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PECAM | GENOTYPE RELATED APPLI CATI ONS Thi s application
clains priority fromU. S. Provisional Application No.

WoN064144805, filed January 5, 2005, entitled "REBPUSI006/000525

Pl at el et Endot helial Cell Adhesion Ml ecule-1

(PECAM 1) Gene Pol ynorphismin Coronary Artery

Di sease, " filed January 5, 2005, which is hereby

i ncorporated by reference in its entirety. BACKGROUND

Artherosclerosis a chronic inflamatory process

initiated by vascular injury induced by atherogenic

factors |like oxidized |owdensity |ipoprotein (oxLDL),

di abet es, and i nf ecti OPEQAManGENOTYPEchar acteri zed by

the recruitment of circulating |eukocytes to inflaned

vascular wall. The latter is predom nantly nedi ated by
RELATER APBEIGASIIONSar adhesi on nol ecul es ( CAM)

expressed on the cell surface, such as sel ectins,

i nt rEieappligation dams prerie §po M. Srdrevesitnel AppliFaianNo) 60/641,595, filed

Jaylaa%y’y 2805, %&ktied %&Qﬁ?&&lé@h&%i@ xe I\ ﬁﬁ%‘n‘ oléc%ﬁe 1 (PECAM-1) Gene

p at el et endot hel i al hesi on npbl ecu
PQlysprerpisn in Gymprmy) Agery) DF’E@AMﬁIed Tapuary 3, 2404, vhefbis Aereby incorporated by

mgﬁa@@ﬁn@gﬁhayand a nmenber of imunoglobulin (Ig)
superfamly, is expressed on the surface of nonocytes,

sone T-lynphocyte subsets, platelets and endotheli al
BaekGROUNIY where it concentrates at cell-cell borders.

As a, trans-nenbrane coprotein, PECAMI has 6
| g- M\ﬁkhémeﬁ%rﬁ%ﬁ %ﬂ%ﬂl@%ﬂg AP Brogess diatiHy vesHipaig iHguced by

atRef@&nB fztctbrsBl)ke oald&B@robv-dehﬁﬂ?SmﬂiﬁBfEﬁﬁ&&DiQ NedbRtel, GREREEBELN!, and it is

to snmc ta encoded
crggy 20,01 s gfettid i BuREt o pleif B ok rpfeter s
prEteCAMntly @edlﬂ:ted:i‘E}da @yupeof@l%llhﬁa)r aigsitinghelesd@r(€adnVs) e@eessed on the cell

di t th .
R 8 R PAB R B Sl 1 Ggsion
mpletuda- bﬁfﬁAMd) biddatele endldtireliolt chi pdhetibremble@te-1 (PRCRAGN-Af @D 31).2*

- h b t
el o AR 0 e RS E R PHERLB L D
is pxpyeshboded thersufarg iobgemestes sdiize T- lym}mecryga' subsefsegjatklats iamhend@helial
ce1155 ap@/ﬂér@ﬁ' c%rf’fra?e@gt c@ﬁ’ I ?Jrfé)ﬁ%’e% B?s%gla%s ﬂem@raﬁ@%%%{ohe%l &’E&AM 1

nonocy
hag b ggrhkea(h@mlegyi) nxtpp@hfue dfropinsericodeddmaxdrtt oheshet Hind-Gembrane

dolrrﬁmt (Qlﬁ:o&ér@ﬂ bty%gonsj) aLes ﬂl@ﬁ@ytggitrmplahg e ?%? F;)ancl@ bl%;sﬁ I 50

atherosclefosis’is t se o ness and

impetiange ofithp férﬁélomﬁmwéBE@fotb@n@ﬁ@m@ expa 3)dauwrscathast PECAM-1
foﬁ‘hs| Hohﬁﬁhlﬁl@lﬁﬁ(hﬁg \915‘1t§-§19t20rttﬁ/¥| fir§ pAs tﬁg%n@&t{ag&ma{:@]ﬁ{% Homains or

times as many as from acci dents. §p|

heéfif@’mhr« PEding “ﬁ%&FhéfalelS?N‘fé irceediate enllogH pohesipn &f y It aasdv@asselggested

th&t WRICAM-I @SUhliSfuhdtoRa1 81 BERBGhREARIIRoRRE 1r%§i%§<§wﬁseafrﬁergnn
Q@Facgs) and, artherosclerotlc stroke are responsible

10%@80;&%9(1& rpad pqrsimgprtantly, frans-qugdothelial migration of monocytes(TEM)'*,
AlkQwBCARD] plenisaarenplhybe firhRhich 4n8 tRoRREASPN the art to

fin i agno ic t hods, treatnents and ‘met hod of

scr g‘éﬁf ?Pgﬂ?déém?ﬁ fogttlie Westem gpuniies ptheppselerapis sithe leading cause of
illﬁhéiﬁﬂ&léath.[fﬁlﬂ}ﬁ Unitéd Sbﬁt?ls] flordeit %&draﬂﬁﬁgﬁl fnﬂh&ﬁdéﬁthsd in 1992--twice as

a S elar-! of treat condi ons or | Seases
) B b A TR R AL © B R e B mdiea advances
copmtrigertas disesofwhichdessBaSEn artherosclerosis and causes heart attacks) and

artherosclerotic stroke are responsible for more deaths than all other causes combined.
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SUMVARY Provi ded herein are nethods of identifying
inter-patient differences in genotype of PECAM 1 to
walc@gnooses and assess risk of arterial di sease.P@T/US2006/000525
further relates to nethods of identifying therapeutics
agents for treating coronary arterial disease, and to
met hods for determ ning and exploiting such
di f ¢ SILERERE, tthQre hme%/fﬁ {HEERH 16 &hd &Hérfo%ﬁﬁethdﬁ@ GRktéHeMd arfdOnethod of
one aspect, assessing ri sk of
screpning & Gew rtré?t@mt?:foa P@@%@erpﬁc %lseéi?b jlaes it WHJ&rhe%“mble to have
adcﬁtﬁﬁlglﬁﬁ@ﬂmdﬁ‘ 8 tfeafiiscOMilioS SN@EARS aBRIdws PECAM $4Hht€ € treat or prevent
and correlating the genotype status to a subject's
mﬂﬁﬁ§%@@F°@§W§1oplng artheroscl erotic disease. In one
enbodi nent, the nethod further conprises correlating
t he genotype status to a therapeutic treatnent. hi one
jment, the genotype status is determ ned by one
e of immunol ogi cal nethods or sequenci ng
nmet frotiged heldin anokireds of ideniitlyine iter-phivat BEGAAdeh ingrenaipepé PECAM-

atus at one .or re.qf am osi t
Syt Rene o e | P B kB gel Bl
theRAR€DAN dgete fro trypiag stratans artetialolieaser andby methers @ aleiedwning and
osition 73..0r .168 [ ned. In one
eﬂ@%@%ﬁ?ﬁ%%#%f?ﬁ%&ﬁﬁﬁﬁaﬁ%ﬁmg %gﬁg%status is determned
by PRGRrdimg thouksaspichmetioiogiassassingeish olistherserdruetivaiisagse in a subject

COI’IT;)EEI vgﬁﬁ%mlrﬁ?r%{/ lerr%,s%\ﬁnl eﬁé‘t e us og%ﬁh{#elct aﬁd%é?rlslafﬁfg tﬁ@éeﬂg’ckl]?e status

to&%@hﬁ@ﬁ@@yfmﬂﬁapmggﬁﬁ@wﬂ@ﬁwvh@ﬁwassays (such as
ad hﬁxsdng @mbcg(ﬁ[?é}ﬁ ﬂ%’}g&ﬁ(ﬁq{]ﬂﬂﬁl‘ cdﬂlﬁfs&téoﬁaaﬁ%(ihe genotype status to a
angl ogenesi

one enbodi nent, PCR nethods are one
ﬂwﬁwﬂﬁ@méﬂ@@“real-tlne PCR, PCR reverse transcriptase

PCRiy R efthdd@hé&n sﬂﬁke%}h&&pep s id AtPRRCFPARIFBIRLe of Bnmunological

variant genotype status or heterozygous genotype
megiodt e BRtleds-wi t h i ncreased risk of devel oping an

ar t Henene! fibedihentding eBEAM-NiendiHd Msttis £ BRQH iR fantiddcid
vari ant %Snotype St atus is one or nore of Val at am no

po%@mglﬁbg ? & d9IMING at nucl eoti de position 373, Asn

at  &d fAhad emBodRa&: theECYO.1 gfiotfpedtatd dCdnedf mdR nucleotide positions
osition 1688 hi anot her enbodi nent, a w | dtype
375@H&§ S e delpiRFe- correl ates with decreased risk of

devel @p Ieﬁhgocﬁlﬁermrthmml legendtiTe sthhs éadkerhinedby RCR hethods,
RIS oISy PG MBR, SERELRS S 2 T Bl s
PEOAO-EGhiohe Kicesits df(F’ECBF/Bl %ﬁ’rC}aﬂj teahmolvgy, RFLE, gros filnctem assays (such
o S oo SO RO, 1 ore

st atwusic emboddneatt é§3R/\mtthods are one or more of real-time PCR, PCR, reverse
transcriptase PCR, or allele-specific PCR.

In one embodiment, a variant genotype status or heterozygous genotype status correlates
with increased risk of developing an artherosclerotic disease.

In another embodiment, the variant genotype status is one or more of Val at amino acid
position 432, G at nucleotide position 373, Asn at amino acid position 563, or A at nucleotide
position 1688.

In another embodiment, a wildtype genotype status correlates with decreased risk of

developing an artherosclerotic disease.
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unresponsi veness of a tunor to therapeutic treatnent
with a PECAM | genotype status correlating with
w0 poeales] ri sk of devel opi ng an art her oscl er oPE€T/US2006/000525

di sease. In a further enbodi nent, the honbzygous
variant PECAM | genotype status is one or nore of Val
at._ bagth am nq. acj oltlons 125; G at both nucl eoti de
pd8 F?ertklﬁfse“sb? ﬁ&ﬁ* R34S BEnaps s PR FB B1FS Y hEv F@pinogeid

posmaﬁ 1 Cht RuCbrias pat@iopa%$3, Skt 8mih6 88d pdéalond63, e Gt AldIeIde
" iggtgposml ons 125 and Asn at both ami no acid

post ‘B’& fons 563; or G at both nucleotide positions 373
arIﬁI oﬁe aibobiateht, nhahe@®idud earraﬁ’ﬁl?HCtAl‘ﬂS ghfd@ife stafus @oreelates with

tho rth ' adm ni sterin
s ERRR AT e o BB R e BPEROTEL e e Sigahbins
with mcreatshcbnm,dﬁjd%topmg an enti&rdscﬂ:roﬁh dimnage, t he

st a% ﬁ%@gﬁegbg) ent ? L e(gL{s é/gr?agglgrﬁ(?@% Olg%réﬁoto re sgfn?us 18 cglfe or more

of Val gpiotdh(armijro, aCiﬂemafwﬂs rlaﬁ eﬁ Bémmuﬁecmﬂepc(smogs 3',BeAai at péth pnino acid

pos1t1§1{a3r069fn A Q{)e%hgmgllgot%k g (?1 5%5%/2&) o?otﬁ?rﬁjng {ld Pc\{\%ronsa {25 ahd Asn at

both dyeipeaci sisitiohs $3pIr i @ilboth@sﬂmﬁdb positenoPiRaihnd A, at behinwidotds
posmgystl%gim ne, nadol ol , oxprenolol, propranolol,

pi ndol ol , sotal ol t| nmol ol ), cal ci um channel - bl ockers,

arty Pes catvefiimentothe gethion @lﬂéﬁzoymm(e%\@@)mmqm&ﬂ ﬁl@rm@u(iceangaunt of an

anti-anHerbdAE ha s ORLRI Abed. ACE inhibitors, e.g., Captopril
Capoten(r)); D carboxyl ate-containing ACE inhibitors,

e. bg one eEﬁvgﬁlg)ﬁpt, the e%gglp@éqlqryt;mmtp@@]msyg oneRaAPYsf ptatins, fibrate
(ClofibAkd, @Qﬁfiﬁr))ﬁl elgt B&Sd®)) FdRefiBae Belakibrat . Q%zbﬂp@) Clproﬁbrlate (e.g.

A [ .( P I yl
Moda§1 C®§§,dalr§]:n{1? )\ya'fffip?] S{ﬁk*ﬁ?&e}#@g@{%&@e@}glol( atc)en)oiol bletsé;cololpbmoprolol
esmoldl) Q&tbbﬁbﬂtﬁhﬁ&@&bﬁbﬁtbﬁ&mﬁ@ﬁdbl@h oRiréRIo3, prérholol, B%blep Rtd1bl,
occurr.i ng casoki ni ns

nat ur al |
“molé}ﬁ/gﬁﬂﬁ@t%%ﬂ%‘ THRO)csTS. g giepnsFREy Sty en?@&%gﬁ%a IR EF & |
Sulfhyd@glaghhiatn@rAGE iaRibirs €. g0 lOMeosil desbanbi; wafﬂmxylbknglﬁalnlng ACE

. .diuretic } ron ct.o (i anteren
il 55 ERak B RERCAR p PR el Quinsprt
(Acc@m@ommmiqm (Gwemﬁ@mlﬁte‘nopbl.(imbalﬂ@dﬁmvﬂ@m@tmm)t phoqmodate-

dr thiazid
conti R Ry o P acp BRI Y S difpigns end
lactoanZgﬁ), afgrotensibz Hmadgpt()r BlockEin eVa’SOXh(afO)‘S), yardisd gydosnﬂes(ﬁhgrrhythmlcs,
diuret?%@s%\f%‘ia%{oh bl@def% ar§1{e¥ekf N telfv an;)g t}; Hﬁ%c (?(ne gc&?a%dlamlde

tatin
dorzotah@iemyoserpuda\basxﬁamdm ef(hﬁlrrmfa@hb hfdrt)chIOSéhleMda, bedroflpmethiazide,

anmn s i 3Ll
m Ml%ﬁtgﬂ&: 'é? ):holé's{% ?ﬁ' ﬁ%ﬁlﬂ% a(g%egﬁlﬁé’ (FEQQ@G gﬁ&{ﬂf@ E%’& r}3)))
StatmﬂE(&yge eﬂomastatm(ertp@t yygstalingdbespel®n bedstitin QG@acot), Altgeor®, not
markét@rlh'ﬁ@%rﬁﬁvagtﬁﬁ}’@@vaéwﬁ gglekscﬁl@@%ﬁosﬁlt@ﬁ o u\fagt%ns(grestor%)

especl al y when used i n conbinatio

simvagtaiZaga P okPH®) e astiib L ipabey ®i Bayepi®ht gtketing discontinued in 2001

by thd bR (]?)a)y}p? dfeab b&m%ﬁ&-ef? BARshelAll {Vflé?lrtﬁed in combination with
chol est er ol flux_agents. |In one enbodi nent, the

fibratgspand Gepbipttion of cZeBve mdessmta@ta%myﬁm@@)r fohig acihPPAR ipipitors,
choleddd6lickih@naéntd her apeuti c agents to the subject.ln one
enbodin% , the additional therapeutic agents are one
o Yf5 crmbegiment, themethedivehgr g?raptgpesa@gﬁlfmmstermg one or more additional
therapaitid agbd®f do@asabjesty agents, gl ucocorticoid, steroid,
non-steroi dal anti inflammatory drug, |eukotreine
ant agoni st, b 2-agoni st, anticholinergic agent,
sul phasal azi ne,



10

15

20

25

30

peni cil | am ne, dapsone, antihistam nes, anti-nmalari al

agents, anti-viral agents, anti-proliferation agents,
wa@raoslor4avs cs, anti-cancer agents (tanoxifen), PCT/US2006/000525

chol esterol sequestration agents, chol esterol effl ux

conmpounds, PECAM | peptides and syntheti c PECAM I

peptides. In one enbodi nent, the artherosclerotic

di sé&awe cinbodimentpthe adnlrt@naifthecapelﬂmaggntmé MGy)r thosad si1e

1m§1‘i11';<iq1i1<oglul ?}?%ﬁlﬁ 1‘1’[1 1n§ ‘ﬁ%ﬁa%dr Q%ﬁnu Sé]gcro%o 001 tre% cﬁg&ﬁ%rmdal anti-

lnf@nrhﬁ@tqngélme,slclé(otrgn@mvgpmt E2agomist, ania;hdearergmaigast,tsa@&glazme
pe@ggégﬁ[@ 219 elt%f ﬁlgtﬁxgs%%[u?eg aa%g lﬁlzagal} gz{gg&?%ﬁti-vﬁj% %Ee%%s anti-proliferation
agerg ar@@mﬁess prii- capppr ageﬁlmﬁtatmexlfegh‘gbdqasmtsqqutshetlon agents, cholesterol-
effﬁ&tcgllﬁﬁ&ﬁg% ?E@I’-\Ml géé);ﬁlg%%gc} %/Flthgtlﬂ,ePﬁAl\gq Spg tﬁ)({es

artherosclerotic artery Bse (called

per fphe eabodimendy the yhetosairotéc diieaseasme CPMAR)S coram@rioaaryydisease
stréfel REo1A UIREARS %en}ﬁltefapﬁr HNRET éaﬂg@}?éﬂ?h rﬁ'aﬁg}?%@&uswe disease

i nf | ammat ory vascul ar di sease i e ‘scP er ost
(PAYRY, athprocwisiin piaqsis, (ase canceinetastayit @gygmm cerefiravaaaiar disease,

aiubhagasboidhsRanty, SAUELy hald dlobiils, ovari an
carcl nonm, and reec an‘p3| a. Accordi ng to one aspect

pr ot dfeEhes CEbOFbEe BihcElsRla difgasa i Pewereprtherosclerotic

peiigh€al 4FRAt dlﬁﬁsef(éhllédl b@@ﬁ&ﬁ%ﬁ%@gﬁ%g@gﬁ@%@ \@/BéAF S0l giﬁﬁg ? Grtery
S

i detect.in e pre aﬁnce ar
SR SOk P GO 1 BT I d3easie ekt P geosis, systerni
sclﬂ@ﬁsﬁ @Sﬁﬁlnﬁzﬁma‘rﬁfy HoePdidetbePOIRIghs! @EaSth Sanc@! soRU&hBL o8 an

. g (? ? of PECAM I, and correlati ng an presence
o lfmﬁa \?]é PEETOR*Br het erozygous variation with an

[ ndAc:@tdmgwto @he zhspéﬁt @&&ﬁﬂs ﬁrb &iéth@ﬂs af sfei&eﬁr@?a&hlgéc@fdr €eatment of an
arthderosglerogc dlsease CONIPI’ gﬁ te t thg € o 2?5 bs 1c q variati af)pneQr more
onpri st ng cOr?rg? Sty ‘f’l’?% 6’§éﬁ€8 R eé ?/ ﬁ AURLOR AhFER
of amncv aold plattloo A3 hudetidepssivn 8735 kminh atld @oﬁldﬁj 568, tor whdldotide position

I B T e I A
indtmtdmdglchwmmheﬂ an@emwﬂekmdsl;seax pr essi on I evel of
PE RLo and
22. en S@%’Erh ;ﬁcﬁi&?lc%tgﬁ(g# %%égz%{npgy 1?% cocr)r laJ[D g % a Vat'rlﬁtlon NGith an
indipptidno deaueasdsaisk hergpubisetsvith devielop sxﬂearcpsnlgroac thh@seape utic
anopthe %b(ﬂlﬂnél@ ttllle Rk c9§1 IIIS%E P&R ?neﬁgg{;: Er{u{m%o )g?cglbﬂqe%ﬁods
havi ng the presence o riatron or eroz
seqpecingmiedieds, pgEespign i?geltoéP%@Malsm@,teXprp‘ism leyeldf FEEAM-1 protein, and

enZyBt RREScsboprdgier m ning the therapeutic capacity of a
candi date anti-artherosclerotic agent in a subject,

conBroPs kPRt TTtY frtPEmrResgemBispes 8 tharpeutiohmaunt of an
antBAHIERSlerblic e @ 4 suBfecthaPiPing plesendeby vl Br Reterozygous variation.
pre-t reat nment artherosclerotic disease status In ?
subPECTENEHR ARGASRICh PIoYHiedate Fsthaguinr deaminnedhe thesenoyic capacﬂy ofa
canaidEJtH afiti-afhefos€laotld £§@ﬁt€n Qﬁibjecﬁﬁ&ﬂﬁfsfﬂ§ akieitihEa BECAY-T Snotype
he. su Jgect @ng t erm ni ng post - treat ment
Sta%ﬁ TSP HE PEd oot ik Seemdpa s b ver gy eilerote diepestatus in
@ﬂi‘fﬁx&d ladf@inisteriag ﬁmﬂtabatubmg efrbctiRe beO s cﬁ%&i&dt&anlﬁl-a‘ﬁﬁ@f%@leronc
NEEN L 0 R e e .
pr entoneahtditheng dngdalationt of @@eRR Eltroas HibREQSEIsa Bdakes that the

g sease st.at Uses are determined in a di seased tissue.
candidate grosclerotic agent 1s €fficacious.
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In a further enbodi nent, the diseased tissue is one or
nore of a heart, brain, blood vessels, cerebrospinal

wo baveni7448ynovi al fluid, serum stemcells, enbPDOBI06/000525
ti ssue, and lung tissue According to one aspect,
provi ded are nmet hods for determ ning the therapeutic
cap%léno%e 12 a .candj date artherosclerotic agent,
conpr SR B PEIeH fhg Pre-traimsnand gestoratoentiaghempstlerotic disease statuses

arddetsyminREGAMEsEasgeeie/pe St at us; contacting the cells
osi tion, and determ ning an

' e .Co
In %‘%@%r%m%?@?’ﬁ“ i“%ﬂla‘?a t’éS“ﬁﬂSt%éPb@eqe@f phead, trgjeritloadrvetshle,

cergbypypénet fluidisproziahfled deomeass cdIB, e o?]fc 110k ean? ﬁung Itlgs%g
ucos

re est veI bIoo
p %‘é&gﬁn tg )I% ged opP Tcg\P éqvéd lnfe fhodgfer @Fgeqn% the thvrgwqu’aq capacity of a
Canﬁé‘aﬁetaﬂlaqwsal@totlc ageno bcrminshug @fdwd[dg\étﬂap{ﬁanoh%@ggm (vﬂh L YE en PECAMLL

obstruct ed peri pheral

gel%b?@ &¥tud; %At g%thg LhRke wd]t?q & ca (CORResEon And determipipg an effect of the

erles

canélldatﬁ,glﬁherqsgln@tlc agsot qndh‘t: subjedt) wlaag@ﬂi £8tda@n ofeCdr more of b éSOd pressure,
cho![Bstgfomebél rblocyd%thﬁl)squz%lt, ERbSE 2 o%xg?c fﬁ/ﬂ% rnltnghx?gllevei @ygina, heart

hlg enS|ty | poprotelrn C
aléﬁgqop};a |hp%rgw@;me|hna1tfamhresmcmepfaﬂﬁﬂewtm@ obstructed per%heral arteries,

| t
pllacElla ggé\%zjﬁeﬁ?%e;ﬁhs is, \ﬁ'i?c?'%lroxv& RS IrF ? gur oueln a[t1on pcell migration, total
cholesy trigl ﬁ@pé@( lt1gi‘a¢en$1tyé1p01arnld1nd:ﬁdslestdiﬁlI’(HDELG)* BR d&Rty
lipop@teaf dhblaeloPEHL ¢ aﬁ%ﬂﬁopﬁ(ggg %I‘] gg@toko}, agoﬁlgoprgtglg (falla'lorBt her

s correl af
hpogrro{gﬁg?‘)éggla)é’rsgtsiﬂémﬂ AMil; $PRCAM G einditar@ehat the c@fiidlate composition
ma;ammwbmt t he rret hod further conprising determ ning

PECA ﬁliHﬁ% ype status of the cells prior to or
PreSTHoT ¢ Frsthed further copprinesi¢amglatine thoeffasgraed |

aﬂllpp@lﬁl@ﬁdgmﬁltm%lg%%p@f treating a subject suffering

fr%%w‘tlg oscl erotjc. di sease, conprising determ ning

‘{iléjﬁ‘gt pRebediugher smeprissutsientiniog the PESIM-0ferdtype

status ghihe cdlls peiordo achfienprstigink B c@lst her apeuti ¢ amount of an

ar cerotlca to a subject with a

he%kg%c%ézgg O8° 5P% pg‘ﬁ?‘feg AC m5E10g8 §idwatingrn subject enfirody fremt |
arthqr%gle@gg disgape catyatsing detSrnd@ihes PEOLM- pé'etng;c% s@ﬁﬁsm}q §ub§ect or a cell

g ne ,

ofa ém?ﬁldodgé&g&ﬁwg i mgf?géuhéﬁ pud g# %r?rqh@\?@iemﬂc SBEOAM bject with o

| eve

etefﬁ?ﬁ?‘@lqiiﬂman%myw ki netics of PEC‘AI\/H In one
or a fish. In one

E%g)glé ingﬁgdlmé‘nﬂ Rhe lél%te%tstatus i C}?E?Halﬁed l?yriP%@@th@q»s immunological
methgdsp354TREIRE methh@sa erpreasion lsvel\si BHCANIN @it eRRAGH XBAr P]E(l;_&l\/[ 1

prote@y, b @E RSk E%%E conprises (see claim 17 abo
In one enblgeru:a%r%f% té nmet hod further conprises
coméfﬂerﬁ‘ﬁl?oétn@ﬂtaﬁljswn@t@ranml acdfishi onal t herapeutic
ageBhSerhtd dinhiGt, Hﬁ%%{r%ﬂ/ g %{ variant subject. In one
n’godl ment, the net urther conpri ses determ ning
B9t pmbdireng therhumen bssicer ot i ¢ agent on t he
S Ub pCdmbowiRhEe i aﬁheg&&&%ﬁg‘?gehtgﬁo grgseg{ %n(gé 1c}fabove?Od

pressur chol esterol |eve
n one embodiment, the method further comprises co-administering one or more additional

therapeutic agents to the heterozygous or variant subject.
In one embodiment, the method further comprises determining an effect of the artherosclerotic agent
on the subject, wherein a decrease in one or more of blood pressure, cholesterol level, blood glucose

level, carbon monoxide levels, nitric oxide level, angina, heart attack, abnormal heart rhythms, heart
5
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| evel , carbon nonoxide levels, nitric oxide |evel,
angi na, heart attack, abnormal heart rhythns,
wheaonfad3d ure, kidney failure, stroke, obstruce@dus2006/000525
peri pheral arteries, plaque rupture, tunor netastasis,
turmr grow h, lung function, ceI I aggr egatl on, ceI I
ratian, tot al chol ester oI ceri de

falus laﬁﬂea &t Sroke. SBYRGEE PrIPERE) aéfgltl@rrafique Urgsyumqr tastois tamor
growdl Rk Fhclidn) er@hebdliof, Q@ﬂl Eﬁgrz&fof:)' totéldﬁble@rol (TC) triglyceride (TG); high

donsyy %’H?B&ﬁ%&ﬁ%ﬁ‘f“%ﬂ{lag lo éﬁnél& g ’iol% %Eof%)

apohgaE@AMA]l (apond); @pdl@sprbiaﬁltB (ab@)gapb@mkaﬁ(e) (Lp(ﬁp Q@stleam PBYAM-1,
PR PR PP Bie oot o B ST P <Fibseiots

ar nlee aseddeneat, itle: aptﬁfrbsmtb&ftﬁldls&rsé Broyte 6k rﬁ@asﬁrm@kdlce@tic peripheral
e g R o OB bl 2R o,
hypeﬂmfsioammms,ynﬂaamatdryamsdﬂaelasm, omutigtle @leeosscdyeuem&l sslﬁ:rosm (SSc),
mﬂa%ﬁ&ttoggfgzeﬁﬁ éﬁé%oéléa 'ﬁsg § § azé czrn@% %T‘H%%’f yovar}aln é:lfﬁrcgllo%a pree(‘:1amp31a
lung dmaser, poheerbrprembl.anpsi a | ung di sease, and

ce

CABSRURSE Al LORSLEN A0 0R BA0EEhog PG B
allelegjof Bf@4Mo¥. PECAM | . According to anot her aspect,

P rﬁyéoféiﬁ% 16 51@)tﬂe§ Qctt ov‘fcﬁeld 'ar% 1%\(&&;10@1)&0&@15& Hsgm %ﬁr%ﬁ'e?pressed

expressed fromo onobzygous W
frompp&orgnqgre pla h@cﬁmv%ﬁy@e B@@llalp,l aé10émzsrg@twei6é 2l¢je dlgterozygous

varlaﬂtaeffklﬁrltZS Qlflelé aﬁm;@z@gak hek i oﬁhéﬁmmmaq%teyo@g%@mmﬁ& J R 563
het érozygous vari ant of

aﬂeleaa h@ﬁ?ﬁ’%’é ugna@h?fﬂw3 gfele; hgterpgazons Yagipg of the &t aﬂﬁga@@g

heterﬁﬁgb@%mﬁlft ot thé&s @%@el@l He®t Ry @l vaiahedreleazy gl%ll’esan\i@rhbﬁﬂiygous
the 562 allele; eteroz q\C{ous variant of the 12

oo nr g e ReRvY§eRs atiaphp fami25 3flele prd agomioayeouy \@nar& of the

563 dmempazmﬁwgo\wanaﬁttofﬂlfe 1bh8ele2ind aktkiBky@o@dN@rignt BOIRD 3§0AUS; or a
563 all el e; ariant of the

i ant__of a_h 0 \Y,
homay S Md ipe LoFIRE: RRrIS SRRl PRTRHG. bas all el o
or Inadnhandingat) shewtll corliprie® ohe br abrk of BEC AMNOIeZ, HPOUd/1-56Ser or

e P | . In one enbodi nent, the cell
m“@?m "nore of PECAM | CLeu, PECAM | CSer or
PBGANther @nbm&nﬁ&(ﬁ%& cellC@@prised thean ﬁbi‘eezlf PEGAdH | ClntPECtAM-1 Gser,

PG LT ReRh e ANERS Pty Vo S BECAR it T e

1AasPECAM | Gral - PECAM Aasn. In a further enbodi nment, ot he
Cohla thethePorBtinhS Ine LERQAIL Gy L0 one aspect, provided
transgeni c over - expressi ng PECAM I,
vxh/é?cexdmgtth eneempmnbrownrbm fenspInec armalrver- @cfpreasmg PECAM-1,
whergl? ?%ﬁ%i%ﬁﬁio rl%%o&%ﬁﬁloéeg)?fglﬁ%@g ous@wlla%g;gqigﬁﬁfeééﬁg}nozygous 563
allele, bteyoaygensyaniant Pégw 1%5fallelpen opBzygonsevagant of the L2y @il@iﬂg@h@erozygous
vanaf{ﬁff 'tlﬁ@lk.% Qltelul Qﬁorﬁ@z% s Wl ot RARANG %Qém% oh?{bﬁ glrf&e of {ahﬁ 325

het er OZ% gous varl ant of
A

aﬂelea?nﬁ é@@%@&g@@ﬁ}@n%‘é pf p p63pllele st @y ma@t ofﬁleq 125 eliglgands:

homdé du§l Priaff of ttﬁ&%Gi 218 b h6h67yaNH vari POPMEY BBUS1Y d ﬁﬁ'ino?}?gous
a hormpzygols variant of the 12

563 allele
vana%tﬁ@ the 5§ %)ﬁl%féey 8 gqgoz\y&qqs Xerpanpef thenl@ S glede and| hetegpzygpus variant of the 563

alleld) SN EZY @RSy Rl @Bé 128fa11t1B endledRndli Rhes@ande b 6t B @zMaous
vari ant of the 56
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allele; or a honbzygous wld type 125 allele and a

honozygous 563 allele of PECAM I . According to one
W@3wenr440pr ovi ded are transgeni c animal s PCT/US2006/000525

over - expressi ng PECAM |, wherein the aninmal conprise

one or nore of a conbi ned honbzygous wi |l d type 125

allele and 563 allele; a honbzygous variant of the 125

al | Eordmg troene asnseinere Videstase amsgeaistaniofalstover-xp8ssilg/ RECAM-1,

Wi e alﬁm@xm]'pﬁ&q)ng 91”1951‘36 gpé’&)n%‘ﬁ{eld ‘ﬁ@ﬁ'l%zggo% %ﬁld%etﬁ? aifffe and 563

the 563 allele. In one di ment
lg»moab%?ps vaglﬁlg@é the} 3% gl@le alaael¥ }tomopyggus ‘@glwlt oﬁtjnn ﬁéyallele alone; a

cofribi:h'ad héthozQ RN RdrlaBibre FDEIER or A GRS didly to one aspect,
provi ded are vectors encodi ng one or nore sequences

enc JuPHFIORERRRY the dH@alds HmORS. JORICHIVEN. hetserpbbisaie, aov, 28nkey, fish,
orvi@fin@fin éhtr@). €, a 563 variant allele, a 125 wildtype
or a 563 wild-type allele. In one enbodi nent,

al l el e;
t he(i\%?ﬁh&? tocoé‘ﬁﬁﬁpr’@e@m(}@@mwei@éaco PRETemOrGRayeness encoding

PBIPEMMVIG:@IUthe PECAM:-1 6%ifrises! 28 R A1 RITD S6H JIH£H¢ auetlé1 & 125 wild-
tlor c%g ‘f VF CAMI CLeu- Gser, vPECAM
B, Bl or VPECAM | Gval -AAsn

Ac c dxr diel’eglbbcﬁmaﬂ,ethaﬁd@&)@ t:omﬂafseMPEe@hva[ GL&i, 1153 V- 1536; or vPECAM-

of artherosclerotic disease, conprising
1C§$§ggﬁﬂﬁ?ed%fde probes that differentiate the

Wi | @ anpiber ambddiiant, &Bwecﬁdrlceﬁlﬂﬁ?se@'ﬁPE?EfFﬁNFLe@G_ﬁér vPECAé\/I-lGVal-
i e allele am no aci
Gs%ﬂggﬁ(?‘%\g lﬁg 'A%Sﬁlc FC%)FE)@%& N 373, amino acid
pos Aptaodinge 3ne @peqb,lmm@dmti iabekitp der thd d3sesshtelBofbthd?&CRAMEL disease,
coﬂg?ris%%%é@@&%%@?db# tﬂﬁ d%{fere%gquﬁlle%v t It%%% (;ﬁp % ggr{%gt a@%lgs gfj}%CAM 1
anysfEistions forand, d’é@f@arﬂ@ ﬂkbsmﬁmracﬂmaSIWS@QSIﬁBIBdmdprosmon 373, amino

lse5t re of
amg [ gﬁgg?é%?¥%§U&%¥ﬁ%F§h?%a?p§%§$t?3 from about
nuc FeieodaBent.tthe lisownclentidslpeabes ate o0 nore ¢fiQIM aiitagnan probes.
nu Cl&@&?du@geto %@eﬁz%péc@ pMH ard li&ﬁé ROk e qges]s%g‘é o?{’E(JE>

and instructions use. Accor to one as‘EﬁﬂtStatuS
COBRTE RS OAPEe R qlgoﬂl’@leoﬁﬁéfla@@é@é m;pitfy &bm about nucleotlde 450 to about

nudédtileL00%% 8MhAbds nﬁ’dl&ﬁ@cs 6B 't(?‘éf)out(}lgg'fpcgt IR 17G 4t phd }

ray conprising the wldtype and vari ant
HEWW“ﬂggﬁ% one or more of oligonucl eotide prlners

%ﬂ}qul m about nucl| eoti de 450 to about
nuc &5t ° S%erct PRSI 6 fitts Uik asessaent pbuhetoprleiptisitiscase risk,

comusing@niieléc dcid arayfcolmstld the wﬂ’d’tﬁaehﬁ& {rz[rigﬁttdllglessoft]mm € one or

t he uring the
o e RS e ot e ke et Rt ewt§hde 400 o
frolalab@adgd@pqlrr IM% tb abonrpociadisle 1Y BEQUBAT Qnd/Akth2768 Jorlube.

candi date genes (e.g., genes that may plausibly affect
t heThees vagances may btruaq)ﬂ cthe daried e édg déveR@mag ptddess BLin guiding the

I [ ests useful for I OVi
o B B0 ey L RBOER A Dl s r B s
gengsiBatyiny @lagsibla effpoy the agtonof a dxigstre m@lypmreamgmttmmiabhshment of
dlaﬁfogfiqgﬁssusef@ll fﬁlolmg%%ﬁq%rtﬁéocﬁ%lgb%e@bﬁ SETP ali]r{er]ﬁclzegl caﬁ %roduc% ang/ or the

ene sequenc I ances 1 n
more ef ective use of existing pharmaceutical products.

Also, described herein is the identification of gene sequence variances in PECAM-1 that are

predictive of drug action and are useful for determining drug efficacy in an subject subject. -
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predictive of drug action and are useful for
determ ning drug efficacy in an subject subject.Q her
weredvotii4aent s of the invention are di scl osed i NPEHUS2006/000525
BRI EF DESCRI PTI ON OF THE DRAW NG Fi gure 1 depicts the
characterization of PECAM| Gene/Protein Expression in
Tr a?ﬁf ?gtbeogi Reﬁ gzgl l.s. A- PECAM | gene expression in
transtect ed wEH °Eeireplina apgisclpsedenfieed by RT- PCR (a)
and quantified by real tinme quantitative RT-PCR (b)
after 4 tinmes repeats. PCR cycles denonstrated in the
BI@FDEEéﬂf@T ated with the nunber of cDNA
copies o W%%%WI@E PECAM | protein mass was
R W e RO e S
e Ist A: a i - A
J;IECAM | di'stri gﬁt F’édr?eesf‘ﬁ %ﬁﬂ%&%@/‘%ﬁ%@d’ﬁ%l%ﬂﬂ bydT-PCR (a)

ancauaRsicd By el ting avewitetbie & TERGRC (b) oM 4itifet fopehsd BOR \%,%é*‘?g?‘ﬁon“rated

in theB4r dR . Show r entative
- ?: ot Sgimr}:r)g S es rsgﬁ/gggg?t%gg%ﬁg n%‘%%ﬁ%ﬁ cpiFs Rt PEG Mt gne B:
S'ORIPIGH st Wt detsmiPECAMdrn I BOndkIa, REMAHeh1); MAsKRay (HWT);
Rerf@aadni(k/Pept i on was performed by densitometry scanning
of the films (four repeats) fromthe Western blot of
PECARIS 2 denFtalE AN, digpitgring in mvabrandjcytsdotiel atdOTrBo@e b
soluble/iioGAM flaciRlk BCt Bekedith R QL cglg Jlygates. B PECAM I
i stribution in menbrane c(%iu%s%’ll%’c?ngtr%ﬁ%etsﬁ%‘ﬁgg regregspiaiKg Western

d
blo"fr’f"%fs A BEBIPR PEE AV ausmeficatiensgnleble sveiphtof PECAM-1: 130 KDa,
B-aqbiar 43 Kibe QualdiicREeAMs berfoﬁn%yﬁi%@itﬁ@?ﬁ] %&P@%%i (four repeats)

elles. c- M1in me
or 0 et TP ol Sl paear hn ssotubg-min A pEcAN.
eteftedmttotalsll lyButed. BRRECANT1 REGAMA inShai i th.indire
1inic§fg}¢89c;‘ %&‘n%r es?:ﬁnt c %gf ocol mi cllr1 gjé%:%%ﬂ?%ﬂggyt\é@%@ 8@‘?10115' EPBcAM-
*ﬂl <0. 0T 18 G er&ngilep pndiparticley ér REGAMs PRGNS ol cahetieng ke
orgapglleRerPECANL-1 duibdlutientim] @t%cBMtﬂ&@&ém&Hhﬁ%W%HﬁB}e d
: rated (4: y _passing through a I por&™
qu'd\/b(@l\/%lﬁ%&%%? ulﬂr'm&l%a%?’? 84%(#1\@% RS BirareismBefinoreckntgudiocol
micreggopy. *dH<0t0he*®Pomoent r at ed medi um was subj ected to
t he

EL - - | otted_by adjustin
e G i N R e
mediieVa eanskatmtedf(4:4) iemnssirl throahGr Mok ONMRBBNmn ANGN

Mimn/

ntrh& Wi (- Ren. (+/ W) and Ren

Cm; o e it &y 30 1 Bl bR b Gty e bl o FBS A ghe
bar-ghaph s plgtteddhyglingiingitimic ws stRes. (B aspomelispensed Ren
i i [m i.n HBSS with 1nM Ca

o 6o St ARl PEREE ket P st tba 25100 of Ron v, Rem

(), REE (7 Webt-esdrton CHRMD Dty se S 7175 Ak amhabihiaron 48 GREGOHM 1
aggrelgijon\assags. @ﬁ’éjlﬁgno'dﬁ{)erggh ®ln cdifs |s+s ensi Bﬁlrotg;?glﬁf eu(l: %@gs BW?MI)InM

CaC1§E| ls in a 24-wel 1 tissue culture
e RETPATCE b T eyrp e SfrakieE - 196t 50T 7) L0 human

rcPEC AM-P®) Weft Wt @l in. DatR cal. st he percent of
(1m kRt 8l ce(LII % eglr esent I h Sggg%%gigigﬁ%"zg&"% e&g&_a&g-’weﬁms%cu@re tray
el = l(zlﬁ? OBted QP P Gyatory haker fat Ahpiati A€ ifor20 age@ySData are
expreddodia they g @nOdf tdRARe 1Y rdsdnt WeABreR MBI, SSLEHs t*QPH?.(?%?gg? I's
0

t Lans-Jn ar assay. The transm grati’on
cogie é;%%cg&t—g&otggé—%@wggssggﬁ |1\90ng§1y@s bﬂﬁ{nnSel(s_rmsTre subjected to
U-93'75,¢¢Bm%n$-rlﬁgr_aﬂ(ﬂl A3 The iRt &8Nl oF BRI S1d %Q IbsAaa as-EErIY}I/ as 2
hours YRR slGh P AT £ RSB 2SN SENL 208
At ours the results were more obvious. TEM was determined as a percentage

of the Ren (+/WT) and the assay was repeated 3 times each carried out in quadruplicates. * P<0.05.
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of the Ren (+/ W) and the assay was repeated 3 tines
each carried out in quadruplicates. * P<0.05. DETAI LED
wWORIBERY403 ON Di scl osed herein is a target geneP@nts2006/000525

vari ances having utility in pharnmacogenetic

associ ation studies and di agnostic tests to inprove

the use of certain drugs or other therapies including,

for exanple, docetaxel and other anti-artherosclerotic
agents that may be described in the 1999 Physici ans'

Desk Reference (53rd edition), Medical Econom cs Data,

DE‘IQQEED@ESER%)T]@ﬂﬁ United States Pharmacopeia XXI|I|
tional Formulary XVII1, Interpharm Press, 1994, or

h n "

ot D[scﬁ%drh@ﬁﬁl 1???&2}3%%% Q%Q/ 1an§es¥%8v1§§ Ptg%? g]rphs%%laygengnc issomatlon

stualﬁ%zrngld@ggq:spa tegls toiiprohie thwgsecqf cermlﬁdragstoe bﬂﬁa{théi‘@nes mcludlng, for
B6Yiafld 26 e b8 S

exeﬁ’rlpﬂ,‘d a H& e fo@cl%ﬁ %el%ecs that rgayﬂag rsigch{)qddﬁ thg1999

nucl ei c acid sanple

of
Ph\gtﬂﬁné‘ he Rgierﬁxae )QW ?ﬁxﬁcm) que:ak&yndamesd)ﬂaj abepbi tﬁ@1995 United

Stase Bhene@peh XKW Nat ondDH gm gﬁgﬁt%%mlla%g$ré¥:g94, or other sources as

cl.eqtide or nucl eoti
destk% BlVde or nucl eot i de sequence, or a
n]c e, for exanple, ol ymorphi ¢ site may be
1& S%nlfle)err%n ﬁfchthgbtPPH@Qthﬁ s;t@ Tgters to s teglon drsa Bicledk, achl,at ®hich two

or n’ibre gtengtlve’hﬁl,cledﬂde sdghenckSBare dtkervd@inQy.
e Tare 2 OI;V n%lr esdﬁﬂfcgnt ngigbe? of nuc%wmd

samglts Bbm VoG« oF oot PG dssnayibe pendedie hEmee of two or
morg ppclentidesoaeingtied Meleoid] o ﬁﬁdld%ﬁdess%@&éﬁw £3e1lbd ﬁu%feol?f\ﬂe or m(l]céeoude

ic site s fften one nuc
seqﬁeﬁ@e 5@@1%&3&\1}%111@ flOLy &a EIF eé} P%léﬂm?fa if é‘f‘eép%}’ b $We0tseTg hesleotides in

in [eng

length 54 61 3.dleS, @V,)&;f@,rlpm 1502, ASNR) 15 dREAVRY oﬂqﬁ&rx 59 EP@ . .05 more,

75 o$hfo€es1d Val (C 373
Asn OrlHéIEIBI% g‘i\fo@ﬁ%drr% % %’8 Pté%g(ll ’éucfe\%des flhIF‘%h “@Prefaﬂ Qr some of the
nuclgq)t{dé Fifaticoedifitiotibot thaegise gl @oIRSpaLe sde ROEMRE RIS tide in length,

whidhli§ @fer@@mlewis%ghlﬁg%uagoqlﬂ (gl?rgﬁ!)%hlég R%:SE&gMaqummhlc

mor phic varia
S“est“%g“%{ﬁ Grior PRt ¥alMERTAM sndeSer $43,Ah0G 163%Mpl €, the
h|c variant represented in a mnority of

S a% af“’r BT Begsudrder aliernative owidotidesqueate bl ae;d)l}tn%rﬁﬁc site,

eachaucledtide Eeqaédc@ s@efe@éEIQO hdhe B@%X%fo@%ﬁﬁagn{’yﬁgé& S aézldrvéftaartt o Where

twog{? norﬁﬂgva ent | y rep resent 'S
D ]’%]F.nté PYigty far exam]ﬁ,yth@pc@gmrg}nsquastsaﬁeseﬁe&ﬁmtm@cfnty of
sampéea dlomc op S e sdRtifhes reAHEPHAS) & «AG; ehﬁf%s dstH eé Ct(g‘pl’\lll\p earlant

|1eles or two m nor
that if ?}t%fse rPrevaﬁeéﬁyrrgBiJes(eBte § s%?tﬁrges Tﬁ@‘ﬁﬁj@/wﬁgﬁajmlﬂdﬁe i a&mg Gigamsms

posseaspa ¢dpe of)clicly Dhjbrﬁcb’ﬂoﬁlﬂe g‘lr}fﬂuﬁa@ SRd ﬁfdgi s"a é&%sr %gﬁ'o sesi tlw)s) major

el nd one m nor al
allele® Qletvsg%lg(gr aﬂeles ar%%f? ée el‘ﬁegtt%FSd?% b@nozxgquh” Wl@slpaﬁtt tb the

referre

pOlyr{l%Ehlmlaycﬂ-‘rtthuB;lts Wit oddeshi bk &aj’MP Al $nd Qg %fé are rmally
refer&@ﬁ%@%mé %e%ro% ous”evlw are Sofet | mes ﬁ | SPOSE rg)
feren HVD atthue aolyBor BPé@@SMWﬁQWbHae
ﬁrt] gl{xelﬂgtj&pe as

omolqmogslf lely@mst to anhﬂ)lﬁh 21£QOM Stirkds tpl‘bdfsﬁn%@@ﬁ:t d‘if?er
comp#tkd & sﬁbjecﬂ‘@lbc%\ﬁg fé@tergzygotgﬁgﬁ%c{z?@%g %/g% ?eé]gﬁcs to\%,n@h@ aBgle.

present
althelegn € ” the particul ar nucleotlde(s)
el pre See nt iééri]iotgse q I]g @OC ﬂ%g% S QL8 é %lfrog a subject or patient, where an
e 5%{1rqe|de@rpeg,bg F}te@@@Wula@utlewlda(sglﬁmhMpg nhdeid 8 sequence at a particular
nucl eotide(s) present at a single polynorphic site
known to vary in the human popul ation. Furthernore, a
genot ype or pol ynorphic variant may be expressed in 0

terns of a "hapl otype,"
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whi ch as used herein refers to two or nore pol ynorphic

variants occurring within genomic DNA in a group of
WGQwpoTt48s Wi t hi n a popul ati on. For exanpl e, tweCBNPR06/000525

may exist within a gene where each SNP position

i ncludes a cytosine variation and an adeni ne

variation. Certain subjects in a population may carry
sitgsle O&F1 @ pwolyhets dieonyiguids(s) mesettmba sihglepasmdrpiaBZEI@ONS o vary in
th@mﬁhﬁgogﬁgmgene with a cytosine at each SNP position.

wo cytosines corresponding to each SNP in the

genﬁuitllie@’ﬁ&le d é?:g@c% QIQmQI'Bf? Q/Eruﬁ %r l?el d xleg d mr%erﬁla \9? ?]‘aqaplotype ”

Sy ect s the su s can

Ve ‘%? 71’6 Ferds qﬁ gereciopporRtiic taripgs p;emtrmg withingertontic DNA in

a oS BL[deCﬂQVlﬂiﬁﬂﬁ)Opﬁ&ldﬁsﬁ&i e%}ﬁé Bwo $10& A, emst \pltt]‘ﬁlg]g %éﬁe Where each
efeés fto g trait which can be conpare

N;PLPSFI &g ipelu GesngrEatinEad g adshisersiation Cmmﬂ]etts 01y, population

mag cerir ol allyle gleezy@hb)er did figls fh%{%ok}%oﬁ’s?f? gatﬁ]&fgenp Ghile Eosine at

net abol 1 c varlatlons Si 0
eac‘:h%"f iﬁ% As\ b tvg CYtEFRes copresprading FfbﬁtaplbﬁNBfn the genefrinehlogether on
ongrp bethudlleles 1na]|ifde §u|Bf%ct|s Itifeﬁsubjééis 0B RhRacREizd RASHR Y n§/cytosme
hmﬁﬁ@% ance of % rotic disease. For exanple, a

ot YLEPSF 1R éﬁ%d%'wﬁﬁéAM-l for Leul 25Va
and Ser563Asn

var i boL e |eul 25Va
var fxgﬁ%ed gggm’a? o e? rgehg & 55K g 0r T3 i satpeeopprigd between

subjictsesusleas mtsence @sataersh efxaoctquhﬁomﬁ vBudG By \QOM Fiffrdne th¥Pfarance
betfl rtherosclerotic

o S ARl VL RAE Pl Bfona ganiens i dbaca of
biolggjcal rgoleculgs, an e flikn tAngemgily piel pheeftype it @cdres gaFiafthGosclerotic

disé=0¢. rFo?fexa%pﬂaeg ?nhéggﬁﬁer&?@lglkwg?& PﬁEUXi/I org.gﬁfg%Valo\{gH@t and for both

differing fr or ns € Sa
the d&p e N plend Perge3Ase saytanipmeat inpredsddrrisly uMﬂlthisoﬂHﬂdst& didaa8, whereas a

phe@bt®pe Mﬁrhbﬁh@iyg%stv@ﬁl t% {3k ot Dl e ?h%g:?%g %t%ﬁ%f a ahe{;qs%Frotlc disease.

The sequences at these vari ant

bE‘t TRednd F‘@efrl@ﬁt@&h @flal g@xlleee‘ thflanE Qﬁzlege& eva,?lraﬁ r%teﬁort{'%d nef#?o a specific

R guence vari ances" or vari ances”

OHP@ HES0E 1 R RHQRe the spegific famedifering fram Oéher tirms otHhd sagaigene in the
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t
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Wthin a gene there may be several variant sites.

Variant forns of the gene or alternative alleles can 10

be di stingui shed by the presence of alternative

vari ances at a single variant site, or a conbination

of several different variances at different sites
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(hapl otypes). The term "hapl otype" refers to a cis
arrangenent of two or nore pol ynorphi c nucl eoti des,
W@ 2@6/074406F | ances, on a particul ar chronopsone, BCTUS2006/000525

a particular gene. The hapl otype preserves infopnation

about the phase of the pol ynorphic nucleotides, that
re inherited from one

indeftionBle f
deftion/Rle Sk 03%51&]9 é%o‘{%:{u& o{l:%é \&BIH%F gens, theeoey/si sepral esfant sites.
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v a?lllea HEEs U875/ &F | @nditipmraresconimoobt@iizglen €8 aitAnddesignate the
presqped of@izhs andioRBinFmAL 8 vi dence of di sease
Dis ea%%s a ch ients conditi S?]lem .&3)%{1%?%& At RS e bt aBRprmal.
155 FAY P Hprepter apd eateaeriagi bésed on fatioingival di@dges. Signs may

incluglg b &) it
zm@'tq Briiveseidart bOdise@de sﬁﬂ%%ﬁ IQ%Z at\[Mé ev1|aenq% }%}%aluefc';mnatlon

h |
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Symfd s.i.nclude, for exa ose ca
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and obesity rel ated angi ogenesis. A subject may suffer

fromone or nore of the artherosclerotic di seases or
wa@omdior44ehs at once or consecutively. Such PCT/US2006/000525

artherosclerotic disease and conditions are descri bed,

for exanple, in standard texts such as Harrison's
PrfnC|pIes of Internal Medicine (14th Ed) by Anthony
vasgulapdisease, Perighrlartay diseasel callederinher] artesp@kheienéiteaseqPAOD),
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treatgatti - art her oscl eroti c agents, exercise, dietary
i nt ake, wei ght - managenent, di abetes nanagenent,
c ohmﬁgm ;Jlabddgngnts;l ihs @alsRossleroflK &seab’f%‘r(éblﬁcﬂt:i]on% T?r%aﬁl@oh is treatable by
ti-ReletROEE eri pheral artery
eI s v tgéggéém%f’if% htﬁ%h S’Flégte'ﬁ neng igheiesaanagement,
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and obesity rel ated
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e e SBEOBLL S SR Dot .
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i ncl ude one or nore of restoration of function, 12
reducti on of synptonms, limtation or



10

15

20

25

30

retardati on of progression of a disease, disorder, or
condition or prevention, |limtation or retardati on of
waledoer@apat i on of a patient's condition, di SeaBET/082006/000525
di sorder. Such therapy can involve, for exanple,
nutritional nodifications, admnistration of
e Mlﬁé admnistration of a dru behavi or al
* gISCIIU% Iogencg moéfﬁ?lgr&%%foﬁgf @gﬁg)ndpgqch@g@f Symaptome) limitation or
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ant i body bi nding and nucleic acid probe hybridization.
Thus, for exanple, probes can includeenzyne
waewshraves, anti bodi es and anti body fragnment SPCHOS2006/000525
nucl ei ¢ acid hybridization probes. Thus, in preferred
enbodi nents, the detection of the presence or absence
t he. at st. one variance involves contacting a
en%ﬁ-ﬂ SQbStrgtg FJH%Q él QuiibRAy Erenents) and aucleic %cadh)anthzastioh @robes Thus,
in D‘JﬁﬁBheChen}ﬂJDdin&ntsnhe&dﬂJcﬁ&l OF ti JResEh
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s amno acid

11(1@
amind 688 AS@HQ6§aﬁéﬁ[ kl@@[{de fGBgA % Weé?ng% siaas ef BRGAM4fis one allele

nucl eot |
#E@&W}nqagldda@aral}’qr@ agnwuleotidd 378, Al oA MedthePRie® ohe Pariant PECAM-1
he other allele

s e 2T Pt

PEC e 8 815 alisle yithiSenat 3ming agjd 56Iﬁ)d/or/@ dn eticdgoade/ B!, Sm@ B@Ih@ Bther
allele@he RArANHC AN-
e 1G98 aﬁﬁrgoe i G%tap %/ﬁr ]{uﬁgo‘[&ﬁ%ﬁe?’t lgqiq @ % GA).

PEC/gﬂg/ or .G at nucl eoti
Ry e ARPOPIERYRIF heterprsisowsr mjh theuds ARIB6ALIEE Ir ARRAHOT

homorypohenbhdigdhelord88at tHeRrifr ayjefd - PECAM | may be
honozygous or hg%graéygousr%f bot h the 125 and 563

alThe kestype sty mBELRIRANED het ous '

based tholas P&gg)s r a1|n|b}§t|) e. Jne ggﬁg?{}n eé]g glgglemma IB%EF(Y ©-&., aray
aseflérie h@ﬁ%ﬁ%ﬂ Qgher Figthigil posh élmvmair lamnmw@ed 0.4 art.

ak PCR based net hods, and ot her
Aﬁt}l-é% §0%8& (\:/\ﬁ‘ge%tr apgiegpera@\;%%@ﬁ thahthhedlac,tslow alleviate
symptomg pf Oraatmheﬁmabmmticmlsa@engxampﬁsmgﬁgfopg{a R gtgms I}lbralte
all eviate sy
(CIOﬁa%%erﬁ‘imZ‘%ér é’%%g&%tl?@’”’d‘? Beratiyate (g |E}§¥aélp®h éhmd@zrate (e.g.

cause
for exanple, statins, fibrate
14
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(A ofibrate, Genfibrozil (e.g. Lopid(r)), Fenofibrate
Bezafibrate (e.g. Bezalip(r)), G profibrate

W@ eoogioMaoml i n(r)))), aspirin, warfarin, niacinPCT/US2006/000525
bet a- bl ockers (acebutol ol, atenolol, betaxolol,
bi soprol ol , bsnol ol netoprolol, nebi vol o

ut Qxam ne, dol ol , oOx , opr a
ModglyRa AP R o acis b HpsRets et b Efﬁ%?g‘ﬂ’eﬁef%‘iﬂ%kléﬁom
esmoRI) Ghe@ipIdsl| HEbiEOIY embxaﬁgﬁ:gmmﬁ okp€iolol] fadjiriioldd pndoRI, gotlalol
CO, I NN Inhibitors ri
timolg N e sk o) B - e e e e Tt (B &
Sulﬂlgdrgl-qonﬁﬁﬁigamﬂl inhibMas,@tes aptbpiRe Chgoen®); )charlf&amaﬁrdohtammg ACE

i RS LSRR RS SR e )

(Accypkii B Beringopril REdvedsyliBl), (Lris)mi@eis(tlnsoﬂ@r@)ﬁrmm1®/Zestr11®) phosphonate-
contaOhOS&o%pi? }nfl x%)%scfr?,;r‘]st.%?g‘?sm &é& 10 r11 %Ir%lgl’rreﬁlg.ogc:;u?ﬂﬂgaggEéaﬁ&ﬁnms and
lactolamios)), agi@éision rh[q)e@eptoabigq:l«atse n&lochﬂatdnt cardice piyansided/mtileethgthmics,
diuret\éniézsg)gjoﬁo%c%r § m&l@lrl %réﬁ%%&tgeéén%g&fl Ju? Jaﬁglmnage%zolamlde

ics (S prrono 0 ne
dorzojgartids; ﬁlr@mardb,émrryttapldc,@élacrmfs had, gdrochtetibizoitia emeoflumethiazide,

mannﬂglr 4R Cgﬁ{?bé%? 'ch léé{e?cg %H’E‘S%ﬁ gﬁgﬂ%&é’tﬂﬁlﬁ C@ %%r}{%ja(@ I%lgti,r&i@)))

or Ot I azl
Statmaﬁfg GhoyesiaE) (Linitee)e Bwastafin @m@)ﬁgvadmung@de(vm@; Aidger®, not

markét&Eh 'tl%(lfﬁ gga‘@{ﬁlpﬁ’({v)aaho@ %‘éfe@lr{e@ i%ostﬁ@?trésﬂwsas&aﬁn %restor@)

at orvast af 1N I tor r BA\p uvas tin Lescol
Slmva}s@vla%a@r@ﬂwpw@/h@@ww in (IApetsr®r Bayyol®p omarﬂfﬁmgémé@tmwd in 2001

by thé ﬁi%lulf&@wrer PBAND LA Is&iduPliad el e(s{aécxal@@dh@k sk B(dodbination with

tat(r)), rosuvastatin (Cres 3 ,.. Simvastatin
ﬁbratfszggicﬁo@)na 190 oééggtlm)lae and iy as pé‘{ytﬁmg@_ 6‘86@9‘(1f}5PAR inhibitors,
choleBayLaffd deknts. Mar ket i ng di scontinued in 2001 by the
manuf act urer (Bayer) due to serious side-effects,
es ple&thainlisyérl‘ﬁ@,e Bs WsS@kkrdif re@@ﬂbltﬁh’ﬂdhmﬁsﬁ\éh&d‘mﬁh Aofkepent fditler at
i natjion of ez tt ) si mvast at
the sa 1l115:r nr’gla s)asnf corpposiion, 2 ziﬁma‘ig;rg’&ﬁnﬁs#ﬂ rs%arta rcgmposmons or
combiadme dteatodl ef f| ux agents. "Co-adm ni stering," as used
herein refers to the adm nistration with another
agéne or mort hashitioat! thdngpestaragertts, efers i thehyelegimmef additional therapeutic
[ ]
soentg BRI A bR Rl e RRL Ao o
immuaelmj@ctullma bgenh erthipBaningorygasnts gtucqeettiopid, stepoid, en-steroidal anti-
n nad e
B e R S T P
penicBip@ing «fapsong @niliBaAiags, Wﬂ@r@b@ﬁﬂ%ﬁ@ﬁylrﬁ@éws antl-prohferatlon

agent@RhtibidtiE, |aﬁ‘tmt:& @Q@aﬂ{o%ferg | C‘HQIQQ&‘BF s'eﬁ@ét%ﬂm?‘&é%ﬁ@' cHolesterol-

non- st er oj dal i nfl anmat or% gP eukotT el ne
etfluxGopRg s SECAY- il’@ﬁ’é?ﬁ agdl syndhotic B Mnkpagiidesagent |

sul phasal azi ne, pe n|C|IIan1ne sone

aritsi ROt federms, FEROTRgT SRR rsﬁéﬁtascondamq chgpstegjzed by

anomalg@Yhsid pRAfctatips 6f dvh@hat demhfn&g&ﬁjécﬁ Tlifbrh%h&hﬁlli del$often are referred
nts (tano e estero
toas§@ﬂﬂ§@f?%¥ﬂ@%&§§@ﬁ sforgg @§E%¥8¥Q@WVH?IQBWﬁ6undS

ti des thetic PECAM | pepti.des

S S S R T A R
examyle,rtbk detepminetivarod Gic eliniza dutbymalseiaingesertages of, for example, survival
. t ornal cells in a subject. The
gnen@%%%; %%%ah?ﬁm&n?? eh'%are referred to as "neopl astic

cells,” which are transformed cells that can forma

solid tunor. As used herein, "assessing the risk of 15

artherosclerotic disease in a subject,” refers to, for

exanpl e, the determ nation of the clinical outcone

based on percentages of, for exanple, survival
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gi ven their genotype and treatnent options."Assessing

the responsiveness of a subject to treatnent with an
wW@pio6/07403 her oscl erotic agent,"” nmay be done byPEIYS2006/000525

clinical or biological nethod. For exanple, a

reducti on m bl ood pressure, cholesterol | evel bIood

gl.ucose | evel, carbon anOdee evels nitric oxi

l e éslessxrgﬁlé%rﬁsp opsiveness 8f 4 SERICCt 1A BFAYPTRL VIth 8%t Fr}t}gfqumlgrotlc agent,”
may Heaiand byf Ay klidieu okiiclogiyal hidihbdir Bor efdniplk @ redodafh i ilb@ichressure,

choteFE PR B LGS st o 0TS it <S5 AR e

attaclyhigoahd] beayt rhy&hrﬂé hednohibse, &idaby I(al'ﬁ@},,strbltel, qismdfdl péepl(eﬂé&@r;tenes

hi d It o rote
plaqua Ig.%gur ?urrlxor B%B Sa FURnoL ﬁr%)lwé}g?ung 1C Cf_nDEeI]eﬁgre%ag)gl‘] celglﬁ) %%hon total
cholefrol (ammzh glyceamdpghﬁeemy Bip¢apteiB)cholbsp@ (BDE ) alpw density

. C P s
ipopie bl AT OP Il S M SpoTE Rl HEL GREE®
lipoprotein(HELH(a)), ISBmédctibyPEﬁﬁd@rosHECckl\ﬁ:ét ihdidatgs thdb ﬁercmaiudawrcomposﬁion

d
may l%%?léc?éo@%m& ta}Zl ‘Fén jiroﬁcé\?e%bﬂy d?%ﬁ&ggz( gﬁ%P& ar)\//f {?g\ﬂé?&]% m v1tro cell
basedtrimghods. g., pol ypeptide, drug, polynucleotide, probe
and the I|ke The material provided may be nmade b¥
knBraiding,”|refers to ehéajring i foriskastie Rindeg orémak@gﬂ@r e.g,, PO ypephde

drug, %@1%\[&!&% pioBY, aliNBERLL ThE AR Rt VIR S nﬁwe el laa) ﬁ%elm or later
romcultured cells. The cultured cell , for exagPfr
om

develpped bioghgsrisal er offspr Eﬁ’ﬁ?‘é“:’?s Parrﬁxelaﬂgtppmpﬁéwy bgiohigin
cultuf@d 6418l xpheaéau@Ie@mm ex@fﬂﬁl@ GhdyGofnpiscRA b¥R&Bbh eIﬁlsm@eIdl@nsm ga

and/ or subjects e treated and/or contacted with
i ar erosclero ic treatnents
n“deﬁﬁ‘éldé?gni‘?ﬁ C%Pé‘tﬁ tgH%‘I‘IﬁIepté{?t th I t t t t

udi sur changes, .. or .

e R A TR e s S G R

arthexasdmaicttﬂaatﬁmtelnp]nmﬂg, depery,| cdenisé, Higtangchan gy ethér thaaapyeed
treal gnent of a subj ect

recon%?enaedﬁoégfots%n cary s““b*c"ép%%guag}ﬁ; rggﬂﬁﬁgcan be subj ective
g gcée?ﬂﬂg}n%% sgfan 0 Cd 6;%11% Céa%ﬁ% @an%e i tﬁgﬁﬁé&ﬁé’i‘lp bitear e& or a health

care yefessiond!iandcap be aIbh astivee(eign griniot)me IObISQﬁVe (Go: 9 meamrﬁé%ﬁsea t\fst or
dmg&%c%&ﬁmh the prophylactic or therapeutic use of the
erapeuti c agents described herein, e.g., anti-

ardshesOedie Fablifg, 9&6&&1§g or a‘ﬁ@hatr@%héwcném% tiséds€8refdp 18 e
used in the context of ypepti de or

Prophy Pyl ElcEB e g ase Qfﬂhefthea@%tm agsvrfs (rafriPah bereifes Gogiti 1 Ffgrosclerotic
agent@dr € at |l east 60%free, preferably 75%free and nore
preferably 90% free from ot her conponents w th which
t rSybsahtallp pltificl hierassORitad @dtextAT a pblsedpaliest polynucleotide, or

I tjde" "isql I I L de" i
noenBR o Sy e it AERA g BRIl ot SBaBt e nserbly 90%
free fipal q;thﬁd Cdnﬁlmnbrds?vvltlt @Blpleﬂ)bj/ Mehglcur'mﬁashc&iatﬁd unlsjselated polypeptide” or
f ff f
s PR PP B G SRR Ry PR b Ll 8 8™
respe@gonigf it fromthe adn1n|strat|on of a conpound or

composi tion of the invention, such as human and
nGibe brorsubient ireludes Pgamfsens mbith terraprblerif sefosing froth adlerosclerotic

diseastw)mo pc?ﬁtld &f¥rRise benefit from the administration of a compound or composition of the

invention, such as human and non-human animals. Preferred human animals include human patients

suffering from or prone to suffering from artherosclerotic disease or associated state, as described
16
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suffering fromor prone to suffering from

artherosclerotic disease or associated state, as
waele®enifaexiher ei n. The term "non- human ani mal s"POf/U$1966/000525

invention includes all vertebrates, e.g., manmals,

e.g., rodents, e.g., mce, and non-manmal s, such as

.hap- humgn I mat es, cow, chi ckens
nereity PR ARt MR PR és Pt A gh I S eges S5 hibhmals,
eg., roﬁhfn&dde &1 infeg, "andnon-Ghagiinsichgs nashusegrinates ey, , sEfeg rdeg,tcow,

i ni,cal or l%ﬁpgr assessnent of the condition of a

‘mmkgﬁﬁwg@P“8&§g@ 5%ervation, testing, or
Ci mgﬂsc} f%ngp?g'dui(l\l{gr J)rQ‘H%gl%?ﬂi% oipug }BQYnsljeﬁlsqg b glﬂllcaig‘?r of, eer

behavi or al T act eroscler05|s I nc
assesfnment eftizagohditiorngfianghjedh bisadomets@yationtestigs. @ eilysinetgncos.

Vanoh:y&tatoﬂl?cp ﬁ{l/ys[&?c{;[ggfs% Il%g %Qg a%éﬁncgfg?&% ?Lﬁ%lﬁ%%#lefo&s Ln%fﬁﬁé Zor es(ample
agingdyednig mpdlel dnving dishctoy at st uppry herstkhlogd gblrcoseran@ inpelar et (e.g., any

glycogo%fgd hcb}noFfanW AR, z{yo?{%@l Qﬁgmg&ﬁ‘ig gé@v%t%& El%s@fol Lnot\‘i’glycerlde

rotein

levelamavmg p bigh b@pémwaﬂlqnpﬁ prvodeasity lipoprotea (hDLa iveld heogterobily

particBE NRdvhiéd li }'Ecﬁbﬂ%n‘?h@lb g, &yb%lo“p@eﬁl’cyq p@ﬁmte[}?(“(/'LBﬂ) Farti@%; having a
concentration of functiohing high density Ii oprotein

low conqeptrationyeifinctineinehigle ety ligoaiotd o (HEY., "spert 9hqlﬁsgﬁ>1 ) @grifles; very

high melml;{maﬁahmés @ridBd in(hb&% g}atemh | PO, BdveteNowidvels MidabA-V,
having | ow | evel s of el evat ed | evel s of

elevaigg) H%aely gt hompeystignege-g. GEFetotdlﬁtaéﬁ Lhgryriaant e Biioes oldhugesrs
111vol%dt11@ﬁd1ﬂfé§sti©ﬁe ﬁlﬁ@oo@iﬁﬁ Qﬁbabéb\/sﬁloléﬁg H1gh H’ﬂ&ﬁﬁb@é&ﬁﬁdz ®B&ity; having close

sm tobacco SO
relat g B3 gL o1 Ry b BTk SG S Te e AR e agive
chronf sub-cBili 620 ket clﬁorﬁ@ﬂnﬂirhﬁﬁﬁio}d, JOURY ﬁ&@l&),gelbﬁbdftg:oncentratlons

si.ca cti h b-
o G L U S B
polluanipagicles, atgl., cﬂn’cbm indlselbbac ahé‘ngsb]ma@:ﬁchd‘uetmﬁny&abadémls of plasminogen

activa?%\{liéhnrir% o}:r reg Hedr ustogc'iﬁ e1s, a%d’?) ha% tua ove’r egtexp 90 dbasfé%o a%gtf:se

par
I SV,
L AT Ty SR e TS ga.r@m&
knowa nuitangafibadsivelopsl assoeor- re@hoéro§ d¢t@rammg9exp@ssmn level, for example
1mmu‘?1@l%§1'c§1¥écgﬂuﬁ\%§tﬁ{ tech%'hgsr mnﬂdpggssﬂl %%?atw%ﬂmﬁ?ﬁ%a@é? 119 8tern blot

determ ning a genot g ey now known
or Elé?’A ME?WW@RTIT%W@(}@ AogBumylohr hﬁﬁVhld@‘aYdﬂle OQBN&%PWF%

seque%&Q% FP- {iQp PtﬁvﬁhR 2QE- S}%}Sﬁ@'@bﬁg P}HWQ&Q@ 'SF@'Chlp technology, or
tec u PCR t’echniques, | miunoassay, quantitatjve

RELR. {RRes6 894 5 iythe an SpvERahePeetitof thes disgiesurg AR kpes hpgto determine the
genotie i2@BcAang/ or Northern blot. The | evel may be of RNA

or protein sequenC|n% real -ti me PCR, PCR
A sagie &) SIRIBHERY 1o DRI ISR RieRAS RGP Le- NS ephing, biopsy, lavage,
phlebb®EH O SIERY tap OBari¥idsRncléda @isdt sfiplds] blbdl, §geind bioncHia Wathehgs,

t he benefit of this disclosure would know how to

biopsy atFpls; $4UEHeA G ot ype of PECAMI A san‘pl e or sanples

0 i ned.froma ,subj

E%B‘HF P ca@ §)}ve zTr%R}lgt as u%)eﬁ%gx‘ﬁ ffq,v n@%ﬁuh cit%%P g%:nt which is
effectﬁi&mqioe Smgla of md]ﬁp]b Idssuémﬁ%trﬁlﬂl(ﬁ,&o the lcelbat, sulsyputititl prolonging the
survwaﬁ;hrgf g&lﬁﬁj‘e Lﬁaﬁgﬁz lwlltg guc?‘l % 1:%1\5/ %/ beafm Il}{l] % exﬂectecq ﬁlsfémt aéenfzee Q 5‘.1611 e
treatmedf.er s t o an anount of an agent mhlch i's effectlve,

upon single or multiple dose adm nistration to the

cell or subject, in prolonging the survivability of

the patient with such a di sorder beyond that expected 17

in the absence of such
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treat ment. Conposi ti ons descri bed herein may be
adm ni stered, for exanple, by one or nore of
way@bem4eanl |y, intratunorally, intravascul aral PgT/USZHO&000525
resected tunor bed, orally, by inhalation, directly by
inj ection, and targeted delivery, e.g., by the use of
ones encapsul ated with drugs, e.g., coated with
ant ?%8’8?%%"“5 Aerridhed hareieanay be p@‘@mfste@df for example, by one or more of
syxtelﬁlsu@sineatgﬁaﬁﬂ ; @lthaSascldal
b I@ ﬁt o an o) |§gﬁ)3ac£§gﬁ g]mo}gﬁ? %Eg}f’ y inhalation, directly
e Eﬁﬁﬁ"?ﬂﬂ‘étaﬁg&{edfi‘é}rwegy 98- PHheussof [ipdsemiesreaerpsiilaed with drugs, e.g.,

cogteyesii andibodiésEldI6eHarfdrnipaatit ﬁ)@hésﬁes/di‘é%?/@ﬁj}' s capabl e of
acting as a point of initiation of Synthesis when

pl adedsedhdein, the Rt tpranG” teferdVbiafk Bhg%)ﬁﬁél&ﬁﬁé %vh%exaoc&[r}iﬂ'gel{aturally
enment ary to a nuc

t duct whi ch
as ﬁl)%, pglﬂﬁ%cpt@stp ¢t %Cgﬁﬁ 8E!%rgduc€lisyat%euqaﬂy,tvﬁ]é:hléq- @Rehieef aghing as a point of

ran
1n1mj®11 ebiynitiess wzalmi péuaed umderccbﬁtgncﬂltg ﬁmhl&ﬂétilhth@ﬁs c@?%mﬁ)er exjtlgeﬁsmn
e, tenperat ure an . e
pr%?‘}tsr@f@i&m?ﬁ% T S’E:‘{ﬁ 9® §‘ﬂﬁ513¢‘i WIEKPUHG Fushr (gmid thiupresence of

nueqotiiesiand eryiniyrirgagtit ﬁuohat DN[A, potyhﬁerdiaahd&k ﬁ SR teBbktuREand pH).
pr Lmer is

hél
! Ilg}?gér%t IE?rgef{gllt@le gggglessgéangr ate mf”fnglu@t ?fgfﬁ‘j‘%y ’Bé‘F’BF%"aB@F Rigf may
altquga@@ely be Wé}ﬁé‘ff@lded(ﬂéd@lbtmtrmdedj lﬂlﬁp&un;}aﬂh&ir@ Erbd1®T to BapatatedR strands
befstehblingi; t nt hesj.s o ensi on |
;ﬁyod‘u%t%@F“nﬁ‘%ﬁﬁgg%ﬁe‘e@%ﬁ%%ﬁ? IR RSP HG SBi5aRe Y lppiso prime the
sigpf qx@ﬁﬁj?wo@ﬁtstlﬁéle presarey of the ihducthgpgemed THe eRFD Léngths of the
ith@€ +al &perddtal e Qurce of pr
o ‘f use of t r?gq%e?‘?ﬁgsd@%% %%sé[sn %grta ﬁleef W S8 o%%%f‘%ﬁf“i@e usg of the
metﬁi% ticular nucleic acid sequence also inplicitly

asses .cqonservati vel nodi fied vari ants thereof
( ec“gnqpss atzl@ré"ﬁs&l ‘@teéoa(mﬁlcg%;b@l\c etqaqd(j;n@l)encam@o implicitly encompasses
consm)mtlk/ﬁyrﬁﬁﬂlﬁéd/vﬁﬁﬁtbl 3feB8(e.gA8 dte 8BS0k BB
i ndi cat ed. f;S(pgm eéléﬁéarl i Ogegéﬁg%?)&%gg%plemmary

seafiBie) f it 18 Siighop iy BvisaobysripeP Atk s qubncustiuions

may e aphieed by |gal€fdﬁh£ sbq@Séstih RRicRine @RI p%Eltl&péf% 1SE n%fg & ?ected (or all)
substituted with m xed- ase CF

ns. |
codéyg is s@tl) r%l)otustl \gl }%chlecghaég ar(dégtdi(gym@%meaqemduem@lqt?@r ¢t aACN@lelc Acid
ResRé%5081_’(9995)38)hts(1M 11),;7. B3k sded 260: 2@(15-26081 (198§0R$ss0119h&'£1 Mol.

cgfie s mesl masein o i S8l IF

mRNm digeiglegedsbing palyhivigede, cDNA, NMRNA
é_%onucl eoti de, and pol ynucl eoti de. The terns
¢ 1Ept mgigipﬁﬂj; efreptite” amifgrotgm atrensad 1n@e?<ﬂlaﬁg&ﬁﬂy herein to refer to
a polyieL 6 CRANORANLY 1 AET r to a. rrer of . am no
i gcﬁ:}lted resi dues. ﬁleqer}ﬂga%p’? b o ar?"ldrPc? T5d™ BBl AR g more
aminopeigesidye drpa aﬁrﬁcrﬁbﬂ@mm mimetic Df:h qoersipduiding mtwRdlly occurring amino

acid Ads tefl € do@ktufd§ B & BHne TRt r&s
Jhatural | yacl)lccgr Fi ng an nc?hg@?%m%rsca% e a§§g{y@gcumng amino acid
POYW&t ural Iy occurring anino acid pol yners and
non- nat %rajl occurring am no aci d pol ynmer. As used

hef&id DEIFE: e Ier pRbyyswese alwin retnsion” (PER} tefantd tieP@R)ods of ULS.

Pat. Nes‘ 4)683,195, 4,683, 781 Had69]f 3JuIP fxﬁﬁéh
dlrected QO % % ] and 4. 965 T8 8 ] aO Wﬁy%c@éﬁrate%%y reference,
SHEGP t%rdn?f‘fﬁswéf@rce?fe@raﬁam P@cﬁe@aem of aetehicdencharin a mixture
of gqnmmcéiam nifhduh eloting Setifiakib R NA Ofsc@nSEH W}Emﬁf“P@Fg@ordg&L and
of genom c DNA hout c

amp%?gé{%g Bit dlécg’t’ refent oxtggreﬂg‘@?} IR Of corpppangdseaftprd wo PORore cycles of the

product and

18
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"anplification product” refer to the resultant m xture
of conpounds after two or nore cycles of thePCR steps
wo@Roodenadur at i on, anneal i ng and extensi on are PONPE®DE000525
These ternms enconpass the case where there has been
anplification of one or nore segnents of one or nore
target sequences. sed herein
PCR stepsch Aenemaon cRpceling 3@361“8“510&”%@8’@}#?& Fsﬁ t?“é’ﬁ ghogmpgss fhe case
wher®Néreiied Reh! hidtplifithtionlvf bife & iHRY JeBRchtOSf cBEHTRITE @t sciNAces.
j oi ned together by nmeans of nol ecul ar bi ol ogi ca
taﬁhm&ﬂM£antmsmusedmmbmaﬁmnuamanﬂehsuaﬂmdemeqﬁﬁmmeDNA

rnole%ué gvénc% i§ SOMR nt eglpe ogge%gl%gls g{ 191\?.% aomedq%ge Cl et éags? ? %og%?ﬂag?%logical
techniquecul ar DNA nDIecuIe di screte elenents are referred

to as being "upstreant or 5 of the "downstream or 3

el Armsed kereifflaingcleie peifl srghengg ew@fif 1] thdaraeliganelpotide, also may

r b QL Rr

T T R
referngdl foeps being dupstesaimiior ref gt “éowrmmd o éhederaants. Jeisdqraitiojpgy reflects
the fzjcptﬁﬁttl%ﬁlscﬁptlcﬁ r&}&@&fs 'i'r?a@:fnt@.fi fgﬁ%nca%g % ﬂl\?/g 5t2Rd. mvﬁyxﬁ(gter and

enhancer el enents can exert heir "effect even
enhancgiigrestsgvhigf direeidrapiodptisndd a ém@ﬁr@me ABTRENETAEY le@éﬁdr?g or upstream of

the c&ﬁa«@ r@%lon Tﬁ@v&%&r érf%ﬂc@lnelérﬁélm c%&ﬁeﬁ%@r@fe&@b%mﬂ Yclc@t%él Y1bf the
s are | ocated downst ream of the coding

PfomP*éb"r‘l?}Hent adl theseoding é"rgé%nn Tfa&?F”@P?‘“g‘GWH&%“@B Plilddéﬂ}ﬁé%’ﬁa%mgnals are
locatéie LE@vRe S URNGEneREREA] Ng a gene refers to a DNA
sequence conprising the coding region of a gene or in
ot Aeiseddi s, ah b&gdﬁblﬂecﬁﬁﬂhbﬁfﬁfg&,nu\ﬂﬁbtmh s@ereefoding @ﬁle refers to a

roduct. The cod e ese
DA RGBT B AP G B ToAB e G RERB T Ul which
encoded 6 ger@pratnbia ﬁhebcslirfgrreymi rﬁiyshe p8qatit dxeenjherrmm@n& genormc DNA form.

Suita € 8%(81%%?%1Xm%n% stugh as e &nceré/?rgmotgll‘,? sg)? Xet JH%ch%s %cﬁ}/afden %811 (sj;gnals
ete., hay lpaepimed mpﬁaspgclommmytta &t n@hngoégwrr ﬁnbfcgenqaif nlendet_hilod)/amnt proper
1n1t1a§5)) { &%%ﬁicﬁé qcfleagé/ %ﬂ(%rrgcft Bgolggssﬁ% oﬁ%«% XILIJWI > e il ﬁté&ltematively, the
codingeegiarsiliedd in H@ vpeters efthe plmr:ehnveohonmyy Qs‘)otatnamd]ogenous
/:

b ROURERNE FULTACELS AEQUPLEL s 0 LSS IGK] 083 e or
combgyration efchaihi andedenmys efid ﬁbﬁggﬁliio@r\?é@tgé ﬁl?@ilsn’fa nd exogenous

control elenents. The terms "identical" or percent

" i Ehergrme yidenticy]” prRerepnideRtity.oin hoepnéit ofdive ofpere apgeic acids or

poly&ﬁﬂldésse@%ncﬁg L #BAP W AS nSREAERNEES or ERERledc& hBreQke J;IBE @r have a

sequences or subsequences that are the sane or hav

Spe“giﬂelﬁqe}“é%e Pereeieidgridyes o myvieptides thet predherges (oF- 60% ldf’nmy
optioRAIGA 6B %, 17@7@575%1 80% 2856, b8, 3 8P% idedtiG-over@Qbck i@ Mdgidny, when
tio a} %/f\/f@SO/ 70% 75% 80% 85% 90% or ,95% q 4
ComHa’c% CF AtG & F Mg COISSRPAPIes PG  CORPRERCICBREY QF desiggate
regmﬁ bd @élas@ke& Bing 6% bNMUEToloHIhe SQAEIHS DERPDVEY al @ridHRRALY Safual

slieng SR G LB R CEUEBFA NEBH P JBr TP ALy Sgjicd ~ Thi

definftidh uﬁd) re&irs @rulimtnpmneht vf Stagtlseduirsip e Obiidally, Smdabnﬁ@@uen 0es a
ubstantially identica IS .

resoflif) Phald raar ! P ERRA Ry pirfieRi mf pigfepl Seraregion
ﬂmﬂséﬁu%nmmno&mkmom&bbwkshhmm$Mentity exi sts over a

region that is at |east about 50 am no acids or

nucl eotides in length, or nore preferably over a

region that is 75-100 am no acids or nucl eotides in

| engt h. For sequence conparison, typically one sequence 19

acts as a reference sequence, to which test
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sequences are conpared. \When using a sequence
conparison algorithm test and reference sequences are

wenicenedos nto a conputer, subsequence coor di naPEBUS2086/000525

designated, if necessary, and sequence al gorithm
program pararreters are designated. Default program
can be used, or alternative paranmeters can

par
be ggqgslteg at ed PFfan §5€’d‘iﬁlg¥1 B SEBIFRErS ave ferruce sehwantd) @nwhich test
Se@am@mratmparddewm BRta sEQ@MRRERpA- AT bdriRS téqs%nd rence

relative to the reference se
Se(%lgli%s ﬁg%%ﬁ&%% cﬁF‘BW\e‘b 5@5‘??8?@? §°°r%na“?§@mﬁlglm if necessary, and

sequped g@oﬂthmsprqmdpdnmieﬁerﬂare desodnbid@ DekAf %fo?ﬁﬁﬁpa}agne@ers can be u
e. of nunber of co sed; or
alt SRHVErarRie & ? la%ﬂ%n?tgﬁ,]h@ﬁ SIS PR FEn gor;@motherf qatypiates the

positions se
perogyt Qe@u@g@ldemglgaﬁot the ebicsquehéds telatidbRlihe r%fé%ncé‘@ﬁ@enges YRLd ¥ the

pro@Rfarakifl £ © about 150 in which a sequence may
conpared to a reference sequence of the sanme nunber of

CONng F‘@ﬁ%ﬁsoﬁ %&goﬂﬁb%q%%%lnt h %qs éﬁ%ﬁx% (tacgqc S%E@gr[j gﬁ@yyne of the

al i
nu Qt% {LH ﬂtt%lplilsg,@ﬁtlg}séelmd frduomthesgroup cdnkigtiryf of frofPit618do, usually about

50 t8lab@ih &) inoff rison can be
C g nduct edlo eu.s§a¢19 de ?@ b ?1%0(1:1 g? F?%Fgaﬁqu?&s P18y Rfspared to a

refegence qugn%qfé}}eme nlp;@tgpr ofcquﬂlguomohlhpns%ﬂéﬁﬁe t(vxib%&ﬂu)encepé're

optitriaky iﬂ(gﬂ'&i B@ﬁlo@é dé?g%%%t &{s §ﬁ(%£11g)]§ 8<§mpagsontaﬁe ng]eg}ogﬁ i} g art.

Opt1malilsl ggpqieletyf Fﬁgf“ﬂ]ﬁ?f chop@gpsg@ pange|cpiiwetad, elr, bg theNahl homology
aIgOAdmdof Stdth. & Waterdan, A85 %ﬂﬁa&hl%s ésé%%)G%asHE ét %%légye}a ignment

[ of these al gorit
algobﬁ@rﬁ'ﬁ%eﬁl e s Rl B 531 (1T Tt @il ity method

of Peatok &gkipm@e Petci K], Gosmnt C
& o FPYLED. SE. 081592445 1@88§aﬂ;fd&&$gt3%:feu

i | t
mpl%gﬂtag) otVYw & %lgorgfémi]%/(}A%a@%%gEﬂT %Elb (r;ml SFAST Myl tecWisadnsin

|nspec

Gengjcg) S@Cg)yare{ qukzwbﬂ]}eneﬁcs @omput%d@ro dI; %9§S§Hﬁpb? %QJIQC)H WAS) or by

refers to any

e m "anti bo
mantt3 gl‘Itjgnth%lrltea\/\lﬁ VIS‘IS]aI ha ec (Hle(é?ef 7& ?W%P@ﬁ&% m\Mql?Cu@CBlOﬂnngAusubel

mol ecu
et alyprist 1985 supplepiett)i t i s coupl ed with another conpound

such as_a targeting agent, carrier, |abel, toxin, or

dr éﬁusesi\pqrﬁg,l}gmtelam“@nbodlybntyerm uay in}qﬂe&%'@ﬁlb@ﬁa% sﬁéﬁ@wl | ght
Y" f
lnun@ﬁ%aétMy Q&ﬁi‘i’ty Vﬁlgalleln& n ?{s 98 tlegdxg hﬁg?%éﬂmcﬁgﬁ;sgcg rﬁg; ’la?gr;tlng

th or wi thout coval en
agen‘rl, £qr1sT; label tasdn, peding. Abhquglcamb@lyylswaﬂﬁedmpfﬁesf tﬁv@ﬁgﬁ%d Qo

heavy clagie eh it ey
term ﬁifec uiggeriga Fab g{r t)bt%e ”é"ﬁggp@ ol Rg Y” O@h%?"% %PW% pétiveraghem, the
RaVP 528 |“?1’6‘F1H66 4 fFeapivieyragment anfr@memg efthe kbl cfoﬁfp@ﬁ@ont Qich as

Fab rankcuBe Fab t LR
a cul3eIFa pﬂdféhiﬁ Gr §11'i eér%ﬁtpglypgﬁlld%ﬁngg% %Pg Bféiay}y for an antlgen Fab

refers F‘g‘@ﬁ? é‘§ i resnemin Ao disdipreiny tae feth [EabpouiéculstSrefs t6 Rions of
antibduyancjecol@ivRicR RGeS th v&ﬁtﬂ h}é}éve,
whxclpéxﬂ% tbgl 4act |c vity, ! ? g?lglb% oql?l%c CHanég’{:fi/Oéélglftégal%Fnd
( ¢ ReEE AR tynd ap Pﬁ’l‘ﬁm ‘dpedidss émf}onklmmarai&nEﬁQ}t chain
corma@l Welownas Fﬁbstat‘s m bSteMith& iy
antlbo@ NG %u%e ngq he ant ﬁg%f/&l%&)?%to i HWO%W%%WS ofthe
? ab) wh %ras ﬁ’%))%fWhFW@ % 6{te aloye @rngatmummn -covalently
aggre§idd-s6 Wha b &ML hyor ng_as the aggregation
ot 2 y a%lae ofg,sei ec??%ﬁy 5%58‘?“ Iar?/ﬁc?%”ﬁ” Articular ytigen or
HHEe @En or antigen famly. The term "anti bodies" is
used herein in a broad sense and includes both

pol ycl onal and
20
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nmonocl onal antibodies. In addition to intact
i mmunogl obul i n nol ecul es, also included in the term

w0 anvbiobaos es” are fragments or pol yners of thoB€I/US2006/000525
i mrunogl obul i n ol ecul es, and human or humani zed
versi ons of immunogl obulin nolecules or fragnments
thereof, as |ong as they are chosen for their abilit

t Jhe termaibodigst Lts??ehefﬁ“b‘tné‘|bﬁ7§‘d §FseIgderdrdasialh PPlycmél ahd

mono@l@ﬁdl Bt &ies. R Bdddontte SR Einfniho £16WIiH ndRSH1EL le@ﬁtzlh&’ddtlﬁ’ the term
the in vitro assays descrlbed hereln

I Ng
“antivgplia? GLEREIFES RBRRYMY PiRosaATBHOERlin malecyieh gnd { i or

humahiB&r @Skﬂiﬁts bﬁmﬁﬁﬂb Qﬁbuﬂlﬁ ehyhiacd ifegaatd tirkdfes 16HgRs thes treé Ghosen
accordi n st n

nlc nmet.hods. The :
U I MR R A 0 U
desuefdﬁem(ﬂﬂyfuﬁlﬁg ®8in dird ﬁs@@ dé)sfcn%E(E&Mnl or b§. agalogolbhﬁet‘hbdspbﬂeywmch their
or varj ant nucl, eot

in v TR e e s a6 Pt Ersaepe
methokd5 and 563. The anti body can be a pol ycl onal,

nmonocl onal, reconbinant, e.g., a chineric or

h e aitibedies dftihd iystint imsention ame rdisedegrinsethg differeut dlieles of PECAM-1,

e.g., tﬁ% wgcl{ %’ge %n%/ QD %Qatnjc @%g% tr)fe ]?éecrég%—: 1|ya¥ n%%eﬁ%&é%oéifignsﬁz%a giﬁdrf&S or the

ammcfamd tweidipesof 42 eard 63 .r Bl aatifady caﬁﬂ aipobycioosl smytieciohal, recombinant,

e.g., a{ orﬁ%éllfé%r ﬁlﬁﬁ’a 91}%'@ qulﬁﬂ{ﬂ‘n% $hh "ﬁﬁﬂlﬁ'ﬁe g5 mgrme §1HQE @tﬁ.ﬁ%ﬁﬁody, or fully
trents, and-$ di agnostic

S}'ﬂthép}p |Cihgmr1|cdwgqam|z¢‘i butmmsmr@”ar a@ﬁtﬁ@mpmebt huntapy éntﬁﬁfhlef’o@@ Qesuable for

apph&aﬂm %l&&lﬂo‘ﬂld% qjepteé)cecﬁacﬁﬁ?ﬁﬁbtﬂn@tp @/ 0 'Ehe@ap@\lﬁ@ttﬂeﬁmgﬁt oghlPrEeﬁBatlents
bitor Methods of Sel ect |ng g%FCtS and seSS|n%
Xin

and s@pesdiagnestic pprlisatinapt B arplaisd emppdgngat, gretody cHebei cAuRIsH P 8

and/oPh @RS pRARBANGE. fOr selecting a patient for
treatment by determ ning whether or not a gene or

Meth88\dSele i ubfecR] addSsRihy Ribks o Tres@¥aIscases i ncl udi ng
bot h normal and di sease cells) contain at |east one
s equug mc@e\agfectame @vahio Proiviled Nilethed foveleofingt d’}ﬁtld’ft e as@ment by

on or the risk o t he di
ceter iR B o PR ssby Rrogacicn Sp EHEPREHR AR HatA Gy o
norma¥ahd d1®cta|§t€d’ellg enaiy pi lagt atr serﬂxelkce wanimetdweldsh i§ mdg:atlvetdﬂ fherdisease or
condigéne gr the TS egs{irg/%l%gﬂlg ahreldlaslg]%se 1I cr?(:? {1%1 Tlhe m%ffl%ds (PP ?o%d"}fe%m may be
used walt ofaﬂcmmotyﬂmg;dn nrElser pethedsdeg. atuhlapcbr@msygse rr@rkehbﬁ ereyspreys In one
ernbod{n?e];g r[‘lh? E{S %?sgalﬁ \Jat(?%ngé %nsﬂlge%%qﬁﬁalﬁy ott‘)alqarggscl‘;\ggg %' Iﬁlfmde a
haplogipt hetrapbotyipes: dtrdferaldy $eaeiet prepense pf the pljatity of farianecds éﬁ@b@mve of
the r1£@f d@\%fogmg%rth&‘gs'c Ak ¥ ea@é. Tﬂ@ghﬁéﬁ}k@f Vah antcgk%lz{%I bBlelibdcative of
vari es N e in |cat]v risk he

the rigk, oirth¢ plpspligfof vaaxan%m oy beragicetive of Berisko b plaeli a6 vasnces may
also ﬁerégﬁﬁln{itﬁ)ln?& e M&%nshp@ ertR ity JfWat@zfncéé%dym vEBMces from

I ncl ude variances fromone, two, three or nore gene
one, wgciiree phIgiE gefd?ciaspect , net hods of treating

artherosclerotlc di sease c se determ nin

g &R B1hse 20 THEhods oBEReling 3t %n@?f&er%tmsg?saf?m@m? H@ermmmg the
genotgSIRIRE PEOAMIE ahd €iciifg the F0tydetoahdidatnigt. mMay

conpri se met hods i ncludi ng, for exanple, array based

nﬁﬂhﬂ&&mnﬁﬁﬂmbﬁ&ﬂﬂxﬁemhﬁﬁﬁmmhmﬁunmfegn@ﬁlmﬁ@bhﬁdﬂmﬂmdsPCR

base%%%og&g%ﬁ%?%%az Yl'ii?o?s %Ig{bo%?s %&%@P%HIHA& (lg)e nu%lelc alciq methods
(expre®igu &neliofi JPEARMADaB1es )] saqe@icing natthotdidiret tndsedjwetrsequegeing of
of ol i gonucl eoti des or nucl eic acids and peptides or
protei ns or Pyrosequencing), protein nethods (e.qg., 21




expression |evel of PECAMI and/or sPECAM 1), enzyme

kinetics of PECAM I, PCR nmethods (real-tine PCRT,/BSRN/000525
wa@bdoeloaHspeci fic PCR, reverse-transcriptase POR

SNP Chi p technol ogy, RFLP and/or other assays Cor

descri bed herein. The genotype status, refers to,

of . one or both alleles of a
Ohgﬁrﬁrrlgﬁét?dﬁ X 1 Sg%h%‘%?ﬁ@d@%ﬁ BEYgies o ParosrsuakinPEGAMiH methods (e.g.,

eXpraspion davplr df PECAM - ad/stisPEC AN 'eﬂ@ﬁﬁé l&lyetlgg o@%Sé&M%R methods

(rtef-tmtle!(}fCl{]d ggéel? g[%ecgic Eegﬁrlggc%r%g?fip?cglgtaqum ECBNSAG Gidp telchnology, RFLP

be informative if
an%{ﬁrfqthezﬁqg@;fﬂlgglbeﬂdlhgﬁg]ét -(Ie-p?n ﬁzzang?yexan‘pl e, if only
one¥ B 9ea0tepd satweteBrath feckxample,ithe defiotyhd Fohy HSo aﬁ]Flfas of g humans

dt subj ect
P Eg%f?g 6211? e‘l‘ﬁkf é}hﬁ%é ¥ Z%S?)g g@g {\Mlgllﬁy Qj%/n%glﬁq %@g@géﬁhmﬂw@ty of one or

dheaucleqhidp pesitions 373 PECTIMF PEEXNI- E&ﬁ/&@et@x%ﬁﬁﬁé e lfhentlty of the

1-4 and
aminﬂ@d:ldl Sitioh® 1258 369! b &Y beih onl one al? 1e1 determlned For
grlantsthereo %* Y 1{9871%&’?6? y ele is

exa(ngg % ooy e%eg%]@{eg@@éﬁgm@p@@dst 1); wRévyk Sthe assay is informative b(ejcause wild-

gt th: 504 nucl eoti
" Cover ng-the SRB Lo/ PR et anc

andiriners fElaH‘HCAZ\/I 1RQpNRT R d@t@ctloﬁtu?ciu%% on, exglgﬁc Ct e%%@s,l 2 and

f t gaaggct gt gcag
fragn@%}ét? Cfvaé%gs ong+Igg688a ( Ser 563Asn) at exon 8 Pai r
3: MGy ggvttctg ctgtt t gagaggt gtgctgacatc Lengt h:
150 ntﬂc?r des gpecciggcecisiat ggaat cttcett
gggt t t gBevstset t t t t(@’t—iﬁttdaeg’tgztctgt g,'ﬁ_@,’)nucl eot i des

" o | ates," as used
"Corr el corre
her ei n ?%fer to éﬁgéog% OLHigie of nutual or

reci pr ooy Cﬁ%?-”ﬁt(ﬁ@ﬂ@ﬁle)hexomemmdgﬁamrype status and

ts as
t hesiaperdriverdef f i @Qyt‘g eBEL. eat nen
desclfﬂ;lI d herei nQ 7 Eccg% %:Pargeﬁt ating refers to

FHie gen é“%?%‘?ﬁg@%gtﬂr)l sk of _
gslt ﬁte:rdmgthﬂeghm@gg@ase and/ or treatnent options. As
used h g E&g@\/a” ant PECAM | genotype both
st at uses'rl\ﬁirefers%g %ﬁ% GhF9AE or nore of Val at bo
a3 agdighcptstitictems 125; G at bot h nucl eoti de

: t both amno acid positions 563; A
S?SIbE)It gé%a%zigé%cég& Ca05| tions 1688; Val at both am no

aci d péSrgtidnutpgtides

Pair 4: cccgaactggaatcttcctt
gggtttgcectettittete
Length: 651 nucleotides

“Correlating,” “correlation,” “correlates,” as used herein refer to the establishment of mutual
or reciprocal relationship between genotype status and therapeutic efficacy of certain treatments ag

described herein. That is, correlating refers to relating the genotype status to risk of artherosclerotic
disease and/or treatment options.

As used herein, “homozygous variant PECAM-1 genotype status,” refers to the PECAM-
one or more of Val at both amino acid positions 125; G at both nucleotide positions 373; Asn at both
amino acid positions 563; A at both nucleotide positions 1688; Val at both amino acid positions 125

and Asn at both amino acid positions 563; or G at both nucleotide positions 373 and A at both

22
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and Asn at both amino acid positions 563; or G at both
nucl eoti de positions 373 and A at bot hnucl eoti de

w@oeomshians 1688. W dtype PECAM | genotype st aPQEUBR06/000525
one or nore of Leu at am no acid position 125, C at

nucl eoti de position 373, Ser at am no acid position
nucl eotide position 1688. Variant PECAM |

6 or . Ga
m‘g&%@f’ Hyuiogs i&g&s Wildtypp BEGAMrhEeaoype seiys is bnearinroce QfdJeﬁi at amino acid
pofit@i 12500 aﬂﬁ&leo@@omﬂb’r@i?@oﬁér demRRSALd }%'31*:133 363, B o nucleo’ade
o g%gggﬁé% @ﬁ%% éégn 563, or A at nucl eotide’posit]
POy % { BEROH PR ERtS 15 ORmSF mhaze el a‘fcmmpr acs@osmon 432,

G aaimlwus& positiog 373, 1Ake iRt dcl RSB 6308 25 nuc%%otlde position 1688.
agent to the subject

2 sclerotl
Me@lﬂ)ds 9 s¢I1 gggtalin ey ﬁ]u’[ mc{gp@nsea{agmqaqtﬁmgmhera@pwtw amount of an anti-
artlmn(g;pleltoen sgem:to Ithe&tlﬂij EdﬂgF @ lam 6Adks) ﬁBrEl@'a@;B11t1l9 Wrfarin, angiotensin-

bl ockers, ‘cal cium
cof e QB Chm DB bt i Bormbore piagken sgium e blockers
anguﬁmsmrqon‘f%t;mgangmﬂfa(ﬁﬁﬁﬂ @hibltdrs, faﬁﬁ@i}éﬁsﬁt{n Ib}e@cﬁ)ﬁﬁlbﬁckers vasodilators,

: i a i des/anti-arr hm cs,
caréﬁ@t?‘glgéoklﬂgs%@ ﬁg}“ié 1es grugo?t% E l?f,éercblﬁa\@egmg gfugf, iSiggns, fo@p peid, fibrate
(Clafitirate, qumjibm;é & g;lbg@d@}, &"blgs,ﬂbﬁ?i,’rgbiaﬁ&éﬂd(e £ @e%ahp@? Clproﬁbrate (e.g.
MOHQ%@B?Y as})mn \%%}?afrm arn 0 c?a in ezngffll)njlé ggzglgé Ff}(?l?r? 111%}%(%%@1 l)ockers
magﬁd)ie’@tb@qg@rﬁ(agqhqtp@i,tatmglob betyoipl, (b%ﬁbloﬂ RExhd1bll ﬁiEtSprolol nebivolol,
but@h@rethR6KE bpreddioR %!r(ﬂ)B |n91% FOIP zaéﬁpﬁ{%‘iﬁ%? %t@?laﬁlrcgqﬂ@pl—blockers

atenol ol , Betaxol ol SOpro
ang}péqul{}ﬁplaqertmg QeZyRs Iﬁﬂi\ﬂ@ mipibithod @lg,, Somde}m'@blﬂilmng ACE 1nhlb1tors e.g.,

Ca@dﬁp(@?&h@)g DthrﬁgﬁjlaQé-con?a%tg Bbg il brﬁgl 0:_% Eéﬁ@' ( ACE)

Qckers, "angi ot ensi n-conv

(Vaf%?ﬁ%%?@)( ]ém@prll (§Uﬁqe@9]aﬁ%¢b®@@m@®)J @gnaﬁﬁf{Accupnl@) Perindopril
(Colvcﬁi}ﬂ@) LQl’n‘éprﬂQLQodur@@ﬁﬁlg%)zlestﬁl%zﬁﬁ% glga)[e) éontalnlng ACE inhibitors,

. E%) ﬁﬁ%late contalnlng
SEfar ORapLRy; eatyrally qRepting e€r ?)SOkIRaquﬂactOklnms)) angiotension II
rece@’ﬁk blaﬂ&fsr )vés-b_ﬂlﬂaft&§ @frihé B@%ﬁi@s(/a[n)a)anhgfﬂzﬂ? FHII!II’%[ICS (Sleonolalctone

oA %ﬁr |% %? Peri ndopi i | % vers
f_ Eﬂie(r ney ten g@qﬁel(ry Juicp g feipg, (@e9tgzolamide, dorzolamlde furosemide,

bumphaoige hmaame wmﬂﬁdhﬁﬂﬂ&otﬁ@.ﬁdé 'BéHd?Bﬂuﬁfeﬁuazﬁe Snannitol, and glucose)
ural | occurrlng e. Q. ’

cholg%%%ﬁgﬁ?rhn§ dg‘f%a nI?ng’f"é’ é @ﬁ)“ﬁ@ )lizemgﬁﬁ@r %?teéf A ptatirs (¢.@cabqrivastatin
(Liplbr@0 Kbvastatin( Bsod®), advastatin (VRVALAS; Altocor®, not marketed in the UK),

prav?ét:%ﬁl(zﬁ]a %ﬁél?g%elek% %@? {t&é]orsnta@% rpglivgqggutétlr(é%étor%1@yastatm (Zocor®,

ron 0
Llpe@5®g ierétastetin (Lipobay®; Bﬁjfo@l@)e maﬂ&ﬁﬁ@&ﬁioﬁtﬁﬂu@@m 2001 &PhéRh A Racturer

r ni de
ST A LUBLALL AR CLBE LIS BEL S i e nd
comlgﬁ:ﬁlog Plieretmibe amtrihestidn Olytdrm®gy, folig acld liﬂh%lta(xaz ﬁihiomfé‘?le The
(ZQtah zetr t|ns
treatat or vagg) % )a.rltdil n eE ?({tg% %ub% tango ﬂﬁéﬂé’t %Rqe ﬂ@%“c"(ﬂm{ti‘ 5“?3’ be co-
administeepdt at i n (Nbvacor(r) Al tocor(r), not marketed in

t he LJ%& pravastatin (Pravachol (r), Selektine(r),
Li M6hpdstaf pysyssing gk ot (anqenln(a@lhsﬁ@re(aﬂs))))resﬁntdmaﬁ&teaﬂiprige

deter{nfiO6OMH Eénotyﬁaé neud Jf)PECAMEE ' a\llﬁ‘%r?etidtlﬂ% {hlé QIE)% gtﬁ{yé fofancer risk. A

- marketing di’'scontinue
subj %ﬁ@%ﬁf“ﬁ%&?p gk i thsy ét‘lé)defgl[g@nqddo h@hqnmsgoss e bah PBCAMI-1 variants or
for eigpetiaml dr Yettdd@ypokkSBB
oD eiafl dr Yt RoUS O 73 n TN A o hflerk bPY6RS SRres 2B
(Wtorin(r))), folic acid, pIaC|taer tanDX|fen. The
treatment may be i ndi vi dual i zed to the subj ect an
ot her anti- artherosclerotic agents may be co 73
adm ni stered. Methods of assessing the risk of cancer
in a subject are al so presented and conprise
determ ning the genotype status of PECAM I, and
correlating the genotype status to cancer risk. A
subj ect has increased risk if they are determned to
be honbzygous for both PECAM I variants or
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for either variant or heterozygous for 373 and
honmozygous for the variant of 1688 alleles.
woaivpeTusare al so at risk if they are het er ozyPOUES1006/000525
only 373, honobzygous for 373, heterozygous for 1688 or
honozygous for 1688. In sone cases, the selection of a
nmet hod of treatnent or assessnent % ,_.a therapeu&
are ajse gfi itk M, SYeYP iekESYRRYP S anly e & Bpmezyessis AT GiFLepAgy Ut fo5 4788 or
homdbyRdudklibg¢dy of nedical therapies. Thus, the selection
may be the selection of a nethod or nethods whi ch
| SInab@e maéﬁthefseﬂ@ﬁbﬂ e igthddes gretihbie of dsvedsridng .26 @ tegipentic

ot her therapeutic r&di mens i ther. hay y
i G R R PGS T O L6 LB U Eh R P ey Tho the
selectiBtempy mwseregtmeif e metmm pr xhktﬁod& &Ihﬁ:htls/ oamoryeibaivt bieless effective
o R Bl RS o B P MRSl D
in cog®ln@idn waith thayrmeﬂmg lsal@tlem ttl’resselegma intaly be the e¢lentibn ofp rogthod or
methggsg fc:%gs sS gnt Ieg'fug 8 %tgdds 0 t ne% &QQet at Emo ds\?\lloﬁﬂjl 82

|

I A P R e

that the selecﬁavra«tan myotvhathdidsahat p pertierdsrimeflior wolld be p1 erprqpyiate method to
t

use aH?/?ﬂ?chtoR@Eha{r %%ﬂg?gpﬁgﬁﬁ&% %/bfué@ E% Qﬁﬁﬁ{pfo%giﬁla mtgll\i}lgcg] ﬁ)ﬁﬁéj St@cmg that

the tlggque@jpylll ke @ffqgﬁgeg@q@@%th@trth%g@hg@ Q;”fbexﬁgxpp tégp}gptlc effect is greater

than ‘ﬁfe‘i éu@fé&%%t hakinfs Elﬁ%ﬁﬂ@ﬁtatéﬁ%e@:% 09 tdcaof ReicaRt ﬂﬁjlahcfes t R @eatment
treatment results, or is nore |ikel to result in

may he epadpinlipeisd sfltlépeneéqmegbrpgﬂts,&ﬁ isguere Lkl ta rgsplldp ulgi‘esuable side

effec%néj@édcés@xbé Rvé bfigdediheie tiSe @] £1/0R 8o E@l@ﬁkﬁdl gdsalks. A determination
results A det erm nati on_of at con(% t es excessive

of whgt gensiipfes geessip pifle-gely, Wil Sy dRLFATRE RPEHECAJe SRR E

condﬁ'ioﬁ %&ﬁ@ trEdtedCAB Q\l'allh&my bﬁ:hlféglafﬁe@ Aheekpedidior axtitibbd difitagy of the

alternatives, the ex r ex eri enced effjcac:

teatigpnt gt e QireRE AT T B RS . ST g h B e gpore
likelf Bt Biredfcffes twilv sl i te ﬂ%atméxhla&miﬁi&&mnhﬁ] apatieht With aparteular

Ilkel t hat. desir d ef f | om t he
varigfg wesamlw ke Pt » e RS o A

par Eslo ?nmoar 61\1/1 o iR0%E 12 melif ﬁlo%‘&?e%&r%ﬂ%ﬁﬁeﬂf ﬁvcﬁ@és sa%ing\@%ethod

arTrer vari ance or ces. SO I n sone

of acmntusmhtlne pif aecomph@dnmrﬂvmau@f ofsehpailsngr Rhatnraeenting semposition, for
exanlléjli] Qellé/cﬁgg e? ' %@E %%g%e‘f’}e\g? Aa%ﬁj &8 ue f Qélrﬁl'h{sf’?&t o ndl‘l@/fol' fAode of

on of conpounds, or pharnaceutica
admmr;tmmslmtf B mmpomlr Téw anvidiod of @@hl@@:{taﬁlﬁlg% bg efflftcaﬂélt@w@@%@%ter
prefér?ﬂﬁbaﬁﬁ%%erefp@ﬁﬁ%@ﬁh@“ i, Iﬁ’fhlsacgmeﬂ' d&ﬁﬁdn?ﬂefeﬁ%j érpdfppfmgﬁate local
0 m nistration a conpound he net hod
maxigeie fesest andhe ReFRReters USEIZSENSE Fed ot ih&‘@v‘ie &@Xlﬁé‘t’ft e r,
preferably maximum t herapeutic henefit
cofdse i thiscaigsti rpitapledasage keyel arsieayp @&Rﬁaﬁ%{géel |waea provides a

therdﬁ&ﬁic@%@@%ﬂ: RndehetvRad fHIRLRbB 104 IeffertivaRsd aﬂ@ ﬂ@&encﬂx@ bffects.
an absol ute maxi num Al o in this cggtext 'su

|
Oftep fislpgage dryel 1o refaiddy e pep epkgr Ee7Eagg &R RYFS e %‘?‘B 6‘?“&‘8@““‘”1 of
a dri of e papeiMrideakt ¥vdieasonabl e bal ance bet ween
phar macol ogi cal effectiveness and del eterious effects.
Oc IAQﬁﬁichlhﬁged@&@ﬁas lceied reliegant @iz tesdintent dﬂm&)rqamakormrdmease or

con 10&3 g)g g}éa?nep %g) 6%}%%{ gﬁn{e esalf{éltgs gagxe{elme {\?8 |‘1n1t1ach}1|1 Sd e?ogqerqt course
treatgemetratmagens®neanr halth-edlawbntlity of tife @uﬁcoreataﬁe ntmigf ofidifferent
than one di sease or conditions for exanple, the gene
or .genes can have a role in the initiation, 24
devel opnent, course,
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treatnment, treatnment outcones, or health-rel ated
gquality of life outconmes of a nunber of

walpdoberam di seases, disorders, or conditions. A¢ES20061000525
preferred enbodi nents, the di sease or condition or
treatnent of the disease or condition is any which

d1sea|é%\/ 15T Sﬁ, g{ c%ogirl]l!ug&?sdgheu%,gﬁ IP{SCEEE)EFI’H?(P Sahes ﬁ% | 1y %alélggrecgg 1t(1)o%dor
treat@€lioNihe tis@kd @tomfitich i§ ABrvapduivolves m@uﬂlﬁﬂos&[ Asis generally

ati.on.of conpounds, is chos endj

el AP G AP TR s o ALY Skt Hepppule fopppound
or conﬁrﬁamn_rbfpmﬁﬁcﬁmgd cﬁdssbmdﬁpamt@n thddsedde a@ditioh which is to be
treatt%d? ilgtlis;}'llé%%rtmrxsprg{lﬁ 8%%%7@ 5“ aegsesbtr %??r%ll}tlg?g ésl(}{nle gor which
admibsaion bf a htomed ehpmcted o, provhide 4 therapeuticchef@t | ve" and

"ef fectiveness" includes both pharnmacol ogi ca

ef Aeeked haeingke tame “pfisetivellaod I‘dibtiwadsgtipcludes both pharmacological

C

effecP Eﬁ%@ 5 ea{;lﬁ%ﬁfé@!%ﬂ%&%@ %ﬂa}[rﬁ&&%@aégff?cglge &1 fn‘&% t@ﬁ)x Llﬁl#]t}{/ o?fhe
treatmwt tavesulian i desired Pplpgica lefept indhe Mﬁrétlihyme}mpai sztf@ﬁytrdf@rs to the level
of toh@i‘t@ﬁ br gﬁer ta@s?&sg 'p%%é} [l(%%gfr)éfﬁgt? atgﬁé’ %ﬁgl%o ?J})ér?éng r??g l%%?gm level (often
refer{eé fa %?ﬁldﬁéfféfrtf’r) &uliipg fem gdra@lsmtfoea@f thy trp%@entt Pmige pﬁh@rrhand the
term agl@?f&h%”rn?cﬁda@s@ tHaf ttlegt@nén[ &AL BRMovidNRufibenPhhi8lacdIRdl effect to be

the term"ineffective" indicates that a treatnent does

therapgticylyovittlecvsu it Peitsroe phisiries) %@th{ legst frethe unstatified

popul 6K Qﬂfbﬁﬁah@ﬁfn‘:ﬁk nib?%f: i—Heffec@N@ﬁ d sﬁbér&@ ) Sﬁ%Qde‘ﬂEﬁed by the presence
del eteri ous effects, he unstr

of ong S RPIESFBIRICe (¥ GiRQFES QT f‘lfifét) nIefFrf efjﬁr-‘ﬁyv y&nepnsdihat gvgttre@,tgnemﬁesaus ina
thera@éﬂﬁ@aﬂ@ls{gniﬂaﬁit 16RN1eh& of plenhicbiogidalRYfedienchy £8BNE Be@beutly

or re se nce vari nces or alleles Less
sreat g e R God b AR £r BEAFUNT PRl 1o 0 a

t Ll

onaFaREr g b Faoet S iaee ity B S Rsr it dapmp e
poputptieais @enekadly elerpfubgdingicaseephisinodlnghcaiteraf(é. @ clias thegagicylar form
of thgﬁlg’e%geegr c!)AdYt?on b%lﬁgkrge{tédy Effecti Veness is measured in a

ular ron.” I'n conventional drug

d eX?%n&@Mbo&J1 th aggigfé 0§{hllquV8!n§ongiﬁ%q\;19é A%cﬁ%e({f ¥ lpﬁtﬂem frt

who neets the’enr criteria
treatrigenttseleeiion |0f B beT neddle Oﬂﬁt@@@lst@hem Of@dfﬁdﬁﬁteilb pndgelepipn of a patient
for a&r@ﬁﬁgﬁ @} mbBod Mfegﬁeﬁﬂ 12 BQ¥&ion | any w%bése%fctﬁﬂr%egatlve
i nvention involving sélection of a patient for a
selectipna Jhppethe megiéﬂsec@tl inglde elingingtipg ﬁ@t@ﬁt@pﬂtﬁ@@@)a@@t eliminating a method
or mEHRISF RSt &@dtioR Bf Dfeaindnt SAJIBHL, or @iﬁﬁtné?t%h 8€4 bentQbr Areatment or
patient for a treatnment or a nethod of treatnent, the
nmm%%?@ﬁ?@ﬁﬂtnay be p03|t|ve sel ection or negative
ctlo Thus, s ca cl ude eI| ati
S TGO B AR EeHY PG I A G o et
d1ffeﬁﬁt lagtinnheSdpe@fiddqfopefty ar dffeetalTiRHubje@s RitPRddréous@F homozygous

vaiay PR GH PO P12 aE - L AN e S o e yperoi

diseagre rie¢fahbly, thediffersnce ds aosﬁnﬁ:tlbﬁhllly sighifiyans Ty, fdiff@sdtial binding or

hybri%nzatxonr’ 18 absul'é’e {ent dlff?rﬁgc?] g{bé 61}gyod ggéj 1dgzrato (ﬁrg r ¢ % oglscgmnnz&on using an
appropaintie detbcsloatechmqaleohkmsee “differd@hl ﬁfedt”%i‘khfﬁére@&ﬂ%ﬂdtxhe”an e
conn%:'tlglfl %tﬁmhﬁ@é%&ﬁc ﬁngfmgrgt L@ # s @ cﬂ? [ ORE Jn%ﬁeol Vel of the effect or
I'sease era erence is als

functionally S|gn|f|cant Thus dlfferentlal bi ndi ng

or hybridization" is a sufficient difference in 25

bi ndi ng or hybridization to allow discrimnmnation using

an appropriate detection technique. Likew se,

"differential effect” or "differentially active" in
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connection with a therapeutic treatnment or drug refers

to a difference in the level of the effect oractivity
wokio6k74485 di st i ngui shabl e usi ng rel evant par aneCEDS208616D0525

techni ques for neasuring the effect or activity being

consi dered. Preferably the difference in effect or

uf fi tt b i.ni.cal .
sctivi§Ritotit st RSPl LS PR SndlH Rt P pering e ctfec
or activitg beiaglcmeidatd. Prefatiett differeheeda tiffendr MotivigasmEsovticttnbie be

clinicglﬁgsggcéx%fﬁ‘gwt sgltch J%ngtrfgct&f}’?sgf’?% c@#féréx}tyigfnzth? Pogl%h%f %%?gme%?cr)rt traeiat?nent
outcoinachiotldtbe sxptetrad, at laast air 4 haistetbmisot i ¢ agent i s

efficacious. In other enbodi ments, the pre-treatnent

af cqriemtentpdments nimaiubjiece selyjert usnp@mm indtagesrifian thd aitlrerasclerotic
agent% e%ﬁégl%gs tlﬁ gr H%mbbai e?tf \%H & trpait r?ngy\ll\og-tré% n‘?egfsub b Mhfirs are

cerebrospi na I'va,
determle@d 19 2 disaased tisswe, agp@/bﬁesblomhmdf lgngsollma@,rqmemostgnaﬂ fluid, saliva,
sweattal@bAREUL i ¢ capacity of a candidate artherosclerotic
ggnt for treati n? artherosclerotic disease are.
viherespesindnetndp Fir deterrnng B Higrageytie pulagity e carrdidets] | s

aﬁhet’ﬁéc‘ié@ot@ 00 G Miker @EBRLY @i@easé&@ﬁz@ﬁhédﬁd%&ﬁp&@ %}o%dmg a
a candi dat e conposition, and determ nin

PopulatfontOﬁ eclle 3l e drapwn Sli SePeHPe FPIERETRE the tlaritba C%’ééléS?s

comp@eebnCaldldeREGHBY BlidOHr tRSHAY Sate &@rﬁﬁgltx&e&a deNfufi @atioM¥89 9 4hd cell
a decr eaz%l n cell aggregation, gration,

seEre g SR EI0eT PGE BT GProris s e Fgiy B aretion, angiogenesis,

tlssueffﬂﬁdﬂiéléa@ﬂ ﬂudrﬂﬁfs@%rnﬁﬁ@@bﬂﬁdr&po;ﬂtdﬂﬁl Bates thilade chigdate composmon
dat e tio aci qu
iy GRSt 3RS CRoH OB PG I AIGE BRFUEE Yo seRfpe. Tt
possitfjemat thpeficacy of rtfio sahipluadsttéradd wilavefafcbeastionad the EECAMAL
conpounds tested will have a correlation to the
EENOtBRCAM | genotype. The scr eenl ng nmet hods conpri se

P r’[?}g §chee11%%?r}$%§8 com)?n?e L}Jr?\hdlgg 2 %or?lplmlon ofkcnl T ok %Qno]type and

Fr'Se obtal ni ng
the methods triag furthien¢cogpriscadbtasEingd ellfor oﬂwrand@mstaémpleﬁhm zobjest. The

cells %{%%@%%g&%yﬁ;ﬂeﬂ%?ﬁheﬁ elﬁﬂegbi‘ e%&%d% lﬁthl'Lepgo%émIpc?etemunmg

conpri se eterm ni
the gapptypead tieedellsbyige mptbodseiessoblst hdese ﬁeﬂemahecledm for @edmpée white

bloodtBYs %ﬁ&h:ﬂ'qgﬁs, &Qgcfelec%m&u?ons Vma'ntcgllsbi{ ti@ 1§ %hci/ép plé@&f lé!q%ssmg

cel s, muscl , _nheurons, Reh ce Ren cel

one oggere Grigpisaf REGAM: 1 EREARES phrgplindation S%lﬁ degariants of

phospRE&& M depHl AedBB@RRAPEYARLION status, (e.g.
phosphor yI at ed/ dephosphoryl at ed forns of PECAM ).

MethMt hods Si ngl e nucl eoti de pol ynor phi sm (SNP) anal ysi s
may be done, for exanple, by parallel screening of
Srsli?glemnclad»tm;é PolgbBYiSm (Smﬁ)faamem i@t beliphe, ifeh exaﬁﬂlé} by \p&x’allrbl

HSP ecific ol | ASQ bes
sree g RSP i ST n I G P78t Wt e By P clotde
(ASO;aj)mbes (ﬁamanmmﬁe@ﬂmuaeh chBéDﬁ)croaﬁh}efofrﬁm] (@aserer et alf Genome Research
2000)g p ez et llnyeate tefgl)rl sae 31t'1v1 310 tect%(rr)]l gﬁ%’[ﬁha%%ee{l I%eagy 'Elﬂawated by the
devequmheymsf rtlaamlmaasmchameztcnom(PClRQR)d calred amoplifeation technologies which
allow?é@%r&@%sqgg%@ﬁﬁg)&%ﬁﬁﬁaﬁgi %?CIH\@I%H%EIC md%e(?uegc%%‘rélfg?e a%alﬁms @or a

nucl
reviehestotlmamsmaleydi, Surény OpmmemeWchrs)@gyMMﬂs@?Bm Malluplex PCR

ampli%i?l?gﬁsel\@%%kqﬁ sh&e&ie%h@ﬁﬁ&%&igg%’ oliéén%%feétYde Qn]r%% %)ag been shown to

26
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anplification of SNP |l oci wth subsequent
hybri di zation to ol i gonucl eoti de arrays has been shown
w0 owe/oarroaccur ate and reliabl e nethod of si nmul PEIEs2086/§00525
genotypi ng at | east hundreds of SNPs; see Wang et al.
Sci ence, 280: 1077 (1998); see also Schafer et a
nol 16: 33-39 (1998). BEM/experlnental
be %Bﬁﬁ&e&%&s} f%? tg%g‘f fspnuarearsly gsrotyping aideagiiviadeds of SNPs; see
W@g@b@ssmme 80:i1 07Tl 1998); G2 Seh s e, N*gﬁe%tb&h% 3330

gy exanpl e, OLA, RCA, Invader(tm,
extension (SBE) nethods, allelic PCR and conpetitive
onnucIeotlde probe

pr OREw g;gj% Itlt%’l t%ckéllﬂueﬁ E?r %?%C%EF QY Veith ptandard gr,oé@t asoRfned in

is att
gregjgidetpilbglowsintindes fitr exypppld, OAR] RGAHhibdd'eﬁwsh@[b Uﬁ@: extensmn (SBE)

2064 for SB probe set
mear > élggnlggﬁlg Elﬂ’lret 34?]1'1 an?ms&ﬁ @saé/f; atgqglngcleo@ﬁ@prglpe is
ttached toyg Bipaort @délybmrézed tetgEDINAY Se SFaITI@sht Aq)gli&attohl@ubhcanon No.

200a108v13¢¢g base in the target. If the base matches and
hybri di zes, the DNA polynerase will extend the probe

by ®deralpss SBE arsﬁ?s Bfobe %ﬁ? c?efsxﬁL clbtggzhei rgxcleotlrdm at the 3' end of

| eot i des. Alternatel

the REOE?TEF‘@W& a1atc{1qﬁié)r gp\waﬁﬁhpci//w@r the quediod bash ot theigen tF thd Wse matches
and ﬂlylorhﬁzes TheusNA bbl@mbxqmﬂlte%etg{ tBtr: glig]esc[\};%ne asdy %I {e)r%%?&‘lscg four

t i.S determne

labeler& terrlé%ago ?oﬁlgesDﬂ%er%qslgj@ wehed base gbtnempqchﬂdeme DdiApolymerase does
not ﬁthtrﬂltll'eairot&t 217 |tﬁ>@1ﬁelﬁf&}f G HNESor G SHe Ptola%gn {8 ¢ tarect {s determined by the

| fext
IXd%%&gﬁﬁmexggfg g§§ﬁ§§9@§§W§%Z:o?hat |nterferes with

i'ving a
The present invention

d SNP b
e%@ﬁl%ﬂ&@és'fgm i} err%[]sgeﬁn B Bt?lg;ﬁ%es repH]émg, 81 yigeiriadeperclhiziself-

al ns over cone
extepsieicaf ithsprqPE@RY) givinga fh%diﬁ)lsfjﬁvd@@éﬂhﬂﬁﬁtg@&iesf\ﬂfh R, %9 the

PCR t echni ques, PCR (Revers
S 06 S el LR RSB ot 111
ar @Iﬁéﬁﬁﬁﬁfrgé clgaﬁ%\%&{tlﬁlp &C%ng 53 37&1?%] E}h%%g%etﬁqﬁlt E%lg)‘l]l?yrlrl’?gunqlglelc
amdi; 95 e PC§ tpedaiquasi %P@Eéhtwetsaﬂ“rau&ndﬁdrﬁMR)Q&bn’(&ﬁm|K5IU19CR and the

like 418 L@ fdé)@(ai%?é ap@%ﬂ?ﬁgég? r%c%%fend B&Tgﬁl\% E@&age It}gzgré?fectweness

Res.

Deh&ﬁdeh@aargs}ésréﬁmne@ﬁmn'ta%qe @te@ﬁéfrﬁ%& e usi }ﬁf l?a% I?)Qén established

t he_amount of nucleic aCI
<Taq%? ? H%u‘?%lf’mF RGored O AR6-(1 2050148 P&I&M@M Ba«gm ]maab@) System,

Applig iBeosgypens). Fihgsatdhitiqud Ré%%l%@tgg {é}h&%ﬂﬁofﬁlbﬂ 1|c 288 ¢ usmg a particular

i ples
ory Bt P R hrBbg dbelprareonbornersren tis ptwhmetre umgaeesane follaving
principles efvd exungpleqa ueachelabdye @be ﬂabﬁg% reé)% afyg 2 HS d t ©
[ ﬁ)\]A ct

s sub tonr

auen BB P on s e S o g edireh smepuiomsnins 2
As thpy pxiensioy zeedtidnrpootetds &Iléprol&ﬂﬂh}%/olﬁég fem i 5 Wﬁé f 35S exPrhuclease

Ner ase.

es
act1v1%o§s\é%sté%’ b}gﬁﬁi &of’ytnﬁéas%.As &5 ]It § mb@@ @t the &'rend 15 @eparated from
the qq;g@qq}cch@ fat ‘f(ljy 8' cad, thdn:&)thmﬁEltﬂmg thd Ve hf%késé@nwés&ﬁﬁéerﬁlergy

R E T
TransFeBEH-e &ﬂcﬂ&[ ﬁ%@x? ugc%ncee ﬁ?\?ﬁl%ﬂ)it{l(%g %ﬁC@Eﬁﬁae;gth{ee r@nqrg)elevel of the

re uction In OreS
reportgiadye szsed byrthe tgsonemme K)gghe tvm/@lordacfenf BRs)eRa ﬁ)ffo%ﬁceq)t')? the sg)atlal
dyes

roxirfGRHSRck nce of t e two f| uorescent
PrOMIaTt ect eg}/hgga %,@ nr(freasm f EYOrSSPERT mfensitid thpaenetterttye that
two dyes, and |ncrea5|ng the fluorescence intensity of
the reporter dye thathas been controlled by the
guencher dye. The target nucleic acid can be 27

sel ectively quantified and
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detected in real-tinme by neasuring the increase of the
fluorescence intensity. This technique is advant ageous

WO noobloag403t can test various sanpl es simult anePCBHUF2006/000525
a short tinme, since, unlike the detection and
quantification technique using conventional PCR it
does not i nvol ve conplicated steps, such as agarose

hagybien epirellsdiyrbs @sndbersiyet The taasnp Pidlieatideap desdectfdequaR@Rd and

deREred ARl Yisnke By @feaduis @b %@Feﬁs@ RAGE %ﬁbr@sc&%% G Riy.
Det er m ni ng t he pr esence of a par 1 C ar varil ance or

pl ufThais itdchmi@fe iy @IVhAEROS ih thatit Bdkdst Farba sa&ﬁl@@mﬁlﬂhaﬁeously in a short
y of

tlnpat i ent ga&ﬁg ﬂgerforned in a variet

W3 U G e AT eation tes e inusoins comientiona Z6Rdtocs not
1m{oi”ve atigivaed atpspduch ﬁ?ﬁgﬁr?wg@l ?lébfrbﬁﬂ)%@lé lof¥he :aﬁ‘lﬁlﬁied protduct after PCR

a_segnment of nucleic acid including a

an$£B§?wX%@9%¥aFﬂ§I%ﬂsﬂqgﬁgt one variances. Preferably a

seg %mg r 1 |d to be anpllfleg is 500 . ]

nuc 8 |p els élg FUEHIgE Yiriangs OEpIpRRE Of wsiagees i particular
gensue b eajten‘rd:gs beyperfogssl, in anﬂlemlﬁ‘twapsr af Iﬁéiaﬁécyen%&ments the detectlon of
therb%éél{?cgtnl :Q)ge?lcé%f alt ?s% one \/ 1aﬂ&e Pn e{vgsl ag]%g%q%g?ﬁe%gm P{ %](%;§c1d

egne nt or s egnen In C
mcb],dlng apleast exlejof ghe of lesseqrontisicef Prafegpblye @gm@fc oﬂmblektraalh td de

amPlified G- g dQst&f @és@ﬁflén?ﬁl mgnlfe pfe%gr:ﬁm/ 200 oﬂa%;aci( %l?;g%ss (SR most

requires al eS ecl
pregﬁ'éiﬁ)}peﬁtnuglpotrq@s @frl@?atpéﬁo thbwh@@ﬁphﬁﬁd: begofentabe Ssgments includes a

urell €S a S S 0 d d
B i s SR R T

100Hap1c5%g 1€ @f PIFANO0 £ H}@alnﬁ)%t f gi?es aﬁélé %eﬂﬁ!: ér}{]ﬁ ati%ra large
| el e be enriched by neth
PRt 3% Bt hap £5.0) nyeleetidss, ﬂ?rq&@a@emyq@@éhaaﬂo 000 nucleotides

andSﬁn&CprE]fefabhyalblgadaier m@lss H0008sH0030b NS0 e fibd)(? @&53' 2ﬁd b8l 3ScMides.
aplotypes Pref’er abl

Altgg%{go%oH%%lf [Eﬁmna&fbggﬁréchﬁc} l@g@?ﬂ.}%ﬂs gmera@g)eqa@@ﬁg@tloa prior to determining

genbazpésmt gppaﬁc Wﬁhﬁ@&tl&ﬁtoﬁ KHE R 9d b RQGHS %F@eté?fmntn{k%aplotypes
ites met hods such aS chain

Ite or
reel B Ry LU REEAg DFoT HderlaeRe g e cpyaing
sequﬂnp@@ffﬁhﬁdaﬂﬁlﬂ isitkeor Riyd3 iy thiezdtld Bh & chiay tdﬁﬁgﬁtnﬁgﬂﬁ@A E%ﬂ%fc]{% o1
ect entio rovides a netho or

mindge @%%E%Q Bl Oﬁi%onuﬁ ey X/%Z]y%?&[?ﬂo%‘ﬂf YE’%?FS PRCOBICHYi on t o

?Sgﬁt%hﬂji%g gs‘f)leﬁ qg%%gegl?g% %row &%@%&1&@‘%&{8&%@%&2 a%enotype of an subject
in r@ﬁ@@ttq PN Friore vdBansesTh nEdt or auorodf the geue| 1&nﬁﬁ¢at:1h dch/e APeREBY using
mas‘!)@;ﬁe@t?orh&n&a%%ﬁ% Oqfd nfol EN 4egueerr]1'<::e | A 181 ChLis @ g?xgtfo% %Iecfﬁﬂ%lélentlﬁed

aspects of this invention or a
for ‘@fﬁf [ASReeis 8f t§1§ EERtDOL £ P%nmmtmsseaueaW RoohmdsOspettasetric methods
are Bt © foleNidiBeindhd art, tl bt !

net hod |§Volveg'deteyﬂ¥nfﬁ% bgﬁggﬂggﬁggq%fﬁ%%ﬁW%g%mH¥mngﬁm
Presgnag 9F fbseice Of divagiangs fea ge(lietdéiemnnmg thetnheeatide begoericelef the nucleic acid

seqRRE @B atcldtidd Jégue;n]ﬁeglk S%fr:u%féét@dg? aqgsg g‘;gngﬂla g?ef.{}g&y 894148 more

ce is 10
prefﬁf?@?’ 35[; Fips5> a5@ sl mpre geeferply 20 wiclepides bt lpss30. ggmerdlssdx a rankotide
seqt&hdehholﬁ@f £ [RERhevaRhdk 40 g@f&&lﬁ_\?& {Jaﬁlﬁﬁce%ftf lvg1 Ris ll{xf{}ll’rnahV? with

€ sequence |1 nc

such a nucl eot i
“"SP%‘E L ‘i}%?’%PSﬁ%def °Ppss of ppaticalian Fr9atlaelv &y fesqribed fir ﬂ@Vv\hﬂpeﬂs is

ilrg? elyﬁth rﬁ£€$ct to the expected response of a
B offiments fanfetestion el dhenreserpe PpFbsEse Oihaes dessitone
vananne pw@fz@rcbm@btmg‘a actldieiticseqicn: @RtPEAdiP o Bhe IR genes identified
presence or absence of the at |east one variance
i nvol ves contacting a nucleic acid sequence 28
corresponding to one of the genes identifiedabove or a
product of such a gene with a probe. The probe is able
to distinguish a particular form of
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t he gene or gene product or the presence or a
particul ar variance or variances, e.g., by
waledoberant i al bi nding or hybridization. Thus, PXEOR1086/§00525

probes include nucleic acid hybridization probes,
pepti de nuclelc aci d probes, nucleotide-containing

b so contai n_at_|east one nucleotide
; We%?ggro\ﬁ@ét ? BEOg Wit b a p@b@ The prohe)is|ablg 40 dlgmgulbioajp&tsqular form of
hesgsle ortdany prp:hmbt&ﬁheqﬁesdncﬁ 573F3 RevSialee of B

f-%ﬁ?ﬁ%u ar ep gr ?ﬁ o%&ggf'e% ké %,bbé/ dlflferentlal

blﬂdhﬁ o?ﬁ}t'brl%{zgthnaﬂug,peégrpl\ﬁnﬁréfIpfqtbgssmclmglelg Reifd ll}gtdldlznnctd'mobes peptide

artic

nu%{@lt: agig pqobqssum@ntndaeontlsmaﬁlg Provay wm&lyalﬁfcoﬁ{tﬁ'ih'a@l?és?éne(iﬂae&%e analog
bet ween ’

& d, t he di m nati on

an Vgﬂp?icirl]et% e %om%"c]lroﬁgl ax%ébﬁgles iar{ficrtéﬁa pfpaescqs, gﬁggyd,hpre@a'll‘lnose skilled in

the ag grecpmiliat wignthe pl@]f)qyaroatoﬂplebes Mh@%c@ﬁﬁbécﬁfﬁ:ﬂle@ fThX?ers!lu%&; in the
t t

art GVQU)E 88 thari o?&ana%les %an:b és?Fgltth)] 3}}» 1na¥ﬁ~;i§g<;h§g%mmnahon between

VS. base palr suc
twq:\ﬁ:p@q,t ifeyans of @e@e @thdmgtchﬁrgei o4t &nbdﬁtrﬁ(mnet‘élﬁbéﬁtm@' M Qhddition of

L .
varil\ﬁ})ésé ?g%ulﬁb' ﬁﬂpﬁfect dtﬁa dlﬁ&'%ﬁ aé%tjfa‘ I&W of Cﬁﬁf T%%e pefﬁaﬁgh as tetramethyl
ARy 6]?1gr1de 2 (ﬁqﬁCanéyro&cﬁsmsl\/[bleduﬂhr Bidiefy bpFefeAnRbel, R Brent, R. E.

KingfihQth. DERbSre, B! G4 Rl AP mpc{ sz r‘},glglaig récﬁi%?%glglgq Wilgy &tSons.)

the at | east one vari ance | Vo
onén nthel @éfrralnbo St Rete i nVOl Vs
portion or plggﬁjggﬁegeco %ﬁgﬁe OT A6t dspst one

var1§1 cg unevnl:ir $ida 2 il
€ fnvglves s eﬁmbg %}rleéptl ong niggfeigasitesemplai Tie seqmeﬂldlt@eﬁvo&ﬂes sequencing
of a|pelalsn OIOVEtGha bf zagbﬁealﬁlycir ortléi%f gﬁ)ﬁrdhﬂp&f %gk E% 1ncﬁ1des a¥ least one

chsites. era or t'i 0
vari@fce 1He ?n nbcilucf e aplurglity @%H@xsﬁ&es E@f@éablbf the eprdibh §5 SP0Bucleotides or

nuc
less m‘u]@lll@h) unodﬂﬁehrabllyee@nuo&@ﬁdﬁ@ﬁksspirﬁfn%fsﬂgéﬂraélg 45 nucleoﬁdebs Qr less in

u s or |less.in | ength. Such sequen
fengft a%ciﬁgdd“ lfnespn ea?%“bﬁﬁ‘s"“hkwt‘ﬁaa‘és mf‘él@égmcmaecblyy biroskilled in the art,

incluglizig) useof dldqaoxmternandtl,on hetbade. BY uéﬁ?gedg@-flabgfe&i gllgé%gcy amccieotldes) and the

usi n e-lab

use Jf‘?ﬁa@ sg) fc({)glgsf Zho % él’g ifglgm&m%ggctg)‘g@gtcrr@qmdﬁ ngy be used to

nucl
etemgq{b@guclephdeam@mtt|a0af1var1m Sit& ﬂlﬁﬁ%ﬂeﬁé@éﬁ[ﬂogm{éﬁk Wﬁcﬂ@é’lurahty of
a

vari R I he nucl eotide present at
s Rt ¥ %ﬁﬂha QBRI e B e ROe PP icolicton of

vari ance site.
hapl PR drfespbly thevmpttiodnfoe detérmirieg @ﬁdif}qﬂ:@ ds habm@p&l ¢ @siohdd ¢ ?Ee

ection o

sensifidd to AN GRS oS A3 g&?ﬁ%%stolij El?ﬁq(%ypné gﬁae&g elaﬁ?proalglgté)‘nﬂppﬁg ﬁtgdled (for

pl oty
emm@@h%@?ﬁ@ﬁ“@ﬂmhdﬂkmiypes are designed to be sensitive
al | the commn genotypes or hapl otypes present in

t he ot Sf e3Atvpiae Hyolesutting diagfiatic testafopbecifia vailah s @t have
alreadyr bea 1d|31€tﬂidh &t Wik apphiit m&&ﬁ&gcﬁ%%%{)st@ gt Xlgwggg | H’é‘l-,’fgl!ln‘{eﬁiﬁer

I C var

a stic tests for spe
varlaxlﬁj]ces aémgg%gnﬁgféhe 8@ have preaddentificdrdentifiveticapib ave Mriah &8 ban be
afte

accozsp]tsll’eddxyag’ﬁl@ﬁjz bi(\;rgérﬂ:iiglﬁ falcflg Pr n@ @1& bil ?ﬁlog qgl@cﬁl}g(,ﬂ%é cxample. DNA

seauciBhL 8EP SRR hbtin cPenbrioe sréisnbaar dlserogsrioa o)

heter@gplgm’«pibavsgee(dltﬂ@yelﬁyﬂiﬁfcla@t)chh 9f EHEJnlaflgage B&A Y5 ad B Hngosmlum
S Cl

tetrox ggi on cluding, for exa eque
‘%Xé a@&tﬁ?g |C%‘RPL5%‘8P§J§W6§1Od%@ﬁ%t1bndum &V AR AN GISC AHSNING
MET@B@%MM@YMmsEQngNequmAmgk i %ﬁléﬁbw 80 No.

emdc

t ndonucl ease
09/418, '?@9/ E%lts dr%?ea o Ehwil %%rlaeecﬁ?ﬁedn WI@)Q( 9qhgrmkﬁyyn to those skilled in the art.

(See, f%mgmp@[ Cotval Rt tth@iewlf 0esarelyiefarlidbetfAR uﬁ 4 ?&@1’[ onsglﬁ':’ rends
' | e

METHOD FOR | DENTI FYI NG GENE SEQUENCE VAR
Cct. 14, 1999, Ser. No. 09/419, 705, and ot her nethods 29

descri bed herein as well as others known to those
skilled in the art.
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(See, for exanple: Cotton, R G H, Slowy but surely

towards better scanning for nutations, Trendsin
w@RvenT4ass 13(2): 43-6, 1997 or Current Prot ocoPGI/UR2006/000525

Human Genetics by N. C. Dracoli, J . L. Haines, B. R
Korf, D T. Moir, C. C. Morton, C. E. Seidman, D. R

i h d,A I editors), John Wley & Sons.) In
n ?ﬁﬁm&‘gso%’?@x?g%fl Set s in Hyman @enetiésdma. vz Drgolg J. I,

H . . . .
ety Fe Re RO fTe Mpirt ©. Cla@ton] OiH Peiddmar, gaﬁt Sdlgltag? I}ﬁs Iﬁﬁ%‘l’ S’{é Ciitors),

Joﬁm\ﬁ]gg}l@tsglgg about the sequence, , e.
t he nucl eot’i des present at a particular site or sites

i N thBe SBRY : ticularly sites that are known to
eavar % in a p_ﬁ% séltniré)%l?ﬁ’gl}e T8 @P%’?’W%‘?gseﬁ%éceﬁa@@rs toadgteoniomg at
SRIPOS redemoinforstioonbot thelhequpae ], ie@l dat mSAHLEP ﬁ@cleoﬁhé?)resent ata
parti&udrighd ot sREsQY b in. ar opes whi ch specifically
detl eco%i zg af nuc?&ugﬁg’aaglcgigﬁﬁﬁg{%@m%? B dheonig atpopation, or
SRR ENRBD%E satusncanidof b porioelte: @aicuReRthdbed | N
Alsa s pfdlyprevidd Beli xpressed fromthe gene,
cor2Dd (%r e able to 151%% sl‘)?ﬁ%r%gﬁlﬁltscggpaeg\%ﬁig AP EHES ARUGeictapd sequence
SEGUENeR orrigeher Briangenia agem ddentified i HPE1LIbOVEYr product

cxpotded fromalid &Aé, 2h@4rBBb10f LifaluseaRen e, or gene
pro@lPAUCT Ileunderr selrect Ve ngg Ltlallsliltal 8%%11? ?dﬁ%%ﬂ’ﬁé?%gf}ce or 8611?‘ or gene
I nct ude’® ¥ GrresbmppenHumitat @endan keRr@ssd BBdBOSIder seleotive

conqh'tjmisethhC@m{sNM:_lﬁ)&Qﬂa?gxam'%@ 979881 X96§ig'9' s syaleotide
PR BoL02 B L 0L SR bz
AHOQRARTODIABS 7, MR M)@m,annﬁ\%oﬁagl, O a8s5. A%?@%)%lééé%}(%%? ﬁP_ooo433,

NP 8 CA sequence i’ s provi
) ;ng%g@aﬁ?ﬁﬁ E’%ﬁ nggr MRS 1§66} dihe PBEAMAY sty povided in
crepiyanyalys GombebP At Effeet of @b BInBS St Qs -
concelﬁfaﬁ&vgﬂﬁwm}l Z&DE’ECAB%I é%ﬁm)l ﬁfyg’n %%%?%?%p§es%°% ﬁ’f%&i{né
LS oL i e BT,
: 77433+ 833-8uw 14 Berdbplis bf)ofafég@kpé?gr & h Pentiret ), which
HeRbeh ntirety), which are hereby ¥), whic
e i nc%r g%?(g%%%b}lb%%?egf er I}?é‘yé:z“ilrﬁtyt HB9se skifed in dreyrt radogigee and
undegsand fhe ddepfificatien ardetemeinnighioz1eame MRASKS kRRGHLAS
orpriflentd ki heOF 81 £1. T AL 00, Of. sel ect Ve T e or s
ions fo paft T cur dr e 6%‘2@’ Bifiz4tipp @Eobefwhitholil selectively
by G e | i oF 86k St cospepane
on k |
an anggc! ecti V% Si n?ji r?g g%cr%glﬁto‘l%éﬁgo*% t%)el’? PR is 2 Rgytige or protein, e.g.,
e e e photutchonetpandiBylits 198y
gpedh 8mla tlar 1B6h 1O o ASRERL B 3R laft}le Desencearg py:e@ ¥ at least on

de or protein, "€

. prohe i.s a_pepti ) .
varlﬁl%ﬁt B @ PSR Rerinvehtiaendetis sadhlpyobes. nphetar&nbimk| Y

inventdom 6l $prole” & bIYREDE ed. froma particular
carbolg?%a'{% of .2 gene @?p C ﬁgﬁoﬁ g‘?‘f%g%c?gﬁyé‘?‘% aBFB%tS‘ﬁ@@Y g protein,

. bsenBeY B YRl gfecyphaj groppatisef bifttiug fo dnd vanEEN@ ariant form
ofthegepde b grebthmeextemABI to QRor TGRS robes. In the
Variang@ﬁtte?‘)élﬁch%at his invention, &aéeﬁeplfag]glgara}ﬂé%mgﬁ?ﬁ%‘f dops @ more

commonl y & NGEFeFree eidhevarianrs gy eriabtompattiendeh@banbe determined.
Preferghinthe prube diattrzoiss bt At oRALNATEL desQbed fBLL, M ecul e,
that is capable of binding to one variance or vari ant

f Brawe efbadireneinerote ise loRal L1 Rbk8M, st 130 1t1§%zfj‘ é§ 9,7.9§
r ,14, or 15,

£ ' a different base at ‘ohé o
b er%/bgfait %ﬁ%? g?%{éé’g;gesé%%ﬂgt{"ﬁ’é‘%f © PIsEsra8lyeas st 80 of 22t dn @5 \paférabilg 600 or

fewer yiclegtiges irjengthy meregireftlaly gener 1086 RfedQlBLIL Px%gerably 50 or fewer,
one ’

Preferably the probe distinguishes at |eas
vari ance descri bed herein. I n one enbodi nent, the 30

probe is a nucleic acid probe 6, 7, 8, 9, 10, 11, 12,
13, 14, or 15,

bind <o eg%g
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preferably at |east 17 nucleotides in length, nore
preferably at |least 20 or 22 or 25, preferably 500 or

w0 ewe074308| eoti des in |l ength, nore preferably PODUS2006/000525
100 or fewer, still nore preferably 50 or fewer, and
nost preferably 30 or fewer. In preferred enbodi nents,

t he obe.has.a length in anqge fro n ne, of the
and g BB D Erfer B BradirBof ERS St M Bt Bl a e from
any ofie ﬂﬂhmdiomgleﬁg‘mhnﬂ byt (ﬁl)ar offtihe aumwehegmamm‘din@ahdpwmts). The probe

es under, se ive.h tion,condjtions to

speci A o R e s e G Y SR P B eiceor
corregpoadiod totalpertige nﬁalelotﬂéntgexfes @leintified doconeetiorowitivabiohe @patseThe
nucleacsa%% E enc-le_q eclurél% ert éa%:t o%g 511% prl;rg qrub(:“l% e cgnﬁngoléé'l ‘ga%tsaxécaetsxt% 12130 m
prefepﬁmodE@n‘e;tb@piDbﬁdm 8 dettd@lqia‘tab @relfmé)lﬁa fletrescénaobe. A varlety of

I
other G avte A 0 Btk Sy IR0 EE St SRE'uel Ay Bk G o
includdme ar more Sud¢ic aciherplogs.c aci d probe can al so include

one or nore nucleic acid analogs. In one enbodi ment,

t He op Shedimere the pesbercarsproducPORPER dient theprpndr eirs Ipaf prsfroma

produbt of¥a8us fc&gﬂhaﬁlo% &%{s‘:ﬁrmﬁ%ﬁ MR rl'——QP SPr&bgmbﬁ ALd Q0B Qian}'pn:e
rlrrer Balr - @}/ al so for exa

nucleﬁmeﬁém“ %e80- 175 3%4003%)917 1%@17@%60@:2@@ 116¢@OG9O of PECAM-
1. 1500-1700, 1600-1720, 1650-1690 of PECAM 1. In
connection with nucleic acid probe hybridization, the

tah %r'mS@@ﬁ ivdﬁth aadldiy adky ﬂbb@iy&ﬁdﬁzaﬂoﬂ dhCaineSpédifahllf B@ridizes”

... praope zes to uff ci ent reater de ree to
el e Geite CUGTRAHE “CHE Pl B 0 JHetica draverigeerce tan oo
sequefitSiiiping b @dsnixdched Bdse htdeust one i & sita iclowidisanguishilg lsauly

.di stinguishin |d; s
ook TSR SHRDRTD P Peus FRLE Pl G g ire wree
sequenyd) aflcﬂioZtomgntamgdt I;E(qudirm&sgﬁta memnemmowa rddyidentifioation of
probe%%rget sg%ugc 2 thP’b zea 16§ g’ﬁdgr sFltecgtlrve gybrlsdéz\agcglncggg Lll s%:é,g‘a«g%/cgﬁe
hybridindien coelit®os’ rvfer thy:tmrdltdqnz ahuch) allozosudh mffenasual Findieg. Similarly, the
termsé‘glgeg?jg%l \A)gld\%‘%&gh‘ %éw bqudr? o&gélijén(eg? ié'er’[ﬁr R { glgdlhgrentlal binding of any
type @iprabe.ard.yantitodis pmécsnmd 't p@@oxfdutmass Whiclp aliWssuclam&erentlal binding.
Typ1caﬁf‘f1}%ﬁhfz¥tﬁm l?éa@l;%n@ % &%?Jnte bR 'gt%tus Bﬁt Enttsﬁﬁqu Bﬂlent samples are

erential binding o
carrieg b Wadhyo g Ekrat probas done gpaciis f@@mﬁn qf ﬂt@rﬁssum ’fzvyh) mwblwvanant

nucleStited T8k Ectr@;ﬁ&ﬁgn\‘.a?}l' m@nﬂ%dﬂglem;gﬁ Rlofahd %o@)!ﬁfdtéjﬁy%ﬁﬁﬁé?ﬁn reac’uons

reactions to determne the status of variant" sites In
is usefjl i1} oFPbuing hegestite Liksiiseduovirsd heeintpraispltedi Furifipderrentiched

nucleRfagla @&Tle&@ﬁofsl@ e kdo @cl%&[deﬁﬁ%hgﬂﬁf pr%i%ﬁ‘ab(ng Y& do¥nubMRdes in length,
OSSI e varil ant nUC eotid Tf’le conp | enent a

more pﬁ%ﬁ tg 50 peslsotidss iy }eggﬂx,taﬁgmf)%reé%w Lite 30 nucleyo‘udes in length,

whlc}fnwb B lséiliu&i&t: iw@ith E@?e@}ﬁdn@@@ alpdrtiéf 6f sHe ol the @Erled RIRfitdcl AG abR6rs
ovi ded herejn_areisol at ed

o, BB G YT e AL et U S bs Breqiset i ong
In otHeDémbddiean] thél@sldiducldas@ichce iP30eth 80@RIcKoh&es Erﬁleﬂg@i@ or 45 to 200

nucl eqti des j th, por re erab 15 to
mtefffi Etrieted 4o 1 ENGERoo iR BT T el apiyc P dncdigos  last
one vmmbeemb | Shels selqtienk@regil, or ewdihyslé) bb asipléficagueaiuets Wi @huence which
corres onds to orti of jone. o t he es
spans S EIR AT el 1R PR s M Bhd WoRine ki § P ipaequspsan be o
primek, Immplffmatldnhﬁgqnmeleﬁdie rpichasngpeo bimd 17or e2Bnd Behuglos vaziance site in
nucl eotides in length. In other enbodi nents, the
nucl ei ¢ acid sequence is 30 to 300 nucleotides in 31
l ength, or 45 to 200 nucleotides in length, or 45 to
100 nucl eotides in length. The nucleic acid sequence
i ncludes at | east
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one variance site. Such sequences can, for exanple, be

anplification products of a sequence which spans or
WO p@bdRs8s a vari ance site in a gene identifi edP¢EFUS2006/000525

Li kewi se, such a sequence can be a priner, or

anplification oligonucleotide which is able to bind to
su s h a.variance site insuch a gene. Yet

prirs héé ?%gintgﬁﬁ G s iy g gﬁtfrﬂhzﬁg}%mr@hezcambmd pfmbiea
Se%rm§w Pofbes poinea, e euipiifization lﬁocﬁlb‘l@,hhepﬁlfef%%de spc@%ﬁg:e‘ rcg'ﬂ contain a
Suﬁgge@pgkkgﬁ&§5hglt@goducts t he nﬁgleotide sequence

can contarn & sequencaagie sty retesoor gsasmiren Hayianes s identified

hergig, Prafsreblydhe mesorcesi ttmence bwr paﬁi@al’iﬁ){l@i,anﬁofﬁﬁﬁliﬂ?cr}fé{%[)oz&é%ogse or

homéEBEds ki =Y er.abl he presence or abst

"o T Sl LA ot R RS ERe of e PrBofSerozyoassisn.
hoNDIZYGO) e ShvREEoni pSovh JA jve of the effectjveness of

A qa \r/rlt@t hod of tr eatnﬁpzogkd.g?%&gggarin’imésn? ampfi nQligogygloutides (e.g., 2, 3,

» § B/ FY5R M9 wiapisd fer bindingd6 omextending thecueR Bkt ok 3tdeQientified

hereih.i BRRKGhRY bHAGS (€1 94, 2, 3, 4, 6, 8, 10 or even

nore) adapted for binding to or extending through at

| edstefante gemeleichefatstfuefds NEELE ~exanpl e, pripmer )
refﬁﬂio L Sudachae L refer éncglef to ﬁglgl{e&frggfjglgc} O%npdlﬁ’eth%tggn correspond

P & Aucleogids E4pBRgrelationship gupfethatithrenuckeptive seqeice SpONEisleotide

sequeafeewisclt io tha smhieiseld refRnSERAHENCS if L,oRshi uch .
Seqlgsﬂéetwﬁighels nucl eot i de seqﬁe:ér%ce has cgéa%g%?@%ﬂhgfgosg 3o p Ryeleotide

which 1's the SAMP HETARdn pamal Watsen-geekebasr paiimg, or is an RNA
SquivRiditofisiella popticare. o, e RENA, ob% 2 RBN AMAYE R LASRNA of the

se%gence which is exactly conplenentary in nor rmﬁ gene.

Vs Bia setickalysis thapaidclang arthostBroab 4R SGMILY g&?ﬁ{&gﬁfc variants
deschiblheftir® SRR B s 8L TENR OF L8, DI et ved
rthf rom an mRNA"0 He gelﬁe. 2 f THe eﬁ’é‘ﬁéﬁa@e andanbiedtsnot having
e b b e SRB8G1 Wb i s g poces o
ete 1 95 .

sup GotS Rbvi nGC o TRSr BICI P YT & Sreield Hmerewniecone or
mor Yl?f’él?)}"hbaﬂamﬁ Hernoselhtémo Genotglics 8ap Be ks AiKRES “haplotype,”
whickh&ude@ héfein 98891V REY, d herein refers to a ‘ ’
2 o PEO egs flgr deter mq?ﬁn% P gﬁg‘%gi‘v pGt e NS Vithip gomic DNA in
SIiTP B stél iees Witk lafoﬁl latlg@!«f@t Gowiblej ?VO&S_NP@ pfag Sﬁﬁ}vﬁ?l:irpd'gegé where each

POt indiIeEa PRVHIRLR Lants 1n_a popul atlon., ‘

may S2ROL Xg@g i@ﬁf}@be expr gg gﬁe/ ian&tmeervﬁréat’é)fl' gé%‘a’l‘fa?b@%%ﬂﬁép@pulatmn

Y iR HEOREPE) A triefaliles (hemazpgous) having ehepehe/ ey A3tdsine at
each $NP ipadifick. occurring within genomic DNA in a group of

subjects wthin a popul ation. For exanple, two SNPs

neyeneypshethbdsmay ba u@eReh\WehE: NE; Lrion
pr0tejnque}§d§% gP_%t ?siﬂ#% é%\@ri ation a%%%gg'g" gia%%?thceassays' For example,
iatl 6n. Certai et ESAMh Dalipié fryblat(e- e ntotmghotesietoy (TC);

var i at
triglyeguide 7Gehigh (dneityelipppp@aits)lefErol WHIAL: RlESen(; ou
LDLh@Y i g &ei? EH Za Vc\,ﬂégﬂ a .Cétgosj n@at jéz;lc h&g&g’qggoéﬂx@]in&ﬁ%leSteml
 Genot ype et hod¥ ted REPUREEN R EreR); linspiotain(adbiem,
apolipopgptein @11a@ob1s:lprcn§1m$s\a)csll ag%%gatﬁ?ﬁ%gﬁkf cel%@{aﬁbﬂlas%ag/}! ec:el? ydhesion
assay% ﬁnﬁogenéﬁ'ﬁsﬁl,se%} A 0PFOCAI\/H , SPECAM 1), [lipid vel's,
e.g., total” ¢ NSRS SF 24 ; triglyceride (TG ; high
denshbdént ihROR i | esteral (HDL-C); |ow density
subicd icl oip))r ot ei n cﬁglf,rgxé{ﬂeé?%ﬁ’oﬁfﬂﬂ’%&f?t&é‘%mieﬁbwlé_tnéihﬁdsmf treating a
‘J c(t g §r;at ﬁﬁ%ﬂf!hb‘ﬁ’ﬂﬂ‘ wtheloscldtot{calisaB): jor bth@RBARH RS tadke treatable with
anti-afflepds@prhiic ARQLT poprotein C- I, apolipoprotein AV, celal
aggregation assays, cell migration assays, cell
adhesi on assays, angi ogenesi s assays, and/or apoptosis
assays. The present invention provides for both
prophyl actic and therapeutic nethods of treating a 37
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subj ect having, or at risk of having artherosclerotic

di sease or other conditions that are treatable with
wa@riaoaudher oscl eroti ¢ agents. " Phar maceut i cal | RCT/US2006/000525

accept abl e exci pients or vehicles" include, for

exanpl e, water, saline, glycerol, ethanol, etc.
such as wetting or

Addl“f,l onal | auxi | |b subst ances,
enul S1FY ﬁ‘(’,}H/C Wedteepta %ﬁ&fo‘ﬁ’fe\‘té PY Ygiclssibigeladee s exatippos e siline,
glysetoh ethmog efc. waditi@ialy, @ idrR lbki@itss, Afich as wetting or emulsifying agents, pH

l.chol i ne phas hati dyl seri ne
buﬁgﬁ&n gony e‘%éi {posomes Py e a”%iﬁ(ﬁoﬂ’ﬂ@atloink@f Phespghtisiglcholine,
Phﬁﬁpb%lé}’\lserlnn, Sﬁhlﬂgbmm Ch(ﬂééter OTB@ ﬂhE] ﬁK@ﬁﬁyBé ﬁes‘gﬁttd? Qﬁﬁ va-rlcles
the invention generally conprise adnmi ni stration
t hedapiberepesti¢ mythedsfof tit llnxrentﬂymgbhf&al@fcoﬁprlsg acllrmmstratlon ofa
t
the@d%dtlcgﬁ}l J?ﬁgt%%lngﬁlﬁtof é: al}?'gaﬁﬂerf)%:?eéggcl%jmégtog ’:éﬁf?oﬁlg{é@r» @fgg an inhibitor

an 1 nhi'bitor or activ
or aqiF¥on ‘qoeaa;pbquﬁ in nesdiefsuctstreaatnmntysedh as apgdmpar, Eﬂdﬁiﬂ‘t@ﬁﬂaﬂy &primate
el BB BarsS Y hod
S nventi on a‘"{%tsl%if:%ﬁ%?@gmgl o Ogta[ggf?nélﬁlsﬁf“ﬁ%ﬁls"éeft@é efaneffective
amgaup pidocerxelig @stibigas) pattigularlsanpprenil, sugheds taihQmmbinln¥edd s such treatment

forﬁﬁﬁﬁﬁhﬁoﬁlmloge%}@ren‘gnan in need of such treatnent for
an indication disclosed herein. A variety of anti-

ar t ReERSERneL the presen
| narhion 6 B8RS 30 B CURBGLIh b0 LR PLESE s
m%??ettﬁs P&t 6??@3@%5?0&95?9@ essaly fap readdnidertify smnlblabﬂte
artl&mmlabtﬁmmﬁ§ C$L@t61§l§ EdinpRAERLBove IHE 5@9':1%‘[1—%9&885%%90‘%0 age ¥ n be
reacﬁf] s, g[) nti- %Fer oscl erotic agents can £\ Icﬁ
prep 3 &8 “h Y RITRR P ir ke obigined fipmisemmbicial wertes: rSoenfor

examgmmbec Aabt abqUIRES Bio8Gx. 11 0191€ I%ni%ﬁuchﬁﬁ’ & aIA(I 95975 Jaﬂzpzd Res.

28: §6%§§§%Shﬂ\kla,l_ 6&2‘3@951}}%01 gégl%g‘i vgg]{fmq %‘ﬁ Al 519(19&@ Chem. and

Phyit§ Ljpids. 26265 ChrReK. eBa, {1894)\ephRMonReiR 35%5@'and Alirg, A. ctal,
pi ds 26 265: K

( 19555} 3 gl[%d Qgs%@g 4?9% P%Lﬁrggifzso gol_gc%lgde thise dsgehed aﬂas Ao Ao 5,955,443,

whigh is gcorgprated b SGFIncd herdih i ik eiggar ch 36: 61 1. Therapi es

al so include those described in US Patent No

5, 958 fupeuifsinstoisofitirdoveptomt eatiynt cefRBNeH bB 8B tered to 2
subjkd id 40§ 0B LS fherapeutic methods of the

i nve r111t§ on. ﬁx]a}‘s’e a%dr%glr{#%(l: B ﬁ%%nﬁ n 831?:65(?’?01@8“%%?%??% Peetdgnistered as
Propgylgﬂlﬁjt%gqevqnhtha Ayseit osede dlie seryisy offatirg@edaddidifion. ternatively, a
anti-aithéroscBESHRAERS Eue gaﬁﬁls@gﬁ%mﬁ: at'ﬂ? coeu]zsaeg?n Ex {?g rég?dﬁg,% a

pr hlactlcto prevent t
sevett etr)tihe@ﬂ’ﬁglctnﬁ}@éft ddbecioyrition, providad re l’rlaﬁhbdis\kﬂ’ kr¥atin@ a subject

suffﬁfng fromakth&16dcRSdc %[s@isé Qoﬂ&%‘iﬁg & ngl%é %?’I CAl ﬁen8pyﬁ%§tatus ofa

OUI'SG of 'a targ ete con

SUbJ?%%rr a‘%yj 8??%“ ttﬁ@d’ém@#s“tﬂﬁé aj Wle&lithplmplercptrcagmﬂ edhasbject. The
genonse)e biatls may bd deninB@astciiBEBfcteisUf f €ring from
er oscl eroti é di sease, conprising determning a

P R TCYERBPoHpE oy beadwingstered tg aisjibiest, either alonedrlin cﬁm‘tﬁlatlon with
one gugjretberapaticlagolv] 0 b ph@fh AN APbLiA@] ih IELOS Q’Jlt% nventlonal

ent, t ect. The genotype status
exmpg&[ garﬁla%ga‘ifﬂg‘ BTCPRRRe Prews o, ln%g@w@a@mmbstmmummb for
parergeral, beral Gbmnrramahﬁ egylicitdn avhs b ?ﬁtt deleﬁ‘elnB!tiE%f el gmg 42
one._or npore erapeuti c agents, as a
comt Emr% r?g%;ér att qu%e&‘%‘}fﬁ%ﬁlﬁ fSCBIFnf Hemgpl Spitablaghetmaceutically acceptable

Cam%mvleqlﬁt ﬁODﬂainpr\&at@! @ bolutgong,. alcoﬁ&la&reg@eﬁﬁéj&lscﬁl}%ﬁ lene glycols
anlic carrier subst alX

C rgani ¢ _or inor
gelatlguﬁt&gstgag?rll osg nga 631%si1%€1|rate & siligie agid, visgous Rpraia) perﬁame oil, fatty

application V\,hl ch do not deleteriously react with the 33
active
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conpounds and are not deleterious to the recipient

t hereof . Suitable pharmaceutically acceptable carriers
w0 p@b0d=03 or exanpl e, water, salt sol utions, aPCDN81006/000525

vegetabl e oils, polyethylene glycols, gelatin,

| act ose, anyl ose, magnesium stearate, talc, silicic

cid, VISCOUS paraffin, perfune oil, fattyaC|d
gelyccaifssad dlgbreertslpfg psteastoral &ty agi estew himratynfesityt-yellulose,

po@@inglp?@&lﬁlbﬁe etdy @ﬁ@ﬁhﬂﬁ%‘b&ﬂcal%@pgﬁ idhS €an be sterlhzeld and if desired mixed

| éln yl rrol j done, etc har maceut
%r %‘ PE PR O-8 alHOIRENtE {NEFSpIV v sfawazqrs, weling pgsdts ndmuddfiers, salts for

infiietidinghasiotic }ﬁk’éséu@g%meﬁ; coforidlgs, ﬂh%ﬁﬁés%%lsaromatlc substances, liposomes
wetti ng agents

e stabill zers,
ancgﬁhjg ﬁ&l? § 0 ngf Q?l‘ftgr‘qi‘élP’ r‘?aﬁtf"i’lﬂ’éh%?"l‘i@e WEPOrIde. pr essur e,
E h col.orin fIav rings, and/or_ aromatic
S ubstd r?ct:)e os1t}o[nE) 836 g foruge 1|nI PREeNtGK3 adminjsiratign, particularly in the
forehedf dityeid salutsdny or saaﬁhswﬂsifbr Grhletdﬁhﬁiidtz‘dﬁiorﬁ PRGN $n th@ﬂ?ﬂ of tablets or
ar e use I n parentera
e f 0P Rebl Al pRnlS P b Ry o e ion sromvat arpigls el

topécallye-£. om she (ﬁcpmmf ) peam; ectally dobs @fl@bosﬁ&m 4. Sl‘hre &ﬁth -Bitherosclerotic
r Ca

agdhfr. ok E&H!a@{ n¥ay aﬂz gdml 1stelie8 v aﬁtae{rrh izix?raﬁwaﬁe tﬁswﬂlgsrcgbed in US Patent

I Nt ranas
Appligghen laabbmon Ups aaosomzs@ 20@6@[17115!99 2D0S00PISORI20y5027 98, N

208350855084, Bb&¥o1 85454, 25016251 %{)5)61@5392 2 Ezc?blsﬁf;@? st tory;

etc. The anti-artherosclerotic agents vat or s

may T p%@rnk&@elﬁgﬂ‘dé&lﬁtn%%g cé(ﬂv%b éxftl?/qzi 1nE%%? ({Séggeg orm and may

are described in |ca I on

be pigrare éwsmi"?ﬂ?tz%hodz @@Q@&%S@ghe p@@z@ﬁ@@m gfzs,, e.g., as described in
Reiti)@roRrd PAa9@eccut D SELL98 Rk R@DeQ16a4(%pA 3@ 9(50 %gt’?rﬁl‘l?ajﬂbns for

8 %?§65352 and 20050171593, The pharnaceut
Parg RS MR aiRD TRy FORIAT @ EqymenRFFinicnts archds sterilewiter doglage

polfdityena @@cdﬂﬁ%cb & R MSHeRSa1D361, %m/ oﬂfegétm %J‘g %éd
na%ﬁq L L _% ﬁkpharnaceutlcal arts esd

ihalepss; ‘be Biike. dn %?ﬁ%d%%?%%ﬂblesé@é%@é@bk( etk pPiytRer,
lact(@o/glyctla tcopulyriA, or %&&&byethﬁ@ﬁd%l@&&ﬁ%léﬁ@ Eop%ﬂ)i&ﬁtlﬁs[yade useful

contaln as common ex0|p|ents suc

excé’ le%tt%?onirg t&%’ie%ef’seé’f IR a“]EﬁS‘PSf}]é’fOE?/ PESAIE- gl yc oI s suc h

of vege orig

hy d@gégrég{e ntyadl usef‘g %’% §‘F8"ﬁ‘e§e TR SEiEs i%}Ci&@e efbﬂel}:?a‘ml aqstads |
copflbl@gr(p@p@ies,kmmlpt@pmmbegmp]dﬁtbﬂilelnhaﬂ)hIsyb&nﬁp&in)dmﬁﬁsomes Formulations for
P b 2 FO RO or Bmrle oy s souons
con{gipgsfe, for @;@mpi@; enyoxyethylaeitinoll dive g’l}ebcﬁaﬁ’& and d@&ffdhalafé or oily

ABkd rOt a her nt|

sol pglﬁsef;glltasfecﬁrtgmgtﬁﬁfx{ 1‘\10} é}%ytb@;/ gftglg%g gxiop}s pr 28 @ ci/%ﬁ%asatlly
Forrgulatiogs for @gsgprtha_ﬁfnupmaﬂ@mmgsalsoosmel g@cpn]nma& for buccal administration,
methdipiaﬁa}tlﬁg kg récﬂi éﬁﬁﬁn‘ﬁ Ehﬁ%glt? e Bfic @'ﬂqorl \)tag Ig%% a mmlstrat iog; ﬁ)ﬂg§ delivery

For nul ati ons for 1nh ion admnis ion con
SYSURIREY bl g mndster thsrtheaspavist agent(s hditeotieqt a omgivelyith e gaafive balbon
angiSPlbdty 4 BiSartOidbAdr&ticGent HRAY bEXATRLE ed by use of stents.

pol yoxyet hyl ene-9-| auryl ~ et her, ﬁycoé% ate and

d eM}éﬁh@rtﬂ&tﬁscldﬁJﬁcQgény cen®e léﬁlbf%?&i if e p?éééﬂt ﬂlsact‘xtngrﬁﬁrleﬁlgdé 48 the sole
rm.of nasal drops, or aS a gel

a““’ﬂ%’ﬁ?‘ﬁﬁ& 44! 9gent?5r°ﬁm‘?%li8if4alﬂ§0m@flaq@aNéthto@plaactlve mgredlents e.g., anti-
neordaitit o dlief adrhg@ind¥py al so i ncl ude gl ycochol ate for
buccal adm nistration, nethoxysalicylate for rectal
adm ni stration, or citric acid for vagi nal
adm ni stration. Qther delivery systens will adm nister
the therapeutic agent(s) directly at a surgical site, 34
e.g. after balloon angioplasty a anti-artherosclerotic
agent may be admi nistered by use of stents. An anti-
artherosclerotic agent can be enpl oyed in the present
treatnment nethods as the sole

—_

W.
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active pharnmaceutical agent or can be used in
conbi nation with other active ingredients, e.g., anti
woewploagdi c or ot her conpounds. The concentr at i BOT/0U520061@00525

or nore treatnent conpounds in a therapeutic
conposition wll vary dependi ng upon a nunber of

f actTRY ®ncdnfdGlod e of the antj-
sadnt her oscl er ot ?E&%gtéﬁ%md{r LERMPATG: Bradheranehiéc composition will
¥ feneiding uron amuebesof frforssingledigg the Bysdge! Iﬂﬁrtb'nﬁl &%Zro&ierétﬁ%gent to

be mﬂmgxsﬂ b, tRdcheMRhS the intended nmode and ro
andot& ”éenl strat | ol%xgrgmr%ggs &7 &r oK ﬁ@mlﬁ’h%ﬂb? CW@leﬂmployed
Bi5Rdqd R0 ds Ad roge Pﬁ@m&taepmtm GerRGE ithifs, Ofie GGV RLPES of the

antmmetbﬁldiétﬁ\éggﬁéjor aEhv%{&) %lﬁﬁ vfcfj ' o'aw?el\?ggéhygg]gg% buitiet

ution caont ai ni
SOhT’:ﬁOP c%ﬁ"@ﬂ% 2oy 0. ]af@nl'%%l Wy Pﬁ@ ¢aprpourtd forpakentel? a@RiRlR oAt €d
referred amounts of active conpounds

3.l ggctual preferred a
used i 4PRyF ﬁéﬁ‘%ﬁt}“a VS ¢fr0¢amyurasmmﬂ\rel’i@mb&nﬁs &ed in a given

theramlﬂp'enylaﬁctofdnﬁ‘glma iRl s @ﬂf@ arti.cul ar
forlﬁﬁ e blAr ‘if @r nu%gt ed t Qorl;ﬂr%oghd i ué‘ﬁlz r@’f’ P HFUA corpppsition
ar act 8i°re 0 Adminiiraionaang Gbﬂf@éqﬂstlcé Ogthe bubgecs p@cmeﬁa,ec@ﬁ&x

weighiggheral hepdthenddge ek bibjan
admftiiH i Sh B L0 reacplyreat 5, L 2 L il O PABD P o pfcot o
dot mtnl strati-on’ CarHRedbybnse skilleddethe ait neuk Gyvantiose dosage
eterRingtion gsis nortdnetedawith 1gird & GOV e%&h% gmééhngso SR
t gonducted with regar § foge ranges may
mdtﬁ%?@gd% ﬁg IB%{P%"& ﬁ‘ﬁ‘éé Onagrkq %@P@’ Woght peralges nay i ncl ude
of body wei ght

f r @H@ t 0. abqut
ré};@&%_lg ap eu t e 188%%%8 guitalp y@%@lmst@m@m & pnatoasted and water-
s0 u?giog&ﬁfgiﬁaéd ni;;mmeemeﬂy hd&e;ﬂatlblﬂ)iﬁft ?g}ﬁ%?g glgfﬂg%%ﬂﬁh% é%q subh as an
inorga
1 0m S e &%n%;foaﬁ §5]1fa(te S Rliesnhate s¢it, onorag argamc ac1d

typi cally an &cid

yp
additygajspt %@Pﬂt@@?ﬁt@almdea@ fymarate, anteteOsiRkd I8, P&%ﬁc@ﬁt‘f 1P
ani.c acid addition sa ?

acceﬂ@iﬁl&dﬁﬂﬁéﬁh%ﬁtlc cgﬁlpg}%d (I)’}F t eelgvefla?paa[ls&cgn inclyde mgfelgsaltsgparticularly

alkah tt] aIS an acet at e,
Ingtalsalts suchias a s@bium F@’@e mtassmhi yit;20GERR ARh BiebflaliSs ) as o

magntdieh apQHiine gomg& i nvention al so can
o annc] ude et al s ﬂgﬁsa% CH cdf APy P Rafcamekd pmgghivg salt; or
nglﬂf’car‘flda?gdlgo%%ﬁ Wé%ﬂr b’Slm, gbana$sph¢ny151a;hlhe saftl kal i ne
alts such as a magnesium or calciumsalt;

al
%eferr ge ﬁrtggosg;g}gc apengsrerihit ugmﬁq:ant Etlfa@fmt:@ll/éggregatlon and cell

mlgraamsa Bl di on salts such as
Y aégfegatﬁfn a@daysa Hél%hé écesla q 1?5} %Faéf @%OgCHESIS

ne ci ne, or phenyla anl
assay@ allxcy& a%op‘tq,?grz%sg%sl %{x@tpp lgs A despr assayx b fosm@lm bt @@mble, Cir Res

2005 3&79@‘8(14y in cell aggregation and cell migration
assays, cell aggregation assays, cell adhesion assays,

cOn¢ A%y retsues thesis piton A@RYIsAFENRThS
x \{%ese tlgezlgl%gs ré}d rBegi anti-

rth @E’l@f&
arther 19 §éeﬁts ?ﬁﬁﬁy §1 %1 ng)égtn;j@y}y ipg, gellzgg@tlorga;ssawg @fhaﬁhe cem@sed in

the assgg%aé?gomp@m; wid-tyipe P ECMI |h&6ro@§go§@ﬂ(§gl\k Hﬂé} or both 373 and
anti art her oscl er ot'l

1688, lﬂﬁl‘iiﬁ%bﬁé A7 i Ia%tqgll Jltﬁér o %&[& gz{ nﬂ éﬁ;?\ﬁ ]pk;s i Ryefgraply] the antl-

ents ex It sig

artherqsrsggrptéct jesR} inhibitspell m{mm:l hgatdekd 1S od 384, ﬂr&e&ﬂ? P@?%ﬁ/?l % relaeuve

0 ey PECAM: | et er ozy
T S L e
Beb®bp.1 ég IQQQWP@ﬁ&bW’EV%ﬁ&)Da{ 1 ®ls8sM Jfh @ésﬁ%@muyarthero%clerotlc

antiartherosclerotic agent inhibits cell magrati
at least 15 or 25% preferably at |east 50% relative
to a suitable control assay or control cell or variant
cells through wild-type cells. In such an assay, 35
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bet ween about 0.1 to | OOrM preferably between about 1

to 50nM of a desired anti-artheroscleroticagent is
wais@do7Esenpl ary cell mgration assays i ncl udePCT/US2006/000525

nonitoring the mgration of endothelial cells, for

exanpl e: a) seeding one cell type on gelatin coated

of Transwel | (r lLats .b nd ..
ssent Rfvec, it trguRrang: s (B Ghub i midr ong] aogsis!
cellsgbl @w@plet 0 transmigrate through first cell type
nonol ayers; and c) counting second cell type that has
m @r at eekding ohb ecllighet cnrpelagh toated Qpeer aslkaf I rampadi® @as t he
aggregation of cells. Preferred anti- artherosclerotic
agdnt s addihg bsccorsl agh tyipe caupperactls, whesgin sacamd edl type are allowed to

[ I I d th
trans&%%tﬁ%%‘gl?ﬁrgﬁéeﬁaﬁ% éélg%ﬂyetr{') e S EZSer Iogygoﬁsaé Sé a i/l

for eit 819 AY ari ant
fo{) ei tcﬁlg{tmggecglgi %H%)% ﬂgﬂ%s lltgggtegla)ﬁel estgﬁg}%g%l'er ably,

t h@neadalys m@efsﬁtlaﬁﬂl@§ &80 oF cAB e Blerdrial Euk}ii taﬁhe@&t:l'erotlc agents exhibit
aggregation east 15 or 250/13)SI pref erab at | east

signifiepey acrgify-ip ?\9%1 &sregatsoauafsabﬂ vehep Hrstop sy usgsia e aé%aysc%ﬁbq»‘neﬂzygous
wild-Ek E’EQAWﬁ'hlet@fbtzygbﬁi PECAMrf&{é@i‘br\M béih Bma q648, &mdng&@ Gddiant

for elg\n & S B &H‘i 1613% 1agea} ﬁquf?bjf% tf&:@g’il- aétaeroﬁzlerouc agent };ﬂnblts cell
aggré:gﬁﬂidn-b@zrat lagxt 0561 zsr%gbﬂe&raag&ﬁ {eadt 30U SR HAtives @ RYitadlec Yo Rl hssay or

ation ncl nltorln t he aggregation
contg) A GHur P b YA I o Sy et S e o to Tooun,
prefe%l}lﬂetvﬂa@n atolt BRGoghHra H%@&Mﬁe@bhex@i@er&ﬁc agelARtusédy Bxemplary cell

gregation of the cells Preferred
mlgr%twp ﬁ@ﬁﬁé&qlw FPEOTELrR A8LERHOB P ené?taﬁw% ?eélarf?r HRTRIG ty

in.a ce ration assays when the cells used in
t had as§£\%}‘§°%}gén ‘ﬁi??ygous wi | d-type PECAM I,

eroz u r either or both 373 and 1688,
hg??ozyg%ggl %’éaﬂzw Efngr either or both 373 and 1688
el es | nti- artherosclerotic agent
| n i bi tqga ﬁf{’g%e%%f&ﬁfcer a??lgn by at |east 15 or 25%
pr N t
c olﬁr%@for?tpe{g S}S%he}ogégfgtbéa%e/ﬁg% é%s],)zt g fyn%}g e\ggﬁy a{baack%h ‘f)rohfera%tlgn assays
wher] toepallp ugsd & the 2883%) atsdomesisowsydldttyne Rﬂﬂﬁsﬂﬁmwozag@@ SEFAYL for

elthef%llb'ofhaﬁ@ B&! Q38 llﬁ%ﬂg@uﬁgﬁﬁﬁ fdr Sithks gldbotﬂz?@%rﬁml P8¢ aﬁaésj Preferably,
proliferation ass%s i nclude counting viable cells an

the apigrthespsclseptia agentinhiitotell gppdidgrgtion §y af lquﬁ 1® 4épd rrgferaply at least
50% GBEHVERS a %ﬂe @&tﬂo%ﬁe@ft & Q%Ms%%&n abRHE0. R AOUM, preferably

measur es I ncor por ation of one of nore
betwepatabeut A1 SOHMapled desirad woli-edisragelsroiigaagnitieed.eExgmplapycellq)

prohféi’gngﬁ‘ és'sﬂg m%Hl'dE @ﬁlllﬁrhgcﬁéﬂl ell@aﬁ%nﬂgﬁ @%%Eglﬁcﬂild Gric acid

ate anti-artheroscl erotic agent
cyclereghimgsts aivdlap Hctagdelsgigaess uch as 3H t hymi di ne
typically in an anount between about 0.1 to | QO ; b)
i nRAPSIAY AgAURRS inceTPPEtionsofpne orpgre defentablislabelediyelpasideggp DNA,
e.g, bypically followed by washing; and

a) culturing suitable cells in medivm and adding
1) a candidate anti-artherosclerotic agent and
2) aradiolabeled nucleoside such as *H- thymidine typically in an amount between

about 0.1 to 100nCi;
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c) neasuring incorporation of the radi ol abel ed
nucl eoside into DNA over that tine relative to a
W@ owb0pi40Tul ture that is prepared and i ncubat eBCT/OE®06/000525
the sane conditions as the assay culture but does not
i nclude the potential anti-artherosclerotic agent. The
nea%zrenent can be_achi eved by several nethods

i ncPldi ng Y PIRHP o FSCeiler aﬁ%‘ité (-hewy. apd bpicplist fatloved byfwashing;

anflabel ed DNA on filters foll owed by scintillation
Bi ochem Bi ophys.

count i ng
Res @)t lnea(sﬁ_rggﬁlt%i@iatlgg 9} tﬁmglp{agelj:cg@clegydegmo &INA ¢veoB2Ntime
rel@iye to a]conBolamhlﬁmhaﬂ.@ Piega&d dn@linctlbatsd R8UR LBL @(hidﬁlgng 8 the assay

l.n, t d bed h
culﬁéd%%%%t ﬁéﬁ% 1nch|?(?e g e}?‘Pge}l})[S %éﬁtﬁ g@%(r:c{shergwgqtg%%t: Iﬂ"gg neasgremgyisan be

aclgw@@b:h@lvprall metiglds achutitlg &&hlotcﬁcéﬁﬂﬁﬁ& (raRdSdcSitasdnl o Iaga),(d DNA on
be use

ﬁltg‘? fdﬂ%@/gd f)}pscﬁlplﬁﬁ}on cmgxﬁlas S%% Sﬁb gléaqtaeg :3%: ﬁ% LemBigglys. Res Comm

aggr egat ron assays
¢ ) Sﬁﬁllw& et (8RS X Biokive,. PRU: 43396 o e ﬁﬁl‘ﬁng to this
assgygnot ype di stribution described herein may be used
angi ogenesi s, apoptosis, earIy and severe
mat.urati on and

ar t grheos &l ?f@&é@&ib%? n&LiAHR SRLRLQ W@H}g&gedfnb PREIQEERssIS assays;

ture i ssue factor re ease,
o ]&aéf:ﬂ s 41d 3oRfcmopthamsclCectis niap be used af dpbptxsis hk@g@ﬂdﬁ&e‘ts may be

usetl i ¥6h ¥R RSE@ !

0(;, rg?gﬂee@? 10U nda}I%n Ngl?omobgtg fo?ﬁé@c@ 1%01%}: Hels %%I%IC%%@-? rrﬁlbants Wlth the
polyy SRADPPE ﬁ1str1§p11%sc@hg1heequ} mey beE‘used in agiofdnedid, afoptosis,
carly@nd @ageaxz’s% le%ls £ |

SC 1SSyl d@veﬁf_yn@@t&%@%%ﬁ&%ﬁ?%p%ur %1 su% éﬁ?g% ﬁelease

Res erenc
throtm%u%%nfl%lo{} lll‘typﬁm@%qnpfarﬁym, Craerinflixdnitles hlagdinginneah WD assays. An
exa;iqé]mof ar appptoasBsdyehiabe tf&lél@.ﬁl ﬁ&ﬁ@cﬁé nji ﬁxzz?/rrnb@g% )l’({};(%ﬁ%? 3t II;]P? 34_299 by
Mard e1 b ?ﬁ%?@?‘gatg i g'hpag%ﬁf/seﬁ ey 218 nﬁﬁ expgiplogf an angiogenesis assay may

be fpndtii CinlRas 200, ohas@s@bt ai ned froma human, cow or a
rabbit. A suitable protocol involves preparing tunor

celRer @g@@pmmg at‘in vﬁta&i&ﬂ diolifefioh sy~ aR ch@xlékntlﬂét} bl‘}gseﬁ%gﬁo an
desire

ujitabl e medi um
assafy ﬂlamlﬁl[l?s{gl gl%‘e oagc(): S r lé%\rf? 4)1%6 Rrpfesed frpple gf 3 g§llpppdiferation assay

anti-ar
USeSHEEPT FAYS, pm'@fuéqr]ablho;e d)h])almdfﬂdﬂ&i A CRM dr at-dbBA. Rfsm%fe\@@cﬁ&ol

ef bet bout
IHVMQHI%PQ‘IHE ﬁ%n]lo df-%gc{rlrrllggg Stfl Bk %ﬁqd&?%%ﬁ&u%ﬁggm in m1crot1tre plates
ina FLHngIB g{eqh@]ﬁl égjeﬁlmg agtﬁ-altﬂEtMaotlahgamﬁm ﬂnel5d1dﬁe}d$n the medium, preferably

a cetitfablo e Lol
to Eﬁe@%&f Sl orPRRY v ed: da%%%{f Icel {) p%?lgi)rega o%ﬁ%l)ﬁﬁet%gﬁ aput 1 to 50pg per

i ncubation, a stan
ml of B LElgss fellgyved by AT DEyBliat fetind of betvded h@hﬁﬂs by rﬂréharﬁﬁy about
1 daPbr 1bRCE& a a ntion above,
B R S S P R b PP Chc i the &
incotpgyafign ‘i’férr‘itlﬁd tb@mheepr 1556t¢ dehi@9genSeassty g menBOed abdve. The assays

are preiér n@uctedli a
p?@gléb?% &ESJI} ted(i 118'%0]1): tﬁ\grtﬂ'z %B%g%etg}g %y)e]ro} '_fee/e -84 Ross, R. J.
Cell. ol (1 BI) ayl @f Chatetiemabi et alAﬁQB%)g‘q’usJ Rib&tfd) 12061358 rgmeyer, H.V. In

Prm@wmf@nzyb%w Meihndgofs "Veﬁfgt&{eﬁhé”i\&g the therapeutic

gﬁ[?% % a anti- arftherosc rotic agent to reduce

tho rfordie‘ﬁgpwng éheﬁ’@tﬁﬁapﬁ\}tlcaepamtjgohmh arthelascﬂ;dﬂditjcel@&nt to reduce,

halt, ommwisemd@fﬁr Mo bhwin RlsBiLd: €

subieSH 4 t; 2 mhr? i Steri 1rI11 "t he(?ﬁaﬂﬂgggﬁtér%}lq%ﬁ)g Ry g%a???r\; lpvelsina
B NS g therppepticaly ?ﬁ"é’fl‘(ﬁ;@@ﬂmﬂa@ aigy ertlierdsclefoli@agent to the

subjestylinjdatete;mifing a @64t HEATnBI R iPQB s
subj ect. The levels may be of }g? gﬁgfg{g%pﬁlgyebeO%Oraéecreasem
i nsynpt ons, for exanple, blood pressure, chol esterol 37

| evel , bl ood glucose |evel, carbon nonoxide
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| evel s, angi na, heart attack, abnormal heart rhythns,
heart failure, kidney failure, stroke, obstructed
weewsphaonl arteries, lipid levels, cell m grap€Dms2006/000525

cell aggregation, adhesion, angi ogenesis, thronbus
formation/tissue factor rel ease, and/or apoptosis.
e decrease in one or nore of bl ood
fy%gggls %&L %lbé%oggteéﬁurq gpgqster%]eggdblqu@@g@ l¢vel; edrbon monoxide
evekirdveina.rhembatiade ablemeilﬂiearaﬁﬂhm@,hei}?ﬁﬂﬁ a b
fal lure, kidney f alﬂtngféﬂué S?rg{genabsmted

pelh;ﬁ]@fat ar[en&t ﬁ%(g ICVQI fm %at{og,rqeg gggr%gép% pdhesierns engdiegenesis, thrombus

tructed
Oraﬁa‘é‘@ﬁ%ue fﬂﬂttaqﬂwscf, lamd/mfa@opt@ﬁwll or tunor
gr optdaé s..lndicates that the agent is
ef ficac %E@%Ztahdegeq‘sgw BePEPREAf Bigod m @Strhéh@lpeémh level, blood
slugosp kewely Garbon meneeideliekis mgamt liea bt dRRT BB B Rk glyg,gg Veart failure,

kidh&fr fal‘hfr&,e @ttrékré,gobgﬂfel%r e%%&ﬂg&ﬁﬁco i ??%\R}’ﬁigr%&ﬁét ge rupture, and/or

tn@gr ation of ce
IO BN HY eieptasis dndicates thatnhe dpeat icemfickcbag. e conposi tion and

detrﬁam,cm P&t B! candi da osition on
res€l L agg r egat i on aﬂrlt %r%& r%tuc Cagtwltg r‘? E‘H%F Antiyartheropcdesetis agent for
TeAIRe %ﬁl;}@fif EF4 e prreriseprgyiding @ popumlm aft @Hs ##i24 ko8 PECAM-1
genG@pe ol Bdctn ORISR wlith QR 1R | cac A et hod of
conBSSessin ét;he t her apeut | cte(t:& §m§ Sty @ #‘?ez?’f“}nt“ﬁceiffeﬁf’fthﬁéandldate
PP R pgpregRtqrsRder migrﬁtzlbmdésredaea: bR imgpeteBRion or migration

indipatea-that &ﬁbﬁlﬁ[ﬂa’te&bﬁbé&%lo{l €hall be e XacYc;u§ ual inspection of
ti ssue, neasurenent of ohe or nore of bl ood pressure,

he\ methet aflasse |
c B as Sit@ the tHérQﬁﬁ’tngggér‘c?? grt e!tﬁzéé%r oft eatreap e|nt lﬁ éaﬂltpect

mchﬂﬁ,p&)cﬁén%?mr}%gtg : Qre-#rgatplgq,t étatuR (%,éy visypl| iy qﬁpgctlog pft(sk@ measurement of

one gtmgcyrp athled pesirpltsiaterandver | gl}%&i gltﬁ&)rscef%(/é? MABE Hlonomde levels,
or unor

n
anglﬁld ﬁ@a@tﬁa?tack? lgbzl?%rlréail Iée)‘apt %athrflsng i ﬂcglp@fﬂathge atroke, obstructed
perig ﬁ@} djseien paetro-yasedliralisehsw, ol HRturd fin i tGhH;| growth/metastasw) and

then@ikREE to the subject. Aft

e L0 S AP L o it o

eb@faﬂ)@r@pr@ﬁte raried pftemd (b.gabft@an {dwe @é}f&i BF §$a’frﬁ’ént)%gtequle ?I(Qrﬁmstranon
hour s

of thé Qﬁgfzé g2 gOlﬁ'Sé %lhg?rgl 8'51%) rsoﬁghoglfs WP &oE$, tlkg lgysHof one or more of

bloo%prg@gr@*cglole@ﬁg] leveed, ool gluease lle,velbd:m nﬂinbbﬁﬂlﬂ@vellse inra, heart Fttack
n 0 rnma

brofiail BoR | s rt attack, a
abno rrﬁﬁﬁ}gﬁga?th%gl:‘ff ﬁnu re, SEPI&névtrlti%ﬁq p@p@eraé frfeHiRe cerebro-

rt
Vascugzg SPASED u?)tétpturﬂg] and4ir ttamcir grqvwﬂs’metﬁﬂz[s&bs!’ QNARHGY &ain. The
moduttitis® ast@e ol & f
0 ¢ offd R EHéfs JrBRLY gtgssggmg{og atero&J%D Vel Plopd glucesg vk rasbon

moncdl. e}fvtgl/metastasw S
o S GREnS Pe%%ﬁéckoabn@mﬁéueamrwmm eeamwr@mdae;otaﬂm stroke,

obstricsdekriphetaDaebried, bG QS G vAENE! discl Igoqglegl% oxid 'u%%cg S,

art

n heart attack abnorrra
gm“’tgpn%tast%%“ RReSHIagY pffhetreatpant Kine Stablsbfvhettﬁtécnﬁaty Heliekahined
periodicdlgtireghot @ERRER:- YaSRMhAL, 1 & ure,
days @RfLi %rtogurmﬁ qr gwt h/ met algt asi s‘t}jlgfﬁt t;atélg < t@&xﬁ%fﬁwhwm

the treateHE lirheeilisagy pithefeatrnent. siy Idfomaee 1ma§le &emore of blood

pressui icleolestend mbvpleblbaﬂ 16dkd Mvel, A ”Ent
gect t at'us %&8 chec eaﬂglgvé??’{ﬁﬁé%

abnortﬁ%l%@m %athms ehg?# %lérﬁskl I{gy gaglg@ggrok@ ébmptﬁhmrlphéréllaﬁaﬁby d@febro-

ours ays’
Vasculﬁhbseanemaqm ndpturd) a8@ 6 t@tﬁ&egrévﬂh%%s dis, BQHI’%I? 1nd1c1a%s that the
treatm@ﬁt%g YhG en?p caStler olr[‘ e!n?\/el | 00 g ucos

car ABnOX L 524 Ve e method describpdbmant beatsedsto kgreealon edloerk

heart rhythns, heart fail ure, kidney failure, stroke,

obstruct ed peri pheral arteries, cerebrovascul ar 38

di sease, plaque rapture, and/or tunor
growm h/ metastasis, for exanple, indicates that the

In
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treatment with an agent is efficacious. The nethod

descri bed nay be used to screen or select asubject or
wa2oenopaohd that may benefit from treat ment w PET/ER2006/000525

anti- artherosclerotic agent or may be an effective

agent, respectively. A control experinment is generally
suhigk bt &6, rt| cul ar assay. For exanpl e,
I’JTDSt co ntp E)]g{d ﬂl(re%)?( {)ng}{ PW@W{) oI} A TRRs Wity B} B prihgragclereti¢ agent or may be
anéﬁ??fj}/%ag@@,@wecta/ebopul ation of cells or |lysate thereof)
to nedium saline, buffer or water instead of a
pot Acentepl e}mqtlmermqg@mrdimhlmrmfoﬁusagﬁyiarﬂcmap@sgg,l Irsl extal‘ﬁple most
test conpound.

coﬁtﬂ@ﬁex@@ﬂnjne%tsr 1%@\}6\&11?{]%’[1‘3 %O S dsﬂ@{algge &1f pgg@agqﬂléﬁ cdls\py {yp]atq thereof) to

lesired assay iIs then
m‘;& ;@;ngglzggﬁ ﬁgﬁ;ﬁﬁ@a@f m?mmnaﬂasﬁmmageﬁl@ bnth gaelglm th the
ce C Emi%
qovariety of di “fferent 1ghgr‘trgrda Sfr?/deas%agﬁspﬁ?q OBfrsted én accordance with
© Prrast mF @lo‘?f’orrel ations. For exanple a plurality of
onpari sons of treatnment response and the

pai
pr e’@gﬁg@mﬁ; despedheseip andutsed toalstelapribe methodanere cAARiliBor utilized a

varlpixyroff dllﬁ‘médt ihffmaAive torimlisdny 1ok kewi s
paidlBL R Com can i Evol ve c%h arin gen?ﬁ;éorﬁg%&%ﬁ?é’r 8’1@“‘3? aipi‘%ltty of
. one patl ey © ES‘??BE%YFE&OHW\M #he presenst omabeenvasfiaaleas® omd aHance can
€ Patfomedﬁtr a@iealipad i petidntNDIBWNE QhéSn iR ternativ
nce. or v at? i an cef(te@d c%;ﬂﬁvo%et K& ar&”&ﬁffe response of

at _vari
at lefa%? 119 El\e/%tl 0 0%78% raf Bastt Ae \faggrgy@ Wéth agipashonelpeticmt hcﬁmnﬂygous for

the @@ma@mfomwehanwgamﬁvameé TiRadnAN [
east r?e pati ent gh%%ﬁizﬂ&%ucgmf’arpg the

respgll;})@ of ﬁ?&ﬁ&%ﬁ? paglﬁléte}\elztg Iz%ﬁ?&% or grlgafsté}ng mr}pnger@ﬂhﬂ;@ BrmDyegd asleast

eas
one Bq;pptéyq;noz}{gg‘pﬁdnsthe atdeastonp auredcd; Preﬁ@ib@ 8l ﬂﬂr&%&&u\é %atlent response is
0]

or th res gnse of heter
comPORRE¥6a %ﬁelﬁé%ﬁ,gfﬁm TR ﬁor{nﬁé) P’éé‘ﬁa‘ﬁ%f’%ﬁemwgws B%En’f@fs grouped

1|f)at| ents Is groupe
withiherrespoRse 9§ onsataseafthemarygowsaiatleng 208 Baid @oﬁﬁ%ﬁﬁﬁ%dttg e I?e%ponse of

thea[taﬁag,eggmgj od %Tozakter native honpbzygous ‘group.
"predi ction°o patient risk"™ is nmeant a forecast of
ncl ude a

t hBy patdi@nh o§paltlérlft%sl¥ iP&a %r;tt B i3 Al U? the g%lg{s}téﬂlgﬁlpf Agalttatus. This

SFS

ma EIFEHI ction of he pati en
Y et B@@Ft&né’f fhe P@Fi@@éﬂemé forrdeveadpingi ah atthedbcletoB disease, rehabilitation
rogressi on,

time, Ir€008t$ kihe | dufBate Ghtb Bf §iddh

havil&di sp03| t i onef or fu uélrseep rdg? ésglg%é)re%gposa}}%Ifgrg?tuﬁé]\‘ﬁieﬁ@ or risk of
rgfgbq’e therapy for the treatnent of a di sease”
har macol ogi cal agent or drug with the

n
) C;ng etreipyg?rydhéptéqafnﬁﬁt of@ljifsleﬁ;g” 1S geang poy phanaetcblnglca'i fyent or drug with
the p@ymytaﬁ brating, dinSRQsEFREARY 5 Qf
drug_glﬁh'&ﬁ |dﬂgqlég %gsor | se ssg:lgtpdlﬁigor g’;&?ﬁ%r g ?egse ecEamsrersomated with
Aay" is maant the group of

bi ,,I « ant enes jnvolved in a
B};J 9%&? o}‘n%(e% h“banagr’?&%‘&ﬂ‘%@?ﬁ@%ﬁ%ﬁ@ﬁﬂﬁﬁﬂe@:ﬁnt denaginvolved

gag%r macodyna
in 2 pheEmpgo y@mmmdardmcmﬂeh@ﬂh&mauhh 6f drid, % MEVE éaﬁﬁ‘ldatgﬁagxf%geuttlc

intervBBR A r. incluyde any yS|o ogic e
T he. dr Sﬁ?‘:ﬁﬁsﬁg A gq"m’tehlgflﬁ ee%FE/PEYSiqlﬂg@r%f@ﬁtthwg or candidate
theraﬂﬁ@ﬁd@ﬁe@enuon etndete dndlwied b this afeefblomeﬁﬁda%ﬂtmlys DAENRYRd in its
S nse to refer to a series
usual WkeH réf§r t&® ?e%eé rélgtgd 10(%616]2:08 %cgss(g%mad Ehﬁ gorresponding genes and

of , rel ated biochem ca
gene progug té)slﬁy_p‘l]\(ﬁiﬁgcagmggumdacgem& spilied @B feh&ibnd. B¥RAIMEn b Belr, o

pathws}alfdfﬁéhﬁggas@éﬁﬁcgm Fsts'n{)fﬂegrl series of reactions.
Generally in a c ]hvvay performs a si gnlflcant

process in the cell.By "pharmacol ogi cal activity" used
herein is nmeant a bi ochem cal or physiol ogi cal effect

of 39
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drugs, conpounds, agents, or candi date therapeutic

i nterventions upon adm nistration and the mechani sm of
wa@edncom4es that effect. Pharmaceuti cal ConposiPCDOS20061600525

smal | nol ecul e, peptide, nucleic acid, and anti body

t her apeutics descri bed herein may be fornul ated into

phaligrmceutl C gositions and be provided in kits.

The 5?%%088’51" ‘f”éSr H5H Berpig issmepate ipehemisel ar phtsivtbginnl effect of
drum,dqomabunde Wg@&sorﬂséncﬂc[ﬁdlhé} R0 Cidhehve il RS ugo(ﬁrad% sltr\ﬁ{t?on and the
me-gﬁh%ls& LAEX g@ eut| cally acceptabl e carri

art recog 2 i ncl udes” a phar maceutically

rlal conposition or vehicle, suitable
Phggﬁ&g%%l € °Seth°é'sconpounds of the present invention
uid or solid

t
O ARURY %i\ole-wlg p%gtr nucﬁ'elc amcd %qhog%wegﬂwﬁ%@pca{bpch@erem may

filler,
be #ﬁlfl]élﬁqe@}nto phavasiceusigal |ccrnpmrt1|oys amg be prolidedis kas. tTHéQ)ll&Hﬁceutlcal

formulRi &6t or portion of t he body,

"o anot ﬁgrgﬁgg%éoﬁgggl?&g%? lgewde%f)r g ggrticlessiondelinery er
MUSTh SEhspl £. of bein I bl e

it h e?ﬁ%as o?ﬁler ?gr?lngdclel(}j/ |aEe};r?{Jt§lﬁ %?a%n e FOraEE d&ﬂérg‘%ﬂdeﬁ@t

P W?cﬁ?t fegilssaceeptablpematerial, prapositionrer @hlam}duesbl@for BdhiBHledth Scompounds

of Mg resl&n n afh®na c ifuif grsohid fi
f tindg IGAVENSET 1Y Ehaft®n Bh’ﬁ{e@ﬁﬁf&% Gk hi 8%19 RY ?g?rucgglglg Xpigient,

dem{ ers ncl ude: sugars, sucC ose,
SUcY §E@PsuAing I@ﬁfggal ia{piYed dxscagiing OSITQIISMHMUG qbjeaitagent from one

orgat, an’pidﬂt;onme tHe lbb@f;‘: €, andNek ordas, &%Bﬂt%ﬁ‘g{ t}{fﬁod Sléla%g caarlrsi?rlsﬁqus o%ee

« |l ul ose,
acge? a?l %‘ &588 ? o “r"a’@ét&’éwlrfh theygither: ingyedients of thetfardnijation and not
njugirgsi tpite Iphisi,nt Suah e)&&pk‘@ Sﬂﬁa’[@}i!ﬂstv@ﬁchac@lq serviR gg:ﬁng{ eYJtlcally acceptable
nut oil, cottonse

as
Ca”igg%sﬁ‘r%dﬁesrugaoﬁ’l S“H]saéé foges 6 upose gipd sygrogss ptarclagsy ficlogs|comysthreh and potato

starehy ydllabse, oid ifs c@hymﬁésssucl‘i h@d@dl@ﬁl c&'b@%eﬁﬁ?céﬂlh%gé) leth%l d:ellulose and

ce e NePaodkalth S SoLoLLOl . iranni |
11199% )%ge{tﬁ wpé\h}ggl cﬁ g%ﬁ Xt% iﬂ’b Igglatmsﬁ?éq,]e)gzgn@gqﬂwchﬁ wabacbutercgind

supp.@plﬁyy wp@g,rcals,@pcla@ aea;nutm]f é(ﬂtrohslégi &0 Esﬁ‘ﬂ&wer%ﬂ a8 oil, the oil, corn
dr oxi de; al ginic

oi OlA% and
il ﬂ@%ﬁ@é&n%@o%gt%f ?grﬂelg & V\pg?pé/ iale Elé/%c?,d)rr{)\}ye}/sss&lplp ?,peglyomuh Gerbitej, mannitol

ac
and E@Y‘?ﬁhﬁl‘ﬁlﬂ glyeqlhsslersasuchy hﬂ)dﬂ,lyl platti)ts ﬁlhiaéﬂgll Bufafeigas ‘Bhff&rin‘égéents such as
{ t
maggééglﬁrgﬁaﬂgg)a({d? gﬁt{ gl?ﬁ?‘lﬁm%g %%es a g%évts a{é diafarg%gfﬁeg Wate? >1/8(?)’[01110[‘11,ahne
Ringgps,salijtiopy ethyh pleoholy kghcpsplmtﬂ Igiffersiotionss arsiahen Aod-RK ¥bmpatible

substatidek 8aflofatn PRGASILMM SLEMBLES as wel | as col oring

agents, rel ease agents coall ng agents, smeetenlng,

f | Weaing BgnaNEmISfidrsrdn Vat
ten %xt i oxi d gz;ﬁs can al so %éﬁ%{r%gé%ﬁtapgﬁﬁl 1aur¥ n‘g%g I"“ldi Tgjg@esium
TEedhpiteds BroTHR awEcElsascagintsy caatiegagertb seeseatin g Rindeing sd
perfuinring apdets, pr@ér@stiveOind RhifoxRBLL O as ascorbic
acid, cystei ne hydr ochl or |tdggzﬁa%ggErese%?]‘sﬁng]fefcopgosnéogﬁl um

rreEHblpbBl bf plfaﬁnac&ﬁldallymb&eﬁd{aﬁlb %ﬁuﬁﬂﬂn‘cﬁ Hl@lulﬂb Kier s Iubl ioxidants,
such as ascor y pa ?m¥

ntIO
such g§ Asc%ﬁaﬁtc ggd, cys e1 c 8{1%: f@% b1s%@‘{eyqogmg§netablsulﬁte sodium sulfite
and thg,ldqeomysodnbﬂ,meoxl&ﬁ) such &(‘abéohiylﬂ ah_ﬁifté%@)ﬁhtygi@éd:h?&%x anisole éBHA)

: met a
butylat@(!i %{agoxy{sogl%ﬁg (gi%ﬁg I?CRtﬁlg I:geri)yg gal@{eh}q]pg%éqﬁoalpﬁqieand the like; and metal
chelatng Feqpie svdhes aitichc{dEBMAnedisminb itdi@bcetid Rid @DT), a.sGllbgol tartaric acid,

phospABRS NP L Lmafld, and the |ike. Formulations of
present 1 nven % on include those suitable for or aI

nasal , topical, transdermal, buccal, sublingual,
i ntranuscul ar, intraperoti neal , rect al , vagi nal and/or

par ent er al 40
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adm ni stration. The fornul ati ons may conveni ently be

presented in unit dosage fopn and may be prepared by
wapgoeetdbods wel | known in the art of phar macyPCT82006/000525

anount of active ingredient that can be conbined with

a carrier material to produce a single dosage form

w Il generally be that anpbunt of the conpound that

pr odddatigng ¢ dieqyseset |11§’e@‘-f0ﬁ1e1@:3ﬂufle osrequithtile/for onal, nahil, mpleal
traBddREhiaE buerl, 6@ihgual, HramAERH ﬁnt drbtink@ nxg<fq all {;a%malaang}ér parenteral

d ercent t o about ninety -ni ne rcen
a H’Qﬁtrémne e fopmplationg Bray C‘fﬁ"’@ﬁ‘?f’é\lw@@l pre&“ﬁn‘pyé ircenit dosage ﬁdnmund may be

Br hdAD & |
prepRref BY @l@nﬁet ADREL 11 I&{I\ﬁx{nqg g&g ab(_f) fof %%éﬂéag? Oﬁltlgi ﬂnﬁurﬁ SF S8 inb ingrdient that

Ca‘?%r“r?mb f g{ﬁ 2 GRTiEr SRAkREie to Pendycei arpinglediosagh formitvep gerferally be that
an'bﬁnt PGihe Gorhpdhufd ASSRSduddsia WrapButRMEEA @éﬁeﬁfly, 39{G%|oﬁé(huglﬁred percent,

ent invention with the carrier

thig 31{1?“%{1\51 L rgnge Giqm afput Jperceny éq:@ggtdm}ﬁtyi-lﬁ@q @me@mf getive fpgredient,

pregﬁeartéy fdbm abdues pacamioabb@ NG pabdt, RIoSRRL f@tgblpi"roh‘lrﬁb&ﬂrlgh%cen to about
30?%9 %nt|nately bringing into associationh a conpou
e present |nvent|on with I|qU|d carriers, or finely
di v carrie r bot and then, if
neore B P ol Ru it loBnMoat Grcoibyiaut HEinée oo effeinging nto
assp@ationen emibedy ctrabrlnplei Qﬁ“thﬂfradentaﬁi\féhﬁﬂin&iuﬂﬂhé Qi BYd, BftiohAly, one or

het il et
Ay e R —
bringingdnty a@spcmtroaga:gmmdn)i of qhe)mmtlslnv@namwiﬂeBquchEarr@eSs @r finely divided
soliRAQhikds O bBth, fhd LR H?f@és‘gﬁ\)’l\ﬂpa&nn tﬁ%}g{l)ué; of non-agqueous

liquid, or as an oi -in-oil I|qU|d
e M&ﬂn@l@mon@ br @& 1n@5ht1%11 Eﬁﬂaﬁle ®dr oY b ls%{tlog 3 ag e1n t}P ﬁrm gfcapsules,

é 6@ an inert base, such as gela
cackqle P by logeugss (é‘);m&ﬁ drvoreddgsinyeaty wasiaemdamjnetdn @ragacanth),
powdeksEgraeidss or 69N AL HdL Y2 fisPLEFek
% npound of .t he rese%tS?ﬁvent?%Ebggﬂgﬁggyg%wgmlmmd(HasmlmL
in-vy “dr"é}ﬂﬁtéfrﬁlfl'm/l&q&@ﬁﬁ%}lﬁwaa B RS UHRAX{s orsyEym, 01 aswestilles(nsimgan inert base,
suclbssgelakie mﬁi@@d&hﬁb@ﬁt@%s@&d@c&% %/or%k %QE’[H WatheP ARife 1 . each
l]p |id dosage fornms of the invention
comalning aé)&?ﬁeﬁfrglp?cgatn?oaﬂt C(f @ éif;@?.ﬂué% of tp%me@p@nvqgmm & an actlve 1ngred1th
A coinpxglede sf thp@edderifvenGrafis) £ 18 AGniRrddiK € hotud, l@ﬁct g%éﬁ
hpggggedlent is mixed with one or nore pharnmaceutitc
acceptable carriers, such as sodiumcitrate or

h and/ or any of the follo
T e X B
drageer peyedsts, ghmdosed thatike)] fh@ilc,‘cwaii’lg]/e&érgSé thix6d ﬁ/lt@@lheld’ir rriore
artilal a rrier aas Lo ¢ nbatec and/or
ph 1@1‘1 @%Eﬁ 5&8&1‘?1@&1 id 9 S nZPcfnfm 83;%? gy ﬁ?l( EyjagElém %ﬁqﬁ% and/or any of

| gi nat
the @HW@E fhlerwor @ﬁteﬂdmtmty@rCh&ubﬁO&Ss@ioy@ grueése, mannitol, and/or silicic

aciddbi ) X 0
cidibi §dle?st sghal 'Ff)%}%a%gﬁ@trc&b )%Hq glasl Juos dh%%g]{eé’ gﬁfgn é)d}%lnyl

Car Onate
pyrreléirop%syprgsp PRAertagasia; hyrectioidi such @@Wemhﬁmnt@ﬂhmg ag@fits, such as agar-

agar] @Sl EREhnag %Ea%o or%%bcf&a &3k %E%%{lg hdid cglpa?nos%%?cg gﬁﬁgcb??gglm

accel erators, such
carbgypate; Fﬂ'@tmﬁ@@?ﬁi@g a&ﬁ&@hsuals as }fa@fﬁm Rlasnwltleu aocdtxyﬂorsaztwh) i0juaternary

ALk 8uak; f S i n
ar n%igﬁl?om : ﬁﬁg?&&%uﬁfﬁ? gsaﬁpé n?y é’]he?tyl a c%ﬁoq ahd glycerol

and
monggtearate; phsorbigats sudiag ;ﬁlcglﬂléa‘i @qﬂ@mtgdﬁm dlbpmnysetduy b Gilg ca1c1um stearate,
mag@syﬁfﬁt&ra’té a1 ] lﬂ)HlylatﬁylEﬁél gly%Hfsfsﬂghﬁm lﬁ.ﬁlg sHied cferﬁu& heesﬁ‘.lfee?e{of and

colod 0 %gm ? ents I'n the case capé
%?ﬁ]agﬁlf f-rgthe Fie Eﬁ?ﬁ%ﬂ@dﬂ? @é‘lPll@oﬁﬁﬁ@fmﬁwn@amposmons may also
al soconprise buffering agents. Solid conpositions of a 4
simlar type may al so be enployed as fillers in
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soft and hard-filled gelatin capsul es using such

exci pients as |lactose or mlk sugars, as well as high
worRloeoni4es wei ght pol yet hyl ene gl ycol s and t heP¢T/k82004000525

tabl et may be made by conpression or nol ding,

optionally with one or nore accessory ingredients.
he prepared using binder (for

ed tabl ets ma
COQ‘%FPG qu§ ISR ﬁo Oﬁ‘éaﬁl%@ﬁ pt Wlmyﬁ3Y@éb beibroge)ed as fillers in
soﬁammauaﬁnqd defeti tapBlilsURIE such eRFREMNSs] [ant
sodi Yzogt g? gﬁ ;&30 ol gtléé:?oos? gﬂclﬁlglgsglg%s R gl as high

m&lg gfar ?ﬂprpga’ S}Wﬁ‘ﬂ an surface-active or

dIS Mol ded .t abl e may be made b
Rﬁﬁgétp’%ﬁg & 't RO Harokiing REttﬂnélyoVFlﬂt qiilé%r more accessory

1n$?_§im§r Selnprosspbiabicts noj b¢ @a@ekdwsihg biafer éﬁ%)@aﬂple%@l'ﬂm or
dosage forns of

d o I
hy@b&%ﬁﬁ‘)&}me %?cetllﬂp)gtﬁtlu ric q lfl?:f cgﬁlénttsi?res:?wétnﬁr digptagrant (for example,

phar maceut’| ¢

soquﬁ*@ étﬁqch ehcolate otheress- hdkezdgahﬁ;m cﬂ&ﬁ@iﬂeﬁ% ceﬂlhlbs’eﬁ sﬁfﬁa@e—actlve or
pared W th

disBdrai ast ¥d %9‘% %9lb| g)eeb oﬁ% 89 rse@a{ﬂq rﬂz@:gmgﬁ gixture of the

coat] ngs an
PO%@WO@B@W ipistaned Wlﬂkmw:rt lilqnud cmaent

phahgfceutlcalfornulatlng art. They may al so be

f or ARl 2adothe selis! desagy fatms of tbmplrannzcelntcﬁlmbing@htroﬁ& @t&ﬁ@present
inveftioh kechass tdhagees] da ufeg' Lo ' n r.Eex
Coa%gd ro %(%j ﬂi \él rret cpgllﬁl ufl grge %Shm am t’i%iﬁaufyg)F 8%96%?? BigRared with
SF?P % S CH@S %@lcr‘:@?jmg@m@@@éf ?ﬂa@ﬁgs I“@ll kadvrein ﬂ‘&QﬂlMﬂﬁEeu‘tlcal_

formuihtingca&SThelylrr& SRIBSfoRhElAR]
e d Zt? 3:19 ot exanﬁ; SOrQS 'ftf ?\g??esrlﬁ pr contr%]ﬁd 56\{6386 of the
RN e ie I}eéetl Psing, g)r £y hydgrxybrypylmgtbylg@khdtbsle mgvaryln g proportions
to pg;(tve;}elﬂhel deireg rﬂ%ﬂpﬁﬁler’otﬁeﬁ* Soll Qb hfRfices tlﬁ‘)[ﬁoln%s g’n%(or gucr?sglljeres They
ma}pl%rgpe%ﬁlzed 9 ns whic o be dissolved in steri
sone ot hal PR Eati%JtléTE‘Egél@I bactpridieiainitierfifted ioaltyeihgorporating
sterﬁﬂ@mg pgentssiethe These seepa s cbigﬁ%bﬁlr?g?\)(/hlgﬂ 2&19 bg E%%o?n%g érl %ferlle water, or

in ent
oo LA RS 8 O S o o o
optlmagy eqméem prkifying agant@agiahdyae B f ﬁ)&frﬁﬂo@iﬂor?tfhatttﬂ%lreleas%the active
y

1ngrgt§<§ft(§)odnw 812;5&]‘{&%11’[1&111%8113%6%@ t;;,?gpogl Y glps?rpglf@thah@qct ©nlipnbldy, in a
delaMgdéganpﬁcEmlap of gmteddicg &imbﬁtlﬂm &t athe ﬂ@eﬂ@&ludzpﬁgm drlC

bs@aggé VEd al. so be in m.cro-encapsu
ST uwmiﬁg%g%% B Bib<p TGP peuieg Torm f approprine,
V”méﬁ6@@nﬁégﬁ ?H@Uﬁé%@m@ﬂemﬂmaniqu|d dosage forns for

g @dn1n|strat|on of the conpounds of the invention

194 élofﬂggfq’ﬁ’ﬁﬁ@ﬂﬂabml}lﬁ@@meww)dompemdb sf tﬁtﬂﬁswentlon include
phmﬁm@m@ﬁﬂyh&b 536 erdidists] ensi.ons,
et A 05 AR TELTE  t

i Rt f‘oo‘ ﬁﬁgﬁﬁ’élg’fe%h‘sthﬁhwéémmlfcrmsmrtcoxdalh uﬁﬁtdllmﬂmﬁhdﬁly

used ks #hel ait, Budhhe, f8F dxamPlChat@Sr 0thQ's ol@é@g'e? @qlhz\{m@agérg&rng%gwﬁ ifiers,

Solub|I|Z|n ents an

such3 & ﬁl\{ﬂqnggplé:o&ﬁwproppf%p@p?hy §arbayais] ethyd pépiate, baziaivahd, benzyl
benze}ttd)yfopﬂelﬁi@jioel lbﬂiﬁi-’yl/éne giy &ANAk (in BE‘H&M%: &?‘fgxfsggﬂt grbundnut corn,

p ene gl yco
getm glg’?’i cas% 6‘?? Bll'lfiéggfaer Olg%égﬁhydﬁ)%‘tr}’l a(},@hq’i; pO@etIMenmglym and fatty

acid @E@gtcdsorhmﬁh mmr@tﬂeﬁg})f gl ycerol, tetrahydrofuryl

al cohol , polyethylene glycols and fatty acid esters of

sorbitan, and m xtures thereof.Besides inert

dilutents, the oral conpositions can al so include

adj uvants such as wetting agents, emulsifying and

suspendi ng agents, sweetening, flavoring, coloring,

perfum ng and preservative agents. 4



10

15

20

25

30

Suspensions, in addition to the active conpounds, may
contai n suspendi ng agents as, for exanple, ethoxyl ated
wo s@sveanyl al cohol s, pol yoxyet hyl ene sor bi t ol PE&RUS2006/000525
sorbitan esters, macrocrystalline cellul ose, alum num
nmet ahydr oxi de, bentonite, agar-agar and tragacanth,
andppd: thereof . Fornulations of the
BlidEY H{eg %‘l‘l‘te“gso S S ETppsttigns cam alsq weladaadismarttosuch as wetting

pharmaceuti cal Re _
agqicerallsiymanadiuspdndng ngenissdweatching) TERYinBLoRFAS %&Iﬁﬁﬁng&da
preStPROS LRy, Wwhich may be prepared by m xing one o
nmore conpounds of the invention with one or nore

sui &abdns Tl [ cipients or carriers _

conpr ?és ?lﬁﬁk??#ag?ﬁlgﬁgﬁp g, o %8 Uiy pa ContEip FUpReIGiIS @pmats as, for
exa&p&;c ghoxylaled ijoperrialnoholnpulyaryethylsad sofbithBing sor8iteh ¥isch
midr&erysRlling céful iftiPG ut |iquid at body

t err}g erat ure ({;Slﬂ %{Rm%rner e?t%&g{&%e’l entl"r%l?et 2gata A and tepgacgpih.gind

mixhaesithereofcavi ty and rel ease the active conmpound.
ForPnuI gt Lons_of the present invention which are
s ui CHBY &1P% PT herfiermceigaticaingesitions ofithaihemtiommot tate] or vaginal

A st e . .
adnpes&aon M8y bd RERHESas AGLEHRN oy, g&%'lc%'nha?/%g zﬁa}s)dér?c{c’ l?ygg&glgéme or more

r rnmul ations containing such”ca
Con‘fgﬁ%n% Oﬁt e PRt itk gnaps meppvEEe BanatitaDisagipicfis by
compptiging, GpiegahplQicodoh B &6 1BvRLet Lon of a _
whi&ﬁ??o%‘d@ | of this in e%t_ ?gthyi nc;%dé %‘%\&R%fgt%’,wa% OF 4§Alicylate, and

o Nt MeRt S M sgRyeLature, bpiligrd at peslyjterpreratyye husl, therofor, mdinmielt in the
rectyrapicrgBialaatity b adl@rd e acif@cagloly€ conpound may be
m xed under sterile conditions with a pharnmaceutically

ac Eeptudgiions o drerpreent imvationivihich aRYsuRIbRSEF Wb MR inistration also
inchREbESLRs, 1QhpdRk QRELL ADES tQa%) ma\éq be required. Tnh._e.

oi ntnent’s, pastes,  Er eaESartamy i Srandrmetshensicantaining such
CarTigry @% F Srpvengn dhe agtde besppoprimeund of this invention,

exci pi ents, such as animal and vegetable fats, oils,

u\éﬁ?_@%‘,ge @gﬁ%ﬁof fha fpicakﬁﬂMdemFb@a?mntahgT @ﬁ' dohhb&ﬁl@ of this invention
includepodwdrtsl Y85, RARMYRL ycols, sil|cones, .
The DN oni £ 6s.- st | cl égggées’&?ea 3 18“‘5‘%&6% TEghs pracheppnd inhalants.
° HXE rwsurdrenesmixEonde stsrikrdndipmayth 6 gar@Rt@ally adcBptable
carri@gkeid twiBRAnY fresr@Q R OMAE:O LSanlsy.€ntion, excipients
such as lactose, talc, 1rs’sfl&lp ?@%@aﬂgg]?ag?m%%ﬁ?ﬂ‘ﬂ{?%
hyQremxitelents, pashes] dddinS lahd A5 andiPal | de _powder, or
this {ebolr €8, OF T heﬁe subst %ﬁea;y. gglrn a@éx‘?}}%“qaa@f‘%tﬁv%ﬁ%?ﬂoynd of
cont ar i CuSFotta? & a9rer) and veaetable Biscdilsamaxes, paraffins, starch,
tragagrinthoeedifilosrodetiatives) pay iR 1. QliRtd titut.
zinc SYAr %qﬁ;( hons,. s]gch as but gﬁgo and pre%a’%glﬁ{glﬁéé %glﬁlgécélg’%ﬁlf and
pat thes have tfle added advant age of providing
CaRbg l.very .of a conmpound of the present
i nven'tg% (%lﬁfjslp %9% e © %%’9’. m %‘Bigtﬁ’n&%% SRyePopist ofdhis imertien, remelpients such
as lacweé il sibirig iagid, admniniirsh)ﬁlr@did@gcalldﬂen ﬁﬁfﬁ&@ uigﬂpdmnfé&epo%&p&r
mixtubeR QF A td n cers can .al so be used to ’
L s P 5ty 6 msiomss el mch e
chlorqflyprohysirocgiiens 4nd yxlaiila mnspbstioed Hydtok8BorbYsué 4sBfane and propane
providing a rate controlling nmenbrane or dispersing '

t ﬂl;?n%f@g}ii ;1%@&&?@@ ddfedeadpaitageref prowiding don@blled delivery of a
comp@@H of3n PinGentiOf 104 [ e qintnents, powders,
disne SO ﬁltfi ofr)ls and the Ii iﬁ?dg@&aﬁ?%%geg%rﬁis Ettpicdtada by distpbiingpr
isperging ﬁc.)qq?pémg @d]@eepr@?er p*quhgmj zﬁl?ﬁ@]]tibm?nhal‘ghlﬁ kbW iuall to increase
the flug @ATHE SbrhpRANG a@ss R IsBin] THY et bﬁgclfc'ﬁﬂxtc%rkl) Lee cofn’ggllea%gl eeirt]ﬁe?gr%lviding

arateadgiﬁ*li stragion _ _
controlling membrane or dispersing the active compound in a polymer matrix or gel.
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conprise one or nore conpounds of the invention in
conbi nation with one or nore pharmaceutically

wa@eweprHabs e sterile i sotoni c agueous or nonaquROLIES2006/000525
sol utions, dispersions, suspensions or emulsions, or
sterile powders which may be reconstituted into
sterile injectable solutions or dispersions just prior
to (ebthalpi ORnHipns 6YR ARtACHA PPBRIH sotetinns b thelils, are also

cola@plaed &eloSvithiohddctis IMlichydngnder the formul ation
isotonic with the blood of the intended recipient or

SUS PRitfhbdrgti Al cdnposike oN@isaSR At ch sufb®ITe) ;%?eng:fral adl nhﬁmgﬁ)n
COliTlﬂl' eous and nonaqueous carr | ers that may

enpl o
15 RB° PHEFFHEQRRFRE &F the SHYpEonin opbingfion ‘ﬁléh @m@empteo n
pharﬂﬁl:audﬁllwa&celbtablﬁt&ﬂﬁthonl@ WBlsr ﬁ&id&ttboﬁ’s%oglln&%e&lg’ﬂersm)ns

ene coI ol col, and the
su gnﬁp%‘f} éift&‘?sé nﬁn%’f&&s QX‘FSS?@%Y‘@B& m%zjéﬁcgmt@t%ﬁ iptg stegledmeciable
soloiloﬁw er dikgersions _ﬁhgi pﬁﬂoﬁﬁtu@é} kvBich hﬁ@ Bbifaif &Iti%fuamt@ Hﬁﬂfbé@§?cterlostats
ro e_mai nt ai ne or
solfe b RARES B GG potgisoith g od bt G rendrigreibient of suspending
or thpkértithg agentby t he nmi ntenance of the required particle

size in the case of dispersions, and by the use of
sur Esampdastos suitThie speas mposinhqrems cmaiyrsalias hag Bedniiléyed in the

phﬁ%ééﬁ@dﬁ &mg)ldﬁpor@%f L ﬁl(syglgloggnc}{l%e Water e ?{{0 p&%&l&%ﬁgm 3s &cherol

I Sspersing
PrQBf’leleer@yoab pplwﬁhmne rgimlo:mdglmmshandm;tm xmsmefselmbrw vegeeable oils,
| e
sudh@g !ﬁl%"&? oﬁ?aélrﬁ rg icgible%gc‘anﬁggtg% asﬁ!ﬁzh 4! erﬂg/ BFr fH“‘Eté(ﬁ%‘} be

may rgficfog@qa@pleﬁl]yd g ¥5e of Gorlang m:tterrﬂ;ysualh @dedm@lndbssﬂw abinendme of the
requitéel gaAlR1el sHRHOME Cas@BEINpSsioRY Gl @ﬁmé&ég B Srradgdl U m

chloride, and the like intd the conpositions. In

ad dTlieb@cfbmplaﬁ@clnﬁ e ls gls@&ﬁ%@&d&%ﬁ@ %}utcﬁ gsgpglas‘taivgye@ tufe‘?tmg agents,

@g{rm&ceutlca forml’m (g
emNOMEIeEHS B GBENPE 24°Rk Prefentigp oA B aptinios Fricbogs pniggis may be
ens@led BY thd AAcINN 51 Raibat aﬁn@d&ﬂng%hﬁﬁﬂt@ungﬁlrﬂigcﬁ%r EaipTo, érgben

{ fect of a S deS|ra | e
cnl 6 Gl Do el Frorh i el s Jeb bl i e s ame seents
such s sugdrs, andism dhlaridd, Hjdekd i@ nnto Eﬂa Ic&nﬁeamobse LARIERIRR) prfeed

use. of,.a of crystalllne or
absg‘ﬁo&’ hesmlﬁ‘%?b ??h&fmqﬂﬁa‘{d} ?543 ‘é’lg 2By By therinclusipgef agents
ﬂmmhh&aMbqabsskhhsﬂmmmmnhhﬁoﬁ@u@nmb@amﬂepends upon its
rate of dissolution which, in turn, nmay depend upon
cr ylsiserhe eisseingrddr orydor thd effectfodn drugAl iselsdiable \kﬁ’dlw the absorption

of tﬁ@&r@é’ ﬁg‘n @%%&%hsoﬁ rgiagﬁscg@ag 1% ctl (gnalTL1¥ m%ggf]: %Ig%é}? i edtq%zéhe%se ofa

formis acconp V ng or us
liquért sygpepnsiomef coistallipe pi m@houmém@bdlvmgi@pot’atércbllﬁﬂl@r Ehe rate of

abstBﬁj&l dr Yhefcﬁ’t[gmléhgieﬂan‘ag g@ﬂ%?pﬁé%f%lsga&t{on%‘? 101fn t&rlﬁ] ema%/uéj f)en‘c:i upon

onpounds i n bi ode e polyners suc
CWS@% Bige archorgtalling ey E%’Mtldely, Eapeaisagfioomnf & héeelrtmlil}eadnﬁmstered

drugjfoﬁﬁ id éécd?ﬂﬁh)ﬂ%'%y dRMiANG sﬂs%h#f x% e dﬁ%ﬁ afl %[IR/EH“IHL ar

pol ymer enpl oyed, the rate ease can

co I’Iﬁ]é@bﬂl@& otEXl@mMreeiﬁac@fby Wrhel, ngb@%%sélg %ﬁ ?&lt%ggﬁgﬁct

ncl ud rthoesters) an
°°n1pﬂ‘]mélé l“gﬂgdgg‘%éq%}ﬁ.ﬁogﬂebﬁfgc@ﬁ éoaﬁé@%mob’ﬁg(ﬁfé@e pending on the ratio of
drugttpbBpRei, Bl thbigangte Bothé Parlidule SORS: RipldFtE HREM bAAR R case can be
tﬁ??ﬂﬁée % &ﬁ@}lﬁwg m%th body tissue. The preparations
oM PP EE R fERer Rogeradahie W&W%m@huw%?rmowers> and
parenterally, topically, rectally orally, and/or

vaginally. . They are of course given by forns
suitabl e for each 44
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adm ni stration route. For exanple, they are
admnistered in tablets or capsule form by injection,

w0 pdvaloat4ddn, eye | otion, ointment, suppositoryPCEUS2006/000525

adm ni stration by injection, infusion or inhalation;
topical by lotion or ointnent; and rectal by
suppositories. Oral adm ni st ratl on is preferred. The
popifandsdsisles) Jagpetinisetalile fdmilaticns aratlso ptepaertby' eattaipiigsbeatreglin
lipB@RE behR} s of
ip8 o@ﬁulsi@ﬁstﬁ %93 J&fﬁhgﬂbﬂa %ﬁgﬂ%ﬂ? .

adm ni stration ot her thanh ent opi cal

admin sfcpbtioRflof thSpeehtnmR¥tidnthE %k 'ng@

Wi { hou?&{sl mot a?l on, i ntrrlavtér?ous no%{}gghﬂ@&leﬁdﬁ}?%plcauy,
reqiailyozediys dionyagitely. r-dthpeera pf course glaelatnsﬁgrr@ersmtable for each

adinBigha@énbhta | For éﬁhb@%éﬁér@gdmlhl%fe@qgﬁﬂ@tls orc Esule form, by injection,
mhé‘f?ﬁr aperl toneal transtracheal subcut aneo

ey EYEgiion ominml}, SUPPPSIteTy el adgqpygatﬁg)LHyam ection, infusion or inhalation;
topficD By BEGRNG othtméntahd sialy) su?;ﬂgﬁdrfég (RS8R rati N @ﬁlrefeﬁgd
and i nfusi on. The phrases "systemi c adm ni stration,

ad tThdﬂplﬁﬁsesr Qﬁreﬁ&ﬁﬂ; &ﬁmﬁ—i@tkdtlym” and pﬁfniuﬁlﬁl@tre@ arenterally” as used herein
ir t|on i stered perl pheral ly" a

e bRt e B Sl P aPiR. oo Yl by inection,

and mu@des rwnﬂ‘toh’elrrmmbﬁ ﬁmtﬁlvermtlsh @ftrainb@0laf] iftQ& keI, infrh@edal) rtracapsular,
t.enters t

a Vous, S
T g ML CR A
1ntaimﬂ101dammbcdpslﬂﬂ, Efnbmacém&ésntra‘spmalax@jﬁﬂhﬁmeﬂs u@&u&m& @ifSsion.
adm ni stration. The conmpounds may be adm nistered to
hunéhesphagse ‘systearic adwiinisiration,d ‘adnfiesterpy systemiaily,s Lpehplhkeﬂa
adth Rtk S RP alﬁfj%ﬂ%ﬁ{elfe% gegﬁhera'llycéslﬁg%dﬂgre% Ig%ankfhe a %?nalli t}ia§én c%sa

by, for exanple é,n ravag ,
cogpugthtdatenr piher mmrraé@ﬁh@m riixiegtly intn dletcctptabmrvo)as ssa@nbguch that it
entBQ\WRSHaont’® syt FEAL thﬁ%r is W10 bt 9 SRR ryceggs for 1 example,

subl ingual i’'s Regardl ess of the route of adm nistrati
S“@%@E@Pse?ﬂmltlﬁ@“@bnpounds of the present invent | on,

?'%]ﬁfl%ﬁbe used in a suitable hydrated form and/or

t he gt R b adadnered toitymanssind pther anirealstar therapy by any

suitabM efiitd ﬁﬁldmﬁ[s&atﬁdh[ iilbllluéihg Qrallﬁ fhsal) ad BRES kg, b ¥pray, rectally,
conventional nethdds Kn

lntaccerﬁ abl e ﬁa? forns
o é’aTS‘Ftefg Y WtfaFlﬁtelﬂlﬁléV %'#FOPICAH% 2Py RYSEG eI tERE & cbfpps
inctudimg dodchseand mgHliagia8it S i n t he pharmaceuti cal

conpositions of this invention nay be varied so as to

obt Bé¢garddass efifimuntte of adntiisteatibn sefeciedgheebinoiinddbf B8 present invention,
Wh?fl ]}n%ggé Ms%%l na s]%(ﬁ%leel"\x/?ratée%?o desi %3]]1 & DG & age&lﬁiéall C o es OQSSO the
pregmhmmngpm, ateij fmulawdtmto mharimeae_m@aﬂy) xdceptdble dosaze patris ®fitonventional
meif 08 13BhER Fiko dP3ANR deaye! wi Il depend upon a variety

of factors inc Ing t eact|V|ty of the partlcular

CONMR&HHT %s@%e LG RHRSEM . 1ﬁ£¥c§éﬂs 1ﬂ fhe H}}J[ngé/eﬁgcal & posf ions of this
ester, salt or am de thereo
invepiien AiRK b Wied P, astihebizin ﬁﬂéarmunh@fﬁhwcmerlagrﬁfbmt whith isredfedive to
achﬁ:ﬁ/e 2% QEatd OB autit REpdA
| oyed,. t heﬁ%urg:t%l) oﬁﬁrfgf’g ng‘!u%a? at %%?nrgs{lﬂg?nddtmde of
a H&‘P}ﬁtfﬁélﬁﬁd@thﬁ‘l’fd’)ﬂ@g tq;Fﬁ’tt@Fhea’Ptseaned i ncombi nat i on WI t h t he
par onp?und enpl OX the age, sex,
con etSF 8%6 d& £4%6 fexp! vill dprepd wpe aypiicy ofrfé@@ré wcluﬁang thsrdytlveiﬁ' of the
partiduér I%i'hpoﬁﬁli oftﬂ% ﬁ@eﬁtﬁﬁ%ﬁtﬁﬁl er@[bg'ecl okiBle EAG A% 8r Wakd thKBORe route
of g the. gﬁﬁ‘ t ician or veterinarian
WG B Federivi fﬁ“ﬁn Yot of cxssrion efibn payticylst eqppopd being

emaeyetd, the duration of the treatment, other drugs, compounds and/or materials used in
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prescribe the effective amount of the pharnmaceuti cal
conposition required. For exanple, the physician or

WQ ed0e/074303 i an coul d start doses of the conmpounPiST/OB20061600525
i nvention enployed in the pharmaceutical conposition
at levels lower than that required in order to achieve

J t herapeutic effect and gradually increase
Cogﬁgla%z%%gﬁge&ﬁqfcﬁﬁfwgpaﬁ FipYed: thecgs.isex, awstehe venditioh, rgeneral health
ang) prigmzedicaldiissary bthe patiddtivkiy Gos6, 1 1%e &R ,
dnvention will be that anount of the compn%g%ﬂglg{vﬁg]tqﬁ?‘gedml

the | owest dose effective to produce a therapeutic

ef f a : effective dose will generally depend

upon q{hﬁséé%gdgtv gt?réﬁ%félg@arvfnﬁé) “éa%i}ﬂ In g Astcap reyéle determine and
Preseiide figetibseis camgusobthe phemmausticdDatpoSfiod S50 TRPLARS Ol
physiia® ok PGk I Lent, when used for the N

i ndi cat ed aﬁa{}‘é’g@is%aaélpﬁ%egﬁg‘? CoRiPP YIS GF e i Fision sipelayed in the

phasmagsptical qomppsitian at Boelsipwpetharkthitogyufed @fordeP@ciBle It deNRY
t o, about 50

thefhPdtitic BBELardr out .00 (
Ee (r)I lfg e%? t(fg{/dﬁélgﬂh&%{5§ @Ed%ggeeunﬂf@f é?:ﬁﬁq ‘%ffefctr‘%?ﬁh%%t
. OlntgenepddQilhitab@1201 4 . .An effective

cor grggu(ﬂ& is tplat ar?ong ndt%{b fwa%nﬁ)?)g% g¥1§élﬁ‘@351°no‘?“ﬁ§§§’6@“&uéfd’f the

) oS EaSY 1S hy loyeg dessgfieqtive toeraduct 3 theraptaiié yEfdDSEoh0H cfififive dose

wi mmnﬂ?’ depdig thmﬁogglfﬁg?é)?rhg?eﬁg?%mzl ,dgtgagfglgogg gndos{lbc%tsaheous

hree, faur, f (
doséis mﬂlﬁaicgl%l%?uggs nglﬁ%ﬁngﬁnélp? fozp PEisps Brben wstdfor the erdicales analgesic effects,

willtrimrge Gighiabiout 01060 108 Yibou® PAG BE AU Mo erhd o4 e forns.
sible for %ﬁé A gn%% ljngp%gfdglt“%%ﬁ@)r%re%aé/n?mre preferably

' Pt
fro‘%{\%‘s\f’l'éﬁ%d.”otﬁ a %‘Pgimﬁaﬁiﬁ iPek By d slbmere preferpbdy fiore Alsmahd & about 100

mg p% kageriday. stnefettive amonouRg a@sur tRNALARGRHE & S&bciated disease
conposition. Mreover, the pharnmaceuti cal con‘posﬁ%l ony

dedicdepitrd dheffesiive duily ddse ofttlendnive E&ﬁ@dnd"ﬁnﬁﬂe%@ﬁin‘?s{ieré@ars Sne dose
ing a

DR fr@Ck| | ngredi ents that would aid’in trea
or.as ubj eéfc’ fﬁ)g% Iﬁ?]]éd Q% Oilﬁ\(yei SHIfS_g%SF‘? Yhpiniptered separpiglye@glappropriate intervals
throughggdhespitoptierally phamitdosetfiraal conposi tions of the
i n\é\ﬁ{ﬁt ion may be fornulated to contain one or nore
] ;d | F BWOS%@Z@V é Cpfg@ueﬁpfdm Iflfdehlaﬁ\;ewctﬁ td b@hdihitered alone, it is
prefdrat@eto iaM@inAtes Rlc&ESoul @Y, / i.nfection or
naeassoci ated di séas%aoflor gd?ﬂgq B ticat MRS HIOR o Morsaves ihe
? g%%ﬁlﬁegglp o%ic&a G@Séﬂl?eéﬁe@@m;b edmabeve, witdhe bﬁncare othﬁr active
ingredieaty it odldail lirf Poatid¥ 4 HLREHLL nst.ructions and ot her
pharflESESSAr %Br eaoglentasfl‘,{é_ in %r éie{r?i %%H%%%eﬁg?n'ilﬂﬁﬂﬂ%%f‘s%@mem’ the
as OI SECPBaYYLong glthe invesion mey bedforralaed toomitain Bne or more additional
activel aigediditn haomoul@d RaFdaiitel @biedt y-used, suitabple
disor%eqbel s and ot her packg%lédd rJgag%ft?ggggﬁg%ﬁeﬁﬁ%wrﬁTngm disease or
e.g., wash buffers and the like). Standard
[ s, such as those descri bed above, can be
_ Cg]ﬁg B%t?”ég‘%%%ﬁdﬁami’lﬁ’éeéér Upel as Pereripdaporecesn be pabided in kits, with
sultaté%’ld?ﬁ_t}*ﬁl@s ombothamedessaiyiedgeidte Gh brierdo 6RALA 'irﬂlﬁﬁnoaﬁ%&nl‘ﬁs Eje{ks};rfl]bed
abov I SRRARE Lok QEBLASE W 1 0 L nStruct i ons, e g T EE
instructions, Tor AannPsErBriGHer ipgymoassay wed yuitibiehabels and
other parkpged eqapasissntl ontetisle (aof., iadEbiahtd 40 @Hééﬂlé : %ﬂ@l’cﬁﬁ#ugoassays
such dsHRRL 4kri t nce r, associ ate i sease. The ’
cont ai nei lrbg& g‘}é’gg,caﬁ?"t Cogéucgefl é‘ﬂ%@%”?ﬂ ity T'hg plggmeceviical aampoitions
can be:ipclignddn a ematzingy, pads kit ardikipbrsariagetiRE it BistnRA6RA £ NVStten
instruétfdal, rvauhGisahhal Dk ting.a subject haying abérrant
rear S€LL_proli fer atni %r?? J#ﬁ@ Slfcﬁérl"sgb“é’l? 10T W5 8hthe 2riibedy drisentplex to
R BI¥Thcanger gr assepitdd-diseashe Tosohatnet, bk AGESHdfperBérEnay also contain,

fornmul ated i nto pharmaceutical preparations for
adm ni strati on. 46
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Addi ti onal therapeutic agents may include, but are not
l[imted to, imunonodul atory agents, anti-inflamatory
wW@o@as4)®. g., adrenocorticoids, corticosteroi BCT/{82006/000525
becl onet hasone, budesoni de, flunisolide, fluticasone,
trianci nol one, nethl ypredni sol one, prednisol one,
fo rtisone ucocorticoids,
0 Y R R il i s g i having
ab%@ﬁﬂﬁﬂﬁﬂmﬁbﬂpnofen di cl of enac, and COX-2 inhibitors),
and_| eukotreine antagonists {e.g., nontelukast, methyl
xant #i theapeutiedgents dieersited herrid, g ﬁmaﬁﬂéroscﬁﬁin@g%]eﬁgoﬁé BSulated into

phdr@ad@utical FRHLBAOy ad 1ﬁ1§¥a8{> fenoterol, isoetharie
nmet apr ot erenol, pirbutero sal butanol, terbutalin

formm@i herSfth: routal in
oy e T
anti=ly ?@Bﬁprafﬁgﬁ?so(ﬁqu écjrenogml @ﬂr‘rgpstnle;ds peh) tetlbinetiastss, budesonlde

flurdsfise eticasonb,) Hisd :

hudhzml[tox%{lgrg o ﬁ?ﬁlﬁ?ﬁt{t?l?@{eélgmng, é)r%msglg%edpredélsong

YARTTBst B o 10@1 S s@‘é?(’s‘%si oarijesiodel gitbinfreningtory drugs (e.g., aspirin,
ibugrofen nitrioferian,)and bb@@l%ﬁibﬂ@rs)eﬁﬁﬁtlgﬁaﬁﬂéih‘{‘an agg\mts ekhltn?oggallk%sg methyl

h cin
xanmmeF z%rﬁ/u <as[t ﬁgg Fﬂﬁeﬁi“ﬁ’abl eta?egjr@pqsqg)é@g hedbputgrey, lateml,efmoltdmﬂﬁis(ﬁ:ﬂqane

use

metggyeteichdlcpifboterod Ralb@aoltie®hia ROt Sl erd] Lﬁl%%%&ﬁ/ﬁf éngtlé/l'me pe

di st h bet
terbfltgféneiég{i@fﬂe ter rﬁ%c‘? %eptéfe[%ll,g g%c?spéurgglgmnanwlh@w brfomide),

sulpyesalaring, PMCIMHQ datises, aifigfstdmiet) afltlilﬁqaﬁﬁh%g S cri bed
bel ow. and

: b d full
lyd%ﬁ&c%lo?oq@ élg) gnﬁis Lviral ?%%Pt rta]?ﬁri SIH{]J‘%(IZI 1@% (e.gp gﬁs&nplquqg(f@meﬂy btiremycin),

humani ze

bleo%éimmljﬁhmn PTiltih.onigyrantyeth, hehmReen uSirog, st andard
reconmbi nant DNA techni ques. Such chineric and

Ant’r’i’ﬂf‘ﬁﬁﬁl zed nonocl onal anti bodi es can be produced by

i nant DNA techni ques known in the art, for
é‘ﬂ‘ﬁ pogies 5oy imibe mediedsdiessgbédimctin ae Raibodisap eoﬁiﬁc 184 and can

dlst1hg’ﬂ1ﬁsﬁhﬂé1§sl 7 E’EbAﬁ@P'fb&%%ﬂlﬁQ dels r 1shU§ %eeféggg%hiw&g@me and

125\%{1 ur opean Pat en
andepiidsiyRedPa3 At Mwm @faenqmmzzﬂnb@@les ushAII hitSOAetRdds

descdlbed hEimoRERRerRal BBl ABRlIAL i On 173, 494; Neuber ger et
al. PCT International "Publication No. WO 86/ 01533;

Ca@hitnkyic @id haanikéd aonBelénal Mbo&esSJo%fﬁglé%P&Eumetny an? nonaixuman

i cat.ion
P °r“5*49%§ %Qg‘éiﬁe“ﬁ% S?HA%?‘& rpppmbineWaNA techniges a fuch(Chig 8y artamanized
monqqtpmpl. antilpalbs cdictie. prddBidd 4 rec3hBRard P43y teéﬂniﬁu%‘s[ 16@7;; mF;I]ieg é?r? )for

exanmle-usi s c1e S0 "y

méla Is kE”g\Hg g!l d§ r% %g%zé@sonfigﬂ Ig%glatelmaiﬁpphgm@né\{o al .

PCT/U888026T e, d?els]jlirgﬁean 9&9{1‘[14@@5021:18}0}381 18Y; laahrguc(hl%ﬁsﬁilllropean
aten! cati AT

Pat ME)}HI Gti cgﬁ]ﬁ’l 4&%3/[ ggp a}_ %glgc}p.eawltqnf é%lcatgn 1%3 45(419Tg®)erger et al.

Cancer | nst

PCT yternafipnal Egglcatzp.ﬁ@k)- WRORE/0 16B3 ; @abidll et o 198 Bht. Rio O, @%%F AHBRLy et

L Lﬁlo Jones et
al. B g Saé%ﬂte%{ﬁ%@%atgﬁzs E%;‘Z Bg% ot a\,e(fsﬁag}agcﬁc%g4oapo41(1fgg Sju ct al.
Brogiasl. Agayl: Sci FHYA 84 3dB BB it ciedl (8987) £ 128801, J1E?))9 : 3521-3526;
odl es

Sun el mmb Pro¢ %aﬂ figa%?’Scé} Q%OABiZ g ?]e%, ﬁé@%}gﬁ%{}% ?1{: ?1?9}8%)6{%% Akes. 47:

99. lg(]gse articul ar desira
it Pl 9% nNatureSUE H46+449; bodiSies, aaln(lbes)prmlu@%er Inst. 80:

1553-UsSoN Q1drHiRASIEN 103 5VE RN {; f _expressin
endogenous i m’rgnog] o %e?%& hlgg‘al/i ﬁ@g@%ﬁ’ﬁghﬂlqﬂ%g 214;
genes, but which can express hunan heavy and
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i ght chain genes. See, for exanple, Lonberg and

Huszar (1995) Int. Rev. Immnol. 13: 65-93); and U S
w@aa06/0Na8s 5, 625, 126; 5, 633, 425; 5, 569, 825; 5, BGI/PSHE6/000525

and 5, 545,806. In addition, conpanies such as Abgeni X,

Inc. (Frenmont, Calif.) and Medarex, Inc. (Princeton,
human anti bodi es

. t .
WiNtkr 17,8 %DNQ%@%‘,Q?& %ilef é;c (?,F [ﬁ:@%l@ﬂ?ﬁ“ﬁ% A2 1SR Yethnokoghal. (1988)

di rected agai nst @ se
SCEnsfiZP dr 584 2ndBeidides ek (1988) Jalhomaol. CoMRbABLAKY hurman
antibodi es that recognize a sel ected epitope can be
g ein gPlﬁP Iéralyd@tﬁ]@ alglbpcb@mﬁ mueulagy &ft’slfrﬁﬂe fogth@ﬁpeuu%ls' tréltflent of human
pat®aiseSilch @Ribodikbdtah Bé a sel ect ed non- human
o c{(T)D(rol ionaf *ant iébod@r,o &g%.&ilcggfaﬁ%ﬂlﬁgu“&ﬁw B6 dfapabl ofi sxpepssing
8 ‘e PAEoRn dewvy anl lisht chaine gyl bed whidhaR Bt hiRMheavy and

light elehggting. Bgs, ey | hi hnol ogy i s

0 S50 Ded, Jeg?g’@‘@?h%fm bt Bt onogl 1.85-92) and
' 88%%5??3?’ 25748 3 3Fﬂ25§rﬁ3}?5§(§l2@r56651>9m; iatxDE]§45,388. WSfbition, companies

such e Abgenix £he [(BredOnt ACuRN ORI 0 bﬂ](? :(prﬁa%gff)ﬁ,m)?me sagaged to

tantially honbgeneous populatio
proé?g. ,maflﬁgtﬁ?ﬂ%f @Eﬁ&tegﬁgaiu}gb@qe tegvarttigemusidpaeqhngodyairnhion tAhS
des¢ripedhatiozsal except for possible naturally occurring
rrutqati gb;les that may be present in a small subset of the
- antbobpielnininga uhtits diedthe: rERBAS! PRBLIAL: i es herein .
techfRGCIefdnt {lzola¥ “.urf(ﬁel u%e . CD}‘ rreE?i c" ant ?E%%P ééésjdni%ﬁg%?’fa%q vyrea
i %%rti on of° T h&Hds §PU8Md Uis RPRyPRch & helgdtedinenhuemt amklonal
antibgay4-gora iine kutthots isused0phias e BElbdiGn SEAMERRET, d . 1o
recogilbih DAL G5 %ﬁgﬂe\/ﬁg {egon]ﬁa g%{gt i cul ar Spegl?es%yo}uman antibody
“hel onging t part CElPRey 5pscHbrdypydrsags e, (3B @tRechnology
12:§81%8)- t he remai nder of the chain(s) is identical with
onol ogous to correspondi ng sequences in antibodi es

or
d eFF"vtérﬂn TP aR ettidpdis pe uied berein rdferk @I1GIaRGHJdP oﬁé‘iﬁéﬂf&m 2
subs@antiallp G 6yio sehéts: s...as well as fragnents o
“such pa% ?%odi 22‘?’“52“‘?%@3&1@%@%% Bt pntibpdieqwithin the
P Opugaﬁf%@rs cEiGakexget foy pesyibleSetmyallyoSurrPatmutdNens t‘ﬁat%ag,bé ?Fegem ina
lband ' .. Acad.. Sci. USA 81:
sma seMafthd $@Bo@tmAdcules. %Qﬁmnm%lal a8 ﬁgog}eah%{%lh ifise)lyiipatude

«.0851- 6355 (11984)). The presen
hchmgeérllrc]: %rgl%ﬁxgasem l‘j@}%@ pargn p&b@l@aw andinhlighn cipiiOld WeB%cal with or
omaiegeoct eddsp@iding RERIERSs in ERELCE: ronocl.onal i
oa B LBOL B ot rventt O AN SPRRGHLE eprts o beionaing
%@‘bn dOra HEPHGSIP Befe Whilesthe tepwiadetes te ichals)hyidklhiefith or
homogggdusvb kstepandinpladquéRes id %iboéigg’degi}ggf@n% anlo?leg%g D rolr %glgr?ging to

t nouse. or ot her appropriate hos
:;O:%%Fga Icgﬁ?sﬁ Oﬁﬁ%}a%ﬁs Wilkas fagmeniarafmichianighodige b lohg asthéCdxhibit
¢ desiedrintagyrtistis attivity (See.QdB.Ce: AR i PRFHOS R@JW Ll

Sci. USRSS! Fg'sq_aqggé/ lpé‘ﬁg to the inminiZi n’ganggen lé.l&?ﬁleal" Pr_oc' Natl. Acad.

nonocl ona a% i bodi es al so can be nade by reconbi nant

DiXfe sreteh h .as.those described in U S Pat. No.

, 81%,% 5 65%9?183%*."19 f“ﬁ}%ihesa‘ia? ﬁ‘? mpfGASOE ABITAsduh evhith poidosce d
zlc;nocﬁﬁﬁ az]gggg%&g At ¢Xbmdb,emr?agladb l@ntib?%gdedé‘ ﬁl}egli'@l(ﬁz&ngcgn g%@repared using
ybri ) I I aur, - 9.,
' O T onc PG A L Bt RMdein daprah PE6: 993 (1975). In

hybriddSt N9 O|dl gonuc 1
o 1 SORCR R yteoigehas nenaadh pl gL A
ulifigdige 1 o Li of a ]
. O active anti b%}%% #Sr aagﬁré’ﬁ%cf anitodies that vl sprerisnlit boutl ta et
MMUAREIST™d usi ng phage di splay techni ques, e.g., as
described in U S. Pat. No. 5,804,440 to Burton et
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al. and U S. Pat. No. 6,096,551 to Barbas et al. In
vitro nethods are also suitable for preparing
womwewad4ent anti bodi es. Digestion of anti bodi eBCT/0S2006/000525
produce fragments thereof, particularly, Fab
fragnents, can be acconplished using routine

tec n the art. For instance, digestion
ks ogec#odlﬁ%gb%i ﬁléo ﬁ’ﬁf‘rﬁde ]B(rﬁ?ﬁﬂb@mﬂm\%almdwds such as those

can beé

degtir eismutb& Pat. Blo 0ESIGIS6D EThbilly et A1) &P
iy 0 ach I\lge V\?) 91@7@%%(%2%& tHe ng?llageﬁl ma)noclonal

t.1.0n PUb|IC tion
@3‘3 €s g%l befgag L{y 1sglﬁt8 E&ld§eqv1§g(ie URBS cogpvg@gnag g:@cedp@pm &, by using
ohgqnglglgotlcb :prdoés thmareh:aphbﬁzs)f biping éﬂnegl%itcilfng %%@sc‘%qtcw%g the heavy and light
ché19s,e(ﬁta 1t%d1e§}n]£1|t> I‘ICS ?ﬁrﬂg)oglg%cgl agf gﬁlplilké)éh ﬁbgm@;s,@éso st e generated and

fragnents,
SCIE§IE asmg@.agh;hﬂ;pla?ctechmqmﬁi’g as Bepsbed it USAPABN. 5%08, hg)sto Burton et

a i t
L OO NEROGI S BREBROND ot fgen e used herein,

still capa CroSSo ng antigen
theh{ﬁﬁ@ﬁlﬂ&kl nment.s thereof e nconpasses
chimeric anti 6%39%38 lgar?f feﬂa%n%lﬁ?%%mté%t ogfjex- iiggstign of

ant&odlﬁmotpmjlpge feagmegjethersef, paiicudaply, Bap daphimd, tint, o &in{ﬂ)géh%d using
rouﬁh@‘defhn td 1919% ?rf’th@ﬁ’g E'Exr 193%? td?ﬁest%%%%l%sp&ffgws Hgm gapam

, v and I nc
aﬂ]fﬂess 0 P?p&ﬁlr%ftg)n@fe Qewélbg}mmmuwcemaltmam Apligdtion Pﬁlﬁlcatlon No. WO

94/24848j fuplished ]bécnﬂz b6, bnaSP ? Cf‘gtn {I\Iﬁ)b%,gé}jé%%\r;ﬁap%lﬁ r‘clﬁl\e/ 8? antibodies

; Q%I (fq%I ra ments o
TP Ryptus tgp FP&PH‘?@I At ganhindjngdragmmis Icalthd dfanirs dubentst ehteh with a single
antigeeisindigg G, 4B e rdsRINANFC & LH 00 P
antighC ant i bodi e ﬁ fr a%rhrre nt spsglgtrﬁéa [geglgggltds %Hagmen tht has two
%ﬁlau3§ ?HB&WSP cinrbie af grossriing antigse: screened f or
Fid ctivity according to the nethods set
f orjtg%’l 5 he{%é?lﬁggﬁlp |agtébog%6r F%mﬁgﬁ@F@Pfaﬁﬁ‘toﬁmdSeSbemenc antibodies
alldrbb’brdimltlb@haa,rmntmﬂ] @ Snudtiplh SEERR bRl Gp @gﬂe&lﬁa%seﬁnélg Ehain antibodies

ti Har |
and%ﬁg&%%% ‘idec§§3£s ?(“%‘)J‘%E? ﬁc@ﬁpfcﬁ;ﬁm@e 151@3\6\'@3&3 ]@y,bgd Fiagrhwots. Thus,
fragmghis pfthe armhgdleslmlre‘t’m the QBIBREY Pind Me Spocitic bntelRpl W4 15113{71Hed For
exaﬁ‘@@ ffﬁ%ﬂl@ﬁtpgf Ib d d r{e Lher eof are
it l&y “%Plgagrh%fw‘? ST koane PYRHY B frgluded within

conj ugates o
the @?%‘f”@l ofi e G@mﬁ‘git@ommgmﬁt tHeedf eSych @ﬁnlﬂ@i§§£dd%gmel{t§£an be made
by t&%fﬁqﬁés &novidin ltfle%rt aﬁ@&an bN%creetnbg P%&efléflggragﬁegt?vﬁ]tg‘gg}orsdlnog to the

whi ch _are hereby 1 ncorpora
meﬂ?ofd%\@eﬁ@ﬁfﬂlgn thevEeanndgs aad incgehed rathodt e proSeHQRERT:c® ind WRleening

antitodies r SR cHBRY HASci i mgﬁe% 'PBH W a aeJL &L I%ﬁl}%?(?l Ri_latérgttal:'y%%ual

Cl{ﬁ ot her sel’ected |ca | 6ns Of
olcgPriag Elasbey Rubliatipes, Mew d’@fh’(égagd)UASQ lrmhﬂ!bd wigitn the (iheamng of “antibody

or fragtieniitheyeo®f ard %{@&Eé J}Q%‘boﬁ& fr g%gy antied rglamsc? g Erﬂtgms smgle

tered or 1

chalmsﬁlgw%g;s dt&s)crlgﬁ% 95 SHRyds: 1raTﬁ§| Md‘}b ﬂ,ﬁ@égo’iﬁ@mhe c@Sf which are

herebyoidedrpiatd Wnsfeeask. provi de for sone additi ona
property, such as to renove/add ami no acids capabl e of

di She fragehentl Gr@ihahtiadhed to ke get'ﬁgenkeésabr gﬁtn&ﬁ\éisg ¥ﬂc%ulg]19 1nser{10ns

t char ac i stics;
delet?oﬁ? %SQ{uyg}’sa%toﬁ’ﬁbﬁ ceg %%Fﬁtmmﬁ’a@@ﬁ@é sgiong obspeeitit rui@o acids
remdpqsqpevlthd thesagavityas tiepeGlokty 6r HkiBeHyHhekibnt hd e gﬁﬁ&%& altered or
impaft0H dciBlled KURCL NG QLo ACLL VS, LEDL ONS OF N

g oy bR O i b roeretsy Thesetraagtdiva s can
provigg fog S@mﬂﬂﬁmml pmgctr?pswﬁ asfc b ?enﬂfv@fa@d dhind %ds%&ﬁglek&( dléulﬁde
i 0 e expressed po
bondft¥ b ﬁﬁﬁela%% dpgﬂggfrew é%\%\%f vcgm?}@ﬁ?te@séw% e’@%mamé ghse, the antibody or

Such net
practitioner in the art and can include site-specific 49

mut agenesi s of the nucleic acid encoding the anti body
or antibody fragnent (Zoller, M J . Curr.
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Qpin. Biotechnol. 3: 348-354 (1992)). As used herein,

the term "anti body" or "antibodies" can also refer to
wa@2tvaneroant i body and/ or a humani zed anti body. PAVEDF2006/000525

non- human anti bodi es (e.g., those derived fromm ce,

rats, or rabbits) are naturally antigenic in humans,

antlbéﬂﬁhatgmé& R hdeYE ’Jlba%ﬁvet onﬁéH? %ﬁéhraé l?[!)eglﬂc %Uihi{ﬁ% td 43 gﬁh?eeaﬁltlgen.

when "adm ni stered t her ef or e, e use o
Funchensboy agf#ve eaians Pz e alﬁf»?pqimemé@dy Fregmiat ¢Aath lgatifistl by matagenesis

ofa s'pEBﬁ?cr}’ég@xﬂoﬁﬁ‘J MESint ﬁllb@eﬁ%@xér@s@wﬁ BANESink R8the éEbré%EHd'p@@Bébude

dministered to a T evoke an undesi rabl
Such |n%ﬁH9ﬁ-°ear? pafbrreearentinrarkilieh prepiignedn di st aadgminslude é‘ﬁ?asﬂ?%lﬁc
mutaggﬁgof@ﬂa)hu@ltaﬁ Qtid %&%ﬁﬂ% e Rntifod b Bod9 fra bR &R (L A 1. T Uy,

ody production’inéludée those

I I t
@&ana%%§%%gﬂ§&§?|al (Monocl onal Anti bodi es and

Ca cer, Ther Li.Ss 98
e g e et e et o i Tost b 2y dovody
and/oHu lm’ﬂanazraﬂ bdtbdihe Ma@ﬁiﬁdl—]ﬁ\fn&g AbtiHoBied (e, EiRdsg dedvedfr &R MideErats, or

B EEHGhB1 0R98 5 LB B LS5, LERIHENB0M, e

whenMgininisBiral to h@@gs. 'Bﬁﬁefc(ré,gl&luﬁé of Huham br lamniahiaedkin@Bodids $10the Bldthods
S ni X

of ‘cheb gxaeﬁg&naﬂﬁﬁfggt ?eél t%;e C?r]].a%(%%%aﬁal} anng?']ﬁ% 65%&%@6(&0 £ m‘?rpan will evoke an

umk$@bbnm@mweﬁmmwhunan anti bodies in response to

i mruni zati on have been descri bed (see, e.g.
J dkwtsowntibodies als can bpprgparedNising anyeshet teSbiique Byengles of techniques

for h%l‘nc%gcﬁor(aﬂ-%%%dy p}@ﬂﬁgm\{hcthﬁie %os@&escnb’é@tny &gle @tﬁﬁ (Monoclonal

(1993); ger mann

Anﬂwm%ﬁan@r Tlsq'sap(yy@la@}l) Llssspe7& (#98é3|an§/by anem etmbﬂ/ dromgool.
147(1?866eisl (901 9f rihe, AbddRe @a\ﬁd tﬁ%@ﬂ%tsctﬂé‘é&) A1§H dh GQprB&‘\QalecPﬁkmg phage

&FD ene in these chineric and %ern} i ne nmut ant
displaydipries(Hopsabeas gk & Ml Biali 3A: B bgﬁabg@ﬁwgalaml\ﬁqmyl 222:
581 (poeguction, and the successful transfer of the human
germline anti body gene array into such germline
mHLﬁtﬁih aﬁﬂbb&es’ &soidat Se biaihddgropt @AhbigehicQRindfs. Fa#RRAnple, transgenic,

on_anti chal | en t.i body
mutaf e e A RS-l P brdhPoh e bardo iramunggetion have
been d@artind(saq eiz., Dikbbdvérs b Brgy Nad. Avad SEUUSA ©0:13381-DI¥A1993);

s SEUERCS IR, 00 80,85 TR ROLIMRERLL 95, Shnkaof o
(19930 _ﬂpdﬂlﬁ!tldh/ @n horbayous deletionfof &g rmlraﬁody hare Ci‘fa)n jbiing region (J(H)
gene lif‘lﬁfée:gg %t#h?ier&rﬁ*x{;l] Q&QMhn% %arr]lii {Eb%géé sbu‘%l L O(‘le% {nﬁmmon%?f‘?n%ogenous

suc
antibegiytpragedtioni and thtvgucp@ﬂsftﬂ tyanSf@f ofzthe lamteh Igemthydineventiodly gemtaghnmto

such ggcffh& gﬂnmub sﬂ@tu{ tﬂ«? E}gﬁ &Qhurch' %gnt ot ‘%DQ %R%Fnu%penge

nor y |nteg I nto t rane

h %Bodyrhﬁﬁlhxﬁka%eﬁ )ecﬁﬁ&depQéEXm{}ﬂFﬁlbﬁgesthé e oF Lég&gt?%in'ﬂ%]gﬁ

non- hunan anti bodi es are we known I nt ¢ )
techneloginip Peenivplafis i DR seench efodias enerpr meTeRahmeriide ghains of an

ant1b<ﬂ§%2>‘le@hl€ %&&dln@@z MRINAgsq Q)HN)M ﬁfn-}ﬁﬂﬂn Qﬁib\ﬂ%é&?ﬁ ﬁagment thereof)
ones et al Nat ure 321: 522-525

isa Cfélele%ﬂ antihgdy GF @ntibady: chaip gorz-fiaemerg ghsyeot, aw@ as/ém Fo&yle Ralgt orother
anti ge@l-bmdm%q&oﬁf@)ﬁ ef ﬁf&tlb&e@%ﬁ@l@c&ﬁaﬁﬁ %)p))rnof? ¥f é“nl'bﬂﬁééntbkﬂdlﬂ@glte froma

sequences for e correspondi ng
non-hglaau@ﬂ%&%?oda IHegrRiR lgwttbeo%wwomf Rdyeay ﬁ%ﬂpl@&@%@dy
used to produce hunmani zed anti bodi es are al so
described in U S. Pat. No. 4,816,567 (Cabilly et al.),
U S. Pat. No. 5,565,332

Opin
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(Hoogenboomet al.), US. Pat. No. 5,721,367 (Kay et

al.), US Pat. No. 5,837,243 (Deo et al.), U S. Pat.
WwWOR006H7R289, 598 (Kucherl apati et al.), U S. PatPCMUS2006/000525

6, 130, 364 (Jakobovits et al.), and U S. Pat. No.

6, 180’ 377 (Mor gan et al.). Kl TS The ol i gonucl eot i de
Tagman. The kits

pr Opﬁ&oﬁ@f}{r REP7 ﬁ Qb encl) Iaaébo 195 s §ve l*rlfa?“’lbﬁﬁlllq iy Ferregample,

may nmprise o nUC

hulawefl aﬁtboglgtocap be g@guted ntcoﬂdﬁ@o Aemickoas ef WP ECAM do-vifkrs (Jones et
al.,INagfd 341 5,&05525f WSG}J %%cﬁih% ﬁz{I gtélreeggﬁ,e?r? -33% ( lggélﬁgqu V!e?hoeyen et

not her as Kits
al. ?’S

Fignge 2a%i15 f5 61988)% fbis shstiuiierddandDR OSHTDIS Soqadhedl e
lify

corﬁﬁlﬁﬁl&ﬁ EEqQJnQ@rJfQ}{um dng%gi%;cl{/lgtg% SQI%at 4 gqgg%ldttggrtoqangumamzed

tl%(ﬁ out nucl eot |
antgaes; arAligrdessribgdvn U S Relt. Nast31GG67 (Gubillyat al)Ies. Pat, No 5 565,332
oV

(HoBbdnb6dhagial. ) 10, PhtnNécgd')Ztl '3%@1?1 i eﬁg, ’ig%% I\féo g{;&ﬁa (Deo et al), U.S.

lify from abdu
Pat. Hﬁ’c%@%ﬁ B Kyehgtiangti et GARS. IPat. Noofil iB6d (Jakuboliaat 4106nd 658 pat.
No. t6d89,bmj(u\4cﬁ1guﬁleegl)| de 1700 of PECAM I, from about
nucl eoti de 350 fo about nucleotide 400 of PECAM | ,
KIS om about nucl eoti de 360 to about nucl eoti de 390 of
PECAM I, or other portion that one of skill in the art
wo (el oliimirenioutifepmiEs @B 8 Yneds: nRALHURNE of Bagdlip! i Ty and
detect the genotype status using array or mcr oarr ay
teé[hﬁb‘FSGW;;/fmpﬂamgdﬁmmeaﬁlp@ﬁmes tBatkinblifly@Font b6ut nt 30 to about nt
170@58sSITBBE r treatnmen tions are provi

and conprise }a%@go PR {9 Ke- gqh% HIRE® menbe 1%Id type

angh ¥amhkARbecPERAM | e enbodi ment, the

kits conprllt)es(,:e one of %ﬁ%)srgllelgﬁf) fcanceﬁ'gri;anﬁg}troguofs are rogjded and
COMPIERBR ALY BHEr Bicroprhyrekzopadleosidd prirdes tl@nhmplﬂ?l bb abhie m!fdléoﬁde 300
to abﬁﬁt}huﬂ@m% l4§Oapdrn&lt JflP‘EEAR/P P alicﬂ[lstll&tlons é)r ]u?e :,@t%mgtg 2,; Ifrhaéldmon

further contaln enzy

Pflmgfé g}fﬁ’ Qe pl)éﬁl(E]?dot}latﬁﬁla}lfYé@@mbp@taﬂuCl@ijp d800tto etvmit IﬁLQreotlde 1700 of

PECAmatﬁnsﬁfuboutlnaclédifaE &0 té‘%%t:ﬁucle&ga‘é 12?‘6’ r’iﬂc@ﬁg? o shout &

nuclelgl o £aNt ai ni rL% at | east one pro
? Bttt ldgﬁﬁ@ PEREE N O nfroh pmhuisleetitd 3(69)0 ddbut nucleotide

390 ﬁ@EﬁA(\/El,g)r oth@SpodtesGhd: B raRAYEh Qr@{;v&ﬁ{f BQY di I1n%%18<fers%1ry or adequate

or other determnants of artherost
foa &’E&A 3% Sete“rH@ gﬁ?ﬂtﬁé’ea%ls BYiRg akes BT Jicedzpy echnalogy.
%& De;. tablefor identification of the
r es e nce’ or 1% © BPCSY{ PE S3RERr Hpatment iopfiroeare provided and
comp@pwlbm@w dmﬂmguiah Gavild Mg UblevaRibnt PBRANE G afdles2 11YG! €1 C
emb orrespondi.ng to a portion of a gene. A
°§&592§1??§5€o s e o BYHIS Se*ar sapinstignsef pimer pairs 1 -
4. hapl otypes. The kit nay also contain a plurality of
either or both of such probes and/or priners, e.g., 2,
3 Opsionadly thg kit mayyearepris instuctioppfehes and/ or primers.

I ly the plurality of probes and/or prinmers are
J‘Eﬁﬁlégd}gfc& fﬂ‘%}]%a}d@ﬁ@pq)mn @fzymeq;)blnifead lalen@fagen’[S and/or

phamdce‘uﬁeme@ﬁposlqgﬁgef&qeea%ﬁ%{ ances in a gene or plurality of
genes, e.g., in 2, 3, 4, 5, or nore genes or to

alﬁ‘pdnloﬂlyr ﬁp\ﬂf ‘ﬂ’fe 1&%@1‘1@1%&71&5 e kﬁit&mﬁ%ﬁt%aﬁ%ﬂg gr??g At least one
rlmell P(lﬁhl %lf’l st one variance %r

p er ampli cat1on 0 1gonucleot1de) or both (e.g., as described above) corresponding to
PECAM 1 or other determinants of artherosclerotic disease. The kits are preferably adapted and

configured to be suitable for identification of the presence or absence of a particular variance or
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Preferably one or nore of the variance or variances to

be detected are correlated with |ikelihood of
waleweloopdhig a di sease. I n preferred enbodi nent BCT/UR®06/000525

kit contains conponents (e.g., probes and/or primners)
adapted or useful for detection of a plurality of

vaugnceawbies c4nihd6dd ofBohsREfa RuQhe ac% s 39&{n§e §sp8¥\dmg to a portion of a

gehen %?rall ve.of the |ikelihood of
er OS% P%\fagfu?cgs uPseHwEse 3 ltaphag,ye QfIQQIOb’@exi Ehd lﬁﬂbiy%lsto@ontam a

phpzrlmooﬁitaha ok béth 6DJdutRprobd3 AndSHIRARENE, % + % %{ZAP Le a% é)gélol%s such probes
vari

a plurality
an&/ Qr e S:A%fg%f 3?’%@ th%&g@ll@(’of Pipbs@ad orgtrimers areaipredito podvide detection of

apil\rééléx ofisifferany sdqnaice Garhdek & d do¥le SHfprth The,

ger@g &Qogfﬁgh nal/l IyS cont ai n ot héeere copn'polﬁgﬁitséﬁesb?%flgrza%ld’n? oF more
n% onent quﬁﬂ%‘?ﬁtné‘&le? &7id peguenes mglugige teaspome setmes site in 2

gef’@f‘)faenp%artl cul ar variance or variances. Such additional

conmponents can, for exanple, independently include a
buf freferably ope pif raers of the garl,an@rw Ivdufah@eatd ueRUEd ﬁgéor?e”aged with
y

ikdli a s refégre |
WCIVINGIRG H@v%DNRfﬁQ k&ﬁg £ rh’? B B (Semlgrg}/nbe&esyqll?g}ﬂaé(gztwppJQants (e.g.,

pol ymera
pI'O%E‘é Iarqg%{rgrwepﬁg adspted mﬁe(uéfogdqtecaoﬁ bﬁrﬁm&hﬁw ik (which may be in
one@@h}éfﬁ%@ﬂeﬁ?ﬂ]dlcﬁﬂg 0%9 ﬁk’ehﬂg%l o%gﬁvg ogldltg rélll’l grt}%g{sglgr:)g%qhgease It may also

bqu r 3 Pref erably
SifaBle t %rO@de a kit pqlwp%@gmpndnakaédtpted&m 2360 td AR detebil @R
Ki

plursli:t@bfﬁfrbﬁt@ nalest b Preferably the kit

e o &P P e B e L it ey of
f qe¥ alé%%‘lofwéb’ gontaip ethaxrcromponmg@ préﬁfab@)éﬁ;@ﬂoﬁ)ponents

adaptﬂbtbudeltﬁylﬂé e ﬁzleée‘hb’e &t pgﬂtlf:v]fxlglr V%HénCQM Vaag}glﬁsi g‘édlaagihflg@l in

com%ne all of different nucleicacid se
r“a%}l) S)éaﬁnpé‘:‘l P@Weé%tln meludgadipudfer oletufers i e, a@fplification buffers
rres ondln

and hybeidgatoondoftels Sa iPh y
eh 0) AHARGEAR 110K qtﬁ?&% )pfoﬁrr]g,lrégﬁ?jA polymerase; @%n% s

poly%gr gé eqlée Ot vari ances in on
f FevER R GRs (et raélﬁgre@stetb@ Y & polsimerdsy,iaddeddxy
nucl@értietnph@phit@r(dNTmb ll’lffﬁl'srhﬁly a 9Fobé/ ﬁ&El‘u?ég 4 BteltihiORFe & r%ﬁé{ua?escent

ctlveness

rel a
Iabelgﬁﬁ%ﬁe }%}él i I‘ﬁ.}%l‘f: %cgtteéllng jfﬁ%l erothﬁbl‘agelfﬁrgfgaglegge kithinatliles Snucleic acid or

nmore treat

polypspiidecaria by a aolmaxhasa BRras THE &6y x@%dfop @:;aﬁilpfé m-crlggev%plgrﬁpgf of

nstructions

d
1ffeﬁhtseﬁlt19c‘ﬁ?és dagx@ luriaﬁ;{é)f gliftle{eﬂtéluglglfcp%@ggengq;r Bigh atthevgray can allow

can 1 nc

captyfg gng/og djeatipn eflualeictarid atquents &gehd R&duER @&&s*&ﬁln? to dlff?rent
I st

iaflic B i tatenent or
vari ; I’?e 3}%5 glgllg%% d?fﬁ?e V\%ene g%??eﬁag& tﬁ% Yrayrs srepgedrie provide variance

detectjoft foppplasplityor verlantee n Wetohmaretgéleaamﬁfcoﬁélité ity the 3K tl%ness of
one oSﬁlf)ﬁttﬁé k€ be ts are selecte
al | ow det ect i %I%Q%)%O{erh\%sg?se%l W@g rab‘éa VREneq de@nbldddmrem
dethe & | L.catlive of t reat nent,
SO0 IS 8 165 T

varlarﬁgk%é)rrﬁlawgl} oRFELCulap fifatment alttreamﬁnfs @6t akdisesse Of d1§eﬁée§ and/or a

statememmrmtsm el those skilled in th
Tha it e e BE PR Mok 99 e S awdtes sttt witna

t
reatn}enteéfé‘ia@f?ﬁdf?ésatﬁlé genotype(s) of one or nore subjects
to one or nore variance sites in one or

e
WPFe'Per{b? t@g Pq]tt HEMORentsge feeetsil tp allswalhtect®e of avarianel ddsteibed herein,

and/ OlmeMmhl ofig variahesillitatiof of aec%fnlien{ B gr I anbl@?atltog 8¢ %@rgg%gé%é out

hereinand/ or absence of one or nore'v or
or genes which are indicative of the effectiveness of

a treatnment or treatnents. Al docunents nenti oned
herein are incorporated by reference herein in their

entirety. EXAMPLES 52
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The present invention is further illustrated by the
followi ng non-limting exanples. EXAMPLE 1 Research
wWEweoTt485 Unr el ated patients (137 with coronar pCHUSE0§000525

di sease (CAD)) who were consecutively referred to

National University Hospital of Singapore between 2001
ts were

and A28:03nAMesi8: mg at i
angi ogr aphi ca1 ef%l# %qé%gk?ﬁg@gﬁlgm Welgbe Ppargnt fpythese skilled in the art.
epi (T'be’ﬁi/@ﬂtloﬁﬁlﬁ@lﬁélﬁdé Belubd 4 > 70% ] um n

auien ﬁ s).. CAE) Satl ef(ngtt%hvg léﬁ‘} tﬁgﬂn?{lwgep‘éty%@é’é?ne or more
ATl erse “-‘?a%ewaalowamr@e &ifes seme ommare BBned MehtirtbdhbreR Such use

cannesls@l prekiEeRSRsuliNg P@oﬁﬁndﬁcﬁﬁmg@ﬁ@?@%w a4 5/§1h rbge(ég%{s oglg grl n%re variant

nﬁg o déﬁﬁﬁgdﬁkg?’g‘tafeei& 184(%@[& gllftfw ¢fifactivroess afetr@etidn® 6k tafh@nts.

vol s b i senment who did not have a history
or %F Pﬁcl%{éla s X\/ﬁ A& Rered arpyoprpmgted fge refar 1y hexein é their entirety.
Exa8prggred free of CAD by treadm Il test. Mst of

patients and controls were of South Indian origin in
apore for over 3

Si nga ettled in Sin
PRlsént Ve 0RYSus: élu téqtﬁdg)y igllqux%lpqprlgmg@g ¢xamples.

gener at i ons. e par
Exdsimid §, and data on snDkl ng habits, hypertension, and

R di abgt es were recorded. Individuals were defined as
eSESRPEREYF ve if their bl ood pressure was >140/90 mrHg

or Utdrelit HWRE @37 rtensive

! 620 01 Ll YRS o

frﬁ 9 %I@éP{HVFF@%fﬁgﬁp%pf Sidganbre tobioeere2N0C aid 1003 WefeQtudied. The
ncl uded

CAR pnigehd @d’e&(ﬁngl@gﬂ@ﬁuéﬁll? B&ink& (ha\§g% Eezr or % 3 ?rhgp%aﬁ al.paranacy agteries

X- SnOKer s and active s ers.
with (gkp(g?‘l&m% SfeHO eél‘pgng/@éD Patientng. V9o ahd single vessel d1sease 18.9% had

doulﬁg’ fliesascdli @S el § r AR
had acu?'e ase g ﬁt O m@uﬁg Ssg{%%gésée %ﬁ? Oeflﬂé x@&é B%tlfnﬁs r %fﬁk}lieﬁ & the study
d‘g}}’ocg fcﬂ@n dfonpipisAND oGEAD, Releyernriph ﬁSIﬁBheTs@ﬁé‘benod were

volulskontly {dEnbimnnanhl AbeA. S IR SHBRRGL S MR- RYRY N IhL
I°&EQ Fufer the
Werevﬁg’ﬁﬁn%gﬁg %f‘g%?ﬁ%ygs%ﬂdmék@stw th a protocol nodified from ’

Bl i st atlents éﬁ We have selected two SNPs in the
ﬁ% fon %‘?’?{@0{ Pth bdige pryjgimin Singepor8amiridve settled in

coal ng

Smg@pg_e@(‘geqﬁ(e( Sgemﬁlﬁﬁdksn Yheart@Xafts §efeS RO feGdd %rd%%}léj ‘dﬁ& é’ata
& ,on smoking
habits; zlyﬂé?’tegs;?onzélndl J]abg re F%&r{d? éfslq%%lﬁgqu]ql- \g@ﬁécyﬁngd &sdn'gtrh:nswe if their

chain reat

bloodygpsypre mah BN YRR orfif HEEEts eckide a%pa%fh%é{ e AN
. N f ,PECAM | d o
B S Sler st ia? Bl brisb e aisics wer

a| rs were

conméig%tp ibg gja‘peﬁ@ gmgkpe derfmuttolncnmadlem ex-fndkedsan®{ctive smokers, Both
Patlerﬁ dtrﬂQBM 1805 418 f
- ctat cagc Ct g g C ¢ tfga%ﬂléﬁ'jw?rflg\ﬁé@e@éenua or thyroid, kidney or liver

dlseas(et?r ayioimuAe gisResT Vet gtcyuitd Bomh theistudy.t he product size of
| eoti de covering the SNP C+373G (Leul 25Val ) at

Ser ee&?@ﬁ’ggcgﬁ‘a‘ -AsunBelymeiphisnfsor war d
( FotatbladC@PEL) GBC6GIEE AT 3y éc@s%i/ﬁm %ﬁml%?fsﬁﬁgt(l@ogg) &yenomic

DNA %%ials o1k A AR 8100 & tpleﬁ@s BiiPa plotoGH bEBERA (SRIEIHIAS N)
Staffoa?’. NoavE seleted t&Y Bmﬁﬁ't&%@dlng% g%&%ﬁﬁ‘@eggzrsgp lnggn 3 and

m nut es

0C for
G688 (e 5%3*‘\5 i%* eé%’c%ﬁ’?a%ﬂea AEpvippsig&* % *8tin g0lysepbintscragthg, A
polymplggﬁecaamfr@btlcﬁlQPCR)';lleﬁﬁctloﬁ%gr’ﬁ}nt; @né?lgpgl%orghlsm %L‘ﬁ proce%ﬁre was

r ol
adoptdd! %gﬁﬁ%n %lsleed sequence of PECAM-1 gene %, PCR primer pairs were designed to
53
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precipitated and digested with Pvu Il (New Engl and

Bi ol abs, CAG CTG from +370 to +375) and Nhe | (New
wEa@bandoBi ol abs , GCTAG C, from +1684 to +168B)T/DaxeE000525

on the single nucleotide substitution at C+373G and

G+l 688A, respectively. D gested PCR products were

genull} bt BRA fogagmy @5&ing@e a%bxee%&ﬁgﬁb‘arsﬁxﬁﬁg,@% gﬂ%{g%ggeoﬁde

resu mthe 15 sanpl es represen
p'rlﬁf,e%og‘gaﬁﬁ {5? -ﬁtg%amtg&qcptg@g&s)é@mmﬁ nigitatePERtgsad OGHifh the product
siz i

&187 ¢ nDNiotide cpveripethe 6P 2473y el 1§5‘9§1) a g%%%é &gcg r pair, forward

sl Pegalec (o0 STl RO IRt e
nugleptideenyeringttor SNP &f G-1883aSerb 6N sn ) Eﬁﬁglﬂ)gegi Wzl}\ﬁl{esgzed. The conditions

forPURGRAS q%@feﬁ%ﬁ%ﬂﬁ%ﬁé AT TR S forAistcohdsland 72 °C for

D agnost

60 gecosds anskapsit fot 3Qiydiss; and®)| 723t €691 8inARd PORANDIQE S1N 1)
om0 e 1 e SR L

- é{gol 0g B?Paf
Vg inlabd YSCBAG/CY B legz%gﬁg %ﬁmﬁgs?ngle nucleotide

bSAItREQ! ¢-C ' ,..and. bec
:;a ‘?}é %ée‘rljﬁg %ﬁﬁ@i&%ﬁgg&?ﬁe Cq’tvﬁl@' 4etied Vel redytossesibasted to
DBAAISIsy Siehotymm gregplta fbin igs)s safifleCRIRARED D
confifizd by Whdct ﬂﬁlYeané 8§I;C'dR é&&ﬁ% %%@QE)MJ ous v a%i? %ﬁ%s %Ié?tgpes e
t anda SeHieHFEr apnd Levels of sSPECAM-1

and & re’?sed as _mean an n
e T e i s itoan ) S
5 n ' - |

Medsgsl{é I igﬁgccisum Was. anaf §c‘/lznet(r1|j CE‘?/J' g&@e@% ieHrPupqhased from Bender
(lpidsl agr:ﬂﬁla)g @%:’Eﬁf Dlﬁgfﬂwegmp@? (r)]id/‘éibl::ina, &lbsl%a). LiI%id panel

1p1 tefoRal li iA) A ; ods. .for sCrete
depaEﬂBHtlo?N on E}Oé)t i cs )Dat aii ?lﬁgh fo?{gﬁﬁ’i‘gl&“fag%t}m%] the pathology

ear sonab(?na’g@‘é‘é‘?r%ﬂi%mi‘el ation coefficients were
d.to assess the associ ati on between paraneters

S

tatﬁ@%}# ilﬁﬁsdsto the status of distribution. A p value of

| eXdest wagpsed 0sompese e&a’g&ﬁ@&eva@ﬁm@é ad &@éufsé. gf%ﬂ%we}ggtsllt(rg)agon, sP-

lecER MR AL [ erforned with Statistica
i ;ot?f;%‘fy &afS8 bR BdS 7 bisaiteo spCrmmumga iy M.
plaSlter cabgitiaiub sariables B& 8 HRsAUBLRG] &d”éﬁnﬁ?a?q‘zmia% 0 and
ignifl@bderb; ' ith CAD were ol der, nore I1kelg £
Sl@;@e mal egffe&?_%ég%%}%vgﬁn‘r’}"},vg r%oélp %\Fas(fﬁsﬁﬁ)g@‘é @.%Stﬁ@qnp’;; T test. Hardy——Weinberg
oA %‘Ri“ﬁ@?naiggi thypesst fenthi Orauansie oalns QEhhﬁbﬁgedoE}P%%eir B.S
(199Q) BehBB D14t 1 ha rols reover, patirents
S dfp' t E évﬁ[)tah aelpy?ﬁE gh%dreehp%ssfgﬁné”%?te P ?Hh‘%ﬂ% Epicgies PareSinaver,
un ?\5{\1&5 k Bgarsen o Speerman cartnbdtios t@ffdients Meke dophphlol 1 Gssdiih e
assoclatiEtetv RN BArSmad ; oAl , as well as [ower
was LAl o of ,géol i Sg%dggﬁé‘ SERpBAistrikugon b pivalgpefdess han BOS
VRSB 2 sificpey llisompumions bk pefandd aRR BrMRIAI YL foPsocis]

ScienceASRSSPatied 10dnitagPRYr 0l S. There was no difference in
| i poprotein (%\S (Lp(a)) between two groups (Table I1).

Demo@{phtcy:ptaﬂgoff@gea@-h?sz%tg Leul 25Val ) and G+1688A
nor phi sm The presence of two SNPs,

I [
E:’-%g Eﬂggﬁggﬂf’g@ Fyts §Fh X6V e eldel, BHE GBGA( Bandi 3 AEd)
occurrgiice ekdiabess welieu inl ' o jects. Th t
we Sm‘m i @,%d hfy&r t%f nﬁ’#pé aﬁlscoé)shzghﬁ]i_ 182] ,/.\q;%e gggle%gglan

that in b RBUERELES MELE | N Agreement W th tho:
t 11ntche Haer ;_ L %36181}‘@ W&E&Aﬂ hed highsr l¢vels\whkiglyoenid (TGRhigBer ratio of
otal chyllegierof (THAre HBELD) butdbw@NevRROMEBR C and apoAl, as well as lower ratio of

apolipoprotein A1l (apoA1) to apolipoprotein B (apoB). The levels of TC, LDL-C and apoB were
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the genotype distributions of C+373G (Leul 25Val)

pol ynor phi sm and CAD (p=0.009), and G all el e frequency
woawear#es si gni ficantly higher in CAD pati ent SPCTYER2006/000525

controls (p=0.008) (Table Il1A). After adjusting for

other risk factors for CAD including age, gender,

FRY, | abet es he | evel of TC and

o F LA colURR! LENE RS, ThPCTHGE aurBee Pdiorraisin (Ipa between
twhgrenps/(deblsIvas significantly associated with CAD

conpared with CC plus CG genotypes (a recessive nodel
Gegptypingdor €H373€ (hew! 25¥ gl imetiG-+ 15884 (smamsﬁﬁﬁ%mpmb,ﬂenc e

| Nt ghygsencelor F3s1(Es, B8R (%gﬂg\f@sag Kgo?x and &j}-ﬁ% (Eer563Asn) at

t he genotype distribution
°X5ot Vere FOiEeA i jodr subjects | Fhsigbiatepetilequedgits eare meaigmemﬁnttvwvﬁ those

preg[cwd@)? tl(eFH%Qdy Wél%ﬂerg @(ﬁl@ltﬁ‘lﬂ&u %Js I?(ﬁmﬁ ?1 oy gn%fcamt assolmatl?rhbgtween

pat 1 ent

ghe
theoﬁ%?"l@’ﬁé‘u‘?&f@ua?rﬁ Oﬁ 8#37r3@e(éw1§5¥jﬁ) mqlscmesm pnﬂccm B=0(0Tbire G allele
frepdehcyByas akb ﬁgﬂlﬂ%ﬂ? ﬁ h&fid eab pgflenﬁsvmaﬁlgﬁ thmgﬁ é{%@%ﬁtﬁs ¢ IIIA).

was ahso st the results

APPSR PogD Flslé:@.ﬁ*@% forrAD fnslyips ved, perderdsr@ingahypeibemsion,
diaBes>th3 A el)of T@anéHODLE b}Cﬁﬁ‘ﬁll/éhaterlgglﬁé\? 551911 RaL 68 AbBozygous was

rols (67.8% and
Slg?‘glgﬁa% f‘ﬁs?/"é%ﬁtwﬁﬂg/gﬁ f&‘}’Pafeﬂq‘@FheCQ\/oa%lS e ggmgme# {aegegsive model of
1nha$t3nme was asanna‘doasddk eitib ZMbonﬁaenS@fnﬁlﬁ;?aﬁsg 1%1)(' M%'i 8%?% 05)).
>
b L I RN .
difforletverst $vPerbips it-<. A8 asd tgaigh ieaRhdmc b0 ﬁreles%%'}{érln CAD

Patiegt\s(g{?x ﬁb‘ﬁp‘%@ ecge ;Vk nfrenc%%ﬁit l}?g@?Ch( Lo cala:aip rOEQS ﬁ)o(q'e@ghjg B). The
conghytretl jeffeah ot wio rgpmpo&lr@om%s leai Alsq Suddet and t}fk%sultps‘ﬁ@w@lﬁthat the

con%fn{aﬁf)n &‘H&J&? tfb% E an }aﬁ.lim g%r%) él}s%{ Vga:? 51gn1ﬁcant1y increased

i ncl udi ng” age, gen
in pgtieatsecpmgared faghe c@m‘ectls @317 ST@ndﬁdS‘}ﬂBhspE&thy rpeH0 il AT hedd ¥as no

sigli@GhSsdotiali GHHEERH 9 A SIS§CT56IA? N q;@ys&&mgéﬁ%?ﬁg%of affected

not differ anong subjects w
VesieﬁibOﬂGBﬁo 05N so, there was no significant association
bet ween sPECAM 1 | evel s and the nunber of affected

Plagpa sSEli(AM Jeyehwas elgyjated|ie IRiE@ARAD phteds s wer e

P O HatidnveeHay s1@ﬂﬁl€z§il:l§ih@ﬂer\él:’]§@Al$Ia B @&ﬁﬂa%d(wlfﬁ(?:t)%;olfsv\g 1.92 & 25.62

so, there were ak assocl ations
ng/rglﬁ/é(%%ff zﬂg ngfal, 178,006). ngdtragﬁép%{cp@}@de@pej@temﬂ was 119 (1.07-

1 43'(),:;810.D33fterrc§ntﬁbllﬂ;1§3or oﬂi&ﬂnﬂﬁ‘a&orlﬁﬁf dA@lH@lﬁthé’ %’ge @ér smokmg
was el eva 8

| a tin | evel
hypg‘n ggm S tﬁ?fe@%% %&’ﬁ%‘f HDlefs Dremdltiyiiateilegisiic r¢gm§$1@afs% The
levejsypf SHEE(Q@MG@% ot diﬁfegagﬁbr@aﬁbjﬁifbtwﬁltﬁ d'iff&@lﬂ@lél{olt @ﬁ(g :g Also, there
nedi.an * terquartiles
was ?? g’%‘g %3?14%5"%‘5”1 RV s é@éx%ﬁleﬁés 4 {1 W@szvé a@@jed vessels,
p>038)/ SetubBIFEAM I ddvyls woretholiBilgly cdnelé%HSvn‘BfSP%aea%ﬁ'@&@@M‘ p=0.005).

Alsd%ﬁ&@‘ix)eéé%x%%g&la%%tbe?'w %J@n%gg fﬁg&g&;@mapom

(=0PEEARR. 173g€hQ)t3)3pesi reutid 46 tdapecti ety i pames)s anmong CAD
group. Anmong CAD group, the genotypes and allele
P lasﬂaéﬁﬁéﬂ@iﬂésVebWaSL@tylaEBlenm@AD@htleitgn| fi cant ly

as S"ﬁ)&é ﬁfﬁseéjm gﬁlﬁéantgﬁc@&% in sP. @aéﬁﬂ% %Q_‘Q thlen?s n %Oégpasfon with controls

‘E‘%‘r ensi on. Tab
(me é%’is rntprguarialen 0%765% 6189)19/45h &4)me/mn25\1/é¢s 3@@|1y AL2IBLA3S Agy/ml
and Ser563Asn | ocated at

55



10

15

20

25

30

the 1st and 6th (1g)-Iike domains, respectively. It

was found that Leul 25Val pol ynorphismis significantly
was@eoraded with CAD in Indian patients. |t waBCT/US2006/000525

observed that significant correlati on between genotype

di stribution of Leul25Val polynorphi smand CAD
resppetiOelQ9.081)d L6y Irep-idchif 3 n
0¥§§h§@>'n CAD atlents fﬁanggﬁ&y &@ehfg gb&@ﬁog <%WOA10“-
% @ s ’é’SOQWPE@ﬂMﬁl}’) .gene pol ynor phi sm and
p gg¥e been reported in Caucasi ans and Japanese. In
t he AFdiother spnfonnsigpscamang GAD grvupepor t ed t hat

in &ﬁ@ni}@&Dtdprptﬁﬁﬁdn@iyﬁes&ﬁ&jalle‘ﬂa f%%u&l@feé gﬂgeﬁ%%jVal Ve ng

1 th % st
s g‘ﬁlﬁ@'&ﬁﬁg§§58013§gd V\fﬂ} Wgcrlrei'i,;seeﬂ %ngg‘;ﬂmbﬁt@q ;yqtme;wm@ﬂee IV. Neither did

f requencr es
cengtynes @ SBi563 Asndemt oD bloway drHd L351-8v/6 Bg §Sr(5§’3Asn located at
n

e gor pr O Lol s acht e o e
in pagéga; Wt hout wi shing to be bound by
any t eor(ﬁhéﬁﬁgggyae%bﬂPg%QEPFSﬂPQ%FﬂW%¥Q%ﬂﬁQWﬂhCADlnBan

patlp;EWps ngermﬁ that yigwifiganh mmnﬁbﬂ betwdeh 36l oige \ﬂiisirmut'ﬁu]sbf t8l125val
s10' 11, the L
POlﬁ?ﬁrﬂﬁﬁﬁ hddut 4 ﬁééglgpb kdﬁfi 8qq?8%\m§ls1g}e1gic§]¥1ﬁa}gh§ in CAD patients

nor phi sm
mm@ﬁﬁgﬁﬂwﬁPV)mﬁhd therefore n1ght i nfl uence
endothellal i nteraction during the early
deu it

rstudis OlaPEfﬁé%bmep@mmpmkmqn@@AD%vaﬁéal RbHRA in
Cauba‘smd arkdlIgpahésBah Bthanl gobu ] KG9
5 gpahdsb.ah HRMHh é&? lgtfotﬂ Woh Ce{ l% I éeé)grt%ﬁlaaépslto&}@lthy

mmrosm&ﬂ %ﬁ1mh|ch Ser 56 ocate
tm tlant%g:a}lmmsé Aftte gnorerthansiogd mh@ Iﬂlmﬂéla&b@eﬂcﬁes of the

Leum&’a}mﬂmmylﬂﬁsnpﬁ&‘é 8a8/05n FONERIEXId ¢ éJn Ipatléele‘l 8 élg @91)%(1 the

ersti ation) prior to
allel%kr@t#] ncnﬁ og grgl ggfgsgtpp{yﬁlowgtsmé’éqqe . p&0. P(Eﬁi/bbhttols and 0.37/0.63 in
patiqyis| (H |<f[§)rq5h| W[lmeﬂﬁld;hﬁQ@ lfeQJoh anPhhe rrs%m e i eractloﬂ/ﬁi:ta/a‘réon of

tio 2 that in ot 0 u 1ons
PECAMJH ?sr}naﬁﬁg Via 181&1P fhn ingwithiis\ 1o ezftmgelb&r jzg'fbkephmalmsw 1 rthe
Leulﬁﬁ}dala)nlypmplhlsa:t rhight a{ﬁﬁct@lﬂfmﬁbﬁ?h{@nd?% ?U?l?c? %151 h:e que might
e.C e o
1nﬂu¥Y§:€ Shofl /e\é%%?ehéﬁl gﬁﬁlc@nﬁgng}thgiaylp/@emmem Chithresselerotic plaques.

frequencies o

On thegyther band, thwBinctioatof die 6™ Inkedomsned PHGARY | | n%&%;geg%% 1
i o8 g ocated
is les%ﬁcﬁrs%oﬁ 6&%(1 &%ﬁ? %nnp 1ca?eda ca‘i%ﬂra[&%m?@ﬁgg dadanonpeyte passage

Chi nese
thm“gh BHfiRycliukr mewiCatetstitialnkigdti B frid 16O (Biapdackisgr CAD.
r populatlons such as Germanl7 and Japanese18 have

o
h‘gl thopgleanassopigtion tstirdenths PECAM-apolyRophisieSR CAD follows the same
pMm@Q@HM@h latibh & est the frequency o
B R R T S
po ylwr?}ﬂsqsﬁggndfaﬁ p@ftﬁ@‘on Bgompateil tnsher Sopildtiatid Wer@olﬁ&ﬂizéck |Iﬁ‘ 916 c case of

Leul?30ia Ithefalllaa ﬁ@dﬂﬁﬂm&fof & a8k k}g!r 1%&%%5 ?r? 8‘321&* g tl){/)EDW}?:I et al

- d served in Asian In
p é eélr glia) In-panteastwitdd)- %/q3§6 pmfpélmes:mtrn]g ant OMRV@.599 ih @hmese CAD

(Wei, teealfmlpﬁifhsl@dﬁlSi@ﬁl  E1ORS) ﬁfcoﬁfa%bﬂhl 4%9 rfgdla n%éﬁlMcher

W, shing to,.be oun
popul%{le s \a/l\fé ?Ssgmﬁ mthéEanesle s lhavedlest adleks dstrdllutms sﬁldlaf ﬁo@hﬁﬁﬁe

populdicabBtees.ld b £ G 6PAIRL. |sndoftlquleP
Comp%gd‘g%t% dtﬁ%_ @ APOA’ Y as vve1l5 W %%W‘\R@?@‘H’t
AL Gl ?POB $1W8%réYa?sseﬂmg lawcrcfcemuqnay ofl & hlese fon

VLDL or HDL, increased plasm nogen activator
inhibitor, tissue factor, myel operoxi dase, caspase S
| evel s, etc and collectively contribute to the early
onset of CAD in these popul ations. Sol uble PECAMI was 56

hi gher in CAD
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patients than in controls in Indian popul ation.

Simlar results were obtained fromour study in
wW@hiaesR0TAD patients (Wi et al, unpublished PE/ES2000000525

shown). Since alnost all patients had at |east two

vessels affected (nore than 70% stenosis) the results

Sef568.4 \t&/ﬁ%b cre sed .in severe
e or oﬁlgo%ogﬂg%gﬂs e o %RIEW IJC}i é]r?P atioppp.general. This funding
is 1nferesting, Vern indrme afassocisti pnged ﬁECAM ppdlylﬁdirplisrﬂd’\@th CAD.

Wlﬁﬁbﬁt WishiSg 4 tode %%Jdlby tl@o&%ém 1 &8 elea§ts tg roth]exi,]r[xslkgﬁm{) qua% as adult-

ond g‘g%&%gtlhel | al dysf unction and vascur
e JoV EP-ColBgreaseddey (2) lawndst biigh trifoert det, QoWTBIHAL Wias whieas low

birthrvebight H dadct RALIRL a e the
P R s TR s A

lasmlnecet of en I hel 1 al
PagineeEng ‘ﬁ‘é’é&w biferstissee fgﬁgr» myeleneyoxidasa; edspetseﬂ laMeIfs Jetc and collectively

cmﬁtﬁbuwb Gﬁtehﬂlb( on’ietﬁﬂﬂCK@r in Qlfese[ﬂoﬁﬁl% &k, @cﬁ%ﬂl ‘8\2 & ﬁ%ﬁgr in CAD

patlrght? ohhvol ve | atel et activation
d“'t 8T %Psl?ogulafm Silar resplts wvecacbbtamdrﬁetrmur stody in

Chinees CAGUpiciite (Wit @l STEHMed dhi@MRE S0y éu&o? ?noglaanl

: | ptaﬁer% ad at
lead: %i\{oeﬁlé’?se% aff3 ct%o%@%@%ﬁq%é* Iyt\lllgf%lpléggg:sded/ﬁﬁt theldPEC &M-1 level
incrggrdd mysoviire coBinatyl senbsys in $RYimet as étfént‘é"ei‘l?e cﬁ‘ﬁlféalcg ﬁ%ﬁhb)@} Y

relation

bet@é?:ﬁ "C%If"ﬁ gﬂtm d corgl%ks Ip Fmagg Hﬁggqnd}he r,q{c;[s %UE%AM«.IQJ(WS in endothehal

bet wee n | pl
dysBinejipa snd vaseular fiftnnmesy sPHG ANId IE\%Y@L'VC% 9 h§6ﬂ1 'ﬂfarléélefa%%mtor the

1nd19ﬁ{1:ihz’éfjﬁl \A%P:Ff%!m%%su e ag a?eatf et Qfﬁ@d(%%plcpaq»teqtli\/@thdrapy

Morgpvep sies SAEGAM-A giagiis p@ﬁdﬁ)/eit}&torre]ﬁteﬂ With§P @éi&ﬁﬁ taGfhricd? 'ogxtlgtglet
owe

activa@¥e |P§CQfM Tghg 'bfgllﬁ%lverd lotegg c&ézfqon achL cHhABT r%}%tgﬁi,t(bthgﬁnbosm

| evel s of HDL-C and

apofhddttR ed e th
1 E&%g o ItS na&péag cd())tﬂsrl]%ﬂag m%epweeﬁ efg%@?\% Olggvcag)anqi HRid paqeh The
eve H tvgermltlﬁ@y cqreslptad, withies, [LEX)- (2,5Mﬁl|e ltpz(aﬂs M@fl Sifelated
WlthdiDIPEQM/bﬂoA_ﬂn SiriBey) s@‘é@llectﬁlfwelc‘éa &%eﬁ cgrr*e qe e i 0L C and

i, addition, uni que
ap O[¥\fl’ jglﬁ éﬂ%}oégﬂlb'fet‘v-ﬁew Pndyesihyedliasioh IHE)i‘fSulmﬂl gh)(kkﬁ@’eb‘t&ﬁbt thHat serum

lipidAsie i ghtigfl@ncd RN YhiRbibORoleR !E%%\%eljlesgg)lngﬁf Oﬁ gh LI:Eiofowal-?lsL C, as well

as hik o%e i n hr onbaifu s and the

at %Fag%ré g sas lipid disgrderdon Indipm@A D Patidngs. As cxpBIRED B Nvels of

TG, hilglmlrdtxs 0B TC rEHPRIC; ButShdr &SLS o f

oo 8 %%%) njﬁh ?t7 z}guz ; ; n‘egﬂﬁh (%ng §§:§Q0§9 welFas lower ratio of
AGI 0 W ng 5]( E%Hﬁ‘fedr‘fﬁfhé)m@is Basofp @i, IBowévers a higher Lp (a)

levelihi GhPtpetenkdtdsinbsuntil. 8 % 63.5 % ** Snmoking 7.3 % 38.7
% Hypertension 15.5 % 60.6 % *** CAD=coronary artery

g, Bred sl 26 VREQohSyorpiisin FOBOAM-Takd @e level o sHHCANPANE correlated with
CADP&{ é&ﬁﬁf&n é"(ﬂmﬂl@ 85{'93%1 of allele frequencies of PECAM-1 polymorphisms was observed
in Asian Indian population. PECAM-1 plays an important role in thrombosis and the development

of atherosclerosis in Asian Indians.
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Control (n=110) CAD (n=137) TG (nm\V 1.420.72
1.730.92** TC (mV) 5.451.22 4.351.12*** HDL-C (nM

wa 208074305 0. 930. 28*** LDL-C (mV) 3.550.99 3. 21BCBYS2006/000525
TC/ HDL- C 4.531. 39 4.981. 65* apoAl (ng/dl) 145.4738. 86
113.5028. 29*** ApoB (ng/dl) 109.0036.03 97.2727. 48**

a ) X el' 300. 83* L a / dl
T %Q%é@@g&% (?8%5%?5 ieaéééugl%gtg P %(! )EIF t( g?y di) sease: TC=

total chol est €pwtols TG=t r iGADyedieitsle; HDL- C=hi gh density
| i poprotein ctiglERt erol; @DB7)C=l ow density |ipoprotein
AOIgsicRI ol | Sp@AlmoAPO! ishIRMiLELA. Al ; apoB=
apol 1 poprotein B; Lp(a)= lipoprotein(a); Values are
SmeanSD, * PO 05, ** PO 01,*** P<0.001Table II1I.
Genotypi c distributions of the C+373G (Leul 25Vval) and
Se&%628%)( Ser 563Asn) pol yrmrEhi smin controls and CAD
SALICEHRS) A ASYBG (Leul BE¥M* C+373G (Leul 25Val )
Patients Control P Genotype frequency n=137 n=110 CC
Digldyes 2BlldusA2. 711334( %) 60. 63493+ GG (% 16.0 10 =0.009
Al lele frequency 2n=274 2n=220 C allele (% 0.536

4 G allel % 0.464,0.336 =0.008 B: G+1688A

S 3

n?)lscgl 563Asn) Cﬁi%’SSA (Ser%}g‘é&sn) Patients Control P
Genot ype frequency n=137 n=110 GG (% 26.3 37.3 GA (

Hypgriensign 3 49. 15Z546AA ( %) 6@O%4*13. 6 =0. 148 Al lel e

frequency 2n=274 2n=220
CAD=coronary artery disease;* P<0.05, *** P<(.001

Table IT: Lipid panel between two groups

Control (n=110) CAD (n=137)
TG (mM) 1.42+0.72 1.7340.92%*
TC (mM) 5.45+1.22 4,351, 1 2%
HDL-C (mM) 1.28+0.39 0.93+0.28***
LDL-C (mM) 3.55+0.99 3.21+0.89*
TC/HDL-C 4.53+1.39 4.98+1.65*
apoAl (mg/dl) 145.47+38.86 113.50428.29%**
ApoB (mg/dl) 109.00+36.03 97.27+27.48%*
ApoAl/apoB 1.59+1.15 1.3040.83*
Lp (a) (mg/dl) 30.67+£27.74 30.00+27.11

C’AD=co?onary artery disease; TC= total cholesterol; TG=triglyceride; HDL-C=high density
lipoprotein _cholestelArol; LDL-C=low density lipoprotein cholesterol; apoAl= apolipoprotein Al;
laD;;%B(;—E) 1apohpopro‘celn B; Lp(a)= lipoprotein(a); Values are mean+SD, * P<(.05, ** P<0.0] ***
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Gallele ( %9 0.529 0.618 A allele ( % 0.471 0.382
=0.0Table I'V. The rel ati on between genotype
waele@bni4a08 | ons of Leul 25Val and ot her factors BCDORIGADOS25
patients Mal e Femal e Snoker Non DM Non- DM HP Nonsnoker
(n=112 (n=25) (n=53 ) (n=87) (n=50 ) (n=83 ) HP)
(n=84 ) (n=54) CC(n) 25 7 13 19 18 14 17 15 CEn) 68
Tablq HI.27 56 53 30 56 27 G n) 19 3 13 9 16 6 10 12 p
Genot@lit ishiPulions\bP odC-E78EG (EéﬁZWalﬁ%@@ﬁﬁS&%S&%ﬁz E)§(Ad'§‘7|;):>morphism
mcoﬂ @lsgndCiﬁ et 42 76 5 1 p value
PECAM I -nil endothelial-like ceII Ilne Ren
A C?E%ﬁﬁsa‘e\ﬂ@ﬁga‘%t ably transfected with expression vector
alone, wild type PECAM | cDNA constructs (Ren (+/ W),
and—PECAM-|construct—contalning-the conbi nati on of
1250/a873ete168Ma) g@arenpol Yowrphi 98 (Ren (+)/PM . By
r eat—ti+me—PCR—PECAM+—gene—expresstons were neasured
andGerotype ffegneamog e f oahd betwddh Ren (+/ WI) and Ren
(+/ cells. However, by stern Bl ot assays,
|nc($> %bd PECAM | | &38i s |x\$7té)t al cell lysate (1.4
folds é cyt osol fra%l on (4, .L?I ds) containing snall
or gan I es and parti c] es, Triton X-100 (TX-100)
i nsek ) e fractions 63-3 foi(pls) otolgem (+/ PM cells
were detected than that of Ren (+/WI). Moreover, ELISA
uncallelr feehuancyi ncr eage=37 solu3l® PECAM | (SPECAM 1)
level (1.6 folds) in the culture medi um of Ren (+/ PM).
I n @da®On, enhancéd3el | sO-84gregation (~2.5 fol ds),
an o) testrans n Cel gr a (1.8 folds)
vveng?el?e I%BE n (} (@P%ien (+/WN). An
endot hel i al -1 ke, PECAI\/H ni | eI | line, Ren cells,
was stably transfected to over-express either hunman
P e of wild type or 125 Val and 536 Asn dual
B: Gﬁ@%%ﬁ%&%@ In the later, high Ievels of cellular
and sol uble PECAM | protein were found, which is
acconpani ed with increased Ren cell,,aggregation and

TROOEYE Cel 43RS (Baly&C! |Edd] Opation. This study

provl evi dance a_pat hnnhys| ol ogi cal
raieao@i)eﬂ%ﬁm,l gener3pol ynpipii SN i n pronot i ng
at.heroscl erosis and thronbosis. Platel et endotheli al

celd o @ghesmn rmle? he-1 (PECAMI) or CD31 is a

f< menbr ane g ycoprotel n and a nmenber of

i palpayl obul in (1 g¥3.superfgmly, 5| ntegral protein
constitutively expressed and hi ghl 32 enri ched at
efdot el i al cel |l -c@d4 junciticons abdd4®dn t he

Allele frequency 20=274 2n=220
G allele ( %) 0.529 0.618
A allele ( %) 0.471 0.382 =0.098
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surface of nonocytes, sone T-|ynphocyte subsets, and
platelets (37-40). PECAM 1 has multiple functions

w0 p@bdi4ngy pl ayi ng i nportant rol es in trans-enplor/osto&d00525
m gration of nonocytes/|eukocytes (40, 41) and al so
medi ati ng cel lul ar aggregation (42-44). As a
trans- nenbrane gl ycoprotein, PECAMI has 6 (1g)-1ike

Tabl¢ R6 e sigjgtionchetwesa geRaiyRerdisiibrtions of legwd 3l ahy) otbgiofactdrstagnong

CADgntienfs short trans- menbrane domai n (encoded by exon 9)
and a short cytoplasmc tail encoded by exon 10-1 6

(59 Z5)._The SOl Ubr'e T orm Of PECAWH (sv:u-wr —tas
alget efeaCi PNV asna d i n NpeD¥edHEm of Non-

cuI eied endohhehiss) c%’ﬂfrkgf (50-&7) ang,—g(bpvat@.gg,} ev® s
of )sPECAM 1 in circul ati=em) have al so been associ at ggs4)

52). sPECAM 1 was fou d to be Tncreased i.n
CC(X\:Ah'%e D patllé’nts a#d a link bet weth Leul 26Val déne
CG(nD;oI@&mr phil§m an®7sPECABS 1 | evels (51)3mas al s® found.
GG (n;} gased ;PECAM I3 protgl n Ievel1§ ver e, found i cytq ol
ractl ons and T)& 100 insoluble Tracti ons of Ren celfs

_pvaluex pN&ssing the g8 ynorphic PECAM|. T his wadS

C(n) ACCoRpani le W t t‘5 I ncr e@ged sol ul e PECAMI, gell 5
aggregatlon and trans- (Ren Cell) mgration of

GO rpntfyt es 28el | ¥l t ur e’and readént s cel |8 (a 51

pvahREGA 1 -null EGdi ke cell |ineyswas kindly ggpplied
by Dr. SM Al bel da, Departnent of WMedi Cci ne, UniVersity
of Pennsyl vani a School of Medicine). U937 cell |ine

EXAMH’SLEerchased from ATCC (CRL-1593. 2, a human nonocyte

| ma cel I i ne nd eppl din .
" B R PORSLE RN Ll O 0R S PYBY i
vectogalmwt wﬂfbfypcbbﬁ(hAMell ¢DNA mtmg:tsp(ﬁbreﬁ*éWﬁ‘)a dndWECANIOGoadiruct

contafn 7 o m Jg%é rlrmlgtﬁoen o%pzéﬁ)' &rro‘lj 5%?{%11 (% peor%rgc%{)l% ﬁ?(ﬁ% {_n;/Pl\/Bngy teal time
PCR, rBECAM | gwe eepressionuwerd measuted endandifferente fnms bgpt@Rent(2®WT) and

Ren (WPM? cagl %%\Qﬂ? SBFH Bl’&n%ga% I(n_%geé% ?@f? M- oetv}elg gldfioﬁﬁcell lysate

reagents and ch
(1.4 f@lﬁ&h Ptsasl figatsondty f@mg@@lmnmap&ma@m andpartivienmed Boton &-100

(TX-190h méé%léf%lcﬁ&ﬁ é@g fofls) o@ﬁ&#ﬁ% celld Rbs ﬁgecgg%hé?ﬁﬂat‘bhﬁen (W),

extracel | ul ar omai ns of

Moregyiep ELAHYUICRTRIFM iRfsresip splule BEGAYs! GPEGANED leyald1.6:fgds) in the
culturd lrrieﬂlﬁlinQﬁ Rer[ esmay td Rltbn, eﬁﬁﬂnb@ll c@llJ Qﬁioﬁ ‘@@ 5 RS AMd monocytes

cont aj ni ng o racel l'ular domai ns)

nl
tfans-&a%c%l @’@faﬁaﬁ* efalol W%ﬁ%swmdsw%%’wwermwﬂ 418
e iotjic rchased from Si
( ( SRy g ﬁ%mﬂ fﬁlcﬂeﬁ bvoo R Clfores P et Frgayerpress
eitherhhﬁaﬂm%mhlfma@nmmmtm drN29Vil ah@ b3y Adn @iyl p()@ﬁj)orpﬁﬁﬂls USaHe
S 0 in.t regation B2SSa

oter, 3 Psdt O eE st % RS REBh Rk B85 o s Bochiapica with
increas@Redicklll tg'gmgaticmran&f‘éﬁhcmyms ramuRet bk} rhfgga,t1oiwa$nsfsﬁﬁy(prov1ded in

vivo S eSOl st o FHEE  Cien B pPhi o Pl o

aﬂlerqsglpremPE@AWbﬂanSB[\Ile’n stdothetial V¥l zﬂﬂhbsqu&ndl’ﬁmm PECEANA W E£D31
isa 1§b| @llergengﬂ’r%g y%@prgt)éﬁ PR {ngﬂ]lbesr%g nu%loglgbl}l%%gs %%lx)fan%y, an integral

protein constitutively expressed and highly enriched at endothelial cell-cell junctions and on the

surface of monocytes, some T-lymphocyte subsets, and platelets (37-40).
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PECAM | purchased fromlnvitrogen. The entire wld
type (W) full length PECAM | cDNA sequence was
WO p@enr4ads i nto an expressi on vector pl RESneo2 PCT/US2006/000525

(Cl onetech, Palo Alto, CA) containing the internal
ri bosone entry site (IRES) of the encephal onyocarditis

Vi r pgcARCM) : 2 |. sequence was )
confirmed by 1@2@%@%‘???&%9@%%%@8@%&% fransspgiothetial

migration of mangcyiesflenkeqyees é49qhi)and dlgrmefiatShR u(aCaidradflion (42-44). As a
o 8005 SN Bl R 5 L e

esl s Separated PE

t
byguﬁiga%ts %b ggb@@r@g—w@%ﬁgm@h@n@dqm&m@ Denb 6 SBItytopRESiC tail
engdetyaded 106 @0t 4 0THL6k6d f%“ﬁO?‘%E@%%—f’ EJSEE?W}%S I?De%getected in

huPoI ner asg,( t rat agene, La '
BEEARIT 20 HLhs medium of quitist andethel5il aejls ¢5ENIP aRECAMel 1w BN
SPROANIEIr it ClrculRiog h&RAfsh bEmR dssa¥.a ' At pe
e e SR AL SR Do
f &1 563R8%Y “helPaenieingd pdigk bspveead smiPsNalgen Pddymaepiisn: gde
sPRGARdtiriewetsi (61 veB a¥emudam H cut and paste). Finally
thia duel pol ynor phi sm construct was confirned by
s eqinenaehDEC A BifnbiemlerRtwees foldidh 6@ bdoPddi bloY ;
fradBS R §%S, gglsggjcf‘@slg/%nl Ren cell. ljne V\gs tr aéﬁglg?g?ggblv(\)%tuﬁomble
Dl RESN0S Al Ohe MR HirRqlyRemhie PECAM-1 ] hif wapiqaompanied with increased
solgdmBiGAN tis cablfagguegation, ype trREGAM Cell)haERBorst nRABeytet! WI) ;
and conbi ned SNP (125Val plus 563Asn), naned as Ren
Celt aylinkg and repgeytsa Ef fectin(r) transfection kit from
Q agen. Transfected cells were subjected to (418
( 53%@]/‘3@553 (aSECAMil ol Eftldke cdBlingowasscimilit dupplid b DRRIML Albelda,

DepaR bt SF Medlibdk, [Dhivelsitd 0FpEG niggghogﬁl%fj l\iedl}'ciélgeg iﬁ%rggg 896 was

}Haﬁ%te . zed by RT-PCR and 1rnnunof1 U0
purchased\rom ALCL ¢&rRI:-1503 ga@@%nmnagym&p(eagamosmcmumoma cell line)
and Rl idl trarfSEkgidoh afay eRﬁMﬂ@@(PﬁaécﬁS#%s %r%c? %\é ’[ah-g%}:;ﬂ%ll(ﬂ} ;i%th cell

lines 1i sol te.ci fromRen cells wt rz g
1RV F??‘}S‘gde‘ﬁl} 1§05 pdftiping viemesryra i 36 proicilliwstreptomycin, and 2 mM 1-
gluthmige. rRIEN bals Sranshfcted fvifNase: PECANASEeL L8EaROGRS -
sup}é%}ﬁet%e ent , first-strand conpl ement ary %ﬁ&@cﬁ&%&}e g

EHD SR gt G418 PAneEpt i on” (RT) primed with
[.igo T),15 and a random hexaner using a
Ant@tg g‘?%g‘%&g‘bt? %Tdo%’(g&.“?aﬁeal time pol ynerase chain
re Wo] Z ' PCR) .were prepared usi ng SYBR(r)
m%%hhtg?:%c%%ﬂt‘%al@@@ Wémg%%%fﬁpm% pystees. M(inneapolis,
MN 755 (Plone AG1 L, VAVBRYG: ised dinsiTthecRERSuMEl SnabR 0F PEEARIUT) was
daRnwes¥albes 1M ime PCR machi ne from Bi o- Red).
;lse The se quen %—lgslhﬁugé%@eﬁ%?%arsssayf ?tiqz%%@ anf§135 ®=&i\isepgrespectively.
olupf rotamRingt PEGAM- h(Rd~$eKiRe, sentpningeilg theBxtradel)uld @b das also

P b el P RN o L s
igmp &%@My@o@lg@ﬁE@dﬂ—lbnﬂ%@ﬂHS# Ab, was pr;pacr)c)ad in our
labo 7 & AL y SO anti
s N oy I R L
actingpf, MOB 13800epeme TR ATTONEETW estam inGEETBH GREGRE T 6 KEGREICON

Interfafibda), Tebre@ld, icA. gene served as an internal control.
PCRs were performed by repeating the follow ng
anplification cycle 32 tines: denaturing at 940C for

45
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seconds foll owed by annealing at 600C for 45 seconds
and extension at 72C for 60 seconds. Results fromthe
w0 e@lo/0t440® PCR were presented as threshol d cycP@&wsUS2006/000525
normal i zed to that of b-actin gene according to the
met hod of Overbergh, et al (20). It reversibly

O R L e ex e Bule. Dot ect i ng. PECAM | i n
(T aor PR B A A ea 0 " cor di iy Lo Ll .
sequyia v NSdrRd IRV Bre@ibonGRALY JIRHERDA R¥orilech ?’Z 5 fﬁgiag(akféptaining

the15 m'ln.bat 4 0C and_t he supernat ant vvas_cerI i
TRCeRpifibgioms enigygte IRES) of thhenserhalemyedatditis wiriis (B{NGE) promoter. WT
PESANG ebdqudnas ww@aﬂﬂeh%? sdgfdlegol L) . Next, the
super nat ant of above traction was centrifuged for 15
M NPraparaBor0gPBCAYY QDA Bidtrides Wel sl co%ﬂ&zﬁg‘}/%m (CH3736,
k€S, an

s ubhaul 3wl ondiG'- PSSP oS SBUSD by SHBNiFREed WP3D:
supern at ant

: .. | h
e RanEl PRCRER G S5 Riedl vy S Sk Ao b g B Nannd G165

entri
(Sepsp pa) were greadiedehyesité-tiaatdd aut{ sl aRePfn DN LD &rials@rﬂs@;tagene,

- I Rd. i nsol ubl e (cyt oskel eton
L Ol e PR Bl n e b SRR P ARt e
CONNEICEWHIF EgrdiEel Wt sommendi, tHey dmtcembindtioh GBSRRYLICRBYR) (Leu125Val)

dasiaesgl ._.The ri.ty of detergent
esolupl e/ ﬁ‘;ﬁﬁ‘%"ﬂ I_?e§S Efee?%f%%‘f %’grgl%nébén%‘}telﬁﬁf\i"%ﬁmw (Ffetristiqn sgyme Bam
HI ¢uhgnqfegiee dinallp this dyelenobyatotliisar copgitukt wathestirnnd Bpdogetiay -

Et%tél{s{lCAM 1) using Western blot assay (data not shown
staigiSppaiof REY qslielinspSiahlytBxprossing BRCAM-t t he sol ubl e
protein by

fraktct [ %p‘onlay é§98) . Measurenent of PECAM I

VestBFR BIEgT Javkyiehuiih eBiHSsewienlane) namediasReni) PERTADNA

consteintal wiktyps PECAM- 1€ ¥4niaaGh RO/ RS eR cc(n%'nﬁﬁ SRP (125Val plu
i with the délztlonposf

L.Qt echnol ogy .,. Rockford, | Wt ! a
563 %@J&‘?ﬁ%f‘%ﬁ% R EpiRE P Sl S asBia e on i i QinseQTetaictad el

werg Rojshted to @8 &0ugn $elesionh2BerMhot ciftdh RPVALSIaR S My,

I | ysat e cyt.osol ic or nenbrane fractions,
ol R s S i RGBT e mewaorerecent assay and
WesthBlotaseays tvith 3 @Ategeihy mudadrmyAmsul f at e- pol yacr yl ani de
el el ectrophoresis (SDSPAGE) and Western
PEGARIrfetsle srampexiptios ssyy pr obed by primary mAb of PECAM |
fol |l owed by secondary rabbit 1gG Finally the blots
we LRI s iseldtet from iiva ndis avith Heimbl Rengenes @@neaenibllowing the
mantta @S VRERIcRs] AREH r hthantizp-actin
nti body. . Protein qag%ﬁi.(I{ﬁ%%tf%%ﬁ’g(’cweéﬁréa’%‘é?"ffHP‘rFéfa“ i th
COMPIERET T H Ry DN A A sygthesized hierevgrse temscrBliat (RTNa@as! Wit both an
oligdad(th 1 PEGAMaAdot M xBr @ Glih Ml -
tqbua{n | ficaty ons vier e éoé]n%%%{aggl}) ofg(’gﬁgﬁ%g%ip?%egﬁ chain
reactiogis {rid fimg PGRY Were prensrad psingsnER® GREEN PCROMASTER MIXGOamy
4309084) S mresptic UBRYRRE, WS Sok e Rl | L &GORE L uence
(reaﬂ'.he% gel I g v%r ye%f?i xed | ngtzo’/o f o?ﬁrr%})g%%‘g%éh%nﬁed%gg% I?I}&TEM Q
R G Emaghing BomBiosRer HiegpaergseiofReRemuenistyd as Forward primers
(5*-3pendReeisk pagersi(11-30) f3ieweiibh @ sed §Rd 0 :
are: ﬁﬂc{}ﬁ& s ﬂ:} B E:lil%@)%sl |'s vvgre ¥ ﬁcﬁ?zadthbég)%%s&%bgrn%rb gse pairs)
: BRCA ﬁ,é& ﬁ CCTTCTGCTCTGTT and TGAGAGGTGGTGCTGACATC (150); and
B-actin: CATGTACGTTGCTATCCAGGC and CTCCTTAATGTCACGCACGAT (250). Another
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mAb for 1 hour followed by secondary FITC conj ugat ed
anti-rabbit 1gG ( 1:300)-for 1 hour at room
wao eqoperadure. The fluorescent inmages were vi ewedI/usiongo00525
confocal mcroscopy. Measurenent of sol ubl e PECAM I
protein in Cell Culture Medium by ELI SA Ren cell
pair &l#at:m1 %%%ﬂﬁm WepCcRAb heEGhGH: Epemuaead BT and

culture and I mmediately centrifuged at 000 rpmfor 5

GOGRTRGEES TRRATT HeT G (5 Bk Prastinraeneissyed b angnieralpaetrol. PCRs were
perfo?rﬁ&ﬂt%/%ﬂeéﬁr%qhe( Bildwin d%%rﬁlhlfﬁatfdnlc &¢ SZY%Jsodefn;thn@ QMfor 45

fromMI por e, ndi rect enz I'i nked
§Jfo

Secoqdﬁfﬁhlﬁwéfb*?}b@ﬂfalla&%)? C(fsaﬁ%wésﬁs gy esignsi gt 7 Hrfgeonds. Results
from Mﬁd&y 8t @CR%e?é’Hi@sent@dJ%ttﬁkﬁhl&’tgaeéiﬁ)ﬁgalfzgd todRBE A-Ac&h 4R

ection_of | evel s of sP . Transm gration

accorgglg é%,thg psiked %%vefbpl‘:ﬁqset a]( (=AY é@&{S)bl}fﬁe@tpSgpﬁe%We c:qrpgfntratlon (number
of coBiSHAY DN fenph@d §1adRaauaPFend. Transwel | (r) design (A

plate of 12 wells equipped with insert upper wells
Detedtirig PECAIVG 1GH ienidoiiR a9ldZ9tofdd fidacidsonat e menbr ane bottom

from Costar, Canbridge, MA) according to a protocol

dedembriechng cﬂmobuﬁhcyloﬁsﬁﬁ){en beils wetegiepaled accorlidgo ﬂ%al (57).
Br1ef&é#}3n gellél\@ he Os)nge A este? grw%t |a1|11d maaO@Sfob t%{ ttlmeso ﬁs 8%%5 gach
time)( Whdls ambmbcbkbxecedetnelVSﬂenwde ﬂgyloﬁddlhyrcaﬂnﬁgztnoa v@l4Ab ng fou 115 fmin at

4°C %I tﬁ:eeslu e?n ggsu thr@% Eo'r? ﬂl %) %%Jro&%ba%\% ILell tl o@?a

SubC@@uE@rgmwll@dﬁwom Pk Newethe sepethataht] cwkstie fraction ams mnglﬁae_é for 15
min att E§ Wg B%'at ﬁeJ ﬂeﬁet%%@hfﬁ% Fl{bﬁmfoa{roﬁ'd%al fcﬁ's %}naﬁez g%aﬂ@llte!] and

. Fina rate
SOlm\K)@P’JOEOHWé (evtesel %e@t@bf e alpe@atﬂme@s cmfpgeAgg%g)Q@ i @rfor 30 min to

obtaiﬁgéhéte?frﬂe%{b'reﬁ%ﬁ@&oﬁf(M@iQera@egat' on assay of Takei chi
was adopted. Briefly, "confluent culture of Ren

Prepsﬁlubﬁom&gaﬁisaﬁm@qn@mombﬁ o%ﬁdetﬂﬁ)q“r:fcﬁﬁﬁks pended to
about 106 cells/m in HBSS (37C) with 1 mM CaCl2 . One

m Trﬁ@{ X 180 sdiubdd id WBbRbIE FaftmhewEre greh@edvdih Sell Isaft (~2x10° Ren

o A R 20 T e LI B s

by deadctiny thié @E@hﬁé&iﬁ yroigcellolaceliadiadsion apeilt - AICAN-0f uﬁ%Westem blot

assaygggg 1?(9 an? asw gﬁnptlﬁ ??%Pt%rgsgg 1%%%%1%)?681%(3 c?nn cEn y 5¥)
Meammmppﬁém Fpluibit DO RAPSE, Son rast optics. Cells

remai ni Nng as '1's™or present in aggregates (>

3 ehlchii v&lré)lgl&}i b PeRPML élign grlloﬂaﬁl g@ﬁ)ﬁ lse'a% E’P?er&r €

expressed as th ercent of tot ce

Bioteglygioay e Roefert 16 s (AR Sonent | QY Completei 8T\ e Protease
Inh1b$cfi:%lJ Cdekat gt chd) %Huﬁlhﬁn%@nt? 257138 &f tbt@ld[ﬁﬁﬁﬂ %&ttoﬁmg Wsﬁ?&n LyRosolic

ari sons were made { pai r ed test, and p val ue
€,

or mqﬂé?é@e firetiond Totonat00-ehe G@O%Ieﬁ@tqﬂg Wi amﬁted to 10% sodium
dode@'l wmafetp@@aérylam@ rgé%le@fré»ﬁh@lteb@ (SDﬁPA%@%M WedGh ﬁﬁrﬁﬁ&%ﬁhﬁlg assay

ession I n _transfected ndant PECAM
Probegé’af@ﬂ%lﬁfér AR AN dedlogied, hy fqﬁonﬂsr@mblt ng, insfle @Fé&’t%e
visuaGakd |b§ entRBded Q:H‘efn%hm&&ﬁénf&eﬁﬂ boksRMre stMﬁfe@ 18 PFob8El wltlihii-B-actin

3 PECAM | _ gene ex si on 1{11 transfected Ren cells
antibody. Protein quantifications were per ormed with densitometry scanning of the Western Blot

images of both PECAM-1 and B-actin and the PECAM-1 quantifications were conducted by

standardization against B-actin.
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was wel |l characterized by RT-PCR and neasured by real

time quantitative RT-PCR (Fig |A). PECAM I protein
wore@s/onass det er mi ned by Western | nmunobl ot ( Fi BCT/B$2006/000525

Al t hough residual PECAM | gene transcription in Ren

(-) cells was noted by over-anplification of the cDNA

by RTPCR (40 cycles) (Fig | Aa), no PECAM | protein was
Inﬁ’@t@ﬂ?’é‘&sqﬁlﬁﬁ%&%c@l’}lcwo}?ﬁstern blot (Fig. IB) and IF

PECAM | protejn expression and distribution

%FB hefre giowy Oméhsqu@wmtﬂ Serglenceaihen pedis wrrp-fimggRin 4%
fo@famuﬁeﬁlapﬂa Sfbr 1 OmERRWaEBYM Snfpb R ¥HE SullsuBECAMhea BERR in 0.2%

on between_two Ren cell 1jines express
TR mq’ﬁsgforu R)inyE Fﬁ%aedcebtwwwweéﬂmhwrm@wng FECAM1
mAWEfoe 1 aBEE61168dd bysecidaly Fret borjupsal Bsi-abth x% ngo}h@t)) -fb 1Banat room
ari son W|ththt ) by both

B GO T3y o RSB S CoRGT Mg cant
M%a?éf\’?e?ﬂaeie S@ﬂ@ﬁ%ﬁ%@?@gﬁﬁ TR
38 n & rl}lg:gl?f%)%n%glﬁ ac Ea[egtﬁi_hom c%ugr(l]t cglF &t&%gg%%élﬁa?ely

cex(tmﬁlm@ at 5AP0 rp nutbeaﬂlbﬂledlpwatmmaeﬁherﬁl apti sortvargraged (3:1) with a
ﬁh’gp{’ ﬁ[cﬂ)l ?(Ellgpg g\%}g%fr&gl l\/ﬂlf%l?OIKE?e'dfO ﬁj}zg ﬁ?&negé&ﬁﬁe linke mgnu &osorbent

| nmunof ce analysis W
assgy (Fgadwie Bl AL BMS328s Bepder MEGHMet, Wigss, Anstifitg wag ue/@ﬂ’ﬁ@r quantitative

de@aioh%f{hgkgglggf@hcmg 2D), also enhanced sub-cellular
staining adjacent to nenbrane was observed which may

Trﬁ@sflm%(a joh Rgay NCreased in cytosolic PECAMI. The levels
ECAM1 in Ren cell culture nmedium To correl ate

our LEukaektd1ganef (Reh ebat R IEAVS é/'s Ia)ﬁ%:pgrrf;grﬁleﬁ Iblg \a/ gfﬁﬁ%@@ design

atients t h Chi nese_an
(Aﬂﬁg%ﬁ@%% ﬁ%@%ﬁed‘c@ m%?mupnﬁréve%mfluwge&éoww&alywrmate
melibeant detvini £@h ChltdrSPankiridge, M)%@E(ﬁﬁ@l@ pkdiecol @x@lvsd @Ifewously (55).

o S U e TR L st B s

gravofae Y eays uStHE@ﬁMeﬂce Ifeles coudibel dBtetrﬁlﬁedOdyl fludfeceehindiig With of cells

grOB%QK}\%.{;-({IUO we?l Esnég ceg)traaﬁ%%r 8{138 lé?gc%%esg.ﬁ\l %&23@9 5—69%% I;iells were

addzglint eaa]ggmaegmll and abiessiyto msmmdmmughmémcem ﬂibﬁbweﬁtfﬁl 1ethours at
37‘.%9\%%69/&1‘3'09 nFﬂEleKVﬂJ \é?7 céi% aﬁ%%@toltﬁ]e b%hgxn clls were 801?6@6(%3‘%1 counted.

I nNCrease I n Ion was observ

Cefl Wb ared withRen (+/ W) while slightly
i ncgr‘Le@g ﬁgl regation was found in Ren (+/ W) than Ren

(-)a V-H"ﬁloﬁGﬂégtgfe%ﬁmﬁfass@{f%ﬂl (%Wap&ﬁt e@qﬁleﬁy conﬂuent culture of

reconbi nant hunan rotéein éb; al n
Rep plls psregieiophied and djpnsrsed @1dlri>sﬁé§’e@|®ﬁﬁq utgf06 pgt @ﬂﬂ/lll} KBSS (37°C) with 1
mMCh€nu @h@ﬁiﬂ tdheuli @ﬁ@frhr@fénbcﬂto%lp mF’E%Mul plité aashecl 66

el | i nes (+/ and Ren (+/ gl;d but not

PR K H“é&QﬂW@t e o0 rgm[ltﬁe hep stypfpeéjbg itiog|of glpriagptishyde to a
ﬁna(l B&fbeﬁi&lnbﬂ oﬂB"/Q %e@itmﬁ&&@b{@nﬁmwaY%ﬁng fepRe8Mt49¢ hliquot of equal
e. subj ec U- 937 cells trans-m gration assay
Vd&W“e@i‘i?é ?4 ﬁé ‘i‘Bl arﬁemaﬁyt‘i’%‘ﬂ?{&‘?fl eElPl?fﬁf‘e‘d’égi‘% opptigs. \ﬁel}sor emaining as
singls calls @V\ptesteﬁt ifrlaggredates hecdllk ABS)Y wérResuntee lid nifENAeiray Bhth are

expresged as the percent of total cells present in aggregates.

64



10

15

20

25

30

of U937 cells was found nuch lower in Ren (+/ W) as
conpared with Ren (-) firstly. However, a ~1.8 folds
WO p@emases in U-937 cells transm grati on was ObBET/USINO6/00525
Ren (+/PM on top of Ren (+/WI). PECAMI| is a ngjor
constitutively expressed protein in manmal i an
endot helial cells and has been inplicated in
Stagistitet hel i al i nfl ammati on/ dysfunction (60, 61). The
fully expressed PECAM 1 protein (130lcDa) and a
sol 4 ptatistEatagmis wereraigulpiehEpm Haceeor roshindperteniedP s iR man
cOﬁﬁérlséns(v;’Je 1n§i%)b aRd ¢ mstam J RRRAGHE inkebWs (aLeonfiddred SBEMically
transfected {yﬁ a pol ynor phi c PECAM | bearing the
sig@ifeAt- nat i on of 125 Val, and 563Asn, i.e. Ren (+/ PM
i ncreased PECAMLI in deter ent |nsol ubl e fraction and

Chaxpetepization of BECAM-1 gwe(matftn %Pfeé%?q ingrapsfeeted Rep £d8i on,

? fgﬁé el P’\%Fgéﬁmj }%%g |a§<§qrptﬁlél éﬂgﬁ&gﬁ?}fl gfc %(%deRen cells, Ren

(+/WE§3&M-RenQ(E/TRM)pﬁér§/ oEERbd @i 10 BECAMI 1 gegg e:qga;tubmm tengfected Ren cells

R e e S T s S D)
PEGAMI-Ppdteaxhdsaeed detdrlamec( bygWedterk dndamdion (Hig 83). All;houglﬁremdual
PEéng ?33119 g)anscr(l){rtlon in ﬁ%n (3%%%6%3&/{&?’85] b ! g\}ép gm}élrhcg?ogl o(fﬁje cPNA by RT-

PCR&Mypb*))(anrlph) SWEE@&M Ipprotaia wao dqzibcaﬁtdeh 8tn apiyr Wgsdri bat (Fig. 1B)
amal@quI% hygmbogenesi s. PECAM | has been associated with
I'nt'er-'endot hel i al adhesi on and | eukocyt e- endot hel i al

PEg%tl\fﬁ %thﬁr& re&ﬁfntdnﬁlﬂlls@lrlﬂ)l}ﬁoglilﬁ hgﬂsfé&%rﬁéﬂ Qnat ion (47,

kocyte recruirting to endotheliuminvol ves

PECAMduFItﬂ&QDﬂHé RTSCRIa ?rﬂglledlt@ sHol a8y fR e ces BNPEOMNGene

endot helial-1i ke Ren ce , .Increased transm gration
traspripton BER 8 RempdulgRe TRESTRIGIEYET (B IRerinrrasEChAL L
profte@furédeld \961@ @lﬂ&@@éd andStaIVMell RsdBan1 @ +A18/R) ReM/ENT) 9GRS :@0WiE that in

CAM | SNPs on the rneablllt
ReR by Pt cSBRIPEOAMA) JEre pory e DR PRGN
ICV@IE] dad fekd i RueIaRF ﬂa&h&sﬁﬁblﬂdﬁl‘@ aafIGEd1 fﬁ)éct@dﬁ&bhtelﬁ@g $malnélganelles

B BRI TR T o

PE(IAQ’BI datetddrp atdstenBISEMhCOngE adueel Wghﬂ’bfl?m |CanfdcolRen

bbb e L S DRI L b

mapy io Rem (yeRM pesilsrimapondral t(ig am;@@mhanpwpb}ndmlar staihing 1aa adentgo

{ t .
mem%rc?g? %gﬁn(’bscrg 61{“% r?aggfﬁecﬁtlf mcre"esgcclen er St gﬁ\gl ng on
Thgﬁg@w I\#Itlﬁn kel ?&Jlllocqugpelrﬂ&ﬁﬁrﬂl ng the endot hel i um

|ntegra Ity fromintlammatory and injury stimili (69).
It S cRFPRORE AndilPdf RESHAMPECRGA-$ 1881s thé PRink Jr@faTPfatients (both

cellular activation via protei rosi ne
Chigeseae Indispanigestt of sSPRFAY g Rseﬁ%bwgere gsdium véas pgasyired gvithghe

ideh#dal @uiss&rm A@&%Q@t&f the IIE@EIS BRBECANESH BlcdliRlrEediBBROASBRcted Ren
to coll agen (K gous_125Val__of PECAM I

celieis Shoat DIPNIEIST SAp N GG [ H T et oy PBLAAR pepured i he culure
meRlu@SiTR £ OIS &4ls bvas BeBYEUsIdosf thad Rt/ WIT) edle (mg s

het erozygous of 125Leu/Val. Hi gher sPECAM1 (1.8
Reh @b10Sdersbatiod Qstags i n the cul ture nmedium of Ren (+/ PV,

whi ch expresses the cDNA

Ren cell aggregation assay was conducted to mimic platelet aggregation in vivo. As shown

in Fig. 4, a ~1.5 fold increase in Ren cell aggregation was observed in Ren (+/PM) as compared with
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of PECAM | carrying conbi ned 125Val and 563Asn

pol ynor phi snms conpared to that of Ren cells expressing
wOoZooRR@ANS | . Thus, there is a correl ati on bet WEENS2006/000525

genotype of PECAM I and the sPECAM 1 | evels Ren cells

have been used for studying endothelial cells (72, 73)
d Ren cells

R A i e 1 L&t
B WA GANE b PR Ol Mebi AN B I Rend&W D)) thaaeken e iThe

ad@gse IPes that” in
Pt & 2 REGAM abtpky).dy ?@Wﬁ@cﬁ@dﬂtwﬂhammmgﬁgt%ﬁ%nﬂ' he entire
extRie€lAMr [g-gRRnfafns \Mﬁ@bAMHE atgegg ) %/fqlgre%gt?%i ig g@? IQEgXI?/I-I

I rphi sms. Expressio
“a%g‘i"éﬁgﬁﬂg Fikliss e (HV T el BOIASN) nbRatt BREAS. R84V Red Bolls [Ren
(-}n ntiease mdetergent fraction of PECAMI as well as

SPECAM 1 mthe culture nedium which is acconpani ed by

U-Pficelbarsed (IRaRcelphlgrashal 8891 | on and monocytes
trans-(Ren cells) mgration. |Increased sheddi ng of

s PEdpayerno€ Red cefllihvdrel§udicordi nds t.o ,
to thiftfid 1@@%9}9!6 Rﬂg?e%ffa S Péc%{el in qg%ﬁ%gtg ?%%t“g}.gmaon assay, an experiment
oc datBEP o’ BFVhindie dr hpbptsotRes ctindomiy&y migration

Hi st em C
of (AR cellivmashwidongich Ioteamges (HwWihec : tin of
~1-@ﬁids%1c}€3§¥gk&9%ﬁ%e1?ﬁoﬁt osis( are? dec?%i%%egyl%% [sig'gi%ﬁlﬁgf)owever’a

with the —brmny RIS FEEHY tiebiepmpin RenGa/PM ofSopof Ren
WW@B) are grown on sterilized glass covershps m

Si )ﬁ-vvel | plastic tissue culture dishes (Falcon
as imslic@ed ¥‘%n i di ym.and a resh serumtree

i 'th%&g}-?%a%’é%?%nrﬁg%féu“fﬁlw’i6|’1)- dhsvistingapressed PECAM-

di along w't
! o (F0kSa) a{l%wg@qle RRCANIVE! (DAhPRSbdnl KRR Hun cHOB7 62)
a 2

and fagnadedpydiogesagyde (1 OMin DVBO) is added as
negative control. Next, various GSL (sol ubihzed m
t to exceed

DVBEN tansfecasdtath.a p¥e BRI O n
5638,01% of f} medi U %M\? gdlh%rre i's g|b§%%§§a°)%°8mgwt60@r0fézwalwnd
PRcUbat] O "PdREeed FESAM-1ap detuamhizsolhié Bactiv b iRRSs@nd

SPEGANd ] beithedt affe30Wcaaihessinl ol nol ,far 3 mm at
mond JRM A ENRES AL Ure. '1T-r11% Sfl x%ﬁg ng@:é} gnﬁmfdsceﬁéiﬁ%r\‘?@&?n ad
I's vvas‘ﬁlg‘& ingitinstipga Cts RERECAMZI0gent pdifm@phisms on cell

ce ar
agereggfianandmoneeyeddedhigtthd PEORIL€hefifls Qi AL Loom :
h ; L Aternatively, after tixing “ePhaB(f%H) via
E?;nige%ﬁqp E%altélg E)’l(r?l &5 1SattamcE g’%‘ ef%arce@v dledlikadmains(38 i o4 18, 65.56).
VilyFapeeatipe foaandinR en a¢ld espradsiae ol iFhed, earlier a
o SRR RS CAREY B iyl

such ﬁdlﬁﬁkﬁf)lﬁ&ﬁ%q? %rrgn%ﬁ gia?ezei F%lé%ggtgdn&pg%m@gp@si@mmﬂmas been

are score
associajed pifh dnterfingothdliatiebesimend jcaMR gte BARTCLA ; G :
transtibGHASGORS), 98l bScolid N Lbr ee o or e c LIRS BENGTarty during
bindh{-g: i‘%msnt s are considered 4pEpTdetheliumipyleg BReAMs! hasmiilic

- @Fé“‘dﬁﬂ@@@hﬁgsh@ﬂaﬁﬂa?te Riit cagm,?ifaeréalsﬁ'\da{;%igﬂéa& ?fﬁ%\& cells
thr tﬁQM) ¢ ] | l.uent u er._provi de W
. Ol:t h lfir?%ig;r i 5 SJ@WSA%% f%B’S ORI An Wit Ren 61 1Dy which subgested
po e{}tilaifo DL PG SSBE ot ho pereunabilityy xf @h@othélim. |ush PEREATS A Ye
at air bubbles wll

polymbqohishhtmdyh&d@p&@otﬁéliu%h{ehglg ‘%c\?\i'n Ii;]mla?taryi challepgrs pd prone to

atheron QL .be introduced a
BiB8tti ng of viscous matrix sol ution.

| The expression of wild type PECAM-1 in Ren cells (Ren (+/WT)) seems to have a negative
impact on TEM compared with PECAM-1 nil Ren cells (Ren (-)). A similar finding has been
reported in which cultured PECAM-KO endothelial cells exhibit prolonged permeability changes in
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nsfer 50 nL of diluted matrix solution on to
2éc-r|1-ra/ell of 96 well tissue culture plate. Take Cgirngmooszs
W a06DH4DHt r oduce air-bubbl es. 4. | ncubat e 3_7](C)_ECTV:I_ bo
di oxi de i ncubator for |-2hrs to _al | ow solidificati
of the matrix. 5. Treat endothelial cells or

respowto td 1adtirdihe 1r§('f;ﬁ?n§ té‘délllp%rﬁg"ru{l/tg g}é@@hfg—ﬁ%c%sﬁ%%%%aﬁ aglls (68). Thus

rect 3&@%@{5@%&3 FhgModdasdis uote on mnistaininpahd edbthéRnNA¥E k) Fom

. - . i i ' at this stage
1nfh|gm’(g-tcﬁ.sié a{dgié]gla@%gﬁl)1<§ S%é | IPIS%E???%Q ﬁ%g?l?g&g[élr actsap pn Jclmbgqy_o‘f gellular
actﬁzﬁt??q,v&ﬁrgtg%{yreﬂpq Ialiaaée-ét;@pﬂegtrmg‘nahng mathweld as fselvbsas We Hlnbltory

di oxi de
brtthit enophlark£latelét redpBIEHPBLEIRL) 36T §ar bon ¢
recicprjlcubat g? ov?r%ieghrfg.p Typi cglllﬂ%yn{%ube formati on can be

- i , N ocunent e L
s eegc-)raéwgmu.s 6,25?: ﬁé ?ﬁlgEocﬁﬂgléle?frs] g%?ﬂ%gdsng\? | p g)(le S ncrease ofs . AM-1 in
plaglga x 16111)%125 E&) A}gg}roay&o% 6@%}1 gllelgplughstaipryeouaof WILen/V z;:rlJ.0 Higher
SPROHAM 4 i} 8 fHd5w6s foinel it Hen@ithredbedkNos %EH EOpS. \"x!f:}i]cg%%pres‘?sés the cDNA

nnecti ng eac

of FHC AN S 5y d}}ﬁocec)mblé)llireg ?&\éﬁmﬁﬁg%wg@@%msmame dfat of Ren cells

ver age er :
exp%mv%mé’l‘ﬁmwl. Expelicre e B bsreddion bolwbs: g@f?&ﬁ)éelr? PECAM-1 and the

b i es per agoni st/antagoni st treatm
SPEE%%E? I(Ieér?%'s 1|.o Rosg R. At heroscl erosi s-zgn |2nf IDZ\r/rirrgtSoerl)]/
di seas8ls i G usdd ud 199e9. %ﬁ%a{ 5(_7]2, 7ﬁ) alidaﬁEi: A1 eXpr,ession in
rdon JL, Gearing A Piagot el ey ) ankelttA A
tran W‘?d%ﬁél@ﬁ ressmples thiien EXPIAES s PBOADL-1 fEccAGRE RieH Qells,nwas stably

| PECAM and E-selectin |
tranifﬁit@lﬁahdg t@ﬁeéjfgﬁggélmg% g%@w\?%{% ﬁg}{l\é of. f@géypf and 125¥31 apd 536Asn dual

hu _ .
pol 1 . Cellular adhesi on nol ecul es an
YEPH%%T’ -oscal ZOJJI\/Ed. 1999: 107: 85-97. 4. Huo Y, Ley

zt E%égsgfg)fq gf}ﬁﬁ%@mo@m@] polpnérehioue RS Thiand A61an B{n%&lit &Ris results
in anSiyaﬁde in23f¥gedt AhctionT PESANMPY aigbélloas QE%B ﬁie ci ’allre gleglium,

i Y, Higashihara ( _
Whic#g%%%@)aﬁgd W%g‘il;!ésled R@Lﬂ@g@%f egagipif drdmembéyads it@is-@Bh w@{}i&i gration.
Increpsed shadring bospaC AN i icgsrd, Meqi@h goryygong%e goliﬂ]c?%?eélt]b %—éjfl S
8GR pPLEsent on neutrophils, nonocytes, 6
SPEda{%é_ activated S ynphobl asts. Bl ood. 1985; 66: 873-81. 6.

. i -\ Lyman
lmgc?l EHC@T ?fgfhl%%bgga gﬁdie%%ﬁgr)%ﬁcg%c é}ﬁages.m the
nucles¥ ch celly TREEEOMS apQRiests grecisteste bhsainingwith Gle BINA -biading

relation to a

fluorgrbrnencd DABDY Grild (§ x 189 iargdvn &%ﬁhZéE!ngéaE?éé%a%@ﬁ d‘g Sixqyell glastic

tissueoéupﬁjle qgﬁ%ﬁ?ﬁgﬂ‘:‘ﬁéﬁ%‘%ezlp?@?’glrﬁ&&ﬂ%?@ dPrerendraaklin eakes) NOel A fter 24
h, rer%g/\é &_edi%@ga@(;i hdd1fsl) &2a-Bée mBdiun(@Rng¥ith BLd QWSHe i Ocﬁrrr‘lgthyl
sulfo@le BRSSP R selVhis TR chntrél, el b3 }I\//cllrocLe?a(I:ne}lle! %1%&&\4012 DMSO0) is
added as a negative control. Next, various GSL (solubilized in DMSO) are added. Vehicle control
(DMSO) not to exceed 0.01% of the medium volume is also added. After a 24-h incubation period,
cells are washed twice with PBS and incubated in 30% acetic acid in methanol for 3 min at room
temperature. The fixing solution is removed, and cells are washed twice in PBS. Next ~ 20 pl of a
solution is added and incubated for 5 min at room temperature. Alternatively, after fixing, the cells
can be stored at —20° for several months, brought to room temperature, and stained as described

earlier and transferred to a glass slide. Next 500 cells per slide are scored for the incidence of
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mul ti ple functional domains on human PECAM | (CD31) by
nmonocl onal anti body epitope mapping. Cell Adhes
WEHTH4031.995; 3: 45-66. 9. Ki rschbaum NE, Gum nBCRIS2006/000525
Newman PJ. Organi zation of the gene for human
pl atel et/ endothelial cell adhesion nolecule- 1 shows
apop%ltllz glFrQl%tln ?llar}éleg gﬂ;lﬁegﬁ o%&&e%egﬁ%% Qﬂ%égg%éhgcg%@pé.?Cells with
threem momhtoaratlmaglmtsgalre @nsidabedapopotichi | | i ps DM PECAM |
d for transendothelial mgration of
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numb%gélf(érﬂboai&%ntg 8f th®PvenBOR BV e BeenBerifed. GRNErfiRlcsOH Wil bé:ﬁﬁ&stood

Mul | er WA, Monocl onal anti body to rmnuri ne PECAM

that V@Eﬁg i‘)“’dlﬁcé%%é g bt e e REAPRE T (B ROt 8 e Ay inventon.

Accoldddy, b3 shlbod B 64 -wifhh thé-4cBFk &f the NdWInd Haimki r 02 A,
Greene T, Polizzi E, Muller WA, Mgration of nonocytes

—-ﬂ’—-
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across endot hel i um and passage t hrough extracel | ul ar
matri x invol ve separate nol ecul ar domai ns of PECAM I .
wQ 2743l 1995; 182(5): 1337-43. 67. Nakada M, PEIUS2086/000525

Chri st of i dou- Sol omdou M O Brien CD, Sun J,
@Qurubhagavatula I, et al. Antibodies against the first

Whatl % Li Iﬁe domai n of human pl atel et endothelial cell
RHRLES%GH ol ecul e-1 (PECAM 1) that inhibit PECAM I

1. - depehsinthsshoimppbit oflacthaodeesdtio disbdso tlka subjesticy@prising:

neut r ophi | It ment . I ol 2000; 164(1):452- 62.
6@‘? el@fugllé%%gé&%?ﬁs%ef%eeﬁm%ﬁ, O?%F'ﬁ’éei?ﬁ é“i“PM Osterweil E
J uerdéaind\the Ranoitype Satueto adubjedlstrisk efllevelsing @therosclerotic disease.
pernmeability and early onset of experinental
aut oi nmune encephal onyelitis in PECAM | -deficient
2. nilbemetBodfickirh hyfexher 2002 jsing @O 3ting 8B-gBiZbtyB Statubltmherapeutic
treatnEr}t: Newman DK. Signal transduction pat hways nedi at ed
y PECAM I : new roles for an old nolecule in platel et
and vascul ar cell biology. Arterioscler Thronb Vase

Bi ; : = . : '
> oL it e e S e o of
immupm)legies] metheds9psdgpdncial mediofis. adhesi on nol ecule-1 is a
negative regul ator of platelet-collagen interactions.
Bl ood 2001; 98(5):1456-63. 7 1. Zi bara K, Chignier E,
4. chleetbodef chig L grherin e REE-4ME eqaaiypr/status a pnegir more of amino acid
positidtMo ded @360 Bre Qbte@imigessi on of endothelial intercellular
adhesi on nol ecul e-1, platel etendothelial cell adhesion
nmol ecul e-1, and vascul ar cell adhesion nolecule-1 in

5.  aUhd methéd &FRlatrg s, veHReiDihe BROAMPORILOS darlsd® bheldr &itke nucleotide
wild-type mce. Arterioscler Thronb Vase
8-

... conpar Wi t
POSItiGRp g5 %S‘g%g, %(Elf’i?ﬁ“%“fé-s 96. 72. O Brien CD, LimP, Sun
Al bel da SM PECAM | -dependent neutrophil

J,

transn tjon_is ind of nonol ayer PECAM I
6 TR st TP B 1o T0% s i by BER
metho@s3 inudimolBgica) MBtheeln, s€iendid déthstls Mxpid&avdvehof VECIAMIL Revel of

o Yl T FECOM b (R Horegl s 2 oD,
assaysesudlo edwlbisitin, TaklesdothdloDehibraBinoind 209&eASEY.| ) : 173- 84. The

references referred to herein are each incorporated by
reference in their entirety. A nunber of enbodi nents

7. ofhethehadpf elaini Grwvhemine GRemathodbsiordnb edmomief enktirad RGR, PORE

reversg‘nfé%décr%?atsﬁpéﬁréEI?e‘?é]-'sp.teQﬁE F&ﬁri ous nodi fications may be

out  departing fromthe spirit and scope of

the invention. Accordingly, other enbodi nents are
8. Wik oL NEri Rk o j i

O o™ of "R Saf B Ryofhs bonpe sas
correlajgs viBipsseapesrisk pEdegiplapingen riferasclautsicaliseaseonpr i si ng:

determ ning a PECAM| genotype status of a subject,

and correl ating the genotype status to a subject's
9y Thamethod pé glarbivihgrely the vl grratipe stetug isoaa giemorp of Yplgkamino
acid pd¥RioR a8k, @f at GhAdoMid poshiish BIE A& 8R0Sk AP GRS BB dubfotide
positiog%é)st ype status to a therapeutic

10. The method of claim 1, wherein a wildtype genotype status correlates with decreased risk of

developing an artherosclerotic disease.
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treatnment. 3. The nethod of claim1, wherein the
genotype status is determ ned by one or nore of
w0 pavannd4ef)i cal et hods or sequenci ng net hods. BCT/Ukm®06/000525
met hod of claim1l, wherein the PECAM | genotype status
at one or nore of am no acid positions 125 or 563 are
erm.n 5. .The net claim1, wherein the
11, DR ShOE . SeaTin e gt R EGPORb S E R TG oo Leu e
aminP&3d pdsiios 137 8 dmudibBide posttiod SVE 1SEH M etlinoGcid phatidmetchat Gok
cl.aim, rein the PECAM | genotype status is
n“dealé%é’roﬁg%{gggy PCR net hods, i mmunol ogi cal net hods,
sequenci ng rret hods, expressi on | evel of PECAM I, |evel
soI bI e ti.c MV | NP
2. R ReRReag YR B e B b el oot
with erdtespensonaness ofartsmenrtd dtetapduwdic kreatmetat i on and
angi ogenesis). 7. The nmethod of claim®6, wherein PCR
nmet hods are one or nore of real-tinme PCR, PCR, reverse
13.  t rémgethop vAdemPCRyhaein Hielheinezygpe orifiant PRORM-Bgendtype status is one
or mAfE b0 ablonCleth oy P! 851 1 A BB ABOGKHRS TS Bk b
or terozygous g pe st at us correl ates w
aming paid postions -‘rﬁ3sk atﬁoﬂd@ml@bmblmgtlw 16%% Nekab beth embnoiacid positions 125
and A@h %%ﬁﬁanngo ac sﬁrﬁﬁshﬁg chG & lb@tjh %?Xeotlﬁ@ﬁ&ﬁ loHs 5’}3%113( af ’t B
genotype status is one’ or nore am no aci d
nuclegigdsinopitions48%8. G at nucl eotide position 373, Asn at
ami no acid position 563, or A at nucl eotide position
1688. 10. The nethod of claim1, wherein a w | dtype
14. gethsmipfed of drips!, Sthersompasnggoppnidueedacspenticaroght of an anti-
aﬁhe@w§bﬁugagt@ﬁﬁe%§daﬁroscl erotic disease.1ll. The net hod
of claim10, wherein the wldtype genotype status is
one or nore of Leu at am no acid position 125, C at
15. nurklee@ttod of Qs 4] PRerdd the aﬁeart@fosamoﬂ@ag@ﬁti ImP@s&h brie®R more of

I U N NN e A
blocl@ﬁ[ﬁh@ﬁbtbﬁsiﬁ-b@iv%m@ aizy ek A ES) iibitorsy) Dicadponat-vanaessg ACEa
tunor to therapeutic treatnent. . 13.. The net hod of . .
inibftf e ESa bR GhatdeE e R Visinoai PR conteining ACE
1nh1bg@f§1@tgy, ;Fesiﬁctpat asgioisnspnél receptobbleclefs , Vadodiddtorly @tidiaa giytsides/anti-
arrhy%z?gc" %%re 1cst, o%eis%: Fﬁwﬁéggt bOt B(a)tér}s,( Iugf:a::ststatd e@@a%% t p?asfgsttaﬁm
rosuva&llaﬂnenmvdetlp,@sm‘tals@m fdlﬁaa;i RMIR iabibibws, lor clrlaserodefifldx agents.
posi tions 125 and Asn at both am no acid positions

563; or G at both nucleotide positions 373 and A at
16.  bolhk metho ebelainie 4pyghericongyisih@88-adiigisteTing onretr ek agilitional

thera éé@e&tstJtHééu'B ¢ conprising admnistering a
her apeuti ¢ anobunt of an antiartherosclerotic agent to

the subject. 15. The nethod of claim 14, wherein the
17. anfhe nRHoREF Q& 187 FhedrGn AQEMiti STAREARESe QBRs B ofPESRE of an

immunomodulatory agent, anti-inflammatory agents, glucocorticoid, steroid, non-steriodal anti-
inflammatory drug, leukotreine antagonist, B 2-agonist, anticholinergic agent, sulphasalazine,

penicillamine, dapsone, antihistamines, anti-malarial agents, anti-viral agents, anti-proliferation
agents, antibiotics, anti-cancer agents (tamoxifen), cholesterol sequestration agents, cholesterol-

efflux compounds, PECAM-1 peptides and synthetic PECAM-1 peptides.
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statins, fibrate, Fenofibrate Bezafibrate, aspirin,

warfarin, niacin, beta-Dblockers, calcium
w@ b@aneddbs ocker s, angi ot ensi n-converti ng enzyneCT/BEHED6/000525
i nhi bitors; D carboxyl ate-contai ning ACE inhibitors,
e.g., Enalapril, Ram'pril Quinapril, Perindopril,
18L1 SiTROREMbA at e-cont ai ni ng ACE i nhi bitors,
e. g. os%’n%%{h?lﬁﬁ rel%fhg ﬁglﬂe&')‘ﬁdf"log? @é@ﬁﬁl@pnemrmmk@wfsononary artery

dls\t;%lsg éf@qlqe,a*{aw@r digense] perqahgialﬁtﬁ@@l dikR8de aﬁhéd I%Eﬁlﬂ:ﬁl QHM Beclusive disease

(PAODS, &ihkS terol -1 owering drugs, stat
di % ug/as a? cuesis G%J\]/cggt% T C"“b%’%}%{ a5isi %ﬁlglogwﬂwagp‘a‘ovamular disease,
130ptRY, 8@?%1? irqﬁmomém ydobaity relatddopiceasdidl, PPAR

|nh| bitors, or cholesterol efflux agents. 16. The

Eod of claim 14, further conprising
Hhokdeloimg L, oﬁv@reorthmﬁmoaddbﬁd deade id &ﬁ%ﬁﬁ@%to&* Stherosclerotic

el Stetyide od of claim
per\j\qﬁ erein y?ﬁ egbg cde|H§H| %ﬁlgl?er%%“ ?’aBCCE}F & H’éﬁaéﬁfpéoé?)b CoFRRArp prtery
T ST héYﬁelTeﬁWh dizbaies) mﬂ@m}la‘talge/ﬁftculaﬂm&dasd ﬁﬁ%@mg@&é’ systemic

sclages(8Sc), iBflaHaRaas bhheQidtl L non-sterio

car@ft i nfl anmat o?gl drug, e C%o ki eqisﬁ%seacﬁfmﬁ@é?ﬂi“%tf‘mo‘bOVaﬂaﬂ
2- Aot é’(reedé’ﬁ‘f’%l%hol i nergi c agent, sul phasal azi ne,
peni ci |l | am ne, dapsone, antihistam nes, anti-nal ari al

0. 20€ viral agents, anti-proli fer ation agents,
ant@%ﬁﬂl?(?%tsg deglﬁlg 2 SeAFrE BF tr %@W sf it agthericteditik disease, comprising:

c hokesingtiel prasepd esitsaict 8 RESHY I est er ol ef f ux

nucﬁ@:ﬂ}%%gﬁ‘ij ECAM | peptides tc’f%%‘_\}n%{& %Eﬂl%lfl position 432,
pept H?Haofb?“cqﬁanumqme wﬂamuﬁsz{ $FPECAM-1, and

ar rhrglaimg laEpI(B!ieln(‘b cd‘laszaaﬁ@n biSheliYzy. Ol Qro

1ncr@a§éd%fs¥ ofjérﬁlgl%sc erg’ft r(f) vascSI ar %q’ué g%gagon & anblﬂ(@ %n of
artery disesse oW AEE per i pheral artery occl usi ve
cancer,

di sease (PAQD), ather ogene5| s, stenosis,
cer ebr ovascul ar

21. cang n eneS| s,
di s e%ggﬁ&%(?gt ﬂ? bé fur& g figng me}?@%@ﬁ gbserzon df oiremiidnywith an
in lqa‘QQrJa{fégcr@gq@r@g éTcl‘eESSUS}ectlﬁll delepp ARANAGIRtic Glsakdn 1.

wherein the artherosclerotic disease is one or nore of
atherosclerotlc peri pheral artery disease (called

22. pefhegprodof gleine?t, whercinvis dercitise0@pescl P@@Q)g)hpdsc REARN o%ical
metha&ﬂst Sitenthh 8 BRBG s, %{jp SK&s v% g@%ﬁ&bﬁz{ ?ggqu é)lirg@;glp tsws! 9f PECAM-1

nfl ammatory vas
pme&/%‘ideei‘f?wesl%llle@?scﬁ?@c@%t) i nfl ammat ory bowel disease,
Chagas' disease; cancer, solid tunmor, ovarian
reecl anpsia. 20. A method of sel ecti ng

o R rdee of dpm

i1 a f Of rim; Z0ekirthes ﬁPmmelramdmrnﬁslmeﬂh@s eeb&itic Gmount of an anti-

art Clds(fk@ﬁﬁ;%gerﬂﬁj’m{ub LGvin St resence or absence
of a variation %t oﬁggorﬁﬁ%)e#lggogi VaH Wgo’élﬁtfiﬂozb’%%ﬁsf"?f@ﬁm
432, nucl eotide position 373, am no aC| d p03| tion 563,

24, orA methddefot detemP@ sl thd tﬁ&aﬂe%ﬁca%mt? EFA canglld%ﬂa arﬁle%r@fer@%@}wgent

ina s®R & (%atln an presence of a va
as gt SRR t h an i ndication of increased risk of

adttbreriosgcd BEQANC] @h&?ﬁé@atus%}aal%ﬁ?t&%chﬁgfff BH%I gl m 20,

Y conpri s correlatin abse
va%tlga?&%a ngttrﬁatﬁ‘ﬁlglaﬁ]&qr%sﬁﬁoﬁﬁ digfasgiggndagesubjécgk t hat a

s edspinistering d therdgveda0p c@ectiRes, A a
hgg of claim 2(';1 p\?vhgrlel rllﬁbt%ﬁ%eCR gtgﬂéig i r?atec%%ﬁ?szé’é’gc agent to

CR net hods, i nmunol ogi cal net hods, sequenci ng
nistioining apopressienrtriheweierf RESAM L E{% ubjeépr essi on
| evel of PECAM |1 protein, and enzyne TPEE

PECAM | .

the su
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23. The nethod of claim 20, further conprising
adm ni stering a therapeutic anount of an
WwWa@pobar4ber oscl eroti c agent to a subj ect havi nBCT/082006/000525
presence of a variation or heterozygous variation. 24.
A nmet hod for deterrri ni ng the t her apeutic capacity of a

di_dat eroscl tlc ent
s cabrr iR s Pt WTrRG Patiion POy e SHR ik fpigres
that tba,dapdadz:te amlemsambttc agént & eSidapient ; determ ning a
pre-treatnment artherosclerotic disease status in the
subject; admnistering a therapeutically effective
26. arihemtethofl ofclaanid) wetr@n tha pie-tesatoieat s pbetieitinentaghamosclemtic
e a post-treatnent
dlsea;quﬂé%(%‘%?er%@@gm%&ésggsgzémsspgt us in the subject.25. The
nmet hod of claim 24, wherein a nodul ati on of
27. ar’IthQﬁ{ o !OPJIQ{?ZQI Qﬁﬁ?&‘?ﬁl@ dﬁéa@é&ﬁssﬁeﬁgbl’fe@) ‘ran%ret& @theatfbgrgm blood
candi dat e artheroscl er oti ¢ agent 1I's I caclo
vessefperabecspiod flgid, einavishipil, semers@rmcetlh empzryemt: tigsae, pechiungiiague
post-treatnent artherosclerotic di sease statuses are
determ ned in a diseased tissue. 27. The net hod of
28 cl/ampthodior drimmiing theibergpeytiaeaparityiod s crudidate erferaseleretie egent,
compfbin@ heart, brain, blood vessels, cerebrospinal fluid,
synovij al fI uid, serum stemcells, enbryonic tissue,

aePidingp Ropelatice of gells NithtpHn PEeAMck esmalyp S50 he
t tteﬁta@agltne%ewsaﬂﬂm daidi@fic Adnfpafdirdaise artherosclerotic
ent,. In prOV|d|n a_popul ati on of cells
W%Ftﬁnan% E@%&m %@Sf%ﬁtr%t%?gem SB e adisch ghekia 2
decresis@lin Gnevk mbrea)feaeatpleatue GORROS] fevedblood REicske e EINEaMoAGn@Bxide

th dat th | t nt t he .
oS o a3 B T Al S0 SO o S,

strokd) bmﬁd‘.téceperlphmil Rtk qilaqheM@iure hino thei@htasisO fenot @v@th, lung function,

R N TN R N AR -

cholebtérdf[élgDIf @), lawr éepsigtlipopreteinabaltstaralt(EBDL 81 dppligipatein Al (apoAl);
apohp%P} Hh]g%zfpﬁ%g ?‘?uerot%1ylg§1&p§aa fIU g?egctrngg”g m%lsﬁEFm indicates that
the candlgtttatomsltmmma‘tba:dtﬁxtae@mer ol (TC); triglyceride (TGQ;
hi gh density |ipoprotein cholesterol (HDL-C); |ow
density |ipoprotein cholesterol (LDL-O);
29.  apgdk mgbpd of aiin 28] fuythep oxhprisinggorrdlping thetedeet oBth¢ sgndBte
aﬂheﬂoécﬁé@cﬁfc%%&x’t Q/(tﬁ‘}he ETR)Q}%L sP-sel ectin, PECAMI,
sPECAM indicates 'that the candi date conp03|t| on
maybe efficacious. 29. The nethod of claim 28, further
30. C qlﬁp [ﬂe‘éﬁb@gf &R "8) Bl gorﬁﬂ?ﬁmgfdgt@t%mﬁé thb bECﬁﬁfij kg@fyﬁe status of
artherosclerotic agent with the genot ype.
the celipprirs dp @fetiey papidinsthe eidlst her conpri sing det erm n| ng t he
PECAM | genotype status of the cells prior to or after
prowgcﬂ% the cells. 31. A nethod of treating a
3L sdppeRed Airetimeasppies Siicrps fiop a%lteraﬁlstopedlaqageeaog@ﬂsmg

C qetarrmh@gpwat@r gensﬂypastausPoE%Myéct aaman y¥Pesubfedd M Of a
E)Ilm ect or g cel | a_subj eﬁ a
nistering a therapeutic amount of an artherosclerotic agent to a subject with a

heterozygous or a variant genotype.
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adm ni stering a therapeutic anount of an
artherosclerotic agent to a subject with a

whedoeoByyous or a vari ant genotype. 32. The nepdiDUSWN6/000525
claim 31, wherein the genotype status is determn ned by
PCR net hods, imunol ogi cal methods, sequencing

e ion l.eyel o ene, ess
Pl BEGI BRI S PE Ry YR PRBRAAY PR methods,
1nnnu|ﬁEGé§Ml Imettd3s, séﬁhﬁxcﬁigtrﬂbﬂﬂd@fex;ﬁd:s&bmeﬁél of PEAN Ngehél@xpression level

S a_nmanm 34. The nethod of claim
OfPE§§R&§B°reén f TR SH"?%F f%éda‘ﬁﬁd 35. The net hod of
claim 34, wherein the human is AS|an 36. The net hod
of, r t rt heroscl erotic. agent
3. ¢ g FRLB Sl il B8 ol 035 Rl R it hoa o
cIa|n131 further conpr|5|ng co adntnlsterlng one or
[t o0 the heterozygous
4. oGt LF QBB IREAERE ORI EAE (1'% s
further conprising determning an effect of the
35, ATHBELAREbENARIG, AUFH nOBuhfiG, aubl ect, wherein a
decrease in one of rore of ood pressure, cholestero
| evel , bl ood glucose | evel, carbon nonoxide |evels,
36.  NiTHE hRhOX bGai8Y SlherdD@b %erdga@xroﬁc éée{ll%ghl riP RS (B 17 above).
heart rhythms, heart failure, Kkidney f Pure stro
obstructed peripheral arteries, plaque rupture tunDr

37. nﬁ‘h@%fe@@ﬂ 8f cl&tnlﬂﬁ@ rfuﬂﬁe@%rﬁbns ng Qg-afiﬂ*h'ﬂf%teh R8onco? Hore addttlonal
ggregation, cell mgration, total esterol (TCO);

fll@fﬁlt@flﬁl@%g%ﬁ%@lﬁtﬁt@ygourﬁ PhYRrigeehies | | popr otein
chol esterol (HDL-C); |ow density |ipoprotein

Ies ero ol | oprotern Al
g‘ 51 BJ{Céqglﬂ.Qlé f(x%l&a B%j IIpT}S 8E)tFr8PJé‘P$1f11af)f§eEtL°$ hg)ajtherosclerotlc
agent%i?ﬂﬁ@hlﬂ&it IWhereEE@%Mehs,e 156tk GAMok, of blE Fr8dse8, dhbﬁttexbtuevel blood

candi date co e efficacious. 39.
shucof IR bt IR e HBF BFAF 1Rk “4F o OGPy BpEe hese
rhythldt'; &%Sﬁﬂtirs, kiriey fafturereke) bbsandttbyeaipiod < adries, p[.lﬁﬁd fpRfeatumor

di se eri pheral .arte
el Tk e SRBRe SRop il Sy Pkl R il cro
trlglytﬂylpe(‘]l(ﬁnlsglod‘ﬁn&dq lpbpbes, cthnsftd:ralr(ﬁmIEE)y lowateadity dipogtoismakeesterol

[ 11 iS4 tem.c SC
LT ol R4 Bef BRSNS R, RE0 S ERED Qagg ap secein
PECASGI1i PECHMDL , indivedasitlaan the arclidatoramp@pitoe olag bpsifiggcidusing
di sease, and cerbrovascular. 40. A nucleic acid array
conprising wldtype and variant alleles of PECAMI . 4
39. 1 Thpymethedplpladg 3&avhieredvibe athepsdersiindjseaseps arteer more of
arther@%ﬁeﬁﬁ§ %@x%hg{agme%ﬂcgszc%e éﬁggﬂé@%@fp ??Irﬁﬁ&?%%cg%gfr% gg&;%sg l('llg&’(ﬁ)ﬁ))
Coron%r @rt%m disepe, tsﬁ@@i%ef@ﬂnﬁlém, diabgfesp @#@m@wsvavalar gisgase futtipte
sclerodid 3yddrhi€ k@érods (I'S@&)efﬁﬁgrﬂﬂgcyﬁl HYREI d@é@&se thageﬁ &i@3; Ghl&! Biid
a honozygous variant of the 563al e; heterozygous
tumory Qyafigfhgarqyomappreecampsin, lunglisepsg, and ﬁ@rb@mz‘g)@ro us vari ant
of the 562 allele; heterozygous variant of the 125
al l el e and a honozygous variant of the 563 allele; a
40 honslrigaeie airay soRmrisigs wiltiared vaanialislen P EC Aoz y gous
variant of the 563 allele; a honbzygous variant of the
41 (%% el e_and heterozygous variant of the 563 allele;
: am§strlagw% iny xgregsefl £p@-ong onyaeHR 9 A emRozEgpYs Wild
type 1ais bledke a aém&&gdwtsm anepeZhetafh@gbteazlaa;tnedftﬁeus aflble:Cd 1inidL¥hbus

varlanyé%kﬂ%}dﬁ_lg e acheterozygou '(filil‘lsal%s of% e 569 al?ele a Ii'tomozygous variant of the 563
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PECAM | CSer or PECAM | CLeu- PECAM:-| CSer. 43. The

isolated cell of claim4l, wherein the cell conprises
wo@e@eorH0sor e of PECAM | CLeu- PECAM | Gser, PEQABA/US2006/000525

| C eu- PECAM | Aasn, PECAM | Gval - PECAM | Gser, or

PECAM Gval - PECAM | Aasn. 44. The isolated ceII of

claim42, wherein the cell is a Ren cel

allele helgroeyaays wariant ohdie l&éével%%’&@é’g@f%@wq of bgisgh gl ¢ he

heter@s}gdﬁabar&ﬁmmteaes ange 9ld aﬂi@h@z;@tmsa«aﬁaﬁaﬁw%wwel dhotnbREous
etero ous

el e; ous 563 | el e;
varia GF 8¢S oL ROB AR T aep 53 SRS MR ARG ot pdhe
125 aﬁéiﬁaraﬂ He®tRygons Veeiattiof Zhy:]gew ﬁlle‘l/eagﬂsaﬂ}ﬂinl lo@flgohbﬁﬂ@@ge alslagbie;a
a ho ygQus iant of the 5 al l el e; heterozygous
Imnm@ﬁ??%%%ag%e?%%ﬁ%g@ﬂalIeIe and a heterozygous vari ant
of the 563 allele; heterozygous variant of the 125

al us. V. riant of :
2. oS BR S Cor R AL SRR S e 05 o8 o R ek I Len
PECAAmﬂCSnumBECAhEMBﬁﬁ1%KM@M&CS@ honozygous variant of the
125 allele and heterozygous variant of the 563 allele;
or a honobzygous wild type 125 allele and a honbzygous
43. 5@3e¢ sblaetl eeloff cRECAMWheredBhe dllicpaprisgeoicoranomal PECAM-1CLeu-
- | ul I ' ri
i P S e s e A S S T s
1Gval PEGAM-bwgn.563 aIIeIe, a honozygous variant of the 125
all el e al one; a honpbzygous variant of the 563 allele
al one; a conbi ned honpbzygous variant of 125 allele of
4. 1 fThe selgted relkgfelaim 32, whesinttheged derRen calhi mal  of cl ai m 46,
wherein the animal is a nouse, goat, sheep, horse,
rabbit, pig, cow, nonkey, fish, or manmalian enbryo.
5. 48 tr%&S&Pé@ﬁ@fﬂﬁéW@bﬂ%?hﬁS%%E%Mﬁm FEergia Hife RS CRPRESYIPRFPr more

of a hbY ds wilh@fcabRalldhe a &WF(LUS @mrelesﬁe‘ier@zy%&ﬁ v‘e(@z[n't &fthe 125
alle a 563 variant allele Pe al l el e;

aﬂeleoarmawwauwmamﬁ&@é 12} pligfeee h@erozrs'a@m\yéranb?f o Sl %8,
homo¥eiiEtaitadt BEhY 661 DleclcCIRIREAyERS vMERCANMI @5@11'616 and a heterozygous

vastan] g0 003 5] b ERS ARG e e ot glﬁ@fgpgse@mm of the 563

allele’\fﬂﬁ%&/ﬂvgoﬁﬂ_\eiﬁal%emc 1YPHERAMhEYAbmMoAB®RE variant of the 563 liﬂlele fa
vPECAM 1GVa n, 51.. A kit for
homo g R ST S ot el A PSP P SE et O Bepaga gt or & hbme Sfous
wild tg@ni3s aBélagnd adlomgppuad 580 hildeoftaiade-1t hat differenti ate
the wild-type and variant alleles of PECAM | and
instructions for use, wherein the allele anm no acid
46. pdsiranpgenic4Bithal ovec brqmsi;in@Pm@m 1i, oher8id Bye aaimah congeis¢lone or more

PE .
ofa cgrgﬁhéflhhgﬂik%ggus W Eq tg;:ﬂsc Zg% 1é1€§1d%%§ ﬁél g hg‘ §z§'§¢%& e/falgagﬂ)\? C#ée 125
allele plonh @ yompaygoneammt pighes fall@e Alous; a anb;md homokyesus vBBant Af 125
allele KFfhe 58 ablie assessnent of PECAM | status, conprising:

one or nore of oligonucleotide priners t hat anplify
from about nucl eotide 450 to about

47, The transgenic animal of claim 46, wherein the animal is a mouse, goat, sheep, horse, rabbit,

pig, cow, monkey, fish, or mammalian embryo.

48. A vector encoding one or more sequences encoding PECAM-1, wherein the PECAM-1

comprises a 125 variant allele; a 563 variant allele, a 125 wild-type allele; or a 563 wild-type allele.
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nucl eoti de 400 or from about nucl eotide 1663 to about
nucl eotide 1715 of PECAM | and instructions for use.
wW® 2006874403 for the assessnment of artheroscl er oPCT/US2006/000525
di sease risk, conprising: a nucleic acid array
conprising the wl dtype and variant alleles of

ol,i onucl e (ggg
0. D TseMdoroP A5l R He oSt damig o o FrapebARhoser or
vPECAMHGme—PEIMMH@sér. nucl eoti de 1663 to about nucl eoti de
1715 of PECAM- I, and instructions for use. 19
50. The vector of claim 48, wherein the vector comprises VPECAM-1CLeu-Gser, vPECAM-

1GVal-Gser, vPECAM-1CLeu-Aasn, or vVPECAM-1GVal-AAsn.

51. A kit for the assessment of artherosclerotic disease, comprising:

oligonucleotide probes that differentiate the wild-type and variant alleles of PECAM-1 and
instructions for use, wherein the allele amino acid position 432, nucleotide position 373, amino acid
position 563, or nucleotide position 1688 of PECAM-1.

52. The kit of claim 51, wherein the oligonucleotide probes are one or more of OLA or Tagman

probes.

53. A kit for the assessment of PECAM-1 status, comprising:
one or more of oligonucleotide primers that amplify from about nucleotide 450 to about
nucleotide 400 or from about nucleotide 1663 to about nucleotide 1715 of PECAM-1 and

instructions for use.

54. A kit for the assessment of artherosclerotic disease risk, comprising:

anucleic acid array comprising the wildtype and variant alleles of PECAM-1,

one or more of oligonucleotide primers that amplify from about nucleotide 450 to about
nucleotide 400 or from about nucleotide 1663 to about nucleotide 1715 of PECAM-1, and

instructions for use.
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