMMIE AL BEN obahges and
modlﬁ%agons ara ﬁontemB rateecti g%heur; !Iﬁf scop C?Hhe Zt qmvefnh%u ch bgs I gngl gg It
mA8 peentsf publications, Bed nétest@pmwh@w megthnh?eln thilsjspacidieasign rp hegein incorporated by

referen@é t6 89 sRtRRYER &Qf@&ﬁgdlﬁﬁlﬁi PateR] pub iRl & Bdtént apPlidafdtvak HEdifically and
diviaky 6$ tgﬁ Eent ﬁﬁg on can have vari ous vol unmes, but
"1W1P§y &Y AR VOB Y 5T Ye. The vials and

concentrated solutions therein are then sterilized by
any one of thevarious'pife |l isild M& s d,""# ri
lili:gation or non-lyophilization. In preferred
enbodi nents, the business herein manufactures

conposi tions/solutions that are |yophilized.
Sterilized containers are then packaged, optionally
into kits, and | abeled for use and di scl osed herein.

I n one aspect, the present invention contenpl ates
busi ness net hods that identify anal ogs of Al CA

ri boside that may be used in the treatnent/prevention
of the conditions herein. The anal ogs may be
identified internally within the business itself by
research and devel opnent or the business may |icense
or otherwi se acquire the rights to anal ogs from

anot her organi zati on. The busi ness net hods herein can
al so optionally include the research and devel opnent
of suitable formulations of AICA riboside or anal ogs
t hereof. Such fornul ati ons and refornul ati ons can be
acconpl i shed by the business itself or by a third
party |licensed by the business. In sone enbodi nents,

t he busi ness net hods herein contenpl ate marketing/
conmerci alizing the one or nore conpositions,

formul ations or kits disclosed herein. To achieve
this, the business may train a drug sales force to
sell such products to potential users or healthcare
providers (e.g., physicians, nurses, pharnmacists,
formulary officials). The sales force may add sal es
personnel or redirect existing sales personnel to sel
the conpositions, formulations, and/or kits herein to
the appropriate buyers. The business herein may either
mar ket kits independently or in collaboration with a
partner, such as a pharmaceutical conpany or

bi ot echnol ogy conpany. In sonme enbodi nents, the

busi ness herein may sell its rights to market the
above conpositions, fornulations and/or kits thereof
to athird party. In other enbodinents, a sales force
may target a subset of healthcare providers that
treat/prevent a condition herein. For exanple, a sales
force may sell the conpositions, fornulations, or kits
herein to cardiologists to treat/prevent

cardi ovascul ar conditions including heart attacks,
strokes, transmural or non-transmural nyocardi a
infarctions, acute nyocardial infarctions, coronary
artery di sease, coronary heart disease, arrhythm a,
sudden cardi ac death, cerebrovascul ar acci dent,
congestive heart failure, life-threatening
dysrhythm a, cardi onyopathy, transient ischemc
attacks, acute ischemc syndrone, and angi na
pectoralis, or a conbination thereof. In another
enbodi nent, the sales force may sell conpositions,
fornmul ations, or kits to general physicians for
treatment or prevention of céhditions, such as the

m crovascul ar di sease of diabetes nellltus, acute
bowel ischem a, bowel ischem a, kidney ischen a,
|ntern1ttant claudlcatlon of skeletal nuscle nigraine

_________ o 1 I .
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smal | and | arge bowel resection, organ
transpl ant ati on, appendectony, | aparoscopy,
woaramestsesi s, transurethral resection of the PCOAIIS2106/038692
(TURP), hysterectony, tubalLAiMmtion, vasectony,
wWHATRIRANGE %pphorectony,_CESarean secti on,
henor r hoi dect ony, tonsillectony, nyringodectony,
pl acenment of myringotony tubes, renoval of rolyr(s)
1. f ponffirbisofdneommidtly AR ibdidd fRadid saldbuff@isahtioR bRl RSL6.5-7.5.
renmoval and treatnent of neoplasns of the bowel,
curettage, thoracentesis, thoracotony, rhlnoplasty
2. afdoliigses tiimpdin claipyl vehersirshiil effered moletio Fanepfises b huffsnlected from the group
consistRF BOCHs PBfkbhate @ hs@iRS force may sell to
anest hesi ol ogi sts for the purpose of admnistering a
formulation fromthe kit in conjunction with an
3. anesliat deidedrin digmd vdereig eid Alfdgdpiideadktdnizedi n.  AUof t he
enbodinents and exanples herein are in no way intended
4 tg I mt Ehe scoge of the instant invention. Further,
© o SREYPARelam e dpim derely sty CApribayidgiiysierlized Ry Iyophiligation o
art that many changes and nodifications can'be ifiaile
5. el otbiod ésrblalrtnegl n cla& '1 FnZth;fl% eﬁlpslairdlglcg 1b§sqa§p$ stgnl z‘éd1 means other than
appended cl al ns, and such anges and Pcat
lyophllgi‘té’nconten'plated Wi thin the scope of the |nstant
i nvention. Al patents, publlcatlons and patent
a n
6. gr@!él}ngbﬁ%gn cg%rlr%edgt?ggn!élg W%grem safu; iuﬁon 1Qct?ucc'iest IF] egl%na r@lmé’%tltgﬁ}f Weé%rc
i f each |nd|V|duaI patent publlcat|on or patent

7. apetfgsat isHtionAsmERRE b fsb16iadh |y cRR@d i 1dYBLA % a perfusate solution which
indicated to be incorporated by ref er ence. CLA VWHAT

ﬁumﬂf%?%iﬁf%%ﬁplg 1. A buffered solution conprising Al CA
ri bosi de, wherein said buffered solution has a pH of

8. B TR sélufon afolaihedS Rkl I%h%oﬁ‘t{)@ln'g% gectnﬂ ﬂ%ta@éum e;lgIeM’h erein

said buffered solution conprises a buffer selected

fromthe group consisting of Tris, phosphate, and
9. hPstof elfoirtion @ claited dlant dfohinas te$ @itwednifnted dh Modcatie fe ko treatment or
preventﬁﬁ'oglséﬂelgf_a‘ cSﬂd 9191%' &l)ﬁdlﬁo%s ?e%ﬁ&éd B ggl‘osu?& or'T d cgll ngédqﬁw’dté a tissue or to delay

claimed in claim1 wheréin sai oside IS

nmﬂ”@?ﬁgﬂﬁﬂtzed by |yophilization. 5. Atsolutlon as cl ai med

inclaiml or 2 wherein said AlCA riboside is
10.  ShGkdd Lizfigh Y { boh 2

<ol utal ol asl C]Ia%re% nstlllg 011&1{‘5:11 is \SAA% AR (li] h%m é‘ta 8up co?mspngoof a heart attack, a
stroke, jaEnifEd of astrangpl I”Yd)?afﬁfﬂli ritpf{trytlob,yaq,\mu@ Hayocapdial Apfarction, coronary artery
dlseasepﬁfcfnhiij ataa dsedsd) tzh OFhyGORHP sidSdntgrdAc &Q{hui EedBro@Bculdr A, doBeestive heart
failure, %l h@é me%tzéns \quﬁgrgythlma .carl 1?1%{10%&18 E}Er% Sarcl)sbelnt 5 grﬁl\émglgagl& |ag?%dsogtﬂmc syndrome,
angina d)le%i?l#ts’l the LFP‘FII‘?EE\SW@D rﬁp?qsg iof gliaketese mgfhids, t dvae dpeelt babermigekitiney ischemia,

intermifhnt H&Lﬁhc@tfonaof %@Aléﬂl'n‘ﬁﬁcl@&m%ﬁé ﬂ@aqachég R (ElBiniBn, L hQatic injury, a
nufacture of medi canent for the treatnent

Pa“"fea%" “a‘“éev%nﬁt S HigYed, %%Wéﬁwle COBFRPT G, 25 B P toPBTigischemia, shock, or a
“mmmﬂ@g@ka@%d by adenosi ne or reduced bIood flowto a
tissue or to delay norbidity or death. 10. A use as
ained in claim9 wherein said condition is sel ected
f §ih % HBTGT BBt o AYe epfghis ot amedament &3 hy ereyensionsqfa gRaglition, wherein
said corglition @deathur al  or non-transmural nyocardial infarction,
an acute nyocardial infarction, coronary artery
di sease, coronarx heart dlsease an arrhythm a, sudden
12 cApgPadeimedip Haimd0 whsramsais candition dra mayoesr i infarctiomngest i ve
heart failure, a |life-threatening dysrhythm a,
13, |C§g ét?nﬁ%{lgésﬁq{t]rgylm le,vmefreanl?ssall condltioflgslpgjfa[rt tta t aCk an acute
ntcrovascular di sease of dlabetes nellltus, acute
bowel ischem a, kidney ischema, intermttant
cl audi cation of skeletal nu¥éte, mgraine headaches,
Raynaud' s phenonenon, a hepatic injury, a pancreatic
injury, and dissem nated intravascul ar coagul ati on
such as due to bowel ischem a, shock, or a conbination
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11. A use as clainmed in claim9, said manufacture of a
nmedi canent for the prevention of a condition, wherein
weoeaiwt/aesdi tion is death. 12. A use as cl ai nedPCH/USE@isN38692

w1 wyrepieingy B Gt 4 potient is wdlergyincarzeyal i nf arcti on.

13. A use as clained in claim 10 wherein said
condition is a heart attack..- -1J-V sb nb

5| A5 A pame iRl 4 hﬁ‘e‘ﬁé‘tl‘il BHEViS gidise F¥Tng surgery,
15. A use as clained in claim 14 wherein sard surgery

16. i ufe &8 gig.lq‘ie@% R %%I%rem%gd ca'rbﬂlaléélgge% g:ele%%e d, ? {h ITFrOIﬁ) con51sg' g of coronary

erein sald cardiac sur i'stGel ect 6

artery Rypstig e {§PBE): @C%arw%r%gwal avenemangoniaty LT lastrapgioplasty, cerebral
angmp](a@ﬁﬁ@therdaﬁfr@ Wh aﬁlﬁ@blﬁlai d%eaﬂ;ﬁrbddd’ﬂrdq adrotid Qﬁd@ﬂ@éc}bn@ nﬁhr@lﬂln@)ﬁlhﬁ[ implantation
of artlf(:lalhh%‘ﬁ) devme%‘S’alfl:"dr def’;\br}lgllatglf av\z} 563 % 1 cgrr%ns ?I‘rl‘?ﬂalr 6:‘1? cog%ﬁ? zsu}/ggrgr otid

endarterectony, heart transplant, |nplantat|on of
17.  aRAtubdas Elhigkd AQRML 14daﬁ1‘éﬂei96a3d ﬁfk@rngeafﬂog-ﬁdr&l!lc@tn@é& val ve

replacenent or repair, and congenital surgery. 17. A

use as clainmed in claim 14 wherein said surgery is a
18.  nérscarcthinged is clpigel7ywhettB. said nus@rdies sorb@y iveseledtad fohathagrdnp consisting of
non—heé/mcﬁéa% 'tr@nsﬁl@dt QHﬁl@&dQé?éeddo@Q ré«%ﬁ&? E%eﬁd\%ctocf@ ﬁﬁatrfgorg{r pgxggehtpﬁ?s transurethral

up consi stin non- heart or gan trans
resectlognﬁ tgea pﬁ)étatﬁ (SMJ%T @g@]@ftf)r@h tubélp b%?ﬁefb C\iaegf,@my, | salplag%@e@wtomy, Cesarean
sectionjemaci®iit@siys fondilteatigy) metifgoddctotn@ e énhedt bf @fyridgd@mp (bS] @inéval of polyp(s)
from th@ IHEP Qnd r&)ﬁ% {%f)é;ﬁcc;f Q&%l prglﬁg lrenllolvg %Lcl Qé;ltrne}{ta& %eo‘i)lgsnﬁ}{s ‘of the bowel, curettage,

pi hgo- oophor ect ean sect
th°facehte%rllrfm9roa’ércfblawswt sthlnoreet Qrﬁyomwflmrgeméct ony,
pl acenment of myringotony tubes, renoval of polyp(s)
f n. rect. repair. of ectal ol apse,
19 ré%%%g gmggntﬁgggﬂgn ) g%%%%faéﬁ%“g 1Fﬁgmﬁgpf
curettage, thoracente3|s t hor acot ony, rhlnoplasty,
20. andseas Qs C1Qith 9 WHeredh s6O Eﬂlliu&ais b&lﬂmgtg}@(ﬂ%@@ 19. A use
as clained in claim9 wherein said solution is
adm ni st ered percutaneously. 20. A use as clained in
21. cp giernp Jaigprbin elaim Ssvdiertinsaifl efferton amgntig hitwies 0.601 et/ Kgimin to\20 mg/kg/min.
21. A use as clainmed in claim9 wherein said effective
unt et ween 001 kg/mn to 20 ng/ kg/ mn. 22.
22. ‘Hggéls %{?m& TR Wgerf?fl éﬁ‘ QUT Reinsrddoyieteasidingwi on i s
adm ni stered for at least 1 hour. 23. A use as cl ai ned
23, 1 Ru&la@dimnds it cMbeR %&elﬁ ?alugoﬁgcl UL JaRih A,d e?ed%q %oﬂ{ il ed for
about 7 hours. 24. use as c alne in clalm8 Wherein
said solution is adnrnlstered perioperatively. 25. A
24.  usescasclaimed inreleimi nvieteRisitd Dlunbek QinnigatdbeS@kidfiieBN i S
adm ni stered by a perfusate solution. 26. A use as
claimed in claim9 wherein said solution is
2. FYHiCAT Simpddy clipip 5 whyteinspdisolutipreip dppitteredshyle perfusate sofion. The
use, for preventing deat h, stroke, or a nyocardi al
t|on tient..u G, sur

26. It %EQS Otflauined Onﬁ Ql%‘lm 9 ZEherem said ?opugghl Srfug%?r% V. p0 aopeé’usatie ﬁolutlon

t he manuf acture of a nedlcanent for perioperative
27. atle mbenfoﬁﬁrﬁﬁhﬂrn@ Iaeatch §rokeA01kd IEyo@Q@ﬁH hiesbddg ; 1n aabaflén[ lﬁltzlergomg CABG surgery, of

thesolu%onasgl 51n I'Tgé%al%ﬁg t e solution as clained in claim

; PRSP ot RSET AT LY TeicaTe R RETRY Y 2dministration.
condition in a patient. 29. A kit as clainmed in claim
28.  2BrivbeiRlify: sai d condition is selected fromthe group
conS|st¢:g of a heart attack, a stroke, a transnura
or norf MRS QrPrisAsheseiption 2 timsddr plgm L WA acut e
ny oc ariditradtions fhrawcthir@ifiin peOEnBfed dndtidned Ypatiens €' as e,
2, PR i AR i M BB Rl et e atack o
stroke, # éliapsme@I oy nqnrtragsmupyt @weEiiah glf@%p, FAgRt dente anyocardlal infarction, coronary artery
cardi onyopat hy, a transient ischem c attack, an acute
i schem ¢ syndrone, angi na pe%toralis, t he
m crovascul ar di sease of diabetes nellitus, acute
bowel ischem a, kidney ischema, intermttant
claudlcatlon of skeletal nuscle nrgralne headaches

.
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30. Akit as clained in claim?28 wherein said
condition is death, a nyocardial infarction, or a
woaearmo4atst ack. 31. A kit as clainmed in clai m 28CHMuS2@i6/038692
‘Wisdase, bhenipatcirenteaiesannntghrgiai sndiers cardipe rdgath, 3 2erebipviichlargagcident, congestive heart
failure, g Lélthqgagzmhg %}gihzlh%a caildldmﬁaﬁlyna §z§x€1gnt %H{eglf‘cra)ftadksanaac&@fs&ieﬁﬁ syndrome,

as clainmed in_claim3
angina 39&70@11% L}Pfg argovpsuly disasec ol dirbgtes Juftider ﬁcutesﬁowehls‘:hen“a Kidney  ischemia,
mtemntdalytodluaﬂll:duzxe df ERRRAD Siniclep MiggEnichdating BAGAIY blisasiede, artdpatic injury,
R I &, |
s Y 337 b KORL S SOTROAL LR, 8% ) BMIE b, s o
combingprpthgseofonsi sting of a Tris buffer, a phosphate buffer,
and a histidine buffer. 36. A lyophilized conposition

34 d
30. as 1baé?l\?wgg$]méﬂgl C}lrg]r7m§a1 %;)?511.3 (3& 1i<d¢éath n&pggpcf?a‘cf hl&'akc%gh P:aasheﬁt attack.

contalner conprising the conposition as clalned in
31, CA Bl idthed ARMin S{HeMElHQREnf iOEBEQRGELY.Ut | Ng sai d
conposition; and instructions for use thereof in
preventing a condition in a patient. 38. A kit as
32, CA it aveldimiedinclaimn Fh Bhekinskié suedery ismdarfiac omgdit i on i S
selected fromthe group consisting of a heart attack,
a stroke, a transmural or non-transnural nyocardi a
3. jkitas cleimshin chin S CYRPE D BEEHI 151 RORHPLPCTIEN. coronary
artery dlsease coronary heart disease, an arrhythm a
34. SA ﬁ/g guriizé:ﬁ% 9109(%?‘%psim XIER hﬁc@fdg Y33 %ﬁklfe@ r accident,
congestive ear tre [1Te-threatening
dysrhyt hm a, cardlonyopathy a transient ischemc
35,  ak Iy@ﬁhhhzecﬁﬂm@&iﬂﬁ)@asi cRGRE A daith $4 GiieBdiiEsaid B ﬁaelﬁlﬁ:ﬁlﬁ@maﬂei g8oup consisting
ofaTrl%bu?fer apho ﬁe@ lfltjer ﬁndglhlsst?daﬁc(’e%u f dl abetes mellitus, acute
‘enmi a, intermittant
claudlcatlon of skeletal muscl e, m grai ne headaches,
36. R@Kf@lﬁﬂgecﬁ:oﬁﬁ%fﬂl@mr&ﬁﬁmd & AP Wirein il Edfmpodtifd ARG pllctetw@en 6.5 and 7.5.
injury, and dissem nated intravascul ar coagul ati on
such as due to bowel ischem a, shock, or a conbination
37.  théteoprisi@®. A kit as clainmed in cIain137 wherein said

first epfr}ﬁfcﬁ‘ltmf c@rlﬁg@ﬁeﬂ:@ﬁpo@ﬁm a@'cl@ﬁfed in4fim %, gl uti on
as clainmed in a al.ns fo for use as a

phar melBEYeioEP” reyi““ﬂ“%%‘ﬁﬁ?i%ﬂ"i‘@é‘n”ﬂs clainmed in any of
cl ai neinSBdctions f@61sé hereaf Bepreasntiag poaditimdearteiiaal .

38. A kit as claimed in claim 31 wherein said condition is selected from the group consisting of a heart attack, a
stroke, a transmural or non-transmural myocardial infarction, an acute myocardial infarction, coronary artery
disease, coronary heart disease, an arrhythmia, sudden cardiac death, a cerebrovascular accident, congestive heart
failure, a life-threatening dysrhythmia, cardiomyopathy, a transient ischemic attack, an acute ischemic syndrome,
angina pectoralis, the microvascular disease of diabetes mellitus, acute bowel ischemia, kidney ischemia,
intermittant claudication of skeletal muscle, migraine headaches, Raynaud's phenomenon, a hepatic injury, a

pancreatic injury, and disseminated infrayascular coagulation such as due to bowel ischemia, shock, or a

combination thereof.

39. A kit as claimed in claim 37 wherein said first container is a glass container.
40. A solution as claimed in any of claims 1 to 8 for use as a pharmaceutical.

41, A composition as claimed in any of claims 34 to 36 for use as a pharmaceutical.

23-



