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Use of a peptide as a therapeutic agent Specification

The present invention is directed to the use of the
womp/vdedsconpound Hi s- Ser - Asp- PCT/EP2008/007916

G y-11e-Phe-Thr-Asp-Ser-Tyr-Ser-Arg-Tyr-Arg-Lys-d n-Me

t- Al a-Val - - - Tyy - -
eLEGTRESTATIC CLaNP LITHOkRARHIC 4RRARATS ADP METHRD OF
n- Lys- N NOCATUIBNGA N EUICPROST ATRIEANIPT t he
prophyl axi s and/or treatnment of cancer, a heart and
vascul ar di sease, an infectious disease, a fibrotic
FIELIYi sease, an inflammatory di sease, a neurodegenerative
di sease, or an autoi mune di sease. Background of the

i nvent4 ' i f [ j, C:
er oct [ aprpi [HEM filf 18n elecholol ARAY hin BFRGMIH an
object (&. g.eaa\gﬁfelf; aﬁbdnﬁltdm&etﬂcle)”intaﬂh(ﬁqﬂmei ilhy! littio griyhic appacatus) the clamp
in a biological assay. A bio]ogica S that mimcs )
comprifing & eEN PEDAIRA Wi Hks Rk B fob el e Gurls §oemaps thesplane in
which HAIbFRE 1 Hefd &l dn'eldfro@E sir&dEd B3 hinRERtor $proVia8d in between the
causative nechani smof many di seases Is the over
burls. activity of a biological pathway. A peptide that can
reduce the activity of the biological pathway can be
ive in the prophylaxis and/or treatnent of the
caused by the over activity of the biological
pathway. Simlarly the causative nechani sm of nany
di seasAsithagriphic apparatyy i dudchire thit appliesad daggiredpattern onto a

nol ecul e. A peptide that can reduce. fhe production of
substrate,dispallyl QIe @ arsehgiosian & the Sthsiiete. Arshogrgiye fRPAZAtUS §AQ be used,

for exa?%gé, iR% A y@ggaéhx%' (%?ﬁt@@late'@:'ir%ﬁfﬂé @CSRh it fkfaREd a\pattiming

pro I's and/or treatnment of” the di sease caused
devicebg gt dmnashv@etiqie)pohay be wsedotb geheratsi atinyitqattemob be ddraed on an

i LSS eSO b RPN SR b
part ofE&R:t, bid_%vtemtlie@mhai; BeYsaaeqe Lhe sificbn Wafey). Trarshe of the pattern is

_ biological pat can be effective in _the prophylaxis
typicaliy e dmaging gnisenlayerrofirpdiatipnseansisive mpserepl Kgsist) @rqm%f@ron the

g ; . g i |
substrate, tl}sl’ \gfzritlé{'zél? %g%ggnsgé%agebvﬁlg%%rﬁﬁb I'AV}@.IWO&! ogf%fl_%géﬂﬁ ﬁ%g%t%o%s that

BAC

cau \Y seases |

are suqeethedy paerdd. a bi ol ogi cal nol ecul e. A peptide that
can increase the production of the biological nolecule
or mi nFleceReatisi aneRs TaaY bepsedyp {ihographifANRATABSCH PRAGRIIZA!
in ofiR! & POEGGULiREAMAR WElERA LY ReltBinttB f the lithographi
““amsif% y axi%gg%d?'brl (t:reat ment of The gi sggsgogsacﬂsegl lb)?grap o
apparatisepearatisrunderochgotmenndifionh & rixledtmgtatialclamyl meybe providedgo

t he ject of the present inventi o, proyi de a .
clctrogfi 1 4eeme Ao pRE RO E S dh Brra QBRLIG S foiect support,
such a§ RHaSK tabfdrl WHlePRbLIY, fRpSEVelyl TRE lelteosthtRAAERS may be used to

i nf | ammat or ydi seases, neurodegenerative di seases,

electrostatieallyi darsp dn obigsids a premligenedawsls, heart and vascul ar

di sea [ ' '
o eeany S 1 0P (RS & oy 3EA308 65 N EnRiBh ot athy Flocated on an
electroktatle panitgoiamg) diwhich domipgrives a ddyraall pgadusti fessmppore3, 5 made of for
aspects and details of the inve tiq%n are evi dent frol:bn
exampleAluREpWHJERE PeSIUGRS thméaferels%?ﬂm B¢k logating pis 13a, 13b are
provid@iﬁfmhﬁﬁe Aht ddi3E 1 POERERE 1 RRAPAHE gm_sq@a akPBE Fbuide@Bd& 1b abuts pin
the 1 nvention“The present I nvention relates to the use
13b sodiiat thedotditen € theAsgferd is-nigieBhdefinkd - TAssuSpart has a peripheral portion

3 whicg}ﬁ;rkq_yi)%% er%_é]i-@% -éIEAfi %@‘%ﬁ@ieﬁfo’?ﬁg& 'c/?\cltn?r_a}/g(lﬁi%}{ %-hLa¥lsl’l-g-|;yt['li-Ck§eSS of
approxfthtelhyd. 5 Ints - THe e A pYa onlhas p&Foratiyiss dnapernirBY AR cB&te circular in

its use as a therapeutic in medicine and for the
prophyl axi s and/ or treatnment of cancer, autoi nmune

di seases, fibrotic diseases, inflanmtory di seases,
neur odegener ati ve di seases,]infectious diseases, |ung
di seases, heart and vascul ar di seases and netabolic
di seases. Al so disclosed are pharmaceutica

formul ations preferably in formof a |lyophilisate or
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di sease (sCID), famlial CID (fCJD), iatrogenic CID

(1 AQD, Gerstnmann-Straussl er- Schei nker syndrone (GSS),
wombabsedsm | i al i nsommia (FFl), and kuru. PrefrermErRo@rm7916

BSE, vAQD, and CID. The peptides of the present

i nventij.on wer t ed ing the assays.descri bed
cross seSHROV U iR ol B 1B FREroSUCRRERk & R g mpgars hermally
condu&%'ﬂoﬁldrﬁ it R BHR Bhﬁéﬁéf ﬁllﬁfbdf WhichfafRéd¥Br iR the apertures 6. The
I nfectious di seases and di sorders. Aut oi mune di sease

pillars Aywbichrann é min sleng and b&verasdlmnetanyf bmny, gedyhenal contact with the

cenral B0 58 R LR ol O L RSP EA Vial repmggvs
relativél93@eB SigeAnfaorks Liassinkuents or, in a br oader sense
an i mmune response to self. The gathologlcali

r esponbie pigrsgehayy febendcfages &)wgra ligpm thersape ﬁmatplqr@ so that the
|
semlco;n?l;lct‘c?{@fg%%r E tcgﬁ BE rI ar”%‘i'THé}ﬁ Z’Qttﬂé ﬁﬁfotr @&f%(%ngﬂ Stf1e P&ipheral
portiomn® bf ﬂi&Sup]kOrd r]ﬂyhls vay dre, w;{fanwﬂitssupphwdlnch fixedrpdargl relative to the
electrogtgge o ?:g/kgégvr?grab@cqq‘?g eép]ézﬁ'% y %{ﬁ @nghgyﬁge %gt%cally (as
well asatﬂteﬁﬁd]w' @Snd;ﬂcﬁeé‘&?ﬁa@ﬂie RerdioMiddidr visFer 1 1§ él‘@ﬂtﬁ&ll@’%ﬁﬁ@&d at its
kin'| ose gnentation, are nerely annoyi ng.
back satfaver(se. eth@sui&@e Ifaqum the glect)mtetmc ghusly 2¢ by theepillins . t i me

(SLe . TstRas d s pm SRS b G SREBR TP E oty e

electrod®d 0 whideh th 816 Smed o fVdr ek AmpledQamakeund TE s rA@N 9 fieSgrid 10 is circular,
all but a few autoi nmune di seases, the sex rati o skews

havingrandiametier abmm. pad aghiskasse of { 4 nanETheymeshgs 0§ thereridelare

|
consh 4T oA PR ], DUSE 140, LBl P SETALBHY Mt o
which aktead katwicliethelpillars d bgtase it it loeatedsuch that the pillard Dextard through

el b3 TR, KIS T8 LG Sorpl ot T TE L
materiUYDOTHIURE: B SEASRctric MatErtad Wich mhP bt a0PBLdnle, iR ¢ oxy resin

patients’with arthritis has | ong been consi ered
surroundsvbé ged 0 ag teaytio 2ildition to maklet;lyg the gnid foamtheepillars dfthe grid 10 is

also mpﬁ%g@ grrofn tﬁg tf:'gp Wg#?@g SCo(%r% Srlilgp?li Fgaéatl(frﬂgttﬁe gnd 10 from both

the pillafsf7 AR té?ﬁ’ral?ﬁcuﬁsﬂ 5 oY supPotLtRe s, FOrEdampds 1inim, lige dioliedttis layer 10
rthritis) ki dneys (gl onmerul ongghrltls
1

and
filling é]ed’é@lﬁ‘/ snase betwopn dhage V%ﬂ%{}s menbersdn gaditign the ﬁlectnc layer is
L
200 migrdmdiadi As expliaiaed fimde ®eillfhe®d§1n$ﬁeml&d pitlars 7 may protrude from the

dicectl HEE e 16 S OPASB! W HET LA REP PO ES 14 DAY

approx%at@ﬂ' Wm&ngtg{gm ex or unbound to antigen (free

I'n sonme autoi mune di seases, the presence '
of f r e%o hmld dlzesenticahducton wafep U tagsinst the chuakana petentinl dlfference is

appliquj f&er g%g Iw l O%KdEthThl aereﬁﬁﬁ(? E(? "Iélg%%@g}%g E%ﬁ%r erence is 4

kV. Elédﬁﬁwlrbmuétm@adao(tmalcla@dﬁfadeeﬁmmq Vil pmeisezdfréra the support 2 and
platelets), and to a | esser extent rheumatoid

a bias patential of, §o1 Pxgmple apRTovEnately dre¥ i appliedtognd 10ryia an electrical

connec'tl %getr)](?éﬂgu{&q g& tl#e{?r%{ﬁ' gg%loﬁéfﬁlgt%ggp({)r{ ﬁ'ﬁhthn%ugh the dielectric

layer 12Hﬁlﬁus&m&(tmﬁuahc thaapingeforcedt eﬂebltshedlacauﬂsahﬁﬁwt&etnc layer 12 so

e chleved b r v

that thCRsRET el el 8L BBt i 298 Direnaplos: THeghagitude of the
clamplhé‘weé’ﬁ%%d?{lbﬁd} tPIHRGGHMEBS thewen%éﬁdfpﬂeﬁencé berwese wafer 1 and

ah apheresis procedure in which i mune conplexes and

anti bodi es arerenoved by passage of a patient's bl ood

through an i munoaffinity colum was approved by the

U.S. FDA in 1987 for inmmune thronbocytopenia (ITP) and

in 1999 for rheumatoid arthritis. However, currently

there |s no approved nethod for t he treatnent of

r = - . " oy
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both for the energence of the nyofibroblast and its
survival against apoptotic stinmuli. This is consistent

wOnob$1036bes critical inportance of this cytoki needIMEP2008/007916
di verse nodel s of fibrosis in various tissues. In view

f these propertie he. persi stence qr pr.ql onged
clectroge, | G et § PRAREIRFL o BF GISTELEE A Ao ATy E RVersely
proportfiif kS HRRGLAE ofhe BRARRI Bt Qnhe Whfdr Un@dithd iy 10y

result in progressive disease, ternmnating In end

st age Igskwsapla viewutiep flompahavy, dfithe semigontustodiwadersad the

G, D925y ST AL P LRI PP o i

along 8% lin@ C&1of Wi 3. A8khdwn tRIG. 8f heahack D Bagwsymnetri¢algdistribution of

_tissue archjtecture. A ke¥ cel lul ar source of this ,
pillars Falnrqrder thatthe wates énhald grgnly againsh hsabaek Bis pigigrable that the pillars
7 are ragt%@% 81%}55[? gﬁac% td & !lcp:'éﬁﬁédecfdvﬁﬁ% 8Fthd %&Jf&g’lﬁﬁ% ASS b¥Ristent

period of fibrosis. I's population i s heterogeneous

with theiriebd teesoit tentperature wakiatiorsfacksy theheafet I (Jés.gréte thé number of

. t hese phenotypes is.th of i hr obl ast ich is
pilars I Qg SJoreaLTRER SRRF T e PLOTE RIS Pabs (e atadifspefheat from the

' i { Bdf, 8s f b&tHERINReE of pillars i

wafer %ﬁ%@%@éﬁgﬂ glggge#%br%(%?%gt@ﬁuﬁgg gcl e’ gsel | and the oF PIAE .ls
concerhedyagioipsemis¥ hes weberresahed hpemsatheeontactpyrefsuts disi ta stestrostatic

at .sites of wound heal i nd tissue,repair/fibrasis.
attractiop iEtegicad s 4B Upimner ol s T Scingieaskey HoWBFpesaptes i Rillars 7
protrudeSfré1A Asdl §L8ri Ry €101 20 ehel Wil Veshtadis the REtkC0sH1Y atcthe eid faces 8 of the
. Furt hernmore, the l[ocalization of nyofibroblasts at o
pillars Jiand gt thedeney deriphear of the meajer aetace 8] By lipting the contact area in this

iti i . f-ar: el

way 3 EBREL IR TROEHR pRPph B! R HadBla il 1o RGB! beSause he
efficieddsFoftlieaf taarisfey bemweeh shé wafer braod itte milare dsiependsen the contact

transformng gromh factor® (TG--bi ) famly of
Pressuisy ot ei ns has the nost potent stimulatory effect on

ext r achld 4gj@% witth'is YlafpRESh el @os@iY claMipRlebd&d pdsitioned with

far exam ndd. In ani mal nodel s of pul nonary fibrosis
a very bighaatcedcyT@Fthelslectrostetie rlampswid dhe pesitiamfdhepbjgctamdhe

spatially related . to increased col |l agen gene
elecm’é@ﬁ? 8@@%}?‘“@% tffrs&bZ? QVa¥siti on. TGF-PL anti bodies

reduce col |l agen deposition in nurine bl eonycini nduced

lung fibrosis and human fibrotic lung tissue shows
SHhﬂéﬁthced TGF- bi gene and protein expression. Several

lines of evidence suggest that TG-- b is a centra

regul af Woufﬁfbeoégv%g&%ls,f oPELRATe, OPYSiA arffMpfT ed @& oStatic

over expressing = showed ‘ext ensi ve progdressive
clamp fsihithogives ahipgh heavrdoychnd sfabdityref therpositiodiof ttei abgect.hat

TG b, may..play a predaninant role in the progression.

of puleREH(E K 5 asBre of fiedRvhpdiat Berses rypyied pefecirostatic clamp
for in UsB BORAMY & JHice il Ex QI plamtinkilith@RagMic dfgarathy, 8fetdlathp Yomprising a

for instance by anti-TG- bl-antibodies, or nodulators
supporpprovded with urtshvheselnyl the éort efdhe bus determiinothe plaingiipwhich the

T 1. gene.exnressi on i I WlE1 e .

object il 4 SO RUBSERT R b0 A INRUFRY ploVMEd f petvreen the purs,
whereig pieaippoit @s mbhdMromaglo®sadpasiod matdial.n patients. O her

novel , prom sing _antifibrotjc agents anLude relaxin

(i nhi bhecordragto Hiustkar aspset fvhs wyprtiandhers ipproyisled 2 yethod of

- ol . © ohibi
manu (AP BEAR81E L SAETATEY o 6 MR Jalcafl] LB IPaS5eRo an
object puppdutdh iadithographi¢ appasites, ithe robthod kempusingitirovidivg a layer of
granul ation tissue by induction of fibrobl ast
apoptosi s). Diseases involving the |Iung associ ated
with increased | evels of TG b include chronic |ung
di sease of prematurity, idiopathic pulnnonary fibrosis,
rapi d progressive pul nonary3fibrosis, giant-cel
interstitial pneunonia, acute rejection after |ung
transpl antati on, cytonegal ovirus pneunonitis after
l ung transpl antation, bronchiolitis obliterans,

e s o o o s e
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syndrone; shoulder tendinitis or bursitis; Sjogren's

syndrone; Still's disease; strokeinduced brain cel
waimad/bgeoBweet ' s di sease; system c | upus eryt hararcEoes/007916

system c scl erosis; Takayasu s arteritis; tenporal

, rit Xi C.e rmal, necr
materighoguiringad SFREIHEH AT SHOPIAAF v P dRiaer wdcigelectric
rnanaxgg5@a§§ﬂKﬁH§grcul05|s type- 1 di abetes; ul cerative
colitis; uveitis; vasculitis; and \Wegener's
gr anul Avatdisg & a Asthgs e@ebteqféhwnvemtmtbenen&prowded a lithographic

nmat or rders d far
sppera RSO arE: 4 O CrEroT SRSt PBuTAR SBiefting beam path ofa
radlatléﬁbéﬁ?@,athrﬁﬁﬁﬁﬁblﬁm@Qﬁhﬂ pered Y@elﬁwmﬁﬂy dhﬁl@aﬁeobj&'t against
‘dermal inflammatory disorders” or "inflanmm

the objgetrshap@t ke clpBPPRENPISIAA 3 PPt REVisle] VﬂFhsl?}%beéVh"é%trYe@F &y of the
burls de{e r*%stﬁ)é’ %%é fiy wilidh b (ﬁ)tjgcﬁ ?%l’lﬁ& bid ad QUEEGHR saﬁ‘gﬁﬁ&ﬁ'@ an
sorlasrs, psoriasis, acut
msulatf)ﬁis rpréﬁdéﬁ?mtﬂeﬁ@é‘dnlth@blﬁiﬁr ke resi G},e sapIZc&‘I:TB madet feah dItw expansion
eczemn, dyshidrotic eczema, vesicul ar pal nopl anar
materl%‘czema acne vulgaris, atopic dermatitis, contact
dermatitis, allergic contact dermatitis,
dermat omyositis, exfoliative dermatitis, hand eczens,
ponpholyx rosacea, rosacea caused by sar00|d05|s
ESCRIPEIQN O d MAN&ISTR, rosacea caused by
Smeet S syndrone rosacea caused by system c | upus
eryth a
causeiﬁ%fg&i*é%wsro?ﬁies RN 8l Uy A3 F BRmple only.
with ref@dhdeaplihd accomipaiiyine sihietrmatic ﬂfaﬁ\rmgsanmlﬁtlubarsespondjnglg:ference
eruptions, seborrheic dermatitis, pityriasis rosea,
SYHmOEUF@ﬁ@SGQ“%WQB@HgP8ﬁ§é§§ Fitic urticarial papul es
and plg %&fd@g £008 hlc%{pgxx%ﬂﬁ i YAEOM e?ﬁ/ti&l'hﬁ@fﬁ ARk
toxic e necr o ttoo reactions, \Well
invmnmmmMndnsme¢05|nophilic Ce||u|ItIS) reactive arthrltls
ndr one)

o e Higre 24 AR s ke RARvinE, RN R ding TRL SEFiGbof &

semicdh@n&BE Wafed locﬁﬁ:ﬂtoh%hﬂédtlﬁst@ﬁ§ etk ik bedordi@iae With,the prior art;
neutrophilic dermatosi s of the dorsal hands, balanltls

ci r cunkigviedtia aplasviawclaken Gpmabole o4 fhesansandpetor water and the
Behce fugum
chuck GFRERle 2 o ARSIl b ARFBC AR RERLEL T T e,
g r anul Iﬁgﬁtew‘dvpicw ®partialngogiaecidn dfitbe topilayee of an tlechusstatic clamp
chen pl anus, hen scl erosus et atrophicus, lichen
accordg}g,fmag)@ngﬁfh@pﬁné Bgt eIRREANS pi nul osus, nummul ar

der matg gb (R%Rﬁlﬁe Q@Qgs%@Mf tR&{o g%ﬁ?%f an electrostatic clamp
subcornéal pu ernat05|s urticaria, and
accordtrrgetnsalfanhermwmmblf diedevermrlonsi s. By "proliferative

skin sea IS meant .a b nant dj.se

That | HEGRMUAISET 0P Wi AEanF B e sD GeoRhfEh e further
embodifiéntepi derm s or dernmis. Exanples of proliferative
skin’ di seases are psoriasis, atopic dermatitis,
nons pdiBtred disglongs picrass sentiopalrsjew op itheglectrastatig slamp of figure 6;
dermatitis, allergic contact dermatitis, basal and
squanous ceII carci nomas of the skin, Ianellar
I cht hyriging,8 digulebes avdpytiew offiy flrthee embodintent pf ancdédtigstatit clamp.
kerat osis, acne, and seborrheic dermatitis. As will be
appreci ated by one skilled in the art, a particular
di sease, disorder, or condition may be characterized
as being both a proliferative skin di sease and an
i nflammatory dermatosis. An exanple of such a di sease
is psoriasis. Synptons and signs of inflamation
associated with specific conditions include:
rheumatoid arthritis:- pain, swelling, warnth and
tenderness of the involved 40ints; generalized and
norni ng stiffness; insulin-dependent diabetes
mellitus-insulitis; this condition can lead to a
varlety of conpllcatlons mnth an |nflannatory

and
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di sorder, pervasive devel opnental disorders,
Asperger's disorder, autistic disorder, chil dhood
walioes9/odeeqr at i ve di sorder, Rett's disorder, perrRGIZER2008/007916
devel opnent al di sorder,
t 100 L.cit/ hyperactivity di sorder (ADHD)
DETA §)$§§iégi, opposi tional defiant disorder, pica
rum nation disorder, tic disorders, chronic notor or

vocal Rigredi ﬁ:ﬁéﬂ@tﬁcall?@@ﬁl@fsta‘i‘htﬁo ﬁ‘aﬁlﬂ& dpparat@l bédobdihg @one
di sorders, encopresis, enuresis, selective nutis

embodiraentof thegnvention sThe appawRIscompasesasd| lminason ysiem gﬁlummator) IL

confi g%%g g% golrﬂﬂl dnzz?}agf)artllog{bﬁﬁ'é .(ge{)e g)w §agfr?1%fr%§xol\f§ﬁn\ue ga\%/iﬁatlon) a support

structubeifel g‘naanaskrtah:ls)avntmnahmtedjnosoppk&f & patssthing dphuce (6. £.armask) MA
di sorder, schlzoaffectlv% dlsorder el usj.on

and Coﬂﬁl%c&’rdd@ra fﬁ'stEHkS’PF%PM copfiguned tQ ACEuEA® B WE‘HHP a&%? patterning device
in accd?ﬂachQ:E At cefGln i ShGersN2bldskh 24610 (@% SWHRE ?ane? WEbsRicted to
psychotic di sorder, ofgasmc disordérs, sexual pain
hold a ditstatde g, a dgs&qbaoamh wafer)/‘a@ami @musqteds@)@mbond positioner PW
rel

configHg KPS PG PIPSFR TR G Gy BEemerir, and a

projectiPSSRATY. & a rbﬂm ipfoj eéiﬁ)‘hqullses@@ﬁém) PRSAABhRd to pI'O_]CCt a pattern
parasommi as, ni ghtmaré di sorder, sleep terror

1mparte|d toohe eadlatmnéz;epmaB ky mgttfanmrd@@we MAatontereet ppaipp C (e.g.
dysnor phi rei on di sorder,
comprig ﬁooélﬁ Sh rorggleg),rgfgé? %&gl{%{%r\ger somati z at i on di sorder,

aI coholhe iflbmiiregiofl is gebéra @ias, 1n<ﬂﬁ®eh@trﬁalilb oees ef @it&:dl components, such
di sorders, caffeine related disorders, can

as refractives réﬂeqnvgoma@?eéw @%&WF@%&!“@HOW%%?YO‘&E? types of optical
n
compdihl 6 OSB3l S8 4R ng BT, R
di sor dﬁtﬂuppdme ﬂtmgmlhneduprmrtsei atbeats thesweightrgf, thb pstterning device. It

hotds i PRFFHRE fe I TG ATREHHCE GRLUPENSAR TR PR of tpegigrine device

the desigiPbt thé ﬁﬁ%rgratpﬂl@éiﬂpﬂﬁwieﬁﬁd Sth&doditidns, 308 & for example whether or
J sorders, delirium denentla amestic and ot her

not themgtnnmg/@evmeslg hqlérlg a vapwisn @evieonirenh Thy SEppAst steHchR Gamuse

ey, JLAAY el o AP IRy 25 R GRORTE peming dvie

The sufpgre Etﬁtﬁhﬁﬁﬂe inZ8t beanfratne of deble dorssxamiphd, whechf mgyibe fiell or movable
di ssoci ative identity dlsorder%ﬁﬁeatlng dlsorderqs‘ii_é

as requirgds The moalswta@r@ay snspis thal diratisming deyiesds &t a desispdyposition,

‘,‘ (1% ”
o e ELAR oA RoBEREE Sl b B B sk
herein (rialymee:ahmdtl’eé synomymope withribé mloye ghinstal IRms“pattemmg device.”

schi z reni g and .ot S c d|

and oeraE Qedfernige dr e cisnsed biteBhanaRe puofl Hierpreted as
referrifPiFRn9 e\ itk tHat e4iBE Soed 36 A08 Brdi RloAbREM i 1808 Paiten in its

generalized anxiety disorder (e.g. acute stress

cross-sgitéasy heh as proereate apaderndn e targetpogioroeidhe yubspgalgi i should be noted
that the Paict%rfrg %par%?qg L ra&’igg§rg€£sl>?x§) }élgg gp %%?@%Xgngsﬁggdjt Stlhg Qesired

ress, acu

pattemriﬁ lﬂ]ﬁ@ﬁtgi:t poieiod o ﬂfmbstrdﬁé] @br exampbsif thicopatmin msluldasphase shifting
order, posttraumatic stress dlsorderﬁfPTSD) abu
featureé 8% é%%%ll?é asyshieataies- O eesdlya e petesn)impag

corres Wf@gzhﬁrcuﬁlﬁﬁﬁicﬁbﬁal ﬁ’mpiﬁde@%ﬁé‘ﬁ B@QL@H ?rbth@g 1J§ on, such

I sorder wth anxious ‘features.
as an intsgratedycircitst di agnosed i n inf ancy, Chl I dhood, or
adol escence are: nental retardation, |earning
di sorders, mathenmatics di sorder, reading disorder,
di sorder of witten expression, notor skills
di sorders, devel opnental coordination disorder,
comruni cati on di sorders, exyressive |anguage di sorder,
phonol ogi cal di sorder, m xed receptive-expressive
| anguage di sorder, stuttering, pervasive devel opnent al
di sorders, Asperger's disorder autlstlc dlsorder

~ 2 a4
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Weber syndrone, |lateral nedullary syndrone, |long QT
syndrome mtral val ve prol apse, nobyanoya di sease,

womeevesvEneous | ynph node syndrone, nyocar di alPCT/EP2008/007916
infarction, myocardial ischem a, myocarditis,

pericapditis, .peripheral. vascul ar di seases hl ebiti.s .
Dol yar ATty tes T b BRETY Shve e SRR, FRAT e of Biteming

device§ iR AR PnaskE §HSG MBI AITFor afdPE ah® protPAAmEBIEA.CD panels. Masks
syndronme, syndfone X, tachycardia, akagasu's

are wel knewntin §tholgeapby, andripclndermaskrgecsuch las higiaes eleinating phase-shift,

o s SRS ST TR o 50 i oL 5L S8 ore

prografnii bR a oI Qlna§ npldysQUuaftifl agfah@dhent of @haltMsieory &dadl of which can
vascul ar di seases, vasculitis, vasospasm ventricul ar

be individyelly tilied smas wirpilech an inspRuRS FAdiatign rbigifﬁé’i* diffeyend dipegtions. The

. . . \/ ( V. . . . .

et SR PG BRI P BRYL r pte
di seasHs: tame “profjeztioh bystera’s ad tsed hebac shoakblbk eadlysnterpreted as
in the vascul ar ,s%tgg em or physj.cal .or biochemcal . .

encomp RSty SRR TOPIGURPT 6B, b Rst V<, SR Af, catadioptric

magneflE, SEETO BN c drdl &R BFtichl HVsPERS Or By MrRGiHatyGShelest, as
often encountered as narrow ng of the vessels of the

appropiriatefor thEteapesuse mdiationrbging usygas forfoth¢rdaetorsisuch aeths use of an

) f.uncti anal, di sease whi ch, doesn’ i nvol.ve .def egts,,in_ .

immerpif ngh 45 WEEIE hRP R e R, By TR teeip may be

considé@d @9 k¥hon§inbaS SithQke MIGRKEdNgral Bithh ‘Pigjaction systeetse whi ch
arises fromstructural defects in the vascul ature such

as at hErospPet srpcuieasd dipsubstiateblampuptaabe bereingfter referred to
as an aVHecggg% bft. ARaHidle gxl-ggiggs ﬁ‘?tgs hgﬁﬁgﬁ%q t?)lcac atll‘téi'rgﬁg Qévi&é1 Such as a

aber rant W, a 0 tissue
reticle] shdhaesibstratéaclods 4 weferore clinically significant forns

of PVD is peripheral artery. diseagse (PAD). PADis .
of t en 4% Beib AEPIBFIciE ABRATESE i Meﬁﬁ%&sﬁx&q(ﬁ&qe@f’%{;{lng a
reflect¥e Gisk PA IR ANWERS theRpPASEIs THYIRIOf a thankRisSAk type ﬁe. g. employing a

presentation depends on the l'ocation of the occluded
transmisssahask-or exanpl e, narrowi ng of the artery that

suppl i.gs ood .t.o the intestin an.esult i eyer
oot pr R aPERgRliR apRreethE s s a SR Hok s Bl e more
substrdtd'@bled @t d/drityor nidie nfaek kabiey I esctetmiléplRedget Afachines, the
__increased oxygen demand ari si nago from di gestive and
additiogpliablgs max bgusedingasalle],or prsparatory §teps mapydejcamd Auh o8 Qe or
' ' ' S| in the |leg
more tA e bi¥ FhbRB P T AUE beih B ot Yot "ol
t hat chredithegrdplgoappanitiub magtalseitieyof a Typeswhiérsinrat égasti sportion of
known asg interpjttent. ¢l audi cati.o [ nd. can
the subsiralgmay; cregves by aighid gaing affi afigely égﬁ? rRgac]vedptis ¢ water, so
as to ﬁn!acsg,a@é BedWeeriRe pﬁaﬁgaiom?stbﬁtdne fhe RBGIrRBEARImMRETIH Bfuid may
di sease Is also nanifested in atherosclerotic stenosis
also becdpplibdtor @hetl spacesen the litho grhplde appagatus, tfor exemple, bsotesnitlze mask
and. kj.dney dysfunct.i on. . One di sea i n which scul ar.
and théjproeclin SYpton Tmsrsiog Roshrdliey R &V eBlkgobia i ieo BX tegSising the
numeriGhlpeit@® oTptdjédtion sysdembeTRSteffR FnbiSiona s 8Seddherdd H&ds)hot mean
of physiol ogical and anatomi cal irregularities, the
that a strgsture; seeh asentubsiratoiiness be submerged ipliquid, pubrathes@nbpggans that
o Ll I _ ’ o .
i el 8 L AR BAR L NS FRLl Biosure
conpl iReferriagso bigurdre, thadhmbiaatosYsteeeiveda radiationlbeata from a
radiati?é%%&é)ﬁs .g 0025{03&9%3 glgererlﬁ Io%r:z}g]iip I(gg‘\%%lt\éé g?aﬁ;p?arsgfﬂie?tg%ntities, for
exampRAPENTRE §durESisi AR Litid? Tase T budhl A8, 183888 is not considered to
(m croangi opat hy) such as arterioles and
capillaries. Patients with diabetes nellitus are at
i ncreased ri sk of devel opi g one or nore foot ulcers
as a result of established | ong-term conplications of
t he di sease, which include inpaired nerve function
(neuropathy) and/or ischem a. Local tissue ischema is

ey e L T L r . .
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In addition, in terns of tissue engineering,
medi canents that influence angi ogenesis in vascul ar
worad/oxmoer e needed. More than 450, 000 vascul arPQVER2068/007916
were used in coronary bypass surgeries annually. O her
r, vas uIar rafts %Pqe t.reat.nent s
a

form P38 e 1HhOATRRTNr, aPpaLeioy s the £adistion HeBm i BNsP i B Sfifee SO to

the illfnPhatd} AEAHA %@5&1 %'f'a%%al’n raema9 lSystEf @bh@ﬂang Nfot BRark®lEYsuitable
When possi bl e, the best choice for a repl acenent

dlrectmsmorsmsd/an a hearo gmﬁrlder Wi ether eases theseurse rrtabré)e an mtegral part of

nt s_h od Ve sels usual NS
the iR ZiapBapRrdRfy forfratmm Bt e BiReSrea i Pl By Sh€Siaps S0 and
the illdihﬁhht@fllﬁ to Wath the beaf idalivety b ifWe§lirdd; Bra§ beséfetgd to as a

vascul ar di sease or patients that have al ready had
radiatig Y54 t procedures, do not have bl ood vessels that

are h t el ) :
oo, oDl M SARYAD 8, USSR Bitng e gy mensit

distribtiti@aé fitha tadianibeamn. Ghecraldy aofeastythé bttt andpwrlipmerradial extent
materials, |ike ePTFE (extended

(commegyedarredfte ad F’d&‘?ﬂﬂné ﬁ’ebnnﬁrn Eespaivsly) cptheyatepsityedigiribution in a
t he
popil A AL A hdr o IR BLORRI B e Bt R Do
variou$ htﬁemcmﬁﬂoneﬂﬂs dueh af amﬂt@rger shdbmedndenseg 'dwetiBumirdator nayte used
the.s etic terlal has. _been eff.ecti.ve
to cm&@%{)&m AL P SRS Hiived anidora Peancy BEaRly distghutin in it
cnmsgeauﬁqu|red the synthetlc materials cannot be used
due to high rates of stenosis and thronbus fornation.
One pcBw biietismbern Bris incident on therpattaming daviesr(e gl snask RGA),

e T T .
devicePH&Ying tradérsddithe hniask M A tha fellidtaon Heany B B&s@@&h&ﬁi@h&hé Projection

and | ow i nci dence of stenosis. Failure of
systemeRR§, agrielt focpses lglwzﬂanyor&aé targetsparaon G othst S%&tsataw oWith the aid of
e e bl 3 SO HTPIRONE (01, A REREC S e
encoddr @€ capaciinsersbr)f ﬁetsobsﬁraw tablel W dahde naed laecuratelyhe g. so as to

posmoq&ﬁ!éf?%rgg{t;qg\é\? é%'tlfn?sg%?qe ﬁ'@em%ﬁh%étgggglg?ﬁiggm% Slmqarly,nﬁe first

posmohgfr mt%ﬂg SROREL PositiFRIERSr Tt éan%%sé@ﬂo%c@rﬂﬁ:[& PB3itfon the mask MA
kely. O her problens are preparation and

with rqspm tr thapatbrofahe raditianboynd, e,g. piooachienisal tittcvalafiom a mask

d
ibrary Gl R EsartR) Ty sRep o RC PR e R tgD be realized with the

aid of :ﬂl(ﬁl@%ﬁ@l&é midEGRABO £ pdstidnsy) aﬁ@d@h&tﬁkﬂr@l&e 1B6dudle (ﬁ‘r&rposmonmg)
shrink, di mnishing barrier performance, and_ de

which fgraypartofghq ﬁrrs@pqswqmewa§§aﬂ@rm BIAyeEERt of ithe substia %6 faé@rWT may
be real z%d %?ﬂg%%ﬁé,}ﬁ?&ﬂ%tlﬁoéﬁé g@c{e 1 4 %Hdé«% g:?cgiﬁ'}]@?@géh %@Hgﬁn%ff%e

secondeaxdeﬁmexaIbWe Ixst;hstcesm of asstepperfak eppcssedltmla seamnlm) theemysk table MT

may bEFIREGE fot AR B PERBY oLt el B Eet NakAGR substrate W

may b@il?%‘l § usiBY a3k 8l §Rh &l nekOVA! MY SRl subBiaee al?én?nénﬂﬁﬁrlé P1, P2.
hetic vascular graft the host response can

Althougbmﬁ sibstrate @llgmmplt ks as ltlhatatctmcw)acﬂctdmt&d targct p¢rapns they

The e of a e a I al r a synthetic .
may bq 8 &y Byp Sieh PR B Bl i atsKng o oA fofe lignment
marks)bsmiwryaﬂeéaiuanamn Rafclomott thee baddie ad rlawae@ bhiti@Smask MA, the
Since col |l agen i s bi odegradable, as t%e devi ce
mask aljgpingrtanarks 51y de degategy ‘F%’ttbe fi¢& device. This is
advant I :
degr ad i HRSERHAh R il id A RPOARHR, FATRMAE modes:
which results in a gradual transfer of stress fromthe
i npl anted device to the newy forned tissue. If a
col | agen vascul ar inplant material was seeded with
endothelial cells so that they coat the |unen, the
surface mould theoretlcally be nmore bloconpatlble

~~ 1 . o
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carcinoid tunmour, Bronchiectasis, Bronchiolitis
obl i terans organi zi ng pneunoni a, Bronchiolitis
wOoaoh9/e3s9Ens wi t h obstructive pul nonary di seas&@CT/EP2008/007916
Bronchogenic cyst Bronchopulnonary dysplasia,
Br ons ni ck - Spi. eqgl .
. syndr [%PB? th&f%ﬁsgmg Slglﬁéq_déb? Hos %F%W%?rﬁ &gpt essentially
statlonWynﬁ'mlé’ af ¥Rt YaRern BnpaRtd @the rad@'t%ﬁ%eﬁ%ﬂﬁ?@ﬁ%edﬁfﬂﬂ& adaget
drome, Brunner-Wnter syndrome, Brunze ndr one,
portlon:_{r? laycmestuhe(l tfeemsinglg 9tatio gEPOSBIEY kT}gsuggtm tobls, WT is then shifted in the

s BUS55353 b S A 3 P 55ino B 4 D B o

maxm‘Jquéiﬁe &f tMé Bﬁp’ﬁ%hﬂﬁﬂtﬁd lili thd¥izé OF the RFgdipobition G yhsdediR a single
Burkitt |ynphoma, Burn-MKeown syndrone, Burning Muth

static exppsr@me, Buschke- Fi scher- Brauer syndrome,

e L

synchrsucﬁﬁi[}owbl,le @N&H&Iﬁy&i&dame radidith beandisqreyect@biivalarget portion

C(.e. ;glgglrggg'g;nﬁmcgg{ggg?g): 'gggbeé%gl%g dirgmye su&tlggte table WT relative
to the I%X%QIWT CDW d%?erm ggél-thé waﬁéﬁlﬁ&ﬁyﬁ:an@g%g& rem

yndr one, syndrone
charactéﬁms%fslymphommpn S}@ters j?SdIrmmn modaNe mdnmlzecﬁmxposure

el T, R o0 S PSSR L, e

exposediviRYeRItBERALh @@{Hﬁcaﬁﬁdﬁ%a n deRhBined tesheight (id@h®stanning
gonzal ez cantu syndrone | pai nopat hy, Camera

directipn)tafdlig targebpemiosy ndr one, Canporel i a Curmi ng t ype,
Canpt .
3. Canal glg%%E%f)ﬁy mog@qyé f%tag ﬁﬁ%\?{gaﬁg ﬂ%ﬂg aegsgﬂﬁ@aynsé?t dcl)ngg)lz léc’)ldmg a
prografnaitibdd PR AfAg bahch land &retxubstrat@’gab&erfas nfced briscanned while a
Car boh drate nmet abol i sm di sorq(;l Car di ogen a,L
patternsipgrtedio t E:é"?"li? IHWOJQ%? PR RAFEELO %ﬁ%{; ls mode,
generaﬁgr Z)Yllsfeﬂ ?eﬁﬂ?tfbnzéohﬁ:% 1§¥1ﬂ fogg@ andhE 'ﬁ?ﬁ@ﬁrﬁmﬁﬁl@%ﬂ%ﬂ%lce is
Caneval e- dez-del "Castill o syndrormne,
update@as nepirkeé aﬁcraqaehvsioaeﬁesmfehet ssubswtd tabriee W0 indygtween successive
atakls

radiGEP R SHEE AP hALTBRR ST SR cen BF L) 3Bl g maskless
11th0gra—w1ﬁlit ey ﬁﬂ@ranﬁ@dﬁl’@ﬁﬁtﬁmﬁg BeVi e BuchG rag;%‘gr@ﬂhn'}ébkel thirror array
i se

syndrone, Carrington' s di sease, Carrion ase
Ofatyphil&/r&fﬁmedéyﬁm‘@ne Casamassi ma- Morton- Nance syndr one,

Cassi C

B L
embodGaéiioddte, 1n€aih©h Iahe &ﬁbﬁdmrénmm;vn(i‘ﬂy"i gure 4,)thel elemaqstatlc clamp 20

e el SRR STl e TP 2
wherelgﬁtfnla tdpSiGHe b&%r(ﬁ%nll&r th® gﬁﬁ@b@ﬁi RhicBeaY&t is held and an electrode

teriovenous unt bral henorrhage wi th
22 surmoydei hos dis|ec@rrdos prcsmderdah betrsrsu tloptartsy21. The dlelectrlc 23

R e

may bébétiveén § asd YO ;ﬂhaprefaﬂzﬂﬂy BauekR S0 ahd 9300 ;ﬁﬁnﬁlra&l&@n@iample the
syndrone, Charge syndrome, Charlevoi x disease, Charlie

distanqq be{rensheobi a ead ﬁwﬁhcgaéwhlchk%ewm Hth ﬂ@n@ﬁqan%q between the
A

b LS35  CAE 5y S, S AR B, o 00

While Ghigrtwbibsifls 2Clateaghiownrin figate 4it mdrsOh@undélmtb(ayﬂmt 1|ngeneral multiple

s S O S B e Bl Rt o
betweegegdpﬁe S BoseBRirfs 2y - k'@l/e{nt%éﬁﬁ'él ﬁﬁ:rsu?ﬂ&gﬁ?ﬁ%wdgi Wlﬁrtﬁe burls 21 may

stasi s, Chol ester or age di sease,
Chol i ne acetyltransf erase (ChAT) deficiency,
Chondr ocal ci nosi s, Chondrodyspl asi a, Chondr odystrophy,
Chordoma, Choreoacant hocytosis, Chorioretinal atrophy,
Chori stoma, Choroidal dystrophy, Choroidal sclerosis,
Chor0|deren1a Chrlst Slenens Touralne syndrone

~—~
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syndrone, Ganborg ni el sen syndrone,
Gane- Fri edman- Par adi ce syndronme, Ganstorp episodic
woezdyneasyys Gangl i ogli oma, Garcia torres guar nerPCT/EP2008/007916
syndrone, Garcia-Lurie syndronme, Gardner silengo
htel s

be madSiora ong AL i b POBISE PF EIeds 4 ORGhS PIRRSEASaF Lery stable
and ng@%m"nrh Tbssts &eép th@%ﬁfe%?itaﬁlb 68 idip§ifisK in R PMnE2RdTeifprove the

davi son syn rone neau |sease GEngnam
stabilityytincisuppert 2@emsbesq/faduoonﬁ10 @aﬁé)ghg:ymh@m@e height of the burls 21. For

examplSR SIPTRGHTRRCNG 10 it SRk PG D of s S BB O™

Ger st n'ﬁmﬂtogblf SHesurB 21 Jeheinivieathe plaAeng Iik‘EthhQB@bbject is held. The
syndr one anotti Crosti syndrone, G ant cell

top of téapfourlss 21 maybp monpacaweth dhe @bgm pRghihis aontaskmay EsANiTE Gieanaterial of
the burgzil It(? Be glgar r@sdg-tgﬁ'trs% é man nﬁ'f%br]git 14 8?&%& on 1K b?lﬁ@ 21 forces are

man syn onbas ni a,

exertedom EheCBLﬁleaS avhiCh aag cﬁmwan ofthelbudy 2 & yWdaraney make the burls 21 of
d aucoma, d.i.obl astoma, d onmerul ar gﬁseas
the clagpoimorecRBHtYS to sticking sfiertsy Sisg etlietsiars etegplycduero adhesion

forces h e doHohRecti&A OPIK oﬁ}é@fja{rﬂrfﬁe tdp LERHPOHMNE supporting burls 21,
UCOC0rt|CO|d resi st ance, yCO gen storage di sease,

as wellGisgo slactiosiatig fo@nst@nerdedfomarssd@}f nkstptmmmw@hla@ss _ARlfwsion forces

N AT ST TR T T N —

surfac@bgwc@trﬁa}ydli}ﬂ FRPAthEHEE O MBthe fptwedahhd fo § @fiPerfection
ol denhar “syndrone, ol dmann- avre s ndr one, | dsteln

on the hurls 2 kywhielmey lead) ta sddiiossl stiekiRg, A@@u Pb??%‘}/ﬁ Weargnay be the
|
cleanmgofI C}Rg i %ﬁ%%s&%ﬁ%gﬁﬁ’gh%hétg lé rtlgg{ntlsg/ ﬁg: o Irrg

Good rTHl’heS()bjétft evhigch 1@Qmmmﬂtdnrthe sl}tctclcrsmm clamp 20 needs to posmoned

with 8 g oY AR R ) s P RO ST HEIaMD 20 needs to
be stab@f)é/ér an@w ¥r YRSt RWRed for M burE? B4l 0B s@ffod 25

['ung tran tation, Gaft versus host disease,
respectivel e p:cxsyioa canmmot dle Iguslytnme(b mith aGusifcient®agh aoenicy bregause the

ALt e M GBS0 43 Fectiveyis i

A hlgrﬁtﬂéﬁmx éﬁ@ﬁﬂ%@?b@u&sﬁkd @ fllitgesa BEd mbléments in the plane 24 of the
G anul omatous inflanmmatory arthritis, dermatitis, and
burls 2} &theiclampR Gisthanging insterpperature s edflﬁ%r@ace @] expagsion qyefficient of
r l.
it AP ST BRB o AEBACL S0 KU Ao e e s nd
in unflnagslof s ulgmP 20 A rslter 3k dfayme thaBetad donnection between the burls 21 and

hi r schow tzsyndr me, G o St randber g- Tour gi ne
the SURPGHASHBY bEIBSEBRSVH BH%E Ao SUsRIDY Ko Srple the
electrod® Qggpﬁle‘iiﬁ}éléé‘thg ﬁmﬁyq;éﬁlﬂtlﬁ ﬂgﬂ%n&@%‘ft&qflegﬁﬂ h&Bbr translations of the
syn ec

G as mer sl un | sease, @uam di sease,
burls zclanmmeq:lmakleitanaa therefort be adrahtageswus td efake ithersupport 25 and the burls

21 out%fn%ea a\e;ggh 3‘212 coxﬁ%:gﬂ E‘%&g%%!&%h%m‘? ¢ nade W t?lrlr%glr:"dved rigidity if

its madedut BnY preddl eRis deBehRss MaNEAsionsSWIEInAh@claky 28] TEE€RAterial of the
basar an syndr one, Qurheri-Sanmmto-Bellussi syndrone,

suppor€2% prowideg v thdhe burty Acprefesblnhassrhermah expansign §é1§§~°ethalﬂlx®n/m K

x 10 dﬁtédl%gt%lg%/‘}l%r 48 OT’E"ﬁ\!"F@'éI Sﬁéggﬁ‘?ggc?}% narwgy a

KyocerdOPDyhickhas &iflermmelt e&lpaxhslmﬁfl sdndex IOFﬂdSl(ElBHchdERﬂISﬂlcon

Carbldg%ag;p%ge HHE YR T %aHMOgM% %d’éf &3 0% gbﬁm(smcon

h
o g 55 0, S A

syndrone, Haematol ogi c cancers, Haenochromatosis,
Haenogl obi n di sorders, Haenwpl ysi s, Haenol ytic anaem' a,
Haenol yti ¢ urem c syndrone, Haenorrhagic fever,
Haenor r hagi parous thronbocyte dystrophy, Hagenan
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chondr odyspl asi a noerman type, Lethal congenital

contracture syndrone, Lethal osteosclerotic bone
wooephmsdsa, Letterer-Siwe di sease, Leuci nosi s,PCT/EP2008/007916

Leukaen1a Leukocyte adhesi on deficiency (LAD),

I T T

Slhcod-ﬁéé'th&In?afl %ﬂ}?&ﬁ'sﬁmrﬂif kab By RO P@'@andL@lydrﬁ:ehQ’ d ﬂa@ﬁﬁaﬂ)éxpansmn
syndrone, Levocardia, Levy-Hollister s rone,

dependieg yn ksbn@téa}qmnr@moce@eﬂf 8,054e Aay/anKsy HYk dive thermal expansion of

the claw\gé)sprp Fgghqfﬁ% Fl%{ht th i \f\élselgoﬂ%é égcgrgn%ﬁ]E paa'gsiloﬁ 36‘13' 't}% o%%clts

clamp&Ydifthe BRmpld 0B efininkiz€ tembion beeveen Sheubjeeiand the dwc&ostatlc clamp 20.
syndrone, Lindsay-Burn syndrone, Linear hamarto

This resylteingrketter flamessof ghaehie@on the slamp20apd draoke Stabiepmfltlon of the
object Bh %eaéi%ng ES PRSfrerdrdl %8?%%56&10&%%&éﬂt?&géﬁﬁgé'd%’@%e'E“oyfﬁ cients over a
relate oedeny, roteinosis, Lipomato
20 to lloomrunqiemtmrerreﬂi@tm Iro(ﬁmtdnmasm 298 K tisecthermured, expansioarooefﬁcwnt
Gar ci a- Ranos syndrone, Lissencephaly, Listeriosis,
may bg |eg3.| ¢ syndrome, Lobar atrophy of brain, Lobstein
di seasfye heRALR MBI RE R Mso &ﬁ@?hér&@ﬂh@&ﬂp%ﬁ@he (Knoop

di sease, Localized sclerodermn, Locked-in syndrone,
100g) hardhéss of SiC emrbleSa@@h 28(19 Kg/oay scqne@pczndmmf@rai\vﬁeh’s hardness of 9-10

Y e e e

of 9. A%Qfé&ﬁ‘lb%ﬂ 9 e a%MOéjf)é}HQaplh- ARdReB oS imporeyidravoR] wéaPag adhesive
marques de faria syndrome, Lopez-Hernandez_ syndrone,

forces pbithe badh2 | Catipsehasa Mph) a.hgrdsasrs of phet 3ne Whichiaeas His much softer

than th%%gg\% rﬁé’rﬁgflgﬁrglhcbg Mar &%l ﬁ?lﬁ gqlf&hq\flﬁ'ﬂ% B0 IR re'tlgl\é@that may
wer mnesoder ects ownanong- EVIn

need t(Sb/dkdﬁIﬁpal od.ldh‘ﬁ/é},ec&yswtldxﬂmnp R evay\belviazle@d silisym akrdoquaartz respectively.

Lowr y- Yon ro Lubani - Al Sal eh- Tee one, .
Silicon s AAAR) S FACEHS DPHERE. Gk b2 A S & Iy PR g 7 which
makes ¥d¢ Whg%o pred d06ed Blrehe bists BYiPAROBurl thdi it \EEM’nﬁ" the burls 21 wear

syndrone, Lunatonal aci a, Lundberg syndrone, Lu

the posgmne&uhs plmar214 nofasf & Efer @rlrdmhb barioAhmilbbe set_rmﬁg'eé“elmﬂélpswe forces.

oL R b T b i PR A BRSO S 30

W/m. K @hiehie 1&%&1@5&5@%%@&&&}&& ,394 0N Zn. KRbrathe 337 wandklfor
syndrome, Lyell syndrome, Lyme borreliosis,

aluminggrg dys &, mesf REPIAGAHPBY BONbhrEnoueR to £5) Fpsnaidics n?ensport to the
tempe%m Eﬁ‘gf‘o‘rfmyslt n?H’t%%rﬁ erlcrgﬁqg&?{t)ﬂg? Qg% %@gé Rater duct 27 within the
suppoﬂt.yﬁbﬁ ﬂﬁ)eﬂcﬁ:txdetﬁheﬂe dlanipassbnmbl the téglperatlluy:’rqﬁ tleenalamp 2.

Lynphocyte-rich cl assi cal k|n
Lyrphokigtiec d&gncts gaﬂlﬁyﬁﬁ?ﬁo‘ieﬂt atm e v ob AR Glfsipsatic clamp

accord gf‘EBfA%Rﬁé}' e%&fdﬁﬂéﬁt%W&ﬁbémohymﬂ@&h%dlﬁl%hﬁéﬂo% in F1 re 4, the

I'sease assocl at ed primary I nmune di sease, Ly

electrode 82 musud@yndedizr ammwl&bpn aid @yandicbntsc maperipd B&cRgand is provided in

0S0 di se c bodi eas
betwedy B RO 3-SRtk TSR ioRn i oA SRS vidada
underneXhdh&eectrddeind M iReldetricih L6163l 35 m%ed abbX¥elthe elMEBode 32. The

(Muscl e-Eye- Brain) syndrone, MEHMO s droma VELA
dielectgematerial/gy 23 may\,ngR;axgg,lﬁ be @}pgtlcsm@h as/ ¢ /Rigph Para Tech Coating,

Inc, K%)%x{ ®'61§/§‘fa)fi@o@4 Dg{'rpc'?ﬁgm %ﬁ%@ M&C%ﬁ also work

as an 16301‘31610 Quarty/BiH as;fnde)mrrmle FeBott K)R@d,lmg/lgl@sb Schait $Ye\F32 or 37 or

s T A ST ARSI MBS, ot

in betWVRA TR hi1sTBAs BUNEE ARTantARCAAHIEH vilaik o&kidivity iaddBufficient
syndronme, Machado-Joseph di sease, Macias flores garcia

cruz rivera syndrone, Mackay shek carr syndrone,
Macr ogl ossi a, Macrophage oriphi stiocytic tunour,
Macr ophagi ¢ activation syndronme, Macrophagic

nmyof asciitis, Macrothronbocytopenia with | eukocyte
|nclu3|ons thular anyI0|d03|s thular dystrophy,

o o T Y T I T T T . o
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syndrone, Pancreatic carcinoma, Pancreatitis, Panner

di sease, Panniculitis, Panostotic fibrous dyspl asia,
WaPp9/h36e9s enal syndrone, Papillomatosis, recurBGIHEP2008/007916

respiratory, Papillon-Leage-Psaunme syndrone,

deteo RSB S B SRS b B Sk ATy e

Boriutfili#stridesi s of i nfancy, Paramyotoni a, Paraneopl astic
penphi gus, Paraneopl astic retinopathy, Paraplegia,
Par at hglgutecﬁ disglesenanen viewrod g lesaeselic ¢larmp pcegrdiag keyet a further
2ar | SA eay. t hr C I a,. P '
emo G HE SRR AR BRRBA R DR U Bhtem o sty
backfill gapbetweerthe okjestmg. sabdtchtd (@ i fLurbil Nand the skipoedeys RBbstrate table
exertioninduced dyskinesia, Paroxysmal ventricul ar

(WT in figpse 1) abhedhack bl gas Ispaseb B EPRIGYRANG Mhermekand Refaly shesn the
st SRR, FAE LSRR BByt 08 S por ot e
substrdte rable @ ToamdAndehsh thessubstraes clitaped ingt aeuhleneyonment. Thermal
condu%ﬁlgtg{ig\r;lgg}lg‘la g}%\éplf [9u San grp? : gkh%g{?%?%qt Ilféoﬂfit tﬁea gu%lélte}lzite will get
warmer ¥33MEhhy CARE MRAM BPANGK b SREBHAR andafvaHap UFHERMIES in the
Patterned dystrophy of the retinal gl ment epithelium
exposypg pf srb§bntep§l&@cb@ple%ﬂ gahiagvpndieddiome e daskfillRmppbrsystem 55 which is
{ evenso ndr.o Patt erson- Lowr hi zo i C
connefy YR ARREN LG T 4TS BRI Rhe] b FREBHb gf g pemperanare
stabiliZing 0Bit 81 I T cREN ghoemers Reaths Relsy BalipdyRoleF8P thengogtddves 53
syndrone, Pel get-Huer anonaly, Pelizaeus- Merzbacher

with a|girgylar s&@p%faédigegq depiqtecdige QutepSHEHAGRIEOVRHY Sigtvek@part of the
circul ek reaﬁ%‘é@% %?oc?é%g‘gﬁ 8% c.oﬁﬁ[%@ci&l@é Qﬁ{gfel g{&‘tlusgls E:he backfill gas to

ntosuri a, met abol 1's I sea
fill thegapat bet eant the sutdahiecind rtloy/ tenfperadtae stabjexirgyundt: dithe substrate W

Periarterjti osa, Perjcardi al defect di aphragmati.c
needs fodheeblaCoshe BarkilTe 24 vaBie 43 e heiosed e Mscyatfitn valve 45
conne &R A vABMAR @ﬁ;ﬁ%y 1iles7 WHE R suppl§hhndeY SPRAMEG of2Rbd RBEGhe space
neur opat hy and optic atrophy, Peritoneal

betwegnethe ayhstrateo¥iand tiretemperabiraiconfeel awmit vaid rievsuekedrto ragium wia the
t.u Periventricul ar nodul ar. _het.er ot opi Per
soppty T e BB M osiB s B A ol he

tempei@fite valtfd] syt dingitae to BRraxingn i thebat@um xhaaberdiie slibseas ean be
rault syndro Persjstent Millerian duct_syndr

Per dr one . dr onre,
releasadetfdhe subsisiaIY haphecsraxchmesd dymvacaime vabedigeuillgeglosed and the
ek AREATESs o, SR OFRLTALL bR s
and théfeaiplefature waytes] wytnThoatmvePhaitiohed baxkfithsupply eystem assures a fast
respong%//tﬁlg% gﬂ@é bg;ff]&ll]‘; éaglrls_ %@glg elfiZ):fP @%vgg@?{gn?s’ apFI;Eigcli ];Iflf \r/ice versa.

Pf ei F(i%t_ﬂ'é 71U es £eFI3s SXEBRAISHEH bR MR el EltR)stati6 kP figure 6

Christian syndrone, Phacomatosis, Phaeochronocytona

locatedinergnsyem chamber hawingrrovaehym Hhoe(Theyrall iswely partially shown, it
must bgﬁgll%%%% (EI%EI medwﬁ%nogngpg%})ﬁ s%l&%gﬁé%/ tgllg %1e9€r$§t5tpc°§§mp). The backfill

ria, a terorem a,
gas is SUpphRéEdivia llesisdeR el gt Vil e43thel swpipty lil 6% tit S@pBechahnel 49, the
brain, Piebaldi sn%%Pi erre Robin sequence associ ated
supply ol Tppahibip BEdOVET Thie thirnras 0 LRetwerrithe sulrdiienV g theemperature

o 908101 By 0L AR SSRGS 1y RO i s
protrussgnsdOame proRided ¢o the ttmpenairerstiabilizingamd® 1s Yhel teomperature stabilizing

unit 615% Eg’lr%‘i‘ﬁ? wig?e ?v%t_%%@ﬁc‘% lgﬁ%orﬁgglhﬁ)gg\@t% tg;fthel_{%gllf)le&%ure stabilizing unit
61 witlCh tbntf MRt &n e, THElRFBstatid Elbinb 3d farReeRSURled with a vacuum
Pituitary agenesis, Pituitary hornone deficiency,
Pituitary |l actotrophic adenoma, Pityriasis rubra
pilaris, Piussan-Lenaerts-athieu syndrome, Plasma
cell tunour, Platelet function disease, Platyspondylic
dyspl asia, Plectin deficiency, Pleonorphic
| i posar coma, Pl euro-pul nonary bl astoma,

o o, o s l 1 I -~
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Syndromati c di arrhea, Synovial osarcoma, Synovitis,

Synspondyl i sm Synt el encephal y, Syri ngocystadenoma
wOoppd/bdepdser um  Syri ngomnyel i a, System c capi |l | @CI/ERa8/007916

syndrone, Systemi c |upus erythenatosus Systenic

supplyg’lat é?é%}u%sclnggqg o elarnn\%:aglg gre C\jlgararr\?ac W |va Ve 45 o the supply line 65.

To glvé m&gﬂf basls ?ﬁ@fﬁ a shoft 8éspohRUliAGIHe 3rooles §3 ag RAWY fow surface of
ocytlc eukaem a, TAC, TAR syndrone, TCP, TDO

l'ynp
1 mm’sipadnpptie holeEAF may @a, c1r¢111|suv§9 racﬂmmeter ofNFS madhe s1pply channels 49

assogi at e eri,odi ¢ S ro S S [
may bR RS G B BBy bR e b fgmeter of
mm. THeéinzéls Ko, SsilﬁEl fyQifies STMSSsHG)hl(Badﬂdxﬂtﬁg@usW&ie@pﬁdhort for example
arteritis, ot subo cardi onmygpat hy, Tan

shorterdhamis G 10 FeHEs atestdpsnonsetimegthe elestiggtatic Fg’llééﬁpé’f Ferebnd 7 may
accord%g %!le 1?1%&}9{09 r-lr_lgé n% §u;fg)o§t$?§\?l ?dl‘?{gﬁ B@ﬂ?é(rg a%electrode surrounded
by an 1dSlﬂ€taSp1;ovimylbn bstwedm dm&hurl'ﬁayl& ithe dulppoie may)hedna]ieé"mlﬂ' addw

sal eh h?ssoon Sy drone Tee

expanm@?teﬁalg@, masiine dgeis cruR B DTS g Tay be made by
converﬁ%’ﬁglrt@@fﬁm %lf&l’lﬁ-bm@élﬁm g’el ecant hus, Tel fer sugar
| aeger syndrone Tentany- ghalash syndrone Ter Haar

syndrome, Teratomm, Tetraanelia, Tetral ogy of Fallot,

Thaldesording e fusihatierobedintenttha slegpstatiosslarp iay, be provided with
an outeg fﬁe&?rgﬁggp ﬁs'%g ﬁ%ﬁé?) %ﬁ% gl'é énéllaF %ﬁ&?ode gsc\éﬂgéc?%ﬁb a-xl;tyle% r8de control

85. If t_lh_a @mﬁ%&ale&wﬂﬁiebdsf taibeasplageddhe outer dibairamie &y\nﬂilrhﬂﬂbactlvated by the
npson_baraitser syndrone, Thopnsen and

controtf Sxpbal 1y ABIFG! @URSRIE) W aB A DL ARG B pecklen ey escape
e 5L SR G ALl S Lol L e s
and thd¢tlampbHelyd sppaebetwvee thesnbaicyd apkthe Oenmﬂrzptumontrol unit is at a

aut oi ne, Thronbacytopenic |d| at hi c,
vacunt R ORB AR BEFEI MG G PR OBFa B 50 o s YRR P Ehiuielsed
compl&@l?y ]%ptﬂé ﬁﬁfé&@ gOfthO §RI¥B betvReh ﬂle@hbﬂfdﬂe andMBclmp to vacuum

asi a, m c carcinoma, Thyroid tunor, Tick-borne

may beeﬂmetpm byt nh§ mathed peng %wt@f@d ani ipeeriejectpael el ectrode of figure
Tol | ner . hors nzk
s sy JoBE o PR B o RO RA M by Y Moo
surrouddud byRatiheul ftenponidedisbéaseen thevakls atd theaupporkman be made from a
syndrone, TORCH syndrone, Torlello syndr.one,
low expansien natetigh AfempHurlynthe elegipepticel ampg figurej mpy pe made by
onvmﬁ%@gﬂgaﬁn kQriello-Lacassie-Droste syndrone, Torres
er syn ronme, Tourette syndrome, Townes-Brocks
syndrone Toxocari asi s, Toxopl asma enbryopat hy,
Toxopl @hhm@hspeCTﬁaqucmmaxabt)maé@pl thisttextdo the use of lithographic

o SR AL S PP BRI B gy sooras

descnlﬁ:ﬁ%im@fria? hia S othet dppRUAtENEAduh 8§ BlRQBArffachird S idygreted Bptical
anyl oi d pol yneuropat hy, Treacher- Collins syndrone

systemswdfmcr: and Pefectinstnalteds feupgnetg domeinyaemericsafat- -panel displays,

liquid- [I{lsrggfﬁlléygﬂg O%%gél)l Al ri ﬁ r g&%&icﬁﬂ%‘éﬁ% %tc? 2@% Ekllls?_cg g%lsan will

apprecditethas én thercoatekt Gﬂ suble alltctmatilirei applicar®ins, anyuse bthe maroisi“‘evafer” or
w1 5 dysplasia, Tricho-dento- osseouﬁ]%gndrone, « .
die” betag F3Y hesapyd dGTRd at PEOBYREFO LD the MR GEERPTALISHR SHHgSEe or
“target PoHFHO! teli5ottivel P ORRSA MR BTRA td héhhiy Qéjlyr%Eés@&f' Before or after
ricuspid atresia, Iriopia, Iriple A syndrome, Triple
exposukk, (iHFi)exappigratrask (ﬁ' taopthat typisaHy epplies atayes @ﬁyemst to a substrate and
Tritanopi a, Trochl ear dysplasia, Tropical calcific
chronic pancreatitis, Tropical endomyocardia
fibrosis, Trueb burg bottani syndrone, Tsao-Ellingson
syndrone, Tsukahara-Kajiisypdrone, Tsukuhara syndrone,
Tsut suganushi di sease, Tsutsugamushi fever
Tuber cul osi s, Tuberous sclerosis, Tubular duplication
of t he oesophagus Tubular dyspla3|a Tubular ‘renal

______ g, D "




10

15

20

25

conventional solid or liquid carrier or diluents and a
conventi onal pharmaceutical |l ynade adjuvant at suitable
waimeagsdsevel in a known way. Preferably, the ROWEP2008/007916
peptides are contained in the conbination in an anDunt

n120W 0 a b
develop ftieapossa s B g lRioRe] B1 4 rweion o o Spplicable, the
dlsclosW?é KetinQhayPSPigplied ?o su¥h raﬁd BIRE SutRRhde prédi8sih¥ R ole PhitH&Sthe
re contai'ned in the conbination in an anount fron130@6
substrzmymw ibg Iprocsssed epire thanionce, fanexamplevei qrder tofcrgatga tn@llatl yer IC, so

that g W S e Bl 3P 1653 sy Rlotng ot

procesgéanhﬂérgled in the conbination in an amount from 40% by
t of peptlde 1 to 60% by weight of peptide 2 to
60% byAlxl@cmhtsp@fl pEgiercaes may paveoheepynageia Eme tefthgusstafde
[
embodfyelF S BETRIHGL AT ASRLAAE, opoh AR 5, RU B Rfc
the mvfeﬂlﬁoromay badmd‘mﬁiﬂie&lfapplﬁbaﬁbnss fiort exlampld iarprimd ithoigetphgt dndrwhere
i nhal ati on, 4?rnstr%t$on forns |nclgg§; E&r hv i

the COIé%t@HP‘é(S , 1Py limitecalor apfigal Ithoggaphyh roimpring hthoggephy g tepagraphy in
a pattefifif H%ﬁ‘ée ddfinRO 8RRl ternUrEHL LS LAbstriie CTIR: to hy of the patterning

nan ormul ation powders and deposits. urt er nor e,
devicetmney tpr preesed into adayter ofirealss supphied tettbs splratnateaghercunsal the resist is

cued B RRRE HRF oS P b RS e Beot. he
patternif dEN@SI8 movied blEYRAOHSist idaingALpaaeindh it after the resist is cured.
|ntraper|toneal i ntranasal , 1 ntravagi nal,

i nt r abThectgims Fedietionrand, dewnl’ as vigd dgreim Wpass all types of
y n
electroﬁl gt}chiﬂ?%lﬁgﬁ Iqﬁélg@xag uﬁ?avﬁ({l@ﬂ?ﬂ& rg@ tl&’p l‘f’lg{é’llng ey ayéé?leﬁ@th of or
about 3135[, Blﬁlt288 Clo3} B Tort126 npophd detrane tlira- vri)ﬂplt (EdEV) radiation (e.g. having
conbination according to tr presept inventiqn. The
a wavelgnethuinthe FPEROT S0 Aons Wil Rinst $ SPFhyASIRn beams or electron
beams@f tificial mammalian mlk as well as manmalian m |k
substitutes as a fornulation for oral administration
of t hePlegremal Eleosyviharet the porttextab o s may, refes dielimr ane cagdmbination

fants,.either as an utic tions nd/ or
of varig®® (PSS PR TRpE e B E FrEH PR Tgnell
electroRfiBhétitCardIRtdadatio Bp@dal th@pdiEneNt i on can al so be
adm nistered in formof its pharmaceutically active
sal ts. Tlsuiqsemt@np b veece infendsd (o beillpstiativeanat dimitng r Thys, it will
be app%%h q][ 'sfdll%ﬁ n'? talc’t tﬂgtdrn?rh E%tiong 'ilra?/‘}{]ttﬁa&l tb dhd 1n§91mo§1 as
I'nstance, dicum pot assi um magnesi um or
describzd|vathont 6qiah$ngﬁdimbbe afopeabfithd.claline s¢raypit belewor t he
pepti de conbi nati on of the invention forns
pharmaceutically acceptable salts with organic and
i norgani c aci ds. Exanples of suitable acids for such
acid addition salt formation are hydrochloric acid,
hydrobrom ¢ acid, sulfuric acid, phosphoric acid,
acetic acid, citric acid, oxalic acid, malonic acid,
salicylic acid, p-amnosalicylic acid, malic acid,
fumaric acid, succinic acid, ascorbic acid, maleic
acid, sulfonic acid, phosphonic acid, perchloric acid,
nitric acid, formc acid, propionic acid, gluconic
acid, lactic acid, tartaric acid, hydroxymaleic acid,
pyruvi c acid, phenylacetic acid, benzoic acid,
p- am nobenzoi ¢ acid, p-hydroxybenzoic acid,
met hanesul foni c acid, ethanesul fonic acid, nitrous
aci d, hydroxyet hanesul fonic acid, ethylenesulfonic
acid, p-toluenesul fonic acid, naphthylsulfonic acid,
sul fanilic acid, canphersulfonic acid, china acid,
mandel i ¢ acid, o-nethyl mandelic acid,
hydr ogenbenzenesul f oni ¢ aciid, picric acid, adipic
acid, D-o-tolyltartaric acid, tartronic acid, a-
toluic acid, (o, m p)-toluic acid, naphthylamnne
sulfonlc aC|d and other nineral or carboxyllc aC|ds

N a o s I L —— I o
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evaporation and freeze drying. Other processes are
freeze concentration, filteration, and honbgeni sati on.
woTheo/@op9sf i ci al nother milk formul ati ons or mPATEP2008/007916
substitutes of the present invention are preferably
prepared by adding to a ppther, m |k formul ation
i ncl udi ng commercially a&gftélq—gé e nother milk
formul ati ons especially in powder formthe peptide or
1. ARVIe&tkdsyRicReMp €8 if 05hd1dink AR objdeCinREMkdddRar inRERhéEephic
conbi nation is preferably added in_an amount of 3 -
apparaigOthaglagemednaprising peyppra@revdes withiburs paerebp thetpp of the burls

[ C Lal ly. ' rml 0 ' .
dcer TP i LBk 4 TSRS Bl o LAY T o
providgd & tstaédnythe Buis) whieedin theauppért is Medefjorh all6® expansidnaaterial.

mlk formulation. Suitable diluents are substances

t hat usual ly make up. the j Qr portion of the .
2 essdoratntampagevets i Sy el ShopbRIbdnads o e material
having%%?%xs?&?&eﬁ?ciérﬁ%?%%?_tha%LI@)rrﬁﬁl?.K AR tol and

sorbitol, starches derived fromwheat, corn rice and

pot at o, and cel |l ul oses such as microcrystalline

el L ul ose,. The amount of diluents.in the.c osi tion
. BErsRgEns o aeng® gfhimdGF cBin sy e BRSO fdnade from
a matefi M RVingUIRKPhisiciNcocPi@émIoiMdsy tHanonmah®Uk 185 t o about

75% nore preferably from about 30 to about 60% by

wei ght, and nost preferably from about 40 to 50% by

[ : r
4 IR Aoy bR R SRS M P Fofedith TBRRMAn the support
providédlvith liccigrtie jnade dutr fl oma péece o€ 1ove dx pansion nsaterfdi t abl e

di sintegrants include starches, "cold water sol uble"

nodi fi ed starches such as sodi um car boxymnet hyl starch
5. L Rlos@RE R RBE M gAY HRy SHE Bf &% plr&‘éﬂﬁ% P8RS wherein the

araya, guar, tragacanth ahd agar, cel |l ulose
electrostati¢ vlamipue proyided veith ateniperatete| cohtsglesyatenh. sodi um

car boxymet hyl cel  ul ose, mcrocrystalline cellul oses

and cross-linked mcrocrystalline cellul oses such as
6. HRAlHRSEhAS ClaipRlctadmg talcliind, dhefdit theasmpérgfuié €ontll ystem

and sodium al gi nate, clays such as bentonites, and
comprisef &Wo€E@eHt i xt ures. The anount of disintegrant in

t he conposition can range from about 1 to about 40% by

wei ght of the conposition, preferably 2 to about 30%

7. The eleetrghtatioflambacerdingso hnyone oftlieprpeedingy ddimg wheosin the support

..apout 3 to 20% by wei ght of the conposition, and nost

Pro"‘diff Yé(fté thedrus! ‘W‘Eﬂﬁeaf%‘b?%gn‘t’%et%lbout 10% by wei ght .

Bi nders characterize substances that bind or "glue"

powders toget her and nake them cohesive by form ng
8.  Thealestrostati¢ blampssrariding tagny hae vhthhesiopdingickimpwherein the
. ltfarnq{%tion.afingers add cohesive strength al ready
insulatgr 132 AAPLATE PAKRY§i | uent s or bul ki ng agent. Sui tabl e

bi nders i nclude sugars such as sucrose, starches

derived fromwheat, corn rice and potato; natural_ guns
9.  THyeleckestaiaelpmp ageqrdingrio ghdmd; sgpsreamthe didestyi matepiakisdtarylene
® seaweed such as al ginic acid, sodium al gi nate and

amoni um cal ci um al gi nate; cellulosic materials such

as net hyl cel |l ul ose and sodi um car boxynet hyl cel | ul ose

a hydr oxypr | -met hyl cel | ul gse; . . . .

10. p%ﬁwf’ﬁ%& b arerdis i F1aER Sarierein dedielsgrifmtirial isfepton

®. alumnumsilicate. The anmount of binder in the
conposition can range fromabout 1 to 30% by wei ght of
the conposition, preferably fromabout 2 to about 20%
by wei ght of the conposition, nore preferably from
about 3 to about 10% by wei ght, even nore preferably
fromabout 3 to about 6% by weight. Lubricant refers
to a substance added to the4 dosage formto enable the
tabl et, granules, etc. after it has been conpressed,
to release fromthe nold or die by reducing friction
or wear. Suitable lubricants include netallic

T .

T s



10

15

20

25

30

with the need to avoid tenperature variations across

the wafer 1. The greater the nunber of pillars 7 and
woheo/gdepsser i s their spacing the nore effici eCTEER2003807916

the transfer of heat fron1the wafer to the thick

heral t he sppport s far
1. PrindRliistal Clamn dbrerding ol homere edicedne sed is Myter
®. to be reached because the contact pressure due to

electrostatic attraction is reduced as the nunber of
piIIars 7 is increased. Fbmever because t he piIIars 7

fromdiel ectric
12 P or R RIBIECE Biny BHP fohsrtin ot B Rribematyrial s Quarte
pillars 7 and at the inner periphery of the ngjor
surface 9. By limting the contact area in this wa
13. ¢ h'@l%%?ﬂtraétﬁtlwléw@ﬁ@fgmgéo clagnp 8ewhaeindhe @lelﬁﬁ@@)mqt%nal is aliquid
~zed. This is beneficial because the efficiency
mymdgﬁﬁhH%t transfer between the wafer 1 and the pillars 7
depends on the contact pressure. The object which is

cl anped on the e] ectrostatic cla eds .to.posi.tioned

wi ¢ hhE sJestipsiafig flampasFardinge i b heres dedlitlectp Fhyierial is
bonunﬁﬁq“kbe position of the object on the electrostatic

clanp needs to be stable over tine. SUMVARY It would

be advant ageous, for exanple to provide an inproved

e Xab B efitatopY R S edrs RE e lforgn e

electro@tﬁtléis.]@ﬁ@)tls Bfovided wifty £ BAdKEl, gak R9dtem it& sufpdy h B8k fidlNgas between the
el ectrostatic clanp for in use holding an object in a

object pndiidig SpPROfe in a | ithographic apparatus, the clanp
conprising a support provided with burls whereby the
top of the burls determ ne the plane in which the

16. obfiradiedisiatt dlaﬁijbChcamrdﬁigetotahp dee sﬂthbwuéémgtmj/alms, wherein the

i nsul s provid d in between the burls,
clamp tsng%laﬁcgmt 2 dnei 4B F BB CIEP IS ARES ko i Liefragie control

constrfe&Odnd a?ﬁn% @ cfeHétW&?&h@%Qt%F Ele@t&ode‘lﬁfér@%%h%l&éﬁ%ﬂ@ during
I's provided a nmethod of manufacturing an el ectrostatic
releaseaifaigpotyeetfsp ghat e dackfilbgasonayescapd keddieyelehsemd thaoljbjtect
to an object support in a |ithographic apparatus, the
met hod conprising: providing a |ayer ofmaterial with

17. AHietifod FmchndfRARHIgNE MttRbRat tRED @HHF@MB teelebiyostdtically clamp
insulator and or dielelectric material in _between the

an objstitd ag object syRRRgntadithographin appasaips the Bethod compriaingi miAviding a
[ I |
layer of H‘l%[cgnai with bﬁylls da%q cﬁ‘s 051%1? %g { %gg?ge %131%%53%&’2}6 grgggg{élgt?)lr Igﬂd or
dleleleetnbmrmﬁxhbaf;vem thadbluds.l on beam an eI ectrostatic
clanp configured to electrostatically cl anp the object

ﬂ‘lﬁf}@ﬁact ha gjg aﬁ\%ﬁ ﬁpﬁﬁi:regi ¢ a%ﬁ nﬁ%c@pngﬁgmpﬁses the

step of%hg% sPEGIHY pr6cesd) Rh&hRARVA Méﬁo%‘ﬁloh'%oc@?d 8£4 corfibifgtish thereof

and-an el ectrode surrounde by an insulator is
to provideathe érsuilatar apd ondigtectriromptgrips, wherein the support is
made from | ow expansi on naterlal BRI EF DESCRIPTION CF

19. gié@g%i{%uggargﬂg%ghﬁﬁ g 8{ Og_]Q& sWoW% ng{llu er encgiﬂf&) fin object

in a bedrh pathad ‘amiﬂiﬂtymﬂgeaﬁ*r; he ﬁhblr@stdrcﬁﬂm*ﬁg Sonﬂ‘guwhi tolelectrostatically clamp
reference synbols jndicate corr

correspo n e
the obj sﬁﬂg@nstéﬂ ObIRCLAHPRHE the game compaisingasuRPeTt Pli?a&feﬁ abblgls
where H@f@tdﬁhé Hurm&anﬁt‘fb RERRAE T Whidh thé Bﬁeétriy ﬁaﬁ'aﬁﬂ' aff@ctrode
e used Flgure is a cross-sectional "view, taken on
the line I-1'" of FIG 3, of a sem conductor wafer
| ocated on an electrostatic chuck in accordance with
the prior art; Figure 3 is a plan view, taken from
above, of the sem conductor wafer and the chuck of
Figure 2, the sem conductonswafer being partially cut
away; Figure 4 depicts a partial cross section of the
top layer of an electrostatic clanp according to an
enbodlnent of the |nvent|on Flgure 5 deplcts a
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t hermal expansion of the netals (16.5 nf mK x 10 6 and
22.5 mMmK x 10 6 respectively) is high. A high

wa tvey/ombosexpansi on may give a risk to unfl at nesSI/ERrd08/007916
nmoverments in the plane 24 of the burls 2 1 if the

chan | n .t erature. The.dj.fferen
surcougled Mg dur Rircr el BrocBendbe it bgfaihfne STRBH s rae from
low expliRidt @ARrig0 mMay al so result in tensions between the
materials and in unflatness of the clanp 20. Another

risk may be that the connection between the burls
20.  Alithegr PP COPBIFHIE be t 00 weak whi ch makes that

: [
P UPRER SRUBEARY ol AR 8RB0 245280 Peam nd
il eamvroaradé Olanip’ &osldig toraay ohe bhelaimy 1 ® 5 donfigutddao clamp the
pl ane It may therefore be advantageous to nake the
0bJeCt§%P¢b°(§lﬂte object SWPROe burls 2 1 out of one material. The
connecti on between the two can be made with inproved
rigidity if its nmade out one piece, this overconmes any
tensions within the clanp 20. The material of the
support 25 provided with the burls 2lpreferably has a
thermal expansion of less than 10 MmK x 10 6 . The
material nmay be for exanple SiC (Silicon Carbide as
for exanpl e produced by Kyocera (tm which has a
thermal expansion of 4 mMfmK x 10 6) SiSiC(Siliconized
Silicon Carbide as produced by Saint Gobain(tm ,
thermal expansion 4 mMmK x 10 6) or Si3N (Silicon
Nitride, thermal expansion 3.3 mMmmK x 10 6) . bjects
such as substrates and reticles that mayneed to be
cl anped on the electrostatic clanp 2 may be nmade of
silicon and quartz respectively. Silicon has a thermnal
expansion of 2 to 3 mMmK x 10 6 and Quartz has a
t hermal expansi on dependi ng on his manufacturing
process of 0,05 to 9 mMmmK x 10 6 . The therna
expansion of the clanp 20 may be chosen such that it
is close to the thermal expansion of the objects
cl anped on the clanp 20 to nminimze tension between
the object and the electrostatic clanp 20. This
results in a better flatness of the object on the
clanp 20 and a nore stable position of the object on
the clanp 2. The thermal expansion coefficients
di scl osed are the coefficients over a 20 to 100 K
tenperature range at roomtenperature 298 K the
t hermal expansion coefficient may be |ess. The
materials nmenti oned above are al so nuch harder than
copper. The (Knoop 100Qg) hardness of SiC and SiSiCis
2800 Kg/mm 2 corresponding to a Moh's hardness of 9-10
and Si N4 has a (Knoop 10Qg) hardness of 2200 Kg/ m®2
corresponding to a Mbh's hardness of 9. As described
in the above paragraph hardness is inportant to avoid
wear and adhesive forces of the burls 2 1. Copper has
a Moh's hardness of about 3-5 which neans it is nuch
softer than the above nentioned Silicon Carbides and
Silicon Nitride. Substrates and reticles that nmay need
to be clanped on the electrostatic clanp 2 may be nade
of silicon and quartz respectively. Silicon has a
Moh' s hardness of between 6 and 7 and quartz has a
Moh' s hardness of 7 which nakes that when copper is
used for the burls 2 1 it is the burl that wll wear.
If the burls 2 1 wear the position of the plane 24 nmay
differ and the burls 2 1 will be sensitive for
adhesive forces. The thermal conductivity of SiCis
120 Wm K and of Silicon Nitride is 30 WmK which is
| ower than that of cupper which is 394 WmK or the
237 Wm K for alumniumbut in nost applications this
will be enough to get enough heat transport to the
tenperature control systen1 The tenperature contro
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