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anastomoses in transplantation or aneurysm, or in veins post-injury or thrombosis, there is also

a pathological outward remodeling (or ballooning out) that occurs at sites of aneurysm that can
still occur despite surgical or endolumenal attempts to repair and stabilize these sites.
Stabilization/repair of aneurysm using endovascular devices such as stents or sleeves or other
endovascular devices and/or other local delivery methods such as adventitial wrapping can

also be performed together with local delivery/elution of drug to enhance stabilization of the
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Cells within the original atherosclerotic lesion or aneurysm as well as inflammatory

cells that have accumulated at the site of injury and stenting or grafting, as well as smooth
muscle cells within the media migrate, proliferate and/or secrete significant amounts of
extracellular matrix proteins and/or proteases. In an artery or vein, proliferation, migration and
extracellular matrix synthesis continue until the damaged endothelial layer is repaired, at
which time proliferation may slow within the intima. The newly formed tissue following

stenting is named neointima, intimal thickening or restenotic lesion, and usually results in



extracellular matrix proteins and/or proteases. In an
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aneurysm. It has been demonstrated that the implantation of stents as part of the standard

angioplasty procedure improves the acute results of percutaneous coronary revascularization,
but in-stent restenosis, as well as stenosis proximal and distal to the stent and the
inaccessibility of the lesion site for surgical revasculation limits the long-term success of using
stents. The absolute number of in-stent restenotic lesions is increasing with the increasing
number of stenting procedures, with the complexity of culprit lesion stented as well as with

stenting of ever-smaller sized arteries. Neointima proliferation/growth occurs principally
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may be stented or repaired with devices containing elements of both stents and grafts via

endovascular techniques.

Ascomycin derivatives have anti-inflammatory and/or immunosuppressant propetties
and may be used e.g. for immunosuppression or in the treatment of inflammatory skin

diseases.
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opening up a stenotic vessel to allow nore blood to
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The invention particularly concerns drug delivery devices or systems comprising:

a) a medical device, e.g. a catheter-based delivery device or an intraluminal device, especially
a coated stent or stent-graft, adapted for local application or administration in hollow
tubes; and, in conjunction therewith,

b) a therapeutic dosage of an anti-inflammatory ascomycin derivative, optionally together
with a therapeutic dosage of one or more other active ingredients, preferably each being
affixed to the medical device in a way allowing drug release;

hereinafter briefly named “the device of the invention”.
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An "anti-inflammatory ascomycin derivative" is defined herein as being an ascomycin
derivative that exhibits pronounced anti-inflammatory activity in e.g. animal models of allergic
contact dermatitis but has only low potency in suppressing systemic immune response, namely,
which has a minimum effective dose (MED) of up to a concentration of about 0.04 % w/v in
the murine model of allergic contact dermatitis upon topical administration, while its potency
is at least 10 times lower than for tacrolimus (MED 14 mg/kg) in the rat model of allogeneic
kidney transplantation upon oral administration (Meingassner, J.G. et al., Br. J. Dermatol. 137
[1997] 568-579; Stuetz, A. Seminars in Cutaneous Medicine and Surgery 20 [2001] 233-241).

Such compounds are preferably lipophilic.
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anti-inflamuatory asconycin derivative

- { IRGZASHY2S- erﬂ&mm},ws ERR.48E, 21%2%%%%%8&7%&7@@1-
1 lgs‘ﬁ%abl ?%Zfﬁ%g rm Su' (gxbyﬁ%l netxlyi) e %%ﬁf%S,ZS-dlmethoxy-

offbs-33B)diene-
(et T

2,31 yl6-eetradpne (Exaniite 8 IRERRG26887),
heégm%gtfe?ﬁ%g%ggﬁ%@lo?@% 17S %95, 20S}-9-ethyl -6
- 33D L AR a ey QRS rgul]- 15 oyerof
([IB(R,IRACTIRYS, IEH1IR, 043, 1TR ABB; 21, BB S2URZS5S, 2 AR }-d31h&-(4-chloro-
-mg%&%gﬂgbg(dy&)? ngpé%yhlylg@']z-!:l)7se?9?37l)4 dlﬂ 8}'{}51—% tz? dimethoxy-
138 zjézgf’%é@# gé ﬁm%ﬁ‘ 44a3)alnc}é’18 (3481 B{Ro18EadkS R3%- 2

2,310, f6-ehtfaphks, oxy 12- [2 (4- hydr oxy- 3- met hoxycycl ohexyl ) -1
-rrethlw 1-23, 25-di ,met hox

(Ex@me 664 o p ﬂ%?ﬁ%)&eh%smaflel refeirel (a8 Dimscrafipys (D) Hidsl).
1 Poa{'t c‘u?zzrl]y prg SN0y p?m%@roﬂ{n%lg 8t is in free form unless specified otherwise

herein.

The anti-inflammatory ascomycin derivatives may be prepared and administered in
conventional manner.
The structure of the active ingredients identified by code numbers, generic or trade

names may be taken from the standard compendium “The Merck Index” or from computer

databases, e.g. Patents International (e.g. IMS World Publications). The corresponding content
thereof is hereby incorporated by reference. Any person skilled in the art is fully enabled to

identify the active ingredients and, based on these references, likewise enabled to manufacture



2,3,10, 16-tetraone (Exanple 8 in EP 626385),
hereinafter referred to as "5, 6-dehydroasconycin"”; and
W0 2®3/0ep37hl or 0- 33- desoxyascomyci n (ASM 981), PCEEP2003/012737
{[TE- (1R 3R, 4S)] 1R, 9S, 12S, 13R, 14S, 17R, 18E,
21S, 23S, 24R, 25S, 27R} - 12-[ 2- (4- chl or o-
3- met hoxycycl ohexyl ) - 1- met hyt&i nyl - 17- et hyl - 1, 14-di hy
dr oxy- 23, 25-di net hoxy- 13,19, 21, 27-tetranet hyl -1
and tespihe phasmacauticah indicatichsand p2oBrtiesdn 4tadidrd c¢saameels, both in vitro and
. B8-ene- 2,3,10, 16-tetraone, (Exanple 66a in EP 427680);
MVi¥ ei nafter referred to as pi mecrol i mus (1 NN)
(ElidelR). Particularly preferred is pinecrolinus; it
is in free formunl ess specified otherwi se herein.
Thdhganii-infifthmatont acymysio degivativesianay banppliiesl asale side active
. .epared gnd adm ni stered in, conventiognal manner. The
ingrBfiFt 3 Fast WA Skt e e PR GEIcabestivP Saus, o g oueh
- j r t ]
o e b o & SR D AR TR A Tt S, suchas
e.glatapbmyemn, .g. sjroliAatsemegerblimas;nat i onal (e.g. I M5 World

i catjions). The spondi ng content thereof is
'anﬁgﬁ'lé'fﬁ?e?tﬂﬁ?ﬁ & JzSéaference. Any person skill ed

- and i ' I ‘Oiadn%%" -he. acti
an?tﬁzﬁaggi 12%%12}1%%6‘5?' L‘%%%’:egg% N E‘E;t(ij%ﬁei’see'g'r e er%(%%:éééa’ ?? k&g\%{\%{rggthasone or
prednmbheed t o manuf act ure WD 2004/ 045578

I\r EP2003/ 912737 -8.and test t hed?g,ha,r maceutical )

-2 e 818 & RECIANRYSERASH MBS, & & ade@Kdatndituien . grsalsraxib, rofecoxib,
etofebAb 0P viiEdRnd in vivo. The anti-inflammatory

ascomyci n derivatives may be applied as the sole

- an ati-thrembotigoremitiectagalant apget; &gy hephtih ofth MbAHS int@bicorot her

har ol ,ogi cally actjve a?ent ,...0. with: - an i )

-an E@%ﬁg"é{ﬁ% agd1h 8- AgBisrotulule stabilizing o destahilizipg egent, including but
not{iRRSFroTRAbAYY. tao1, Al BF doc%'f.‘&?l; as €.49. a

rapanycin, e.g.” sirdfinus or everolfnmus; - an
- vineDakaleidspe.gr viabjlastire] especiglly ViddQdie sulfaepviferistine, especially
cantj-i n&l ammatory agent, e.g. a steroid, e.g. a
vinetine sydete agd yinogelpinejex amret hasone or  predni sone; - a
: : 1a5€.. knhi bi t or o COX- 2 .
dlS\léI ﬂﬁ] % c|>ltld;ers f%r g.ﬁtétﬁﬂ@{ee? Ay g@t@\?ﬂ%l?fg #]:gegéoo% «{')Q e'po&‘nl%ne B or a)éenvatlve

eCcoxXil

thereof;

- staurosporin and related small molecules, e.g. UCN-01, BAY 43-9006, Bryostatin 1,
Perifosine, Limofosine, midostaurin, RO318220, RO320432, GO 6976, Isis 3521,
LY333531,LY379196, SU5416, SU6668 or AG1296;

- a compound or antibody which inhibits the PDGF receptor tyrosine kinase or a compound
which binds to PDGF or reduces expression of the PDGF receptor, e.g. STI571, CT52923,
RP-1776, GFB-111 or a pyrrolo[3,4-c]-beta-carboline-dione;

- compounds affecting GRB2, e.g. IMC-C225;

- statins, e.g. having HMG-CoA reductase inhibiting activity, e.g. fluvastatin, lovastatin,
simvastatin, pravastatin, atorvastatin, cerivastatin, pitavastatin, rosuvastatin or nivastatin;

- a compound, protein, growth factor or compound stimulating growth factor production that

will enbance endothelial re-growth of the luminal endothelium, e.g. FGF, IGF, a matrix



etoricoxib or valdecoxib; - an anti-thronbotic or

anti-coagul ant agent, e.g. heparin or a llb/llla
WO pivifoatses ; - an antiproliferative agent, e.g.PEI/EP2003/012737

m crot ubul e stabilizing or destabilizing agent,

including but not Iimted to taxanes, e.g. taxol,

pacl i taxel or docetaxel; - vifrca al kaI oids, e.g.

vi nbl astine, especially vinblastine sulfate,
metalleproteinaseinhibdiogcig bhtymistait,moarimistatdrevadé, 2GS 2723, RS 130830 or
Aéé? rel bine; - discodernolides or epothilones or a

ative thereof, e. g epothilone B or a derivative
O e A SR RIS ELE R IR (TP AP R or STAT;
- anlisosofbodd coappawndpest aur i n R0318220 R0320432, GO 6976,
k\%s 315‘1%11) LY333531, LY379196, SU5416, SU6668 or
5§ 1tor. compound or anti body which inhibits the

b e e D R 52 AT AR fh P dclivery ofan

antlrmﬂmpmatory ﬂscgmy&'ﬁ]déﬁizati\@'%@m withRftleab¥ dife othértphhiracologically

.a rrol o[ 3, 4-c -Q car bol i ne-di one; - conpounds

acu‘é‘?f%é"lergg EREt agC @ft O\&225; - statins, e.g. having

HMG- CoA reduct ase i nh| biting activity, e.g.

fluvastatin, lovastatin, sinvastatin, pravastatin,

at diuvthet, dd inyentiohicoasdnad 4 methpid ef\tecitaien tof inflamtastody i n

or_ nivastatin; - a conppound, protein, growmh factor or

complicationsfolloying %&SFNQYQ‘PJBW,ﬁu‘fth%sthF producti on t hat

- p\Pé\Jgh?]EéPﬁP&ﬁing gqg&@%ghﬁ%a@?atgﬁg&‘ﬁ Jr?ﬁugotb\bli\%ﬁtf #B&%g]}ig&ranon and

df@ﬂtﬁﬁ’ﬂ 00 @héllry s expafisioR irthé I AilRk dtSfcriedfiddxtPicellular matrix
e.g. batimstat, marimstat, trocade, OGS 27023, RS

degomtagionand xgsian in hollowréithes sudy as(artesies amnveiefoni itcreased

iRy ot B, i ere3Pea oG Prguferation aw dspiegsed apoptosis,or
idéreasedfiiNrixOdepositfon B Ydegl fration, & inerdasel ﬁoﬁﬁvmnbﬁ%}nal

adm nistration or delivery of an anti-inflammtory
ramodeling (andurysundilation) feflawing device placementin aomemotahér need

tﬁeg?a(ifi‘tga%q%r?é% : CS:aylSle%’llC grc tp{'e\fgral?lgel cal agmgmstrahon o?’ a therapeutlcally

effective amount of an anti-inflammatory ascomycin derivative, e.g. following device

placement;

- ftreating intimal thickening or aneurysm expansion in vessel walls in a mammal in need
thereof, comprising controlled delivery from a catheter-based or intraluminal medical
device of a therapeutically effective amount of an anti-inflammatory ascomycin derivative,
optionally together with one or more other active ingredients, e.g. as disclosed above;
preferably in conjunction with a medical device as defined under a) above;

- stabilising atherosclerotic plaques or stabilising sites of aneurysm, or stabilising or
reducing aneurysm dilation at the site of aneurysm e.g. in the aorta or other vessels
following device placement in a mammal in need thereof, comprising systemic or,
preferably, local administration of a therapeutically effective amount of an

anti-inflammatory ascomycin derivative,



Further, the invention concerns a nethod of treatnent

of inflammatory conplications follow ng vascul ar
WO ppouyss7such as for: - preventing or treati ngQPUEHER2MDH012737

i nflammati on or snmooth nuscle cell proliferation and

m gration, or aneurysm expansion in hollow tubes, or

i ncreased extracel | ul ar matril®- degradation and

erosion in hollow tubes such as arteries or veins, or
optibmallydegatber witlf drmnoranare ptheehdtivienfigredientsj @g,as disclosed above;

i ncreased. cell proliferation or decreased apoptosis,
preftabyiin CoWYGHPT R P MGIALASIGEH SO IAREA) SUOHS- or

i ncreased positive, aneurysmal renodeling (aneurysm

dilation) foll ow ng device placenent in a manmal in

nedthe untenlyng comittiprbenefigalby sffetsdis o, stpaise Fabdnysis, e.g.

| ocal adm_ni stration of therapeutjically effective |
folloywpg revasrulagizating pr poove #HP Haseylay éfkinymatiop thrgumbosis;
unst@lﬁlg aﬂéﬁbﬁ AV G fa bR on PAAGSIRE; iséha%ﬁ‘l?e?tsi.l&'&n'q%ﬁfhnﬁlroke; and/or

thick@ning” or aneurysm expansion’ in vessel walls ih a
anewrgsmalptise. Peefdrablylthe aaf-inflanniatoryiasgpntyein déivadde is administered

delivery froma catheter-based or intralum nal nedical
fromy ggnts gr )épmaa $928ing pRRlicd 4o plents Qrrin coRjyBCtiORONih sterts.an

anti-inflammuatory asconycin derivative, optionally

together with one or nore other active ingredients,

e. QA dageaddfaht Drventiciian de upsdiogeditk ktenbsis 0FifesRAbddiOOr aneurysm

. wth a nedical device as defined under a) above; - )
dilatigryas 4 adyjungt tonegasswlarieation; by-pasa gu eafiing rroeasiuresperfgrmed in any
. _ i o . . .

vascRl E5kofion FRARNE Doy et doRlRPorbiien 88 Bt porinpgra arteres,

cerehnal hierivs, aurtacr aue sthet srterfabbil viNoBYlod&iong G RUaCAIBEbmidstenosis
mmal in_need thereof, conprising systemc or,

a nm
suchpsdp ghesgass of arkzial anagiemenses ip Axapenlansf togedure eagutism diptign and

O Rl R 0L R G o35Gl it

othep h¢drooretkdngplan@ b procadulrds, OO nEEnitd K &scalah iterdEhtions.
ingredients, e.g. as disclosed above; preferably in
conjunction with a nedi cal device as defined under a)
aba ' rlyi i neficially affected
'S Zl.%at.l{s %e%%gi:ﬁsﬁl %Pegﬁogﬁ@gétgc, a%g‘.’ e_gleas %q ng%e%ténenft'
r e VHSIoW Biitie? didafdardl physioloascalhaldw fibe @ikt hide finddtion of
i nflanmation; thronbosis; unstable angina; nyocardi al
trangpeftitect gasor liguidy prefesably p iquids andbmast preferabilydhioeth forrexample
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aneurysm and/or vascular inflammation.

"Together with" should be understood to apply to either temporal proximity, as with
e.g. more or less simultaneous administration, or to physical proximity, or both.

An anti-inflammatory ascomycin derivative is referred to hereinafter as "drug". The
other active ingredients which may be used together with the anti-inflammatory ascomycin
derivative, e.g. as disclosed above, are referred to hereinafter collectively as "adjunct”.

"Drug(s)" means drug or drug plus adjunct.

"Local" administration preferably takes place at or near the vascular lesions sites.
Local drug(s) administration may be e.g. by one or more of the following routes: via catheter

or other intravascular delivery system; intranasally; intrabronchially; interperitoneally; or via



fromstents or froma coating applied to stents, or in
conjunction with stents. A device of the invention can
wWheouses78 0 reduce stenosis or restenosi s or aPEUERRNI/ 012737
dilation as an adjunct to revascul ari zati on, by-pass
or grafting procedures perfornmed in any vascul ar
| ocation including coronary ddteries, carotid
arteries, renal arteries, peripheral arteries,
the easophage! Hollogr tubss, inclodd ciramlatenyysysteineressels; suchals bivod vessels
venous Jgg ti o to redh uce apastonjc stenosis, such, as

arteries Of yein Upen, Iyraphati pathaays cigeshive tragh éslugding alingentary
can&le%%‘@gagmcul H Y g%/r?ﬂgt)ag}}ss%ghﬁggs s 5’ déﬁ@e y{s{eli]n bee%ﬁdq@&&s body
cavitptubes) etd. drocal ddministrationt dretppli@ﬁlbh o@thetdrﬁg(s)idf&ﬂtlﬁédmentrated

procedures, g(gr congeni tal_ vascul ar interventions.

delivery of s dru eFIGYIIEEiRTYC Iovelp iy fagst figsugg neesitheryise obtainable

throt "Hol | ow tube" neans any
© %g?hg ogl cgﬁ%%w{ ow'tube that has the function of

t r Aviegns fod lbgalalrlm;s) applidatiotiiodl adrptnistakiab (deligerty) ﬁillh(ﬂ]ovﬁfﬂlﬂes can be

by pgyflgql);{eﬁ{éqer&% rfglllg%?fﬁl hfglg;%tqg@aa}gfpérgg%g@?@;g I1;he hollow tube. Local
dru%{%?&%(ﬁ)l?éxy ég‘(f:lg s%ath%#% g%%g?ie(ﬁ;}r]er& 9%18@50}:0&1’ Me?ﬁgﬁjﬁ%ﬁp%s gt Systems, or

intrdlemimatier mﬂwelimgmleﬂpeﬁ adapted €brt16€dl apSindacioRbr RirdXMistativn in hollow
as with e. nore or | ess sinultaneous

tubes. SPeh deviessios Aystasps inglugenpait atginopbelimited §o, signtsperaied stents,
end Hltnlmdl Q{e%mérﬁr affhS ﬁg&%ﬁleg c%g oﬁgcf 1le¥e%s | r%ﬂ%lgf?e” d et§1% or

erernarter- as rug er active

blolmglbﬂhndﬂurrbﬁal padtg bﬂ@lﬁéﬂ‘@ﬂo*msbﬁllaf dvicR] ddvemtitia MrElsOEMbolic
as di scl osed above, are

ascony cin derivative f%ln
deliyey ertielss: cslleseeinguehas & itgdpsededelivery, mizapal petches around the

L 8BTS e gt B g

extel/@is @Udht&ﬂedveﬁ lafd ﬂquiHee@s desérited|in Betledisn etod nﬁlfér%nhéhél@hrdlologv

% 0y nmore of the follow ng routes:
_fiﬂgélc[éf??ﬁdt ér4 ﬂ,slﬁpﬂ'?é\“ l[tﬂﬁﬁﬂ\]!@?f-)ll@,wddhgaretal

iU BB o o SR STER dnH OFTP, wen

discResep hedrreifrigl copordt refd¥6hdgde circul atory system
vessels, such as blood vessels (arteries or veins),

t i Syugdeliesnmay 9nﬁmmlly take @ﬂam@om th@logﬁsdel ofédhe vessel to the inside of

the \éa)r%%erl ;{?}&;rgoya\yg ?E.}gf § aalrt]eziplp 6{? {;ﬁq t&,lﬁ]ef({?g& s%e of an

arter§Hég &8in. body cavity tubes et c. Local adnmi ni stration
or application of the drug(s) af fords concentrated
deSystemic %hm@étr@hmmfgi(r@@ talkedsi pémemg cenivestienal vaeher, e.g. orally.

tatget tis not ot herw se
lgﬁlocompatsbli is meanf)hereln as a mate a? Whlckf] e?mts no or only minimal

negative tissue reaction, including e.g. thrombus formation and/or inflammation.

Delivery or application of the drug(s) can occur using e.g. stents or sleeves or sheathes.
An intraluminal stent composed of, or coated with, a polymer or other biocompatible material,
€.g. porous ceramic, e.g. nanoporous ceramic, into which the drug(s) has been impregnated or
incorporated can be used. Such stents can be biodegradable or can be made of metal or alloy,

e.g. Ni and Ti, or another stable substance when intented for permanent use. The drug(s) may



t hrough other adm nistration route. Means for | ocal
drug(s) application or admnistration (delivery) to
whodoko¥ssrgsibes can be by physical delivery of PEEEP2003/012737
drug(s) either internally or externally to the holl ow
tube. Local drug(s) delivery includes catheter-based
del i very devices, |ocal injedton devices or systens,
or intralumnal or indwelling devices adapted for
alsol tecamkrapyrd intoathe metad of thestent oit graft body which®has beén rhodi€isd to contain

. Such devj ces, or systens include, but are not be
IMIC{QROFas &F Cia%l,neét pisnal agdos gblypmentlcoatingRigx{smnal sleeve made of
- ] i p I e
Po Y s SRR i PERITESERNEDL B (AAEFAR o) cn
alsodve wstd for levatidelvecyul ar devi ces, adventitial wraps,
enmbolic delivery particles, cell targeting such as

af ME Feqampndeysed 8f ¢ tubular sirpeiire gkt inside the Bumen efipeduct or vessel

: . ube,
e e
nonsixpanded foranshd dre tHenlkegparfiled daasmbegly (s8lfegpimliOftet) or with the

, géﬁ. I nterventiopal Cardiology Mnitor 1 [1995] =
aid et spgond devegedpisiy, o & peathster-alougtpd angioplasty[batios) which is inflated

oS 1 ey G 5 AR i
assochitethwitlel it ovadbsongsonanite o te@iesbel ARI0ORDBEAN Sfledl¥rged lumen.

reference, Drug delivery may optionally take place
f r et KeatB\gagythe effecteddn genyientionad manger; fgi biespsdying éiaig onto the

T TN -
Sy Foe Bxdingslelthd i () hia be Ahcoffotted Intd oK SFixBi &C@e istnt in a number of

conventional manner, e.g. orally. "Bioconpatible" is
waypranchutilivapgany tiecompetiblermaterialpiiitimag be inicorporatedintoaya polymer or a

ponc Tl EPRIED b Sl A gl R AR Bone arog)
the piiphei@inhRAaldhay hepdpaed o a SolverR ety Enikt%feﬂdf s81v@ntseh&Apslied to the
or sl eeves or sheathes. An intralum nal stent

surfacs b decetiensy alse by dipzgoetingiibrush ceating andéor dip/spin keating, the solvent(s)

. hi tible terial ... e.0 porous.ce ] C, €.
i P B 5 i BB S8 g S s wher
the drap(s PRl Rdedfrom! iHeaiHoRssastAls 6P¢haRfels) 286IutioH ©f a PoBME may
can be bi odegradabl e or can be nmade of netal or "al'l oy

addigiogaliyNje apntiedras angyutlayrstioeenteetl stst dsug(ghisleass; elteinatively, the drug(s)

may Js5 i 8 DS ERBEE, s om PGt a5 s elfibhatifiow ppingorporated in
the dufllager} bievieB¥cda. OfheldiGg fifa§Blso BE affixdfilin RO thheial &b iRSstent and the

. been nodified to contain  mcropores or channels.
adjunetrie anbutgniyen, onvicemesal Thodmg(symey alsabe attadhed by @\cevalent bond,

de of. . . . . e
e.g. er:Ts‘%ers, amides or anhydrides, to the stent surface, involving chemical derivatization. The

drug(s) may also be incorporated into a biocompatible porous ceramic coating,

€.g. a nanoporous ceramic coating.

When drug is administered systemically, an adjunct may be administered either locally

as described above, or systemically as well.



pol ynmer or other bioconpatible materials, e.g. as

di scl osed above, that contain the drug(s) can also be
wais@d/oisrs | ocal delivery. Stents are commonl y PGEEHPRS3/@12737

tubul ar structure left inside the [unen of a duct or

vessel to relieve an obstruction. They may be

inserted into the duct lumendr lunmen in a

non- expanded form and are then expanded autononously

( s dianplesanfdiolianesicanatsiiale inclide fhiachmpatibld degradable onerddible
vi ce i.n situ t het er - mount ed .
maiffife S Whiier bt pelyrdu i o B, hit Tt dRaLBapailatuse-gyeotide
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polyslaechasé@epolaphbspbazonmpnlyénhhemsvar)geﬂolvnmsne gSPEOLPLLA, or
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pol%{eﬁl Ehe-%ﬁﬁld&@tta’[& dé%‘lé‘t%ﬁsed%l)}?ﬂer@&f dogl}’?lgerbt §%n§bﬁglmethacwlate,

i ol ogi cal” polyimer.” For exarpl e,

poly(h)zdmpyﬂtlmlmdthyhmthacryh‘té); padgvinyl pyhehdmem ﬂumrmaﬂed pblymers such as
d utili bi oconpati ble materials; it

p°1¥j eYhPfﬂeBF 66‘1‘1&?@‘610?% SB‘%% . a polyner or a
ol r I f. .
e s A e i
the dwaigs) iissincorpyratod, pgeqzthylelmb-cmvmybod:tate —hd polyhunylméthaceylmfe and a top

I d l.ied t.o th f f th ts
coai?glﬁ@yﬁwaf&z%%ﬁﬁflﬁe b 5T gal Akl ks SR ontrol of the
t
ArufGR fafnathiof, QI be cabcth ke lfpL RSl @il fay be
incaxpenated imvther(mt]aydn,eordnmq:;\(ess)a ITotad ehickieeseof the polymeric matrix may be

C orgrg itruts or channels, a solution of a

ffon,aab%@ QPtZ 0 06 §ERafSY- be appl ied as an outlayer to

co

i Lol QfimeY HlePheti 1 AR vl ol EREbKBl M, & fighp-actiyation

ch ﬂhe@sg(a}muwhﬁomdhupclymy nfaeeriahoothp steat @ar time zinﬁ&nters the

out(g’ilé/ or vice versa., The drug may al so_be affixed .
surrpRnding fissHee.g- A9/aHP t9rabppiel wpRH o 1 yean caldgliyiprtalloys dor high
con%ﬁ?rgfcl: egﬁ’tgé dru%ga sg fh% dYs%%sceﬁs dtemgl 18%%?%’5&8 3%? pcul?a“ating
compotyd] r Tisbegnound of drag) asﬁd fstJIoi:ﬂQEhwtry IVdaﬁGns?Wﬂmfﬁ? |de ending on

derivati zation. The drug(s) nay al so be incorporat edp

the ¢mpPURdE Pt sPRdifien Bbb%ttr@te@eané ihecdesiied pifept. Bogpurposes of the
1nve%ﬁ819 éﬁ?n&lgxgﬁ?lﬁﬁﬁl;ﬁéﬁeéﬁggéftnggm vy%l%% admi ? I%ljse éi?g%} tﬂL ?%%rtlcglly effective
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WD 2004/ 045578 PCT/ EP2003/ 012737, -13 Exanpl es of
previsatigmand teeatrment of thediseass siete. Inesiisatha douthe prrvgntiener tecatment of

restéoss re%ql iaﬁc!:relrevascularization, local delivery may require less compound than systemic

administration.

The utility of the drug(s) may be demonstrated in animal test methods as well as in
clinic, for example in accordance with conventional methods and/or the methods described

herein.



materials, e.g. |actone-based pol yesters or

copol yesters, e.g. polylactide; polylactide-glycolide;
w@olgoaysrol act one- gl ycol i de; pol yorthoesters; PCT/EP2003/012737

pol yanhydri des; pol yam noaci ds; pol ysacchari des;

pol yphosphazenes; pol y(ether-ester) copolyners, e.dg.

PEO- PLLA, or nmixtures theredf and bi oconpatible

non-degradi ng materials, e.g. polydinethylsil oxane;

polTh¢ delloprieg Exemples dbustratedie inacmgdnamd abese dinpGitiyee Adl

tem}%{;?t?;%gl @grteﬁ%,&ﬁgfgg# b Lnjl&%ﬁg&ehﬁg{) useg oh"\)’@ tl;ﬁ,tiollowmg meanings:

Vil ol i di nongpatfd Qf{ra{iﬁhgéj pol ymers such as
Dg)o(sx ytetrafl uget cellul ose esters. \Wen a
EELeoI ymeric matrgra ?

it may conprise 2 |ayers,
a base | @fp the drug(s) is
IELI ncor porat ed ot H&- co- vi nyl acet at e and
MWhol ybut 51 met Rleclasveigind a top coat, e.g.
P pol ybut y net pzabapilisy e, which is drug(s)-free and acts
PBSas a di # usi phesphaterbmffensolatiom drug(s). Al ternatively,
PGDhe drug may meletoaa@fvbagcbmnfatdnﬁ base |ayer and an

PECRd] unct Jmay gl Q%(e%g%@t ed in the outlayer, or vice
s

ersa. Total ¢ 6958t thofeRp! Ymeric matrix may be

rom about 1 0 about gmor greater. The drug(s)
may el ute passively, actively or under activation,
e.g. light-activation. The drug(s) elutes fromthe

pol yrrerl C rraterl E'l:l| or thde stent over t| me and enters
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cell
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e treated and the,desired eff For . pur poses. of
t h 2N EHoR i R B8 PEFRREAS FPTEH it BB ioR at 2 weeks
in tﬁeﬂrhd ballBoRdBafitRt B6 &, wilYe diihe FRPEIHpFRALS iéro%%ﬁ@éti\)é%m weeks. The
amount is neant an anount sufficient to inhib

compemrlda luaed @cotdnigt:ﬁoethe present thvientéen are m@tadnntthﬁefollowmg rat model:

nt| of t he.dj sease state.
e Ap3eg oty VR B8 s A PO R RaD Bhomygin derivative.
Dallg%hﬁg @S 090 9-dafd ISﬁ‘dr tb SWB&Swha bhifue®lp td AFAlditional 28 days. Rat
elivery may require | ess conpound than systenc

carotid miteviestarabaltuon ifjuecdasidesariped by Chewedret gl shabodayeste49 (1983)
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cytogggg ggt&% ggegv A} ArfdB o8 MPRS e vasd BRSl. 21@081Y19480954]. In studies
CITEPZ003/ 012737 - 14

determining lesion size, BrDU is administered for 24 hours prior to sacrifice. Sacrifice is

performed at 1, 9 or 21 days post-balloon injury. Carotid arteries are removed and processed
for flow cytometry or histologic and morphometric evaluation.

In this assay, the ability of pimecrolimus can be demonstrated to significantly reduce
CD45-positive leukocyte infiltration into the vessel wall and adventitia at 1 day and to
significantly reduce neointimal lesion formation following balloon injury at 9 and 12 days.
Furthermore, when pimecrolimus is administered locally to the adventitia adjacent to the
ballooned carotid (via a cather implanted into the adventitia that is connected to an Alzet

minipump containing pimecrolimus suspended in vehicle), there is potent inhibition of



The follow ng Exanples illustrate the invention and

are not limtative. Al tenperatures are in degrees
w@ezntiogisasle. The abbrevi ati ons used have the fpCT/BRIN$012737

meani ngs: ANOVA = anal ysis of variance BrDU =

br onodeoxyuridine EEL = external elastic lamna |EL

= internal elastic |anmina MM= nolecular weight P =

probability PBS = phosphate buffer solution PGDF =
infilphtiore0ECDA2 T levkatytps @twddy ¥ arst mth e®@l5Q9=days post-ballooning) and late

l.yet h |l ycol .SEM = standard_error fromthe mean. .
(2188 3 bt B Dt oo R e B 1ol ot inBifappe constrictive
remg@éhiné_ered drug on inflammatory cell infiltration at 1

day, or early neointimal |esion formation at 9 days,
versus late neointimal lesion formation at 21 days in
the rat carotid artery balloon iniury nodel Nunmerous
conmpounds have been shown to inhibit intiml |esion

m&g%g?; iﬂipﬁo@o#@-&%t refleddifs z{}_t'i__}f ;F):xqﬁklilhglo a5 2 Wsidh development

weeks. af 2@ daysimthe malbbit Hixd steat miadiehg t o t he present

invention are tested jn the follow ng rat nopdel: Rats )
ar & CRRERCEioRJay 1 ruRemEotsAus Berformenin Newpdcalapd White

orSERTH OBLLE  Bbt RSHGR3 5
angidplgsty betidon inahomidipeartion of t#e attesy follbwed by ‘pyllib&tk” @$ the catheter for

escri bed by Cowes et al., Lab. Invest. 49 (1983)
1 ballegn Isn .-@%}ﬁw gy drepeatdi3 dmesrand g3 & rtdmemysteng s deployed at

i | i.n . . .
R B
on tHeQebRtraRbesd] iliddarstry th the samfieinannerniAngost-eehdepsdyhtent Bigbbram is
Is administered for 24 hours prior to sacrifice.
perfegmed; #lbanimals tpesiveprakaspiin 40 meg/day daily as-apgi-platelet therapy and are

T e S e

anesthetipdtharell sutiean@ed latid tHeQitteridlntrdelis perfisseayt 100 @nd iy With Yackhted
i mecralimus can be denpbnstrated to significantl

. P _ . :
Ringeg g selationforseyssal minytes) thenprrfised withi 1004 formalin IantQVQ mimélg for
15 eee!l wall and adventitia at 1 day and to

The vascular section between the distal aorta and the proximal femoral arteries is
excised and cleaned of periadventitial tissue. Three sections of artery are sampled: the stented
section, the artery 5 mm immediately proximal to the stent and the artery 5 mm immediately
distal to the stent is embedded in plastic. Sections are taken from the proximal, middle, and
distal portions of each stent. Serial sections are also taken of the first 2 mm proximal and
distal to the stent. Sections are stained with hematoxylin-eosin and Movat pentachrome stains.
Other sections are stained with species-specific antibodies to allow immunocytochemical
identification of macrophages. A non-specific isotype antibody is used as a negative control.
Computerized planimetry is performed to determine the area of the IEL, EEL and lumen. The
neointima and neointimal thickness is measured both at and between the stent struts. The
vessel area is measured as the area within the EEL. Cells staining positively as macrophages
are counted in the sections taken from the stented area of artery. Data are expressed as

mean = SEM. Statistical analysis of the histologic data is accomplished using ANOVA due to



significantly reduce neointimal |esion formation
follow ng balloon injury at 9 and 12 days.
WO-ootlogssnor e, when pimecrol inus is adnm ni st er eBlCT/aeais/§12737

to the adventitia adjacent to the ballooned carotid
(via a cather inplanted into the adventitia that is
connected to an Al zet i ni plép contai ning
pi mecrol i nus suspended in vehicle), there is potent

the fhétthd¥itivo @renedld avierieDad nandBpdtGhirbM 2064 Ak Béheratddper animal.

"ipfiltrati on of CD45+ | eukocytes at day 1 and both
A "Ravplpe of <dxisgentidesed Fté‘éﬁﬁicﬁ%)j sighificsdt e (21- 28 days
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o RFRGEE Y BB TRl S RAFURAt MReh e heRbha fomacion
in plg@ébBthém A¥mh18 bt 28 848, RitBtH 1¥siShsConBistit\¢ff abphdsit ¥mooth muscle

alloon in the md-portion of the artery followed b

cellsipprotegglycan/ootlagemematzix laad epparent fullemh%i@hhqa%éﬂgt In addition, lesion

Bal |l oop injury i.s repeated 2 1ime . ; .
formg £ g et o e RGPy bloFia AR ooty by e stenis
also ¥iHiBited inBRé ARRAls thlatéd YviBsinft@inie caspara to ilsé tiedted with

performed on the contralateral iliac artera in the

placelmeFurthermaore, the pumbesefdnflargmptony ealls: espegjalliythass nghe area

erf ormed. | .animal.s receiye oral. aspkrin 40 /
surrdyicpe € Signf iy I SPuicd R FediGed ipinPRRiph seplfy spffared o
thosk B¥AEHQBSII&EB. rabbit chow. Twenty-eight days after

stenting, animals are anesthetized and euthani zed and

the arterial tree is perfused at 100 mmHg with

| actated Ringer's solution for several m nutes, then

perfused with 10%formalin at 100 nmmHg for 15 m nutes.

Exabiie YaMfathFhctapEdt PiteRet Ween the distal aorta and the
"‘%ﬁ%ﬁT

enoral _arteries is excised and cl eaned of )
perA stentepigi 8 Malltidiinds ViisionTiens,CuidantiGonp.; of a BRI¥ER signé, Medtronic

o S B3 S S B M rmi
or oﬁﬁ@}"%ﬂifﬂﬁstti% loy bio%%&ﬁ'caﬁ@r 1428 28 b ARlg feerPHiBeHARexethplary carrier
plastic. Secti | e

. ons are taken from the proximal, mddle, _
applivation gicetdire pwhild tha steof is eateting tdfD 1l Sequosbf 8 selutiemef polylactide

aveBda AU bbbl 0 DT 0y 55 hytpheno

diss&%@?hpﬁ(ﬂ):w RS BRAR MR 8hd REAREHMPIE isSdodtednto #X BE coated
sections are stalned wth speci e€s-specific antibodies

stent 8 rethbwstl frormiliosppoxt hadraldawed to air-dry. After a final weighing the amount of

coating on the stent is determined.

Example 4: Drug release from polymer coatings in aqueous solution

Four 2 cm pieces of stents coated as described in Example 3 above are placed into
100 ml of PBS having a pH of 7.4. Another 4 pieces from each series are placed into 100 ml
of PEG/water solution (40/60 v/v, MW of PEG = 400). The stent pieces are incubated at 37° in
a shaker. The buffer and PEG solutions are changed daily and different assays are performed



identification of macrophages. A non-specific isotype
anti body is used as a negative control. Conputerized
w@b@aionsrsy is performed to determ ne the ar eaPGIf/EP1903/012737

| EL, EEL and | unen. The neointim and neoi nti mal
thi ckness i s neasured both at_and between the stent
struts. The vessel area is™hfasured as the area
within the EEL. Cells staining positively as

on thessolusiohdg dstermine theogleased Rimeerplimysconesmdrationse B susimethod a

the stented area.of artery.. Data a expy e e} Pa——
stablagpea i st tramy e stears P Be Syl Loy RAf 5pB|eJiBorotimus
meaChAReS tRAE 10 YsvdratiONGMbe drg fefal¥RaR00 dbiitndil 8

PCT/ EP2003/ 012737 -16 the fact that two stented

arteries are neasured per animal with a nean generated

per animal. A "P" value of < 0.05 is considered

statistically significant. Pimecrolinus is

Exaﬁgm 8 Pief fesVedldii palnEE e Ana ip%@]aéxﬁat ial dose one
Yy prifor to stenting, en dosed at 50 % of the
i nReleate afipimetralimushie plramads also stndiedg 1 ¢nt piccesf azpated stent are
post-stenting. In this npdel d. redyctian. in the
put 55 Ll ob e uRBE PESPBSRR TP Sh o e P aE ehte
recoﬂgtitﬁ’t‘egﬁg L@4in Y SnICHteRfe dOMPed WAEE. Chfed S99 6 dtént plasma solutions
extensive neointimal formation in placebo-treated
are intiibatddsat 7° 281 the phsmwig ¢thanpel dadlyi Bnfferentrassaysiargpearformed on the
abundant snooth nuscle cells in prot.eoglycan/col] age
solufi 1 JeVARR S A7 EHES PORScT QHRIG 9B RAP el gioh PP hO Rable
pim&@ i Gihh o aL@ﬁblﬂrbpat{e? E%'iﬂ%ﬂa%ﬁ%@@&ﬁé&&ﬁteﬁf TAE k@ stable
|m’rE|ateﬁy proxi mal and | diately distal to the
pime&talithus 1wleasd”’Inedns thabiasethan 1 0% sariationsif $het drog relehseirath is observed.
pi mecrol i nus conpared to those treated with placebo.
Furthernore, the nunber of inflamatory cells,
especially those in the area surrounding the stent
struts, is significantly reduced in pimecrolinus
Exafipd®bePrag spbilits ih phatthacaticaliynsadpiabl meeat body temperature

Exampl e 3: Manuf acture qof stent A stent (e.qg. a .
MU PLIGE:piRulgtegTeAspioF Siipsineckingie SSi5p. < DestO i gnapast piece of

' ' i.ahed..as .
3§ 0 ol 61900 LS4 i

free pithoti8lithas. The iahib@fonsyf PDGHE-stimolatediredeptiir ¢@rbsinakinasy activity
used as a drug reservoir. |n an exenplary_carrier

in vigersan ba messurpd BURIAGF aecenier irRmuRecommleries 0 BAdMB(e 3k3 cells,

100 ¥ f . -0 . I j j .
il B8 oG U RSB BEh e e GORL s n
Canéor Refléartles? (1992y5353-5858 h Byhemapproathshostysitity of feeeqfimberolimus

m xture of nethanol and tetrahydrofuran, is coated
and pimesTolimusTing@obmrar sertings 63 b compateed from t he support

and allowed to air-dry. After a final weighing the

amount of

In Examples 1 to 6 pimecrolimus may be replaced with ABT-281,

5,6-dehydroascomycin or ASD 732 with similar results.



coating on the stent is determ ned. Exanple 4: Drum
rel ease from pol ynmer coatings in aqueous sol ution Four
wQ2engiseces of stents coated as described i n BEXHEP1063/612737
above are placed into 100 nml of PBS having a pH of
7.4. Another 4 pieces fromeach series are placed into
100 M of PEG water sol uti 01'118('40/ 60 v/v, MNof PEG =
.4902._The stent pieces are incubated at 37 in a
Cli ial The buffer and PEG sol utions are changed daily
and different assays are perfornmed WO 2004/ 045578
PCT/ EP2003/ 012737 -17 on the solution to determ ne
t heTHeefa®@akld cffbte 6f ik it SnEANANREY a%blﬁ?ﬁn dBMvatHe bimecrolimus
method a stable pinecrolinus rel’ease Trom coate
used peoerding torthp énveptdamcan thghermone besdeninstratedic a cridonszed,

s that. | ess, than 10 %vari.ati on of the drug | )
douB ¥l oo SR8 ) B oSt of Bl i e in pasive
corgiatyiirics,Qad. lalah§ t]hd“foﬂbﬁﬁi?ﬂi:ﬁ?zl ease of pimecrolimus in

plasma is al so studied. cm pi eces of a coated stent
ar elhepuimdry erdppintiis infsteit ate tuseindlUossr(diffeasma befiweamthe minimal

tum{3 3t gy R PSP E diamokenpte guanghsyr Secondary
endSdiffs ﬁn@ﬁcﬂa&ﬁ@pé@éﬂtﬁg&f}lﬁms it SeHBad gﬁnﬂfal &ng&‘i of B€nted portion

pl asma is changed daily. Different assays ar
plusghe § oxmpdoximal toend distal fiioonthe stedtlgronioneofithe vesstlyamd the rate of

jmecr o] i.mus concentrati.ons. By such nethod a stable
ropef G0 o o B s K U O G S8 LR Affos shemeaths, he
degre€ of i it i ' i
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treaigd ag?h:raoawestqnﬁcmpﬁsing)gimelalnﬂimus e EI& ;ﬁacelas gebup treated with a

St ity i,n pharmaceuytica accept abl e pol yners at
nonyS53lSd slentis ML IBo (o by mioans 86 LU Hale cpveRtian Euhefer-based
corolthiyHnBi RY, 8/dr BS nRehd OF iﬁﬁ‘gco%ha ﬁltlj.agcﬁfndp' ece of

eaCh sanple"to determne the pinmecrolinus activity. A

simlar test can be performed with free pinecrolinus.

The inhibition of PDG--stinulated receptor tyrosine

ki nase activity in vitro can be neasured i n PDGF

receptor i munoconpl exes of BALB/c 3T3 cells,

anal ogously to the nmethod described by E.

Andr ej auskas- Buchdunger and U. Regenass in Cancer

Research 52 (1992) 5353-5358. By such approach the

stability of free pimecrolinmus and pinmecrolinus in

pol ynmer coatings can be conpared. In Exanples 1 to 6

pi mecrol i nrus maybe replaced with ABT-281,

5, 6-dehydroascomycin or ASD 732 with simlar results.




WD 2004/ 045578 PCT/ EP2003/ 012737 -18- Cinical Trial

The favorable effects of the anti-inflammtory
wW@s@enyssisr derivative pimecrolinus used accorPRCTBP1003/012737
‘the invention can furthernore be denonstrated in a
random zed, double-blind nmulti-center trial for

revascul ari zation of single,-18rimary lesions in native
coronary arteries, e.g. along the follow ng lines: The

Clapgns:nary endpoint is in-stent late luminal |oss

(difference between the mnimal [um nal dianeter

i mredi ately after the procedure and the dianeter at

. A ard@aéiiety dS860MSAstem SRHRYiAY.S | ncl ude the

per cent age of 1n-segnent stenosts (lum nal dianeter of

<1 enmedicpbdeviceradaptegdsfor hecabappliqation ioraldniinisamdiodiis hellow tubes;
from,t.he st egt ed %ort' on of the vessel), and the rate

of NP SARUPCHIRIBIEWIN, ot i on needed at the site of
i ' . ' . the. ree
S B abERRE HoSlgE oF pn it G B Sh S a8
| atirefreel firmadr, whars sich fohas gxistin pHaraadeatcaliytdtcéptaslatadform.
stent conprising pinecrolinus versus the placebo group
treated with a non-coated stent is determ ned, e.g.
' I ' t. ' - ba .

LIRS sBine stbdrbiiB o R Bk AR e AL AR A3 Ricopyin
wbtivaiive usipimedEd IR0 NG 6fin Bf, WHR2 QRB/fOrhas/eXist, m¥Parmaceutically
d ai n% 1, A drug delivery device or system
AEFRHa lsﬁ%‘?g:fo%‘}- a medi cal device adapted for |ocal
application or admnistration in hollow tubes; and,
in conjunction therewith, b) a therapeutic dosage of
Andeviel orispdtéra AOEIrding t@.ela@TY O D velRFdiN éel Hedibd) deviegis or m
or, where such forns exist, in pharmaceutically
acatbpierbased dglivery device oran iptrefuminad devicegdaptas fat losaldipplication
gpa&hﬂgﬁ]a&om%ﬁog, thﬂ anti-inflammatory ascomycin

ertvatirve is pinmecrolrrmus in free formor, where such
forms exist, in pharmaceutically acceptable salt
form 3. A device or systemaccording to claim1 or 2
frsvisepr syerraeRosding fedlpise | ios2 avhersittheanediead davice is a
?‘g‘i&éﬁ -%Qég? ?éég‘{%?}b él’ervic%pa NS 1‘%‘1}l echon gclavigee(\)/rl s%lgter%(?gx? }n%rdahfrr%{lal or
indwelling device adapted for local application or administration in hollow tubes, a stent,

a coated stent, an endolumenal sleeve, a stent-graft, a controlled release matrix, a

polymeric or biological endoluminal paving, or an adventitial wrap.

A device or system according to claim 1 or 2 wherein the anti-inflammatory ascomycin

derivative is affixed to the medical device in a way allowing drug release.

A device or system according to claim 1 or 2 which comprises a coated stent.

Use of an anti-inflammatory ascomycin derivative in free form or, where such forms exist,
in pharmaceutically acceptable salt form, in the preparation of a medicament for the
prevention and treatment of inflammatory complications following vascular injury,

such as:



or administration in hollow tubes. 4. A device or

system according to claiml or 2 wherein the nedical
waelewitoessis a cat heter-based delivery device, BCT/BRHD3/012737

i njection device or system an intralumnal or

i ndwel i ng device adapted for |ocal application or

admi ni stration in hollow tut®®s, a stent, a coated

stent, an endol unenal sleeve, a stent-graft, a

< qireventibe dr tredtmameofmtﬂilm: indlanpoatjoreer smegthinuscltedlal

endol um nal gsw Nng,.or an adventitial
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A igfindsatory cyisin€itr aitem rod imgeztsed ceih proliferntiod ostrlecheased
corrprl ses a coat ed stent.

CADE oS, miRer o9 ST flepAsieR by degrpdafion.(or dueregedpositive,
a C%xg&rg%falsrléﬁ}@{itaﬁﬁ%n%h%hdéla'gr'alégar oW o%ﬂ&}b(?@f)ia&ment or

MegdEABR Y iftihal ihckeRinv@ineafysan expansiviiaviessel walls; or
i nfl anmatory conplications follow ng _vascular injury,
s usttbilising wibepassler oticBlrguexcvr stpbidisng sitesref anenpysm; or
pre t.ion or treatnment of. yasc fd_anmmmat.ion or
sl gk anding Aoy yn el R AR R B PHRRE o)
aneurysm expansion in hollow tubes, or | ncreased
extracel lular matrix degradation and erosion in hollow
Auhethpd of trientmerdad dnflammatorywomplicadeons foloving waspwar injury,
B ased cell proliferation or decreased
ap%}}ﬁ d8t¥: or increased matrix deposition or
d el%ééiﬁﬁxg%? fre nLg Vis6a5 ff1aRPRAtioy Br smBohUhMSI@Lell proliferation
del'i anedrismdilation) follow ng device
pl mlanﬁglta;tlonr or-anenemmxpamfom intholtaW tuhes; kehicnepsed extracellular
aneurysm expansi on_i n yess

o ahde Bremdafion gpatsion BrhalbBfubes o incepdied Taphrhiifory cell
ang lﬁ‘ﬁfﬂ)n Yr in in 1‘35&9' cell ?r@ﬂ'e?itufne@@é cPéhsed QEBIYt%Bﬂs, or increased
diration at e Sit aneurysm 8. A nethod of

tr ﬁﬁhﬁf ﬂbpasﬁtmméi Mgraﬂaﬁqn, ooineréxsad positivé,cinevnysmpl remodeling
vascul ar i ngié i such as for: greventl

tr@flﬂe“ﬁgm\fk folloping diies BRCBRSTB avAmIE aeebfereot
ro
o iiishao b AL Bkl Buically SRFA KMo on 11

deﬂ{tﬁmﬁairm&ht&@dxs@fmmdbdvauml | ow tubes, or increased
i nflanmatory cel |
- treating intimal thickening or aneurysm expansion in vessel walls in a mammal in

—

need thereof, comprising controlled delivery from a catheter-based or intraluminal
medical device of a therapeutically effective amount of an anti-inflammatory
ascomycin derivative;

- stabilising atherosclerotic plaques or stabilising sites of aneurysm, or stabilising or
reducing aneurysm dilation at the site of aneurysm in a mammal in need thereof,
comprising administration of a therapeutically effective amount of an
anti-inflammatory ascomycin derivative;

optionally together with one or more other active ingredients;

whereby the anti-inflammatory ascomycin derivative is in free form or, where such forms

exist, in pharmaceutically acceptable salt form.



infiltration, or increased cell proliferation or
decreased apoptosis, or increased matrix deposition
wo@eoodegisaglat i on, or increased positive, aneuryBOEHEP2003/012737
renmodeling (aneurismdilation) follow ng device
pl acement in a manmmal in need thereof, conprising
adm nistration of a therapeuﬂﬂcally effectlve anount
of an anti-inflammatory asconycin derivative; -
treating intimal thickening or aneurysm expansion in
vessel walls in a manmal in need thereof, conprising
controlled delivery froma catheter-based or
'A?l%n eftloH TbARbin 'T@gfa?ﬁ‘IS WRWif fhe d@rlﬂgiﬁg ESRRESA l?é?lleh&ally affected is
ective anb an anti-1ntlanmatory ascony
deenosis trest&iosts, gdsaiat inflamghatibhehosddosispinseabjd :mguﬁanbcardlal

StabI|IS%%% sites of anegﬁysnl or stabiljsing
ifarsEppheari deilure ishapmia, Hiidgn deatly sip aleﬁforamm@rﬁlpwe and

Sy phe ol ARHRE) ERbmycMRLIRID o frel i3kl #lent or from a

tive anount
aoiting apbliedmed sient o2 scalministeralicinicenjunstion with h oeat. | y
together with one or nore other active ingredients;
whereby the anti-inflammatory ascomycin derivative is
in free formor, where such forns exist, in

phar maceutically acceptable salt form WD 2004/ 045578
PCT/ EP2003/ 012737 -21 9. A nethod according to claim
8 wherein the underlying condition beneficially
affected is stenosis, restenosis, vascul ar

i nfl ammati on, thronbosis, unstable angi na, nyocardi a
infarction, heart failure, ischaem a, sudden death,
stroke and/or aneurysmrupture, and wherein the
anti-inflammatory asconycin derivative is adm ni stered
froma stent or froma coating applied to a stent or
is adm nistered in conjunction with a stent.




