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[Oo?iiﬁ?'sﬂp ’c%\eﬂ.?r%e?rasﬁg&d thd Plesetit itRNERE Wohfiitsby methods of

ective anount
inhibiting a fibrous adheswn m an animal comprising selecting an agent to inhibit the

fibrous adhesion and administering a pharmaceutical compositions comprising a
therapeutically effective amount of the agent to a site suspected of having the fibrous
adhesion, wherein the compositions can be configured to inhibit at least a certain
portion of fibrous adhesions, for example about 75%, 90%, 99%, or substantially all
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[00027] Figure 2 is a graph depicting the results of rapamycin on the inhibition of
fibrous adhesions using the rat caecal-sidewall adhesion model!.

[00028] Figure 3 is a graph depicting the results of various anti-neoplastic agents on
the inhibition of fibrous adhesions using the rat caecal-sidewall adhesion model.
[00029] Figure 4 is a graph depicting the results of various anti-inflammatory agents

on the inhibition of fibrous adhesions using the rat caecal-sidewall adhesion model.



conprising instructions for pharmaceutical use of the
conpositions to inhibit fibrous adhesions. The | abel
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?/ ng apparatus, nethods and other information;
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graph depicting the results of rapanycin on the
hornimededi ti on of fibrous adhesions using the rat

[ooo%g?@'ur HS%NQ ndrap?ﬂ&@ﬁb Rdebultd S§05861% R/u/guuamé?en mstllates
e resu ts of various, antj-negoplastic
prodalge@tfsoro nboth hféuthvwwl@ﬂs @Ndf L BMBRE2 JGRLIFD n(goﬁéqui pn the
§ae | _sTHeslR 88 Aftldel.
mhltﬁho% &%Fbﬁ Mﬁ%@gﬁ‘%@ﬁ??ﬁiﬁ’ééﬁg r eSLIJlIatdgé%f vari ous
antl-lnflannatory agents on the inhibition of fibrous
adhesi ons using the rat caecal -si dewal | adhesion
nodel . 8 WD 2004/ 105737 PCT/ CA2004/ 000800 [00030]
Figure 5 is a graph depicting the results of various
agents on the inhibition of fibrous adhesions using
the rat caecal -sidewal | adhesion nodel. [00031] Figure
6 is a graph depicting the results of fucoidan filmor
fucoidan instillate fornulations on the inhibition of
fi brous adhesions using the rat caecal -si dewal
adhesi on nodel . [00032] Figure 7 is a graph depicting
the results of series of fucoidan gel fornulations on
the inhibition of fibrous adhesions using the rat
caecal -sidewal | adhesi on nodel .



[00033] Figure 8 is a graph depicting the results
using a 0.001% 0.003% and 0.01 % w v fucoidan
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of devel opi ng or expandlng f1 brous adhesi ons
thesgg‘@mpqqngge epe epmBesitiansccangiae camarisg polymeric formulations of

. o o
SR aat 31 SRR S B TRy o
formadations sasedesiradn whigh eare provide sustipinedoreteaseroft the agent at the

ot o 308 3108 055 ERRERCBRS bl B e
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al | ivativ salts
comBng G oF SEHHs MEHEPE SO e S5ERDR aueOim MipaissBH e and any
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whether it be used alone, or in“conjunction wt
therap)cideatidesr any ot her fucan), or in conjunction with

[00037Y In some embodiments, the methods and compositions herein relate to the
use of just one of the various anti-fibrous adhesion agents herein, or to the use of
two or more of such agents. In some embodiments, at least one of the agents in
such compositions, including both solo and multiple agent mixture compositions, is a
fucan; in others the mixture compositions do not include a fucan.
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ot her agent discussed herein, or any other agent,
device, or barrier, or with any conbination of drugs

wo p@kaos7ay fucoi dan, and the agents di scussed PET/€ARN04/000800
and any other agent. The conpositions can be

adm nistered to a site directly, stem cal |y
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achGSiAIIERaRE C& SORAHEN 18bF g ALhe 12, PRTagr St QohitR R fbrous
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di scussion herein applies to such flgrous row hs

selogling and GUDUBFLETHE abiierstioReAnS-RERs ACRERPN ABFRiceh 2 those
dlschgﬁgf I‘\ér&nnéh ﬂ@Qstfdn*érébléﬁt aghIsstitRe noﬁl-lﬂﬁﬁﬁi%eho%ésnon disease or

tion, n sel ecti'ng and adm ni stering
condnbmmrmm@ter@@tqgemrmgaérnglaaen sinuitanenys WI"'@HS adBus, the

et{‘uﬁ&? c%hsf??rﬂérr%éugégééﬂﬂgl e aé;eﬁf fatiAhil thBNfibrolis é’dﬂeglon and

non i sease or condition and he
selefcliby dhes santieesii ahleabhose ether exgeot tavintibit theneon-fibrous adhesion

._compositi . Ca . '

s SRR, O SPRAE PR PUELRBIcAG B amoun of e

agenmﬁ) tna pite sasyectéd e:ftdea/gbjpmgt theheom@brdusbadhmnon dlsease or

esi an, di ase condi th

congipfary) 6 BpoR g Ront 1T S o TR o E8En regpes or

contjiﬂlﬁn§ ?ﬂiﬁ@@l ctag@@?, ,_Mld raeltdmodsexpasuresmpecrwnoau end iother rigjyries,
sel ectipng. and adm r|n ast one anti-fib

arinih 8T i SHOTe o CABGES sy EEHsed et PlndifiéShive o

track, 85 bxaMSle GG thagﬁda\féséubtsmtlél%kfdf Iicvkagésibestheanmechanically
di sease or condition, administered together in a

disrgpiing YMHHOBEn@Ct aneous conposi tions. Thus, the

[oo?mghﬁﬁﬁnceéhmn&hbéﬁn@ﬁ{se%rItna |ﬁ0erﬂ%ntthé0arhtl3fbrbu§ ddmesion
rous adhesion and selecting the sanme or at |east

agepifemey h@rfowgldmedt%ongnmﬂb pthef RRMABYNGS GrGARPORHIPBS Bieh as, for
exa aac‘r?oﬂﬁm%ﬁp etftﬁiﬂc cAefh, adm i éél?%ft)r@\g fhousse, coatlng, wrap,

erapeuti ca t1ve ‘amount” o agent (s)
pasts,t learders pmtamt wicrogphere pnisgeranicle off o, i paritwated H@Qqﬂ,otmplant

f||mgx‘?‘§f§%§e]% u%?Pg%ghg[heq@% the fibrous adhesion.

non rous ‘adhesi on di seases or
[00041] Generally, compositions herein can be administered alone or as part of a

composition by application or injection as a paste, gel, spray, particulate, film,
solution, liquid, lotion, cream or implant. Routes and sites of administration inciude
orally, systemically, intraocularly, subcutaneously, intraperitoneally, intramuscularly,

intraarticularly, intralesionally, intravaginally, rectally or topically, such as in a patch.
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condi tions include cancers,, PID, radiation exposures,

nmechani cal and other injuries, arthritis, psoriasis,
wa@oganiz37 t opi cal conditions, di seases and coOnBCT/CAR®4/000800
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substantial risk of blockages or other nechanically
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othr JHEYi 21P8r eR@IERUE SRIUHENpProVANdeGtiEoNS seiutiab) er dispersed as
cont, Al i ch . oyi de .
2 SUSSIBIOR Ot A Ve By LD, RBareREh@ute AR oY! Bifmeric
carsref kartensyans exdirients dpglvdes ebitaspn apolyteratmroathglene, poly(lactic

, t he, Food ~
il Ko R Pn KA Begtate)” RN CRHE 308 olnistera st flaene and
vinyT'tasetaide pokyaﬂnyboapgliysdﬂn gnethogtpolyethylzne §iycol, polycaprolactone,
copBef BF Hhiied acll>End iebfic Fol CSapolyliecs o golyApiEsad) and
polymapmld]ﬁon@)e cgelqjiosihtcioﬂﬁltig(@) 28lIllbsess, eﬂlﬂirﬁen, pluronics, poly-
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hyalccomio s atid oninfiickbite Wekélpiehe asthér fpdhdtc 288 Ofehicles  and
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°°p§‘g’?‘§f32r‘ie“ TREIrBR aé‘F'tm@?dsp@Ieﬁ?ZPi Reprggentative examples of
otherasuitableysERfidrs. indilGe CORBMRS ! AN S ifdj RS gﬁgleﬂsr@c;bg,gﬁn@Bylene

conprise ag{egts (or any conbination~o gent
glycph, OF| TanseHioly g dpikiires sefustenchendi alycelel dstipnepyl uopiisiae or
isop@dpyl Opdhitatbuc 0 | | Wik of.

P e P Ba O syl 26 308705, HoBte o sopropy
palmjifaieyi Fugh welymere may, amselves, Reyidesanitadtiesoneaativity #scertain
comPbsiB@y/meric carriers, barriers and excipients

i nclude chitosan, polytetrafluoroethyl ene, poly(lactic

GENERAL DISCUSSION OF EXEMPLARY ANTI-FIBROUS ADHESION AGENTS
[00043] The drug components of the compositions herein typically are well known for
other compositions and purposes. The following provides some information about
some of them.
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acid), - poly-(ethylene vinyl acetate), poly(glycolic

acid), copolyners of ethylene and vinyl acetate,
w@oedngavitgt ene gl ycol, net hoxypol yet hyl ene gl ycPCT/CA2004/000800

pol ycaprol actone, copol yners of lactic acid and

gl ycolic acid, copolyners of poly(lactic acid) and

pol y(caprol actone), gelatin, collagen, celluloses,
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that enaarohtrimte ¢ NDAID, an&nﬁlamétorwacmi@t lﬁClGUe theoedogtion of
supeDrSXH'é geﬁdi% srm XrboLaqc Sq g%;f egp%% OLsng% pyldhgl[l{)nStm% ecule

expfebﬁﬂ!ﬁ,@%semfomnd @xmt $yn&tﬁ%@$ tedreass oV ;brb}hﬂbﬁ'm%ibﬁyaéﬁbklne

ovolfN B! (BREIOR AR e REBHHS 1) DOGHSFIomar dnighocyte activy

and eneraooe 6t cellafar rdgntsran@asictioy)s herein typically are
wel | known for other conpositions and purposes. The

foll owi ng provides sonme information about some of

[oooumeox’lz iMMLIRR94/ (1&563%%%&%99%%@%9& %@Q%Q-Aug 16(2

NSAl Ds. The maj or mechani sm whi ch the NSAI'Ds
SUP?'P}éﬁQQ? herapeutic effects (antl pyretic, anal gesic,

l: i | h
oonABF TR o SRS, Gk ANGR ), B Rade (0%
enzygeRp Easpensieley fof ofonvhadingo stragiudarjc atmdl I t prostaglandlnhs and
{ I he
oS aHRO"HITOGRE S WReRkd B SEHTES % 601 AtE, K05mos
(CO){C1| and @G)(}Q)nqmeazftvdgtbiamxéa is irnerily mesgoasibsartor itflemtmation

out BRbrERY PR e gb RSB Thlsauo? RS, Pedegation Y For ths
reaspn,dlucrecem yeérsapoysi @smppundrtﬁﬂalt href)sel@étlvadhlemlism@ozyme the so-
nitric
calel seifllE oGk BRRUSE: o EONIRR uileh dripngubibaematay acavit
but r(ntrurmze the cisk of gastesthiestirl t¢m|@rér@uﬂﬂeémﬂg haVedhddnCdtdvieRiped.
te ac V|t al teration of cellular
Kgﬁ@? ndeps %bewsq'w@é)@@xﬁnnhlbmréﬁ@cluctq agtivation of

protélﬁmdlﬁéwt(bohnhlﬁh@rﬁ NBIC M- k#sHE3 BVBCtidbibnl 6ddwnre ylation of the
17-22) 00046] Their action 1s center

ant'elpﬁﬁfoé'?t Pf@Fﬁl%qul » dpbibdioRy gle MAYR (dettx) angnagiivation of PPAR
gamhfsponsi bl e for converting arachidonic acid to

pr ost agl andi ns and
[00047] COX-2 inhibitors include:

Nimesulide (CAS 51803-78-2) (Drugs. 2003;63 Suppl 1:9-22.)

[00048] Fenamates. (Prim Care. 1990 Sep;17(3):589-601)
[00049] These agents are considered to be N-aryl substituted derivatives of
anthranilic acid which is itself a bioisostere of salicylic acid. These agents retain the

acidic properties that are characteristic of this class of agents. The most active
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t hroboxane. In 1991, it was disclosed that COX exists
in tw distinct isozynes (COX-1 and COX-2), one of
wooahps7@0X- 2, is primarily responsible for PCT/CA2004/000800
i nfl anmat i on but apparently not for gastrointestinal
pl at el et aggregation. For this reason,

fendARaaE Srall BtV 05 PEIoo0s AR aHHNS A e P Stk § wsition of
thefmrar%lhhﬁuéwoméman{ah‘& %8s ﬁé Wed SEhGRS iNE ﬁ@g%s%tuted N-aryl

i nhi bitors or COXI Bs, whic ‘ain antd -i nf
fenagagtesithg 2" Buderivatives ae most actslle sigagating dlaﬁttbstsuhsﬂtuents at

the QogLﬁdsﬁiﬁbn@%@r\)@' §8icB%he MI SFr?rrgge g%lp%dfglp%[ﬁ%ﬂ% \%I?fﬂl% Hthranilic

COX- i ndepen ent mec ors
acwﬁ nﬁemtfwﬁ:sﬁevateﬁgct isforopmsed o bekimpadentGn the kffedtiviedntecdction

of Mo KeRRAaBsagt it}ﬁ&i' ﬁ\ﬂrbgg&v‘gitg 94k agkc%?)&fﬁe%qhs%PP aActions: The

anti apoptotic proteln nhi
anthfanitades dade grimariyt eotintdmPBARY vgtimsame| AR0desic GRX- éhtlpyretlc

e L P T L AR 08 5 e
and (decasioillydo tré8oiafidemalory djseasy. 601) [ 00049] These

s are co SI dered to be N-aryl substituted
[00(2&‘5 \75??\‘?2 eanthranl lic acid which is itself a

Medkbfenaﬁ&teeice_mAsmnmLz)c acid. These agents retain the
%IdC r % sthat are characteristic of this

Mec@?ﬁ%@“é @3\31 838 nost active 13 WO 2004/ 105737

DiclBIGRAEA2QNE 9885086-5§ BaNER RS S&Iaégi‘?& bcig) L‘fé’éd 1‘8F RA, OA, AS

hal ogen substituents at the 2' and/ o
andcﬁ’PSt'ng]BaN aryl miety mefenanate- see beI ovv) Armng
the dlsubstitut ed Naryl fenamates the
derivatives are nost active suggesting that the

IOO@EQWQ&%W @riktitis Rheurn: 1997 $am4Q( pid3-68x ve to force
00025 i 59 S48 PRGNl rtros. T

acidily opfo e oxisatye isnptiribued tonttiehd-@Hif with i the emdlaeaamb@nbemg

stabﬁifze{i ng n‘;tﬁé}ﬁ&@&ﬁgr ﬁtboh&‘ Eb rtq. Y rﬁﬁi{em %hg?r:ohs églgﬂ,atpg presence of

xygenase. Actl on
the paribnuannldp sutsstiiueht atrtiet 84ppsitibi fof Serbenrwthiagive irgNeontributes

oS B Vo B M P SR (nence
stabiizatiori)o m':iﬂhbygh theise eaatnplouﬁdi@lamé@amf (@ké ea@ the[é/%@%@}newhat

less':enqa gﬁiﬁi I gx eggldéﬁgAﬁ%seS? Qbﬁ@aé#lgqr_gg are primgrily |on|zed at

phyﬂﬁB@Zﬁﬁa@ a@@gl ly‘i‘éthré@%rzCéﬁ(MhﬁBi%r&/%cﬁ\ﬁt’yd used for
post-op pain
[000 3 Oxncams include:

Tenoxicam (CAS 59804-37-4)

[00054] Acetyl acid derivatives. (FASEB J. 2001 Oct;15(12):2057-72).

[00055] These compounds are also derivatives of acetic acid, with the substituent at
the 2-position being a heterocycle or related carbon cycle.

[00056] Acetyl acid derivatives include:

Indomethacins (CAS NO. 53-86-1) (Indocid, Intodec) - indole-3-acetic acid

derivatives containing a benzoylated indole nitrogen. The methyl group at the 2

14



[00051] Oxicams. (Arthritis Rheum 1997 Jan;
40(1):143-53). [00052] Oxicans are characterized by
WO b@44e3T9Tr oxybenzot hi azi ne heterocycle. The BCT/diA204/000800
of the oxicanms is attributed to the 4-CHwth the
i.on bein stabilized by intranol ecul
pOSWbeﬁ@\erfa 918 rngePraHenis figeHokptign gbor) 4§, Cihaopd 358 eeps the

two Qxfromhhﬁ ribgk bigx e derrestbaddtionsmp RF COR BmBRYl bh@ﬁh@fapeutlc
benzothiazipne ring contributes toward aci

actlvgv aﬂmqnﬁ hReip i Gt .S@k@c%\@ale@é rredyaes p«ﬂlmar%ant"nﬂ\/ammatory
acndnewmdnwa.ﬁélgég@amsnt.pikﬁéﬁ%lddt.w ion). Although these
conmpounds are acid , they are sonewhat
| ess aci dic than car boxyl ic aci ds NSAI Ds. Yet the
r I 0
[000‘3’1‘1 Qéﬁﬁlll?sﬁz}og ggﬁ?éétgle?o @%Qﬁ%n%hgl t@g%ﬁﬁs ‘th‘é Qﬁc?iggas are
dem{au@@ss?f Gehydrasyhenzdiadecid TeamxlimaanlcQ)QAsmsmn@?ates) were

osch 5 h, 58 Y. HEAGRIIESy LB by ) b v

Sahaj/bc avidtwasegsasf madlstnaﬁy as ithob, sadidrh stahebus tetmaoetiuaertapamtlcally in

no L OB 34 BB VoDl S8 B hapn,

Theriapdmrmumm;c isnenh{eBA&d INSDesﬁé%mBéitolﬁ of(ﬂweqméhdl,lc hydregg group as in
vat cont ai n

aspifE i, PAEURe IR & iy PGREREICHREPIE: WAtP g gap 2 it filurgsal
The 1@!%%%0%1@55&%?@%%%&908&%%p@ﬁhthﬁlﬂ Bhal§éic and

i ndol i.n events free rotation about the G-N bond
anticy il SpAREE Thes CamBRMITISATS, Ry ACORe! G8leetied — they are
bourfcevih thh%hla‘Pﬁrf Moy QWX n¢bﬁ9lt|§§‘ﬂ1cﬁJb%r @PfHiatibn, r;‘ygersensmwty

activity. | ndomat hacin is "COX-1" sel ective"

reachersy u@%@tl&m philaials) agatagaken. a?mmt@wlc'thﬁﬂnﬁﬂ%) vihertherapeutic
and %@ﬁéiﬁeéﬁ theficeadtioRY r(ﬁ(%: Ii gutzcz}f 'éés'p@ﬁvecérp QQSr@air%a d f¥labfiity to

acid derivatives. Str
inhibia€ Oy inayarpugrtissueie @nd grarticigate fin meanet’bydgﬂmn resictiorsec indvitro.

For %%g‘lgblgg %Jfégméﬁ%ﬁjbkcah@re%@llté Wllrr%(/%%lsbgfn@ﬂlt?dc of %r%%gm% and

extraction o
antiinfianoatop reffectssadn i joints, camd i atveese effedtsmirditbée n@l |tyachs Also

t.her ape ] t he

acet%lgﬁor?%r%me%ﬁb %)ﬁ&é'lég érfay rg%@gln c?elﬁ{p%g?‘#\?@v% rééponse
[00058]98&“(15/&(1: aclylldeavatmesl ifchig®) or aspirin. Therapeutic

rification of the phenolic
Acet%é cghélac@ @&%a]g g‘?{béloaz%%? and by substitution of
lelualshydbﬂsmwm @pphlhé Idﬁfll,@fdpm@nﬁt akal&y s of Balicylic acid differs

uni s % | i cg at es have potent

fromaﬂ p[ Aeraberst g/e salicyiate, class jin ,i‘li]q\tdt AR5 RyiRardy gpalgesic and
ant;p@Fﬁti}c(:lOélﬁ’tﬁIt .C Itfi@tUS\éUttb Gat ?Héeﬁﬁn GREPALRE St RATBALNd muscle
pain. reportgg cgﬁsels\/l%ss Gl trac¥ ulceratlon than aspmn and has lower auditory
side effects. This drug is cleared primarily by phenol and carboxyl O-glucuronidation

similar to the salicylates.
[00059] Pyrazalones. This class of agents is characterized by the 1-aryl-3,5-

pyrazolidinedione structure and are structurally related to the aromatic compound

pyrazole These compounds are analgesic, antipyretic, anti-inflammatory (due to their
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bound with higher affinity by COX-1. Toxicities
include @ irritation, hypersensitivity reactions,
wo ndhdi’Bon of pl atel et aggregation, and ot ot ORCT/ICAY004/000800
(tinnitus). The therapeutic and certain of the toxic
actions (i.. gut) of aspirin can be related to its
wealhpeidit 3{‘6 Uflcﬁﬁ'ﬂmﬁ gt oeN fprcvipseou I hei agidirsindhese molecules is

dueP @ the p?@ée@icle Noft 'éﬁnér?cﬂl%ME aﬁy}%?énes F il F)é) s Rbé‘itl&’m LERd is pKa-

For exanple, acetylation of
depepgiefier si bl e i nhibition of this enzyne and

[00@6?] e)?éia"l’dﬁé@tlﬁél%geeffems in joints, and adverse

t he tract. Also acetyl ation of
Phenyibutazane (GAPS6t3d-95 may result in a hypersensitivity
response. [00058] Salicylic acid derivatives include:
Acetylsalicylic acid (CAS Nunmber 50-78-2) Diflunisal
[00QENS RiktBibraids4) Cortidosteoitis Lave ophgroyp oina;ht@mﬂanmiatory drugs

[ f t
simfid b e nfuRE) SrfeoslFoR nommBhe e RS PY ¢ sheteCie adrenal
glaraisd Amg pine edisardast that bﬁen In’hplro&e Ulﬁl&ld cblfﬁcbét@ﬂiid ‘tr'éﬁtment are
ssoc nuscl e

ast r@%o‘?' EHc 5@0&'353”95%% ?ﬁzemaa%'i ﬂ]eé'@?aé?'ﬂ hl“ﬁﬁn Haypithese anti-

mflmdalb&;g agemer infli Ia@é )brr:a% fbﬂle@;cf 2gz§é°uon§_hcbc§:u9§ "&ﬁa laSvariety of
ear e enol an

me aal%aaj ’@Fﬂﬂmjﬂ ?%fryfea%ﬂgﬁhea‘#eﬁsay Pﬁ@ae?hpﬁeléﬁlgrﬁ@mucmm@gg}aces

deci:éérsm%adrﬁﬁﬁﬁax@' Bhé& aelidstion Qf e@&ﬁaﬁﬂs' ae&géélﬁggtcg&)hlﬁgg)rgé'uctlon

t he | -3,5- pyrazolidinedione structu
by 'éumMﬁSamcgnOP&eat @gst eelisiandgasingphis, daipitiog the metabolism of

A QRSP sare anal gesic, antipyretic,
aracﬂ;ﬁtl - %ﬁd Eh@%ﬁ]eﬁ: dﬁggfho their 15 WO 2004/ 105737
a‘u%.ld

[00%/@@%@90@ eneak acidity) and uricosuric at
De ﬁ%‘ihats%%gc 85Sp2- B]e acidity in these nolecules is
Xgue to

presence’ of an enolizabl e hydrogen in the 4
position, and is pKa dependent. [00060] Pyrazal ones

o008 e BN SRR 7 PRIy sosues o

alkyhgtqupl enl fdlﬁm&g o;cy aiv agdive rg'dr(;jgle&(rjat%m Thfaﬁ?u dSt@bitdlbaion%pouRd with
roduce e cortex o

DNASS e BANGPS) e AR R ZOG S o er8 e Blomed Sior prustard gas in

1946 mReacorviviith ONA, I RNAL oF erdtetrfsefttaﬂﬁnfo aikzlatléﬁt RRNh may be
allerhglc r hi nltlﬁ) Il er eczenmn and eunmat oi d

bifungiiopaland - Gadse + SREFINking GERHPET dngudey eitragemhnysterds,

m‘crds@tu%aﬁ hase¢ piﬁtlh@frgbzﬁntéiﬁﬁ‘@tdrg§§ a@%é” as g:‘tl‘?eré‘ Xitlo #‘ e/ aﬁ%g/latmg
ani sns, 1 ncluding decreasin nsity o

age'a*a QM ignanielssipphilgst daeygh rf@maamp cthfen@trbonlwn ion
interdistiAES.| VG RBUIRS irPa% FRRILLS of ARTLRAS liMthdRX! QK aNRylation of

production o
various nucleophiles moieties. The chemotherapeutic and cytotoxic effects are

directly related to the alkylation of DNA mainly through the 7 nitrogen atom of
guanine although other moieties are also alkylated. The formation of one covalent
bond with nucleophiles can result in mutagenesis or teratogenesis but the formation
of two of these bonds through cross linking can produce cytotoxicity.
[00064] Examples of alkylating agents include:

Busulifan (CAS 55-58-1) (Busuifex, Myleran)
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by | ynphocytes, nonocytes, mast cells and eosinophils,

inhibiting the netabolismof arachidonic acid and
wotdvenosmerhani sns. [ 00062] Corti costeroi ds i ncPOTI€A2004/000800

Dexanet hasone (CAS 50-02-2) [00063] Al kylating agents.

An al ké’:‘atl ng. agent is a conpound that substitutes an

al I6yflopasRpamide (GASH6Q55-192) tRroaexlve hydrogen at om i n

an e@frgmusﬁh HGSH.- 57\44? BMA as the principal
target. &éatln agen were devel oped from nustard

ga§'ﬁpl?tmi§ 19868cA7rbn wi th DNA, RNA or proteins |eads
todgkg%ggf,égglsmhgrmr@y be bifunctional and cause

DNA cross ng groups include nitrogen nustards,
nitrosoureas, and platinum containing drugs as well as

: t tron
085138 Amchblorfl, 383 A" 198 pedsgibouBERt TN,
[Ooﬂﬁﬁleqrmeiuﬁtimewohféhns dedipabt asia d:dewrrdrrmatOmtérferes with the

o | L I | at ar .
R LT T R YT M T ————
Antm}&;al:mi}zésc aeé;@tmaaltyr fan[a\tﬂigUﬁﬁtd)fy Sféﬂr)]lat B6rmhéhdsher nuclelc acid
oo SN L P e e 15 85 oD e
RNAl dgyitrasied ThEihemb@s BRtdcaon Aherefife Gﬁé/éHsefhfat RN XY bllects are
ucl %phl | es an result in nutagenesis

mo§qem3f Jetle &R lbLRrO'ﬂfﬁ@t'f‘Sr’i‘ﬁe?H?%n heye ﬁ(ﬁoseverﬁhéé@r@ﬁn@@lular

targely Wgéhtﬁﬁété&litésﬂk%‘rﬁ C y
o9 00064] Exanpl es of alek(ﬁg{talbﬁdé%%ggtéfo%nﬁ&ggéf"tes are: folate

antggenists: ANripEAYagguists-and Ryetry@m extagRpisisi an) 16 WO
[00 @@g‘ﬁé%?é%f%ﬁ? e %%?x&oﬂcluﬁé( cl ophospham de (CAS

. Pr ocyt ox) anusti ne (CAS: 2998-57-4)
(Ehwmqtrexates(ﬁaﬁeﬁ gQrO(S(ZAs 15663-27-1) dacarbazi ne (CAS
4342-03-4) [00065] Anti netabolites. (Sem n Oncol.

1992 Dec; 19(6):695-706). [00066] An antinetabolite is

[000£8 iRikanuslsotide oepociase tihiibitora: e Rilonesleotitd) rebectase inhibitors

ey 55190, 541 yBObY 3 TN oL TEROE o e
cata@@ee tiaé Hy navabingyethesis dﬁenwrldommléﬁym tAérefere ligteffering with

e R SN TR So——

[oomﬂxampms oTlmeonudr@cﬂmeqfed@cﬁémﬁhﬂoh@rrseﬁ&a& means t hat

t t ked in rapidl
pr bf%rp@?@{eg@&% @g areWgF% a?grsgveral dloffe)r/ent

cel lul ar
[00070] Cytotoxic antibiotics.
[00071] Examples of cytotoxic antibiotics include:
Mitotane (CAS 53-19-0)

[00072] Taxanes. Taxanes block cell cycle progression by stabilizing microtubules
resulting in centrosomal impairment, induction of abnormal spindles and suppression
of spindle microtubule dynamics (Curr Cancer Drug Targets. 2003 Jun;3(3):193-
203).

[00073] Examples of topoisomerase inhibitors include:
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targets for anti netabolites. Sone common cl asses of
antinetabolites are: folate antagonists, purine

wa@niages™st s and pyrim di ne ant agoni sts. [ 0006F¢T/CA2004/000800
Exanpl es of antinetabolite agents include:
Met hot rexat e (CAS 59-05-2) [00068] Ribonucleotide
r éxhoetexsb(GAS I K4973r28-5RiTlasotgre)eot | de r educt ase
inhibitors my bind with the RL subunit of the enzyne
ri bonucl eoti de reductase which catalyzes the de novo
[000D4]108Kc4 latkalcidsoandl aoalpgudmn (Sl ddedi EhethankCane Agents. 2002

ring with DNA synthesis. (Expert Rev
Jané‘ﬂi Sfc?gﬁcer Ther. 2002 Aug; 2(4):437-48). [00069]

ooofs]afmb@smlceﬂoms bmmulclmuotommne qublrherizatiom Hiybbinding to sites on
nc

ok erdE BELE BEACAS by 5E5h KD, o

mdu@él&émdégth CS |ncI ude: Mtotane (CAS 53-19-0) [00072]

anes. Taxanes bl oc cycle progression b
[0°°Z§b|5¥¢m|2'?ﬁ6f WNE3 6'?%'8 Sé%‘ﬁuqeesul ting in centr oso¥ral

[ mﬁblbgﬁ{g(cplg]ggg‘.m_qy of abnormal spindles and
suppression of spindle mcrotubule dynamcs (Curr
Cancer Drug Targets. 2003 Jun; 3(3):193- 203). [00073]

o754l RI3CTES P AR, o gl 130

looommmvmgea;omqes( theefieg! qwa@wewwwealnxgalm d3 agnignportant

cataé‘?l% B%Y\l}y %@Wﬁgbgﬁé%l pf%%alﬂ& Sncla@Rg IKBAF-KB,

p53, mand cme mytln-gepenaent kinase inthilitass mﬁ1ngnd @25 i flg @pineoplastic
and t I
eﬁeﬁe? aBrIQ %agpgwa@ﬁ@ﬁér%{ rr%g i \?&vénsg\(?é'gfsd@hrgﬁg@e%heir‘lsms lrtlct|1ud|ng
lnhldnmﬁgaﬁd:elEgr@mm e@nalﬁng/paihwaykahdwaﬂlstn|Q’ﬁ(ﬂp99’@3l8 and inhibition of
I n stine 21-4 00077] Prot
celly Wrﬁ‘J&PFGP@O'%%&%SeRmﬁ'%%t ) REev 20%)3 Ir\/gyeggogﬁppl
[ooolrskaahmple[sct@@?cﬁeasﬂme phibiteasindiade:s t he fi nal

T

andld%@fee@ha@of kBhNbitB-kappaB. and the cyclin- dependent
ki nase inhibitors p21 and p27. The antineopl astic

[00080] Iron-Chelating Agents. (Adv Exp Med Biol. 2002;509:231-49). Orally active
iron-chelating drugs, used therapeutically in conditions of transfusional iron overload
and for the treatment of iron overload in thalassaemia.
[00081] Examples of iron-chelating agents include:

Deferoxamine mesylate (CAS 138-14-7) - Binds to free iron, iron of ferritin,
and hemosiderin forming ferrioxamine, which is a water-soluble chelate excreted by
the kidneys (urine is a reddish color) as well as in the feces via the bile. Rapidly

metabolized by plasma enzymes and excreted in the urine.

[00082] 3-Hydroxy-3-Methylgluteryl-CoA Reductase Inhibitors. These drugs inhibit

3-hydroxy-3- methylglutatyl-coenzyme A -CoA reductase catalyzes the conversion of
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effect of proteasone inhibitors may involve several

di stinct mechanisns including inhibition of cell
w@e@mtibs737 gnal | ng pat hways, induction of apoptPST/SA2@AL00800

i nhibition of cel I ul ar adhesi on nol ecul e expressi on.

HM%%? Exa I es pr ot easone inhibitors include; ]
ARG is N\ earlyandIpteslimifigy stemini the bipsynthesis
of chbtekpiabB for rratl on and degradation of its inhibitor
- K aB. [00080] Iran-Chel ating ents. (Adv Exp Med
WOQ%?&W Bfo?szérwaé)Meftwlslmqryla@@/g F@ductaseulrdmtoga inalyde:
dr wgstinsused therapeutically in conditions of
transfusional iron overload and for the treatnment of
i r IMyRERlibEEPcPR (EASI 72988639, [ 00081] Exanpl es of
iron-chel ating agents include: Deferoxam ne nesylate

: CAS 138-14-7) - Binds to free iron, iron of ferritin,
[00 Redimoisisndi ratinaid analggdes: (J Bmmtnlezoomwtaly 30(55)&355 80.).

[Oodﬁ]%etlﬁggﬂébh%t&%fa aﬁ& sﬁ%ﬁ({t%t ggnvb%lv? ﬂgl@gﬁe 23(3( [ Dotent

diffésentiatioRagricd glgor\:vtmume‘ssnzea effbyts ph &mmasee RByE S plﬂéﬁx@bhgnant and
o BHBIELGH, s Yy IR0 it (%R0 e o

of vittmaseA dretigel),i ari it ﬂlOIS@S’[é’EdWﬁP@M -elicit their biological effects by binding
A reductase catal yzes 't he

t hyl gl
to ”}:eérn”\}gc %rg%gec#‘" sqglings 36 26’64{?‘1%%7(%8?) .CA2004/ 000800

[oomm@mmés m@dn@mta@m refi g ahéio@.l seIﬁélhéfe and
n_the biosynt hesis

rat&ﬁéanérrs{moq? %@@A%}%@) dfBiol Regul Homeost Agents. 2003

Jan.’MQfWo 314yt hyl gl uteryl - CoA Reductase | nhibitors
i nclu Statins Sinvastatin (Zocor) (CAS

79902- 63 9). [00084] Retinoids and retinoid anal ogues.

[00(18]7(] MIW&M%O’(IC%O 08 LM%VW}%% ﬁ%tﬁ%@? V\/?ta tpmromt{ Q %ﬂ§ %l?ck its catalytic

i noi d nat ura and Sy eriva
activify; emrifiRringgesy, gmeletsoa@hpthemaubewas i e(Elxpert amin Pharmacother.

2009%% sEePREESSi ve effects in diverse normal,

ghant,” and nmalignant cells. Retinoi ds i ncl ude
[00Qﬂ3[| Exﬁmmqfanltlfhmmbatmsohc(lm) a major active form

of ( ) nd its bioisosters, which
Hgf’%"%ﬁa'&“é %&éaqs fects by binding to their
[00Qﬂ9¢ Lowr n‘rmmowsrghtr eépairtMsc (smmﬂ TRRAR MetndsRABS00;26 Suppl

000k SRS Bl e e ed ekt bR sk esigpron

phaMmldylh@ﬂEoSéndAgﬁmrﬁac&ﬂ%c éﬂibe%‘s; 1Rey) 2198~ dik& -in clinical
benefits. LMWHSs have greater bioavailability, longer haif-lives, a more predictable
pharmacologic response, possible improved safety, and similar or greater efficacy
compared with unfractionated heparin.

[00090] Anticoagulants.
[00091] Examples of anticoagulants include:

Pentoxifylline (CAS 6493-05-6).

[00092] Plasminogen Activators.
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[00087] Antithronbotics. Drugs which interact with
thronbin and block its catalytic activity on
wo eimilorgen, platelets and other substrates. (BXPEAR004/000800
Opi n Pharmacot her. 2003 May; 4(5):653-66). [00088]
Exanpl es of antithronbotics include: Heparin sodium
[OOOQIJAES(W&S O'Bplag'mlr{ocen)agtjvamwmd@eul ar wei ght heparins

00268u | 1:31-8). As
%ﬁ’gg?()kygsgr@p{fe S andard heparlog LMAHs h?ave

di fferent pharmacodynam c, and pharmacoki netic

rties; they also dlffer in clinical benefits.
WOO%/@@ %'39% greater bioavailability, |onger half-lives,

[00095]T@ia$n;§leedf cytalbhes inplidermacol ogi ¢ response, possi bl e

coTRRR BBt ForlHiT ST UnaT Bl OGP [ BBbopfetty 2002 Aug

30,2036 %9aB8-48)t s. [ 00091] Exanpl es of anticoagul ants
i nclude: Pentoxifylline (CAS 6493-05-6). [00092]
Pl asm nogen Activators. 19 WO 2004/ 105737

[oooBﬁ];r (GABORIA BB M nadd HIRHbrd=x AHPMatl dndal @i Nogemm. 2002
I vators include: Streptokinase (CAS 9002-01-1).
Oct; 1860 9439-89floki nes. [00095] Exanpl es of cytoki nes

[Oodlg'?gﬁ'fé%ﬁ |n?ﬁl§lfb?§ OF Mdhk ﬁgfe% rodt@fasts (THAPS) hdkedbééh showh to
5CAUG 30 277(35): 31938- 48) .. [ 0009

block/mmos(cwemasloprsuggesmgéhatn PYiachbAs Metagiagis &UP@?@%@ genes.
Thel? A9 ﬁ t@ﬁl iROR? | nthl"tt m%ﬁ@%elél%%rcﬁ@iﬁéses[ DaRes WhICh are

I'ssue’in Ors of MRt x metal | opr ot ei nases ( I\/Pg

Zn(mammmrer@bpemudaees bhek degiader vaiQus icarwenems of the ECM.
ggestin t a ; ;

MMI§ n%‘? en;ﬁ@%? rll%%%’eaa]ﬁﬁ n@ rrﬁﬁ Qﬁa ?%mP%HR)&t%&?}% rrelmxodellng

procﬁ%ﬁ@d, Mmmndtheahm;easng(o@hﬁ&s)s mddlhmalrlevaﬂ'm 2+) - bi ndi ng

| d h
oo ERlss 3 Faattin Bl BB s LB WRERAE "o
paftrhwbogi ¢ tissue renodeling processes, wound

heal i ng, angi ogenesi s, and tunor invasion. [00098]
Exanpl es of matrix netall oproteinase inhibitors

[OOdQQ} |T'éﬂ'§éyclines. The tetracyclines are closely congeneric derivatives of the
polycyclic napthacenecarboxamide. The tetracyclines possess a wide range of
antimicrobial activity against gram-positive and gram-negative bacteria. In vitro,
these drugs are primarily bacteriostatic.  The tetracyclines and their non-
antimicrobial, chemically modified analogues have properties that appear to
modulate host response by inhibiting the activity of the matrix metalloproteinases
that cause collagen destruction. They also inhibit osteoclast function, stimulate
osteoblastic bone formation, and regulate angiogenesis.
[000100] Examples of tetracyclines include:

Tetracycline (CAS 60-54-8).

Minocycline (CAS 10118-90-8).

Doxycycline (CAS 564-25-0).
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TI MP-2. [00099] Tetracyclines. The tetracyclines are
cl osely congeneric derivatives of the polycyclic
woapiheszeanecar boxam de. The tetracyclines posSBEECA2004/000800
wi de range of antimcrobial activity against
po t|ve and gram negative bacteria. In vitro,
[OOS‘L@@L gotensin-genvasiing nune dACES tlakibiorsThACE inhibitors act

basidélly éﬁ Yrﬂilblf!ﬁé‘? of fréb Péﬁﬁ#éné]@t@ns;ﬂ%b&cﬁﬁﬁm&l s str‘l‘? rgrfdaérjeyused

fi ed anal ogues have properties

to tfﬁ?& myaﬁléefrﬁgft aﬂéscﬁaag@vsyheaﬁhfadurtel fdey H@vacals@/ |bB§n shown to
red@l&? ﬁ%ﬁﬂb?ﬁn@é@' lrﬁﬁfl%?é n%ﬁgﬁ . ?1 Felﬁkl'?leﬁ CYla%eRance the

destructi on. SO 1 nh ast function,
congentratiog o anwfl@m@tgm eytajdmes, Smhm intarleukine! 0. egul at e

oo B B Bl o A s R B e e i Pk Fce cas
10 LCeptapuil BJAS 62b%1-6G<)i ne ( CAS 564- 25- 0) 20 WO
20 3.7 P 0 008
Ao SERNE hobiEoch AR, el i SecBSaRRt meleste (e e wiw)
(CASnTﬁQ%H(ﬁr%) act basically as inhibitors of the
reni n-angi ot ensi n vasoconstrictor system and are used

to treat hypertension and congestive heart failure.

[000103] haMiscellaedoeen shovvn to reduce proi nfl ammat ory
such_as | euki n-6, and enhance the

W"‘Eﬁﬂ'@?ﬁ? Eg%me'ﬁs&f C%'FF’E'PO Idﬁﬁ’fﬁ‘éﬁﬂ% TPeYRenes, such as

| niediuhemidentak8va)l 089 13%h2z 61 amRlBnbulator that interferes with the
|ote sin-Converting Enzynme Inhibitors i1nc
me@@tsabf" Pyr('m@ea%m@m@p y@@aqraﬁg#e dehydiegentisag DHO-DH) in

mitddher@, IH&GBHRS bﬁféﬂ{n@pﬁt | et @of ef’%’é’&‘*{%w&ﬁ%‘{g&'”-

76095- 16- 42) [000103] "M scel I aneous.
Phagnageihera 2A0% dwaH@E87 1. agent s i ncl ude: | efl unom de
( AERMBbmyc) | soxazol e i nmmunonodul ator that interferes
with the” netabolismof pyrimdine by inhibiting
di Qﬁ?ﬂr@ﬁ Beltsteit e dehydr ogenase (DHO-DH) in
m padyi @, thereby bl ocking T- and B cell
pr o eration. (Expert Opin. Pharnmacother. 2003 Jun;
4( Bpx98se.97.). Erythronycin. Dextran sulfate.

Dextran T70.

Starch.

Quercetin Dihydrate.
Caffeine.
i~Carrageenan.
A-Carrageenan.
Hydroxypropyiceliulose.
Stachyose.

Chondroitin Sulfate A.

FUCANS

[000105] Fucans (including fucoidan) are high molecular weight sulphated
polysaccharides extracted from brown seaweeds, Percival, E., and McDowell, R. H.,
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Al ginic acid. Dextrose. Dextran T70. Starch.
Quercetin D hydrate. Caffeine. i-Carrageenan.

waz@anowgeenan.  Hydroxypropyl cel | ul ose. St achpOB€A2004/000800
Chondroitin Sulfate A. FUCANS [ 000105] Fucans
(i ncl udi ng fucoi dan) are high nol ecul ar wej

Chesistighdndd Eraymplog ok MAsoe oMGRlc PONSRF PowpP. 157175

e B FRUEYE 5 3 TR b s o

sourEex prolalg\Wastewn E..n€hamigal Studle;ssm: thealelly coat Bbthe sea-urchin
egg. v\g\ ﬁem( %%998”‘20 56- %3§f(r 238, Nﬁ)gkao B hind HHGRS IGSnghly

R8T “Canné Poun sources as wel
acndV@mms frofh secChigouinutars.s Eudi b Siaohetrhe §6e BBY-64641 9%71‘) Paira,

B N e

274 ﬁzomsswaeu caebe). s Fubbidan Jor Bmume)mndica&s fusa@s @¢Bved from

brows pravess orU S 12acEnosdhe, Fuchs Sl sl el Bt i SEGRY, for
exarhpretin Z0@ktrd ¥ Shgarslsteh danky(ose, falactose, njluéosei arat@smannose.

fucans derived fro brown seaweed. USPA 2003064958,
Thege, SHgarscare eovyr 69256 GPniame “ﬁ\euF@““? o%‘gaeei‘gﬁp?r& Mgy be

extract8d XithtRe Rlicahl ODlS S WhdHzRERX Y 418650, 0AdracA. QNGse@ ugigee D.,
and/ or mannose. These sugars are kno

Ceratint Abbada Bo Sachin Badlimegan GRaCARS Thy the° brown seaweed
Sar%fsbﬁf?étsﬁo'@igmgﬁt V@I\}?ﬁo )f’d?ateth@sretaﬁ)h bBoi IR 281%31 0s0,

Cerezo, Alberto S.
[000196} uct These mmmmﬂsmppd@@vdmg mibinier BigipBRACtions in vivo

G e RS M RO oo, o

andrmﬂememmpyn Irragratmmnen‘feplse Fudsinisi may ! acﬁlngsmmclrng/@vents at
n vitr

cell %{rﬁacW d“(f"fcg‘il% %gh %rgciﬂplé t@r%péﬁgﬁ e,ﬂrlg-S{ale_cg% nrg%lu?culesn OIor by

bindimy thravabihrop pbmlplem@tm therbledd edisoseMeceptorsnarycall suclaces.

[000180‘}]ous’SltJ)clzhndI |%i’c3(/3 Vi%n hou "\t to be responsible for anti-inflammatory

properties via (for example) inhibition of lymphocyte or neutrophil binding to vascular

endothelial cells that might prevent the invasion of these cells into a tissue
compartment with subsequent inflammation (Patankar, M.S., et al., J. Biol. Chem.
268: 21770-21776 (1993); Brandley, B.K., et al., J. Cell Biol. 105: 991-997 (1987)).
Recent studies have also shown that fucans inhibit‘ vascular smooth muscle cell
proliferation (Logeart, D., et al., Eur. J. Cell Biol. 74: 376-384 & 385-390 (1997)),
indicating (but not demonstrating) a possible anti-restenosis potential of these
compounds. Fucans have been shown to be slowly internalized in cells following
surface binding to both endothelial and smooth muscle cells (Glabe, C.G., et al., J.
Cell Science 61: 475-490 (1983); Logeart, D., et al., Eur. J. Cell Biol. 74: 376-384
(1997)). |

[000108] In Japan, fucoidan extracted from various seaweeds is marketed as a
health food (Riou, D., et al., Anticancer Res., 16 (3A): 1213-1218 (1996); ltoh, H.,
Anticancer Res., 13 (6A): 2045-2052 (1993); Nishiro, T., et al., Thromb. Res., 62:
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cell surfaces including cell-cell binding through
integrin-selectin nolecules, or by binding thronbin
woroogangBenent in the bl ood or fucose recept or BCDOAL@®HA000800
surfaces. [000107] Such activity is thought to be
responsi ble for anti-inflammtory properties via

765-253A10189%); Blohdinj .06t of, Mphphwayoé, 8i: 4P APP4); F’(atanrkar
M.S. p?t”é}' Qgsfoﬁ c‘f&%ﬁ“bé‘é 21%9@%9% é?égsﬂe' Butoldafthadivéah proposed

ivasion O Into a tissue
as a e,os‘maiict medﬁrmai agerdu U?eﬁjl@émYO] afd th@éOBWD F@Q@iﬂ?@rhas been

repm%cfmj pgf ptgeRtla‘] a@Fcac{'tcer e (R ?265%: bfq%?{egg;%}[éég g%gsga'”)lzm-

18 ((9b%§%7|)tah H. RecantAmtoadcastayesastsogsmwm9953» fFuceiden was
repoyEd et it sogiresisiy virs (el sy Bf 8Ll Hepgia
Acta38%: 3@?11(319@(600)) SiffliaARt fngndéhWamcﬁsurwetmrssmumte ) VEcell
0SSl e anti-restenosi s pot ntjal of tBl
prollé@k&@u%éﬂl‘f%f&%?@d HY &ETHEe A ‘Fﬂ‘mﬁ 7 HOpRPlE W/’F‘S}Q'OQG”'C effect
(althgﬁgrﬁf ﬂﬁiltioﬁe\ﬁaé Boé‘sﬁilé Wh@ﬂ'fib%lélﬂ gr@wﬂhffa&@r iaB @ré@nt)quraux

endot hel i al snoot cells (d abe,
ucans

J., ekal..dtur, J.JCell Blgl. I77§C|35%L9e(18§8))4$§4d4%h§"f9% Sh‘E‘%@g‘é‘F
mhlbﬁ?o Bﬂtdli cel|%6noléyer%dlré§$@iabe76 G 3?I6C§§4Sc160ﬂ3895’b )475-490

Japan, " fucol extracted from vari ou
(1988Pa\Bireats thes celisr thet eepkesup capdlaries afe Gadethelial catis, ’fhﬁ report

|nd|c'§ﬁes’ thApév \}élgﬁgg#negg%:ectslig c%ﬁ%dhe%éﬁgn%%@m ilo?cgé)out IHeQ8 data

do nbi démowstrate angin @to anﬂamgmggnlc%@ct ofsfacoidarn. E\m:mdan has been

repoéegﬁé E?gl%?heplgi‘lrélgg 99)%{1)%%%?1%9 to é%&né%@ll%ﬁ@ﬁlﬁgt ?I]_ SS zl astrlc

uIceP@ﬁ@cﬂKahlbat M. S., Nutt Sal. VitatindBi4d: 3254386n(19¥0)8:

rooih8fe: ; @ther stiBaer fuginanciiRe 15ay ShgRGd SRI B Hsaagydhatec
fucaﬁﬁﬁ?% gﬁ;gberEbﬂstoh%/@ dlﬁéféﬁf ai @ﬂﬂlbﬁagﬁﬂarﬂ acﬁwmyn@ﬂeaélra M.S., J. Biol.

Chenp 112: 7§%6- @1@‘3@93) @@ﬁranﬁu]pr@tte gpg 3ok tlvgsclﬁa\éq ggféryeported to
mh.&ﬁcarﬁ!&r L8 §rovin (2i286m.)P., E}aﬁmf@afatms (PP LU PE56¢1988)) and

I nhi |tang|oeneS|S|nV|to I§

to hsve;enﬁlwagsﬁaabﬁﬁ}%qt%ﬁ\ﬂa%ey a4 9) Blom 31%4 ?’Z@So?)ém 87 (1998)).
Sulpﬂa‘f%d ?5l>/¥accf15ﬁ%sdﬁébev‘@e°enf %Bgséd)a§tahfmlrélt yerkd/Rstalse against

ation (in vitro) Tnduced by serum indicating
e.g. aAkEI%sEBIC@ZBi;%%ﬁ'}@}P&jéﬂﬁ@?effect (al t hough i nhibition

[000°P10 pos&b%ﬂg é’t‘f&ﬁ% 1319&8311 %élltl b%rc%*é iRed %ﬁpé \)Qﬁéty of s?emes of

pr e ent
browin &§ae 91n(:|l|.|9|9§) ;out soudune‘@dhsazeAdem%mvwl@tﬂ@ns Ffaéfz‘mbyllum

| nh| b| in

SRy Sadinpol® RRamiBlos, Tlbeia s marine
Eckmrﬂlé Skmbaie nrﬁlaeum pevaEistérs, i ¢3icas e vesvd«dohel i Hlizikéze| fusiforme,

eport L ndi cates that..in.vit S o
Kjolgae i RERS Bl S o (<SS R Ty POGEY L inari
japonica (commonly called Kombu) Laminaria saccharina, Pelvetia fastigiata,
Sargassum stenophylum, Sargassum thunbergii, and Undaria pinnatifida. These
species are all from the taxonomic class Phaeophyceae and the majority of these

species fall into the families of Fucales and Laminariaceae.
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do not denonstrate any in vivo anti angi ogeni c effect
of fucoi dan. Fucoi dan has been reported to inhibit
wo b@4hd37d7 ng of hel i cobacter to gastric cells PCTYCAR@4/000800
at an antigastric wulcer effect (Shibat, H J., Nutr.
C am, nol 3 5- (1999) 000109] (1 her
WO@Jﬂbhat HE it it dor 'ﬁ& inyeRtion grﬁrfé%mt arriobtaieg from

any Selftedlstall abo\eARs vidlieas Q@gédcﬁﬁbﬁa@ sO@¢es ?H frfeetb%ﬂdn% famllles

ntj coa ant activity (Pereira .
of Fi’éa’e?@@g %W“ (136397 OrISReT SMIreas %Qﬁﬁr%deémrmeﬁ v@ls,fucan

Y GroReRarine BRjakahdt t h
SouRBY HORPRIArTNG BRIZbAMdIRawe Bl Alelind Bl e o & ugfigh [ o)

and to have anti coagul ant effects (Mauray, S., J.
Biomat. Sci. Poly ed. 9: 373-87 (1998)). Sul phated
po M&%charl des have been proposed as anti-viral

[00(?&??t s {1 Fgg@tiacgfdu%%d héreth cgna‘lb riafiras ngﬁrg dftable for

3433. ucans suc ucordan ¢
diregibappligation tetisaue af iaat gtnlmhl spdudieg ahunangvior Meg’aeatment of

o @t e o USIAFKELAE AL RHT e
has othenability ute, b&yisndieei aad dbiabée nerbenaffixeficlol tistue. klEfa@ﬁEagent
ul.osis, Hiz

casclYHE BT SR80 ol FSPYER LS PrF ) Gategs fim. The
propertkss bi mpelynieamfmarﬂoanmaﬁcbmbamuéeémhérﬂ;@unmn the addition of

L h
sut i Feppnicsoff G rmbodess bﬁg%aa%@t%?o%%ﬁwﬁg&w@bgﬁwmc
acidt ;btblyn’ﬂéf & makénéi flmdéﬁﬂcﬁ)lém@ W\‘ﬁdﬁ L& be TIIRRE inODEE '19e9clp1yl -3-[3-

al | ;ro t axonagni ¢ _cl ass Phaeophyceae and

d'n}?Hﬂy&mW %@pwlﬁ%@@d"@ﬁééﬁgﬁ@ﬁm oveetPlt he families of

000T43R! ESARRIBRIFNBAYT SRHRR 0
OO A AARER boGRA Mot (o ﬁ’%a'#s Siperation of the agent to

proquee s QA0 KV AW drue Grgen d@a@deﬁlmbt/asca@qndfemmdnmnyt is the
incofsOtaiEsh bf ﬁ*eeggn&ﬁ% gvrocflﬁg"‘f Il afé 3?2%’ WAV X rﬁléé PR SR’ CRShird

I'n the taxono
embogifertirs e goemoraioneof tb@@geeistoawodem ad4001% - 50% w/w drug

Ioad%HrfﬁrﬂeWuﬂh e%g dHERs P%OH{%&?& é@ﬁ{ﬂ%nl t?q\/%r%%uce a 10%

weeds are |n usive
- 50[’/()04)/1 g Imdedgltmt A ﬁﬁ‘rsembeelmdmerseihe ineoTporatibw b tHeadgsht to

le f t n.to tissue
prodipe’ S maght ARl B PR bRl LS pration
of the bagams mdbmsenuoesa orwwesmwd glwmoﬂajg uwdeaf fughle {xl b,?oenth
e has the abili 0

e _
embiglRiR o 8 TREOTPRBLiEE Ve LADORT 19 JPERRULS §1B6 o 10%seivi Urug

loadegefmh Alh YIRS %ﬂnﬁtﬁiirﬁém |§<’1\Iﬁb mo%ep&sudmspfr@%@érﬁ% g%&me a
The = properties of

r to create a fil
0. 00369 ME o QRO R 1o Rinin AMBETlanATA i the InpemoRERien of the
agerﬁdt@l picd0c®Ta 1% - 5% wiw drug loaded film. A tenth embodiment is the

incorporation of the agent to produce a 1% - 2% w/w drug loaded film, or other
concentrations discussed herein. One embodiment comprises the incorporation of
the agent with hyaluronic acid yielding a 5% wi/w drug loaded film, with the remainder
of the film being made up of Hyaluronic acid, glycerol, and EDAC in approximately a
45:19:3 ratio.
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sui tabl e excipients. In one enbodi nent, the agent can
be conmbined with hyaluronic acid polyner to nake a
wo 2éoai10E3Ti pi ents which can be added include PCT/CA2004/000800
1-ethyl -3-[3- (dinmethylam no)propyl]carbodiimn de
(EDAC) and glycerol. [000113] An enbodi nment of this
i NS on is the incorporation of the agent to
[0004 ﬂiucelégc t %l%cﬁge/q VV{e\PélHr tsh (&gmpérgggeﬁwté 14 Miscous
Iment 1S I'ncor poration of the agent
solution pwhidh derain 50Ybe r@’@%adv/tmasl raugel | d'admﬁlfcah rbe adnpinisteged to a

bodzn‘%&@% gFQﬁ én&ﬁl @c'ld?@g{ /B\(/PUF\%% d?%ﬂgf'f ﬁggggﬁlgltf%l 913 inhibition or
prevedtioh lof ﬁhrbosllad’eemonéﬁ)rmh&on ncor por ation Iof t he agent to
- % m. A f

a .10%
rooBf A4 ¢ BRste bransPien i Blsr el toO8s Wit 1 kispous, ehdugh to be
appﬂﬁ%@b{ﬁ&sp@ciﬁ@%caﬁléﬁ%mw M\‘@imgﬁlkéﬁd@efiﬁhmlt Willsiot tilow under its
enbodi ment i s.the i ncor.poration e
oW Watal G 15l §9 Do EEOR g e Jalseef P eAtoR Ytk BRryse of
a s§iRdbMjécted thﬂ%@gh e AESAE at In0tned ernibd@ind@tndf the mventlon the
produce a 1% - wwdrug loaded film An eig

ht h
vnswd@uwews.rgaéeh@Snnﬂc%&p%@awévwaéwomea%é%uﬂpa The agents
d|scﬁfr?ggd‘%€réi\f1 npa)pgé%ic'orﬂo(&fé’é%q)‘é@ a @@Q‘?‘% f WJTW\P?&'. Mike agent

dinment 1 s the incorporation of the fglent

mapradmb@ lrzieqr%ed Ey/prdncelu%l 0AB%IWY Dek A & digent may also be
) 0] .
oG 80 | SO0, IAREACH L Aot AR .

concentrations di scussed herel n. One enbodi nent

co i e i ncorporation of the agent with

hyal'aroni ¢ acid yielding a 5% w w drug | oaded film
[000416] t h&ack mgenddiscusskd tHeeesif ichmalsxi ey disadieedijpr sfispended in a

Y0000 8o A8l B RO L ORBAT GERLG < ien,
and3¥ded tbAMiNIBiIL Ateatambvergeett., meSfDu&afkﬁh teaieding ttm’mbmased growth,
of &{ng%gggér?etes?cg}s:. ggﬂe & vgg,r%]o ions -mre hggqm ml%'ﬁecr%\ép ?o as instillate

forradiationss t er\ésk O fermulidys Caam,t Yorofexamphd)i mel ,adrrnﬂbt@ﬁbmgntra-
a human, and is efficacious 'for the. inhibition

ab%ﬂ@(}@wtfpkmwag & $YpisAPIRaslY e dHORHPALEN & pre{VG@bﬁ*fsfprmatlon of

pose®pbiite %ﬁ@ﬁbﬁé eé? iffo/dfE a8 othdicddssted Wind Wise8se, etc., site.
vi scous enough to be applied to a specific |ocation

Thig diguid G e afsql\a@@a apfieg, swﬁ@@qmﬂy\mdum@ splution ghtheragent.
Addlfj}énall?"‘q{e"é%'l bt uséd'ih &lgéélvéhf Cé’dén??a@rdd'@ \W/bf%tr AR 9|ssolvmg

erre [ ocation wt he” us ringe
theuaqeet:meem electoollic soluliardcan make thecinstitisdrif atl@ﬂ ﬂ’rh\@ Instlllate

is t V\#’W %ﬁ rﬁ%‘tref)érzllle%) ¥ 'Cslﬁgé?@% ldgpy%%Qit%efa%‘gﬁ\{ngﬁi&v%n?th% RBrfhation of
fibrous adhesmns.

[000117] In some embodiments the instillate solution is a substantially non-
viscous liquid, for example having a viscosity substantially similar to water, capable
of reaching substantially all areas of a specific body cavity where it is introduced.
The desired mixture may incdrporate at least one agent discussed herein into a
liquid to produce a solution (or suspension, etc.) at concentrations of between about

0.0001% w/v and 1% wl/v, between 1% w/v and 2% w/v, 2% w/v and 5% w/v, 5%
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di scussed herein may be incorporated to yield a 0.001%

- 1% wv gel. The agent nmy also be integrated to
w@e@daew3a 1% - 10% w v gel. The agent nay al sBChY€A2004/000800

| oaded to produce a 10% - 50% w v gel, or other

concentrations discussed herein. | NSTILLATES [ 000116]
and=gl0ro H¥nt10d WMsard 303 avly, @nd 85%owWhe atids 58%y andv.opr other

Cor@@ﬁ@&w,g%gcﬂs@d hdrgiyl d, which can be adm nistered into
body cavity of an anlnal i ncluding a human, and

[0091&] t o Eeghiggent l'*’t"?@afﬂCIUQﬂsetherﬁgenétaod alititredérivatiues, majts and
andléﬁﬂe@d\}v?ﬂ%& R cluBneane er i ngye?tﬂémfl aé) n%lrbsatéaodhq-s"roé]xsample

hese fornul ations are erre oas
SUF@%lﬁlanhtl@CIU%ﬂ AUtCiNiC @alsl, sTibasatef andnall dheiosaltc and dhalogues.

Th@é éSan P@ aaqm %ﬁh%ﬁﬁér@ﬁt{)@w@aﬁj fgbt ﬁyethg.owibrous

rgrcal procedure |
adhe@mat | bine dormypatiinsp peathodsy esyatghes isitls diseussat ﬁéﬂm @hall be

oY 08 5T DR A8 i et o

us&dozhlunhe oor iof caniitctige vith fuédldahl(clnahj/ Yother F@c&D! hSE'iH cHi§8fktion
to dissolve t er - based. Di ssol ving

with S b0 pdnr' o BREL he . o enk ot 48R alevioaier Ba(E8" or with

anyi eshbihdtidneoff drugeliiludiiy fuboRiahN&hd kherbgents %léc'&@&ad | herein, and
qgl ni stfred to a suitable body cavity where it
any U/, he formation of fibrous adhesions. [000117]

[oomgqoneuama@démeééyt&Steun%EHérJvr%Beoﬁcéléﬁr' ﬁBn’i Sth%1 context all

stantially non- viscous liquid, for exanple
em%o 8§piSs PERCER hisates. o8iry (‘é'ﬁnb?q aixach amﬂtrﬁatChe@mehlmned and

permhtédeﬁpahy‘%e§mtn%’éﬁde@' |%nl@§é iR esélar}/\/gs%‘?ﬁé]%{a& RRAY the

cavity where it is introduced. ur €
claippgy thenssr ploioat mckides dard” andeviegrwensadiNarutimitidg temes are not to

be bBﬁsQr)L@d ad G t&l?és"%&%&%;éfs?ét% 8Pg£°f:or§t%>s<l8§l§§@fvgq/cates

conce tra 1 ONsS O WEEN a
othemipel o vgrvexapenieve Bncludingy” \rhavnnig 2%nd/ "compPisingV typiehlip Indicate

- 4 04/ OO 80 .and 10%
ol gifio gt SR E erit L Eating ey suctoas 'a
"an Standr "thed dnclede itk phnal rdferem&serdek@ egprassijy @223d,8dr faclbntext
clea@@%&lc%téy Elgerlg,gﬁcltgdgﬁdt he agent and all Its

riva anal ogues wi t hout excl usion
unl ess expressly otherw se indicated. For exanpl e,

S i G i d- jhcludes succinic acid, succinate, and
F&‘%ﬁﬁgcpigc%s'\ltgd anal ogues. The agents can be
[oomo] ni sTigs %dem@kmefsf&fn@pmsef é’ﬂ%b%hﬁl?s’off Stfu Jﬂ%uy related low-

g@ﬁventl on of fib adhesi ons. formnu
molGelgaMeights(@s te fds- kd)sP@feln%ﬂ@& funstien ﬁé rn@amr @nalaltorb@f leukocyte

mlgzaﬁilbﬁ ngﬁrgghﬂg Fg‘? %hélm@%sa&urmbslgﬁma'to?& P&REs 8P Aview see
Rollins, B.J., (1997) Blood 90: 909- -928). Over thirty members of this cytokine
superfamily have been identified to date and broadly classified into 4 subgroups C,
CC, CXC and CX3C, on the basis of the position of the NH2-terminal cysteines that
form essential disulphide bonds.

[000121] Stromal-derived factor (SDF)-1 is a CXC chemokine. Two forms of
SDF-1 have been identified, SDF-1a and B (together herein referred to as SDF-1),

which are derived from the SDF gene by alternative splicing. The genomic
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used al one, or in conjunction with fucoidan (or any

ot her fucan); or in conjunction wth any other agent
waeeausset herein; or any other agent, device, POI/CA2004/000800

barrier; or with any conbination of drugs including

fucoi dan, and the agents di scussed herein, and any
Seayeneas @g@@dlng [bedio foons Lllmvesbeerxpd&@mlyectt(SeedUS Patent No.

5,563,088 "Mnfaey% BLEAT N ‘ﬁ%é‘&s ontsﬁi:‘ 148 aAﬁ%dLﬁ;g? ﬁzgi}‘?{‘uttwely in

aspect S eatures, etc. be
maf@oﬁﬁﬁwédlruiwmgobwmtrqum taymusi,espleem heartn@&mg, dnise’s kidney

and' W@T Caﬁ’ﬁg CsﬁiPaesrt%N\/@t ms&%%eévﬁ\%teﬁogg}eggwg%e expréssupn is highly

I NC
reglNle’de bmpnton-ln‘t];ammatmy aytekines and hdsele@@cﬁliﬂ’(ef ided thst SDF-1 plays a

roIeJnE%:%%é}gst%Ee géringgétg{l esﬁ%ﬁ;égtlﬁ%% %gn;ned hematopoietic
sten‘uaettltmﬂ‘lcmglg (Néb@sav\rng eaaldugmyrpmcsww A&é{d)l&@lusm 91: 2305-

2305 MeEH8 B Kt i ) {HOP ek Bl 155 488, Thshiro, Rae sl (1993)

Scieré 26hebod- BOSYIU® [yMphdddidsid; EREBIBRfR! lb?'rﬁé?row mgelopOIeSIs
stated, or the context <clearly Indlcat

dunﬁéh%rﬁﬁﬁye eNe&HFT | NSt RONCABENRLpgRIBSi)|anth BlogH evsiseh dermation
(NORD AR i@1§99)Qﬁ%urfﬁmriﬂnd?fZQStl@@%'é@'idﬁ RelRaly T’%Ik ¥5) Nature

| ecul ar - kd) prot’ei n$ that

393a§9$r§?%rTace@anat o1 cbi(1 Q%Myrtee%&’rﬁgié%bn

Vat X | o
[OO@f%J:esses ?égrj ‘rkﬂgclg%vhv@se@cg %&nségrlgﬂg&@ %'Q'?Pt o&ogther
Cheg@klngggo©289momerrepaphotey an@n«tmble afd toi sot:yshowl anw obvious

pertﬁl'ﬁaégbfw?rﬂelnléh@ ﬂc\-fl%’ﬂ $I§Enlgénf8 IS%EEI t@gf Egé%us 8>ﬁlh|bltmg

numqﬁ@us)@ngrmﬁlltlehelrpﬂmilng ajefem‘ts tih ethbll-Elema’rowbmb cardiovascular,

oesFHREURE" ol Bl SR bl o et Bl inponotess ana
myeddreiesis. (Nagadawa,f Or esalofmgmdtud@?w(bg@;? eggressf MadQ. et al
(1oGh8 R8RS 6 A A0 TSIk 11908 Neture

3825929, cbnaglin Enet geNtI06y Nadbre\W822884), 185F3(7is chemotactic for many
h fornms have

YPeleh MG P RodPbed . Go PRETaRD, Prasessairgigingnd. and B
lym;khoﬁyte@@h@ﬂfop‘fﬂs lﬁoﬂo'i@téésﬁhd gratideyted @dﬁﬁ %tdal (1996) Nature

stitutivel many ti ssues, |nc

382 S},Q,perltr]a@,ﬁ;@l (g%sp@é\latuwé’g&a 333)ung nuscl e, kidney
[ooc2dy | i V§DF-1-|_|§'s$ru8fBlPél{¥ (rﬁ'em f&m e teB?o'km%ngétheﬁas only

whose expression is regu
abow, 22% rﬁfmla%ﬁﬁ'ﬂcﬁeﬁlugma)ldlen% VﬂthﬁothasCD(éJdcl"tadenms debmaintains

evolh?%}iaéiﬁ?@goq@' crud ?]r?é ocy e jq% aié)ﬁéﬁgﬁ?g ?’F’T{:%tang’ of the
other chemokines in its apparent specnflcny for a single receptor, CXCR4 (previously
referred to as LESTR, HUMSTER, or fusin)(Federsppiel B et al (1993) Genomics:
16: 707-712; Loetscher M et al (1994) J Biol Chem: 269: 232-237: Feng et al (1996)
Science 272: 872-877), and its much broader range of action. CXCR4 is expressed
on neutrophils, lymphocytes and monocytes (Bleul et al (1996) J Exp Med 184:
1101-1109; Forster R. et al (1998) J Immunol 160: 1522-1531), megakaryocytes
(Wang J-F et al (1998) Blood 92: 756-764), microglial cells and astrocytes (Tanabe S
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stemcell trafficking (Nagasawa, T. et al, (1994)
Proc. Natl. Acad. Sci. USA 91:. 2305- 2309; MG ath,
wa2a4/18873at , (1999) Dev. Biol. 213: 442-456; TeSHICA2)04/000800
K. et at, (1993) Science 261: 600-603), B
| ynphopoi esi s; establishnment of marrow nyel opoi esi s
et atlyn99w) e nibrpoge NE3d: S905R@ L) ogeth edEingritic aelds cpemedi a3 pimitive

nem Rt B rag ORLAR oibleh e a1kl o 45LBR R A e o
(19989 Bur 39 2Fat4n3be8sd). ICXGR4 & alsd bﬁﬂ&)ssédhbu rcell8BBa wide
v ek o500 8 ik e R e ST er and colon
Feo%li’éiméﬂm@t EB?QQBP?%n@mR:SW alrioe- mgd lLthsBlﬁJér MFBI\éaI 41894) J Biol
i ous perturbation eneti c del etion
Cheme?ﬁ%l Dan0at:rana0g; SR (S el ITEMURR B9Y 59&0514 Ao &t a
(199%2%{&@'3934 £55-599) laRibAla eﬁé|q¢gga)lNaturléea93eagwe¢) etic,
rdi ovascul ar, gastrointestinal, and neural s

[0004241e| | Thes PERSEBL inyentiprainghides | )ahRED 69Te Epalngn @r Venting, and
mh&f%‘% gg@g@%@;gh‘ﬁg%ﬁéﬁ‘@s Jost %hrg?éal a@ﬁ@&@ﬁs 'N?tdé'h@erm% an anti-

Proc
SDFAﬂ:aagensguch s Amaggnolg g ngmglg)r of( §D5U|, () eeﬁlt%ltsuspected of

hawf{éto?@evg@g;w%% g?%gﬁﬂ%sm?ﬁégr@séﬁaﬂ% m;ﬁé’@gﬁiuch agents

notactic ftor nany type
incluafe amtt 8DE- tehtusensa\mugoemleeotndehe(AiSﬁ?fsl) dhateinibiy tm dreaslation of

soﬁﬁg @ gntl gﬂ;&db PB‘S‘ "&Q&g{%ﬁ@ e{h‘@P@'th‘&'lh{ﬁrapi@B%? of SDF-1
mRINA} uh&_st%gizgams/mard ittrat Bnhibtt the tra(rﬂs@@;ﬁ)onNat SDF-BSARNA,
R T T
thatashiBit SROUABES HIOSDIEI1] }anNVSUIF Obhﬂrngq)ﬁanekesmdh aesn abiiHSDF-1
aptages> £ng onir SH 1 TP RRE T GHETLING R R Srdy a1 ant-SDF-

1 A9 TMEdMRTedtiBed t S apparent speci f| city for a si ngl e
receptor, CXCR4 (previously referred to,as

toom%TERWltbun @Qfalmwhe@lm%&fppfeme Eentigh. tb&@@@jSD% T'agents are

\ r t
s S oSt 08 ST s o

severapho@s 2o several daye fiomspotypArGHesagsforahge of action.

[000 12t Cy't Z\é %Fﬁ@ﬁ%p@?m&%@ @Bfﬁdgﬁaodmwmﬁﬁh@aﬁu SDF-1

agefitl 01 ofhe0d IntiffibrauseadhRsiopt agent hegHid)may benad tesist 0ge:of the other
ooo 5003 BOB S SRS of Syl od A3 v
can{piethatia, Men2diokl® o2 @ieposiie7 An a?ﬂﬁbamﬁzﬂﬂ@u@bmt m:tt ligdited to
e | ory SRPORIOR, & AIARBRD L o L HEE JiErCH e an
antibi¥eithige Bueh a’st blﬁt]ﬁiﬂal}m&ﬂ todteddifdm 38 aAtiproliferttivaldrug such as
but @gg}?rgégcggpr Beﬁlne L z quﬂzg%t 13%%% as b(l?t@Rt |mi?'edal go? ﬁbrinolysin,
streptokinase and uroklnase recombinant tissue plasminogen activator; a non-
steroidal anti-inflammatory drug such as but not limited to ibuprofen, celecoxib; an
immunosupressive drug such as but not limited to a triene macrolide antibiotic such
as rapamycin; or a taxane such as but not limited to paclitaxel or docetaxel. The

compound can also comprise a therapeutically effective amount of an inhibitor of
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vari ety of other organs and tissues, including heart,
brain, spleen liver and colon (Federsppiel B et at
wQ 2®93)57@nomnm cs 16: 707-712; Loetscher M et aPCT/CAWHH/000800
J Biol Chem 269: 232-237; Tanabe et at (1997) J
| mmunol 159: 905-911; Zou Y-R et at (1998) Nature
anotB@BchéﬁﬁlﬂﬁQGr cyitakihe bsuch as; bat n¢tIBS)l thiaasneall3g@lecular weight

000124] The p ent I. QM n i ncl u .
antagRRbaY PBr SIREREP R DoRRGRNEr Ay NATROR, o antiocy
direétb® a@HMmsBANS SMOFS1 S'FNF—o@SL-ﬂOSir eﬁMhﬁHg@lﬂ' re@éﬂT&rSSlﬁtﬂ‘rSaé))but not

delivering an anti- SDF-1 agent such as _a snall

limitagd te ARy Phudii-t Deutsalizigrantibogiss adainsk SBirshaka kepwst and are
alsohQ\Yéllﬁgleoﬁorﬂﬁ\\é‘?&glﬁ) ”grh% fHePé&Hﬁﬁé}ghEﬁéd?Ve.am?unc}eof the SDF-1

sent suc gents 1 nclu
mhllam icaSDe-deligerteidsana @adqu@ommp@ﬁtqmlam {hasERF -1t inkibitor can be

vl SR LSTEL RSy T B 0 o

80°/SIBF1-(ID%WR!\WtharmbmpSE)Eed_ SiRNA"s/RNAi 's that inhibit

rood) ' o B oB” R gl bl AR, TSI PEAPF n o

blOCSBlﬁgﬂtblet maitrix, I’&Uohl bs tdre hgfalurzinimlacrdf fisFthh; raay |adﬁafé 1o the
bi ndi ng part n

surglial pregpaechibRLR Aae s Fos AReBia! P HEve BRci MBRe G Uations

maySRen teleddlthaNddmpond(s} odecpembd 60t RElirsde few days to inhibit
[000125] Wthin certain enbodi ments of the inventi

the {i{lamypatryspird nglpgRpis Ripeesses iatohied; iRl iRFous AEheRiY, rmatlon

and PR Sorhal WhEhd RpER! HyaRPdiic ébla fﬂiﬁ@tmﬁbé ﬂanbI@' HABE€ addition
over several hours to severa from

of @6 siyssrabrare, opblkes Wil PRh EEAG Ao REbHeES Mg, are
t
muc%%tﬁ'ﬁé?#{?% Qbé!&ﬂ%%ﬂeﬁsl? filrhe 130 r‘nﬁys% &p%i%ge@ea%d@& R€Fgical sites

_ 1-11Brous adhesi on agent herein ['east” one
withefit nHeciog BBy toxigitynt s di scussed herein and/or a

[006&%3' SO Eaiﬁseﬁtmﬂ' dé& ?thmcé\" lsguigrrﬂﬂgné aJFl‘taFg%‘éi L&yeous gel

eci n, ‘nmenadi one or e |coag ant
Wltl’Spﬂsll‘thaB/ Mgecbexdlplemts @dch es, fnepmmpleochlmsply or galydHlysine, and

o 8 PR PR RLSCR S ABlo i 5 1 BEgb b 29 or
examiple, amrMtlsbasabllgmmremgds,utﬁmzwﬂe glwrfdzts\lﬁlkl) |u c:artn lgfi ifcorporated

ytic a
“"tol%uﬁq1 taé%??f% apP[‘E??'OH(S‘P gispase g&‘? ‘ept oki nase and
[OOMZyP nta$ﬁls Igﬁiﬂrﬂﬁmm%{t}'\éﬁﬁmplﬁ’é@m O&geﬂﬁﬂxahs\att@dnsf@ctlon
on- steroidal anti-inflammato rug such .as
agefianior WOl PUHTaINE b & B b SEE- eRifengien, hestpiancing
are@”dﬂgmééﬁﬁlhe%dw{ aBderlel et Fsoccﬁws‘tﬁéln%ﬂebmu@d'eﬁkﬁér% issues
antibioti c such as rapanycin; or a taxane such

whefehy pens fragmedtsat NieeizacihFhaind ctuek s Olwucléeﬁﬁ?@uﬁaludmg
nbo%?’ﬂgﬁl a.?ﬁig?@ﬁ’@&%t@e%gﬁ%%ﬁﬁ#éy EVeahbir k81l 8pBKE Inhibited
duepoTthechamy ond $mge molecular weight of these compounds. This invention
can further comprise binding or encapsulating the nucleic acid chain designed for the

inhibition of SDF-1 expression, within a fucoidan rﬁicroparticle. This invention can
‘further comprise chemically crosslinking the particle to inhibit dissolution before

application to the surgical site.
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anot her chenoki ne or cytokine, such as, but not
limted to, a snmall nol ecul ar wei ght antagonist, or
wa@nooarnvi7’sense ol i gonucl eoti de, si RNA' s/ RNAi, PCT/CA2004/000800
neutr al | zing antibody directed against IL-8, MCP-1,
TNE-a, _1L-10 or an in rin receptor such as, hut not
[00013G; ¢ eahtso'nVSﬂtl@V cgn Mﬁgrl CONP{IBe aqmcﬂ'i‘%dh%rﬂqolﬁi‘éh%%d chain

desigl A8t tﬁ@’: 1rﬂmtﬂﬁ&1 ké‘lo"gbraﬂd eQbJ%SSIEHSOWﬁW agdidBhS (a cationic

commercially. The therapeutically effective amount of
polysagehasige).1or jofiRrbeatianic ARIymer.deThe ejosepiexs thusp deamest pepvides

t
proté‘cﬂ%%‘{"t% ‘H‘c%ﬂ:‘i aE:lBef@QF déqr%ﬁf l}oé{ tdé@?dcﬁﬁet ohgg{ﬁz?'g@/é’ and
resulin3Eagrolagt rs(mse of thegusdeioadid beshe siteatf actien.

i on. t .
oS FPC1 8 <HAHET P GPER R LA SRR o
smalimikNAsx fhad wrd cosnpembytahuimosequence do d |sbgnnenhaf miRYA and in

partia°hB, bRNAat 3848 B s OF Tt o eIk AagiafByes

can kfflcizmtile doek Gwmpansidiie) odvbe SDPdr mMRNAfang fhew bltmihate the

tag. fe to,Lnhibit he i fI.a tory and . .
prodllichef e iuirel o PriotheC elbp iRy B Ri s pf SDF-1 is
|nh|bft©d1 matth@ ﬁres@ﬁde bﬁémd‘lflméﬁtﬁ@hsd\@wbﬂlublésﬁdé sedfdmlcéé Whidh can

XI bl e b’tyF\t he addi tj on

b'OC@FRFcE?f&ﬁC“BW e? 3 F-{ RGP ygﬁm'r@émoovs&teeﬁp%fmmzyme

that @éH .ké@bgfmﬂ@bnd emethe mma@a&&amg thebdepedipd. i bl e filns
hat mﬂé\ be plied to abraded surgical sites wthout

moo"%%ium eaﬁ%‘f m OQI'QQQLWGOP%OIQ%]'S TRi ani gligxpeorrcapalymer of
riborfueleid &lcidC %‘Fpﬁéo?&nlf)&{daé‘(g Richaige dte‘?ﬂ“ egebli dMuEl@otldes

posi tivel ar ged exci pi ents such or exa
commﬁqdo%mawraﬂm wqurnl%lweleobaﬁes asug@g%uaneie |cyvaiﬁatr g‘é@rsugar

(bacgtg?\e} olﬁd?(ggg’é LA - dinYsPlofi 'o{ rﬁlc%fotugc—r@c - vy gﬁ ﬁggg}alﬁpg&umng

xanpl e, an an sense
portipnh whichefunsticRNsritally., Stieh nhadifietcor pulrstituded olignnuickeotitesaare

ot b AL e B85 b SRR ol 3o, o
exarbplenaitented celldgreuttakd, @nhancddebindiagita targei orsinaekeed stability

thl nhi bi t {( C%:?l expression. The advancing area of
in FROCN e CkNEn P58 gene therapy is constrained by drug

[000d93]|d VehrReplr@éBlm@NﬁmBQFb deaagg@ﬁpm@fro@paﬁwt 6 to about
cnal n as ol i gonucl eptides jnc I n ..
50 ricleghsTRss. PArqLLaTve SOMMIoNedHe: ARisenss FjapRugleotics aapprising

fromhabsutt ebr as®lt| 30/ Mualeebasdy Bhd eslendi@rd Gohfifort aé %tlsense
and | arge nol ecul ar wei ght of these canpounds.

Thi
oligoHGleRtdes o aﬁ?oﬁhﬂﬁﬁerz%@%ﬁdﬁqbﬁlée%i(%av g about 15 to about 25
hnke@"lﬁ%l&iéld@%) n%stlg%nﬁww 8l fuchiosdeGha Baééeﬁh@?‘ucm atlhh.e The

i nhibition of SDF-1 expreSS| on, within a
baserpertiopaeft thel suclgaside jinvimatin acﬁﬂteWQYﬁHm@ﬁS@orﬁEh@ dwo most

comfiO8 BEAEL I SRhLEREIE B2, Sbepliob VI o pranes
Nucleotides are nucleOSIdes that further include at least one phosphate group
covalently linked to the sugar portion of the nucleoside. For those nucleosides that
include a pentofuranosyl! sugar, the phosphate group can be linked to either the 2, 3’
or 5 hydroxyl moiety of the sugar. In forming oligonucleotides, the phosphate

groups covalently link adjacent nucleosides to one another to form a linear polymeric
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29 WD 2004/ 105737 PCT/ CA2004/ 000800 [000130] This
i nvention can further conprise binding the nucleic
wa@eood/1e37ai N desi gned for the inhibition of SDPe/CA2004/000800
expression, with chitosan (a cationic
pol ysaccharide), or other cationic polyner. The
compound. exntthustﬁeoreapdctweoendbsf tiis dineatt polymefictsiructure can be

rortiofel B0 Gdedeh RURBHR ohoilafP o PRASAFRR Syotures are
genémﬂj/ ﬁrafeméd dWithirt tie cﬁllgbﬂucbéotamsIsﬂnctufeﬂﬂﬁ)d:ﬁﬂlbsphate)gmups are

he meth \ve the d
FPhcEre ol 1@ ae RRLS nF dPBTUSRERer PappoTh of the
ong@rﬁma@s tahe sereTEeNihkade BRbACKDdfe] df RIVATANCC DINA ist Bes' to &

nMRNA t hat codes for SDF-1 protein. Expression of the
phogpRadiestaAiskagean efficiently bl ock the translation of

[ooam] SDFsﬁed"ﬂ%\Iéxaﬂ@etshy@ ppéféﬁ?@m%ﬁséd%@ chhpelutds 08efaf in this

chenoki ne. 1n another enbodi ment, the expression
mve@ﬂorsmclqde? oligpniaientides eantainiag phediiig ebaakbepes iarj pon-natural

mteﬁﬂkle%%@éehrﬂ{agt en uq&se Qfe'ﬂﬁ@d Sﬁé}Hiﬁn Ccﬁ@oﬁ\ﬂ?élé&ld‘é@n ha@h? Clhodified

transcri I on of NA, adm ni str I on

baclgjongsdpelede those |tlnﬁizr9tw atplhasmmwer éf@agm the baglbeng andhihose
that, of Hﬁ\ﬂid b%o&@ﬁor‘&h? 'Q?gr'nrﬁﬁ th[a Q%Q:Il%e T'F%r ttl‘?é thweorse% fof this

'O |gon ers to an oner or
specifitativnc edfied olidomclattidgy thab dousit daav,e acpl"@sprTarpss atanmin their

ol B SR ARSI BERon BRI e

[00@ 1353 k boRferred kagritedh Dligatdclentide | bapkboredse dtdlwtes forvaxample,

onoBR AR, iR kO BRES, BB ionctrostes
amnﬁbél@ﬂmbslpﬁoﬁrledteﬁs anfethydf ém‘l gthef eikye dorsphormates Vﬁcludlng 3-
ause of desira rti es such as

alkylSTen BhaBPhaiiFien G Gard) AaRPsLAce PROSPIESS BhoRMAETigetes

inclidihget Warﬁnﬁtﬂe piedrafiiddté Y dnid t hamMRReisHRsphoramidates,
nucl eases. 0133] Representative anti sense conpounds

thiopeiphnspBerant HPaBINosy Bhasrenales thaaloseRtomestars, and

BN BIALL Yy ATTRRAL o, VAS406 ) ORI 00 g,

thogsy élﬁwn@rleve,rtmlnﬁﬂaaﬁyewamens&esédJa@entgw@c ptsurigeside rwvis are
IlnkétE%uB tég 80, %5’“\553‘5 %Itg mlee(j té‘kéﬁHtfréESa&@ forms are
about nuc eos

novvn
alsincludedi de |s a base-sugar conbl nat| on. The base

[00 ‘Pj ' Onﬁ%{)l’eggllld_‘ lLﬁ@%lﬂd&a 63 Eﬁéﬁ@ltkﬁt giagﬁése{r%%r@piapation of

nos omon cl asses
phobplhmscynﬂalmngoammg@r indude, phuti ares nahdintited, to U.S. Pat. Nos.

5o B0 08503, RO 5504 B Rt bl 4 6

5,276,0k®d 5{278{302; SEQ86,700y 15,821,081;t Be399,8766 05408 93§pr5 453,496;
5454958 VRIS 9897E08E. 5510126, 5.536,821; 5541,306; 5,560,111;
5,563,253 5,571,799; 5,587,361; and 5,625,050.

[000137] Preferred modified oligonucleotide backbones that do not include a

phosphorus atom therein have backbones that are formed by short chain alkyl or
cycloalkyl internucleoside linkages, mixed heteroatom and alkyl or cycloalkyl

internucleoside linkages, or one or more short chain heteroatomic or heterocyclic
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i ncl ude a pentofuranosyl sugar, the phosphate group

can be linked to either the 2', 3 or 5 hydroxyl
woioetlys7ef the sugar. In form ng ol i gonucl eot i BEFCALIVG/000800

phosphate groups covalently |ink adjacent nucl eosi des

to one another to forma linear polynmeric 30 WO
interpgleosids 7pRagesT/ Thesoihcloedhose tavipgunarpholina linkages eéformed

in p%@?ﬁ?ﬁfﬂe\/ﬁi gpgﬁrﬁlgé r r\ic’e @8@ sﬁ@xﬁﬁgqéc%bgiﬁsug%lﬂée StfOxide

andh sukians ba@bb@nelsn nisemasestylu @hd r Gsofarreacegyi n ebaekbopes methylene

| i | eoti des.st ure
forrrﬂe[g:% sﬁ ?dﬂwlo\rf%h%'scgy IBSC@ ene, £antaling a ?rﬁslﬂ%ma’ce
bacltkifmasntreemylehemsmcdeaddamkahﬂén@fydthO Dackisuhes)| Qﬂﬂfbd@té and
| i nka e or bka}ck one (?f RNA and DNA i s

sutig a8 a3 BH8ae bapRiotasnand (UG IS BV BEIRNERAN. O, S and
CHxoonmguinesit pdrtdr ef erred anti sense conpounds useful in

[ [ t yde ol i gonucl eoti des cont ai ni ng
0007 B Bl B G Siosaos
incldde)ngesre Ast Kiafedesl Des eph: pbd. 95763'& b@@t 5%6 3'19‘”5”&35 444;

nmodi fi ed _backbones i nclude those 't retain

5.218nb¥phBrdfs 44t e3h08%ie Sb?eﬁﬂme%?ﬁ@ 56&03@405 638 (hok34,257;
5,4680677ha878, 9@'7055)5!@ 87p. &t 4gy, t @%6%?}%,233}596,5%, '5¥02,240;

pur poses of this eci fication,
5,610:% nﬁ@pgéﬁpde’%%ﬁw 6;d6,616128%av 5,648,704 623 080;a5863,312;

5,633Bdd 8l t de backbone can al so be
C:?OHGSI ed7e7d43l? Sﬁgygk?g%gucl eoti des. [000135] Preferred

[OOWQIH el o$¢fg©nulbgemqlemldbaohmss ibath udee fsogar and the
or, t sphar ot hi ogt es

interi8RBL e ket T40 a6 BRI of el flo @8RG Bre bt witn

noveingroops. k)]'lhpl'tn?sphfmhm wetrealatalrlralft TvyIhyan(ﬁzattdmewmﬁi|ahyépp(;oprlate
0 i nc a ene phosphonates an

nuolBe T WLE SorbRGIE Blrcuish RHaPENS s BRRat oo Gladudieotide

m|m|enc ithaﬂlhlag baen 3howo tcph@@éﬁdeﬂéﬂ;tﬁ%ﬂd@ﬁt%n %ropeﬂleg is referred to
amin i ‘onophosphor ani dat es,

as 4 ReBB Lo BE AL RERED o dh THA oBaa AP BEp B Pesk M, of an

ollgcamd:leobdé ampbleawwmahae\mae EMtatRihg oackbohd, M6RAS@&mple, an
mkgp anal o of these, and those having

ammwwg%fan% gong. wHesr Brcleehrses gra cetAineg Aindsarefbound directly
or |ﬁdi¢écﬂl93 itél eaAgNiritFoghe atdrh&Kked e - §rpld'é° géﬁloﬁ Pt ggckbone

2'. Various salts, mxed s ree aci
: Repf%ﬁﬁ?’ﬂ&? eUniied oStates werients| dom 1 8BLuse pthes preperatian of PNA

comyﬁuﬁc%dlnglhéé ButRAd ot Iﬁnﬁébat&)é@' SPHS BQeS%E’:@Q)%QaB '73% 3%tl and

B hor us- cont al Nl n es |1 nc ude ut at e’
5,71 p-%‘ﬁt efurthey cUs@ssmgtof RNA. coer(ﬁBﬁJs&Em bel fel61, B6Rielsen et al.

(SCI%? 272?%%542?%’%: 5,177,196; 5,188, 897; 5,264, 423;

5, 286, 717; 5,321,131; 5, 399, 676;
[000940D5, W3tairs, aBBodif@nts of the invention are oligonucleotides with

phosphorothioate backbones and oligonucleosides with heteroatom backbones, and
for example, --CHz --NH--O--CHp --, ~-CH; --N(CHj3)--O--CH, — (known as a
methylene (methylimino) or MMI backbone), --CHz O----N(CHs)--CH; --, --CHp -
N(CHz)--N(CH3z)--CH; - and --O--N(CH3)--CH, --CH, — (wherein the native
phosphodiester backbone is represented as --O--P--O--CH, --) of the above-
referenced U.S. Pat. No. 5,489,677, and the amide backbones of the above-
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5, 455, 233; 5,466, 677; 5, 476,925; 5,519, 126; 5, 536, 821;
5, 541, 306; 5,550, 111; 5,563,253; 5,571, 799;
woe288/108671; and 5, 625, 050. [000137] Preferred poOCA2@d/000800
ol i gonucl eoti de backbones that do not include a
phosphorus atom therein have backbones that are forned
referbpcarhdt.8. Gaai Noal5k802,240. e eaefriyed jaie ligoeydentidgs having

morﬂHoﬂhS‘QS bd?ﬁ'e’%‘g‘a {b?é C5ARL AP éek¥dd OTs. 'r@@'d<dé4 506.

ter nu eosli ges, Or one or nore ort C aln
[000h41]er o ddotified milgtbmlclaobd%:lmay aBo Mmtaomelosme substituted

suge]Fr)ﬁ;eT{MCﬁ%OO#&%&?%Q\%IQBNC%&I %Iecﬁg{qq”g% :ég'ge@fgt?? ofol cﬂ@ﬁ& at the 2'
posifiaT: tOH; rlén@t—hsl--fsugrd;aIMr@atNyl -Ofalkyl, (rjﬂ]el ls?sordlé)alkmyl ORéhe S--
a n n ]
or WEEer Yredi hhr bt nafsng anfcrisiino M. BRy Fifdfifed o
unsubfifsE Ty to @3¢l alkbll of O3 taCef Akehakbaiesyl. aPartinglarly preferred

°°€3$@a5”i 0 S i e Ry e SN GBS e OCHo)

CH 5 Wk @l\m}dan@@(ﬁ%ﬁr@ I\Fchg)gld}qyy]gsma@ Wendackhofrem; 1 to

and ot hers havi ng m xed 0, S and np nent
aboyiatq-s OtheropretaTe l&oeggﬁ%%qwm»ﬁ%ee@ﬂes%&@s Oﬁ%\e'@ﬁt%i the 2
pOSIF Gt C q'técc‘s‘?osloWe‘r %WP @uBQtﬂhQ@%wélnﬁﬂkgd QlkaFWt arﬁ[kgl blkaryl or

o- a@lkNBSSIzM&CHa,sO@M q,sar GN.2863 0GFs, §Q@H; o%@z CHs, ONOz, NO,
s MG LTI AR, BTt g
subdgiitses, W6 EaHHRNGZQ@%mg 9&“@16,@BQ¢GTSQFQOQ, am_mtercalator a QVOUP |
o R8s BT PR 55, % o
|mp|@|V|r@onhe: pbﬁmﬁ:odynml:gccprdmetﬂest lof smgaligamudleptide, and other
conb 8. GG, Sk 08 DA SRRl e 2
metheg@thoxyt @LQHWCHQ A0is 4lss kngbniati 250k ﬂnnambkyemyl) or 2

MO@?%{'@E@ BL S oMt Bisaco QBRI o e apekony

dpas been shown to have excel | ent hybri di zati on
erties, is referred_to, as. a pept ucl ei.c.a .
o0 mi) iR P S TCR RS os HHED R0 2R CHe). 2-

amlﬁbbrggé‘k&ﬁ k?—@(’)qu drs CﬂE'N’r‘Fﬁ%ﬁ@ bixi o qLEle  Sfnla rﬁbdiﬂcatlons
one, for exanple, am noet hyl gl yci ne ba

ckb
mayTiabson el wegasels e ROSIANS AN 4R Oag@tﬁﬂﬂﬂtfeedpﬁ@@yhayy the 3
posft’lbn'd?qhé Pbéry oh %@é'ateﬂhﬁwépﬂl%‘eéﬁd%r@r iRfo B5hEni@dl dRonucleotides

I on of “the backbone Representative United States
andﬁaeéﬁmsntlhatof & temingl nueeptidsp aPhgoislestidgamay cism bavrisugar

mnn@??éggg%bé%%gbggﬁ%g%}dé§qn Biac}eJ of thet perNBﬁIranosyl sugar.
Representative United States patents that discuss the preparation of such modified
sugar structures include, but are not limited to, U.S. Pat. Nos. 4,981,957, 5,118,800;
5,319,080; 5,359,044; 5,393,878, 5,446,137; 5,466,786; 5,514,785; 5,519,134,
5,567,811; 5,576,427; 5,591,722; 5,597,909; 5,610,300; 5,627,053; 5,639,873,
5,646,265; 5,658,873; 5,670,633; and 5,700,920.

[000143] Oligonucleotides may also include nucleobase (often referred to simply

as "base") modifications or substitutions. As used herein, "unmodified” or "natural”
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5,719, 262. Further discussing of PNA conmpounds can be
found in Nielsen et al. (Science, 1991, 254,
wa4@4A0560) . [000140] Certain enbodi ments of tPET/CA2004/000800
i nvention are oligonucleotides with phosphorothioate
backbones and ol i gonucl eosi des with het eroat om
nuclembakemn&dudmrtbe pwinecass @deningHA)- ang geaning44G).. and the

pyrlnal ey(tﬁg@ ' smﬁbbﬂo%% &%MU?EI@‘M?&? nucle%?_l%ses
include other@yﬁthetlc I‘ﬂ(r@l—ﬁﬁtwdkl@@ﬂ@ba@s&such @na—methylcytosme (5 me-C
o i TS ot MLt RS Siminoaconne, &

methyt &hd B’che@al@HZieﬂvétlveé of faelealbe\aﬂd gusingnes ifepropy). ahd ether alkyl

oo Sl 2B B RASF P o e, o

halodﬁlébll ahg- cl:ﬁostﬁﬁ% %f]bpyﬁcjllsmaar eﬁ&rdyaﬂ;lr&ir é-azo uracil, cytosine and

ol i gonuc

thymie, e POt DIoMERG Bkt SRR Pigl B-trioalkyl, 8-

hydréxﬁ%ﬂd Dier 8-5H0AAdd adbrinds @l gﬂnargmwewm pdmulaay/s bromo,
al’'so contain one or npre SUbS (‘i} ﬂ af ?

5-triffjoseraeigbiarn PHsH Fcyubstivipdsurag ?n evigsige % m'f%y guahifie and

7- m%\?@gkﬁ&?lﬁ@c}aﬁa la%g@a%me pQﬁd t 'SCH}aa&*hmé: ﬂdeazé'guanln@r and 7-

O al kyl S--, or N alken
deaz@adgnlse aiod waamgu?nmemwe?ﬁeﬂ?@dﬁww F&%ﬁy’?“"fﬁ?&ases

e P B8 15, PR S o s sy G
Encyxﬂmde&ira e@f Bolyn@r ( @ﬂzs)ncao}%dcmwglmegpg) ﬁQ%H;pa@Qq% 459,

oLy, S Mo I8 2 SN Bl o o
(Ange»vanaltmcthe&ﬁb Ifle:'r?tlo?alﬁmharedi%ﬂt |3@oﬁﬂ|3+7@61 iaihgsthose dlSClOSGd
oy $STBAY, 150 %hrd 1S, 0 e N apfaped e

Appﬁéaa.bhyhgsa@ ClRE#rgss, (BocaMralplagés 28B4308CH3, OCN, Cl

[ooqq,qg] heli“er%’énﬁl 8'5'Ibﬁ2§ en ttSFo ﬁé’gﬁﬁ%‘e‘r yfoNr%ﬁse "5 §ubstltuted
pyrlﬁmlrﬁ&abkéﬂaﬁwwﬁmnd@@rwaﬂ&y Neérane O-6 substitutedt maines,| igtluding 2-

cleaving gro t
amln(mr@pydgqigwr@ﬁ 5g)r@pmuyﬁjra$ o,tarew %rﬁépﬁgﬁzyﬁ)@me 5-Methylcytosine

sub&hétf dm%flﬁehfsrﬁmns fﬁdr@eﬁ;eq{uc%rb Qénu gloples staiilitg 8y 008-1.2.°C.
group fo I nprovi ngl_t e phar macodynam ¢ progértles
a

(Samghvbl Ygo%u@r@@lw d8; Tanndotgley, Kin&ds+ LANisen %?&arc% and
Appﬁbéﬂ&n@r ek p@ﬁb‘ WeSSA E%Jc%f REfR] JERES f27@ai78) nahd" @hdl RSsently

oxyet al so known as
prefetre®- l@@amuhsi)tymmwe)vemmgre nwjgjle(rhyawhpn eqmhiped with 2'-O-

metg'gﬁ%ﬂgyglrgkgé - BShiAcaAd9S, 78, 486-504), i.e., an

group. [000142] Qi her preferred
[00ODLE]f | thepmssniamzda leiﬂea 'States hetenty thiat disc@#gagertain of the above

noted modified nucleobases as well as other modified nucleobases include, but are
not limited to, U.S. Pat. Nos. 3,687,808; 4,845,205; 5,130,302; 5,134,066; 5,175,273;
5,367,066, 5,432,272; 5,457,187; 5,459,255; 5,484,908; 5,502,177; 5,525,711;
5,552,540; 5,587,469; 5,594,121, 5,596,091; 5,614,617, and 5,681,941.

[000146] Another modification of the oligonucleotides involves chemically linking

to the oligonucleotide one or more moieties or conjugates that enhance the activity,
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am nopropoxy (2'-OCH2 CH2 CH2 NH2) and 2'-fluoro
(2'-F). Simlar nodifications nay also be made at
wobMenoyesi ti ons on the oligonucl eotide, partiBOl/ankgo4/000800
the 3' position of the sugar on the 3' terninal
nucl eotide or in 2'-5 1linked oligonucleotides and
cellpigp d@trlb‘s@gm tar ¢gllgar gptake ofither plignnecickeotidiele Such moieties include

but @ré %ﬂ%ﬁht@@ttbqgﬁi HYetidls ﬁ‘h naé’se?s#%?erst m l%i? gZLestéjﬁBeragt al.,

ties in
Pr°§ﬁd‘éﬁ“ A‘F%Ebrg’@'en‘ﬂﬁf\l OQSQJnBﬁ,ecBSSBﬁSéﬁ) pakcbnas 4 htfocholesterol

(Obihfdss ef BE, H[Jﬁug\[cﬂz}ébﬁgs of 99°2ug6 %%383%{ gn u%ﬁtgdeciyéﬁmlne or

structures i nclude are n
heXMl@mlnoic%Qm@-@Xych)laslﬁoBO@:;ety 5C®b9e @8@j., 3, Bh&ntHedl. Exp. Ther.

toc: 398 8o Bl BBt o S0 ok oo,
4, 195840595 &, thibe6®9, 873 hexd- $#@|tﬁﬁﬁ(M5n@@ar8§Bal Ann. N.Y. Acad.

oo Sy o sk b8 BB L e e

2774 éHoal Alic obalhf & gatdodesarni lsdmﬁbbb tre8l8Ses (SaistiEden
LY iphadic fegd aritfio )Hr eoéﬁflos?%?moaras

et BhoENED b APAb0AG0T ! Hul] EbiKebELOY ot PLAEEBRA HuriaR8. 259, 327-
330bas\ﬁﬁaraﬁiﬂmdueal( A)B|@dhq1nﬁua99®e766)49 end 4 Ifl@fh Eg(énpm diRe i

t hym ne t03| ne (C) and ufac
hexwg%qy?{ og Yﬁ%‘P'eonasfé@ hy|aRemeriemot h@'rdl-%h@rﬂﬂemd ragglycero-3-H-
pho@@’ﬁdﬂa@é (I\ﬁ'éh‘dh%@é}?éﬁél Sltéir'&hé&roﬁ 115! H‘Mé@%eﬁ%@? 36828z et al.,

roxymet hyl cytosine

NU%M%#% ﬁ%go Mrﬁﬂ?ﬁﬁd@ﬁ) raepolxaamwetom pelyethyleherglycol chain
(Maﬁbilfé/rlan (iﬁflede Yé’:;%m%fs SIGRd gé‘dlg%aq ”Sggéz% eaP%dar%‘Qr‘?tane

erlva ives 0 eni ne’ and
acefzc ﬁﬁido(MQ{tﬂhlararQEt al. o biyalieueora hdtt 21995, ozﬁ/tS&ﬂ1FI§6545 a palmityl

moi & (HSRE bl 1 MladhithoBIoBiys, AcBl PAYE ek 2l 22 A0
[000o14lZI aci Remrpsemtdtu\w anitey ,States fpabentacthét d|801i‘9%| the pre aratlon of
cuc ek i e b B, B B U B s,
4 82@5919 c4/948)8825- 1P t81005; Sdaza 4tfd5uoxs GW@’ISI 515@5 ?3@§|f5n5§2 538;
C 0S| nes
5578 35 N et aP 81 0 S| B O813+0 ) b0 538,045
5,413;0/9az8g¢86)608L 5@5112 439,de7/@ARN| 5808/0463-4158Z 8842101 dif 735
5 8en Furt her nucl eobases i ncl’ude thosé
4 G‘ﬁr@él o‘g 26 2 ‘15 78DEBTs MeP24P4d574.808,2681 7 8TRIBI%| ds36d,582;
4,058013he5 08PBBEE 5 FNEY6S: 0@%'4313@ E@@ b: P£‘§§‘3 ABD 14 136;
i neering 1990 es Sachw
5 245&’%%1 oPRO ‘@7\%585/ 5&2@5&6 5&@3&@ s5.P62 aao,bya Eaagewcﬁ 4(7,008;
5 3761 241 (5%9?\77@9&534@%6% €5 457t 035 S?@%g %1?86%9%14 785;
ed” By Sanghv

6 2)," and those di'st
5,565,858k 5587 510, EnOTA,642,06,530B.45 1008 567 471 SRBO5RT7 IS 675971696;
559@3@33 %@b'gﬁﬁta'nﬂnss&%ggf’r CRC Press, Boca Raton, pages
2389 n S

[000148] The present invention also includes oligonucleotides which are

chimeric oligonucleotides. "Chimeric" oligonucleotides or "chimeras," in the context
of this invention, are oligonucleotides that contain two or more chemically distinct
regions, each made up of at least one nucleotide. These oligonucleotides typically

contain at least one region wherein the oligonucleotide is modified so as to confer
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[000144] In sone enbodi nents the nucl eobases conprise
5-substituted pyrimdines, 6-azapyrimdines and N2,
wOR@440830- 6 substituted purines, including 2-PCT/CA2004/000800
am nopr opyl adeni ne, 5-propynyluracil and
5- propynyl cyt osi ne. 5-Methyl cytosi ne substitutions
uporh divee oligamuctslotide increasest esistannec icenuclerded dagraration, increased

e

addi#qal i regiohoaf th@gﬁgomm},dﬂdesmay&mwe Rt ansulpsdigiess for enzymes

confef BEATA R BLERE A MSBIRL! 5 BALE ey nese

is awelllila2 enddnusidasexykitinleaseg thie RO birard obas. RNAMNA Sfuplex.

o BN Y, BB, oL b B, Bl rry
gredﬂ?'t blnlé?@nczﬁghethe mesficfeneyl o cdrgiebastesnhibitibndef dure asxpression.
not limte

Cleayaga @f #ipR eLgd‘@@ beo-r%gelgflg?ec?@ gggebglgctropﬁmresml and, if

necé;sﬂézagggolatéd ﬂﬁae&%d I@bﬂ@&a%ﬁecﬁméﬁés 908 5,502, 177;
52, 540; 5,587,469; 5,

[00034§b6 o@s[amrse%pi c@werwaﬁkg@ue@fﬂ@ﬁmmq@@omta?rem@t gjted to
d;Fﬁé’rbf“ it Whid?untthe Ellgf?nd?lrég?é’rwgﬂeeﬁbé Sndihadl it a central reglon

eni cally |inking he ol i gonucl eoti de one or
flankasi by itwe regiops nwhigfatees chﬁ@tca&h@ahtyelenh@ Saeh \athey, butsdlstmct

fromV\@'netzggé/ 1R% Bxanfptd o %ZQQP%QOQSQQ I(j&llddfgcﬁ’iﬁe in which a central

ution or ceI rupt ake o
portimhi (fenigaptoo ite. onsonuclmiudetsee\sea mam@stramtfoaPém@tH and is

compoEtd BhakfecbRl et yife R ey Thg & and B Sl
are &ﬁad ifEl50- Itb/a6yreater faffstydot theotahgst Y& modlecl©tber heaispable to
19 9 20, .. 533-

supfirt legP A 6 SncTpramPh - D3Py T Bl uRcpr fooked

nucm;j7@¢|g 2'(3 Chgﬁd)frﬁ: efqgolﬁhtlcleoti'dedsFﬁﬂ‘érrmidmhtedﬁnﬂhoé’é‘lwith maddifétions
7), cholic ac Manohar an et a
‘SUgfbn it Ghay s dndiods olBaRIsResar faiobaiteficds witn

mocﬁfié]j bAgrbonesS: t Bid.y ! whi 0|regﬁlbﬁé10|biﬂf éyhogph@bthloafém (PBBY. and
. Scj. 1992 660, 306-309; Manoharan et g
, phogpw%sterh@&O)@@@hboq_eelgnkag@sggr wgh regiges oélylw)an S backbone

hnk dsphatic chain, e.g., dodecandiol or undecyl residues
ai son- Behnoaras et at., EMBO J. 1991, 10
[00q1§1)1 11@ther hisasres irgludg "Wingrews,"|2i3q knoygugs "hespimessyy that is,

ohg&?‘&leqﬁ\ﬁ?é‘ @\{n@w}g g%t’lrf’i}tcj{qglcﬁlsoclﬁeégkﬁfc%rg%gexgrﬁglrego? aaﬁﬂqgm%r the
5' poﬂlpetdﬁyhemﬁgmuolﬂotida selivean exsuhstgte floagﬂ\ésydé ebd 35 preferably
confR88I"EAIRIGRSNRE. Ghoos pheb FIAELOR b f%icn o
fastiién .sa7aé7m3l7a&) gr%tepmfﬁrmtyl foe thor taatgqﬂdRMAt mpleenle mlt\is ohable to
supﬁg@&r&clf g/eh 3—% Vi % Qﬁl&d&ﬂ%‘ﬁf g,e@ gtﬁ%xfét#ﬂ%hﬁ&ﬁutgg? or vice-
versa.

[000151] According to the invention, one, a plurality, or all of the nucleotide
subunits of the oligonucleotides of the invention may bear a 2'-O-methoxyethyl (--O--
CH> CHz OCHs) modification. Oligonucleotides comprising a plurality of nucleotide

subunits having a 2'-O-methoxyethyl modification can have such a modification on
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acetic acid (Manoharan et al., Tetrahedron Lett. 1995,

36, 3651-3654), a palmtyl noiety (Mshra et at.,
w@e@ahd3ms7 Bi ophys. Acta 1995, 1264, 229-237). PODQAZ004/000800

Representative United States patents that discuss the

preparation of such oligonucleotide conjugates
any ofntHeudeclebiide aubumitst withim thedoligonutlestideagnd Ny, be chimeric

ohgo%uciqzéldgég Agd%g%bngér lﬁ 55&@]}%10%07 g&?@gﬁgé?@?b Hbkifichdons,

oligofudiéiflid@s IcontaiBing , d@Bdr;, mbdifiosjar@4whish 1dréaB0e ; artisess, effisacy,

poterwyggﬁa%z afF n@ggreg%go p?%{g%%dﬁﬁ‘gmg 45 @ggr%l%eogﬁdgg %oﬁﬁgﬁsmg
one dhni&8,s(i8K mdhﬁ&%ﬁor%ér,e predidfily D6&errdd.876, 335; 4, 904, 582;
[000‘@52%?2’ 8%% 0|l§08l1 eq[cgigs usggj%ﬁzsagcg%?a?\gg %@l@lirgg mVe%gn 8rf?i’gy be

convémgﬁﬁ?y 59@ roatird? nizge: thﬁ)u.@;ﬁZmBWell @R t&thdique, &Flsolid9ghase
241, 5, 391, 723; 41 451, 463;

syntr@smz l@m:ypmgn@iqr w@ syrgthg%g 135523I<? 5by5§§v%rfb vehgors lncEldlng

S I/ Ehé 64
o R e ot i o

employeds erftori axamplieont i well M?ﬁ@wll]d& U§¢|$¢@H%F‘%$B i%f%% QrRrepare
ollgoﬂpaeotﬂé's@uérp gl fh%oﬁhﬁ%ﬁ)l Bthrq§§tes émi PREIKEXY or 2'-alkoxya|koxy

onucl eot 1 des or nmer as, t he cont ext

derlvahves i indlgaing o?-O-amesheMyetivh @bg%ﬂﬁﬂ%@e*@ HMertisnlt ai ‘T?\eht’ whim.
Acta 59 A aﬁi ChesTseal | Yy ?é %s’on%hll KroWnCR® US@%H\HQP@@ChHﬁu@fs and

one nucl eo se oligonucleotid
commyemuamyl év;allahzle nnammedaammmstandn@rrtr@gedmowﬁ@lm K\CPﬁé products

s RS bl B 85 cnd B o
(avaﬂébl@ drone | Gleh | Riesdanct, esismdgr &’m)stoaayrdhésmzm flubreasently labeled,

dat i.ncre | ar upt ake, and/ or
b'°““ﬁ%?85’§QH‘%FHWP%"GEPFQW'{C% #g S‘the target nucleic
[0003680. Ahe agdstidenesalconf@unts ofoft hlee olpr@wmcnmmud:e rilgiude
serve as a substrate for enz o IeaV| n

pioe el BRACSTPRAHUA R AASTags) el SHcss GRRyos.

This' @ Rtereiel! tal @ﬁc&ﬁbﬂ%@%ﬂﬁ?ﬁﬁn\mw%aﬂ&/ Qﬁéé@ﬁtabhzesm esters or
strand of an RNA: DNA Activation of RNase
saltg pfegushgstersy esanmit @therncmwﬁg@'@? Ures qﬁq;\m(sg?&gcg\ {6 an animal

mclehﬁ gl tumgﬁ e%t kY éﬂ@%ﬂ’cdré‘\ﬂdlhae(dﬁééthﬁ b?"\%{re@fly)a!hbl ?\llg@@%ally

i on 'of gene expression. C eavage of

actl\tearng’leOkﬂarDrUeSId@@lth&ﬁ@Pfy Anspwtingdy ferexgample, the 'disciosure is also
c

B e

prodmmhgs*reof csoath gondeicecamdms "Phanmmubmllyaraszcrqmabla nFalieg are

oo SR i o, S g Sl VRONEBSigs o e
invehtlen: regi eits thditi retaimthe ddsinet bidldgica gativit efrthe tparend chmpound
and %tohr%t lr?wldgrt OLljln%ieisipe(ijI toxicological effects thereto (see, for example, Berge et
al., "Pharmaceutical Salts," J. of Pharma Sci. 1977, 66, 1-19).

[000154] For oligonucleotides, examples of pharmaceutically acceptable salts
include but are not limited to (a) salts formed with cations such as sodium,
potassium, ammonium, magnesium, calcium, polyamines such as spermine and

spermidine, etc.; (b) acid addition salts formed with inorganic acids, for example
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fromthe gap. An exanple of a gapner is an
ol i gonucl eotide in which a central portion (the

wO gap/19576f t he ol i gonucl eoti de serves as a SubBCT/anr2004/000800
for RNase H and is conposed of 2'-deoxynucl eoti des,

while the flanking portions (the 5 and 3" "w ngs"
hydraeetéorivoatid, irydrabporhmvacidy rsslitirig acid f mhﬂSPKJOH%aclﬂ,H@trlCaﬁcﬁze@nd the
like; @%a@to‘?&%h %vnﬁ%r}g?ﬁlg a%fb@@u@h 48 for HRARPE, BHKISRRE oxalic acid,
tartaac aﬂdrrsmdwxo; abidy madmbacudt nmahoomcuu aglkeahic acid] eiris acid, malic

ecid 23, SR BRI BB B}, BRI, e gl e e
acid,l méphdﬁl@ielsgm«sl easl; demtrmneahlfogmuamdaotp td:duenmsullfomc acid,

BP0 st Sl SATPRIRE: on e fomed

fromgﬁ@tgmasadl?wi\mmhmﬁ&broagn@rmddbdlhm and P=S
1000k 520 DG GRSR o st 35, ) BT imatvely

be ﬁ?&bé}gﬂ‘%'lﬁoﬁél%ﬁed’\’iﬁ B tpWSUrG@"SfohﬂCtTh@gemmSproUFugﬂ |ndlcates a
preferred exanpl e of Wi ngner , 5 porti

f th
therapqu@@@g@nfe@@t tﬁepr@@a%isma@ 'é!aﬁtﬂ'lﬁ’sfpffﬁttgatf lérCORN%'g%d l?? %@C’We
form Wﬁ d&r %FLE{)axpith FHRMBORE br Uelid’ thERBX VM e Qlctish®Sof endogenous

r'eas portion is nodified i'n such a' fashi on
enzyesee therrmﬂ@ngaleané&or gondifionsy Fosexamwle, Hrefiug pRigions of the

: olngc?%c@%ﬁé% Q);I’t HeS nlrU%ﬂm)rg él'% R'e%b%w LU 1§as ﬁ%ﬁét;yh@ EIMoethyl)

hoxyet hyl -substitu
phosphate] clerivatives acc@ﬂ Q16 the methoddidisglased ¥/ @ S3E&46i! 6 n,

oodB6 2 SR eelosgohulo BBk ER e HBADh Lpsor
protéin-ad g‘abrmxﬁw%mme :?(beﬁbw CH2 CH2 OCH3) nodi f| cation.
t I I
oo 25 By B 5 ol O ohifer o
substAyéht Siucleofde®) 6r that @kiepd farther 3fondh2 BRF-10hRBIA i |n either the 3'
PCT/ CA2004/ of he nucl eo tid

or 1§ thioptR 1A BREMEBENIRtS SHE oy IR flFcidentifed with

Squbh&owmhmbmﬁhroégh els ihdQFVEl, Bud wielth &15@ Hilsit SDF-1 protein
O et hoxyet hyl nodi fications, oligonucleotides

eXP@éﬁ*Palafﬁ Al§o ytithist thesgPPe eENisJRCRiBNch enhance anti sense

[OO@IfoSF Cacy, andIREre8RBodimdni B8tachibh i dli $IFAr €arkbg&0nhibited by the
preferred. Chineric ollgonucleotldes conprising one

presgncendf epenificrnani@iizing antitnsiesar e presently preferred.
[00(%12\)? 152}, &hear@tﬁ&oé}ﬂﬁéxﬁﬂﬁhfjﬁ% preschtiivefiibR HEVIEEs ’FMrttﬁe use

I nventi on ma conveni entr@a/ and routi nel Y. made
of fudans wgHraristectioh |ag|entsv6nr nea¢iniagidechainsségsignashigs éhe inhibition of

SD%iC%%bi%ésioennggtHseo Igﬁg%ncf cJ%L aredC Bf wé&d&géosy eéso!g‘éﬂgztherapy is
consirdiesd tesrugedelvepy zaods ﬁvberebyu cgeneymhmm orraycleic swidbehains,
such as oligonucleotides including ribozymes, antisense nucleotides and RNA
inhibitors, may have their cell uptake inhibited due to the charge and large molecular
weight of these compounds. Recently, the use of microparticles (such as calcium
phosphate) containing the gene or nucleic acids have been proposed as transfection
agents so that they bind to the cell surface and are taken up by endocytosis or

invagination, resulting in cellular entry of the gene or nucleic acid. Most cells contain
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enpl oyed. For exanple, it is well known to use simlar
techni ques to prepare oligonucleotides such as the
wobagpbysot hi oat es and 2' - al koxy or 2' - al koxyaP&DK2004/000800
derivatives, including 2' -0 nethoxyet hyl
ol i gonucl eotj des (Martin, P., Hely. Chim Acta 1995,
fucaferecﬁg@r%@ﬂ!) the| membrayies surfagel. H(fh(ﬂm erebadireent #ié aucleic acid
chakCSnyiRasr BRAnniEH ? 5@%
dites arnd cgn'tro e?mﬂoréx gg’éﬂ éﬁ Jng%# epcapsulated
W'th%@hfuéf@'dﬁﬂ dﬂlcmpaﬂ%@é@c’@ﬁnpar&dm @imbe ashemically crosslinked to
hlﬂﬁ@ié%l@ﬁbr{m | | G (available from
inhi d en Resear c?fe %})h@%ﬂoﬂ taﬁ%a%qg(cg{%%t hesi ze
[00G16Qdr eskront |t§ze|f@bagomg it bwitit bey dprredatedd tateralthough specn‘lc
t n des 00153] The a e
e e b S BBk it Ao Ruihept.y Tustiaton, various
mOdﬂ‘lQa@qm vadiere oedpowititsyt dewatingi frampltay BpRIEWHACBLdPE of the

t and odr is |ntended to
dlSCg%ggeDn.pggéOergﬁgiyp !f aeé%%}hg%% é%‘f abclidg guch modifications
as vedll es 2]l permutatibhs anﬁ cﬁmﬂhﬁlﬁhﬂﬁ thePBulgBdt BEIET set forth herein

whi ch, upon administration to an ani nal
and '?1@?‘3 g?& a human is capable of providing (directly

[oooursu ndl Uelesd bkpﬁe@@lyhh@k@@UC&hébms@CthéV@seﬁsﬁ i"(ﬁ@'uh&lﬁdé%f "and"
due thereof. Accordingly, for exanp

and Y'%I‘%@@re g-lgNiteg termasyare d“%h'@r hﬁc@ﬂsi@ﬁ@l@ﬁ limiting unless
expr@@§l9pbﬁﬂéoﬁ 8@l the é’cﬁnté)t’ceclé'éﬂ# €ihgicatls sdsqtﬁ%ar mace Ica}(%%ple

prodrugs of such nuclelc aci
'“C'He"@ept abp¥ngal 18d acemppsing| ofypipatyl ingicatel "lncludmg wnthout

I3 o1 A6 BLDL 02l S ol

i'nventi on
unleﬁs 6%@@5@1&&6&%& jov theycantextieteapyiretitaten mireuwise. and do not
i npart undesired tOX|coIog|caI effects thereto (see
for exanple, Berge et al., "Pharmaceutical Salts," J.
DISGUSSHaNMROEC| QUPWI‘ATAEB/ElEFQ:)EC'[IVENESQ [BF  ANTI-FIBROUS

ADF@g,@}waéFgﬁié des, exanpl es of pharmaceutically

e salts include but are not limted to (a)
[00046R} s flordmeobmbddimeaﬂ; rtmsfﬂsakghofatﬁeé‘gwbnudmg d@@lr@ééd)rﬁmnatlon

can BECPEHECL B & Cbifinchdle SVbreBe ialhdtesiato ekun(sirengin x

areas arA\¢") fod theedubol Boinbiagiem versas lasiver! &thnd@ara ol & leYrug-
04/ 105731 PCT/ CA2004/ 000800 %?}droch lorrec ac?(%fﬁae g

'Oadﬁg&PS'HFb Q68 TGS & Sam r aesi o by aldrazetaifiim alone in
the fattd‘ecél mmlﬂﬁ%dbh%r éd lrji%al fisrbus %‘dﬁésnBHsf EShhWt %Ybndards can

aFIC aci ds such or exanple, acetic ac
'nd%l?a‘Pt gr flmsy solutigps, a?‘ico and ltheélﬂmﬁel*ﬁ sughias, ramlltetutenne horn

modépbrdeffédﬂv&ﬁés% lﬁ‘l")'u%c?ngl Yk Q/%hBuéglln odi e'h'ié ‘fh@‘&h%s I8 h&e an

acid ascorbi c aci benzo
avergge AV lesaéian oraeqiahite 044%, 1%05%g|10%ar26%, 50Ch,cor 75% of the

[ f
con RIS, 9551k 0, bl I ERHL! SO0 8514 coptcona
mOdQ‘oﬁOf/ §rifgiaa fibonis achesions ar oth rhédeareraertt {atametré sthe drugs

can A& Abstantially all fibrous adhesion formation in a patient.

[000163] For illustration, in the Examples below comparing drug efficacy against
a sodium hyaluronate film alone in the rat cecal-sidewall model for surgical fibrous
adhesions, and as shown in Figures 1-5, fucoidan had a TAV of less than about 10%
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from el enental anions such as chlorine, brom ne, and

i odi ne. [000155] The oligonucl eotides of the invention
woRg4a08831 i onal | y or alternatively be pr epar EPICT/Q Abw@®4/000800

delivered in a "prodrug” form The term "prodrug"

i ndi cates a therapeutlc agent that is prepared in an

(evemhgeyn e 3hauin0ha@nfis SR {/BBSEdantbasy anst betemethasene had a
TAV lof gess %Hgabdm b Mﬁdr@ﬁﬁystﬂfatéﬁl l(ﬁexirgﬁ rs%%t %r}tnreomycm

action of end ogwnous enzynes or
anda AlyIBr2 deddat iTONs of Aess ethal’r'rm@ut p’-ﬁQ%Ir uayeptﬂkmaeas tetfacycline,
b i I e e n
minb RN IRUE AR SZophlE ool cRblchy flefoeiae) et
mm@%&lded. ﬁ@ctocﬁertam@c mcwbdsnemefehmeub i aodzmngsmaaaﬂmate and

coxpiBRiERIe ot o AP P TR | BRUP 6L 0L GRunsn,

dac@baripbe s‘@cﬂyeﬂnv\hyqremlmmeﬁnlbssenﬂjbnﬁéthwmu qhsmetnd eglginic

o S B E9Fo, Rr  DB PARS E rn sv
0%l cortiedbnd@cetates t8hoxicim t bﬁ:kﬁ)hoﬁplﬁé?ﬁ’ﬁboIéﬂhhéiﬂldeh%ouagen

cexEROATE" Ay 1 Y58 b SERTPI G137 e e the ()

can vhh; aksabs@ acobrdivigt thelPrefflcady ah ShRbitiRg F?sﬂlea%ﬁie%i%n@r(?e als3Bred a

of this invention.

t.h

Zem nT ﬁ%@qu%'p%h\/am? Rﬁfeci@th ¥RresH) sspie) in aldpagione test subject
or aﬁhhtbl trest st | &che n

pant| bodi es. [OOOESg]{ Qﬁ%@iei%@%r&gﬂb%ﬁﬂdc@n Q)'Splatm
methotiexais, PAGRIAElorfespBeihasene. o hantiSOF-bf aftiboalys campletely
inhiBifean [ t s f I | [ d

N R AR, o & LR SIE (08 SnERR' BRe” 28 ER e
thergpesdically pitentive menaunbah thesagrnt do tie cegay-sidewatt aits tsuapesed of
deWQ&mﬁéﬁgmﬁgkgﬁgﬂXnéSsues wher eby gene fragnents or

nuclei c aci ai ns such as ol i gonucl eoti des

i ncl udi ng ribozynmes, antisense nucl eotides and RNA

i nhi bitors, may have their cell uptake inhibited due

to the charge and | arge nol ecul ar wei ght of these

compounds. .Recently, the use of mcroparticles (such

as cal cium phosphate) containing the gene or nucleic

aci ds have been proposed as transfection agents so

that they bind to the cell surface and are taken up by

endocytosis or invagination, resulting in cellular

entry of the gene or nucleic acid. Mst cells contain

38 WD 2004/ 105737 PCT/ CA2004/ 000800 fucan receptors

on the nmenbrane surface. In this enbodi nent, the -

nucleic acid chain designed for the inhibition of

SDF-1 expression can be bound or encapsulated wthin

a fucoidan mcroparticle and the particle can be

chemcally crosslinked to
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i nhibit dissolution before application to the surgical
site. [000160] Fromthe foregoing, it will be
wappraaeizat ed that, although specific enbodi meP¢ECh2008/000800
been di scussed herein for purposes of illustration,
various nodifications may be nmade w thout deviating
BkEPhe spirit and scope of the disclosure.
rdi gl t ' .
[°°suc moup ety BamEer e Baibled T A D ardbeste RE ol gawvsis of
he ffigacha®li yadouss agh@tss@gﬂlrmttsmgbaleadlmmsouslhg hanimiah models.
a?fﬁﬁe [ S res
Ex mt d|écgt72%qac§{e ﬁg‘aﬁﬁgensggﬁ(al&ﬂ‘ér %bl:-eloilh%ﬁﬁr& u%)é%nplgﬁ gn10 relate
to mramycive- v@x@aplemom-m mlelatagtot aanmsarfermnﬂét(cm ke anti-fibrous

d,
adhg&aﬁté ?ﬁear dﬁlé di ca?q%gg t8t W@r 'gégy %éf:it %i‘%éh‘ﬁp@ different

souf‘qeacl ud| ng," "having," and "conprising" typically
i ndi cate "incl uding vvithout I i mtation".) Singular
forms, such as "a," "an," and "the" include the plural

Examgleste nEﬁlcadmbHBﬁJgﬂ)oBd@@ Blyslufdrid A%EJS Filn foR ﬁwépl@léﬁﬁon of

di h
SurGi AT SR 17 CRREALS ol SWrcicmbiees onsbdeets ioRiats
[000MGBNTS: Thé) (Al @akcdl Nsi@RalE WS B Nburgiche a@ﬁéél&?scxva%f used to

en drug or drug conbination “can be assessed

'"Veépﬁieég {81 effechof iy tigeoiTeaeh apanedisoussedl harein (nereatter
refefredl t6€ B8 tRe ¥rugd T6%he C&)gé\()jénil?ﬁfof fe)Qgc ﬁ{r@galqué: 8m?+r83§ glqesmns

versus a given stan oadeé
In thig, BogRl: IFgaIWaTe siMideds intongroeps afsd. aAﬁhaanlrglcahtramda uhe rats were

W dewal |

s s T R W N

film egptainingdrygat thehbﬂomng eencestiationinghe éine (% vt ot her
nodel s, such as rabbit uterine horn nodel or

iEfLE@\N'E%ﬁJ ss in hunmans. |In various enbodi nents, the
5 b Ympitgd have an average TAV I ess than or equal to

004 2C0/ obof the control's
Anti"Ff "I PBS 5% Coir OPRM,
antity / l:exarrp SPiRe g?ur onat e 1?5 8Mone, using
AL i’ m» cecal—sidewal-—nmpdel for surgical fibrous

Tyi adhesi . t her nmeasurenent paraneters, the drugs
ljﬂegaé%m;ﬁﬂ&égf_@ll ally all fibrous adhesion_
Ra on_in_a pAGSdentifinnn163] Fof 1i6% wiwration, in |

t he Exa es bel ow conparing drug efficacy against a
Ironz%ﬁlatwg%ﬂn@r onate filmalone in the rat
| DeferaxamingiMrapte nioslginaf or _sur gi cal f| 5%omsy _adhesi ons, ]
and as shown in Figures 1-5, fucoidan had a TAV of
3-Hyldsexy-3-Mathydblotery/ 094 RBOUABDAMBIRST37
| SimRETEtBA2004/ 00080QAldfi@ven down to abps¥, Wi
anti - hSDF- 1/ PBSF anti body and bet anet hasone had a

Retinoids

| all-trans-Retinoic Acid | Aldrich | 5% wiw ]
Antithrombotics

| Heparin Sodium | Hepalean® Organon | 4 USP units/mg |
Anticoagulants

| Pentoxifyiline | Sigma | 5% wiw |

Plasminogen Activators
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TAV of | ess than about 25% chondroitin sulfate A,
dextran sul fate, erythromycin, and TIMP-2 had a TAV
wobtokasw3t han about 50% streptoki nase, tetracpct/caz004/000800

m nocycl i ne, enalapril maleate, succinic acid, starch,
net hotrexate, docetaxel, ninesulide, neclofenamc

[ Strepiokidaserec| of enarf@igmsodi um nonohydr E2%uniteimg |
dexamet hasone had a TAV of |ess than about 75%

Cytonir@dgsoni de, diflunisal, dacarbazine, stachyose,

[TGFy dr oxypr opy| ceIlIR&D@stemisdorret haci h2 5qppent cet i n, |
alginic acid, captopril, doxycycline, TG--beta, and

Mat,wm@%@bwfngg@dnmb;{éw of | ess than about 90% and

[TIMB®Y Ti'sone - acef af|gighgnoxi cam cycl ophpsppain de,
reftunomi de, collagen, dextrose had a TAV of TEess

Tetré&%ﬂné’sbom 100% I n anot her enbodi nent, the drug(s)

Tetréé&éhn‘\’&H@‘l’bebbe” og@%lm ng their eff @g%y i i nhibiting
Mln I %ullel OIS (17 ? bLUI CU d Zer 0 ?J rUI al
H d‘%& onqé)%a\L{al ue (s lgength X area) sca in at |east
yf?f? f bi-ect pattent—For—i D\,V tom—nthe
Dox (90965 ¢ e oi-dan—e ééé’l &t A
et hot rexat e, docet axel , dexanet hasone, and anti-SDF-1
_AC Ly nhibited fibrous—adhesions—Hn

UTToS

Capfapil past one t eshOdMANRL aft er admi hP“ W ng 4
Enata@amg@atei cally e3i0R@ | ve anpunt of | DPHeWMent to the
EnalepdbMaleaitewal | si $i8Meuspect ed of deda¥omithg fi brous
adhesi ons. 40 WD 2004/ 105737 PCT/ CA2004/ 000800
DexEXAMPRES [ 000164] To briefly summari ze, Exanples | and
DexraniSelfdier ect ed t oSigmaanal ysis of t hé%eWwiw cacy of
Dexttagé ous agent s agelerckt surgi cal adhe¢$lowhv usi ng ani nal
Dextradgi7e. Exanpl esAdershag] at e t o ant i segwav and ot her
SDF-1 rnhibrtors. Exanples 8-10 relate to rapanycin.
Mis@y@yygg,b%s 11-14 relate to various fornul ations for

Erytﬂq-}nﬁydi prous ad S@h‘pcp agents. EXanplke, kayrelates to

ErythfBmydin | Cacy Of T EfgRiffan from di TTenggy, wpUr Ces.
Algif cﬂ\k-de I—Ef CRg Iﬁé DOr ug Coaded r-%%, hpnrc AcTd
Algiaicié'qj,d uL thcI Plc"c Euuom —Surgical 159 I\ll-v‘ joTTS Ustny
SucgniGACd Fo001 651 RGNS e aaeat ;””"53"/’“ et
Collageni cal adhesiohS9ME used to inveott WWe +

Stay h :-'nr‘lm pnistratio Bp g@lﬂﬁiﬁélﬁont di_sd 5§/g§lzwher ej
Quereetinddiydiate r of of BIOM3 0 as the drug) FeoWWhe
Caffgineyent i on_of posBDl lgemighlst ype of |B%WMis adhesi ons
Leflunomidies nodel . r aBigmeere divided inti® %rips of 4
Hydadxyeropyleetiilose t rlaAldtich t he rats wer ¢ 5% WMWer
Stacijoseat ed, treat edSigmbh crossl i nked [5Yamwoni ¢ _acid

ChdnidAitid Slifate ¢ cr pealbigtkesh HA 5% wiw
Carrageenans

I-Carrageenan Fluka . | 5% wiw
A-Carrageenan Sigma 5% wiw

ANTINEOPLASIC AGENTS

Alkylating Agents

Busulfan Sigma | 5% wiw
Cyclophosphamide Aldrich 2% wiw
Estramustine Kabi Pharmacia 5% wiw
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filmcontaining drug at the follow ng concentrations

inthe film(%ww):

M SCELLANEQUS SDF- |
wWeRiHANSBF- 1/ PBSF R&D Scientific 250 ppm ant i BOTICA2004/000800

Inhibitors

Tri ene Macro/ide Antibiotic Ra amcin AG Scientific

1.6%ww lron-Chelatin Agent

Def er oxam ne Mesyl ate

CispSitigma 5% w/' w 3-[Hadiding - 3- Met h |

| ut @%mihnnA deurt ase

Dacanbbiibet or s

Si mid@igmai n Al drich 5% Wh% W/Ret i noi ds |

all-trans-Retinoic Acid Aldrich 5% w w
Antifsetabblieonbot i cs Heparin Sodi um He al ean(r) O anon 4

[ Methdffexatei t s/ ng  AftSigmagul ant s Pent ox| 2%lwiwne Si gma

Pl asm nogen Activators 41 WO 2004/ 105737
RibdPatleofddREHGARSDDhibAbF ept oki nase Sigma 25 units/ny

| HydfeXy@reanes

TG [RASRcpystens 2.5 m Madgrwaw Metall o

rotel nase I nhitbrtor

VP2 Sigma I2.5 m

Tetracycl 1 nes

Cyto?@héﬂﬁ}f&bh@e HCI Sigma 15% M nocycline Signma 5% w w

[Mitotdy OCI orTde™S 'Aldﬁ&?( c ciitne HC PS%'W/\AP% WW ACE
rrbitorsCato 1t Sigma 5% ww
Taxanes
| Docetaxel | Aldrich | 5% wiw
Vinca Alkyloid
| Vinblastine Sulfate | Biochemika | 5% wiw
Protease Inhibitor
| MG132 | Sigma | 1.25% wiw

ANTI-INFLAMMATORY AGENTS

COX-2 Inhibitors

| Nimesulide | Sigma | 5% wiw or 15%
Fenamates
Meclofenamic Acid Sigma 15% wiw
Diclofenac Novartis 0.7% wiw
Meclofenamate Sodium | Warner Lambert 5% wiw
Monohydrate Company
Oxicams

| Tenoxicam | Sigma | 5% wiw
Acetyl Acid Derivatives
Indomethacin Sigma 5% wiw
Indomethacin Sigma 15% wiw
Salicylic Acid Derivatives
Acetylsalicylic Acid Sigma 5% wiw
Diflusinal Sigma 5% wiw
Diflusinal Sigma 15% wiw
Corticosteroids
Betamethasone Sigma 15% wiw
Budesonide Sigma 5% wiw
Dexamethasone Sigma 5% wiw
Cortisone Acetate Sigma 5% wiw
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Enal april Mal eate Sigma 5% w w Enal april Ml eate

Sigma 15% w w Dextran Sugars Dextran Sulfate Si nma 5%
WoLw4s/ 10831 r ose Merck 5% ww Dextran T70 Amer shemCcA2004/000800

w w M scel |l aneous Erythronycin Si ma 5% w w

Erythrorrycm Slgrra 15%vv/w Alglnlc ACId Sigma 5% w w
[000AB6] ni Prepard jutimei cSplytienssio§yakwenig \acid

wer O%térpgagﬁ] E?oérra@ \%é{u ?é@b%_' @1 %@&Islgaﬁf@r‘%%mlght
The lCh—ﬂm cclﬁl socﬁem\év/rmalumhtm ntonigliee il gwas Sabout/ w1, Hadd other dotal
o 2 o L AR VPR AR g o
W/WJA NS‘IEHEN E@gagla% lrfgéﬁa&% w’tuvthes\nsﬁangﬁgmemﬁugm@l Wit eF%paMu in
SUMGSI,ATOUR B SOHGE i Ao Al RO aPl e AN e arug
relatii@bio the aboRa lﬁyﬁ%métw andiZgy¥eraQRd/, 1bdiag concentration does not

PCT/ CA2004/ 0008 O C| spl atin Faul ding 2% w w
includeclap BERTB 1S RIS w

[000167] The crosslinking agent EDAC was included at about 0.1% w/w (final

concentration in water). Films were cast from these solutions by pipetting the

solution into 2. plastic Petri dishes and drying for at least 12 hours at 60° C. Each
dried film was then carefully removed from the Petri dish using a surgical blade and

cut into rectangles of 1.2 cm x 1.8 cm size.

[000168] Animal_Studies. Surgical trauma was induced as follows: mature

Sprague Dawley rats, each weighing 225-300 g were obtained from the University of
British Columbia Animal Facility. Only animals that appeared grossly normal (i.e.,
showing a clean unruffled coat, bright clear eyes and an active posture) were used in
the study. Animals were randomly assigned to treatment groups, weighed and
anesthetized with isoflurane gas. The abdomen was shaved and cleaned with a
skin-antibacterial cleanser (Steri-Stat 2%) and wiped with a chlorohexane soaked
gauze. A nick was made in one of the tail veins to elicit a small amount of blood (<
100 mL). A white blood cell count was performed on this blood sample. An
antibiotic (40,000 1U/kg of depo-penicillin) was injected into the right thigh and an
analgesic (0.01 mg/kg of buprenorphine) was injected into the left thigh of each rat.
A 4 cm incision was made in the skin beginning approximately 2 cm caudal to the
linea alba while the muscle was tended with forceps. The caecum was located,
pulled out of the abdominal cavity and scraped 45 times on both the ventral and
dorsal surfaces with a number 10 scalpel held at a 45 degree angle relative to the
caecum surface. Scraping was in the opposite direction to which the blade was
pointing. The scraped caecum was wrapped in saline-soaked gauze. Doynes were
used to separate the peritoneal wall from the skin, and the peritoneal wall was

inverted using the doynes to expose the inside of the wall. A rectangular injury
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Antinmet abolite Methotrexate -Sigma 29%W w
Ri bonucl eoti de Reductase I nhibitor H drox urea Al drich
WG2MM0E73Tyt ot oxi ¢ Antibiotic Mtotane Al dri chPGRACALML/000800

Taxanes Docetaxel Aldrich 5w w Vinca Ak loid

Vi nbl astine Sul fate Bi ochem ka 5% w w Pr ot ease
roughiyHi-Bicroby M81@2 weisgnade be shallgwpincisions-te e peipnegkyall. The

I b | I 5

top EERIEHECa, kb Husql, 528 dndle roifalha el repsl OV
caechiov sMasi stitéherivtonthe folvk cbimieem afrthee restriialanusiag ric 6-QsHives.tand

G o RN TP A M R 8o By
rectanigle ard _dwmem{a dop hNdSBtgnmesl\ﬁéﬁe\Med firgdy.i kythecage oflthe untreated
cor e s Gk BLSBAERY B8 ABAGHEHRL Eplg, ppons wer
replderit inc @s %ibdbldl%naatalmt haway easSia previdhivo tofsional stress on the
intestines. The abdominal wall was closed with 5-0 sutures and the surgical incision
was closed with 3-0 sutures. A collar was placed around the neck of the animal to
prevent it from interfering with the stitches. The rat was placed in a clean cage and
warmed with a heating lamp until consciousness was regained. The rats were
weighed daily following the surgery.
[000169] One week after surgery the fibrous adhesions were assessed. The
incision site was visually checked for signs of inflammation or lack of wound healing.
The rats were anaesthetized and blood samples were taken for white blood cell
determination from a tail vein nick. Then the rats were sacrificed using CO2 and then
re-opened along the midline. The internal organs were visually checked for
anomalies. The sutures were cut and fibrous adhesions between the caecum and
the sidewall as well at the stitching points were assessed and scored according to a
predefined scoring system. There were two criterion used in this assessment. The
fibrous adhesions were determined according to the following scales:

Area Covered by Adhesions Scale:

1-25% 1

25-50% 2

51-75% 3

76-100% 4

Strength of Adhesion Scale:
no adhesions
adhesions separable by blunt dissection

adhesions not easily separable

w N =~ O

sharp dissection of adhesion required (tearing of the wall or horn)
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Cortisone Acetate Sigma 5%ww 43 WO 2004/ 105737
wWEONUaCAZ604/ 000800 [000166] Preparati on of HyRCT/ICARI0S/000800

Acid Films. Solutions of hyaluronic acid were

prepared by dissol ving sodi um hyal uronate and gl ycer ol
[000170}at eFhepoeemnll g‘lbtrous Fthesion sepreffos aaianimal wes fréned by
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of f.@ﬂiule Ldgaéslcﬁ $orniamb)a ¥7Qqrugd Imaded difras.i Mk mgdwdgientin BEXESiomascore
i ncl ude

o, BRSS! (Sl et 2L ESTESALIA R 1 cnvan

squQﬂep(%% W), tél%|ap‘iﬂ)|rh’éléé1§ (6% @//VZ} @.Isp@tm q2Reiv), diesiras sulfate
for at | east 12 hour.s

(5% w/m) vﬁgl@mg% (B3 MEW s e YBTYEIN " WZW% ?%fqifé‘wgma(z‘é% wiw).

using a surgical blade and cut into rectangles of 1.2
cmx 1.8 cmsize. [000168] Aninmal Studies. Surgical
Exampleda Riisapneaiioay Leaded Hyalwsonieheidrdim &5 the,Beeveatignegd

Suhp0 A A e o S5URsOAMAIEY TR s

[00@t7 2 al sThﬁatabarﬁpa@rlee beros siogdeh @f naurgical eadheSIQIﬁ@v\hSngS%d to
mves(t)@?t@r g{b \,\E@é’fe g’é g dr%mls%{aL C{fuéfj aé%wﬁs;eilgﬁg% @scﬁ‘&géd’ herein
(hemrtdomfwasm gadic tug) rfmaihmeveginoupﬂ posks\gbied! typel of fibrous
achEREBR LI Erolleh epeiR e BB RS aronin Brkr PEP {fdicaigume,
the (r&bisitsi arSt elthe? Yeateadwith pr@sknikel t?/atdl‘:d)rﬁc @liex@kire fiioakedslinked

uze t t
HadfitarinaiBidie e ane i Teoing. SOsORe 1A R pp fgining the
druB =0 @9, Gl | lo&dhdt crogsinked HAY filedcomainimgsthB! dvagl as abplite30% wiw
antibiotic (40,000 | UWkg of depo Cpenlcllét&) vv%

loagiing czoasinkel blA HE Sogmipngialdn ohARY SenceRalonL s Wepd g wiw
and'fgé%gmm lQé’cﬁﬁ@nQF BRd ﬂﬁ@reé(’t@& (COMRS tRBup)nt @tﬁéﬁtrbﬁﬁfent groups

hi gh of each cminci sion was made

Inclgﬂe golbbefiser ﬁgSl@&fﬁQﬂsD ﬁﬁ'thél dyug a ﬁ@r&&u&ailort%ofthﬁéwew B€01%
w/vaéarg?u)r"nhv{//{/gs rlt%gugtmﬁg%tesﬂﬁ%%n%ﬁﬁ%ﬁ I;i\% Hﬂlgfé{rcg)%rehél;l]tga-mﬁs between

1%cwlyi angd 2%adwhic papewtmas {ornasispensions) roftthe: dveghat genagntiations of
between 2% w/v and 5% wlv, or solutions (or suspensions) of the drug at
concentrations between 5% and 10% wi/v, or solutions (or suspensions) of the drug
at concentrations between 10% w/v and 25% wi/v, or solutions (or suspensions) of
the drug at concentrations between 25% w/v and 50% w/v.

[000173] Preparation of Hyaluronic Acid Films. Solutions of hyaluronic acid are

prepared by dissolving sodium hyaluronate and glycerol in water overnight. The
ratio of sodium hyaluronate to glycerol is about 3:1, and the total concentration of

solute (sodium hyaluronate and glycerol) is between 1 and 2.5% w/w. The drug is
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dorsal surfaces with a nunber 10 scal pel held at a 45
degree angle relative to the caecum surface. Scraping
wor®4i1o578he opposite direction to which the bl BAECA2®4/000800

poi nting. The scraped caecum was w apped in
sal i ne-soaked gauze. Doynes were used to separate the
incqrporatedninid thal $oldtiaomby heixirg withaadspatdapier suibaieal amrgunt to

qldVeEd e e
orodfth g N5 br WlabeARHIRES 91 NDO5 tEnt e Shaum
hyal%@’mam\zﬁdzulmﬁsat)e rtmnggycdncﬁntrahdn‘ydquBrl@tnmwgsle rfeelavater in
theﬁé gﬁiow incisions to the peritoneal wall.- The top
? and a layer of rnuscle tissue was rem)ved
[000:741g f Dhe epsslinking agerddDMGadl bt iincined atcakidue Of‘k%lwv/w (final
usi n

congpRtRaian)- 1 b1y 2P Eob Bon ot ofors R BIBelrgy 1o oyyton into 2.
plaétlcl FPﬁtwaﬁsheb abddirging fort dtdeadtriadedirs atedd°abg IEecamheu Higm is then

carflly (TboveA. oot the e A g S syid e Hadsleny GuSRRSangles

of tHemabf 8dadsisét e. The exposed organs were replaced in
t he abdorren in such a way as to _revent torsl onal

[009178)ss Brenasa L Salutionsdnsiillates) Appropate gwounts of the
drugI é’r%egls%I%Ei E_i‘r‘\ ani}éb% es%llﬁfbﬂstqé% SH&(Qét@é' RingefsS iSdutioheaSP).
| osed 3-0 sutures. A collar was placed around

Thqseesohé@ns @fe filtrred o FeMovecogisR Pamiculpte maaﬁﬁ and arer eeriliggd by
f||tr¥\f|c§c5‘hthF&@hS§ bb ‘ﬁl?rﬁﬁlterTBP bY tho\%%e pérarﬁﬁ?r dUkaBleThEARs. CR%%: drug

unt i CONSCI ousness
is agaynistegzl agd. sushensien sattwrfdaan wesqim@@ than Ing fiitering wiepgs used.

Th# i@gerr@gécgirg%lllat[eogglg;(sgcllu%% %eggﬁ rﬁ.ﬁéreﬁualgéat{tl ttohfﬁe abdominal

€Sl onNs wer e assesse on site
cawhaat theseral d)fythe tseicdieal pracedsireg fisst pfior tof tha ik $udurirgr of the kabbit

und he ng. The rats were anaestheti zed and
to Cg?s(?vﬁe?%l%?ai b%?rb taken for white bl ood cell
determination froma tail vein nick. Then the rats

were sacrjfijced using CO2 and then re-opened al ong
the‘\wa%{h’@ SThe internal organs were visually checked

[000876] anamaké srmulitions UdrertestedalistheC dtutérivk ﬁomrwrgncal adheSIon
adhesi ons between the caecum and the (iq{gewal

I 1
mogel inyabRits. 1 BAEfY Fbinsisions, Bage i fgab e%@é#%rabb'ts The

uteRRE PofHsNGret I@cé‘tedpér%dﬁfdré‘&@y%blﬂg rogP tfbadd F @hé’Vﬁbﬁh for a
two criterion used t hi s”assessnent

preseniesi @Ry consistent) l@nmm@fdt"a@c ofhfl ngrlt%equ R?@erv&l"l @‘vﬁhﬁdabblt is
meé@gSa iﬁ%"c@%d%ﬁ%@ sp?daﬂ?é{s@qt\‘}\‘r’rtﬁ' £18alped! the Wlerfre”Adms are then
placed in such a way that they lay on the abraded area of the peritoneal sidewall and
are stitched at the tip of the horn. The stitch is outside the abraded area of the
sidewall but prevents the uterine horn from contracting away from the abraded
sidewall area.

[000177] The efficacy of the film formulations are evaluated by placing the film
directly on the abraded sidewall area (between the horn and the sidewall).

[000178] The efficacy of the instillate formulations are evaluated by instilling 30
mL of the formulation being tested into the abdomen of the rabbit prior to completing

the surgical procedure.

47



76-100% 4 Strength of Adhesion Scale: 0 no adhesions
1 adhesi ons separabl e by blunt dissection 2 adhesions
woew4aesBt y separable 3 sharp dissection of adP€FCar004/000800
required (tearing of the wall or horn) 45 WO
2004/ 105737 PCT/ CA2004/ 000800 [000170] The overal |
[000f78} ousTreshdsinuiatinerage fcomparedawitimal contsl gretie michels trgated

oy PR UG A Rl S EDE 8 B o

the r@bbecpri@fto tompleting thebsurdicaigprboatieel filmis given as

Fiqures, 1-5. The data denonstrate t [ a
rooogefl ¢ TEidaii Aty e ugecatue et elin B BolprERlAfe e
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score than ) imal s in the contr roups,

GrougeiFo RETE AVAF e OEPERINRBIONA 76 1% as of PFTeh gL the area
covéflrglief;?i PR ddhesrht Aihdbie Mikdigtroad e’ hdhestonsTihet feeducTherarea

I n adhesi on score was statlstlcallxyngl?%ﬁt . .
covegrpa Gy @sesiansi§ ratesiRi @ 4oy seelgfxithe srepglof fhy; adhesions is

t e , AP Edg:mal eate (5% w w),
rate@?@pﬁ%'enéwzgfé’w/ I@“?P‘%'*é’éx“?’?gasﬁg e 50w w)

fucoi dan (33% w w), erythronmycin (5% ww, and

te l4 0 anple 2: Efficacy of Drug

Loggggaﬁydé%ﬁpéﬁﬁwﬁ%% Sﬁug'fém for the Prevention of
Sungiadhésigethesi ons Usi ng of the Uterine Horn Surgical
Adhesi ' [ s 1000172] The rabbit
ut gﬁﬁ%sg&hsgge%%k%dcl’%Pﬁgﬁhg{ijl?%elcélg) adhesions is used to
I nadbésigs motichsilyeddpacablef adm ni stration of an agent

CERPSe R Shaor CoaRa et Dl el P i) 0. "1

fibrous adhesions. In this nodel, rabbits are divided
into groups of 4 After surgical trauma, the rabbits
ar &V Pﬁ}égfef’%éftdé‘askﬂm r$°€¢éossl i nked hyal uroni c acid
(HA)2do, | m crosslinked HA filmcontaining the drug at
5% w w | oadi ng, crosslinked HA film containing the

dr @é'%% 2% vt w | oadi ng, crosslinked HA film containing
thedigeg at @bout 30% w w | oading, crosslinked HA
filmcontaining drug at any concentrati on between 0.5%
w WE- 89 9994 w/ w | oadi ng, or are untreated (control
group). Other treatnent groups include solutions (or

suspensi ons) of the drug at concentrations of between
[000131]01 % adhesigndscons f@rveachrrabbit i themsolitained by multiplying the
SRE f ' % th
soo R REH 9520t 1P ol o PF S8 14RE S 4pRB0HH e
adhesiog. aAninoals dreateat vithsthefdrug are found to have a significantly lower

overall fibrous adhesion score than those animals in the control groups,

w N = O

demonstrating the effective inhibition of fibrous adhesion formation by drug loaded
films and/or drug loaded instillate solutions (or suspensions) with no obvious toxicity
as observed by the lack of alteration in the appearance, weight, or white blood cell

count in the treated rats when compared to the control group.

EXAMPLE 3: DETERMINATION OF SUITABLE ANTISENSE OLIGONUCLEOTIDES
FOR THE INHIBITION OF SDF-1 PROTEIN
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between 2% w v and 5% w v, or solutions (or
suspensions) of the drug at concentrations between 5%
wan@4A0BW v, or solutions (or suspensions) ofPCreA2umoosoo
at concentrati ons between 10% w v and 25% w' v, or
solutions (or suspensions) of the drug at
[00@182¢ ent Inadridento tetermmioe pREHtial antisadss 68quanees f@ERAR-3] MRNA,

oo YRR, BB o S 8 BTN T e o

Bioteylaalogyn difernaatibng (NCRI) alatabaseat &he odedaasghtan Heeaccessed at

rati o of sodi.um hyal uronate to gl ycerolsdSs abo e

nto e G IR BN S OB Tt SHACb P UGt o Sodamentered and a

seqi¥adel dthabecessibng numden| NMi S0dBBOWeetesborlihg? tdb Yumian SDF-1
The drfgg s 46 WO 2004/105737 PCT/ CA2004/ 000800

MRNAMASIGHEEed into the solution by mixing with a

[0ofE¥ Ul aThe seylidricei iy submitied td Bfol® RloMiRedsePiee RbfichPredicts
about 30% w w m xture of the drug relative to the

RNAodioim DVl usesieafi@yandegencssol and. e cant hdedr (gpcessed  at

i badtb @ ' IdhRoait®. .| Rotd M€t the mfold
nitpRASHD. 6 A T ARleridtes ilBId MDA, | Rotd et the mfo

servige |s lipaiteidriel dbages whie theoSBRs Wpeauenta g 3541 bases long. Only
I | t hese solutions b
the FRESTRH baloqa e SR T sBfrcerorc BB 1052 eT1 di ches
[ooatB#]dr yiTheg nifold servite tates Bppraximatelyt485TOUCs taaoGesy a sequence
fi . o
onc A4\ B35 o bl PN Fod U BEblnild o iy
are deletedLir8mdhe snfolel JeD@D Within Pdaysar at i on of Drug

oAl - Aharrehl ben® e BR L8 RoPh R SHEDIS A1) beupigyptre

wasRiooged it $o pdtential $HES to whithsan aatisdnserseqaeecd codlebidi to the

r ve coparse rticulate fte i)
A R e ool 5% T Bl B e obiond i o
intrébleeliaY Bindfig, 8% Bepiceditef:e neans. |If the drug is ‘
adm ni stered as a suspension rather than a sol ution
then no filtering step is used. The sterilized
instill affraghrug sol utions are adm nistered directly to
thegghgeom naly cavity at the end of the surgical
progegrs e, jest prior to the final suturing of the
rabbit d®celose the surgical incision. Aninal Studies
[ 068 ABh Sﬂforrrulations are tested using a uterine
horn surgi cal "adhesion nodel in rabbits. Briefly, an
incision is made in the abdonen of the rabbits. The
[000186]i ne Thercnplemehtaoateglencd thal wowd beyusddafepithe abewe loop

wad PR eR G ETATRAEPTE IREQTRENGD: Ao A 17 dsspross; were
dedidreedrizdsietdton this method. It was also confirmed that each loop structure used
to design an antisense was present in at least 19 of the 38 sequences.

Table 1: Exemplary oligonucleotide sequences for the inhibition of SDF-1 Protein
production

Antisense Oligonucleotide Sequence Seq ID No.

5'-CAG CCG GGC TAC AAT CTG-3'

5-GCC AGT GAC ACT GAA TAA-3'

5-GCT GCT ACG TGT CGC CAG T-3'
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injured in a specified area by abrasion with a

scal pel. The uterine horns are then placed in such a
woay4tirs7 t hey |ay on the abraded area of the PCT/CA2004/000800

peritoneal sidewall and are stitched at the tip of

the horn. The stitch is outside the abraded area of
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after th]? procedure the rabbits are euthanized and the

extent of adhesion fornation i eval , .
(00033 ua gl {SSBIIEHVEE NSNRTERSER BApTARS BfpgUniversty of
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e area covered by the adhesions and the strength of
t he adhesions that form The area covered by
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esions is rated on a scale

ANTISENSH Qg GEMY S EQTED G E&EM ﬁQLé/@%I?R@f—AﬁJ ﬁ’@gﬁ Bhsﬁgt i ng
[oooﬁﬁgle T "eRdieshahtort @dfb‘?éidéﬁs nﬁﬁaoapaigbﬁprehéctéhént(PCL

ecton adhesi ons not easily sepa shar p
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[000189] To measure drug release from the PCL paste, 10 mg aliquots of molten
paste are injected onto the base of 15 mL glass tubes and allowed to cool and set.
Fifteen mL of phosphate buffered saline (PBS) are added to the tubes and the tubes
are capped, and tumbled end over end in a 37°C oven. At specified times, the tubes
are removed and the amount of drug released is analyzed by absorbance
spectroscopy. The release of the SDF-1 inhibitor is characterized by an initial burst
of drug release followed by a slow sustained release. This dosage form of the SDF-
1 inhibitor represents a biocompatible, biodegradable, injectable formulation of

inhibitor that releases the drug in a controlled manner.

EXAMPLE 5: THE EFFECT OF SDF-1 INHIBITOR (SPECIFIC ANTISENSE
OLIGONUCLEOTIDE (ASO), RIBOZYME, mRNA INHIBITOR OR NEUTRALIZING
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scores for the strength of the adhesions by the scores

for the area covered by the adhesion. Animals treated
WOWwaoa/103787 drug are found to have a signifi cant PET/Cane®r/000800

overal | fibrous adhesion score than those animals in

the control groups, denonstrating the effective
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C i
forry TR i W URFEERGS i RS Bk b S FRRe Aderbe 480 3 cm i
diamter dyithant damagiagstbevinner mimbrans: e @ince she Rk i ceREed in the
e a .
shefl 8 G S R HERE R e Aokt BR8 BaRnts) e sty forp an
remogedusing the Nm:eps hakting barerriad ltol daage ittee charidallantoiednémbrane
es whi se ce is 3541 bases
(Cﬁm@h Qqyisey ‘?@?dsgp\é%o qé@‘% m%’ﬂ’é’ 'SDF- 1 sequence
[000£#9H us&He hlkamgél%]#] coeeedrivith thes sifiest o steailkas=i parafllm wax paper
appr oxi mat.el y S rocess a se
by GBEheSalaing die pariiin ane pBFNGAT Ay e THAS J2H pag is then
plaéébow thelgygdRioRr 9 #ke thcBbatoh €37° @Y endlpbsitigbd Tnomdhf‘a?way as to
old server wwthin 7 days.,k [000185] The nfold s

Preﬁ?@dp@t*'ea 16 & RS BACTCPOG, I FPEYER 1Ae L AN 1PN sy lcubator
(bIUMRSideQRs e%oaﬂwefﬁramﬁt&ﬂbhﬁé trﬁa' \M%O\Fv‘?s V@h@\yécﬂ%r direct access to

antil sense sequence could bind to the NA. hi s was
thedeAM, byhich originates rfrane dps hlndgu’seofsth%@ﬂmr@ aBolvm@% pellets

cor‘[)ﬁﬁi’n%rlﬁ %ﬁ“?@jlbl(ﬂé& éﬁ‘%ﬁl&%%‘é&@éﬂbﬁ% i 518, %) 3P bRiced onto the
growing capillary bed of the CAM. The egg contents are then resealed with a
parafilm sheet and the egg is placed back into the 37° C incubator. After 2 more
days, analysis of the CAM vasculature is recorded (48 hours after placing the drug
onto the CAM capillary bed). The effect of the drug on the CAM is rated using an
avascular scale, which grades the effect of the drug as 0, 1, 2, or 3. The values of

the avascular scale describe the following:

No antiangiogenic activity
Microvessel reduction

Small avascular zone measuring the size of the drug pellet (2mm in diameter)

w N -~ O

Avascular zone measuring 4-5mm in diameter.
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GGCCC [SEQ ID. NO. 1] [000186] The conpl enentary
sequence that woul d be used for the above |loop was

WG 200CABCECECCTACAATCTG [ SEQ ID. NO. 2]. In allPCl2A2004/000800
sequences were designed based on this nethod. It was
al so confirmed that each |oop structure used to
desi gn an anti sense was present in at |east 19 of the

[oooﬁgaﬁenc C]?QS{F (%rr]%gl quJ;%F L g;IX@%@rQS%}é‘Ht ga%tlllefj prevents or

decrpasshlahgiogerSis methecCAM gsuayc whivhi demGeiaérsc an Setjandiogenic

ot S G4 50l L i Gt o

COﬂ@mf@W@ﬁhééwmwoF@ﬁdé@M@@dSe toXiCiys _ cAG GAT TGG TTA

TTT TGI-3' 8 5'-AGA TGT GAATTGGGAAAGAAS‘ 9
5' - AAG ATG AGG TTA GAT GIG AA-3' 10_5'-
EXAMBILEERAERTIGAGYAOE' A BDF- B‘NWRTTQWS‘??@W@@@@ZYME OR

MR%E@@%@%ﬁ%@@ PEXPEESSION RACYA AT E&DJTH@UAL

sequences were then synthesized by
CELNGPS at the University of British Colunbia for further

I NQy| I -I t ;
1000 B3}, e R R oy L R AL g el bboleo
and AT bBEMRE nQUrinGDNOCIEES I 1IBRENGEOIN YSATPROARTTONEDRASTE 10%
0Q0188] T, DF-
FCS[b &5‘7) e Q@’P%ﬂ Sefysey % 56 wﬁé/%rlﬁ n@%ogrl\r@%g?gi Fbtv&h fa tor 10aP/mL
hepasn ghtl epdisiptied aer)@erﬁallysnmsa@eﬁ | O gty tmﬁoratadﬂiltlon of cytokine,
centration, of -10% re i.s the
the Pl Aratasopd an ranecl Choiefide® ot i siluaef gor 18 nours
withC @Qlture Thieial aupplb@bhied ®aR DRFicNj(BCigmL] R&ADIBystBmMEP in the
gauge needl e at 56C.

presence or absence of the SDF-1 inhibitor.

[000194] Following cytokine stimulation in the presence of SDF-1 inhibitor, the
celis are harvested, lysed, and the mRNA exiracted using a commercially available
mRNA purification kit (Qiagen) and a reverse transcription procedure performed,
also using a commercially available kit. The resulting DNA is amplified by use of the
polymerase chain reaction (PCR), and quantitated on a real time PCR machine
(Lightcycler, BioRad). In the case of those cultures in which a specific ribozyme or
inhibitory mRNA sequence is added to inhibit SDF-1 expression, the production of
SDF-1 is quantitated by the use of a commercially available SDF-1 ELISA kit (R&D
Systems). Administration of the SDF-1 inhibitor prevents the expression of this

chemokine in TNF-a stimulated cultures.

EXAMPLE 7: ENCAPSULATION OF AN SDF-1 INHIBITOR (SPECIFIC ANTISENSE
OLIGONUCLEOTIDE, RIBOZYME, MRNA INHIBITOR OR NEUTRALIZING
ANTIBODY) IN CHITOSAN FILMS

[000195] The SDF-1 inhibitor is dissolved in 1.2 mL of dimethyl sulphoxide and

then pipetted into 4 mL of a 2.5% w/v chitosan (Fluka scientific, low molecular

52



[000189] To neasure drug release fromthe PCL paste,

10 ng aliquots of nolten paste are injected onto the
whawme/10§7315 nL gl ass tubes and al |l owed t o cool pardAs®i/000800

Fifteen nL of phosphate buffered saline (PBS) are

added to the tubes and the_tubes are capped
weight), #o|ulign dn 2% WV aselciagida i mhdwe i stEisachy ﬁe%iula for five

mmufés%%oﬁb&eﬂé&@@ SL@bSnd @r@b?é@:lp%ﬁfédt HRigaROMB t chitbs&H bl@lutlon
rel eased 1 s anal %ﬁa Sor bance spect r oscopy

Four el A s yfsceHe nsssprells| M iporEad intp 34%%&'@%*'92:@#' Sgﬁhsﬁ and
dried! gtid7° & o@éﬂ‘"niqtht ‘Tﬂe% &séne&r%%st@ thig! f||ﬂ§ﬁﬁatbéfe§e§lb%ﬂ from the

sust ai ned r el ease. dosage form of
petri jdisieBi t'B?esleefpiﬁ‘@s@“ﬁthO@t?fbﬁeb’cMm abeut 3& m@wdﬁabd avith the

ek S8R5 AR P 90 ool EORrALSEBE O

relati@®fo Tchithh#rBl TOR NISREE BILQ raEaseENSE theke CORRKEINENMSDE20 mg

Pl iAses A FORT RS D65 00400 RRRY BT AN (AR oF i

timedEl BETS. (TheAhialoHENEBE ShHilbitor HeleGS€RrOMLINANITIOE Ghio the PBS is

meaquiod by DS PANPCRLrOLgS eMSsER LA Arghis shACkIZed by an

initiahptrehilpwad by amdsustan@m réleapehariiis dushe armaot Bedhhibitor
rotator at 370 C for 3 1/ 2 days

The are. .
roprasgiBa PrcoIaRLer HnusReanEkS JoaPURlion, S SDFAaplbitor  that

releagB8tHe iAABitbiSinfA6dniBlletPmbARer®- 10 m nutes to all ow
det achnment of the egg contents fromthe inner

menbrane. Using 70% ethanol and Kimm pes, the entire

EXAI@I@QE@ 'MAN@FA’CW@@@GWAN |§’ desNiReLEean F?ELCEA§@ Q]! RA?AM‘/%IN
outsi d 8?15—. Inside a lamnar flow hood, th

FRO%@OL¥%RP%@F eDA%TEmt side up and a hole is rrade
[ooo‘likgt he\]\ﬂaﬁ i°fs Pl%ﬁd@&i%t%y p{'}lﬂéﬁp&ﬁtﬁénr eﬁ;d‘tl n@lrrhrh ham

he end o or ceps nt's
polyrgelist | polestiay edeight H4K)r ale59° @obyfl@wigaﬁorhouiﬁw ian splatula at a
e ol h [ I I I

conoghltBlor G 10% i Thl, AR 15 15T 1oBBedHE £ LEIBE Finges
and a@v@d&ne&oo@fﬂsﬁﬁmd@iw das heyiegctd throughen theduge ndeelle at
6°C' nner shell nmenbrane (which houses the egg contents)

I's gently torn and renoved using the forceps, taking
Rapamaygnnot to damage the chorioal | antoi c nmenbrane (CAM

Drug( Whi ch houses t Heuatekdct@ed devel opi nQordengltiiarbie) -

Sodil®4¥eklbndfee hollgMG Bidrlyreétver ed w th the sheet of
Pharft£tddezesh par afli | m wax paper by gently stretching

Fucdid par af i T m and gpbAgi Ng 1 T around [4ug, Rplye. The egg

Rapaniy &,ﬁﬂsn piaced NG SHRnfRY rack—n {TBod \mwoat or (370

) dllu PUSI lFUﬂ U T SUtliln a Wwday d5 tU T event
rotation. After 6 days each egg is renoved one by one

[ooofléﬂm t hfeo rimggéJ rgtd(r)lﬂg release from the PCL paste, 10 mg aliquots of molten
paste are injected onto the base of 15 mL glass tubes and allowed to cool and set.
Fifteen mL of phosphate buffered saline (PBS) are added to the tubes and the tubes
are capped, and tumbled end over end in a 37°C oven. At specified times, the tubes
are removed and the amount of drug released is analyzed by absorbance
spectroscopy. The release of rapamycin is characterized by an initial burst of drug

release followed by a slow sustained release. This dosage form of rapamycin
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(blunt side up), and the parafil mcovering the w ndow
is renoved for direct access to the CAM which
waoreiogitosses from t he hi ndgut of the enbryo. PoP@IvEAR@4/000800
pellets containing the SDF-1 inhibitor (| oaded
between 1% - 30% w w) are placed onto the grow ng
represgits | sabiocoeupatiblet iniodegidablee injgefablenfosmtiatian eoft lnblhltor that

[ 56 sheet and the egg is placed
releB%e ﬂ% ﬁﬂ@"{‘{, e!;c%u} o@é‘dli ﬁ{:éﬂ]bggt After 2 nore days,
anal ysis of the CAM vascul at ure is recorded (48 hours
f [ t [ bed) .
xR pf LA et o R ARy S el ET 0N g e
ANGIGGENESIS NaHEéCMDE«t@AgI{:M'EGIC]E NEI\ﬁBRANE OF l'ﬂl—lEeCthGI:lg
X, t,.3. The values of the avascul ar scale
EM§é¥8 (Péé" ?‘ﬁé%f\@ |l owi ng: O No antiangiogenic activity
[000199] CT OFGSERId Eekeit é6ys dreSMbihe@Vr@aT dll6¢al m[tﬁ}ery and placed
measuring the size of the dru &g%
in aana%&aéqr)wﬂfsawéﬂwt& rojRidfeatn/a s (grf?rné; ays, The eggs are
marﬁiaﬂg‘%@ied 511tﬁéon%ggé‘(oﬂ-%Zﬁzhﬁ%ém%/eﬂgnggcmg up for 5-10

he presence of DF-1 inhi bitor-| oaded
mlnp@sn@taﬂpw&ﬁémmﬂ@vt of dae ﬁsawgteaf@fr@@eﬁh\één%er RempEaneansing

7oof3f t gg;p@ Sthéaérﬁ?e ég%@r{aul.er\&b@aw tARbIVELAn and

|tor and ow t hat "a polyneric slow
san'rtieeéla@euirsmm taeuem dﬁSIdemlgmlnﬂmfl@w lapod, sheypgeis beldiwitk the

blurﬁﬁﬁ&ol.?ﬂ rg aeﬁo?@%' rﬂgﬁé ﬂ?{h@%‘ﬁﬂﬁ Ie ¥hee%§£ 8}91 'cgr%ngly cracking the

conce I"ons e drug
shetl withdhé gnd BXNVEE;ES 6Th£§lﬁelmmﬁaﬁt% meﬁbﬁtlﬁ remH®I WihRforceps to

form SR Rt RO VIHED LRDBPRELTALS MEEE 8 P ggs (o 3 om i
diareteRwithohi bagabingothe irnetonbmibraale. c€lnice thelldieCts) created in the
NET TR NN AN TR

rer‘rif@ﬂ@di @ding liﬁ@ﬁ’or@@psl rmklﬁ@ cae/ vt te adokbe lihathaallagoiewhémbrane
act or

nL arin and a |b|o and serially
(C%ygﬁd‘o%%twnbg'ﬁ%%v Q ? E)S?SOKI ne, the
[00649d]S aTRe PoRSIEQHEH cOEréd Wtﬁﬂ%éhé@t@@@feﬁﬁ’zdﬂ ;@érﬁﬁlnﬁ\nﬁx paper
then stinulated for 18 hours, with culture nmedia

by geiy elraishieg the werafim- anq E'aﬁlggd{aFWQ téys'?%s)Thene%@ then
pla&rcf?tetﬂ@ee ra@?ﬁﬁ@l‘?@wf&lbé B( ﬂahd‘Ethé&rd inl Q.Q{Pllé’(ﬂay as to

oW n t oki ne sti nu atlonlnt epresenceo
pregapt-rotationi Hiftes6 dayseeacheedssisaiemavad \anet ione jreaythedneubator

(bldnP &idBRIM S R FSrtSiRBrify FRWRAEGN S FomEYe forBIréct access to
the CAM, which originates from the hindgut of the embryo. Polymeric pellets

containing rapamycine (loaded between 1% - 30% w/w) are placed onto the growing
capillary bed of the CAM. The egg contents are then resealed with a parafilm sheet
and the egg is placed back into the 37° C incubator. After 2 more days, analysis of
the CAM vasculature is recorded (48 hours after placing the drug onto the CAM
capillary bed). The effect of the drug on the CAM is rated using an avascular scale,
which grades the effect of the drug as 0, 1, 2, or 3. The values of the avascular
scale describe the following:

0 No antiangiogenic activity
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MRNA purification kit (Q agen) and a reverse

transcription procedure perforned, also using a
wa@oeoomaosrdal | y avail able kit. The resul ti ng DNAPCECA2004/000800

anplified by use of the polynerase chain reaction

(PCR), and quantitated on a real tinme PCR nmachine

(Light cMarevess@iredactipn | n t he case of those cultures

sefuoncamal SLraeht REKTndlhe 421rihe Bhde e Yo in

dlarpeten)uctl on of SDF-1 is quantitated by the use of a

II | abl :
s i strarctish pe ieSaBE Lo eBES cvent s the

eXpI‘eSSI on of this chenokine |n TNF-a stimul at ed

oo St RELEES & s Tl e o orases

angldgBREsd/n tIRIGAN Nde5Y, T\mclﬂaeNBdEﬁ?éﬂebZéﬁ“@nthdMY)acﬂMy of
CHl TOSAN FI L 000195 .The SDF 1 aEJOI‘ IS
rapgnyeip1and Show had anpol )5'7“ B¢ Sovh{gleass %H'B%‘ N 4 dapgmwgn is an

effeB‘u\Fhetn‘i&ﬁbd '@)F‘Qeléaﬂ'hf; ofherapduftdAiy effdehivd @dABerltrtidka of the drug
scientif | ow npl'ecul ar 52" WD 2004/ 105737

WltfP@W‘@AQO@&!P@%%@'W\Am ght) solution in 2% w v acetic
acid. This mxture is stirred by spatula for five
m nutes to hono eneousl suspend t he reC| itated drug

EXAMPLEE Ochi t dSMEARSUMATHAN OFGAPANY G ITPSABIUILMS

[Ooﬁd‘ﬂg;egﬁéahgaﬂ g%%&g%éd& rg \}er f]‘qLC'&I Rii ﬁﬁﬁ'yf:ﬁﬁl?%%de and then
pipeitddemtd é mhiof 4 215% w/hkathitasan (I%Inlm/edenwmnlmmgnolpeulan weight)

h T |

sl Il B, 5% AR S b s
homaygedneeusinistissena timetpresipitdted du@mehnbrcaitomn sblutid¥o EwbmmL of
il U i R 08 A BBl e S w ©
ovefmigiet ﬂE’&cﬁdtd)sén‘ldriés oappeflmsutbas aknbniousdl fesfthe petri dishes.

ThesB: Blsears (EARErREY (KEie gLl e Pisa Sk RRASHIEhG, nhibitor

suspBRGSP@NRMALIn 288 chitBsam heatfig bﬁé%@néﬁntnﬁh@n of YQ%I (W/w relative to
characterized by an initial burst followed by a sl ow

chitggan)a| ﬁ%d"?%ﬂ“é%géug meipaseqiamgibesd chitean: s, ki HotRipces are
plaé&ofn?os ?@tn*ﬂ_ 8f PBSW@F Irpéfppeﬂqﬁpe%dé‘ﬁcﬁtdﬁ@olé@"fcb'ﬂ’épiﬂclﬂerhmes at

DF-1 inhibitor that releases the inhibitor in a

3r° &antT he lamsyinkrahiseamyERAVPIeRs & frmNUeMummEo tire RRS is measured
by W&%ﬁg%ﬁrhe e 1SN %’r@%ﬁaﬂeﬁt&gﬁ’%@m@%urst

rapanycin is
follpwed by pr sbw cusiainedP@leasBi ritisgbsage foohyafeapamyiein eepresents a

biol5th Sole> HRUcHanETe Bérh GUEFALE B Wrdd! tiht SRAULE 1R fug in a

controlled manner.

EXAMPLE 11: EFFICACY OF FUCOIDAN LOADED (33% W/W)
HYALURONIC ACID FILM AND FUCOIDAN INSTILLATE (3% W/V) IN RINGERS
LACTATE SOLUTION FOR THE PREVENTION OF SURGICAL ADHESIONS
USING OF THE UTERINE HORN SURGICAL ADHESION MODEL IN RABBITS.
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concentration of 10% (ww) . This mxture is then
| oaded into | m plastic syringes and allowed to
wa@o@H/1057B7 s fornul ati on can be injected throughCEHEAL®4/000800
gauge needle at 56C. Ra amcin Drug Manufacturer
Concentration in Film Sodi um Hyal uronate FMC
[00@202Po! yAEs3%fiznoitanGimdeasl EdmElaber by disSolyimg fyakyeuiovaciRyHA)

. i n, AG.Scientfi %
PGB A S i SRt RORRTA SBRuPBFSER £ots o
beirRetsibler end-byerainedn 3t G oved. tRgeidah ($@m’d_Cgémmlst) wassadded
o G0 el n Bl “Emadh 4 bEBRRk B aoBl §Epkfea o
the tiol@Hatichy Wltﬁa@%lﬁdus anﬁngunnhuedsoﬁmdnams tresmdcast i ;ﬂaﬁc petri
di oven. At s renobv

stte VAV HE o Teg HgoriTs 2s8 B OUeTapy2Bianb Y5 4Bb S Ewiation

dovﬁ\ofécé 0 C O reSDBing 8ilrB 338%0fuchidBR W) Wabschen removed from the
characterized by an initial burst of drug release

petr gish Qi WE§2e[s SNB WULIQAPRI P9 BFRase. This dosage form
[006303] 2PARYA, Ry/y %o%@n%ﬁ%/aﬂé)@% %Tét&f\zq’ﬂé/n%%% amount of

represents a bi oco eraa l e, |nJectaI

fucm@amwaamlmd with ngebs d-eﬁtatqw%aluthretpé@@wet?r% vy U@tlilﬁiea

ol Eh g RS e EPAIREE g on s

adhebml I@Ad@ANT@bitSVEIHBWEamem @riIsOmadeNBRiYe ebdamen of the

oo Yo LA R0 e BRSSO R AR, B o
the aumrrafnrmmtelscnbe:ai @indrcoasistent)defgih 3 tiaved Vhel agstonddlesidewall of
are t he . ncu t or

h
the TR SeR Il » sehalh Gred By Gradidy AR £.50Q5SY o ThE Uterine
horps Lv%éﬁedﬁé@qim&ﬂtm%u?'lh@ \@Qiﬁl’@ﬁhé}nleﬁ/ o om tdheadedinarea of the
ne rane I N 9 no ) e entire
1 %étqewaﬁs dgsetac {?@ p% an o Sgﬁ?giw% guisidle the
abr@&@dﬁ bfty 6f thehgd&adl bitNsredéntad ltt@émf&t.hefHdPNmedonttémﬁng away
is held wth the blunt side up and a hole is nmade

fromghq Araged sidewaliag@. t ne egg by careful Iy cracking the
[005@6%]' Wit éfh%c? ré‘F‘tHg fuk8ia s Bifm erﬂﬁxl@clb%'wafseéVéMH{éd B{/ Blacing

gently renmoved with forceps to forma hole int

theb‘llmrﬁlr@ﬁm onThe Absadesiusidewalb peeac g twremigeh s ar@rtﬁ\@ sidewall).
Not th8t the%iBrh Was not held tightly to the sidewall and so the film placed on the

injured sidewall was mucoadhesive and had to remain in place due to its own
physical properties.

[000206] The efficacy of the fucoidan instillate formulation was evaluated by
instilling 30 mL of the formulation into the abdomen of the rabbit prior to completing
the surgical procedure.

[000207] These formulations were compared with a control group which was
treated by the instillation of 30 mL of Lactated Ringer's Injection USP into the
abdomen of the rabbits prior to completing the surgical procedure.

[000208] At 14 days after the procedure the rabbits were euthanized and the
extent of adhesion formation was evaluated. The evaluator was blinded as to which

group was being evaluated. These adhesions were rated as a product of the area
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di aneter w thout damagi ng the inner nenbrane. Once the
hole is created in the shell, the inner shel

woreobnedTe7 (wWhi ch houses the egg contents) is gROT/CK2004/000800
torn and renoved using the forceps, taking care not

to damage the chorioal |l antoi ¢ nmenbrane CAI\Q ich
covelsg oD AISOR AddnaSENEBIdtdhe AHERSSILIb o EdodTSogres
coverbd€oy iR sions it rafVsH £9 pirt3chidearttBgstrehgthld? ivd adRGions
parafil mwax paper _ by gently stretching the parafilm
was el o ascalg 9t tade i fofwing sealewere’fd s t hen
pl aced in the egg rack in the incubator (37 C and
positioned in such a way as to prevent rotation.
ASteength ofAdhesipniRaltlg Saale:enoved one by one fromthe
[ (blunt side up), and the parafil mcovering
tﬁ?%%g%\?vsi s renoved for direct access to the CAM
wsidoksions gépraalele biyrotunt dissedtiomdgut of the enbryo.

Paql ' t ai ni ng rapamnyci ne (|l oaded
b&d&ggéhﬁ&?%%g%g%a&/?&%re pl aced onto the grow ng

c apiatg disyedtied ob bdhdstorGaluirdd @eartry afdhé evatl r hom)t hen
resealed with a parafil msheet and the egg is pl aced
back into the 37 C incubator. After 2 nore days,

anaby Dovefd byt Aéhdshs\sxail ature is recorded (48 hours
aftgéo pl acing the drug onto the CAM capillary bed).
He?¥Pf ect of the drug on the CAMis rated using an
avassask,ar seale, which grades the effect of the drug
as. 0, 1, 2, or 3. The values of the avascular scale
d@cﬁ%e thé foll ow ng: O No antiangiogenic activity
54aMpP04/ 105737 PCT/ CA2004/ 000800 1 M crovessel
reduction 2 Small avascul ar zone neasuring the size of

[00020Q) dr ) penesian seaienfPmead e@pbitds then abladed) yr mpdipling the
scorf 550 oA 8 BdEh by 08RG BoBghERcly e
adhesiogi. oJbaesesltd of the adiediers segres vini ¢e despectite tasé greups are

showili! ROT609RAL BaRGEhUH 1AL o\LARBTKHERA AU Al (+
pol yneri ¢ slow releasée formulation of rapanycin 1S an
18.Bff ecti ve nethod of rel easing therapeutically

o00B 5! o600 S APLS 15 A A e B e

reducdd @d BOEANe FhdHdsion G020 b tieapabbiteiin the glogsotoneshred with

1.2 of djnethyl sul phoxi de d.t hen Lpetted into .
contgpl 7ad e Shis A§mprip R BF eaeuie i kBRI 4y Sctgical
adhd¥reCahdthatHediRbdllate appeared to be more efficacious than the film.

w NN = O

EXAMPLE 12: EFFICACY OF FUCOIDAN GEL FORMULATIONS FOR THE
PREVENTION OF SURGICAL ADHESIONS USING THE CAECUM SIDEWALL
SURGICAL ADHESION MODEL IN RATS

[000211] A series of gels were formulated for this experiment:

1. 0% w/v Fucoidan in 5.5% w/v Hyaluronic acid gel
2. 1.5% w/v Fucoidan in 5.5% w/v Hyaluronic acid gel
3. 3% wi/v Fucoidan in 5.5% w/v Hyaluronic acid gel
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solution in 2% w v acetic acid. This mxture is

stirred by spatula for five mnutes to honogeneously
wa@a®panst3t he precipitated drug in the chitosanPCT/CA2004/000800

solution. Four nmL of this viscous mxture is then
~poured into 2.5 cmplastic petri dishes and dried at

374C  og®rvlvFuicoidhhén 6154 adalryalaroais dotd géti n fil ns t hat

are renmoved fromthe petri dishes. These filns are

noderately flexible, about 35 mmthick and with the

[oomznim bi t Pheses usheniie® Wwhaluated YWsing tihe cducuas agidewwdlr isurgical
oncentration of 10% (

C vv/wrelatlv&t?S Chlto?f)@
adh%wﬂerag@%'emdﬁs@ to ¢lelerging gt efficagy dei iNss RPvENYigR of Fyraical
adhBBicRs.eces are placed into 10 nL of PBS pH 7.4 |n

ca&ped tubes and tunbl ed for sg}gcn‘l c tinmes at
[006213] anp Brefefany Ksisiafcwvas imade alpsgdhe raasdomean of th?srat mné the

caeb!}% ﬁ&@éc%tﬁaﬁgr;ﬁmed byt bR PGS Fas28Qapia 1§hmnes up, 15

rel ease of I's characterized by an initial
time¢gidewn angll theneth ib;m@ ¢p wiihsascalpelebladel el pertongal wall was
0 §
ser 28 AR O in, (AR Al MR b Judh hel PR Aeribifng and
onediiheg layer af musalertsisle demavate rTheEmnEwaa -theEFﬂItmE(d\fn @race to

covp i SR N T el e o e S e loum b

not $GkiglEtéNs &G dAdEuRRIVEENGt ‘Td ewBURGhEARjurddHESItOINGI wall. The

OF ., THE, UTERL NE N, SURG CAL..ADHESI ON
PreFSEH S o BE IS DR DTSy 3BCH SERTHOHFDABORECTbBgRten the
caeBud3shd e ipdatonkal manasinf thentdsat 6ldtHby cdhtﬁdqjmum,gno treatment

al.uroni c HA) cer ol tilled
formaHeN W @PARSk oT i NSt W OERo et I HE W HE fomers of the
cae'&QMftétlﬁéwaHJEI ng tunbl ed end-over-end in 37 C oven.
Fucoi dan gma Chem cal s) was added to the

[00PR}4]| yc & da§/§|qﬂe|r dhe Riacrdwiextha gatsprpe, eudhanized and the extent
of §dﬁé§ﬁ)nl fofthhfish ﬁ&@rgvaldéﬁéd BelREn tAe dalRBurhOaRB Hid 5i@Bwall. The

vi gorous m xing. This solution was then cast in
evqb!aé@t vas péinded ag tQh\é@Ch \WHiPLh Wae reingh eMalpaigde d Theseaadimsions

' I

werl, AR e BBl bt th o oo B e dteliin Gine Sucngtn of the
adhesions d¢hatfforomed. hEhe pestar ¢ovdiesibywhdHesione evasr ratesihen g dtpaind scale

r j o :
oncf B PRI, S 30 Paperir e e MBI B RER 3. e folowing
scalascwerdaisedas m xed with Ringer's Lactate solution to
formthe 3% wv instillate. [000204] These two
formul ati ons were tested using a uterine horn surgical
adfstringth oaldHesion Ratny Scale:Brief 'y, an incision was
made i he abdonen of the rabbits. The uterine horns
vverrlé"'i‘cﬁl?ﬁ'loga and injured by clanpi ng near the base of

adhesions separable by blunt dissection

adhesions not easily separable

W N - O

sharp dissection of adhesion required (tearing of the wall or horn)
Area Covered by Adhesions Scale:

1-25% 1
25-50% 2
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the horn for a prescribed (and consistent) |ength of
time. The peritoneal sidewall of the rabbit was
WO ngdnest3in a specified area by abrasi on w t h BCT/CA2004/000800

scal pel. The uterine horns were then placed in such a

way that they lay on the abraded area of the

peﬁhﬁ&ﬁ@al s3dewal | and stitched at the tip of the
s tch was outside the abraded area of the
agﬁgﬁgebut prevented the uterine horn from

contractlng amay fromthe abraded sidewall area.

205 The cac of t e fu il . N
1000231 PN HETalerEian SHost 16, S4hharet oothepy APtinpg by multiplying
the %bbu%@tfov t@stfé‘r@trﬁbf &céeédmsm\yaw thal ssdrédRirvee raréah eovered by

and Si Not e that the horn Wa?
the ﬁéh@SIPﬂ gﬂhfeye%tswféh% @65%113']‘ Sa%s d& hRdesRacive| %%@50% are

shoWhein_FigurdredTRéstenalits ma@ﬂ%@%he%é’rﬁgémeﬂéﬁ%dh@smn scores
remain in place due to its own ﬁSIca properties.

for frecwpmels iTie @eatﬁ@@wr%mt(h@owawe ar@upﬁ)swenq sigrdficantly lower
tharﬁ %By(]l: AR Nt SorRit! Eﬁd Bhis Idaidnkst rél'%%l it rﬂ1e°fu05f31§n gel

ornulation Into t donmen of the rabbit prior
forrodafionst ara gifective ig @r@fle@amg hedoeratian, of[fmmmhemes:e

formul ati ons were conpared with a control group which

was treated by the instillation of 30 nL of Lactated
EXAMRHEr13% | nj EEEICHCYUOP FUCOIDAN INSHildATE HORMIHATIONS FOR

THE BBl P OF QS BIEAC B ERiS UE S T HER L ERINE Frorn
SUR@I@QSWID&UI\#MI{/E&EA&'& ent of adhesi on formation
oofBTers " aellyEs, ey Sl ol donGnepls Dok difty and

0.08% W/\plwyﬁelC‘rharﬂffadtbr%dabﬁ‘Ethss@ﬁnr\@aﬁ&%hél@%’@%unts of fucondan in
PCT/ CA2004/ 000800, . _cover t he adhesi ons and t

Laciatpd fejpgerstineréenHRESe 'etvﬁatf‘efséﬂi%é}oneﬁﬁ‘gaﬁ?%% ThE fucoidan

was Qves@hcPrordiHshMm MRANE BRR Plcds fed@iddis Ha! WasiBBtained
the strength of the adhesions was rated on a scale of

from $igmg, Chareicals] | IRSAJOBRAREaNS WP auebimledsiardhgit RisRCy in the
pre0ehiRR %u?%&él’kfﬁ&@&@b@m rdls u@m@cmé%tourlénﬁe pdhesirgral adhesmn

separa | ssection hesi ons not asi | Yy

mod@lpwrtlaba@ta@dsmag@ sdniestien ISP Qﬂ‘a a@ﬁéfél on required
[Ooggmr ! nq—hgf rB%b%uY@Hééﬁ/é ié’cq.ftélr)ne r%rﬂ%&ﬁ)éf Wa%daé%llows Each rat

si ons
was anesthetized and given an antibiotic. A 3-4 cm incision was then made along

the midline of the abdomen and the linea alba of the peritoneal wall. One of the
uterine horns was located, and the horn was devascularized and excised from the
mesentery. It was scraped 15 times up, 15 times down and then 15 times up with a
scalpel blade. This produced petechial hemorrhaging and the same process was
repeated on the contralateral horn. The peritoneal wall was separated from the skin
and inverted, exposing the inside of the wall, and a small region (1.0 x 2.5 cm) of the
peritoneum was excised. The uterine horn was then positioned over this sidewall
wound and sutured loosely. The same procedure was performed on the
contralateral sidewall. The incision was closed using 5-0 sutures for the peritoneal

sidewall. Immediately before the last stitch was tied off, 5 mL of the instillate to be
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25-50% 2 51-75% 3 76-100% 4 [000209] An adhesi on
score for each rabbit is then obtained by nultiplying
wo b@4/18376T es for the strength of the adhesi onsPOYCAb@®4/000800
scores for the area covered by the adhesion. The
results of the adhesion scores for the respective test
testgd ovgss depasited himwire BbddrhiBal GavifVhesirdpb ssterdigea pesrtoadhe syringe.
aver.a adhesi o core from8 imals, ( | S. D).
To CosBel5 e FHIED. o7 S tsrokerrzed Wil 35 n of ¢ he
[000218)i daAfttorimdags i thasratesiad eutbdniced drite tlieraapesions were

adhesi val.ues of the rabbits in th r.ou co red, .
exafjiines LhaProfoncal el ts iveted Fodne ARafuaTs betigeh the tierine
hor€Bhe €id ¥igewall Wb dxagahaent of surgical adhesions, and

at the jnstillate appeared to be rmr% efficaci

h us
[006%’%31 t h&dNPFIANS PYRPEROrES: ORFRRACY @Genetleny BliRNdHE and the
estifRALAT: QiSeRRbTHRe BREEDIY. ONy ChcapbRipEAlenBRIES! NS ach

USI NG THE CAECUM SI DEWALL SURG CAL ADHESI MODEL | N
paraingtsr Usingha follpwigrscalesof gel s were formul ated for

this experinent: 1. 0% w v Fucoidan in 5.5%w v

Hyal uronic acid gel 2. 1.5% w v Fucoidan in 5.5% w v

Hy &tiangtti of AdilegiogdRating Scade:w/ v Fucoi dan in 5.5% w' v

Hy [ cid gel 57 WO 2004/105737
PC%JPC%%E@PSOOSOO 4. 6% w v Fucoidan in 5.5%w v

Hy aldhesinng separdblgdly bluddsestionhese gel s were eval uat ed
usi h ' || surgical adhesion nodel in
ratagﬂ?%logséﬁgfe%%nﬂgégé%gweeffi cacy for the prevention of
sursharadissedtibe of adisesidn0@qaitst] ((&uriref dfithe aall onhoi) on was
made al ong the abdonmen of the rat and the caecum was
| ocated and pulled out. The caecum was scraped 15

ti gea Qoveddn byt AdRSiche\8tand then 15 times up with a
scgl gil bl adﬁ. The peritoneal wall was separated from
t he'” %n, and a snmall square of this wall had the top
medstsgee and2 one fiber |ayer of nuscle tissue
renoved. The caecumwas then stitched in place to
covdr’2%e sqéare. The stitches were started in the two
toecpigeer s @f the caecum but not conpleted so the
caecum was not "tied down" to the injured peritoneal
wal | . The

[000220] The overall adhesion score for each rat was then obtained by

w N = O

multiplying the score for the strength of the adhesions by the score for the area
covered by the adhesion. Five animals were evaluated for each treatment group and
four rats were in the control group. A graph of the average overall adhesion scores
for each group is given in FIG. 8. These data show that the overall adhesion scores
are significantly reduced by the presence of fucoidan in the instillate at all
concentrations tested, and demonstrate that fucoidan is effective in preventing the

formation of fibrous adhesions.
EXAMPLE 14: EFFICACY OF FUCOIDAN INSTILLATE FORMULATIONS FOR

THE PREVENTION OF SURGICAL ADHESIONS USING THE UTERINE HORN
SURGICAL ADHESION MODEL IN RABBITS
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prescribed treatnent was then applied as a specific

gel was placed between the caecum and the peritoneal
wowad/104787 t he case of the control group, no treat/CANG04/000800

formul ati on was applied. The stitches were conpl et ed

to tie-down the corners of the caecumto the

[000221]02 1 Efficacy Bluthess cerfdusiedtinsabhitsctiged ten el §‘°(ﬁeWQde' of
surgg %&i’ﬂé gd%%%%e G tﬁdﬁtser}\tiew ?Ealﬁﬂ&‘%hu%‘refb%ftﬁ%‘r@ﬁbﬁé@%d and

Ween e caecum and t he sidewal |
housedabuat wasta@sddysi pridedo dreatroenthi The matbilp hadsagsepnip a diet of

val uat T 0 duct of
rabbf Boul B ey LA s et e BuqoIE:2, PLoGth of
[ooorzgz] adines irabisits hegref aveighed Tnel dhea papares fl@y surgery by
adhesi ons S ted 4 n
previkaNgtn W 1 7 SacneRh ons il randa ] 47y Migping gven
intramusdiigrly ol kevilagk of ted amdvege Agede (fﬂnee\mm IS‘Voﬂsoflurane and

OXVQ’;SBE'P??I’A%“I?%‘R%IS Bgﬁ &L‘i‘e'?égl%ﬁ'ggr}f’a gfihﬁﬁgirawg' ?t %{1Sm fybated

and S@RAERRIL MRambafiéd dﬂrﬁ%ﬂhﬁdﬂ@ foir méhe@malhdéremﬂlmedprocedure
(tearing of the wall or

Durgigars svesp §dded Hader gash gygiid t??'f%‘(ﬁ%t 6M%5737
[000'3551r acflzﬁ%émpanéé'p-éﬁ%w%ﬁﬁe bQQX/bﬂtr{eQ@QBiﬂ-@breNhen shaved

ove adhesi on score for each rat is then obt
and ifye amimal pRpsaged tothesutsgieal talle in fhe Qrarating 1908y 'ﬁpﬁeabdomen

was ¢ Sab o&‘r%p%g V\;ﬂh%‘[ cﬁﬁefg Qﬁd EH%r@d 8 LRAGRhE ‘éb@dmmbhiﬂmsnon

esron e res hesi on scores for
Onemfstpeuterme hosss wgs ma@daami seyRtath The pioyima @cmmﬁseeuterme

hori@g\% éfgga#&?érfzﬁﬁ Qs I g Eﬁg@?ﬁfté\%r OVigleahdvaRENS i portion of

e ani treat ment groups
the hbmcwasiamgedi ﬁgmomes))raadrtéem’heg ligdrmentrandy placegon sterde gauze

st 580" e SO st BB SR 1 Bhose <
secitreyethel pswueﬁdﬂme‘rmasnmm nearebt fhiebmatusal aeltingi Wetkne EXYAMPLAON.
The RREBRHTERTH £ e1eoSoheliet AR Wi NPT O B
werE&ised over an area of 1.5 x 3 cm?. Excision included portions of the
underlying internal oblique muscle, leaving behind some intact and some torn fibres
from the second layer. Minor local bleeding was tamponaded until controlled. In
animals treated with film formulations the film was placed directly on the abraded
peritoneum (between the horn and the sidewall). The devascularized section of the
uterine horn was positioned over the sidewall wound and sutured with a single stitch
at a point at least one centimeter distal to the superior and inferior margins of the
abraded site. The procedure was repeated on the contralateral uterine horn and
sidewall.

[000224] Following the surgical procedure, the abdominal wall was closed with
4-0 silk sutures.“ The skin was then closed with 3-0 silk sutures. Prior to the last
stitch being tied, 30 mL of instillate solution was administered into the abdomen of
treated rabbits. The last stitch was then tied taking care to ensure that no instillate

leaked from the abdominal cavity of the animals. Rabbits were placed on clean
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SURG CAL ADHESI ON MODEL | N RATS [ 000216] Fucoi dan
instillate solutions of concentrations 0.001% 0.003%
wan@4/166761 % w v wer e manuf actured by di ssol vi PQT/CA2004/000800
appropriate amounts of fucoidan in Lactated Ringer's
Injection USP to achieve the stated concentrations.
bedﬂh@ Gindeoizdbeat leap amd esverad twithr towetshie Imaimtein rody temperature
ae Fucus vesicul osis and was obtained from Signa
d””@ﬁgﬁ?qy . These fornul ations were eval uated for their

[00e2d5]cacyt 1B ddye afferemeprocstiuey theuaginid m@akheat'r@nszeu rand the

rats the rat uterine ho sur adhes
extfiqd SN TPHRR IR MR GG PvEE Bg Iugmtglegne hom and
perféHEuA®! Aﬂﬂ@@é’&ﬁhaﬂh@hﬁ S tHat Eha\fvé rfolfrﬁé?d Wdre WHISS indtd. The
horn nodel’ was as fol |l ows. Each ra was anest heti zed

evaliprgvas Pliad am{e pyhieh lomuilaion was i06incE PUAlUsiag: ¢ Hisine hom

adH@@ﬁs vﬁér@r&lcuﬁt‘@d 14e] F%U@lf oft t'Fn@ a?@é’%ﬁ?&ear@ {nBeadHe8RAs and
al ba of the peritonea [|. One of the ut'erine horns

wal | .
the gtrgngth @A thecadhesions Heatrieimedassing dhaibawingi seate: and

excised fromthe nesentery. It was scraped 15 tines
up, 15 tines down and then 15 tinmes up with a scal pel
bl &teengtrmofAdhesipndRalingedesédii al henorrhagi ng and the
sa r0cess r ated on the contral ateral horn.
Therﬁbgrsstone%')l{&%awﬁggs separated fromthe skin and
i N\eS tedh  expapmraige bydlunsdisdectoh the wal |, and a snal |

region (1.0 x 5:4.C of .t he e oneum was exci sed.
The E& i ne HerariEEtadtene SEunBR G over "t hi s
si dewal | moﬂmﬂp@nﬂeﬂmﬁumﬁdw@bosely The sane
prqcedure was @ {orne 8ntralatera
c?ewall Theeifeldt 8”%%9 @l%‘é‘éﬁ@' 8fng 5-0 sutures
for the peritoneal sidewall. Immediately before the
| ast stitch was tied off, 5 nL of the instillate to be
59 AfeR 9HOAnesieE:FCRT/ CA2004/ 000800 tested was
depugided i nqithe abdom nal cavity using a sterilized
pre-| oaded syringe. To conplete the surgery, 3-0
sutdre%wer e2used for the skin. [000218] After 7 days
tiugﬁfgﬁ wer g euthani zed and their adhesions were
exam ned. The peritoneal wall was inverted and the
adn@s1¥¥s befween the uterine horn and the sidewal
wer e exam ned. [000219] Adhesions were scored on basis

of adhesion strength and the estimted area covered
[000226]he ddkebitalnadheticsic scarevins g@ivenatreatnient isaehorted as the

proﬁgﬁ ol %% sﬁéﬁétﬁ% élléa?riqo He%”g%%&%ﬁ@gﬁ%r}]s g’éorg ”%}s'h tthS scale the

maximum score for an adhesion is 12.

Efficacy Experiment

[000227] A total of 19 rabbits were used in this experiment. All rabbits were
subjected to the uterine horn procedure described above. The rabbits were divided
into 3 groups, with 8 animals untreated, 3 receiving 30 mL of 0.3% w/v fucoidan
instillate solution (90 mg fucoidan dose), and 8 animals receiving 30 mL of 3% w/v
fucoidan instillate solution (900 mg fucoidan dose). The adhesions scores in each

animal were evaluated 14 days after surgery and are plotted in Figure 9.

62



1 adhesi ons separabl e by blunt dissection 2 adhesions
not easily separable 3 sharp dissection of adhesion
WO egudilowa7 (tearing of the wall or horn) Area BoweAzm4/000800
by Adhesions Scale: 1-25% 1 25-50%2 51-75% 3
76-100% 4 [ 000220] The overall adhesion score for each
[OONHS]\A/aSThdaa]‘at@tﬂhaWndwt biyeatmeht iV\nﬂhnymgldeheinsmmtea résuited in a

th stren the dhesi ons for
craiyafs defi5ah dn hy RN eSO e e VBN darias JiredBd control
Theggabatat sidow ahate agddidane & EEfebHIG @ nnmbﬂngf@ubrd\@hﬂng\wuegucal
in the control group. A graph of the average overal
adhggiRBSi on scores for each group is given in FIG 8.
These data show that the overaII adhesi on scores are
nificantly reduced 8resence of fucoidan in

EXAMBLE 5t THESE G EDEOTDANROMETANS VesiAli DSRTAND

LAMWKF@I%U@-"GN@)@KCSMBB') foR PRE%’fthﬁquV@F 'S”UFEG@’A@LN ing
the formation of fibrous adhesi ons.

ADIEESIQMS:\IUS@N@TMELBWIN@TD&N@ER@HUM@I@WM@DEHW
RAPREVENTI ON OF SURG CAL ADHESI ONS USI NG THE UTERI NE
N SURG CAL ADHESI ON MODEL | N RABBI TS 60 WO
[000228)/ 105UGHJACIOOARB0 41009 8eTcu/pgo @ne Lhntidriagapgnica (Kombu)
c n ti .
wasS ggl'ugtgéfi %Eﬁ#ﬁéa% |h é‘ﬁe@%\'&ﬁt o 8!‘3 Ssé catl %EIE@@% '].%ler%o tHE rat
utedissa lhamd sUilicak adlaéﬁwrt snadet.e Edrhasaueck aﬁcﬂucdiﬂmrswdsfctbssoated in

| east 3 d t r eat nent
Laci 83 RS TuBRIoR, 1S e iRbuyale GE B Pyi i wes
adrﬂih&t@é@@:@ﬁmg QSV%S rﬂB dosé Ighwes: mfr?)@@ﬁﬂﬁ]aalmlldk))\mhglmﬁgery using
e n e e or . sur r .
the eI Ey SORCH FUNSPIETRRRk . TR Sl B et ormyjagigns was
cor%p’éréd ltcﬂfhaﬂbi\/@ DacthtetiRAAgsreUhRelioh UBPtdetrbl @niL @far tdﬂ)e

hi nd % A nose cone with 5% i sofl urane and gl_
[00p2:304, at Fissf (g2t anesinaiizes: ansk Wes Bivan @ aibiotige Then a 3-4

cmiRESbh WRSMEBE BIdrY HeahRine ¥R Ghd ESd@rﬂéﬁT%hdrfﬁé %hah fsh of the

on isoflurane for 'the remai nder of the procedure.

peritpnesl ewals wéine &fidbe UiRIBe baEs &es| iqsatesl, pard dhe he@ was
deﬁ%@tﬁﬁlﬁiegin%ﬁd %?Qg%dekrrggﬁgrﬁg}n\ﬁé?@teﬂﬁgﬁmgﬁ% \%E%p@d PO filn88 up, 15
times down and then 15 times up with a scalpel blade. This produced petechial
hemorrhage and the same process was repeated on the contralateral horn. The
peritoneal wall was separated from the skin and inverted, exposing the inside of the
wall, and a small region (1.0 x 2.5 cm?) of the peritoneum was excised. The uterine
horn was then positioned over this sidewall wound and sutured loosely, with one
stitch distal to and one stitch caudal to the injured peritoneal sidewall wound. The
same procedure was performed on the contralateral sidewall.

[000231] The surgical incision was closed using 5-0 sutures for the peritoneal
sidewall. Immediately before the last stitch was tied off, the instillate to be tested
was deposited in the abdominal cavity. The last stitch was then tied off. Closure of

the skin incision was performed using 3-0 sutures.
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and the animal transferred to the surgical table in

the operating room The abdonen was cl eaned, draped
wowd/1837eTi l e towel s and entered via a m dl i nePCT/CA2004/000800

abdom nal incision. One of the uterine horns was

| ocated and_severed. The proximal 5 cm of the uterine
[000232h weAfteleVadayd dihe Zets wsireceutharasest andc Higireprbesions were

d ' t.i t . - ine h

exar o P Al i FEIRRE | R tne'ctheiBh pURectiiEh Idfng hom

and dleisidewdbwpesiexdntinegal i ne. The abdoninal wal |l was

[00Z33 aCtﬁS‘h MhsS VRt &ofed B PhesTs St?e“rfg'tr%nﬁf teGrea of the
partetal peritoneumneares € natural® resting

abradeer sidewaibmnwhiob adhesions Weee persenbndhe siredgthhef thepasthedions

superficial |ayer of nuscle (transverses abdom nj :
witGLPE el ardk ghe She BeaCtpted 87 3UBEAHD ARt sing e
followheg setes:porti ons of the wunderlying internal oblique
nmuscl e, | eaving behind sone intact and sonme torn
fibres fromthe second |ayer. M nor |ocal bleeding
vastrengipiadpdsidniRding Sekleo! | ed. 1n  aninals treated
with filmfornulations the filmwas placed directly on
t hBOAINGRES perit oneum (between the horn and the
Si daMedibns setPalle¥RBRidt dicbé@@nsection of the wuterine
horn was positioned over the sidewall wound and
suBdpesiong nof eashy sRpacadei tch at a point at |east one
ce : : ikERE( rgins
of Q{\%@E‘dlg{%c gg@gﬁéﬁeg!otn_?ﬁg&pr oc%égﬁllg ??aqaés\w%négggct;rggaon
the contral ateral uterine horn and sidewall. [000224]

Fol,l,.ow [ cedure, the abdom nal wall
vvaéb‘r%i osg%#e@m%lyﬁkgr%l-s%ﬂéﬁgé%éutur es. The skin was then
cldszatowith B8-0 silk sutures. Prior to the |ast
sti ei ng,tied, 30 nL of instillate solution was
adl%%%b%)eredzi nto the abdomen of treated rabbits. The
| ast-Z% t ch $vas then tied taking care to ensure that
no7i nftioi") | at | eaked from the abdom nal cavity of the
ani’fal 07 Rabbi t s wer e pl aced on clean 61 WO o
2004/ 105737 PCT/ CA2004/ 000800 beddi ng under a heat
| a and covered with towels to najntain body L
mo?%%er af¥ir 2ANEI0N; $RPre oy rat (Wi U188 Oa?mig Ry afp4itiplying the

scordst RF thé18trehGh e URE ablRGsiomd BRltise WBHBs ot ihdNiré8 Eod&@d by the
ext ent of esion formati on was eval u

t he adh at ed
adhgeione drate featingdundaraenediiaereradireware giided dre diree Aipptment
gro%ﬁd?rm‘énﬁér SRS LRDTeddiily BaNe of @ithEdo W81 % RhSPsiIREe flicoidan
he evaluator was blind as to which fornulation was ]
fromp efFugyise vasicioeis,. 0008 v Hostillates dueaidam drofe rl@minaria japonica
U . > t 0
(<o 8Ea85 RuBEAC ) D32 GHRRIED 1T el o avcrce
adhiesionegcongsi fyy thesef threewgrogpscisl @iven in FIG. 10. These data

demonstrate, by virtue of significantly lower adhesion scores from the treated groups

w N =~ O

relative to control, that fucoidan from either source is effective in the prevention of
surgical adhesions. .
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Strength of Adhesion Rating Scale: 0 - 0.5 unusually
free 0.5 -1.5 separable by blunt dissection 1.5 - 2
woew4aesBty separable in single area 2-3 sharPCT/CA2004/000800
di ssection required 3 perforation or tearing is
unavoi dabl e Area of Adhesions Scale: 1-25% 1 25-50%
2 51-75% 3 76-100%LAINIB00226] The total adhesion
Wh E' fgr a given treatnment is reported as the
B S&ﬂflp 81’ ‘the strength score and the area of
adhesi ons score. Using this scale the nmaxinum score

for ad . Efficacy .Experinment [000227] A
1. 1 orhmeyiony NS & Thepts SRLERoN N AR BR FaHIBAE segefing an
agen@hbiihisbiene ﬁbwm aéhebri and hﬂmlhlefelnﬁg mmf;raﬁémawgueﬁectwe
descri bed above. The rabbits were

amginy ghdhe AOBH 18 shsifaraysDegieral deuing tee F'QB%ES\E";‘\'GS'S’G wﬂer&fn the

agé;\,tgg(mw,yesfé{gm instillate solution (90 ng fucoi dan
dose and ani mal s receiving 30 nL of 3% wyv

fu00| dan instillate solution (900 ng fucoi dan dose).

2. They ﬁ'%?}t?(?rmﬁhlﬁﬁlﬂé %Sﬁtiréhseé&ﬁsmff‘ﬂh | anfRE EcdPHsHY @éﬂeé’kiﬁg an

days surgery d are plotted in Figure 9. 62
agfmbda/mmert 3he ﬁ@mwcmﬁi@oaa@@drmlomﬁzms] a apelticaliyy @Wectlve

amémtofttﬁgggm %ﬁ@su%ﬂ%@e‘aa& Hal'(}ﬁfg' th%éf*b?oneac‘&Hetsﬁ)q {Nﬂel%ln the

mati ¢ decrease 1n e over esl on score
agentcampriseds @ dokyeydliner eat ed control. These data show
that fucoidan is effective at inhibiting or preventing
surgi cal adhesi ons. EXAMPLE 15: THE USE OF FUCO DAN
3. FRGMﬁéttl@dSomeUg@Sitﬁouﬁ\mihelsm iNAIRI ahih ARGV isir{gksa@iting an

F P | SURG. CAL  ADHESI usl .
0RF Ry REDIRR TIPS BAICS A5 TBIEITENe (RAPRe sy sGpctive
ambugtadfdag abeainobd bite Buspéstedasfi reingsthe f@ml.lsl_@dhetsmhl @herein the

éaponl ca (Kombu)
agent comprises a cortisone.

4. A method of inhibiting a fibrous adhesion in an animal comprising selecting an
agent to inhibit the fibrous adhesion and administering a therapeutically effective
amount of the agent to a site suspected of having the fibrous adhesion, wherein the
agent comprises a meclofenamate.

5. A method of inhibiting a fibrous adhesion in an animal comprising selecting an
agent to inhibit the fibrous adhesion and administering a therapeutically effective
amount of the agent to a site suspected of having the fibrous adhesion, wherein the

agent comprises a collagen.

6. A method of inhibiting a fibrous adhesion in an animal comprising selecting an
agent to inhibit the fibrous adhesion and administering a therapeutically effective
amount of the agent to a site suspected of having the fibrous adhesion, wherein the
agent comprises a budesonide.
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was evaluated for efficacy in the prevention of
surgi cal adhesions using the rat wuterine horn

wa@oogilesB7 adhesi on nodel . Each source of f ucoi B@arncuwam4/000800
di ssolved in Lactated Ringer's Injection USP at a

concentratioon of 0.001% wv. This was adm nister 1o
7. T el he S e Athasiann se SBACSIT S8 Fgting an

agerit Ucb aehilit U FrodN Bdke e BAd faunﬁin%térriggcalthadbeaic@ny effective
nodel . The efficacy of these fornulations

amoiir i 4he aoet tprubHe pUSPeciest of eI thg dibraus) @ﬁf@étqnowhaam the

agerft @8 ngeggq Eﬂﬁal | rat). [000230] F| rst the rat was
anest heti zed and was given an antibiotic. Then a 3-4
cmincision was nade along the mdline of the abdonen
8. a”ﬁéﬂ@tl*{gd%?@la%%ﬁérehﬁﬁe eﬂglgb ‘?Q@ﬁalaé‘mldwalegée of the
uterine horns was | ocate h
devascul ari zed and excised fromthe nmesentery. It was
scC
9. A?fﬂat%dgéfslhfg éés a%éggo%plr 5 %rgrglgb &{]‘ﬁ@'hs]ngq gélg@[ﬁ‘xg an
agerﬁ drmnhlbagbe afr!miomsh edbemm [and CaBBmMInlgea daeradeuﬂcdlh effective

amogit i 6 28R Al s EiedS N FRCRR MFits EekEl BrRIgHE the
agen@bprisesla statinmad la siteguepedidd 6f I*Xavfh@the fbyouzfadhiasion.

peritoneum was exci sed. The uterine horn was then
positioned over this sidewall wound and sutured

10. | ongEinEthodi df RleiA® whdreinGhe Bistihad alstnaithtmne stitch
caudal to the injured peritoneal sidewall wound. The

sane procedure was perfornmed on the contral ateral

11. si Aevahdd of RRBARSIa ﬂ_%u§bldt%s‘?<ﬂ1 ln'dﬂﬁérﬁmgncdvﬁﬁnéirhé3§eﬁgctlng an
using 5-0 sutures for the peritoneal

agentnigelingitdhg HEpwy @dhewon aad @dmm@mrwasatthe@psﬂmca"y teffective
t
amoU 6f' tht aﬂbggg @I beitd $E§§§égeso;@§q%i?{gﬁﬁb ol Qadﬁb%lon » ]gareln the

dom na vvast en tied’
ager(ucgmprlgesoa Cap’ﬂ@erlbkl n incision was performed using 3-0
sutures. 63 63 WD 2004/ 105737 PCT/ CA2004/ 000800
[ 000232] After 7 days the rats were euthani sed and
12. t hdimetiaethekinbibifinges fibroex adiesieh inTmeaniewi canpadingvadlecting an

1Ny ...t L ons be en the erine.h rn ,
ager{ohy TR iPs ERESL Hhe n M FshisSe) hElmmetial brecive
amoust & the @gedt tona lsits isasmctet ofeimaying thedidres adiessiar, whieein the

aded si d i n whi ch adhesi ons were present. The
agergtclogw&ﬁs 8 \Elt\‘?%‘ Nadhesions within the abraded area and
t he area covered by adhesions were scored using the

follo fscal es: St rengt h of Adhesion Rating Scale: |
13. met o of inhibiting a fibrous adhesion in an animal compiising selecting an

agent to inhibit the fibrous adhesion and administering a therapedutically effective
amount of the agent to a site suspected of having the fibrous adhesion, wherein the
agent comprises a minocycline.

14. A method of inhibiting a fibrous adhesion in an animal comprising selecting an
agent to inhibit the fibrous adhesion and administering a therapeutically effective
amount of the agent to a site suspected of having the fibrous adhesion, wherein the
agent comprises a methotrexate.
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0 no adhesions | adhesi ons separabl e by bl unt

di ssection 2 adhesions not easily separable 3 sharp
walk@gaei’don of adhesion required (tearing of tPer/aakdo4/000800

or horn) Area Covered by Adhesions Scale: 1-25%1

25-50% 2 51-75% 3 76-100% 4 [000234] An adhesi on

score for each rat was then obtained by multiplying

5. 18 B34 5 kLD BhB g ) P RERE SRR sl an

agehih @ inhibdt thedgisrgos mdhbsmn pamac edmingstevnge adiherapedtically ceffective

et e ST s AR A R B SO 5 AR e
ageﬁl%‘d#iprbé@@acwémmins, O. 001% w v instillate fucoidan from

Lam naria japonica (Konmbu), or Lactated Ringer's
I njection USP (control). The effect on the average

16. adli\efﬁémad%ﬁ%ﬂﬁnrfg% fibfRs &dhbsies lrgé@uﬁissnal %o@ip\ﬂglﬂg selecting an
These data denonstrate, virt

age@t gm.lrfhlt&bmq {ibrogsicadhggion sansh agw%y Ing @n%hef%p%@%lkyeﬂﬁecﬂve
amdéln? YPthe ég‘énﬂd %&itb SuePELtE®@of hhliAg HdififtodaRdheSon Bitdigin the

source is fective in the prevention of surgi cal
ageaﬂmprmgamlezbrm 105737 PCT/ CA2004/ 000800 CLAI MBS
What is claimed is: 1. A nmethod of inhibiting a

fibrous adhesion in an animal conprising selecting an
17. ag@he tmethadhiobi claitrhel 6 intherris theh85iFch iaibitor is an anti-SDF-1

m_ni r gpapeutically effective anount of
anh?% e\ OI' éﬁu‘#&qggg‘se 'suspect ed of having the fibrous

adheS|on wherein the agent conprises alginic acid.

th hi bi ti
2 el PR o LA dnd S5 SoERS ) iy St sma
mo[feblb]é(RNSA adhesi on and administering a therapeutically

effective anount of the agent to a site suspected of
havi ng the fibrous adhesion, wherein the agent

19. COMplei rigtho@ oflgire Y6 Whefsin the SDRELARItGTis an Nk SDAY SIRNA.
fi brous adhesion in an animal conprising selecting an

20. The method of claim 16 wherein the SDF-1 inhibitor is an anti-SDF-1
ribozyme.

21. The method of claim 16 wherein the SDF-1 inhibitor is a small molecule
inhibitor of SDF-1.

22.  The method of claim 16 wherein the SDF-1 inhibitor is an anti-SDF-1 antibody
or anti-SDF-1 aptamer.

23. The method of claim 22 wherein the SDF-1 inhibitor is anti-hSDF-1/PBSF.

24. A method of inhibiting a fibrous adhesion in an animal comprising selecting an

agent to inhibit the fibrous adhesion and administering a therapeutically effective
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agent to inhibit the fibrous adhesi on and
adm ni stering a therapeutically effective anount of
WO b@4agEst to a site suspected of having the fPOT/OUS004/000800

adhesi on, wherein the agent conprises a cortisone. 4.

A nethod of inhibiting a fibrous adhesion in an ani mal
amaebpf ihei augns & aclte syspectedigEhaving thenfibrbus adhesién, bvhwusin the
dhesi on and admi.nistering a therapeutically effective
ageﬁtrﬁﬁ??ﬁ“%? A4THRAYEMt to a site suspected of having the

fi brous adhesi on, wherein the agent conprises a

nmec¢l of en te..5. A.method of inhibiting a fi.brous, ..

25. LaeBPBRY oh it AAProYS RIPPYPR Y SRPRIHY sgmarsing galgeting an
agehOtd MHidH thet fisrolis apesiondhivs aamirstdringlai thesdiutioglyaeffective
therag}e@gh cally effective grmu_nt of _the asgnt, to a . ;
amayint o fespaant &2 sttesipPeged Rk heYIBY MR fItGHR aPBRSioRhespiy the

agehfom@88ta IRRALDARYICAIAGIY agen. 6. A metfhod of
Inhibiting a fibrous adhesion in an ani mal conpri sing
selecting an agent to inhibit the fibrous adhesion
an | . Tern " . . .
26. 54 REMoD S & TDRREARALAT o afinat colrlRengiitting an
ageatihe dnhdpif theh&broiua adhesioagend administcdes aatheneresbipalyesffective
004 P. : ;
am g e AL 5 Arfe Rt el PARRNG M 1ouc SOREHGR, Bherein he
agesttaupriseg satacadggiite.t o i nhi bit the fibrous adhesion
and adm nistering a therapeutically effective anount
of the agent to a site suspected of having the fibrous
27. adhresietod offvehilsitimg & Mierousgsthie sioarip ah sesnalrcoerpaisangrselecting an

8, .The . hod, of clgim7 wherein .the enalapril .is :
agedh 49 AHPY Ui fiaciue” adheSlon, B0k carine{efing B (RREbeteRly gifgctive
amagties it agehtad atdliendUspeotar of lanigg Shé @bltous gdhesiongwhirein the

to inhibit the fibrous adhesi on and adm nistering a
aganh EPHPEIASi =499 f ecti ve amount of the agent to a

site suspected of having the fibrous adhesi on, wherein

t he a%ent conprises a statin to a site suspected ?f ,
28.navh Agthadeofintibiting adiprrus apihesipn in aRANRRAIKATRIISING Sgl6Rligg an

agetP &b Shilbit ke $i¥3ﬂ§dsnaér§asﬁ)r§ bAY aridhisierind la tferapé iR Bffective
Inhibiting a fibrous adhesion in an ani mal conprising,
ameuntef therggent to ayeitet susperiedi dinavinadhe ffibrasigdhgriesi wherein the

ag%?g?ﬁgﬁggg ac""{ll dslify therapeutical ly effective anount

agent"to a site suspected of having the fibrous
adhesi on, wherein the agent conprises a captopril.

12., A net LRI i S esi-on. & :
29. aniweﬁoﬁﬁ?@{nﬂbgg ef er@gs?%%f?eg&)n% M anﬂ'ﬂgl c%n%}lsﬂb ?Jl‘ectlng an
agent to inhibit the fibrous adhesion and administering a therapeutically effective
amount of the agent to a site suspected of having the fibrous adhesion, wherein the

agent comprises a diflusinal.

30. A method of inhibiting a fibrous adhesion in an animal comprising selecting an
agent to inhibit the fibrous adhesion and administering a therapeutically effective
amount of the agent to a site suspected of having the fibrous adhesion, wherein the
agent comprises a betamethasone.
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agent to inhibit the fibrous adhesi on and
adm ni stering a therapeutically effective anount of
WO b@4a0881 to a site suspected of having the fPOT/QA%004/000800
adhesi on, wherein the agent conprises a chitosan. 13.
A nethod of inhibiting a fibrous adhesion in an ani mal
31. coApmethiod @f sﬁilmtmg afjbaus zabesion iroan ahintEl compgsing isetegling an

d ' h i :
aoeffit it e aBearneteSion S ebUTLARM o Beraheliiba sffdouve
amdunb iod tise @thﬁsm arsitevduepedtad oh@aviag ¢ filcroop reidbesion, wherein the

nocycline, 14. A nethod of inhibiting a fibrous
agngH '%/ SigdexameiarM®conpri si ng sel ecting an  agent

to inhibit the fibrous adhesion and adm nistering a
therapeutlcall effective anmpunt of t agent. to .
32. ] BUMBSHal IRBIHHG AADIaNS acHESPI B0€nRl SO PSR Rsfing an

agehheo m&n&h&%Rfulssme@.dﬁegmtaamg@nnf@ WerasuidicaIRb éfdctive
CT/ CA2004/ 000800 15. A et hod of ibitin

amwrﬁpwse agri de grsitersushedtaf phinavipeihe BPW@S@QF%@P% \yhergin the
ageggﬁélﬁgﬁéés'é“&kéﬁtgk,,q&% fibrous adhesi on and

stering a therapeutically effective anount of
the agent to a site suspected of having the fibrous

d ' ' .
33.2 t)S\ei'eﬂﬂ:vd r%@'tl %h%rq%ﬁ%‘dﬂaes@ﬂ %h?%ggﬂecs%mfsﬁﬁ' sg:lnectlng an
ageahnuammblomm ifisroug adiesion apd aadmmg@n‘ng tao thetapdiiticaliyh effective

o5, OB ST SR
agehnbeomprisdsea TGBrmis. adhesi on, wherein the agent

conprises a SDF-1 inhibitor. 17. The method of claim
16 wherein the SDF-1 inhibitor is an anti-SDF-1
34. alntA ﬁ%ﬂgﬁi fl iy bititig Eémmﬂﬂad%@w in 58.anirha coedpristhgadelecting an
cl ai erein t S 1 n - SDF- .
0GP IR e (DIUSATISRET FAA HHETNSE 88 2 Erapquioaly effective
am&\d]\ﬂrcﬂ ithe bEntIBFr ditd S¥jpatiedrofilavng th8 fibrotefadhesioRNAherein the
The nmethod of claim 16 wherein the SDF-1 inhibitor

agqnécampaﬁﬁa’étwf% ri bozyne. 21. The nethod of claim 16
wherein the SDF-1 inhibitor is a snmall npl ecul e
i nhi bitor of SDF-1. 22. The nethod of claim 16 wherein '
35.t heh method ofriRnibiting g fibsougmadhasiandprnianinal gweyising selecting an

ageMtlth -imkbit th& PSR adhesion and administering a therapeutically effective
amount of the agent to a site suspected of having the fibrous adhesion, wherein the
agent comprises a starch.

36. Amethod of inhibiting a fibrous adhesion in an animal comprising selecting an
agent to inhibit the fibrous adhesion and administering a therapeutically effective
amount of the agent to a site suspected of having the fibrous adhesion, wherein the
agent comprises a quercetin dihydrate.

37. A method of inhibiting a fibrous adhesion in an animal comprising selecting an

agent to inhibit the fibrous adhesion and administering a therapeutically effective
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23. The nethod of claim 22 wherein the SDF-1 inhibitor
is anti-hSDF-1/PBSF. 24. A nethod of inhibiting a
wo 2imaos3adhesi on in an ani mal conpri si ng sel eECT/0@2@A/000800
agent to inhibit the fibrous adhesi on and
adm nistering a therapeutically effective 67 WO
amBogi4sf 106 2gEntHCTd Sk SlsheoRO8Fthavingotha tfibedust dnheaipanwherin the

agem?@ﬁ S hinRecompr i Ses a rapanyci n. 25, A mot hod

[ nh| b| ting a fibrous adhesion in an ani mal
ti nt t hi.bit th
38 oo SRR s SFE an R apeimebsary etk s an

ageifmd ﬁhhl@ft thB &fiba@en dhesich Shil CadiniBiResingta AherapeiitR@lly Refective
adhesj on,, wherein the %ent co

iy Sy AGB0 ek bt Betwects ol aninDa GroUs Asianyharein the

agérit kb@phis@sfitichoded an ani mal conprising sel ecting an
agent to inhibit the fibrous adhesi on and

adm nistering a therapeutically effective anount of

th V. ' ;
3 B Al Qi Wieoting an
agent to_inpibiehadibrens adkesion iang administesing adherapeutidatly sifective

I [ t

o BH (06 AL o1 81 SRl M AP el AHBl, freim the
agesft cenprises a shondroitinfsulfdie Aagent to a site suspected of

havi ng the fibrous adhesi on, wherein the agent

conprises a docetaxel. 28. A nethod of inhibiting a
40.f i bireunetitdes iaop one obdamm 1R80 whemginitise site isal |cgicalgsiten

agent to inhibit the fibrous adhesi on and

adm nistering a therapeutically effective anount of
41.t heTragmethddoofaaryi dre cfusdieet ©89 afhelaly ititgsitdie wWitHi tHéSabdomen

dhesi gn, wherein the agent conprises a ninesulide.

oftgg_ang\n%m hod of inhibiting a fibrous adhesion in an

ani mal conprising selecting an agent to inhibit the

fi hrous adhesi on and admi ni stering a therapeutically
42.f 1 & methodfAny: ongr oft HaimsgkAP wf@r%méhee gites issyyidhain @dhraH» of the
ani@yi ng the fibrous adhesion, wherein the agent

conprises a diflusinal. 30. A nethod of inhibiting a

fi brous adhesion in an animal conprising selecting an
43.29€fHe Fn%tHdarEftHnS/ Jn@eoffdg%gqsi?ﬁ?glhgl%' PhedM is within 2 spine of the

adm nistering a'therapeutica fective ©amoun
anif@é agent to a S|te suspect ed of havi ng the fi brous

adhesi on, wherein the agent conprises a

bet anet hasone. 68 -
44.  The method of any one of claims 1-39 wherein the site is within the head of

the animal.

45. The method of any one of claims 1-39 wherein the site is within the
reproductive tract of the animal.

46. The method of any one of claims 1-39 wherein the site is within the
gastrointestinal tract of the animal.
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WO 2004/ 105737 PCT/ CA2004/ 000800 31. A nethod of

inhibiting a fibrous adhesion in an ani mal conpri sing
w@edeabi7ay an agent to inhibit the fibrous adP€rCam04/000800

and adm nistering a therapeutically effective anount

of the agent to a site suspected of having the fibrous

47. ad s Bathogins @ay ene 1oé claipge t39uwimseindbe site is within the pulmonary
syst@f anlehamaae. 32. A method of inhibiting a fibrous
adhesion in an animal conprising selecting an agent
to inhibit the fibrous adhesion and adm nistering a

th ' I ecd Ly ) e..agent,. to,.a .
e ! e E3P BlosB e RuBTE Wi ioB dpprecic
cavity ef thggaimalconpri ses a streptoki nase. 33. A nethod of

inhibiting a fibrous adhesion in an ani mal conpri sing

selecting an agent to inhibit the fibrous adhesion
49. and hedmeihed edfi agy @nehef ausi ¢§49I %M’ﬁféil_ecmbvﬁite ?_agwmm the
t site suspected o aving the fibrous
Car@é@e%ﬁ'@ﬁ%%@rﬁitﬁe fiial-agent conmprises a TGF-beta. 34.

A nmethod of inhibiting a fibrous adhesion in an ani nal
5000ﬁ2{isiﬁg s%lecting én _agent to inhibit the fibrous

-adHESi TRTRAL RN PRSPEFRINS 4-3hwharsiuthecsita i withia dbe wenary
systrpohihecinirhille agent to a site suspected of having the

fi brous adhesi on, wherein the agent conprises a

TIMP-2. 35. A nethod of inhibiting a fibrous adhesion
51.1 N TRE AUAS GORRY ! S DrSEIRES | 1998 RneAdP e Gitd NBT BT bewvic
. the fibrous adhesion and adm ni stering a
inflarprapione dispese sie-ef fective anount of the agent to a

site suspected of having the fibrous adhesi on, wherein

the agent conprises a starch. 36. Anmethod of
52.i nfihgimethgd #f fanpopa of sitines 1639 Whersin te sitel is compehaicy injury
siteS€l ecting an agent to inhibit the fibrous adhesion

and adm nistering a therapeutically effective anount

of the agent to a site suspected of having the fibrous

5. G Roay o 575, One BF e ToARTBREI G st e etion exposure

siteadhesi on in an ani mal conprising selecting an agent
to inhibit the fibrous adhesion and admi nistering a
therapeutically effective 69 WO 2004/ 105737

54. PCTheARBMbH 0STOSH0 oné dp Wiimaf 1-BDaviRaEM! theOsit & 5 & _
d of having the fibrous adhesi on,SIV\/ner ei H}tet%uéfe”ng

susge?tg
PreSEYEREOT 8Rstanamatesal ef | unomi de. 38. A net hod of
inhibiting a fibrous adhesion in an ani mal conpri sing

sel ecting an _
55. he method of any one of claims 1-39 wherein the drug is substantially

continuously administered to the disease site via controlled release from a polymeric
dosage form.

56.  The method of claim 55 wherein the polymeric dosage form comprises a film,
patch, paste, microsphere, implant, gel, spray or liquid.

57. The method of any one of claims 1-39 wherein the drug is substantially
delivered to the disease site as a solution or suspension.
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agent to inhibit the fibrous adhesi on and
adm ni stering a therapeutically effective anount of
WO b@4a0881 to a site suspected of having the fPOT/QA%004/000800
adhesi on, wherein the agent conprises a stachyose.
39. A nethod of inhibiting a fibrous adhesion in an
ani mal conprising selecting an agent to inhibit the

eorr?etﬁtsjch oF ic@ﬂp%‘ﬂmﬁl@@ﬁ”tﬁé Qb|uRien aort SIRHERAGH '|§¢ﬂ I ¥ctated
ective anmoun

of the agent to a site suspected of
Ringees/injegtioh&SH.br ous adhesi on, wherein the agent
conprises a chondroitin sulfate A. 40. The net hod of
any one of clains 1-39 wherein the site is a surgical
59. siTiee mkthodTbeanebhedf afaimay!-shevhefeic i mgent-igadiaisisired in

e wi thin the abdonen of the animal. 42. The
Coth’FH%WEP aiH‘fbene of claims 1-39 wherein the site is
within alinb of the animal. 43. The nmethod of any

one of cl aj 1- e |ntheste|svmth|na5|ne
60. ole't‘GI’lg‘e(f %Ia'mﬁ.%ﬁ%f%ﬁla '%#“(:8 None of clai Prs

1- 39 vvherein the site is within the head of the

ani ma 45, The net hod of any. o cl ai 1-39 . .
61. o BheMietiorborA® BLonR eI io Ty s L el o of da istifete.

the animal. 46. The nethod of any one of clains 1-39

wherein the site is within the gastr0|ntest|na z{x
62. of Theenethpdnef any e’ emms1b87 yhesein/ b AgsnY Go@fgﬁ@'s ered in

com%?r{atlgn'\?wtﬂ?at %%@n&’fagéfw‘ MNEnPbn& bREIERNSL1-38. wherei n the
SIte 1s Wt

rmnary system of the animal.
48 The nmet hod of any one of clains 1-39 wherein the

i’ﬁﬁerﬁ%t%él I?J:I réngrb t(ﬂ’oé'l fsC1- GCfEWiiérélgot \Aﬁteﬁfeﬂ?@t ﬁ@rhmls‘ff&ed in

one o cl ai erein
combtmamoh fvith & merapeamauwasemaue agyasneni a1y ather thaiapghtic agent.
50. The nethod of any one of clains 1-39 wherein the
siteis within the urinary systemof the animl. 51.
64. The metchbfGﬁhnwm;g afiierark adhasios il a8 Sniwhareemprising dsterenining
fo mh1b1?ti?e %IbI'OUS adﬂeSIgmtdoar IH=S eeri?flwa?tosatsete suspected of having the
fibrous adhesion, a therapeutically effective amount of a fucan and at least one of an
iron-chelating agent, a triene macrolide antibiotic, a 3-hydroxy-3-methyligluteryl-CoA
reductase inhibitor, a retinoid, an antithrombotic, an anticoagulant, a plasminogen
activator, a cytokine, a matrix metalloproteinase inhibitor, a tetracycline, an ACE

inhibitor, a dextran sugar, or a carrageenan.

65. A method of inhibiting a fibrous adhesion in an animal comprising determining
to inhibit the fibrous adhesion and administering, to a site suspected of having the
fibrous adhesion, a therapeutically effective amount of a fucan and at least one of a
deferoxamine mesylate, a simvastatin, a retinoic acid, a heparin, a pentoxifyiline, a
streptokinase, a TGF-B, a TIMP-2, a rapamycin, a tetracycline, a minocycline, a
captopril, a doxycycline, an enalapril, a dextran sulfate, a dextrose, a dextran T70, a

succinic acid, a collagen, a starch, a quercetin dihydrate, a caffeine, a lamda-
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52. The nethod of any one of clainms 1-39 wherein the

site is a nmechanical injury site. 53. The nethod of
wany4a03nf claims 1-39 wherein the site i s a padicarioanoosoo

exposure site. 54. The nmethod of any one of clains

1-39 wherein the site is a site suffering presence of
carsademnang mnmib&x—tafageﬁﬁan The mglroprapylceiylosse eof stachyose, a

| gi.s 1-39 the drug is substantially
onGifol sOTF 4 BERFHTOPEREY 1S the'di sease <i e via

controlled release froma polyneric dosage form 56.

Th t wherein the ri c dosage "
661 or ATEsiiey Pows i fbrols Sfesion ReabaniiaL FaSpHERg determining

to Iriﬂilﬂltaﬂhb fiblgls a@ﬂi&sﬂ)ﬁ and bdﬁiMl&en - to T 8iteTBLEREtR] ofAdving the
one of clains 1-39 wherejn the IS substantially

fibrgup .%@%@nm%th@r@e@.ﬂ%%@@#ﬁ aa@uafg dfca fitcpprpngrat least one anti-
neSBISH eqa,p 71 WD 2004/ 105737 PCT/ CA2004/ 000800 58.
% od of claim57 wherein the solution or
suspen3| on is in Lactated Ringers Injection USP. 59.

67 TheTﬁ@HEﬂqooOBf agl}h 86 Sutreif! tAL - %egﬁ gﬁ?é@%ﬂg Jo@@ri@%ﬁ%& least

is admni stere conbi nation w ) <
ongrgf lao caligfatinigaagent annariineetabelite uz sihonucléalideiraductassl inhibitor, a

oy pREIEHERNe L e B P a1 Al BPLEIeb BB 1) one
of clainms 1-61 wherein t he ageht is adnministered in
"R B Ile E RSBUS AR b SR 2R e
to inhébitaipenitbross admésiors ted ednilnﬂsteﬂngjt‘(xbm&bit@@umddmcaof having the
folofS A EPfca HSRRELIRl SEGHGR RBIPUBE Of AAaSR tgatdeast one of a

busulfanous @dibpBosphatiideélnaasste@husineprd Sdugwatﬁhet@rdao@rmme an
o inhibit the fibrous adhesjon and adm ni stering, to

hydoxyyrea.3,@elened BecaiaxalyvinRiasting sigl onandsi o,
t herapeutically effective anmount of a fucan and at
| east one of an__iron-chelating agent, a triene
69 machdnethed ahinniiting  fibraus apbesien i an aeima) ceMitiging [detesmining

to r&%&@%rbl@h&ﬁéﬂ aaﬁ'd ra@HnﬂthHn a8 £k %Dé b]c ha\ﬂﬂg the

anti coagul ant sm nogen | vator, a cytokin
fibreys idkesien.cd tmmcﬁys@‘femm Bmount ofea fwanaaxrylcatulmt oaa anti-

inflAfdmatbidaht or . a dextran sugar, or a carrageenan.

70.  The method of claim 69 wherein the anti-inflammatory agent comprises at
least one of a COX-2 inhibitor, a fenamate, an oxicam, an acetyl acid derivative, a
salicylic acid derivative, or a corticosteroid.

71. A method of inhibiting a fibrous adhesion in an animal comprising determining
to inhibit the fibrous adhesion and administering, to a site suspected of having the
fibrous adhesion, a therapeutically effective amount of a fucan and at least one of a
nimesulide, a meclofenamic acid, a diclofenac, a meclofenamate sodium
monohydrate, a tenoxicam, a indomethacin, an acetylsalicylic acid, a diflusinal, a

betamethasone, a budesonide, a dexamethasone, or a cortisone acetate.
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65. A nethod of inhibiting a fibrous adhesion in an
animal conprising determning to inhibit the fibrous
w@adieddsra7 and admi nistering, to a site suspectdr/ai2004/000800
having the fibrous adhesion, a therapeutically
effective anount of a fucan and at | east one of a
def eroxam ne nesylate, a sinvastatin, a retinoic acid,
72.a repwthad ofdnijbiing xi finjous adhesion istanegnioRrl eempyjsing determining
to ihfbitFhe Fibidu¥Fadhes nrﬁ'&ag%flﬁlnﬁht%ﬂ'@% ra]aé'ﬁ%cglh%%cte% of having the
m nocycline, a captopril, a doxycycline, an
fibreus bdipesidn, a therdpruiically sffeétveegmeund ok tirfosan arad aidgéstame SDF-
1in-mb91.’ora succinic acid, a collagen, a starch, a
gquercetin dihydrate, a caffeine, a |landa- 72 WD
2004/ 105737 PCT/ CA2004/ 000800 carrageenan, an

i ot.g- carrageenan hydr o r L cel.l.ul ose, a
73,01 ity Gel B8 ET 8l 2 iere R BRI o SR ecRes b lpgeone o
an &ﬁyti-sllDFﬁat antisepke | djl?ohlml'eo@e% Uk&l;l(Dp_lJérI\1 ?eghieSIDﬁﬂ }smgﬂnmolecule
ni mal ¢ risin et er m_ni .to inhibit the fibrous,
RNAW BB S i SRAVh &t 8R4-BOF-1 G047 ca STgempleguiss inhibitor of
SDFay iaAGntSDF A idptatisr, af RAGISDF-1 antih&lyanem drtiahSF-1/PBSF.
effective anmount of a fucan and at l'east one anti -
neopl astic agent. 67. The nethod of claim 66 wherein
74.1 hea afdihod'6aRAiBIihYy @ AAEHS aGIRIBRI o MimaPasthpri§g d8fermining
an_al kyl ating agent, an antinetabolite, a
to iphipBribe Ifbsusdrdhesioncands administeing o 2asitec gyspestadcof having the
. . , A |
B} o 4 Bl RGN PARARIR 5t GRS o
dexdnesiphrate,namS0im riehibicasprdisplatin, detiesatixdl,ng betamethasone, a
ke B Di I b f4: agdm nistering, to a
Tll\)élf‘? éggL}@t%@ﬁlyé@ %ﬁ&ﬁé’\ﬁ/gﬁ‘gﬂt'ﬁg’wgk‘*@us adhesi on, a
therapeutically effective anount of a fucan and at

75,280 A8l ay B e 8 S BRIRDRIEE €5 oPin s

hydroxyurea, a mtotane, a docetaxel, a vinblastine

sulfate,  or M5L32. .69, A nethad of jnhjbjti,
76.1 BHEUDELGH S8 78K O of it Al 4cUieseINdhegte kst witia fhergpdomen
of the ahimdibi t the fibrous adhesion and adm nistering, to
a site suspected of having the fibrous adhesion, a
therapeutically effective anount of a fucan and at
77.| eafie MREORANT anyi dHel GEIBRHR 64-28 YWNereir $he e & BRASIBN of the
claim69 wherein the anti-inflanmatory agent conprises
anig@l. | east one of a COX-2 inhibitor, a fenamate, an
oxi cam an acetyl acid derivative, a salicylic.acid
derivative, or a corticosteroid. 71. A nmethod of
78.i nhihsi methgdeoffanyrangsof salihiensi @74 whareim thensite isowithin $hengead of
thedBiELM Ning to inhibit the fibrous adhesion and
admnistering, to a site suspected of having the

79. The method of any one of claims 64-74 wherein the site is within the
reproductive tract of the animal.

80. The method of any one of claims 64-74 wherein the site is within the

gastrointestinal tract of the animal.
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fi brous adhesion, a therapeutically effective anount
of a fucan and at | east one of a ninesulide, a
worealadsaam ¢ aci d, a dicl of enac, a mecl of enanBC B CA2004/000800
sodi um nonohydrate, a tenoxicam a indonethacin, an
acetylsalicylic acid, a diflusinal, a betanethasone,
. a budesoni de, a dexanet hasone, or a corti sone acet ate.

o8 S PR TR A B

sitedetermning to inhibit the fibrous adhesi on and
admnistering, to a site suspected of having the
fi brous adhesion, a therapeutically effective anount
82.0f Taef metibdantl anly beAI EaiIMsSBE-741whetbimithersite7 & aTreliation
nmet hod of claim 72 wherein the SDF-1 inhibitor
eXPegWhri€es at | east one of an anti-SDF-1 antisense
ol i gonucl eoti des (ASO, an anti-SDF-1 small nol ecul e

RNA, an anti-SDF-1 siRNA . an anti-SDF-1 ribozyne, a .
83.srdine methodupieanyionsi eloFlaighs 64r%2. whergin dbe id-r&ps- pubstantially

nBRUGIER/ driifistdtbd totfe diseddd $1ra @bnidlied release from a polymeric
° ant| - hSaE)F- 1} PBSF. 74?.- 2\ nmet hod of inhibiting a fi brpoa/s

dosggé&¥men in an ani nal conprising determning to

inhibit the fibrous adhesion and adm nistering, to a

site suspected of having the fibrous adhesion, a )
84.t hdhepmethiodabl pnyfdnecol clairasnddri3 wherein dbardragds substantially

! t e, dext SDF-1 i nhibitor,
deh&&%ﬁég%?n%as& Sd%c%télg@@é”a&g%{s i asone, a TIMP-2,
a erythronycin, and a chondroitin sul phate A 75. The

t-haod f.clai 4-74 wherein th ite |
o5.5- S epdeY ey Sugor Gl B R wher s e B Bhah”

64-74 wherein the site is within the abdomen of the
96.on i et oL PBich Ba-rwiedle fidgn % ahe il an atlate.
The net hod of any one of clainms 64-74 wherein the site

is within the head of. the animal. 79. The net hod  of ]
87. anyTh@n'@eFS\_Od cqfa?lr‘bfsor@49f7%a'm§e‘?4§§ﬁ whegeia the, agent,is @dministgeed in
corhSIRERIAUGEH ¥ SeddrRCagedt frbRearirndddf cidifs el met hod of

any one of clainms 64-74 wherein the site is within the
gastrointestinal tract of the animal. 74 WO

88.200/e10ethdd OPQE{/ 6AL BPALRROBEP wherein the animal is a human being.

89. A pharmaceutical composition configured to inhibit fibrous adhesions, the
composition comprising a therapeutically effective amount of a fucan selected to
inhibit the fibrous adhesion, and a therapeutically effective amount of at least one
therapeutically effective anti-fibrous adhesion agent comprising at least one -of an
iron-chelating agent, a triene macrolide antibiotic, a 3-hydroxy-3-methylgluteryl-CoA
reductase inhibitor, a retinoid, an antithrombotic, an anticoagulant, a plasminogen
activator, a cytokine, a matrix metalloproteinase inhibitor, a tetracycline, an ACE
inhibitor, a dextran sugar, or a carrageenan, and at least one pharmaceutically:
acceptable excipient, carrier or diluent.
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81. The nethod of any one of clains 64-74 wherein the
site is a nmechanical injury site. 82. The nethod of
wany4a03Df cl ai s 64-74 wherein the site i s aPCT/CA2004/000800
radi ation exposure site. 83. The method of any one of
e b t
cont :@ugﬁ%%%tl@%l E&‘n P%d%tBHﬁqqqréd 353'52‘1@2@ %be adhe3|ons the
corspesitioo C@dpm%m@@séﬂa‘rapﬂutnaalpoemmlwe @molgy agfea ffocan sBkcted to

innib S HoPSS, Findtibh, A, € ot fepl el ot TGt one
thesapleuticatiy effectivs pmlhsflbmus 88hesidre agemthonminprﬁsnaguat deastodne of a
| th
cerbisRalines el altnieaiat Winr £ visee oA 1P 2 pRriiife. =
strapiolamasen st TEFaB, ﬁ‘a BRIP-Zhe rapahgdnpt Wcﬁmﬁeoﬁ glirichBine, a
erein the a m ni st er ed
caRi it APTGHCNe: A £ SER0hd D STeE: a5 Base. o derand&ro, a
sudethic 4cid3& coleyenetd ethre, aanuew@anofjn‘@ﬂ@téfsalcﬁf&ne a lamda-
wherein the aninmal is a human bei ng

carfggeRgibe @ dAE-EHIRIEENAT 0F JHHFQXQ{EGOQM'C%J"P%| Bi tstachyose, a
chdridRYif Sul R e‘s bp BSefluridfhids; GBS i1dd<P Bné %ﬁﬁ%%&fﬂﬁcéﬂy acceptable
t her apeutically effective amount of a fucan sel ecte
exaipient; eaTigNi r diljenk i br ous adhesi on, and a
therapeutically effective anobunt of at |east one
therapeutically effective anti-fibrous adhesi on agent
91.c onfprihermaceittichle ggmposition fcoafigured dn- iphibitatibrays sagiesions, the

cor@ﬁé}s%g)r oSy éﬁélh?hylﬂﬁtr{a}? LRIE%@/’CS ctlve g Am C?%rgteofl a hflugaq selected fo

lnhlbetthecflbd}usaadmort, rarnindi)dhérepelﬂnaaneﬁecjagmmmnt af at Ieast one
ti cvt oki ne

thePA gp%ﬂg &tl\‘?‘l &0 ﬁfl?ﬁe%s ?8’? siqq tagerpta %Prle{rég aéde%%r:one anti-
neopiﬂutlbletgent amddatxieastnorssup Mrmmeut&aa@eeeq&emareXCMt agarrier or

. eflst one pharmaceutically, acceptable excipient,

rier or diluent. 75 WO 2004/ 105737
PCT/ CA2004/ 000800 90. A pharmaceuti cal conposi tion
red to ln i bit fjbrous adhesions,
co?ﬁﬁs ar@ﬁcee}we PATRESIHPT AeFaledit w@swq"ytf@rarabmqp@sﬂc agent

corﬁm;é@tatortea@t biis D FEhRGIERTH B8entl BRI MitmdtBSolfié, 05 Cmb%nucleotude
adhesi on, and a therapeutically effective anpunt of at

redpigiase infHiitor Revipexie ianibiolic.c fa@npy @ \inma alkpipics e a protease
inhfgesi on agent conprising at |east one of a

def eroxam ne nesylate, a sinvastatin, a retinoic acid,

a heparin, a pentoxifylline, a streptokinase, a

93. TG—F Eherrﬁaa—ed\/%alzcoﬁpBﬁﬁWc%ﬁ%w@dttSt %ﬂfﬁ}{cﬁﬂ)r{lﬁs &hesions, the
ocyc ril, a Jdoxycycline, an

Commalta}mr compasiog et tmamutibaltyeeﬁectidexamomﬁ,-ofaa dazam selected to

inhi-BKQhe Fibrous adhesion, and a therapeutically effective amount of at least one

therapeutically effective anti-fibrous adhesion agent comprising at least one a

busulfan, a cyclophosphamide, a estramustine, a cisplatin, a dacarbazine, an

hydroxyurea, a mitotane, a docetaxel, a vinblastine sulfate, or a MG132, and at least

one pharmaceutically acceptable excipient, carrier or diluent.
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succinic acid, a collagen, a starch, a quercetin
di hydrate, a caffeine, a | anda- carrageenan, an
WO oa0aAeHEBT ageenan, a hydroxypropyl cel | ul ose, aPCT/CA2004/000800
stachyose, a chondroitin sulfate A or a |eflunom de,
and at |east one pharnmaceutically acceptable
04. exkighaemacewtmal icompositidi | apefigured1to mhiitifafibrges yadhegions. the

compﬂgp OI}S: Ighig@g?lﬁg %ﬂg&éggutkgl r?) @ﬁ‘é?h}e 5 inBLRYSE ?dihu%éh Qfected to

rnsi erap eutl ca
inhitgt§ fhecRbrugs adbesion (ﬂnchafthmapemmaéwﬁé‘dcilv@ amnumiboft aft lgast one

teraplieiNoegvp ALt T cPHENER et EpprEhacH| o one ant-

inflaBfihatofyl &jeptsarat! Be ash org hameamepticaliy rapcaptableaexcimen, carrier
anti- neoplastic agent, and at |east one

f-maceuti cal | y acceptabl e excipient, carrier or
di luent. 92. The pharmaceutical conposition of claim

o5, o 04 FOREMBHARAnPRTPSTIRG i S naF e S8 Pbarmgtor

QP8 O kRt oh&HAI@SR-2 iRhibRb @rfen@mal, Bh@kicam, an acetyl
ageélﬂntl biotic, a tgxane a vinca al kaloid, or a pr ot ease

acid defivaiivep B SEECYIIA asisaderivative, 08 AICORISRBISEIE i on confi gur ed
to inhibit fibrous adhesions, the conposition
conprising a therapeutically effective anount of
96. fu@apharma@eumlt@mpqaﬁlqm eonfigered o dmblbélb&qsoﬁdhwsa the

t her.a ted t
compog{i 8ﬁ pcr%Hgi 1{!1% :elhytgall nt I - PV%r ﬁunggﬁ:i |flger%%asef\al?1(t; ed fo
inhiloio i filstong aiiheb.asandraettaramugmlwaeﬁecave amount of at least one

theraé%tléto E;gsﬁgecg]\é éi%%%g'bﬂe%?‘%‘of C nebﬁélh%o étglteast one a

nim@sideb! éStmét&ofewanai eacidyr s Hicbihacand ane¢lefagamat§anesodlum

pharmaceuti cally acce tabI e .excipien r
mofRAERR. & A8 i FD0%, RRRPS PR POl attod diusinal, a
betfRahaB&R!td GableSEHITRS)SA tde&émemfsomlr@dat@rhsdmebad:etate and at

fibrous adhesions, the i, tion co?ﬁrl Stl ng a
lea?ett@é‘ﬁa?ﬁéﬁf‘?%lt‘W"ye‘?qC@E'iaM?eeX& ,tcaé@eraor HEN- sel ect ed

to inhibit the fibrous adhesion, and a

therapeutically effective ampunt of at |egst one . ‘
97.t hé¥ dpelmaceaicyl epmeesiiicne canigued BPdUQ'bgdﬂggﬁ‘%r?dQS%‘ﬂ?s the
fo'nsbcﬂﬂ ﬁélng#]%aﬁ{er%h@éﬁy' effddiil/b AMBUMAr oF aFacdn sél@dted to

eas armaceut 1 cal'l y acceptabl e exci pi en
mhlbarthe énbrousr acdhqwmandta thegapeutipallyphifeative amowy of at 'least one

thepagmgaﬁée{llg ecﬁ%c@ve %hﬁlﬁp?eo%é JUpgEish rhgreh? céﬁ’lghsmﬁfelt %ﬁ'@td%YSDF 1

rses ast one of bi t or,
inhibitora aad ef least and pharmageuticatiy gd:ceptable excipient, carrier or dlluent

or di

98. The pharmaceutical composition of claim 97 wherein the SDF-1 inhibitor
comprises at least one of an anti-SDF-1 antisense oligonucleotides (ASO), an anti-
SDF-1 small molecule RNA, an anti-SDF-1 siRNA, an anti-SDF-1 ribozyme, a small
molecule inhibitor of SDF-1, an anti-SDF-1 aptamer, an anti-SDF-1 antibody or an
anti-hSDF-1/PBSF. '
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acid derivative, a salicylic acid derivative, or a
corticosteroid. 96. A pharnmaceutical conposition
wa@eokilgirsed to inhibit fibrous adhesi ons, the PCT/CA2004/000800
conposition conprising a therapeutically effective
amount of a fucan selected to inhibit the fibrous
99. adhegsHzomaceutitab comppsifieutdoptigurgd o nbibity Bbraks aahesiongy the
| east one .t.hera i cal [ the L - t
compiE ARG £ iipo iy, BlipdLk, ARodRbr bl bR Sclected to
inhibit e Cibebes adhesiagi ahd a therapeitsaliy effactivecaopenaefaatdeast one

sodi.u nohydr at. at i i aci n
ot BREGIAL Blfyts' SPRYT Hapft SRR Teafitone o
dext?arbb'@ﬁﬁétlﬁj dr, SPF-deixpibkdh ascisgatinra doceiakéls aneetamethasene, a

at east one

and har magceut i cal | epk ab
TIMB:&:i Bi éﬁ}(tf‘ro@wq’eﬁﬁgr adi B'%(ﬁ{f)'. 'n9f¥|pﬁ%g%aé’naécn§uﬁtcéﬁaSt one
phahiBR06Ed Iy (Rcsmable@xERRnt, @alridhiobdiiudritbr ous adhesi ons,

the conposition conprising a therapeutically

effective anmount of a fucan selected to inhibit the

100 ! ‘?ﬁé’{dﬁa?ﬁ’éb%%h@él cortpdsifioh BEARPERE bEdhins 8d-68 alhievetn the fucan
anount of at |east one therapeutically effective

is fuspidanf i br ous adhesi on agent conprising at |east one
SDF-1 inhibitor, and at |east one pharmaceutically
accept abl e excipient, carrier or diluent. 98  The .

101phahesrenmacelticabspoppsiiieon obfanyers ©f TleifedLPR fohyse in the

SDFE-.1 i nhi hbi t. ' N - f
marljfeciig gt AreliBhmeRORP L AR AAebES RIS, 7 anti -
SDF-1 small nolecule RNA, an anti-SDF-1 si RNA, an
ti -9 - ib | | . Lo
o 0 Pl e ST B htoms
assOtia@d wiltd fibds- AdHEBHA. in7a MBn20 patieos Z®Mmprising combining a
PCT/ CA2004/ Q00800 99, A_ph f] . i
o oo HSR R o RS el Bk Hnoun o
at |ESHTRPRI dfictﬁél tl?&ﬁpéthtﬁ:bmgclaﬁedtibé ragpatst d,f?ig! onecdf daitrisy@9-99 other
anount of a fucan ' ct to inhibit the- fibrous,
thaadHEaRah, SURIth PrBRpel AL BRI Ve R Loty
acclggﬁgfe_ Siiedtphaneutical Iy effective anti-fibrous

esi on agent conprising at |east one a dextran
sul phate, an SDF-1 inhibitor, a cisplatin, a

10%‘;3?%?8{#& 8@’(@%@5{1 P%ﬁlo&?e ofa nbhMidreus adREdmeaies¥sd 6 non-

a chondroltim s ate A, and at |east one ,
fibrpimratibesioni cenditjoradt et @pinealexemprishg, idegfifyingr they non-fibrous
di | e 08 cdidicRh EE&R%" | GRIRRFASUAB 2RENBRY the non-
adt}?ﬁbolﬁo@g%?s;% %%C%’gm@ 5 Ier el éﬂt I%éétf ucan iﬁsel f uggi rglan. .
fibrd0d. adhbsiop kiisemse aart ¢ardlitionpaglesting ahleast ang @né-fisrous adhesion

agq(}rll‘gg :‘a@ rpgﬁ‘?l%%ge&%r @Zﬁe‘n gxni‘éﬁ? i a[t) ﬁggés{f gr‘fd% &i\?\gﬁ;c&ltical composition
comprising a therapeutic amount of the at least one therapeutic agent for the non-

fibrous adhesion disease or condition and a therapeutic amount of the at least one

anti-fibrous adhesion agent.

104. The method of claim 103 wherein the condition is at least one of surgery or
mechanical injury.
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102. A nethod of manufacturing a nedicanment able to
reduce synptons associated with a fibrous adhesion in
wa@20mresT3pat i ent, conprising conbining a PCT/CA2004/000800

phar maceutically effective anount of fucoidan, a

t herapeutically effective amount of at |east one of
108 helhen@etpsuefi daim 0% wheiein the digeanssisett leasy opaefsancer, PID,

rad |8h @Bg&rgg R BscSr S dEH@%hg%@ﬁlc%%ﬂth& & B[¥eBLd of the

rous’ adhesi ceut
Gl &@Qiept abl e exci pient or buffer 103. A net hod of
treating at | east one of a non-fibrous adhesion
di sease or non- fibrous adhesion condition in an
106G ni el methodmf iagy wge iofl elatms 03405 Mdreresm iHa &irleast one anti-fibrous

adrfe%era%[ﬁ 9%f*°’l§ se o;ug%ﬁmditi on, selecting at |east one

the non- fibrous adhesion
di sease or condltlon sel ecting at |east one

o 20 53 R Do DB SR Ao 2

adrespragen g afucbleapeut i ¢ anount of the at |east one
t herapeutic agent for the non- fibrous adhesion

di sease or condition and a therapeutic anount of the

108t THRASEtHIADT adlohe lof BIaRNS 168LHEE WPRIGI B at 1484 onE'é%tu-ﬂbrous
nmet hod of claim 103 wherein the condition is at |east

adhgsionofagent geanyprises fbcleasti cae iohj api-hSPE-1APBSF  antibody and
betglglgﬂ{alagﬁ %ﬁoﬁo@gﬁl%@@géﬁoggﬁ% sutdes, e ﬁﬁro'ﬁ'ﬁ}chwogn?f'l'lMP 2.

claim 103 wherein the disease is at |east on
cancer, PID, radiation exposure arthritis,

1099S WHe@%bﬁrodsdf' 9@ Sée ofrglgh%a %f gﬁﬁ%e&ﬂn ¥ atd g%tﬁ)g\?ﬁrlﬁer%eutic

trac Ghe  of
ageImBDrltbe nahdibedus adhesian disesmse omrmenddtmm cbinprigassat least one of an

' | se can. 107. The net hod of
a”tg‘%g@@%’?%?? %@E@%si?%gﬁn he at |east one
ant| -fibrous adhesion agent is a fucoidan. 108. The
od o one of .cl ai
ea © @ﬁ&'ogr# 2y °opF 8693'"&%&%%9@?1 Wg‘ﬁé‘?ﬁ' ﬁ&ﬁgeegggeﬂerapeutlc
agdnﬂsé@tthen@n@ﬁbr@mﬁ adrlidé% éhéé’c&‘écol frﬁttbﬁndﬁmh)écoﬁ!ﬂtmhses at IIefast one of a
asone n r0|t|n sul fate extran su
SDEFY TR an-GhtAIRg Aot 3 0bens BaR TP oy Sdiroxy-3-
Me&&lgﬂﬂté‘?ﬂ@oﬂﬁe&@&ay@ enBibitok, N@efoid, e%ﬁﬁ.trﬂambbh?r %ﬁé@é@lant

ent for the non-fibrous adhesion di sease
P'a%fgﬁl&g?n 8RR £V igkige gnalrixJgetaieprotsinass |nh|b|tor tetracycline, ACE

mhn@ﬁéﬂ -d Hcﬁ‘rw %&trﬁﬁ%ﬂgaﬁ‘%c@ﬁn@ﬁ&ﬂ E@I%gllefi}g%bémlﬁg@g&?]hydrate,

e net hod ny “one of cl al
lefllﬂrﬁgnlge, .|rygg:txy@r@@ylpﬁlg4lqggemta@1yose chondroitin sulfate A, alkylating

agent, antimetabolite, ribonucleotide reductase inhibitor, cytotoxic antibiotic, taxane,
vinca alkoloid, protease inhibitor, COX-2 inhibitor, fenamate, oxicam, acetyl acid

derivative, salicylic acid derivative, or a corticosteroid.
111.  The method of any one of claims 103-107 wherein the at least one therapeutic

agent for the non-fibrous adhesion disease or condition and the therapeutic amount

of the at least one anti-fibrous adhesion agent are in at least two different
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agent for the non-fibrous adhesion di sease or
condition conprises at |east one of a SDF-1
WO ndhdi7eT , i ron-chel ati ng agent, a triene nacpol/Cd2004/000800
anti biotic, 3-Hydroxy-3- Methylgluteryl-CoA reductase
inhibitor, retinoid, antithronbotic, anticoagul ant,
compasiiingoged thetmethodr furtbet ckimpeisesrsdniiristering the compositions
I:gart'ﬂ inhibitor, tetracycline, ACE
SUSPR ?%ﬂllfmn%tghé@%&onyci n, dextran sugar, succinic acid,

col I agen, quercetin dihydrate, |eflunom de,

18 R b SACER) SRR R e (4 men

beingduct ase i nhi bitor, cytotoxic antibiotic, taxane,
vinca al kol oi d, protease inhibitor, COX-2 inhibitor,
fenamat e, oxi cam acetyl acid derivative, salicylic

113aCiAl pRgimaceutios compositien b@rﬁﬂg@ﬁéoerooﬂ'r@bt altldbst dhe oﬂamadibrous
of . any. one of cl agﬂ 103-1Q F@l n the at | east on

act@soRaJsaese: O ARG ENESHBIRNAPBUS ST and 1o nhiit

fibrelii BaBEsIGHs, 98 @binbBsIticH BorhPasihd & B RipelfcafHREtived Bmount of
the at | east one anti-fibrous adhesion agent are in at

at leggls pne \the@peviis agent fpy the nondibrays; adhesion disease or condition
sele?cgd AR/ tﬂ@Wm@@é"ﬁ@ﬁé&b@%&%@ oo tHurshiRhically

nprlses adnlnlsterlng he COﬂpOSItIOﬂS

effesmb@taamurmqf@t deanlongrandidirgus @qlzesum@gwﬁ_t srterted tayinphibit the
n .
rBOF e ot A Madod BRUFlRob T B Blahs SR oo o

mh@nbat at least one of a non-fibrous adhesion disease
or non-fibrous adhesion condition in an aninmal, and to
inhibit fibrous adhesions, the conposition conprising
114a tTher apaemmaaeatid:ey cm?ripmsttlbneofadamtﬂﬁf whereirl eampositien is in a
d%per ﬁ tug(%gg qr themnon QébrOUﬁ%adhesign dLsePs§ l
P B RIPTID ML SPRRYRRY AT, RFICh. SR, ICTq5sPERE: implant, ge
spraylhigaidoor inktélatese or condition, a therapeutically
ef fective anount of at |east one anti-fibrous adhesion
agent selected to inhibit the fibrous adhesion, and

115t TrRAfharfiRe i EBAPUSItGRIF XIaAa CEIE AhbRitiE B RBES one anti-
carrier or diluent. 114. The pharmaceuti cal

f'“@%ﬁ%ﬁsﬂ‘?%%%\‘t Cemg[ishs1a BicARer ei n conposition is in a
pol ymeric dosage formconprising a film pat ch, paste,
m crosphere, inplant, gel, spray, |iquid

116. nskhe Pharmaceytival qeepesiannefcevene af cl@mm tq 1 tor use in the
maﬁuf%btmréljo? PRI flathdnP §ordlred 5’( %’é@t ?HEIQF 4 hBR%Rous adhesion

hesi on agent conpri ses a
dlsmmﬂbr@a‘a admmmndﬁmrbanchfwmblbmg elféxrcpms adi®stam in an

anlﬂ%ﬁ for use in the

117. A method of manufacturing a medicament able to reduce symptoms
associated at least one of a non-fibrous adhesion disease or non-fibrous adhesion
condition, and also inhibit symptoms associated with a fibrous adhesion, in a human
patient, comprising combining in a single composition a therapeutically effective
amount of at least one therapeutic agent for the non-fibrous adhesion disease or

condition selected to treat the non-fibrous adhesion disease or condition, a
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manuf acture of a nedi canent for treating at |east one

of a non-fibrous adhesion disease or non-fibrous
w@ddeddsra7 condi tion and for inhibiting a fibroPGT/CA2004/000800

adhesion in an animal. 117. A nmethod of manufacturing

a medi canent able to reduce synptons associated at
therameadicalyneffestive amennt phalolgastaerireantbibraps agdBesien agent selected
non. f i br q . e q s b it
to. TR e ALDUSCARRLRR, RN St gt R pRacklitehl acooptable
excipientcarrigabr difient.conpri si ng conbining in a single
conposition a therapeutically effective anount of at
| east one therapeutic agent for the non-fibrous
118 adAanéthnd df swbiitingoa fibrous didbésion sedreaniothl tomprigag seleeting an

n-fi.brous.adhesion. di se r..conditi . "

o005 4BE L et §55880 P R oy SRposion
comgfiéiagta W?bramgi@hllwéﬁétﬁi_vg_@ﬁab%rﬁn?‘_ %net agdnit hﬁ wsita@hep%aum of

agent _sel ect . to inhibit the fijbrous es| on.
navigd The 4508 eGRanHReER baidophasliBh fa EroLEs) faRR et teast
aboGRI0% &F fiBFoudiddrnesibn. rdidfre 16 HyaIURGc atidifirhiviithoungnyaanti-fibrous

fi brous adhesion in an ani mal conprising selecting an
adh@gi@mBgeR- i nhi bit the fibrous adhesi on and

adm ni stering a pharmaceutical conposition conprising

a therapeutically effective amount of the a%_ent to a . .
119si Tee Juetped b glaih 118awheEein e £PMPOsiEohEhe] igHred to inhibit at

. N . . t i
laqf'aB06 Ok U 1ERE Siep Pf SRUFEN LRILRHIC &id I Wihoany ant
fibrauszddinesion@geol.d fil m wi t hout any anti-fibrous

adhesi on agent. 119. The nethod of claim 118, wherein
the composition. is configured to inhibit at |east
120abdtt 988odf off claino Uld SBawhersiro the ebaposidon ds ropafiguredite inhibit

Ci ilmwthout any anti- fibrous adhesi on agent.
Sw%@ﬁ%'&@&ﬂ%‘f%ﬁ%ﬁ'o& aim 118 wherein the conposition
is configured to inhibit substantially all fibrous
adhesi on 21. The t.hod ne.of clainms.118- ,
1215 d P8 ROPAd SLambASs BT JARES hiiT o umetpif InepethiBsuohrsedibtises
afueBhhod of any one of clains 118-120 wherein the

conmposition conprises a fuciodan. 123. The net hod of
any one of clainms 118-122 wherein the conposition

122C Okl Agthod %‘Fah?éhé bf albpas 12441268\ WhRAsiVBRLEdrhSedition comprises
fc:_orép05| tion contfigured to inhibit a fibrous adhesion
a Tucieoan-

123. The method of any one of claims 118-122 wherein the composition comprises
an instillate.

124. A pharmaceutical composition configured to inhibit a fibrous adhesion in an
animal comprising a selected anti-fibrous adhesion agent, wherein the composition is
configured to inhibit at least about 90% of fibrous adhesion relative to hyaluronic acid

film without any anti-fibrous adhesion agent.
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ani mal conprising a selected anti-fibrous adhesion
agent, wherein the conposition is configured to
wO0 ndohoiz3at | east about 90% of fi brous adhesi oRCT/CA2004/000800
relative to hyaluronic acid filmw thout any
anti-fi brous si on a ent. 81 WO 2004/ 1Q57
12%@@@@%%@@ COpgsi ‘?HeOfpﬂﬁV‘?Té@éul"‘ereé n tgﬁpwnqsgwn s

corﬁf;ur%'datb Mhlsitat BHR B0t 09 dof HBRRESI ddheSioh Selath@ Mol )alLR6hic acid
to inhibit at | east about 99% of fi brous adhesi on

filmpwdthut aey arfi-flraLs papeRiommagent. fi| m wi t hout any
anti-fibrous adhesi on agent. 126. The pharnmaceuti cal
conposition of any one of clainms 124 wherein the
12%0%@@&@@%@“@%@@@@%@& ®fiami ene efulsiaimant 124 (whesein the
Wl osition
corgpotihie BOERHR]to Mt 30PSaRiet BB BBl e BBRE 0! 1 on
conprises a fucan. 128. The pharmaceutical conposition
f [ el [
1275 T elrgou el cRpbit < TG B fips G228 Wh&tbin the
conomoyiies donmrises adngarone of cl ai ns 124- 128 wherein the
conmposition conprises an instillate. 130. A kit
conprising a vessel containing a conposition according
128 0 Wplﬁa‘rma@éutldall abmpoBified &F, anl/1éhel b6 claik2el 12391 28nwherein the
risi nq i.nstructions for pharmaceutical use
corgy?ostltwé\ctp &P ATUGOFH i nhi bit fibrous adhesions. 131.
The kit of claim 130 wherein the |label is an FDA
approved | abel, 132. The kit of claim 130 or
' 12%2‘?@ Rharmaceutical Icompogition 4f FWneieyaf £@irps 1#6T1d?8awhefe'” the
comﬁﬁﬂdﬂﬁﬁprlség’%n indifatél t of any one of clainms 130-132
wherein the | abel further conprises instructions for
phar maceuti cal use of the conposition to treat at

136'6%?0tbr i Lfgfs @hg%ssé'%g&ﬁng@%a&n%ﬁé&%% to any one of

non si on con
claims 89-101, 113-116, 124-129 and a label comprising instructions for

pharmaceutical use of the composition to inhibit fibrous adhesions.
131. The kit of claim 130 wherein the label is an FDA approved label.

132. The kit of claim 130 or 131 wherein the vessel is a vial configured to hold an
instillate.

133. The kit of any one of claims 130-132 wherein the label further comprises

instructions for pharmaceutical use of the composition to treat at least one of a non-

fibrous adhesion disease or non-fibrous adhesion condition.
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