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of vaisewlee inttégmity. oo exagplanthess, disprdsesriniiletiet laut argmoplémides teéllcééi that
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analyzed for reporter gene expression. Data shown represent luciferase activity relative to
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was added to cells and 2 hours later, cells were
stimulated with PVA (200 ng/mL)/ 10 (5 mV) for 4 hours.
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TF, respectively. To control for equal |oading, an

anti body recogni zi ng 2g-adaptin was used. Data shown
W@e@6098998 one representative experinent of 3 PCT/US2006/008316

[ ndependent experinments. Figure 5. Transient
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respaetvels Datmshatrede fremedns repfeSintdfivh efatotat oﬂﬁpd@ﬁﬁi&h&txpaﬁndﬁfs

on OB el 05 L2 PRLYhE R PSR
by compabing aiCaitéad siDXGRingbimg after stinul ati on by VEG-

or compounds activating CnA signaling. Figure 6. Knock
doWiguod 7. Kandg devonief dhﬂ()Rnoug/DSCmmmacdsanmmdMT

b gk 96 S OB S P RS LR B
transraqunmctddlva@l 28 XpIes i orctorentwling tvmmarmesiws@(m racts
sINFAGLE o?ﬁéb%@?\%}?ﬁ I E&B%%{{?QI V\é}: 7E an s'ugg %% ogrés% () HWE Cs

transfecte 0g enous
VCAM gdnd EeeleBSCH GIBA- ¢edls Adlowds ﬁﬂﬁrylﬁ)rhﬂﬁlain vaﬂIH’MAIIONSr control

det ' n Luciferase_reporter_ gene

acaru EAL B rOLRTonaB o1 by VEbs alihnaigh e o ECR erb eres

exprafib@6f TH @Mmsure)) v CAMN ':Ei(glﬁ.‘dur]@ an@ELsBleMAT0 hoted)f ]l%ist%glﬁ)wn
t he si RNA targeting ,

corrﬁéﬁdﬁ%% St ORI 6o 4hd EPIRAPIRIFS | 0P (6
ar Klebpe f Migdaroh ot DRCRIANGA e GSP pagoifpbyeats @ 10"

OverexpaiespiemaiePICRixpead-MBARS it endothelial tdlip Iekpbaécﬁo strdsk dndlidhis

inclu?iﬂagﬁgl stglva%%lﬁ%é(ga* P <sure ]d[PIl\gg)Iggra% é’éﬂl% gepg?\igeé{aﬁc%ﬁe

deatlFﬁngiid’redIEtloﬂ(cvf@o&ogdmm DSCRé fogl egp@exnins o DBERISCRM dniti-ehse

ressi f i . of I ker activate
cons G R el e TR R, g o it
sensg qranlsp@m P§CR bdsceagtisutvadl o pt1tnaazrhumap ebdieha celsqHOIVEC)
24 hcgl?s%ag&f {é%lenlti ﬁgrvﬁf)g ig_glgﬁggg %B%lulat‘?on'g A-p!-nsm 2%;:nov1rgioconstruct8n

1 RN S were or ce urface expressi
encodifig gifher S¢@dr hnti-senet lE@él drctepsed @mv@ll%f- pumlattyémtham emdomehal

cells ?[WEC%%') lﬂ%%a%%ﬁcg ﬁa Vs g%%%jg{?%@étgp ?{ i4q10u{ VEGF

starvafipsl- anal yzed for expr ession of TF (4 hours), VCAI\/H
(20 hours), and E-selectin (20 hours). Data shown
coFigesgibra iijustrasive embpdiertief an dvigo s@d sagfer@e phtepme RSERI (SEQ
D NeXReri ments. Figure 8 Mdul ation of DSCR affects
survival of endothelial cells. Overexpression of DSCRI
by Ad-DSCR in endothelial cells exposed to stress
condi tions, including serumstarvation, H2O2 exposure,
and PMA/1 O treatnent induces endothelial cell death as
di d reduction of endogenous DSCR by expression of the
DSCRI anti-sense
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construct. . (A) DSCR nodul ati on conpri sing

adenoviral constructs encoding for either sense or
w@niosssmse DSCRI decreased survival of pri marBCTusmne/008316

endothelial cells (HUVEC) 24 hours after serum

constructs en i DSCRI

dedhensadios pfovidvmethxfdsmoimpamorhuaﬁ ﬁn@ﬁdﬂé&hﬂ‘hﬂlaahfaa&ﬂdf&

ety ey ool SRR R D SV b oo ARG faldrnase
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hu EQ ID NO 1) . MODES FOR CARRYI NG QUT THE
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“f nvention provi des nethods,
C OfThosiattico bbthe kietent innshtian vilCérggoyQiinle®R @ﬂfeﬁﬁtdﬁh&cit&f conventional

t.reatjng a,variety. .disorders b Iatln
ot b e et BlloR il g REO By Bl Btacsbbio’ < biogy
biocleoipgs itd imnmnolkdyt S/hﬂl‘n dreavithircthe skild bf @ Aeh tckniques are

ed h er.ein. er e ues racti ce of
expleﬁﬁeéﬁ Hﬁl?yelél eﬂh 1terﬁturgh§uc S, WP]ICC@?‘FEI%V &#a@g%t %‘P%\I Séecond
editipm@ambtoekl et atol%@)nt‘d)lagmahcletmdh Aymesis” (M. Inchieed), #984); “Animal Cell
Cultlpr @Jg)ﬁr in?e&l e%gép%)gﬁgei?hn%s alglgzg%lﬁ th @?%dsezr%cn%‘ess Inc.); “Current
Protdcnhumhlwgglar Riblbgyt (BrMd. Amauhelmt dlhedss RQM aef petibdic apdates); “PCR:
n Ly.bbn the literatur

The l%’lgxﬂertas%%hg{%q*@&mﬁ';w faz{l 19%{%) Ah’ Oti'l(i? %1de%llﬁolecu?dr
Clonméd?mbaéﬁﬁmardh’ (1S8Hbr ook et “al ., 1989),

"a eoti de Synt hesis" (M J. Git, ed., 1984);

Arqe]rgflgfmée Culture” (R 1. Freshney, ed., 1987);

" Mak ri'l§l§|1511efe'ﬂ1 ﬁﬁ%éirﬂ'plvgélﬂlar (&@@%thﬁrepfaﬁé %analtlgﬁ:s t)lereof refers to
"Current Protocols in Modlecular Bio 0g

the SA@}%%& vegsels arrying glood (ipgkgding almplpﬂmdad%@uawaﬂ@srpammahan
body. PCR. The Pol ynerase Chain Reaction", (Millis et al.
ed., 1994); "A Practical GQuide to I\/bI ecul ar d oni ng"
( PEB]badl vased naferd t?)/any of%&)esseﬁﬂf th8 &ﬁahﬂ&ﬁmﬂ&as&iﬁﬁ@ysﬁ@ﬁ ein,
term"va scul at ure' nd vari at &ons

el AGHET R pUrie <y B ofirors Ty sa Eo ppyingy one
aspedilob e 1r(vle1ittdnUde$©R1 wogitatd isl intksduckd digae @i Gitd vasdidar conduits

supo LR E e P S tsondis Bt e SPbuan i o

well ag ‘teesrelseac;h arsﬁ;ﬁencmls esips @ aéertnhlandn@tary ey pass. Wednes,

vasor u e, ct of the
emb ity SD(%%O% eSS A Vgtte%?nd%@ i eluced direct! y
|nto vascul ar conduits supplying blood to the
rmy ORHETH | afers teableod eseal fapush ovhin tepdipatsps atvay fiem the heart.

Corof &Y QRS siplyethd %ue@ of W8 hlarBfei¥ ?p%ﬁﬁ'uﬁrl? Hie @ny%éar&'ﬁﬁﬂ? WHAYS

vel ns or |nterna marrmarg arter}lf I'n one
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consBRAPL Rﬁieh@ﬁrrdﬁﬁ(lléd%yarﬁ'lﬁ Sfy¥red LRIl wall.0 @ bl ood vessel
t hrough whi ch bl ood passes away fromthe heart.

The term “angiogenesis”, as used herein, refers to a cellular event resulting in
neovascularization, in which vascular endothelial cells proliferate, prune and reorganize to
form new vessels from preexisting vascular networks. Angiogenesis is a cascade of processes
that include (1) degradation of the extracellular matrix of a local venue after the release of a

protease; (2) proliferation of capillary endothelial cells, and (3) migration of capillary tubules
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Coronary arteries supply the tissues of the heart

itself (particularly the nyocardiun), while other
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cerelfthloddefm@ r(al), \aSsotitel lﬂ)ﬁﬂﬁic{ﬁtefeﬁrgké}’célb@d mgad atjmrwowahm, ghovial
) rematurit retrol enta ihro si a, neovasc r .
il S R AP S PP Pl dprpation.
ostediBBilisA0 A0 Oie frBctorg @sdAea |po]®63@tiﬁ$€hlnﬁhﬁi HisZaat, ieddometidsiBeHH spacing
of ﬂ\?lgg s%@?s?(g%%?egﬁlft&gfgérﬁpgtg@g% @mc%grﬂeg §Pﬁﬂgr %Iﬁv%l cilseelaseeﬁ tu{e%Qé fibroids,
prenfa@@y RE@ l:l&bmz aiflagimatébn tdoh aaﬂi@]) &Crohnth dississ hnd dedrhtde colitis),

renaglal{[)\é? ggelé%g iﬁ,&as e?tﬁra/aﬁ sl adESR{lﬁ tngp%%c Sdfndrﬁﬁle undesired or

aberhﬁmgﬂ on®, grawid)i (@bn-iEmeery obedity r @lighsd vigpee plass grawth, hemophilic
JOlntg 103{11? Gar%v ?Ilhﬁﬁ[}olcl)lﬁ 8@% l)‘ arrtli‘lrg'ﬁier—%\pﬁ%e ot h ¥OHEBI $ %/ggemc
graniifoh aﬁmentainﬁbrapiam$, Isdelgdarmp,utrMARDSyasséqusacﬂlpsmn_s, synovitis,
derm aylf) ert r%ec?arg n ( asgite’s g) #l%léi Ql%sw%n 3%%11 thD gﬁatt e&?&c?e@d’ with -
Pant Piron nary ¥ usi ons, cerebral edema (e.qg.,
pericaskml Eeed aﬁfutslhn agaattr@ntsitmdktwer@ioosédom«e agwish jodflppnation and
H%%una) synovi al inflammtion, pannus formation in

, nhyositis ossificans, hypertropic bone formation,

os Mysrgulétiontof snglqge\yeswrcenf leabtoarapy diseridere §1at grolby Eryaied by
com c}/sﬁfoh%dtheﬁﬁﬂ§ 6f th€ HIQQIH%L r '![‘l%%é &isorgé'rgmglﬁégﬁﬁlgn&f rbet){r)l%ug and

I seases (pancreatitis, conpartnment syndrone,

neonmumondnt@esaé@pplamceiﬂaor@mflmdbrde ibutsare pt dimiledfoghqsg Beseribed
abO\%h AR anQp’laﬂ{uI: & é @luﬁé‘lﬁﬁ] a@‘?‘noﬂ 1BRedd %S erﬂﬁsfmq)k aRasg and

ul cerative coliti , renal Iograft rejectlon
hyperindrhzrathieies ;hebmm afhged4), m@pﬂqﬁsdtsp%at@;pﬁamn@rcmdws

athefb@a&églg %@kefagclé}awgﬁ&s biiaBettd Snd BB pgalﬁai&ttwe(raﬁlepm&cer ).

eSIt OSG tissue mass ar owt h ermp

mclqdmgrr@@opﬁysp nreTesiLY Tefeckeninl fibioplagproRsaar abﬂlqorf@r%ﬁm h,

relat@m%um\(\ﬁ@g%heérmd&%%c nRYALR0ER, 85BEH hQVBschitisAbe Rb@kal
bropl asi as, sclerodernma, trachoma, vascul ar

grafmﬁé@?watl@y%%at grafit rejrspiom Ftinplichorgidalnep wasgplarigation,

neoBSGlatiSstion BEME SANIireo ) dt8iaPRecl Sl BSaleh sl $QEhadiLd
with pericarditis pl eural effusion, gastrointestinal

arterif)versu PR Bprmati s SAVAD ameViREIOTH e BRREIOM Ao fheipfigroma, thyroid

hypé@ﬁ&é& éinEl'u&ng a&%ﬁ/@@ gidbAt) Qneaf and REHPEBNESInSplaRdtioh AfbnicO
i sorders that can be treated by. conp05|t|ons and

mﬂwqa@@éurtgfmfilmnatméﬁw Se IR R, sPpig ey ReRahot h
hypé}eﬂsmﬁﬁ li@ahd Iﬁﬂrﬁ&ﬁr}f&ﬁ%ﬁbs&érébrﬂ@@&ﬁé ('e%n asso&&aplwﬁﬁ hdufe

di sorders_include Bbut are not limted to those )
strokpéaleser Bead ijBe Baunm iy Ve InAe PIatien. Byyiosmation iy Ra. mypsitis

ossﬁéaﬁs Rerttdpl §oR fdrRatitRdsdon@itR (O AP 8difaBidty RUREHolyeRRY |
thritis, rheumatoid arthritis (RA), psoriasis,

psorlatlc pl aques, sarcoi dosi s,
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at heroscl erosi s, atherosclerotic plaques, diabetic and
other proliferative retinopathies including
WO edobne899% hy of prematurity, retrolental fibr opCEHESZ06/008316
neovascul ar gl aucoma, agerel ated nmacul ar degenerati on,
di abetic macul ar edema, corneal neovascul arization
ovarigmsfiseass| engpastFioTin Sirpatimestifig Jitsases Gapgreatfis. gpragpyrtment

syndrb@ik, Datrs Hdwel Bl @3 uh&ine TlQifOﬂﬁ' préfAYS SbYS, @l'irbﬁaiﬂﬂaﬂlmatlon
neovascul ari zati on of the angl e (rubeosi 52 ocul a

such #pdBPASrAlN 5 Aisese agladcerafiye E(mtlé» reln%lﬁ L feéec ion, 1nﬂammatory
boweﬁﬁlﬁ‘ﬁgé RApRRYAL §y1ﬂﬁ4rﬁe°ﬁﬁﬁé§1ke@rb‘§ al{eﬁryMtl,ssuMls b@{FEnon-cancer),

hemangi ona, i of i broma, roi d hyperp i as
hemophlh%wum h@e@wg&é 'Sgary |H§’é§%<§’)°f¥‘&‘6$1i%’ %élﬁawa(ﬂsﬂ?fé?/n‘lf?lg%ue
yogérﬁca%}%llcﬁ‘ﬁhtr@ttrél&ﬁal oRIpRiias, stlBbi@MNBEL M, VdsB@ar adhesions,
anmation, acute lung injur /ARDS seps] s,
synoyiiig. Aesatiss. Wﬁ%‘ﬁpéﬁs‘imﬁ‘r‘?s I??EFfF@‘ﬁ SIB% Hﬂ‘rﬂirﬂ}ﬁt éﬁ‘sgﬂé‘zﬁﬁéh
peric&8%iODARI plREtE BBusidh. §. , associated with acute stroke/
cl osed head |nJury/ trau

novi al i nf
P orR i e e g b g Brapira £ DSCHL
moddi‘éf&%ﬁ%pxﬁétﬁom& 1ﬁ@eanBﬁ | THis in€1Gde8 @ROAID hd dclite(did8yders or
retractor%§a50|tes covar.i an glsease

diseagqs, é‘BH‘\quglt ¢ gathcé?gjca% 5(5161 tlﬁ)és Y 1clf P 1apoa€f & g@g‘nglal to the disorder
in quédpien CN&ﬂlimItllngi exd@PIRII LG AErs yRdieasBhersit inefude hﬂl&giant and

di sease erine fibroi remat ure | .aho ronic
venighgH R SR B PRl TSRS Sated ol P
hypotlﬂal’éﬁﬁoadnﬂ YeheChridulas Jmactopheghl, egitheigl, afrbmﬂep@blhstm;ahc disorders;

flannatory bowel di sease,. hroti.c.s ndr

R :
and i (or% (- Sy BRI AH  NEOgEiGy arﬁéglgm'& r(ri%?} cancer),
henn phitdimtup©disdass” hasepreis b haphblignantalissase iondisdridriagsingfrom

and b R negr S5 67 TS e AR IR P g o

specNiazﬂKyukdﬁdeaﬁHTgsarm nScaney e Wisbasss ordendiiing tebecially excluding B

cell lglﬁgeo%glg% Ilgl%l%hg)%f:ast%ch euké:{r%ile E(IQ(]:_% chr%inc%t npgl%tlaﬁﬁ léu%(Fr‘ﬁE (éEL)
Halrﬁcfdilll@lkenma aAd ¢idpso mjdpblastls lenkgmie dtrdinples pf dultcammpoe dliskases or

rom t .
oo R ST R R e
diseaagstitadudihgs prodesisand deutiatiti a&egs atopic Herdiatigs) tshigserpic scleroderma and

at hol o I

oA MIEL LSRR B o S 0200, 2 B
ulcerdii @@olit):gepoatory distess sefddrhle¢ @nqludirgddoll eespiedtory disess and
syndpo c gﬁ]a)ﬁg :Eﬁgrréi'ﬁdtltﬁg Sr%nl g%%eeﬁ'ﬂf gtg\{el’;ﬁg?)(}?ﬂésd glomerulonephritis;
allergly pmdtt@hamcks aspaveenest emérastgllna ﬁmmtlmf congiitoniphelgiag infiltration of T
cellseaRclfl %ﬂ?&llé ﬁhanﬁ%ﬂb% oﬁls!’ég' aﬁleﬁﬁél%ﬁg lléuﬁoc@'te%&ﬁ&%n&ieﬁﬁ%y

anmmat or y aut’ol mune), 'angl ogeni ¢ and
rheumnmgim@h@tgq wswnmum%ythfmﬂwsams E)nﬁﬁg@ew@hﬁlééf 8- fepe n

dlabétg‘s Jﬂe&ﬂgpo aﬂlg H?&Bdeq{ FERERS nﬁ[htxgj ﬁﬂftﬁgﬁ:rscﬁfdsﬁ‘ RGnfld@m
ITected against an individual's own tissues. The
syndmmeoautmn@lﬂ%a@@% aPesgie pwenlyémy@h%samoygeeﬁ eyngepane; juvenile
onsemgﬁe%@acﬁfi 1rﬁﬁ1u1§éarg ohy! §ssgdla°t§?\§ﬁ§acﬁfe 2@yl Aersensitivity
especial 'y exclu |ng I ynphoma, acute
mediaiedbh ofsbleinasiapd Tfém@wpﬁex tmee)lly feund dmiuberpylpsin sagaigasis.
polyh@b%‘t%g%r@mﬁ% sis :Jflﬁ'vﬁééufft?sl ﬁerﬁlgiUgseJﬁEﬁazl‘ﬂgdlgaﬁpsQﬁéeﬁse) diseases

[ eukem a. np aut ol nmune di seases
invobingdéukoeytiediepeiends; oenéral mtoum-yetemdﬁNS} infleraggatogy, disorder;

muugﬁé Argg@h%%Parsapmﬁg 8 WebhiAGnd I dJegam&q{rmtea% n

udi ng ps r|a3|s an titis (e.g.
atopic dermatitis); system c scleroderma and
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sclerosis; responses associated with inflamuatory
bowel di sease (such as Crohn's disease and ul cerative
W@ 00609$Y¥8 respiratory distress syndrome (i nclRdi/ng006/008316

adult respiratory distress syndronme; ARDS);

dermatitis; meningitis; encephalitis; uveitis;
cryogletinemjigor @lombepwtwﬁ R nayastheriiagrayiss apasaRRiRIAY carpRlp
mediftSq SR, 15}1%@1% RENGENEARALL i Pﬁosbm@dvslymome

tratlon T cells and chronic inflanmator

allergieryygifis &gaveatdrﬁ@ﬂsesleqr@w@ﬁason m@akm%yedra@ﬁd@rf’@hlgmd bullous;
pemlﬁil?%uk Gl Hn¥une ARARE S dha@lel Mtk §d1se§é/e$ Etﬁfﬂnﬁn é}lﬁﬂl‘é&e Behcet

eryt’hemat osu SLE); diabetes nellitus . Type I
diseag; gloat el arigitisi lﬁwn@ﬁomquphn@ew%hpp ]ilya
polyﬁzﬁ{ogathﬂe@imm[{w &,fomb@cﬁgﬂe% %ﬁfpﬁra Rey e@é@olmwd r orre

I mmune thyroiditis; | ergic encephal onyelitis;

throlﬂ;tIOGYthqmasewsyndr one; j uven| | e onset diabetes; and

' nmngng{c%_%ﬂgfh%@? cﬁsér%‘fdg@ﬁlg doat-t By lﬁ&i»‘ﬂe?en@néja ﬂ@l%@ﬂ@ahwh

hypersensitivity medi ated by cytoki nes and

stimufatps thp#ryelppraent pglripzda\rewl% %&neromﬂte% ustagessigendothelial cell

erowdR GO F bood RALNYRBIrivhSulodERAM R BRI snbBfichent, an
vascul i'tis; pernicious anem a gﬁddlson S dlﬁfas%%GF

angiqgeie fstos rafeirg Ity g laierkigrsptian i A dtradimembers

famiRRAVBUS, I ¥%id Entﬁ %ﬂoﬂﬁﬁe@ﬂﬁﬂﬁ@ﬁd‘geﬂb o6l Rffrretd ﬁllamlzﬁ‘med
organ injury. s

nmol ytic _anem i ncl udi n
inveiion ORI P UL BE P BT T To P epio s Hieizeni
factoR Rdte@ o in A YRGB MnB0Ts AVITS ligaat(A88poadiiné)b ddyheGaitpdig¥nt,

medi at ed di seases; anti-gl onerul] ar, basenent nﬁﬁbrane

an angiogge Bctonpfgrish BRGIABILMESHER 5B P FegOHEPS £ s ;
angiégeRd E&tor %f&ﬁﬁ&i@m dciRed invérdibd B aTiasithee Biceledyes d\l’oﬁﬁfﬁheahng
i go ous; aut ol
inch e Ok RO A 00 1 TREre PP PRI Hormi e i e pppect affor T
(AGFSIly, NAGE&pide BN GRiwt fa%ﬁﬂ@K}F)m"m}lE arﬁﬁhémlﬁfstcﬁ fith Fain@ly, AndIMGTe,
| ex nephritis; A nephr opat hy;

and Bgfnﬁn St 6pakinsdsun 4 ﬁ@%%ﬁ@fﬁb&‘yféﬁ&%r SPArPYIR 1 Jpit

and ﬁémﬁy mwyw 82:8 oiThe @ot)@p BéttAa &m}talé\watﬁme@igﬁa ic
factor Hgl 0g eni c ent asS use her ei

512019064 IRADE Rower st e(ffégg@ﬂﬁe?%éﬁ‘z%ﬁ%%r&%%) it iebled Tisting

knoWi Shic ﬁctﬁrs? aRd SBLRS. @BQI@Q6MQSJO§QO@@@m)he| ial cell
st abi of bl ood vessels, and

8a§éa|pb'@éen e%‘?eseffeéfsc or| Yerighens dhweRdi Aeped hﬁ'f‘?maf?ﬁ‘?fﬁ)é%ﬁ finical,

medfc@lCtp‘Hffsﬂ'aﬁfﬁHyE@ﬁgiEﬂ hlﬂi/cﬁ\ Elb@lieﬂiﬁﬁl le RV Had Mird &eyéﬁﬁi_)liﬁﬁdd/or
nbers of the VEGF fa

obscgifHisdR fthiec YiergAGe &ﬁ@ﬁ‘?’&‘ o b Bisiier. Spepingly il regor B of
the #BteAddaBELainRMEBlttdRRe. | SerRrdlB)TIE leffodts hrh&nﬁ’és@bl@ﬂ%&ésp% the

s b SR SRS 0 AL SR 6 2ELOE s o

tolerah\Igi 0P BRit@4tinB&)for théreird sabjbadi nent , an angi ogeni c
factor rﬁfe rred.to i.n a_cl ai med |nve@tion.is ephrin

in.
RescaRsskP Ve e reating BT BYENISoPEt C AHUFBHPEHST5ESR
autoﬁmﬁllhﬁlré[ﬁéd ¢di’aidﬁgﬁsl) G&Stllﬁedalefeﬁi; b Qubjdchah ba &eaémlm £BSCR ;J nd
al | ,. I NCl U ut not re o
modfg 1 BRAERE I P TR Hcb B a e sofl ey
1mm\{h(§§5ppr@]?ilvd @gl’em?(h e gmﬂlhnﬂaihﬁh@%ry é@:—)) suclCdsGir a adutti dregbegisen.
Lts fam a T
The QSR B Sh 0 VB A 0, TR o Adisog v e
immuAR8gpréssiG ihd. ThB ﬁimla&ﬁd’sﬁj’pres@ﬂ@%ﬁlﬂﬁn b@Zinddi¢téred i/tfle same or
lesse(r %gs%ges thaflears ge% E’(%th%n the art nge prlé?erreé del%%g frr?rrllur;losuppresswe agent
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5(12): 1359-1364 (1999); Tonini et al., Oncogene,
22:6549- 6556 (2003) (e.qg., Table 1 listing known
wangsogems ¢ factors); and Sato Int. J. din. OCDUS2006/008316
8:200-206 (2003). The phrase "side effects”, or
vari ations thereof, as used herein refers to clinjcal,
will depgrd-on manyf3dery aqlcludmw%ﬁ Fpotfidisqrdenbripegreatsi ar wehascha
Wmdwgm@&§ t hat are neasurabl e and/ or observable in a

ubj ect undergoing treatnent of a disorder, wherein
¢ helraryogpBTes RS 0. gared Breipypstersip sphiiences fabichiorpppress

or mNRt RO BaunGeRRhAdnldlor infliRneilofyaeipon@ ot a pRHas | Suelbh@niivionld

respect to the state of health and/or confort of_the
includg @&é‘é&ceg the} werress ugkippiofugden.dgpn fegrlateros sinpepssisHjaatigen

exprésBidh, & nfasit BE MU AdtigeRl Ekdifplés'o? BhdhRBEnt iBEuddM@erdilLALILEh
subj ect. As descrijbed abaove, in treating |nflannator%

gluC?ﬁngtsa%%fglde &8 Prespisenenmei AU Pirizelene sand dexametiasppgiisamino-

aryl- sahmlﬁekdq)@ﬁmcﬁﬂe@ n;sa UG PRI NOekcborBi fathdpikdfoect can be
ed. .w nodul_at or of. t he inventiogn, in

tre
Cyd%PBﬂiPEﬂE@P d%th%ef%?n&d%fé@dmﬂwht@@a%awrn@ éza)érf?erypglaf-‘eh as
gluta?d)ddhRMAEH PRIESBd MEICR@E 5Ens,(ab d@scnbearin errs Patl Nf) | squPoRt o Y

antl-%m1%@@u%%g%gk§ﬁ1gn#gt I lgg%% tf é:mlf)s)porm RS cytokine or

cytolfekdphdrahtayon@ts indlidRidtilinerfarbi-R, Phe -b ARGHIARY RRN-A&SIrV e
agent. The_i mmunosuppressi ve agent can be adm ni stered

necr%ses fagier-o afibogips; priwEtor laﬁsgoa@é%ctqrrﬁawl'a@wée%nuflat@tlww t he

anub@afres anﬁ%tlﬂ[@fr&fe?t@ﬂarﬁ%diﬁcImtﬂ-mfhﬁﬁwaﬂa%%&kdl@go@gﬁfﬁlt wi Il
depend on nman actors, [ncludin he tﬁE@ of di sorder

lympélgq:yﬁf-gglf)l?ué]&t PR leglths pyeferahly aﬁﬁ agti- {%}4? antibodies;

solublé PEPARO SHRRIRSSI VA 3 dgTHg domain (WEEID/OEIRE pﬁbhsﬁeah%ﬂ)os ;0
substances that act tQ sup%ress or mask_t

Strepégkgtaé% Sy sreptadpmaenBi6ray DS iom g higst EK?% REM435,c
deox@§R mlmaphﬁydlmf slge BB ILAS GRE Nohﬁhzxsmp rrec%ﬁ r&uﬁt@kl ne

pro down re ulate or suppress se ﬁh
g5 G F O oo O o3t WYL 1284 bk G 3pape
T ceRgREIS dnﬁdeEHgQEIS&EJfl@QﬂéﬁclleOBS gl ucocor;I i costeroids,
an

pre t hyl pr edni sol one,
de&g ggﬁé? “é‘?rﬁlﬁif?l NCHPRASSE YR SEqUense @glypeptides,
p Olywldm“diaﬁle Snc(ﬁ@ﬁlehis Sf a ilive sd¥Bencd pBlGRpfideland polypeptide variants

(o PR de e e et SR Bt Piea i Bl B oF example,

expréisioh af ﬁﬂﬁiﬁiﬁytd@/ thakkor @Bk s tidsae Mbior, Brkleg@il and @-2) in a

mantig STbsE gl TG e S APt P e o HR

whldhyclls@l&pd)frmﬁ aA(aneﬁy bfdoimaes, aich ayfrald hin@art @y Ees or from another

sourdl bEAGHELS ebtitnsipntiels bah&Ss TheBmopainlstl

polypaptide’™ LWRmﬁlemS Iaad FRSCRI molacd¢lt dldodalilete variants of a DSCRI
poly%eﬁxild%%s dﬁsc ose feln &%ﬂgglgfmggu t(grg (cj)f 8{%’?1?68 és aumglegutle that
modaiates thy nmmtlylbbggﬂdiuwhmnacnpmmefﬁ “DrsaRN gdlypeptidgt @f“BSaRi y
ngi-CD3 or anti-CD4/CD4a anti bodi es; sol uble peptide

contai ning a LFA-3 binding donai n (MD 90/ 08187

publ A Siaeide &:q%bQD$CRBpGImp0deI" naggrjsesl: zGﬁ}lijeptlde having the same

pt odor na

i RS B g Py ine R A et SO 6P se i ape
emb¢diln&it, Rative dquenbe ES@RFﬁcﬂypepffdeQﬁldprlfee depk@a¢in coding amino acid

sequence of SEQ ID NO:1 (see Figure 9), wherein the first methionine is amino acid position

protel
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fragnents (Offner et al, Science 251:430-432 (1991);
WO 90/1 1294; and WD 91/01 133); and T cell receptor
W(ammisfommes (EP 340, 109) such as T10B9. The t eP@T/US2006/008316
"DSCR " as used herein enconpasses native sequence
pol ypepti des, %ol ypepti de variants and fragnents of a
L. Smhmtwe sepgree MSERIalolypensidp ers barvlqindi fiqsepatiza r AR P aipdeced

by re&é@@i t &rs%tﬁé{ ks, A%k 'teﬁlﬁg"lﬁwlﬁ' ﬂblyp%ﬁ‘tﬁfe“ bl “GReRA pRotélh,

at| ng cineurin (and, for exanp expressi on
as usest ey, Ismﬂfmlésr spcpmpdseRatgaliicascaiag trarscatefl §’s‘€fbeff"b?€ Poit,

transﬁtu?h% | C%Fled el giqﬁe &%mﬁ@DgCﬁPB&%epﬁﬁénnétﬁrallﬁ Ocdring variant

E)mode descri bed herein may
formb@ &, hh@mWPldﬁph@d f@@&lé Gatf“ia eeuirigialelis variandoefithees

polyp%gg& as from human tissue types or from anot her
urce, or pr Cgared by reconbi nant or synthetic

metIRSER1. potypeptidervagiant DeCRFiations hererd. mpsasydRSeR lrolypeptide,

generapys‘mcu% 9§ €RDpo Bg%‘ﬂgd ESfeRhed RIS CHVRLE aflea® abdne o @mmo
variants of ol yp

eptide as discl osed her?
acid sepoRe idamsiy w&h 8 flatwsfsequﬁ@e U%@Atppbﬁenhée sLaHEIcR B iy CtSFf]at
herelﬁogﬁHh@SQfR ltﬂ'b@ypt@ﬁfdgﬁfbnéﬂtsgﬁc@&le crat 1n§th|r[b§tlbmﬁl§(ﬂjlpépﬁdés of a
pol ypepti d
whergle @a@wreg@mo apdrepisept relded 8&6?1?%% §t the Ho Pyﬁéﬁmﬂaﬁ ofa

nativB @¥inB%cil @@qu@ﬁﬁe O?(ﬁhzﬁ‘ﬂ’y @‘D%Rﬁ SAIYPEStiGe d&iahh@ill have at least about
correspondi ng

pepti de derived fraomn re.
80% Pwn@ﬁéldé?ﬂysmeﬁ%eﬁfﬂy QE’H& 1yghpatd ﬁl&él%sé% 8518"1 S‘Vépﬁ%ﬁﬂe
86%0837%3188%6@% Q%Y Bh 8129, 9978 | 9495, 8FNTEIACHT %, SBXIE2199% adfino
D NO 1 (see, Fi gure the fi

SEQ | 9
i GG HPFAL 16 3 G ROPRIERA LGS PEBRPPRASTRHEHG B glosed herein
OrdifRl) BICR 1 OGR! p&%exﬁﬁat@tate@elea@ Abdae 10 &tinaheads ih lamhnat ur e

aerias o et Mo Sh Ao SEt Tthe Andpd R 1o 156 15

170, us@ dod@nei2n, 2pex30f 140ad50y260NTIONIEASE90, 300, 310, 320, 330, 340, 350,

s s AR5 RO PR S 85 s . .5

550, B&S;BR70,13680,)506 300 lemnoraaiﬁurnad:ﬂgm oCI0oIE Y Opgonaﬂy, IEﬁleuariam
polyﬁ%fi@éﬁ’gfiﬁbév%&@ﬁ]ﬁ;%/ ﬁn@X o cgpsega%wg:&nﬁc% acup %ub%thutmn as compared to
a namlnanmtpod@eptldasﬁﬁbncp,cﬂltymetmelyd@ mae than®,'3, 40%, 6,7, 8, 9, or 10
consarglatlévlaptglf[?[g)sagld sug %gltlon N %ar%d P %ﬁzﬁnaitligcg g%%ﬁ@tpglg%pﬁig%sequence.
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wWO-200602689981, retains at | east one of the bi ol ogPCHIS2006/008316
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corresponding sequences in antibodies derived from another species or belonging to another

antibody class or subclass, as well as fragments of such antibodies, so long as they exhibit the
desired biological activity (U.S. Patent No. 4,816,567; and Morrison et al., Proc. Natl. Acad.
Sci. USA 81:6851-6855 (1984)).

"Humanized" forms of non-human (e.g., murine) antibodies are chimeric antibodies
that contain minimal sequence derived from non-human immunoglobulin. For the most part,
humanized antibodies are human immunoglobulins (recipient antibody) in which residues

from a hypervariable region of the recipient are replaced by residues from a hypervariable
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p . Conpositions and Methods of the Invention A DSCR
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Sorting phage libraries of random mutants requires a strategy for constructing and

propagating a large number of variants, a procedure for affinity purification using the target
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in clifi@idetting e @haB veeiprosGa dfy pBitdih Rasiicded tdise 1hgedkid @QWhthological
. &%hodol ogy (see, e.g., PCT Publication Nos.
disoxdpino/ 00823 and WOOOY 39585). DSCR nodul at or or gani ¢

S Malptani®® LE€McRSe RiEmelSduds khat dré 8gpablb aNbiadiglto a3 molecule, such
ns i.n ze, alterpatively | ess than aboyt 00, .
a5 B3GR Bt st “Eer S S PEOMES oot Suerioin i oY cuginbed inthe
art. SBE%'JJ S BateNd. Spn0b ©846) lasdstherthyrapentic dffizhdyf df ddhcugeh®aByetech, New
erinen n.using. well known techniques. In
Yorlilﬂrﬁ]?rl%re?térbgg qet?J gcugaﬁfi%gan?%'é’f‘ t echni ques for screening
or @anmsenss mhlholdsgyl iewell establidhediini thsarf. dfurthed decils egartling this

ing to a polypeptide target are
teChmkf%y afién)%o“ged%ef%nbegrt (see, e.g., PCT Publication Nos.
WOB0/ 00 RS marahtivDFOMB8@Hi8ss) . DSCRI  nodul at or organi c

Sn%lholsra 1§ cfclilrlmu%atlo dtb ﬁlb ISQR él%('ﬂH&tOfS use&l cgc%rsdance with the

tone Zones, sem carbazo
invexnamtaeezprctelsqd fpr stwmgqbyamxmg ¢he Iﬁ&dﬁnd(aiu}atcaﬂmweg the tdedited degyee

of p%l %Etl%glﬁlt Ipfl P ﬁi %C%)?a%lel ?Xrger%megm t? : ?(f‘oggmﬁ’mrs

1gtheaigionc OsdlamBds (196@)0 bmrﬂaet éagm of

lyopﬁlﬂe%l cférmlh:g RF 6t ?4 ?%1{_51 g?lﬁ{lcgll Sﬁ((:&%ﬂaﬁ chérﬁl's ex c%{(y ts, or stabilizers
are Igmtop(@rtgtrgsplerasr ainthe idesagesrapd lgm@gntrdmeumrgpjyypld; mld 1ncl}1de buffers
suchC ”&%ﬁf@ds{‘ns agﬁ Fﬁhgas ity ekeaﬂc?%t efal g@éfﬁ% cuﬂ] 9 1d§1§§ rﬂr?cluding

coho nes, oxazo I azo
aSCOtbm acidandh @@tm@maqmprﬂe@vatls/@ﬁ fsgcrham d@@iecxé@uwthd@snzyl ammonium
I K a C
chiofidh m})ﬂaun %nlggf%ﬁé&m%oﬁ% alko%m(r)rﬁ oy Igder Fl{;(&éﬂh%ﬁﬁ%%éé’ phenol,
butyMod (Henzyd raé,CO@glnmllfyélmgﬁbNucwh casApietligl or propyl paraben; catechol;

resorcinol; cyclohexanol; 3-pentanol; and m-cresol); low molecular weight (less than about 10

residues) polypeptides; proteins, such as serum albumin, gelatin, or immunoglobulins;

hydrophilic polymers such as polyvinylpyrrolidone; amino acids such as glycine, glutamine,
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In one aspect, a DSCR nodul ator of the invention
conprises a nucleic acid nol ecule. For exanple, the

woe@bevsoaci d nol ecul e may conpri se a sense/ anPCHENRE6/008316
ol i gonucl eotide, an inhibitory/interfering RNA (e g.,

aSpalgEit‘?iganélrsFiéﬁﬁgit Et'ggﬁ)l{ey / 6rn Sygfneernllor}lgs R‘Ng‘née%d e%\%%%hyﬁges fﬁ%{ other

for reenin n
carbohyidiaieg indheking glucdsei mamosal q:midxmat, othslatmee agemtskuch ras tHIETA;

tonicﬁn%%su i aset)l‘e@lgigge and%o&%%hf?)gge srg%aps G %sa%% ose Imanmtol trehalose

dul'at I'ng” gene expr essi
or S(&M&égﬁeﬁa@&ns S@bcah pabfscghzad: Isalnaﬁirmml oesntemomwmcb @sl b@bonandal

comfBh 85, (R THSNES L ESIAL REH Sidf
PLURghTﬁCSi‘P erlfOémérglemhgkycamPE@)cl eotides in length (e. g ,
abejil fc]rf’nu aﬁox?s € g‘l% ﬁx%rn %Rb cjo§ta}n 93 h%ﬂ? ong %%X‘es c?mwg)as

to 23 nuc eot | act“as i nt er ng
neceﬁﬁ'd fom e spadisiilar gwlidatjon brvigbireatagle pef@abyl»r dosd with (csmgLementary

iy S e S0, SHEL 2RI i s

modwlnfor @t Ie%beeelrabb@w m@@d@t #0thg ®ne Eumg]@eem aAppﬁlnona‘Bmodulator
e.g., Q@eco&pé@lg&gf@hmh-rﬁﬁ&gi dl% gﬁog)r ltﬂeqyﬂ{]fﬁ %&r ¢ antlbc{dy

| east in part lating ation arge
to sopRymeher H&ﬁévéﬁefn@wﬁb’eoﬂ Zhiégt'loml]é thp demp@Bion uwly dwitee somprise a

cherrloﬁﬁgibamc AN, g@m@ﬁé a%é'ﬂt h ARt r?éentd &h€RSFonal

nmechani sm SUC nechani S I nc e Interreron
agenty r9eaE crgioprotastnG  garle Pagleculg tfoniaby Bresstl gobbmbination in

amoudfsQhR bk BYAHE EHitiR puREinten@ld ¥, Si RNAs can be
synt hesi zed and then cloned into DNA vectors. Such

vedtheaacaveiggregignts may alsebe irapned invaigeocersulex prepased, fdyexample,

by SoiAa@dn hi@hnihevel & whe 1Hﬂeﬂ£bldlevﬁdlyr95nz§ﬁdﬁm for  example,
expreSS|on is used to "knockdown" ‘or S|gn|f|cantl

hydroxyggtglesliidoss o Ght - FlatrBicECAPSBleb dual | pply(leehylme%mlat@

micrdcBpkaleb,t rebectih@Bl Uh conoi€f! drd akLiveBt §jsRER (‘M}e&&mple liposomes,
i overexglﬁﬁﬁm on of a protein is believed to be |inked

alburplg g Tergi WEroeyy er nangupariiclet s ang enﬁlﬁ’éﬂeiﬂés)a(ﬂfd in
macr6hasiets e SSuch aéchﬁhflﬁescz&@ aktieseafin HAHAAGh'S PhaBmiREEI8E Sciences,

l. ec ch a DSCR protein. The generation and
16th ¢qit t}éﬁt Qé)g@f aptamers are well established in

t hms&iﬁed—rMe pﬁ:p&atlodsﬁnﬁabe pf¥Pared, ‘ﬂiﬁﬁab@bg@xan@l@ df I'kﬁsteuned—

her apeuti c. ef fi cac) cu r) (Eyetech, r k)
relea?eo Prepg%téo(“is n‘&celé{ B- SF et“é‘aal}%a tréf% s Rfgentidr HY‘?TBWObIC demers
contafitiig ths elﬁﬁlﬂ)dy ewhidld negices SreViglthe RSl shge@drtidlest BE., &llhs, or
micn L ET SRS LRt M EAL LS RSLETE
exammeepap(euiydmxiemymﬂeaiac@ne) afr polyeviRIRho)R q;ulyadcades (U$E Pat.

r dance the inventi prepared f
No. S,?703?%lgg cg{/)gl?znmers St}I ﬁlgta id .»?B@ Ji %{{u)grl, ﬁlg@fnﬁ@ Pﬂrédegradable
ethyl@lES/lmyé ekechéy) degeadable pacrit biaid- ‘glytdithJb;di 0@pélymers such as the LUPRON
nts._or

i cal l cce riers, excipi
DEP ab(lm;t Cgagfresmtcﬁ’eﬁl?eﬁegst odﬁnpé’ Selgh%{cr ﬁﬁgeﬁﬁ‘?ﬁlé{?")i’éc&éﬁ oyt fnd
leupreleﬂetacabate) z(hdqaloly-IA( )Eehyd(o&ﬁﬁﬁ)})ri)c acidn t he form of
tions. or ueous sol utions
Ac ¢ e "ﬁ glorésatf’ Ord ?eg fof GBI ‘erﬂﬁéstratlf’r“ RORATEET %r Lhigyjs geadily
acconnﬂmhdd)hy(fllltamon dooyghertik fifratioh enethbages and
concentrations enpl oyed, and include buffers

35



such as acetate, Tris, phosphate, citrate, and other
organi ¢ aci ds; antioxidants including ascorbic acid

w@naenesobs oni ne; preservatives (such as PCT/US2006/008316
oct adecyl di et hyl benzyl anmoni um chl ori de;

hexaret henlum ol 2ol phsnzal kont um,ehl or i de.
a| %5&1 magliiketpks c;faheainmoﬁ lum xaﬁoﬁatohmher@'euw@@matmns The

b esor Ci hexanol ;
modlﬁﬁgﬂ %gn% @geﬁﬁ l}gr sta §Cﬂr etch% %&L{S l?IXEFSSW@l (élﬁﬁase(5| E&gs in
radiofrhagingb Bt annaodmsmhgup@)ndmny Pefahic 4RSI mBlok1e) RE alsS L for

pur1fﬁ§t10?1§<{)r Eﬂﬂﬂl %@%%%?3@%# ]agfglﬁlo(‘l% :}Wﬁe%gﬁqlntgqsdo%lﬁ%matmn of

SCBh-,zm oitegieds 18 LrnhEIIS Agbty & i Wiesterg IbLot, 2631 16duddd 1RMr MRents in a
argi nine, or |ysine; nonosacchari des,
poPuglhgrgc):%ﬁgéral des, and ot her carbohydrates incl uding
gl Gewesdy, cicaqamigge),n the sta@@frth&’lsancﬁhéﬂnaérItﬁ&nﬁﬁﬁﬂbcﬂv&%%@ or a
t uch as trehal ose and sodi u
comb%ﬁltlgrrpl-gg\éhe fgg%vga;i? 'tk%g z)he% sur%el%lt geénov?rél?ﬁ,ﬁatngqroust tf.Sélf?aF%Jéaélon
therapy, agg r%ﬁm@herals/ur Fh@ala/ntorsprﬁfmgaﬁsmi yi®diila@dtseinay be especially
desnﬁﬂ’é i egd)%lggb%gn& QMB ?8 Elol! tg{égatentﬂeg g IJ%:S[% Ql’é(g?(ﬁje eiﬁat}s 8? chemotherapy
well :ﬁ)gﬁn p@ﬁpt@tlwqeﬁ@mlamrgdlgmhhﬂ@y'h‘ﬂffﬁih(tdfd) useﬁlnHBQNbﬁSélﬁ])eutlc
li@kioROIHE S5 P The .f or nul s her,
P 1mal§)/ al so cont%zr;lclﬁ1 H&ﬁ%{%ktb%éﬁe%aﬁ% Sudiil yang Bglf?aapéié” ith, ..,
horm?f@é,ezg]gg}g}ogplgﬁr ox fadiofphelteld cohippunidsdir ovithi ingebe| Icr)@tfiefapy’zl,t #@d/or
radiofBé@HE TAO DY CR I %ﬁul%&l?:aﬁ: 8%?&@&55@&3 'rg}/co%cutnlct\%{f)lblltvlg qtli;]er ?orms of

not adversely affect eac
convegtional  Gerape BithSCRNserwENelyatvdth, pre- nay phe-cotesiticahl ehdeapy.
Chembthefapélic| Brubd Esul €asf @Aty
nmodul at gr m%. g.u, a Ssecondﬁiant | bgg&ta\%%ﬁ ‘%‘r@{d@ {palictaxel),
eStra“ﬂ}Sf“f‘ee*F’Qﬁ‘E‘toéi‘ﬂtfto%@"e gredtin EeiggRncp; otlertwplan fin govdaisk iphuilis.

The DSTRY Qiﬁiﬂuﬁfoﬁ’@\f/oﬂcﬂééﬁ@xta%ly Bl &Cﬁﬁlﬁgtgllﬁ% Ghitk tt%?apggtg:aﬁy e%%célveydose

fhg“ﬂ siition nma urther co
ok the, gﬁ%tg%‘gqeg%%&eptc Ilé@'éﬁ‘?er ephedment; %D§§ma0dtdylbokIadmmstered
in comim@Wbhwith hhéﬁlotﬂéfa)Sy A9 eatice Q&Etéffebl@ éERﬂ@' ro@rgglgtcherg&geraé)e%ltlc

2 tcar di oprotectant. Such nol ecul es are”suit
gent,; e2-c BirfiaRdt i Ehysicians( fesk Rafgtenegy @)]m)ffh@toﬁ%ed@@es phéhese

agentspi:lditpﬂﬁeebdeﬂ weadeteatrhbife oﬁ@iﬂo\’i?cdn@&g e’ﬁﬁee({bgrﬁ é’:}nl and dggages
a

ocapsul es tBrepare for e

ofthes g 1{3%(1 I nhm Ch
Co L RPYEOPS P he Rt ot RRe s drges thf aferfherprentigally effective will depend
on themalrtwm cadér tefhg tfe@t"ed SKABRER of médﬁsez@é L Béﬁ%@ﬁh{ofé' f2ffiallo

cr oca nd poly hyl met hacy
the ph Sl%l?.noo('féﬁl@h? e art i)§ sggqnyned by tlz,ecﬂhl}’%@@al drug

d&hé \EGSORlsmsdu&m‘rs (afeomnﬁmae;ah Qo al hiRRA YIRS, A anlég}we with
er.es, .m croenul sj ons, nano-parti cl es

knows, gﬁgcapsﬁf}bgﬁ ISAVeIQU AUPRISHRICR) 618s. a5adiPluseerhby gersiuous
infusicar eveti scba‘msédoﬂ ﬁnﬁe I‘Hyn Qitt@ﬂluéi:uﬁha %nbﬂah %érgﬂ]rggﬁnal
subcutgﬁ?eogs 19t LLiong ? @gj 980) ust ai ned-r el ease

paratt %‘o HE" Hafl rB%“B%‘ ecaby prala ipnicab xerniphaafiapf routes.

Intravcgnusst ari Md.ttmiem&elrrﬁmﬁmﬂbﬂbf @ReSantibédy\ 88z 0pEde RE o F%ﬁl@l ﬁuall
habi ¢ pol ymers cont al ni

es of solid
mOIeCJI‘?{ pﬁecfa“ed AT eﬁlbﬂ%ffr% gﬁ’ea‘m@“?‘?{’ the form of shaped

athiec the&peuﬁc @glméns Int@ be @bmBined ARRBRUIR st (8 DRER1
matri.ces include pol yesters

st a ed r
modulz%gI Ar oil}“gel < PEIBIFC? %rrumstratlon includes co-administration, usmg separate

formulat1ons or a single pharmaceutical formulation, and consecutive administration in either
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exanpl e, pol y(2-hydroxyet hyl - net hacryl ate), or

pol y(vi nyl al cohol )), polylactides (U S. Pat. No.
W@20088989499) , copol ymers of L-glutam c acid andP@I/us2006/008316

et hyl - L- gI ut amat e, non- degradabl e et hyI ene- Vi nyl

acet at.e, bl e.l act.ic acj Cc ac
orded P o EREER e i3 [ UPRXIBERDIR P () 8t apive seents
s1mu1’ranemm?§pd£)®ft eisirdisificeattioftics. aRrtfefabBGulr @mbafRl kierapg kdults in a

synerC gsﬁg l%gaeet}tlc Pfﬁ%; Cg %‘i']l?e aog%tﬁ%%lgg.d ﬁ%ggff*ﬁfrml ations to

beItuﬁzgdalﬁcobe demr&fdlé/@) aﬁmnrel asihmatttaaen 3 fHe THSCRSL Rbddlor, with

di .acconpli sh by filtration throu
admifltion ot 4 P aidio G s AeiE et ot ol AR e egghe
partienbedt phitablogicalfcoddivioni nvent i on DSCR nodul ators of the

nyenti.on hav r S nonthera eutijc i cations.
b Bl sp By g HR 08T TR RAE ety ohe SRteabivipgion
invol@&‘sdﬁle ote)qbrned; &dlﬂ@lsdatﬁﬁa&f&s DGE‘JRQ modumtcrradmedu[mgmn@)e or Ifi6re
chemé)r gra {C%Sént |g9?“§%5 Pl‘l%lu)ﬂ, g}fsﬁll a%n eyt 6x}$%g]?ng co-a mmlstratlon on COS(taIIS
of diffiament oquanthpnapmw (ngmﬁ DEGEhothé¢rapsutie| dgents flﬁ)dludéeémhmaﬁle

ool Rl sy 0 Rl o s e, c e Bpoplyice

hydrgxypreh atd bydrofyueathiages (Guwhrae padliyaxeldmp @oghitaxgl) @m/m’rmﬂﬁztca@me
antlbﬁ)ftlﬁ% hlgr a}%@%ﬁ)ﬁ %1 d ?cﬁ[e}l%%%l Flulesaftor s%ch ec#)(grr\éo?féesrape%tbc ra&gr%s %be used
accordggp (e mdnefactargcse rigtractions swess eteingihédo empinealyppy the dskilled
t .0 mod uI at or.s
o GRREDSLERY 8 OR300 SO JREAL 01 R
ChempaghegapatServidedidt, &k Cclerry, Witltlarss &éVélﬁﬁeBalsmofe et Der apy
vve e her ap
D e e I
aﬂtl-QSﬁegeDSQ}RPOW dedhegs tampxdem abentusreaesmr@n @ychgs opapristone (See EP
616 §@?b691§1{ 'aﬁpartdp(%&@@%h"\ﬁstlfih rﬁjld? elg &B‘B{}%g 'ﬁﬁ(‘?‘Wn for such n}g)lecules

i angi ogens, or radi und
Whezg, the éfiﬂyer t@ g Siepied gppdrogerdindependsal eankery ﬁlp;patlﬂih elam@ﬂously

have RN s8bi0E &1 &R AntREndRbh T H Qﬁh | el QY Uefﬁh o oMk Qndrogen

ot her forns of conventional thérapy,

indepepira ot et iymoduiatpr may e adgpinisisad-te davatitnt.onal t her apy.
Chesmdtings aip g 'b@ bgfefiﬂﬁ 18 %B c@%dmgg%@protectant (to ﬁvent

Csﬂocetaxel) OL(r) (palictaxel), estranustine a
or redcg 65‘(8‘?%41%}@@5@?0@%%3@%?14 44l withethe theEP e ©B% or mase cytokines to the

patieRaMt hdditiRlto HeRbOR Ql@ra[ﬂetitk: rBélInb@ @ﬁespatlérﬂ? %a%@ﬁlbjected to surgical
modul at ors_woul d general | y be adm ni st ef ed

remoya} of sameef elBAdiPr rlden theraby ag@re@ﬁlmh@eewmm F wé@ﬁcsl

modlﬂég&ﬂheraﬂ)y'l SUIAbIB AbsaFERE hfYst the BbdVSCRadRkAL E%Enté gre those
m nistered in conjunction wth chenotherapy

PfeseP Beed and gy derlerared duedtp itheepmbingd, achen @W@H@S 13 #&p@é@nna@d

DSCRU&BHulatee. §. , paclitaxel. The Physicians' Desk

Re%%( nce (PDR di scl oses dosa es of these agents that
(R B¢ VAR OF FeA PRt e e Ty PPt S0 B Plosdmppigiration

will BEOSHd3h bﬁ@len@ﬂs@&d aEtRERRCH BlowhN@RQiaaf 'Pl{ee:!f@%hgt@ QRsage of
Scé?em)t her ?’\&?Ht ic drugs that are therapeuticall
DSCRE moeilptos Wi depepd B’éHH’ PP Phéisgsss 19 beutragiede %%@m%@%& the
severity @al @durst Mg 1BX1d8Bse,OWhdtR® tfé IORTE BRAULNY acirﬁﬁfs@feﬁ for
famllaé; to the hyS| cian of skill in the art and can

prevegiivey F dRetangBigF BVP?Sﬁ% Bﬁvgqsc thgrapy, the patient's clinical history and
response to the DSCR1 modulator, and the discretion of the attending physician. The DSCR1
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The DSCR nodul ators are adm nistered to a human
patient, in accordance with known nethods, such as
WO piosaeous admi ni stration, e.g.,, as a bol usPCr/ukae06/008316
continuous infusion over a period of time, by
modllﬂ I RUNSS oneal , jntracerobrospinal,
cut ane a%ﬁnmt r%%g E:‘Fﬂtﬁ Orie; tjge, Qf Y FfG\AeHgS Of treatments. In
one pmbwbmhéc ine D&@l&l mddo]atoﬁai ,adlﬁfmslterﬂ&ﬁbﬁltlhmeﬁdgyh%mon or by

cuta us adm ni,stration of th
subel o O D R BRI 18 G Br ik Pl Piorecaipel ks o
aboup @ fgtke dpdy rwegglne (ceg’rba‘hﬂ)uf‘rﬁ I]ltl5@1@/ktg,fdlesd():I by %ﬂt‘ri]lio@ﬂ cafbdI8F initial
candgligtr%1 d%lpag%i' rfgrf ?d(;rrﬁ%o 1toi;| %@%ﬁe }nﬁ’JE‘FtE Iofor e*ﬁgpleolﬁbqarﬁe@ more
sepatgig nidmiinistraions nori bbclcmdeOuZSOmadfﬁhlnl A Ha&hg)@egn%iéi @iﬂl comprise
S S| nNgl € ceuti ca
adnuﬁ@t@ﬁnﬁﬁa%rﬁngt%i T&Ah‘gé ggsrnésoef ooy ﬁ’l fﬁﬁ B3 & Weskly maintenance
dose of ghtos Mg, of WiredPSTRI lpbchlﬂ&dir%hlyodlyh QIoneiv& &hér'd@ﬁ g Bl Rbhs
b I active age aneously exert
may M\ﬂist&ﬁl )QUE)IC%P(Eaﬂ d!)z) tréxgg ;lg).uhg"i 19190 iOF 8re,

hei r bi ol 0gl Ca IVI

depeqqlng'qyﬁbe fagtors| rnfgltlplmdabwn @Dlgneﬁdateﬂ atl @i BfaeeHs ioGer@ifeas Hays or
longeﬁrﬂi{)é}fdlﬂg%%ﬁé E&Bltl%ﬁ HOWRS eencti i %ugti%.g]teaﬁg E}e %C?f delSJ;;Ftél s{%@q&sllloi %f

desi Fable to conbl he a m ni
dlsea?f"o SPRARBY OcaMirs h Thdrirodres raft thisnthefapp cah eeajeadilyi GoRBRRL by

convéhkibRE thshag ahg n gssociated wth the
Onvpalrt i cul ar pat %%f%g?@gg cdgg%l t%“ PYE 4 Srenpiysician or “other
persogif skl e artt he t her apeuti c treat ment net hods of the

p rgﬁ@D%%ﬁﬁl r&ﬁﬁnﬂﬁétﬁﬂoﬂ &V %?ﬁgéeafl qt%orn&*%, aq,?g{pg[l)tlsdg ' zglttl ody,

nodul at or one
etc.) teﬁlgrmfl%rt%@mqt@n g«g}éqmpiat@radgmmmhon ofta thodubitoy bagedtterapy.
Such | &hikkStkAign COF %E{L%l@' sdid ?olrr%ﬂsﬂ /e 0881%% hI S gégg:,]{nfg rle?cgr is

chenot her apeuti ¢ agent era
encompasyed Ry gt ¢xRpRsEen n@inpflig%maethel]@p@dmlhyuﬁfacm amount of a

DSCRI ﬁ@du@dtd)rn See, frbURhaME k0
. Qggs phani de, hy dr 0X S/PZ@?IEBQ %Qdyﬁc§lulﬁe1%9§fgﬁcgg’lng
t eussﬁﬁ gt gefl%fﬁfépntra?ﬂluéb%mbaqu ) and/ or

arthbicaey/silol foRdned 4 i
b el O D A v
vee oriérg% R?Beqté ¢ nﬁ“f Wra Pderivoi For irueive delivenyrthagucleic acid is

mjecttﬂﬂedlet‘lm iﬁ&)dthé ﬂﬁiehﬂ Gstlally adiMe SiRGwivkd Jhg SRR %thfa{og?sh Cllun'ed

For e éJO &e dosi ng schedul es tor such
¥ vrw dPPeeycslls aeienehdhapieleBetoid i intleduced Mtcﬁhese
1solatdaecreﬂ§/ andNbe | hadified8cel¥ hiel JAshini Bakd 'tMeepatlw e(tﬁ(g‘g(ﬁ)e(:ﬂ Tgra Ifor
an anti - hor mon

examp% enca ngaqede% I(IJI‘ rra be conmbined with _
San f§un pgye %\H’F’fnb’@g‘%sr‘éﬁlﬁ@hafédwpbmﬁ@ inte e pagent (see,

eg. 0 &rﬁatenf oK, 4802, 568 dmd[I138@ST)E RS 8L DarfRyy &fﬂﬁo‘ﬂﬁﬂ' dsQ081able
an anti-androgen ‘suc as

for 1nt¥c1§18ct‘n‘é%nnu§éelc ?chc?s dxbt)g é@@é& cg]llﬁovalpeftgﬂllnlgmf,waﬁtﬁe@@qgip@glpowmther

the nutlbie acld meinsf'eﬁechﬁtotcﬁmﬂ&ﬁ&llk 5 378 P I A @%Q:@psd&rﬂlgj 1reltgndee

preV|oust have been su
host. (OERRwes SR oo Tty OF R peid imiohssrwasie reche gones
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patient. In addition to the above therapeutic regines,
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injected directly into the patient, usually at the
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RNAD&AEN%?@&%&%% %ft g%dcal ﬁlelfll hosglg?‘%}?l glé ecl(l‘e)%l(:ltg? t?gct)lr?at encode
DSCRE p¢lyreptiden qutlh@sg mnsa&hgormelebti}iés raaiordl@:ﬁocﬂie presentOReention,

vo nucl el c f chnl ques
comp?fr%%%{qécfe i ra e(}é ttlileocr?ﬁl\}\lﬂg f 1on o ys%\}}é (‘}'—?\2‘? uf:]%E] ﬁgrgeglt generally
compalg@nqg\}eaﬁm@ouu—bk p@@ogdﬂppmferdblwfrbm&bomrm to 30 nucleotides. The
ablllt? qu Fﬁg@efs %? %t?%rlgg of I z{ gﬂ dollpgﬂgcglde % d 2 osnt g . geeqflgrlce
encowwvelmnenaﬁ@s@(bed:ho ifor eﬁmpleﬁmrphrﬂ)CohEo@ Rewy48:659,

1988§ 4 var'& | and gene t her apy
%or ot ocoérwge%alk%ﬁ%%%% 19%& ence 256: 808-813

( 1Bigging oimisenpesey spBe oligmBEFBidartd tarfye nuddie add sr.eqaemed Ieﬂllts
in thd ﬁ%ﬁﬁioﬂ -of Mes FROMbAL Qs GHptibiP grdt!ra%%laggn cgfj(}ﬁeb%arg[e %equence by

can be in differ ent NB enconpasse
one off s5VERa} PpaHH I’éfﬂUdﬂlﬁﬁﬂth@degk@ﬁfeqnmf tﬁﬁdmpl,emsmaemauuehaﬁmeamn

of trdnﬂﬁ'ph’&iﬁorf ﬂf'zlnlsladlcﬁﬁ gt By Qfhel HeAikt ﬁ%ﬁ c’j:& 8 al%netnccpnol da%sdad by the

fragments, native sequence ant or  am no
Prese’(‘/ta"r"feﬁﬂ?ns Th%@ﬁ%ﬁp%é&lgomﬁleﬁ%ies ¢hug mag lbs ugnd ta hiokk extiressipn of a

DSCRIN grofeit i drabdtlial CABMeRMiRetsB ok 8&se of Q(%% é%?ﬂ%l@st gﬂ{l]ler compnse

. Ig},ﬁ%%‘ddzaco nposi tion conprising a
0l1go °¢ dffnerodifipd sugrpphasaiiodisppobiickianes (oa otieonpasi hmkages
such @saﬂhoééQﬂEUnlb&BmaW@Sﬁﬂb@@ﬂwda@&[‘mﬁ GachQ qﬁkéggy aféﬂ rE:J\'I]\it%lt to

her thera eutic agents such as cyto OXIl C or
endogeﬂ?ﬁs BrEless §g‘6lh plizonpgleqtides Wigh teriatpwtshesr Aipkages ae a'gelﬂ irBvivo
G.e., éﬁbﬂale S0edKting BnAhBAc BRIt bhokdl RY A0S 8(9@8%5 B leg to

bdt ,g?dulator and a carrier. In onee
n f’BaWFuP OffF SeguelcqSher apeuti ¢ fornul ati on conprising a

phﬁéf&%dauﬁag@ﬁh Isitesofof Bitisalb Sirdle!ih@lde R re@fo‘h' ﬁéo‘?ﬁor&fng the

Anot her enbodi nent of
“a““?'l\{?%w? ﬁf C8 °"a¢5t ?@ﬁe/ OfA Wé?rﬂfft%lﬂiﬁlenfﬁmﬁmom(ﬁ@AA 5
UAG fand 61UGH 8 SUE&A UJS'-TfACG aﬁchs' TERR RO bpdaf el SOhARSRE Mk
article of manufacture

gene. a%‘ﬁ%ﬁ?%%‘? ‘g‘u e BhEaition ?ﬁﬁdn%m\ Ab&ne dhat psereprseesifroserbouicly

to abat sa)samﬁg@hedumedtﬂaed e ef@RPldabARE - (1.SUsT 805 AL akASESon
bottles, vials, syringes, etc.

m
el o v e IO Blr PR Fosiae fot aviensy fonding incude:
intronsredxeiis; dhtBoneHen St @GsAGS &en Fi’éaﬁﬁnfg'f?ame-r(ﬁﬁ{f% Yt %b(ﬂﬁ‘é region,"

which is the region between the translation initiation codon and the translation termination
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hol ds a conposition which is effective for treating
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of transcription or translation, or by other neans.

Such net hods are enconpassed by the present invention.
wab@caswopgense ol i gonucl eotides thus may be useCI/U82006/008316
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cells. Antisense or sense oligonucleotides further
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which@d @0feiklyankéie %réarnc trrl&?eﬂésn X&E ! #0seMYer ec? 2 \98#8 1 8048 and

h Con({ qat ed to active st ances,
other yaugfies|that ingzsages affigity Bf]téﬁ 9!189@F@m€f0r Iabiupﬁrt mﬁdﬂp acid sequence

such a$ l{bplfyC(Lﬁl?smds enbubedi, Kﬁek%l%ﬁi?ﬁ Z&ntsé_é*)cl;l %4—%%1@{) it neg REd algﬁ%tmg

. ﬂ%&ifen dansyl sar cosi ne,
agen sfqr SARlexps .naiy be @ftachpdtoensg or antlserse @hmmcle(amede modify
binding Spedifditidsadfi B, andischbA 3L @érﬁg'ohgmgfgﬁtédy g) Nhe %aé%et nucleotide

s bar bi turate, a cephal osporin
dUCIERt | di abetic, an antibacterial or an anti b| otic.

q«ng@nmm@hw&g@ﬁwoﬁ@y Magas@mﬁ%ﬁ&eh N " EhCRR i il e
ribed in U S. patent app I Cation Se
target 8‘&?%% 2°1§ SeAueRse| hyqpny ggne fwsfel 9@tipd sinduding.t fed eXBimples €2PO,-

medi {ONA. Str ctionZ e n, “or Q
oD, Ztaagm 5“0541@%%?%%0 ¥:3 §§% g?gezaé‘%?} Beigrsgsuch s

EpsteugB%rgd/uy% 1:In gn Bagemglgly prgceggg, ggqnusgqsg(m s¢@s4 ; oligoriEBot®R18 2is

inserte® irt@8 s 34Ble 1Grob kA Qdds. O c4BEnOR /8,518
5 608. 046: 4 587 044 40605‘]73%'“3 ‘%@# %%g"?c %f“?sé%‘ie‘?cfg‘b
4 789 737- 4 824 941 4 835 263 4 876 335 4 904 582

4,958, 013; 5,082,830; 5,}12,963; 5,214, 136;




5,082, 830; 5,112,963; 5,214, 136; 5, 245,022; 5, 254, 469;

5, 258, 506; 5, 262,536; 5,272,250; 5,292,873; 5,317,098,
wWG2®8099498., 5, 391, 723; 5,416, 203, 5, 451, 463; 5SPEGIOSHIGN08316

5 512, 667, 5 514 785; 5, 565, 552; 5,567, 810; 5,574, 142;

g }@g 5,595, 726; 5,597,696; 5, 599, 923;
cont%ct it %reg?]rablgané %romq vecégcﬁthglf imiHo o ex gzvheS@tahle retroviral
vectdrd H0IupQ bat £&lnd Yindih &, ﬁﬁ%enl/éd fhoin MQ tmu?iﬁg ?ecﬁ%@iﬁ}é M ‘Mqu} N2
(areﬁgSI tions,in a ﬁqven conpound to be uni

e S Y0y S U appvowetoep gested DCTSA, DCTSB

and BCDSE FeOWIOIRB6cADdi fi cations may be incorporated in a
sigg}e conpound or even at a single nucl eoside within

sg Qb?ﬂﬁlé?né%ﬂl%ﬂ’émbﬂtﬂéespﬁlséé@}ﬂtbel pfyesieddgnto ) celh containing the

targelt AGAIELUES sfaérics BF SBrnfe@oP efIA denjihateChitR b GﬁgQJH ﬁﬁ&lhg molecule, as
anti sense Cor‘r'poun

neric"
descrl%eﬁpﬁwgﬂﬁﬁgﬁ Piteble disand hindige melpaulys incduyde; ‘t@xﬁ are gpidimited to,

cell aﬁfabes Od&SIQm@ OB At b tord) dfHet Gﬁbﬁﬁésy oPbirgP ﬁ%‘ 1 @tk DGR to cell
Onfnaln two or more chem cal y i nct re?l ons,
st G eSSt SRRSOl s RO ENE ol prerablystoss o

substlantihlllg Oiieeferei With NBe GBBEy Qf tﬁk’ﬂ 1i@hddd Bﬁﬂdﬁl%eﬁblegﬁ? GO RRH R -its
east one

corte 03 %%%% @ucleotldes t call¥ contain at
PSR P&iOh TSRO PT IS Of Figeserse opgpisense @ligenuglgotide
orummmugmﬁbmmumnmomhﬁmml|gonucleot|de i ncr eased
i ncreased cel |l ul ar

re h anc t o nucl ease. de ation,
RS b Gt R P st BP RAPHGEAS Y by TRG0gRgno o el
contatuangéb tangeC h@ledc auid sbquebite BydifdirhdtRR A ar S1gHoR1kidd-BRd complex,

(o) y..serve as a substrate for _ enzynes
2 dé%LIllb%gl ﬁ §q/eavgﬁgThﬁl\”fﬁ DA BFSRRGAPREGRUFHSASHdF-diBid ‘BV‘P\]/%‘yIS
prefemblyshsmqmai withlaghe ckll bsareendedehotlsdipasendonucl ease whi ch

cl th tr of . an RNA: dupl ex.
TR S SentNANA L A Phe Pl e PaL e pory Satplegides
in lergth, altenaENAly tanlegie ibout h,e’r &b9, 19y eBtiby13enhascie)g 7t 1819, 20, 21,

2, 28 4 54,3807 9 BIAIE SR al el redaL IER. e
110, b@ WY 530430, Wa1, ﬂ4@.héﬁ t1é® '165 i 1GO,166) 15011763150\/\/[&0190 195, 200,
210, QIU é‘%’ bAp, Q%S]d 981145h 8% '29§%06“3?o %38‘13 6}1@{& ?6(9,, 10380, 390,

hor Ot 'oat e deO)( 0 onucl eO’tI
400, ‘Hﬁ’e“ 30, #40: 43, 46%37%480 @aﬁ) 569,520 afm); B0, T0nESTDS 580,
590, afo Sibeﬁimgﬁ%!t@g aRYo,BS f6§{) %66l 785, ﬁg,i'@ﬁsidatoem%t T30S Ry,

or nore onuc ‘i des,
780, ?ﬂ‘h OB, B S%Qe§40 65@ §60 520, 868,1388.908,/10H20, 930, 940, 950, 960

970, @éO‘ sy Hpi(%@tnhggotﬁ%%tlér%&n rg%%g 1? ceo%te‘%P t(ﬁv ?erm beogl?

ch I meri c anti sense ol eot I NCor por ate
the refesgpsed isleotide sagngnde lertgtlsmlgmr n(ufmselﬂ%rcthﬁay reférelﬁec( GhiRV

0-1&d1ed) addd eﬁc@ﬁmﬁ r%§{lfg1n %\%hltﬂhtg F&% g{utienﬁl%é ? %e used in gene

resi stance and a guous
therapy. _Ipy sepggtherapy éPPéléﬁlbé?r SRINa g% lmrqbtqd\ﬂntowellsmdﬁowpdwvel #

Vivo @ﬁtﬁ@m@df%%&@p%ﬁhcfaﬁfr Efrd Gk éegetkc;br&ﬁgt &r e%nn(né( Ec{r éé%)?acgment of a

ry _gapners have a're

defecfigep o ] G§EF‘g shegapr piskudesalisity c@ve@o@w)le ﬂ@@b@hwﬁ a idsting
effectas abB&RH BRla Ak Blanhdlf Ad tﬁeeﬁdﬁluﬁ]i at1%§% etﬂeljg%ua%_lagents

| east one regi on havi ng at | east con guous
whichsiplyes therrpe e ar irpshiprbidamirisistion phothetahéutieally diactivbdINA or

mRNAI Nk@fese R aRephakiye by'ﬁ'se%’]de% t?&%%p%ﬁ% Eigé %s%o% btloc%ng the

teach the preparation of suc
eXpregsiR| ofl eeTtagy Lengs g nevo. | |1Fnh@$3d1rcady tger®. shPat . thattloshort antisense

i 0 bl o BEEOH . EIDALS SAEDALE
5,652, 356; and
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5,700, 922, each of which is herein incorporated by
reference in its entirety. The anti sense conpounds
W@ e@d/ovsr9mccordance with this invention may bePCT/US2006/008316
conveniently and routinely nade through the well-known
.t ﬁrni ue of solid phase synthesis. Equipnment for such
lntra§‘§ P%en?r%“"% | Futsy Bevhein|resiigindo ppteken dy uthienegll frsmbrane.
(Zan@$@RRY €L, p?&plNaadA&@SMSU@KBss(ﬁ%h% 9956@ R bﬁgo)mclé%m(es
t her ans tor such synthesis known in
can gﬁ d’flcldll Slalel ?Fhﬁ)‘fceaqh?lérqﬁ ¢ veg-ybih subsiyinsg éldilr llftgatl@lwvehdrged
phmbﬂﬂMﬁwaDM§® SihdHatgBll loBfNNI ques to prepare
hgonucleotldes suc as the phosphor ot hi oat es and

Pated yEeytirchaguesyailablsnion intraducate nulsic avide intp giable
cellsrTBThea{eSlﬁndﬁes aghn deBshdi2NERA SWhedler the ELQ:'IH1&J g@}& &g txgﬁsfeirred into

W se associated wth other nol ecul e

cult GGl e, S e e elirof desiplsudrddostadomiauescgiefor the

transkdr PFS QRS adi@GaPRt AhmiAlLLLaR MOLASUILERde MWPhise LE q}b@gomes
cal or other forrrul ations, for assisting in

|
eled{?ﬁ? RY. BiLompieiion; osfllarfbyion RE&Briskian. tRe srlsant phosnhate

premblﬂatioﬁdneﬁtoal @s. [Tat ekt hadferteaR n’tvtol'g@nep{rﬁﬂﬁ'f @échﬁ&ue@ include
ri buti on and/ or absorption assisting

rans o P PR BE B e bE o PeeIE-posoms medited

transRation (IEkzaJ et51 108ndd 2 BidsecBRAe 44, Z@r’ﬂ@ﬁl@%g s&lqbgsnlgt?ons it
158;. 5,547,932; 5,583, 020;

. .5 S,

s desfafis o ggide Hediusleisgei sairg Hit i becn! Geigigsa iegiraa seiomich
as mﬁ@“ﬁ?‘;@)’gggﬂﬁ?@i@@ﬁm aﬁ’fé‘»C? n%glgrag%gnotegl %?tge %%( cdll, 4131 aIQilfér a
recep%drgg ihezt%r@ét cgﬂ %3 \%gezre hgosgglgs ga 8mp]§y@8 Broseyrg wlgcﬂ)obmd to a cell
surfaés ﬁlsﬁbﬂﬁfﬁproEac:h;sm];ﬁataﬂ‘lwmh enddcyI6YiCny be GANSF akRend¥nd/or to

f C O h exa s of s or. anti sense
el R b tPUL IR TideoerRs R GO PE B ERaEdlchve.
antibpdies d@v pilonts| which nkeelergd Olnta:hgxﬂﬂaltlﬁn nmi qtcllﬁgi pISKGR ﬁ&§t target

b V\D 90/ 1 | eti
mtraéepllglﬁre log%irszgt; Aéle%l%a Iarrllcet m r%(fe h%? F% 18%43 P Fecgptor—
mediatedt epapeymsisliedascriteil ofos e&qumtecby WaILE Al HS_BMM.Z&Z}/ 84206432

(19sﬁu{n‘dhﬁ£gn§1t dilal Prb{i ! ﬁglcgl ﬁ%t 4 9U§‘£ E?tﬁ%p §§Jg4t %?99080%4 rgyigw of

gene rﬁal;lmig@négm@m@ywmt@oetssee Andegsob bisnSeenot K BOSS B YIS

t Les.of ¢ tisense or
T T e
used dingnestiesdly fomtijsse tigpingo wherins BPSORI gohypeitdet de de Fﬂiﬂm&maﬂy
the tar get nucl ei c
expreg%lg Elp(gllg ngsglﬁ '825 fgreﬁ G(‘J) Lneo?]hgp ?gge%é qg in'a g %eﬁseg SUS &9 W&?Pﬁ'&d to
anorm%‘ﬁls%lﬁ&ﬁﬁlleéam@@é&@ﬁtypmdl ated DNA transfection,
el B! MOBRLARLARMpaQEs Y th&ﬁ,lso@ gcfrg&nne go&ng)gg’rfde to 1 eptbfg élgoa? gmt

such as Epstein-Barr viru
modulyie BHERLepgeenig asenys éorghiagamsy dmmd®t¢swe mslgne@d) ld(ﬂﬁlﬁy

compBurd tHaPihEor' BipRY Witﬂlthevﬁﬁ epol@ ét? e, or, o?h%trv%lsetn Jlﬁnpe:?fﬁre with the

target nucleic acid sequenc
interagQncHisienapfeR EQIYR?PU@&IWIWG@I% eellugsr lphmlnsu mchudmg ecgr mh(bltmg

the expkaéQon gtwt)%@it Eoéﬁ%btrl&vﬂr&ﬁlkel#ﬁe%{la{ iéreeﬁ1 %'lf’ A8 w1 bin ud% a&says

limted derived from rovirud

amenfnhlwm\mghrdzr'oe@pmeﬁmﬁmgugf dlesmiiced dibfariesn Mhl&hg‘ﬁ)e,m partitidaly

sultabwplldﬁltﬁﬁﬁ’%’ srﬂa@l%@é&led(ﬁlﬁ Ghahsd DCTSA, DCTSB and DCTSC
(see WO 90
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Sense or antisense oligonucl eotides al so may be
introduced into a cell containing the target

woeebeepgle sequence by fornmation of a conj ugaPET/ub10n6/608316
I i gand bi ndi ng nol ecul e, as described in WO 91/ 04753.
Sui tabl e I'igand bi ndi ng nol ecul es include, but are not
I'Tihei dsexs teay be gletfomedfince Rty pf dpunatsy rlEﬁMﬁ“gr RiofegyRrotem

bmdlngseﬁFagl(gjf Cgcthgrﬁcﬁ s%teerﬁﬁ QSTSQ}%r nﬁrh%ag; st h@t cdpivaskdt Bsagel which

receptors. n gener al , conjugatlon of the

arewellct}gﬂintﬂniﬁdmldthngﬂrml ecul e pr ef er abl y does not

%%s%gst nolallel‘ééé(}rpsttse bl edofan¥nt 1 thRemePichil iyt entaktivey thleqhmgi

ctile to bind to its corresp ontdtng rglrﬂ ?%hese
candldzﬂldS witkea BSCBI polypepbfiowidenerndijiopt and fyr afipfsWIER T 8E

twoco%g?r@msﬁ]w%gce de or its conjugated version into the

ernatlvely a sense or an anti sens

0]|n|hynimg:dsm$ itigbeinigpppti¢yets ibipdingpRe e GORPEX orggg can be isolated

cont a gﬁlt G @lr Grd6dithe REGRY mlmolypepude or
or detepsl 4t m hgé%g%#" i gongﬁgl eotide-1ipid co

the drogeseiiddpeid imoNbed On POAKEPIEH & gs@ﬁ&émaﬁou%?fr:@f“?e‘??/ Balent or

blndlft%ﬁhésmé’éj’rﬁ’tlm CPREX erm "about "

non—co&ale&%gﬁfltngrgg ' ﬁﬁh&dvﬁ)ﬂeﬁ{ a@tQé’H%eﬁthehéraW @ﬁlﬁfoﬁbhghed by coating the

SOCT a in the cel an g enouiltemgtalséﬁ,
solid strfadeswitben enlution ref ethRIPSCF! EPW‘WBT’%E tegeéneralry
1mmoba1§1ze{:l g%g’:()d? Q%Uta n’ibnﬂéi&ka? Qﬁdb@@ﬁ spdiflcaaghdiDSaRrt @Olﬂﬁﬁpﬂd@to)be

1
immotilzed ¢@ benged t2@nch2111t toZQsth gur%aga %&}Sassa§és peﬁf?rmf%lgy]aggmé Bre
fabsled &'dii: t B, 1at&D to @6 1m@@b1hzed
non—mggobﬂ%g% cém% g@rﬁlllgigl rf?ygbe . ey, a ddisc a

compch8ig, e. 35@6 cq@gag suq‘_egs coqa;@mg %@nghfg‘g cng%ne ellihge;aregcg\gn is

0 (he2 R e Qre 26fhved 70g., ZQOwang@, aB@)o:on@h;:@es
C"m"l%.%o 350 340 sg[

360, 370, 380, 39
anchord@n tlzp@ghd %@ce AR éetecjrefb h ré%ﬁallg 81’1-“@(%%0111%% gomé&gnt
cames5 4 Qletegtgrge 122810 theDdebcti&B Of laﬁaﬁmnﬁﬁﬂl,zetﬁ 3] theﬁﬂﬁ:‘ace@g@catm@at

0, 670, 680, 690, 700, 7 4
complz;ggg oqcpged 7gﬂlere7 ) ong@@l’ly girbimrgéagﬁzeé %gmp%%% doés5 got %
label, %ngple%%g ca® B0 deBEEY, 18 BxanfHRo) byABU agha@elecg 5@1bo@5 @pecgr,z@ﬂy

or 1000 nucleotldes in length, wherein in
means the referenced
Nl QhidiRtesR e eRddnt-ang Withuudoes potrtind o alRERf palypgptde,

its m%%é&&%&%ﬁ %&l n%tégibf gllgs% eed gy ﬁ'{%{hg LRGP cﬂ\% for @&@Bing protein-

e used I n gene

proteﬂhhﬁtéﬁ&ibns | BuceReyd iﬁe]néﬁpgtachtpcpia] aatdaghss,, su@}eﬁeg g5 Fi@ss-linking,

co-mgPRPHEIPIEtg] 2

i ntroduced int &){J?]g‘}“ﬁsc atidh t‘i’*{qq'?ﬁ gltag,fegtg R YEmhtBerdpHi®columns.

|ca eCtIVG genetic

In adBiiiof Uﬁtbtemf—lﬁbteﬁ)(lmmbﬁods oyan rb@p‘magt@rpérhy wiingaa gedskhased, genetic

ystelpﬁi@?cg'y?p%%giplgs dla cpoyv%/orké}g Q—H%ﬁss afd oy AQRUE 'f‘l%n@@' 340EN6-246

S acTn eved a sin (L%y

(1989)f €hfefiRNt]., Puod itk mam $iisUBAL BEHASFIS§R ﬁ@%lﬁeqsdbg%&s

Chevggmawf Nai V@PCh Lavelye CLJ‘GSB”GUS{A ”@9 0578"9%993“(@@)1) Many

ically effective DNA o

trans€tiPilbnal Anfivaged) sechRNARas r@jAIgNA@n@tg rof [swo physirally discrete modular

domadlgsre tr el Igggeag | ntﬁNR%nc*?tlgo GiInRg. Hhe ofXPIAS Suftliofthg as the

ViVo has al ready been shown f

transSriy@ioh- aétmatlae demain| iThe rmget eapieshion sRMplessribedin &y foﬁffg81ng

pubh'c%}wngt(g%gr ﬁY J%}fe Yed ?o a@‘?he' WWOQJKB&{ %yst&i@§ Rhite® aﬂ%‘tefge of this

ar concentrations caused by their

propér@s tahd empldymmoamrlbyrqtms ot [in whivh thenterse{ prawcifised fo the

DNAT{W‘é‘d‘Bg fj%tazﬁﬁ g%aé%{_ﬁl %&lgnoﬂ%f lin v&Hﬁ’ﬁ c%ﬁh&@e%ﬁ%ﬂ@ pr[o@e%ﬁ Gle fused
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can be nodified to enhance their uptake, e.g. by

substituting their negatively charged phosphodi ester
wW@r@apss9s uncharged groups. There are a vari ergr/082006/008316

technlques avai | abl e for introducing nucleic aC|ds

into .viagble c Thet vary ey
to the, geyagien 3i’rﬂ‘ﬂn‘n L%T EfPEesHER 8 tb'}'tLr gﬁcs BrPe %ngﬁet 0 C u%)tIl g@edg
GAL4L&kivBed Provioter mepemﬂs bm muonsmtutmn tofi G Asled Iacsnvuf' viah protein-protein

1nteraﬁ;ﬂ?t8|e(r;jg(,j grgc%slo%)tn aﬁ)g-l}egc rrgI % ypegﬁa (#%s are getec%ela%lﬁl{lgiaﬁ%gx{)%%gc
substrttS 3’010[3 géaam&rame SA cemgletterlmp(MmT@I@MAIs’tﬁPé”’beon jidestifyiog protein-
fusio

cel dextr |CI

ot B By ST TSP S0 AT SO S

commétcyAlly 3@ Hiabler it fGientdckC hﬁmsqsyatsm caal alﬂd>ebet m@nécfde@t gmnprotein
Wi t, .Lovir

B e

that aﬁlcrumancmﬂiése ineraBii@isechnol ogy 11, 205- 210 [1993]). | n

situati t 1.s.,desir u |

ac r g8 é’awl e h “éltéleﬁ} {H%Q%C%? ar fE]tB gﬁt{ﬂ:dng 26? héé fit! Br

extraceBtiliS consivadntasanaie asied tsoﬂyow:peumfally: afreaction e@?mlre dy prepared

or 7
contapg{;ﬁ%?@?l %‘lﬁiQElﬁhlng'fl aorr egé{'ace {Ig.‘%;ﬂpgl%lnw edrgl'eédngﬁglgsoilr#g SfOIgar térne
allowsigibiayethierqrion mdnmdmgl of thelsiva grodocts Baetest ﬂsqﬁbfhé)c@f a candidate

compo%nng ]gnrfleblftglr%n? | Ehﬁ%g’a%ﬁ dé @tr&dm\%é zﬁasﬁ'f&g QfVih OR prestitd oPthe test

or to facilitate uptake, e.g.
compoaglsi bh q{d‘datoej m@a@erbofmaghq:_\mdgd tto arthind rqaptgm Rixfusg, tg serve as

posmplg é(gntr%i“ 'ﬁ{e b%%l 4&3& X ﬁ)%étﬁ)ﬂjjb%@eefn(%& @thBﬁb&ﬁd\ém B intra-

I'ntern zatlion 1n cycling, protelnsthat
or exlxa:le@ldtr domppreoeirbsghtan thegaisinieAsmonitoredns dessrbgsldisreinabove. The

formétﬂ)‘il £G&h %[Tlg 89 in i lct)ntl h E&ictiohl§ bhEsdi i HeGedfion ?uxture containing

ptor ate ocytosi S i s descrijbed,
the teeb(gmmoend Toglicytgs té@t the; test cgmpg}népnte@f@srﬁvlﬂzgug intgraestpn o thy test

et al., Proc. Natl. Acad. Sci. USA
°°mP§%19°8%‘ﬁit8?%g“4 (1990 For review of gene markin
gelie asshsefcapyta@n@ts@@e|l%sc§ée90hwa@rd§dwygﬁ agled to g cp ﬁlegg with
the c% g?unﬁqg'bgjsgreérgeggfgr) a pQﬁgﬁﬁr éﬁEﬁdM‘ aldthe Fh@ilit&p&pﬂlb despadnd to
elc acid nol ecul és of the invention %
mhlbm they RSty @B ntsrest i the jnsesence 19f HrengSClih a?léPW“%?séglcateS that the
comPRhY R Lil&nlBY B8 lﬁﬁ(fﬁlef)(ﬂ%ebﬁ(hé Y TBX DSERS q&d)IypotﬁlB ean be

ti ssue as conmpar ed to anoth er,
labeled, spels aglby radiqaeliviy, sushyibat &be fllan‘aff r?éﬁ?%qut ?@@ﬁ%tld(%fm?lﬁcéﬂes

bounﬁqg% febsHB EndI¥RR: cal WeSuskd wE Bdtérfiinecihe @APARSRSs o thh gdeential
screéni ng conpounds to identify those that nodul ate
anta@S@Rl Screeni ng assays for antagoni st drug candi dates

ar @ HesntiSER 10ntdemét i éh &QM@MN& ok DA dngtehcoprepared using

S Syt O PELARGRCL R €0 SO e, i
the tﬁﬁilé/cﬁ)ﬁ RE Ln@g\]%t By K}Jﬁ?ﬁlhlﬂg fo egbled RN A]E)iirﬂt[ﬁehvﬁﬁtmglpnﬁélm cthmsgtion.
, inhibiting the expression a
Antifengifeipiog) caa e Hseddo eaip L&jﬂ%%’%’é%%“’%%@ Hgﬂ? T g%‘“fc,“ y o
antlséﬁgg TNA 8r RRAD bém of Whichl glathalls &€ lb%ﬂ lon gindfng@he Ipblgmlcleotlde to
raries, making particu
DNA QR RN y FHIgami o Eeiteparitlyo L e Ra S0 € ofiepre vhich

enco-g&eth@ SRRAYSDSER] PdteREEdh O iRl tb Medg/@f dntitensORNAGHgBiusleotide

i ncl udin rotel n-praot n . Sy - .
of from about 1(9 t(gJ 40 base parl)rs ?n ?ength. A DNA oligonucleotide is designed to be

complementary to a region of the gene involved in transcription (triple helix - see Lee et al.,
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bi ndi ng assays, bi ochem cal screening assays,

i mmunoassays, and cell -based assays, which are well
w@bwsagtoes i zed in the art. Al assays for ant apOniuS1086/008316
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cells. Knock-down of endogenous DSCR1 increased NFAT activity and stimulated

expression of inflammatory genes on activated endothelial cells, Thus, the negative regulatory
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functional characterization of DSCR1 as an anti-inflammatory signaling molecule in

endothelial cells. The human gene (DSCR1) is one of 50 to 100 genes that reside within the
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the crucial role of the PI-3 kinase/ Akt signal
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cooperatively with other transcription factors,
i ncl udi ng nenbers of the APlI, cMAF, GATA, or MEF2
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Reagents. All primary antibodies, unless indicated
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(Sigma, St. Louis, M), a 3% H2O2 solution was dil uted
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primer sets are shown in Table 1.
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2 was analyzed with an anti-Cox2 mAb (RDI, 1:500) and

TF with an anti-hTF mAb (clone 73 1) was generated at
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( € IqbntifiMBER)f &Ll WHRH @fbesdetiél €s: DSCRI NM 004414
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Genes specifically regulated by VEGF in the absence of serum were identified by

arb

differential electronic subtraction of gene expression profiles derived from HUVECs

stimulated with VEGF (30 ng/mL) or 5% FCS relative to basal conditions (no addition [NAJ),
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DSCRI NM 004414 GGACAUCACCUUUCAGUAU DSCRI NM 004414
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DSCRI NM 004414 AACGUAUGACAAGGACAUCACGene Nanme

d
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To evaluate the extent to which each of the 2 VEGFRs is mediating the induction of
DSCR1, we tested mutant VEGF forms, which activate each VEGFR in an exclusive manner,
as described previously.zs’26 The VEGFR-2 selective mutant form (VEGFR2-sel) was equally

potent to VEGF in inducing DSCR1 expression. In contrast, VEGFR-1 selective ligands
(VEGFR 1-sel and PIGF) failed to induce alterations in DSCR1 expression, indicating
VEGEFR-2 to be sufficient to induce DSCR1 expression (Figure 1B-C).

Endothelial cells isolated from different tissues may vary in their levels of VEGFR

expression or in their signal transduction pathways, which may affect their VEGF target gene
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sigm%ggnt 1211'crge_a£eon|1 %SCRI protein levels were found following stimulation with b-FGF or

5% FCS. In contrast to the findings for mRNA levels, we were unable to detect increased
DSCR1 protein levels in cells stimulated with TNF-a , suggesting a different mechanism of
regulation of DSCR1 expression by VEGF and TNF-a . Based on the inhibitory effects of
CsA on DSCRI1 levels on activated endothelial cells, we conclude that this induction was
mostly mediated by CnA. However, the incomplete repression of mRNA expression by CsA
following stimulation with TNF-o suggests the presence of additional, unknown regulatory

mechanism in endothelial cells.

DSCRI1 prevents nuclear translocation of NFAT

VEGF, when added to human pulmonary vein endothelial cells (HPVECs), induced
nuclear translocation of NFATc1 as early as 20 minutes after stimulation.”’ Thus, we wanted

to analyze the kinetics of the nuclear translocation of NFATc1 in HUVECs and to what
extent DSCR1 may interfere with this process. IHC analysis of endothelial cells revealed
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( VEGEBRS2R1 m3dulfitecfDRGR, windkih dtolypdptidayongfrisésepeptide
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. erein the peptide Is capable of interacting
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Whe,e DRCR M 6108 AL PSR 41518 0 CORBRL h B8 SuddlE R4 &fthifisEd AM
about position 96 to about 125, or about position 108

{ o inftgtonfinteeferng ROSER) .
The DSCR1 modulator of claim 12, wherein the inhibitory/interfering RNA. is a small
inhibitory/interfering RNA (siRNA).
The DSCR1 modulator of claim 12 or 13, wherein the nucleci acid comprises one or
more sequence selected from the group consisting of

GCUCAGACCUUACACAUAG, GGACAUCACCUUUCAGUAU,
GAAAGAAUGAGGAGACCUA, GACAUCACCUUUCAGUAUU,
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26.

27.

28.

9. The DSCRI nodul ator of claiml1 or 2, wherein the
nodul at or i s capabl e of antagoni zi ng DSCRI functi on.

nmodul at or conprises a nucleic acid that when present
in an endothelial cell inhibits activity of DSCR in
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the vasculature.

A method of ameliorating side-effects associated with anti-inflammatory therapy
comprising administering to a subject a DSCR1 modulator of any of claims 1-15, in
conjunction with the anti-inflammatory therapy, thereby ameliorating said side-
effects.

The method of claim 26, wherein the DSCR1 modulator inhibits DSCR1 activity in
an endothelial cell.

The method of claim 26 or 27, wherein the anti-inflammatory therapy comprises an

agent that suppresses inflammation.
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an anti-VEG- anti body.
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