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THI ENOPYRI DI NES AS DCK | NHI BI TORS The present

i nvention is concerned with novel thienopyridines
wokioshomse | KK i nhi bitors, pharnmaceutical conpPCI/EPIING005136

contai ni ng them and net hods for pr epari ng them Tunor

Necrosis Factor (TNF) and interleukin é{l L-1) have

been associ at ed LhABSWle%FFH%GO&TWE 8gi cal

processes, including inflammation. Recruitnment of

i mmune ceIIs to sites of injury involves the concerted
Thienpreseritinvndiopfrelgtasatoy Buid urpentacies ydidibmay rhedpegch e retain fluids

I

Pafe o S T 30 oBRREMY PSP (R oS dPosable

t hese cytokines are derived from nononucl ear cells and
TR ST i AN 3P oS kI bGRE: oy PABRE apl smah ofifion and more
partisyladyn véth dispasahielbaly beitles., sl eep and anorexi a,

nobi |i zati on and activation of pol ynorphonucl ear

| eukocytes, induction of cycl ooxygenase and
Theei pressny émastiore proyides, a flvid rasatainer whigthean be figbbad@devhen empty,

caﬁﬁ%l &8\%&[‘9@&&%%@8' &h I?%re%dﬁfhl}eﬁ  and Wiibh & @Q[?osréﬂﬁuéf?ér use. In

stinmulation o roduction o
padigulak ihecigyerition IprevidisTeNPaky] I@dtle:bamrrg hese desiratie prioperties. Drinking

veS&E! ?Ir FobRE Qﬁ%%’oﬂggf&ﬁl e%h'éﬂamt%qlééﬂpbﬁ%'ga@é%rsléls provided with a

condi ti ons, suc at I on
reppwdkilé bd i enableatie Vasaeldo iberfilled aa@nleagemae@ oftgmegwided with a teat
to %Eﬁb'dmﬁlnga%e@é %/g é%?{énhrﬂglﬂe%F Rt Gse]t a‘}cr%ﬁﬁreogtenhsatlon
ne resor | pose tissue regul ation
befdre leagi disa:N hg \@,‘zsﬂie;alamﬂaé% upreoasidiriagle snagBevhestempty and not in
at I u
usgr t'ﬂ?{ %81% th%?%ghﬁ tgtglafls d %é g éri %ﬁ“%ﬁfa@‘érﬂggt out of the home.
Cqﬂbpsbley:onbmms s knoves §uch:a$1 s rexapeler fypmgq;‘-@b{puchsmusterschnft DE

205654 A?nﬂﬂ@'&}% ) 3: §|I'é's°é< @e[?gra@ Qé@dﬁ%@duse a separate

infuries ero Imeric transcriptio

clip femaitachpenbof 4 aemﬂe andglasmq vajva hesest fererstaining dfe contents once
|t I S I

flllﬁanﬁugbgrkn'}]%%ﬁﬁm g&ﬁ%esrqlggﬁf Foé%— C?l?ﬁé%%gh%aﬁ)roﬂ%c?(gatg? i its, complete
foloy. t he binding of NF-kB to specific sequence el emsnts

in the promoter region of these genes (Baeuerle and

Bai chwal , Advances in | munol ogy 65: 111-137, 1997)
In ek @nhedjmeat the pysisectainvention imergforgaprovidey S ﬂ¢itog$<zi,<ed evacuated

arl R S8 ohie] SoBbrRRS, IERER. o PE PP nragicHy 4iGcned to 2

se@ledrcavar and Turlhiet pravided] o 986 Foves ivdibit @x iopering dk eanlle fllllng of the

cof B SR Bl Enelrrotim et i conse (Panes et al ., Am 3

Physi ol . 269. H 1955- H1964, 1995) i schemi a/ reper f

In %ﬁgf%ggﬂje%gw Ilésa (ﬁtalﬁ!ar is Meg 'r\r/]%rg%ﬁ% ﬁoveéoseallng system

cogtpriaing,a timg pli ohthid Filkee ggal] amnhlnaﬂ IS mmatqgigm F7gure11§295)nd/or a fluid

AR RS TR VBB PRELAARD gy go

theomviking Sibe contentslandrer plug ROMOr aap/idiasds ivetraled isgigures 1D, 8, 9
anlaame been shown to lead to NF-kB activation. Because
of the central role of NF-kB in inflamuatory di sease,
| nhi bition of NF-kB by targeting regulatory proteins
Y
In' 2 {rhgg 1&!\58&?[ af ihe &)tn egrﬁ]erqgtﬁemed n;?rR)'I’ ?? IﬁQE p?%c?ﬁl]ﬁmg\d in a yet further
emﬂt&in‘aépmljlhe centamﬂare pre(aablyrmwﬂsec( Irm;sl)e emaodegyin a hermetlcally sealed

bagg%%ng/%%%g tg tgg r[%g $(I;tl§%@ﬁh%? 8h allgﬁIedr Usge.t rf’ﬁ% bag or envelope

active state is heI d in the cytoplasm by associ ation
with inhibitory KB proteins (Huxford et al. Cell, 95,
759 (1998); JacobsgNFRMATON COPY749 (1998)).
Treatnment of cells with IL-1 or TNF |eads to
activation of intracellular signal transduction

pat hvvays that |n turn Iead to phosphoryl at| on of | KB

. - r o o o ~
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Because of the inportant role played by TNF and |L-I

i n many pathol ogi cal conditions, and the invol venent
wo@boosHKK@msand | KKb in the signal transduction oPCHBP1805/005136

TNF and IL-1, there is a need for conpounds that

potently andsel ectively inhibit either of these |K
mayjoepyeriently e mpge gk matesial Highprovidestigleginndsr the Q@t%rﬂ%r?”d any

cmﬁQME%59H§tmﬂQﬁmﬁiﬁiﬁﬂbn'nVent'On satisfies these
needs.” The present invention provides a conpound of

formula | : or a pharmaceutically acceptable salt, a
@'g*egrr%ggcroﬁfal&r%% H&séﬁ‘ﬁh@éﬁtlon%ﬁ&@!srbf d:\’ﬂeﬁltﬁe %b?_xf'or@fouch and a
or O one of

sereﬁrﬁtercqver id atha hgnd wr el w@lqhsenanmﬁbe baa@r tpﬁécfbtqq@ hergnetlca"y
atte&&e@)ﬂ)\lm% theOrN ﬁ?e r‘msn o?%lﬂﬂl%ﬁy b@lp'fcwldeerlﬂf é’ﬁl’ﬂov@ﬁnto which

uran et hyl; and 4, and R5 each i ndependent

thej @rﬁwju Bigandl frld ﬂnew@uthmf the, bagiar PHCch Awa dafit imias r'asof the lid. In

thl#jﬁllt:l#/ SFsoulch BEY tl‘ﬂé 9 be§h&dd @fddlﬁfé?ehtrln&t@ﬁals according to the
ow ng under (1) erred are the follow ng

functien they dse rQqulr)edTwea‘@mouhaddwor( i ; altm@h\@wm hag o pouch may

ha\%béén J{h‘g {)Fﬁﬁ%gwﬂt ﬁfqea\f&iytﬁpWQIdF{ \K/l'tﬁou?ﬂ% r%hhl}emé‘\'ﬁ%'f @hdband or

, each
chmpwrmneﬂmey g@uﬁsﬁealm écuthe( /it lsrméefe mﬂw ket seglgd éma horizontal

(y [ u
sufbee pypvSd o e a8 T I s b AR ey R B b Boh may be
rea@hiyrpeajemtmmead@y@lﬁesewcwejdlemd (ii), wherein R2, R3,
R4 and R5 are hydrogen. (vi) The conpound of any one
of (|é and (ii), wherein Xis CH andWis N. gvu) The
The diasblerh@gotr rangh gty bet of(any sizecaqeprding {RHBe apa topwhigh the container
is tgqgeqw%opéxan%e Feh e'c%nfa’iwel?m 1()“66' lised B3 GWIé)for young

erern napht hyl, 4-fluorophenyl
chidremett mgepﬂagwylumezpfﬁw%@g(ypp@wmhen in its inflated form is at least 1 ml,

preq’el%glg%% By Iahd %@WII d%p'énﬂéﬁtrtﬁfyﬂetﬂwag eIt is preferred, particularly

ano- 3-11 uor ophen
with .b@p@ﬁ @:at.tl'qequ@h ganaatmo@,ﬂhﬁ@legys y'u repﬁ@mghlp wight the amount of the feed

reo?ur@gomgp&lhbpus‘}esyérﬁ?stltné{ c)nsgﬁé Eéﬁge}dt%/ ﬁ-)ay-%?y C’Fﬁ@@éﬂ”& uch may be

ereln said conmpoun
praMuiederii aminfisator amtie Yaume ok iiettor@nis desehageeitnoyich gay be made

of %s/oﬁexfele %t@hé}y\k’h.cﬁ%ﬁéﬁw%&%&e %Lc@term 1% t?h'ekMée ’t%I which the

cyano cyanoe or no
coMgingp ¢ tarb@ mut ane ﬂmcqr@iaﬂoneép whichiitis tg ke sqﬂwecte@ mbtd@ pegferred that
theoigall%bri?oajcﬂ"ri‘)%rrﬁé(;e %g@ﬁr%ﬁaﬁi&gnﬁg?él%u@ﬂ dg %q%(g\r}gé?'fﬂm ThCexample
of pelyolsfitres guchigs nmﬁethsdmgmgolmropylﬁr)e onhelyester sUOhsamlyethylene
tergﬁ‘lﬂhéﬁéi %ﬁ 3% Xléﬁg&%ﬂe%h?%{ﬂ?@%ﬁé rygr?ré)bﬁﬁll&;&'éf‘érfédmﬂ% film may
be.lenlmar @nd oy b2 rapviged wculsmac& sasiings if rgastred fordhe U to which the
coq}tLﬁxﬁw(ePas fayt?é“ ut, 2ﬁ %Y@%‘?%\ﬂé( lhat e %Q%ngummmbarehmd that the
e COo oun erelrn salil ound
com’renwucbem b¢ |seemhti516ebag Anakpr W@i@P@madr@S@wr Rrevided with writing or
|Ilu$\[é(t on'\éc?&}ﬂd)inq-r;?) tF%QEQOtH% i th(e ters‘f‘é1 SFloheplis 11 51961 preferred

e conpound of wherein mis O.
thet e bag ompreuchaapovithgtapt terapgratuipe Hipite 189 Csand may bﬁ@fﬂ?\&ded with
y, hitro, cyano, 2-cyanoethyl, or
at%?p‘%ﬂir?@n%?ﬁyl (xi x) The conmpound of (xv), wher ei n
said compound is of the fornmula |IV:wherein mand R 6
Tha'd ﬁc&n%rerﬁ;%'c}fgﬁe b%]ga g%é%uc %@Qﬁ%ﬁ _SrRMGYUHE ﬁfch(tﬁétée can be fitted
ccoonmppoouun
armffl tog riingtey pf thevoakiereand easi behelehtightistotthe parimetr pkthe cover by
h [ I
mé&ﬂ%%’f a%a%d)% d&&éd/opséa'l E?ﬁ@%ggﬁel% ?\}l‘%o |hr?ob t(ﬁ ﬁ&/;l:h}_hs attached to
the erwenby Wﬁldinglt lseqrefprred ﬂ@é&a:bﬂgﬂmoupf@ ABd dengaveshamade of similar
nmet hods of preparing, and nmethods for using the
af orenenti oned conpounds. Al publications cited in
this disclosure are incorporated herein by reference
in their entirety,. Unless otherwi se stated, the
foI I OWI ng terns used | n th| s appl [ cat| on, | ncl udi ng

o s o T4
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ot herw se. "Agonist" refers to a conpound t hat
enhances the activity of another conpound or receptor
W@ Ra08/107680 kyl " means the nonoval ent |inear or PCHRENeE005136
saturated hydrocarbon noi etdy, consisting solely of
carbon and hydrogen atons, having fromone to
AR B e 6P TR o) BB (g AOMrOR by A resin or

adﬁ’ésnien&aycbeshéeocﬁrr%?ﬁe JbSiGurdtions -of thépresenBinkdtioh. due to material
| es of al ﬁ%rregr oups 1 nclude, but are not limted

seleetlom%{tﬁyr notgr propyl, isopropyl, isobutyl,
sec-butyl, tert- butyl pentyl n- hexyl octyl,

dodecyl . "Al kyl ene" neans a | inear saturated dival ent
Thﬁyrawsr:émqyoﬁlspa%ﬁ ©h1anyf sigbler paigrial @gEHBiRgdatoottis yre 4o which the

coRaRBE Rad pRAb! qfh%d:o%ﬁ’éﬂd@rﬂi hché?VeP %@rshﬁiélehﬁy'j h§|€|to Q)frowde strength

three tosix carbon atons, | ene,

anQ infegyityria el C@nwyreémélenptr@@;a"éﬁwf@e pz?ﬂ'qvﬁr ng'slfwm'%fh% Is designed.
It IO WL REE thal &1 dvBPBe of Alth&MBpRREC BRSSP afd Id Hreftrably prepared by

unsat ur at ed di val ent hydrocar bon radical of two to six
injediop gRowdies 18 rPagtiayles e Baves faund dhalrelyrrapydente, ethylene/propylene
coBM%QFﬂbeBQFé 6@9&%@@& aFehE)%cGIQrI}S LgefGRmBRIAaBL I which the cover

., ethenylene (-CH= 2-di net hyl et henyl ene,

capbg@@d)er é/M@ereghe@@\feypsdpg%hwn@q:gon Ay Bpaon- -return valve or seal
maYae lﬁ%ra@lp%ould%dm{?ythe%ﬁérs a nmoi ety of the formula

“OR, erein is an al kyl noiety as defined herein.

Exanpl es of al koxy noieties include, but are not

In bi ﬂ?bﬁa?rgd te%boﬁ?ﬁé?ﬁ’éﬁheem&ﬁ%n Wh%‘?@ 'Er%oéaﬁameﬁ§ﬂsed f&aHEDy feeding
a radical of -COR in which hydr

theypIginelois RspddRA \gqtrp(§|teat ,&}heat@@tms §refer fyé?fsa fﬂea(lbée material such as

syl ﬁtﬁ@ﬂpr\ﬁ%er ity nh SRSn® rutie? V&nA Sthér*ﬂrﬁ)p?é’silb QObBYr such as the
anot er Congound or receptor site. "

styfigiifolagpeane Blpek icopalymee seldhyrfesdhe M%?@eyKraton The teat is

pré"fﬁr%% g%dll&&e‘afwﬂnﬁrmeocovep bt th@'cohfairfeY @hl tnfy K Rildazel @ s useable
rouaacan be tionally substituted as

pogiien hreaern@faép pmawﬁﬂeéeverthart%t THE &2t @ay; heclegellapsed within the
coé‘%]reor)‘/1 H?'cln th?%ltfgo lnﬁﬁr@rWdy thBﬁ‘@r‘?\éiﬂ)Hg cohediid Bﬁﬂh@%htamer may be

['uor enyl nyl, pental enyl, azul enyl

Se@‘%?dﬁpﬁréﬂ?ﬂl doeg,npﬁgﬁe, |all tnﬁepmye@ﬁedﬁ IEWosgbie to recolla%se the teat
pn%né/ fonyl,

an eny@#b:@wrugé%u deny%@d&ﬁﬁ#?%etg@%%@r%ﬂ%ﬂ% of ur anyI
benzod|oxylyl benzopyranyl, benzoxazi nyl,

In Q%Ftﬁé‘raéhﬁf’d]%lent RN RRIRE Brd{h@)’ﬁlug *Paeﬁl%‘}@'eﬂ%lﬁhzhlﬂ:yland a cavity to
enzogyrro , benzonor phol i nyl

fagiiiateyt ﬁ@'@p@‘é?@ﬂe)ﬁ)ﬂ?e tegt Ay thendleg Bx§sR0RY Withdhel covps. As a further

prefﬁllfﬁent'an%lﬂqé VR ﬂoaédsmréwfér ﬁgﬁﬁlﬁbqg eﬂﬁé%éﬁahltw% cover to the

erred aryl 1 s phenyl; napht
deﬁmeﬁgm'eqwf is pyeeaivef fienl over ehgraamant W"\*ﬁﬂ‘e‘?ﬁH‘d result in damage to
thdeat al enyl, azulenyl, biphenyl. A nore preferred aryl
'S phenyl or naphthyl and especially phenyl.
"Aryl ene" neans a di vaI ent aryl radical wherein aryl
In b%uﬁ?er%%ﬂdagﬁ’eﬂai%ﬁ%ll;brrcgru‘éﬁ%seﬁ@ grdv?b‘“elduéiigéqd Fh@ﬁrg%’é@nﬂ’@'oﬁhe cover
so1that gResgitie cligh ds PrQﬂ%ﬁ@rﬁﬁl éwecqa\@ﬁ pé@ﬁ@'@béﬁ toydicate that the

COH%Fy?{gf Eﬁhb ancﬁéf%rwalp%bpéégoe\;\gi gﬁ (rjrgill Bgduggael "

i nt erchangeably, nean a radical -RaRb where Ra is an
in8 edfaﬁeﬁe& gHiiR ben%e%mﬁn@rrqf@%relémme%oﬁe&mﬁﬁ&s a baby bottle
cop(ising el 68 psierRHch - rzarmetlcra}lv sealeyl| toaihe kaeangli @<oyer system which
coﬁ{gy L& 5¥)Iaﬂ h@’o(elr ‘P@l\/\}ﬁ h thd'®3 %r%oﬁ }érﬁcﬁ%océ’rfcp%c?/éﬂ W |ch may be

si sting nonoofr bicyclic rings
rer@avatxl»pehmdl yﬂltbethe Uiedder ttoe e@pvmdw thméole:er helﬂe such that the cap
substituents, wherein each substituent is
independently hydr oxy, al kyl, al koxy, hal o, hal oal kyl,
am no, nonoal kyl am no, or dial kyl am no, unl ess
ot herwi se specifically indicated. Exanples of
cycloalkyl noletles |nclude but ar e not I|n1ted to,

o o o o o o o o o g
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cycl oal kyl, or cycl oal kyl al kyl; and when nis 1 or 2,

Rd is al kyl, cycloal kyl, cycloal kyl al kyl, am no,
wa@eopsamies®, nonoal kyl am no, or dial kyl am no.  PCT/EP2005/005136

Representative exanples i ncd ude, but are not limted

to, 2-hydroxyethyl - hydr oxypropyl, ) )
sequres, e dese of A et ¥4 bWéPWP'Q?h 6 opli YEiURIER Jistsiss | @ plug which
fltsJohtJ‘Xﬁd/&x\Mﬁmﬁ h’)é] ﬁprwdeﬁ%sblﬂ‘i’é' %YWHIEM |the cover system. In this way the

dr oxy uty : dr oxy- | | propy

teatn@mbﬁ@!lmedog éﬁHgﬁb'ﬁF%lb%ﬂ by Iztr%{m %rdﬁlﬁaﬁw ferplyg- In a further

enﬁﬂalﬂ%ﬁyltﬁéJHb{lBBﬁFshb(r’owdé(ﬂn\AﬁtﬂséH Bﬁé})ﬁhg?tdaylbe to aIIow the introduction of
am nosul f on | am nosul f on

mat@talﬁ/ﬂomﬁ%ém l?%ﬁw‘?ﬂ Féﬁuﬁm Lﬁé’ﬁf?'lr %‘i’rpﬂ%'ﬂﬂ f’%‘ﬁ?ﬁf B‘PTBWyﬁeS a ring pull
that H%&%feqaﬁgllany %%%d%wt'ﬁ%@ﬁbﬂ%# c or bicyclic nonoval ent
radr cal 5to ring atoms having at |east one
aromatic ring contal ning one, two, or three ring
In Q%r%é?%rﬁ’d&ib é‘ﬁtEiﬁé %Qntfafn@F‘ Hé\vy e usdd with Bt ARbS é}ﬂj/or warmer.
ring atons bel n%( hé understanding that th
Th§tfﬂ%%(:ﬁ|ﬁ% he flgbpagkedfand ﬁ@amféeww;ﬂllsnoaeple ateyal rsue“ea% gardboard.
Thé‘rhoﬂfeﬁ’rq?t\hé;rn{et%m gl ehh@Ee i RAfiNd 6drﬁ£néfabha ®e mounted within the
opt1 ona substituted as defined herein. anpl es of
holder é:fo%aoyrltywwréwe@sand{@n frsevamiing e confentsi nPpePre@ore of such
' ! Bagobid , | flat packed
CO':]tg?cr)]tg ﬁsz %/ b? Q‘%@Eﬁg&y £°zggfﬁm?ﬂuagg?%ﬁ§§| yl, pyrogzsler\{ﬁa o pace
COmthin@mfthQ)@MQ@tqm enyl, thiophenyl, fur anyl ., pyranyl,

pyridyl, pyridinyl, pyridazyl pyrrolyl pyrazol yl ,

pyrim dyI qgui nol i nyI I soqui noI i nyl, benzof uryl,
Acprrdingtyn pfs@hfengﬂe tHeePRAIRRIPSY AR ASSeBRIAY, Wﬁcb&ﬂd?rwouch evacuated
an /%F‘?d? W@WWQEQ%P ‘wov?é@"ézégrﬁ;béﬁ 3h¥de saving, ready for
enzot |azo enzopyrany i ndol yl, isoindolyl,

use ropat@mey| When élze ﬁgmtalnqmsntg(ge |q§9¢ ,aspRydripking vessel particularly for
yoY Q:ﬂ(ﬁjcﬂleh né{r{d’ b4 |bQQF rﬁé)mble st@ﬂﬁg&jhﬁﬁérdtd‘lﬂht packmg In a further

pteri , carbazo azepi nyl, diaze
enﬁ)@din@ﬁnﬁynd ap wertwd thequmpm, FgﬂCk?glﬁg' Q;sp_@:é ﬁgﬂ@dmventlon the assembled

coﬁt@fn'eyarﬁé %&Iﬁﬁfrﬁgké‘@tlﬁr@@réﬁé%ﬁ a”%%?ﬁoﬁlagﬂid’ @ﬂrﬁnéuch as a

teroar I cal erern heteroary i's as defined

polyethwiene or Hencém@nmrerfém irgydasdo prsebieathe wiesiityafitihe cerfainer and
opﬁ'&naﬁgf’tb 'E)%{/l&(}ee Ritdktion "égtaﬁ{spﬁﬁﬁél FOBt réy@cdsll’r%eﬁarrlérobrotectlon laminar
: yl ene, rimdinylene.” The terns
filre;ad " hal ogen", which may be used inter changeabl Y,
refer to a substituent fluoro, chloro, brono, or iodo.

"Hal oal kyl " means al kyl as defined herein in which one :
Therready &rHiper expéaingrasnde terefers! ke supriiet Hn Safid RAcked space saving
f | -sf LA% Wit &%héa%t'é)’it 'réi&&téé*eThQHe dy f
m%érﬁn@g&@w&%sé@g‘g@ p | 'uor oal I§p (e a)y or tse
containiees trayrhe’ AyrRliost paplf@ges qfreeMerahpwﬁmae f@éﬁ%ﬂ@@'e as a six or

1 16F pibMELor RYighR! abI y one or two
adﬁ?g@g&g%ﬁ%%&g?g@g% rep Iac:edorwlijﬁ{lh %I hydroxy group. The
term "cyanoal kyl " nmeans al kyl as defined herein in

In Vl‘f%lecﬂe %té?ﬁer”ﬁ’lé?cf)eok@ﬁ KBl dmORE MckbyiRg AT @8Cfesired contents

ar e rep ace a cyano group
mtrqelgt:ect vty saniainer eiteeiritrough Hﬁﬂ%‘t@lﬂrﬁ vale A BY Eampval of the seal.

Thi &@Rkairfdh Suith! lﬁgccﬁﬁém% %é\'ﬂb& rtrab%?ér@ﬁl duiRg, foP@xample, travel such
remal ning ring at ons rn1an ene group.
as feienieniecyng e Tikere@nse thenenmianis bwe keen poasenedriieseggaptainer may be
el hree rings, incorporating one,
dls@\%‘e’?‘d (?)ftrdr ra%fl F?Cgﬁr het er oat ons (chosen from
ni trogen, oxygen or sulfur), preferably a nonoval ent

Thﬁacto \/\;1 eﬁg F%O&légéﬁtqnm&ﬁﬁ Yhetdrofd ¥ fhesfbﬂ‘ov%‘%dgg %}‘%amcularly

atons are heteroato
W|1’Gﬂolﬂﬁ6\d| as clysking m@;@ewr@rforsgmlrdmr) ang Hablast eLb@y@‘l ap pre-sterilised
ring may be optionally substituted as defined herein.
Exanpl es of heterocyclyl noieties include, but are not
limted to, piperidinyl, piperazinyl, honopiperazinyl,
azepinyl, pyrrolidinyl, pyrazolidinyl, imndazolinyl,
[ m dazol | d| nyI pyr| dr nyI pyri dazi nyl, pyrimdinyl,
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phenyl or phenylalkyl), -(CRR') n -COOR (where n is
an integer from0O to 5, R and R' are independently
whyasogsso or al kyl, and R is hydrogen, alkyl, PCT/EP2005/005136
cycl oal kyl , cycl oal kyl al kyl§ phenyl or phenyl al kyl ),
- nis an inte
coreiney, reﬂacaﬁéﬂq;ﬂur%ﬁné ﬁﬁﬂéﬁﬁa@'mﬂ%prﬂwﬁ& @Sﬁ?ﬁﬁg apparatus

tha@"bgréﬁlré@d T:Rlc(aaé&talhérg%ﬁ@rsﬁ%ﬂtérw SmEag h.mdtslm%be savmg The filled
rogen, a

cycl oa | oal kyl.al k he
COFB?'nﬂ'H‘e‘F%ﬂ B¢ WKJ?CteBrt@f’EFEFB%/%)’es'gagEQ e‘efa%?' b&hVéa’fEF dlp ey can be
de&PR&ret 'fdi%t&fng&i%ﬁ%sse@hﬂl‘k%' driel exa@istd. Ol & phaickial embodiment the

het er oal kyl , hydroxyal k itr
COHFIAPLSIN b%unm?yo AR V@LF'P\%‘ eIy aﬁ/fl?ym thigeptents reach a
degl*edaﬂemble?emjrgo Tﬁ@ié&lekydﬁ fééﬂh @f Wﬂex@@%&@% gtlch containing a
ere R is hydrogen, wﬁhen

df'fﬁw@fwﬁ'ﬁw'ﬁypﬁn nrwr'@ F@woxmentc@o@e{ @.k%ry nPaiouay @ dgupg child.
Adfil'ElSWEIIQ he vawe Iﬁ'old@F‘é'arﬁ)e Bhabeldng ansn eHRNidey tdhsk @epar@as well.
kyl'; and R is hydrogen, al kyl, cycloal kyl,
cycloalkylalkyl phenyl or phenylalkyl) or -
In éﬁﬂh& %Mbm@nﬁcﬁ tl(xé!\'ﬂﬁéﬁudh |h§re§|'@ntsrbtu65%§ pBﬁv@éTﬁ Qyrug, r.'iaste cordial,

R' are 1 ndependent | en or a

criggh R, B S lgE BB P TGHer e AraRe Ik o gl lpvourigs can be

prc@ri1 W|thW@1le%h{%Yﬂer PP E PRt %ﬁbl@h&!b tha? e} b&®hecessary to add only
al k . Preferred radicals for the chem cal
&fé@sé’[atﬂﬁg@.éeﬁ@dﬂﬂ“ﬁ ons are given above are those
speC| ficall y exenplified in Exan'pl es. The terns
"modul ate", "nodul ation" and the like refer to th

Thamals pfthefveasel shpdd ke fiewbleranddaglastsy Riedhilly seans drat the material

at §td "iﬁlbkrfé'és RN isCaM @S ToRplely IrEtoveMits IRiglHaK shahs Bh@Form from
may i nclude kinase activity and/or protein-bin

CoOmBERSFIan; é@ﬂ%&ﬂaoé'éh paghy fgn%l,do stack; ReRd @b tWI%théSt g‘amprehens've
fleﬂﬁlln‘}%@rﬁm‘ta{?\%guaf rn?ehr'ﬂalnb N&d ifEity BEtheNdbinkinkd. OtheRisticity ensures that

actrvation of function and/ or. the downregul ation
thepieceipipelg GraAGL SR eesparrqqd t@:{ﬁ%&%%ﬂredé@{tﬁ@r directly or
indirectly. A nodul ator preferably activates
| KKf uncti on and/ or upregul ates | KK expression.
Ther eeéaings] is, convapaniivamsde 2o MAse Sy OClioR HBiheds. | r&onvemenﬂy the
redepBicld 18 MnaHetih Qevatal ﬁ%@sattr%sbéﬁ ord;SUM&h%élk ah&hohKdturn valve or seal
expression. Mst preferably, a nodulator inhibits | KK
(omamingt qﬂweanmpdnor&fﬁxwmeweam@@er Keetignallyea arapereraqk clip and a fluid
deﬁ\@%tdblé A ofereampuBsaIl % édﬂthﬁéttmd))%nﬁéirﬁ"étdl@) CahelRg or pouch .

nstrated in an enzymatic assay or a cell-based
is prefagbly éngJdedl 3l ﬂﬁa{qdoat ape egnd-by. %wewmgéﬁ@ww& @JB’ is provided with

an26p J’ﬂﬁé i) whith RS dvAIed)Chbidel BAGL REMN retufit- vand El)treéi’eal can be.
condi tion or disease' and rel ated terns and phrase
Altegradively,oif apregnerauresh ingredierisr efer to Rr Rek E1e 88 ‘Eﬁf‘ta'”er prior to

dlétr“lﬁfﬂeﬁ %95?‘1 at ‘?mlkepo@vder be $sadyNARIOforBuRA RN the %&gr&rﬁmbh may be
activity. roprlateIKKfunctlonaI act i vi

Iefhp@em ang n@tese@m Wil fneseaniaipgr hagroesrpre Jsd nTh%Vaé\éﬁ prseal holder
ég‘é&ﬁhé&%ﬁ‘ﬁd@deg%s% tRg %I@é%r %&4 frdnﬁ‘ﬁ{a@é%@sddﬁ"as medical grade
xpression (leading to, g., fl ammat ory
Or|fﬁﬂ®rﬁﬁaiﬂgﬁpkfpmpyled¢soAd@%’UﬁhGa%t@eﬁge@@d wath'eetﬂeea%'v‘éatacle the
reﬁ'@c@(@tﬁéﬁ t@ﬁhseﬁ"énb%cﬁ@ﬁ'p@&@éﬂ t%%@ldtddhfhnﬁlhatﬂjnsﬁ%‘i@o use. The
be con‘p etely or partially nediated
valvmppeaipm pag iormiganingripedafiem aay sHiaklg maF-Qbe\ﬂe’ihOUlQrPe flexible and
t t r
o L A58 g98350 1y S v e
Altgragdively imanatberdiorm dhe aen-thtgorade rpay ge mage fr%?(fhe same or similar
mét&hélbébtf% ﬁcﬁﬁn‘é’t&rﬁ v'af\‘/est‘m@er' JPEQY %f@egéal'lfhs‘%iédelﬂt Flgure 1C. In a

' east sonme patients). "Leavin up”
furtmamhoﬁénej\t dmpvalie mavthe sushrihaigveesn i énaitashas) gmay be rotated to
associated with it in synthetic organic chemstry,
i.e., an atomor group displaceable under substitution
reacti on conditions. Exanpl es of |eaving groups
include, but are not |limted to, hal ogen, al kane- or
arylenesulfonyloxy such as nethanesulfonyloxy

o o oy o - o
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"Pharmaceutical ly acceptable" neans that which is
useful in preparing a pharmaceutical conposition that

w0 200ga0ms8@l | y saf e, non-toxic, and neither bi oPOOERBN$/§05136
nor ot herw se undesirable and includes that which is

acceptable for veterinary as well as human
proyidgraraeraning gt thedeside Phifierkasesi # 657 35 shawpindpgwe 1A. The seal

(op%ﬁinbsde\ﬁgeg %hBWHﬂﬁngur’geﬂ@Sm%ﬁ'cbﬁet|h3the5fbﬁn of a thln fllm or similar
ically acceptable,” as defined herein,

ma?qﬁga[ g;%gé@gert‘ﬁ@c@ &30 Ped' e@ﬁ&?%’b%‘?ﬁ'@ﬂc?ﬁh'sA%P?@‘P%'@r')bf-'sefm if the
coﬁtQIﬁeP@ fp%l llléb%ﬁb?‘tk'ﬂgse W?Eu%ﬂhbssédﬂ@épi&ﬁlg difdlc@) AsbédrPRrmoved,

ormed W th inorganic acids such as hydrochloric

s SeW) TR GITEIICo 9 BrosS CReingip EhesBPIRE ohiner 49, SeiTesiacs the sea
funemepﬂﬁ' \Farl%lle%ovépgeéhhﬁ slyétgﬁr Y 11O dEReE Wi, %’éﬁﬁﬁ&'a‘hd/or plug

aci ds such as acetic acrd, benzenesulfonic acid
as B'@thrblndzlgléfaﬁﬂ% s 5 qupﬁgurgg@rycartplpyqd@ agerbto the contents of the bag
or §ﬁ E@%ﬁrfdéihgg&gﬁd@f B&*oaer%ﬁ EHEg%t:ocby%fas%% Q{a;giégégﬁ@ﬁ QP rdm&al therefore-

hydroxynapht0|c acid, 2- hydroxyethanesulfonlc acid,

[

W B8 i VR 98] 8y . Gl Bt s soames
or ﬂumébmuwwame@afer dmtdhey have pribiskeass of eny 2594N ite yiBPgIM, more
pre%tjagly ﬂjﬁﬁfe ?hc\@%ﬂ rﬁ@srttpg‘éi’ei:atﬁ&p bﬁ ap[ﬂohma‘k@{/‘Q§H| drRNi hese wall

cid; aceti c aci when an

thld@eaﬁaﬁ mt%wemgmle i rﬁswﬁ%ctlb@r@mﬂ@@hﬁaaw ef theevag ar pouch.
ﬁ)eaéi&gfo%d 418t #His IhRne& ﬂe w8 aftd &g dRLGh ah@Bre Abh-elastic
l'1'ne eart lon, or an alum num i on; or coor di nat es
onmflahoran organi c or inorganic base. Acceptable organic
bases i ncl ude di et hanol am ne, ethanol am ne,
N- et hyl gl ucam ne, triethanol am ne, tronetham ne.

Thayebptheldes is ntﬁfqahiym%la‘ise@le Aed winen Asgemhiing Hedeassaiers, the non
retﬁl"f\l gél\l/gncgbf Cer?ﬁ'sg ﬁﬁé'\}é hﬁ{éiéﬂx\ivﬁ’l@h ORI inserted into the

onat e and so 7 um r oxI referred
extpmrmdblmfilm amatgrl%\cp@um abbag gligwirg ﬁ\eenqrr@a%t@l naguregif igymaterial
o B A5 e U OBy B B8 oy o
seeuied y |acb@1d|cd clipj erra we@@;./&ter@aiwelun’qhep@ngggqrrm M@lve can be attached
cre%ﬂh§ 'alégial fﬁﬂus ﬁr%geégagf@ oWt thd re%@f;’qékl@ Hé%g%ﬁ%%l%d%% to allow
erences to pharnaceutica accept abl
grig @ind §plasb|m@\een§@11 vierdllowdagreasnd prepsuses m thet r@gypt@ele and to hide
heCbpei dd & Jq a§1 RBP! XH&T Qtf'aﬁ]l ro‘é)?f:lipn%jl Jﬁgﬁgy Be aoélrcmé? band, may

sane acl ernB
be "gppligtt ag"rourwmgdhe edge bethesvalve halderc hHlﬁg%éﬁ) pﬁ/tfﬁéﬁ@\pﬁrproof clip is

ordi&LBl 168 ﬁ@rﬁ?&#@@r 'tl‘?é" VEIGh GRRRP mé\mﬂﬁ I r?sld?ﬁ{?vﬁgﬁ in place.

drug’according to I'n Vvivo pr od rug{
Altemata\tmy rihe tameefprogf allmﬁtmmn%wns%jaedmtegnai aarmééh%fva e) holder

pfornula | are prepared by nodifying one or
nsﬂggggrgﬂé?§onal group(s) present in the conmpound of
formula | in such a way that the nodification(s) may

W%?ré?éreﬂée(%l\/@ul‘( 14 H%d ﬁgﬁ%a%&etr%afaﬁ% V%Qéﬁ’&fﬁn%hen used can

odrugs i nc e conpounds of formul erein
apply @reﬁsyre amundthedep ofithetrpeepiaclg mbap attachedeanspbigriesisable that the

topF Qéég'lrlicﬁ ﬂlex'uﬁdgrotﬂgqgnstl& apny |9<5r%lﬂg @Q%e'@% %@d g}a%%:j%@lder allows

Ivo to reg eneratethe ree roxyl
thes%hafplayctﬂ thye side wbs ta edaje dis |shen>eyumf9r@ﬁw eWeqtrefsr eWlingdgsal shape at
cellté]ﬁ tpgﬁ'tas bpytovg\ra%uYBQtt%Jebéﬂ El%deiq‘tggl egésﬁ/rgli@v g%lgo allows the receptacle
whearpbﬁmhir@s thieebage, in Ms Moltipsed Isidtetn ieceixe lthmfw g egfssion and maintain

%}ﬂ%féfﬁyv e%% ;'tTlﬂg g\éal\%g %B%Nagbr%% e sc ﬁﬂ%t@ﬁlﬁd belivery tube,

SChIff bases and enam nones of am no functiona

groups, oxines, acetals, ketals and enol esters of

ket one and al dehyde functional groups in conpounds of
Formula | , see Bundegaard, H "Design of Prodrugs" pi
-92, EleseV|er New Yor k- foord (1985). "Protective
group or protectlng group _nmeans the ‘group whi ch

- .
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stoichionetric or non stoichionetric amounts of
sol vent. Sone conpounds have a tendency to trap a

wo poosdorsed ar rati o of sol vent nol ecul es in t hePCT/EP2005/005136
crystalline solidstate, thus form ng a solvate. If the

solvent is water the solvate forned is a h)édrate
sughhes 3anerehriesasca)) be Fradily aHached) to dhe tarovfHBe bRg o pouch. “Typically,

as 8hé @hehpieea tddy Quéht &Sa aili€orf &imEn At td}%asea’%éwé ¥br&riate.
one or nore nol ecul es of water with one of
substances in which the water retains its rml ecul ar
If §teRrmas é‘@"@lnéuéﬂ“tlﬁoﬁmseﬁﬁ I8N @gnétblaﬁeéog prRLANe@NRith liquid,

or nore y dr at e. nmeans mamal S an
PrerP@Fﬁtﬁﬁrﬁfré*F%d”%‘Pﬁ?a% aﬁ*ﬁ%\@ inrie marper apilustrriedrinipglflow diagram

whidhag Srigire! 4di NponbidiatioRt ofl theliiehitR . cohté"{%né coﬂ%fb’e'aurﬁa@th piece
primates such as chi npanzees and ot her apes and nonke

(w@falaaaﬂ this exampie dnpresty Emal besrerpved omihedilders hidepsea ¥may be
rerfORIGS for Ao e rird RS vhich 30 ba&ticn BMAB sdal Ha%bcl;ée‘hspreventmg the
dogs and cats; laboratory aninmals 1 ncluding rodents,
tead frem qggag@ggmthﬁh@ soldgrid Thaibaa &r ppieeh may Hieplkediligd to the desired or
pr@ﬁ%aé@ggqleﬁal'\ﬁlm léﬁ@senbﬁéwér\ﬁma?tméy HAdRE bPer Bréfsixed contents.
e term"subject” does not denote a particular age or
Tygieglly, byrwev&éemmelai foy fasdingc baky thabas twoultbhgye %lmeasured amount
of gﬂg%eﬁvd&f in&id€ WRAUHNEd W&?ér to %%dé&“&‘sﬁhéh@m@d A8y ﬁ‘umg the lid with

ect for treatlng di sease st at e, IS suffici ent
mcyrchr&qe wQHith be renlacasiintortbe hplder, ¢pse sefatian efttae lidhe mouthplece will

be sreB%@HS Yhd ﬁ@l'dbb’ d@é feHe ﬂ@?(lb"?’é'rﬁé'tm;e otk m&ﬁhbﬁeg@ H%@éi’lan Nehoulding

he conpoun di sease state elng treated

ar@@dethﬁtryor@r rigih anafprial shape ré dbe diolderie Ageabwil bewéﬁat% once the
mdﬂ@ﬁlé&‘: Qflntth@ céH te&antloh RehiErP B bBNRd f:éﬁé@’té’fthe userdby an audible

ni stration, e judgenent of the attendin

cligks Aeqitonafinrtpe wdazfeatﬁs areeal ingthis easiiion. 1\ih dheﬂumﬁtehvery tube/lid
mé\ﬁﬁéﬁﬁm 'difl 98 e eddige RodibtY & he 2BtenisNASe Hiaf t‘)é‘?ﬁ’ak’éﬁr 8firfed, mixed
en referring to a variable Incorporates reference
ang/ige simindeft &t |dﬁ$lfqdoﬁ0f6$tl0mﬁeur\?lhﬂpraw”@t'9§ Q/flechnt%S is required, see
Flggﬁ' {4%{ {‘F’ﬂﬁ% 1Bk %n@d’ti%h% F&ﬂxnr@&%&ﬁ@"se&rrﬁé}g bé ?éiversedf by rotation and
upen seaeval of ﬁi‘?éldlth@ m@le¢| rpsiyresieiaalfrig tl‘ﬁmehanesreaésefor use. After
usS! A&l nha foe Feaé's?ékﬂghé@ﬁ Ebél%rﬁﬁé th@’iﬁ%\%%eol’hoﬂtlhﬁlece and rotating
di sease state not to [op In a subject th be
thee ¥ig owlaitgt tappb'rngprﬂewn\y@rds BEgspet hdn é @f@@tr@entbgt the present
I; t
ln\%ﬁgognagb? eg{egﬁlép@?% &H ﬁeg W'ﬂrﬁ%ﬂ%apg'.w;ga‘g?’ﬁgw%ethe cap/lid to
remaig. in l‘rarse@@tadn@osntwe amx/eqsgrm@wg the teatewirns remevest ag Wustrated in
Flgg.ﬁ'e '1b)§ &40‘ Q' C'ﬁ*ls %Méﬁﬂéé"ﬁe c&{talhéﬂ(é)) ddsBlib&d d'8e 1REd at a later date
| Sease St . causing terporary or permanent
prevegvr&mmm@ﬁthm@ﬂdzhrsreh@ee of eanierss. It thiscembadiraent of the invention,
thepd MRt H&Bnee-ﬁh?o ttSﬁ&f thd rrﬁ@ﬁthﬂigce thyc ‘h%@%bl%@oreaﬁl‘eservmg sterility.
reacting” when referring to a chem cal reaction
Addidanally. the mewhpigea meosemfﬂdentpe@géhn forgsgreseal which strong enough
to ?ﬁ@feﬁpféa% or]fj(ﬁe' e&'ﬁalh@r Eérﬂgé‘cﬁe filgy WAd IBle G amd/ é?ﬁbodlment
esl re pro appreci at ed t hat
remeved of the g RU i rstﬂbl@eé&ed hl@d th$dﬂ@l#h@léc%lﬁm be seeiged as descrlbed
If tH@%ﬁtSﬁ’tS%’f %Uébhtm n@@#} tGE RaFAEd Brcho %sqéﬁeeﬁthé! valve holder

fromt nbi nation of two reagents

cai gllow éhq f,uleddw@opr Rough to badmneeragy Ib@vabefemmouw\ee/vater touching the
e C r

AR 3o Ll EGUNCRS bl gBl ey of

mayittpiene angdecoméatits. el lsmrg@qule when geanging thettéraperature of the contents

r [ I jca 0
o JRERTIA ©, 455512 BLraEas b bRk teRERc gy o
combination $ealing Kyste@mé thet Ganiaingr in escaleddqrositiani ¢
nonmencl ature. Chem cal structures shown herein were
prepared using ISIS(r) version 2.2. Any open val ency
appearing on a carbon, oxygen or nitrogen atomin the
structures herein indicates the presence of a
hydrogen The |nvent|on prOV|des conpounds of fornula

. T o N R o o .
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only the various isoners which may exist but also the

various m xture of isomerswhich nmay be forned.
wao-enoshemssor e, the scope of the present inventiPCI/EPE05/005136

enconpasses sol vates and saits of conpounds of formula

I . I'n many enbodi nents of the invention, Ais S or O

and in certain enbodinents Ais S. In many enbodi nents

In Qﬁothgreerh@é/cﬁr'ﬁbhtclﬁ thdpresEntimiintibn, iNABREAself EQhrﬁﬂ)éFea% an opening
pyridyl, each optionally substituted, and in cer

to éh?o@a'riﬁ@ﬁme rantaigerpihen éhﬁamoyﬂw&gltﬂuetﬂeéaerpmwj ne%qs {6 be able to
re\%aéé @{@Eéé{ fawa@hl tm.e%agap@beadmpnisﬂemnuerew9dhaamgsme seal in

R4 and R5 are rogen. |In certain enbodi ments
F|gpr¢§C€|Lﬁ| thpgeqihas et alrﬁa@eta@%n Feravsddeiin ereating gn opening through

protgs@nNW rQFatlorQ}‘)r éHE)‘H/r% 'asddvWWardhﬂe%W@ ohPBfel bfidched mouthpiece
nbodi nents R1 phenyl, naphthyl, 4-fiuorophenyl, 4-

forﬁ@gﬁl@e(g@mje]ypn rﬁuw@vg@ﬁgh@ﬁyhown in Figure 1B.
4- (2- cyanoet hyl) - phenyl 3-ni trophenyl, 5-
cyano- 2-f | uor ophenyl, 5-cyano-3-fl uor ophen I
It |g_p45gfgr,ﬁeﬂ that re resies @r@@@wp@gmged 1) ﬁ@q%ser’r&ly or manufacture of the
coﬁf H@Pre?@&llddqﬂﬁt Yﬁ@ﬁt&}’rlt)) opw%nterlntg dtQhé @bRtainer is maintained. A
odi ments the conpounds of the invention nmay be of
vat:luwn fcan gl Gieated wﬂh@rtée gontgines therateglised and wastHmAgcked to avoid
cohﬁﬂ'ﬁlﬁ)ﬁﬂﬁ%%}% dse. hal o, al kyl, al koxy, hal oal kyl,
Itro, cyano, 2- cyanoethyl, or nnrpholinonethyl; and
W X, Y, Z, R, R3, R4 and R5 are as described herein.
Th'er’flu?beéérﬁ‘élﬂerg'm%ﬂen lbé@éﬁoeorogur&%sgy lefhphy o tﬁéy n@ beRse@ purchased

are y r sone enbodi nent's

witheaybstengeslyi inside, Eithenmiay, GBS ey e, mplties of
théé ﬁ% el b C&ﬁﬁtﬁ‘r‘né’ﬂoﬁ@@ﬂ'dﬁé’?&ﬁt BriafgSmeiBi be ﬂd"d OtfiRdiners and/or

I ments mis I's hal o, alkyl, alkoxy,
attaghreemtky| , nitro, cyano 2 cyanoet hyl , or
nor phol i nomethyl . In certain enbodi nents the subject
conmpounds are of the formula Il1:wherein mW X and R6

Ther Wi sodieinere @ravideep flexible eembiaptirre abddirpasked sferile, inexpensive,
veféé'fiféygfe rlnlaja ure%l fStm en%‘&ﬁ%%hgstﬂélt ch b %Béé‘hﬁm %’Q%‘F"M%Hésystems

mis In other embodi nents mis
orm;jp@e,dugapq(Wat lrap[gygg anﬁaqng@ta{rgﬁ effigieneys, qq%hyngnd the integrity of the
co%fe%aaﬁé\m&‘é ’aneratnyf ARl i ‘?H@?éébﬁnkaclésnwﬁéh |f|ilec9ta9§ralso resistant to

ound e I nvention may be

breﬁhageyp@mm@a@al I y of the formula IV: wherein mand R

are as defined herein. In certain enbodi ments of

formula IV, mis O, while hi other enbodinents mis 1
Theresant jinventiorpis ilustiated by kefigncein thel agepmpanyipg drawings in which
FiIGf809A ofhd B SRE VN us thes BT RRALIAPVRLEY Liseful in one embodiment of

epr esent at1 ve conpounds I n accordance wt eiw ﬂ
the plaseni brentios, Elg@vmwrshvwslaetynzwﬁb@eead e Ehewiof Qfeﬁ Kinchgull which is
us@ﬂj'l H aﬁéthgpéﬁbéﬁ%ﬁwf %md\é*bt&é\%%ﬁ@@%%é&?hé MbWHaws a typical
resent 1 nvention relates to fluid

mcpléhrémea@mctb,d apnfighraiied ape inisegtiony Figteasr/ pod @8 show a flat packed
pa@ﬁég{e’dcdgnf%ﬁrkéf af%(:br’@liﬁ? tSQHé gha%% §|n@§$ﬂloﬁ%¢iﬁ+ﬂe¥ 3N AKSB show the

containers that ar ISP sab e irnvention 1S

coptginer of Figuras %ﬁe@ﬁﬁel inflated teontcoptairing adigpiddinchiding mouthpiece
anﬁrﬁﬂlulm Fﬁﬂfr%@ﬁ@%n mﬁg%ré%aﬁA IaﬁH|4Bré%V\)’“MJ@ ﬁé}l |Ff 2B and 3B

resent I nvent1 on provi
caocmtteaede Figuie ¢B aismlllb@trarte%hoxpmétwwféﬁhe hplder cm‘aﬁt QrehOOK onto

wef\?\%1 %@(ﬁg ﬁfguréé Al éﬁosglg ar&%QplB&eJ 9@%'%0%@' fﬁg &'ﬂ%onents of the

osa ter use artic
COhWV@ntand)thquhd@Qf assealbly (nstuding rhwthmgcet a@@d m Flgure SB).
desirabl e properties. Drinking vessels for babies and
young children are typically rigid vessels provided
with a renovable |id to enable the vessel to be filled
and cl eaned and often provided with a teat to enable
drinking. These vessels tend to be for nmulti use and
may require sterilisation before each use. The vessels
al so take up considerabl e space when enpty and not in
use. FurthernDre t hey cannot be sterlllsed eaS|Iy |n

g, o a1 o o e o
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contai ner sealed by a non-return valve. In a preferred

enbodi nent the container is provided with a variable
w@owsenoseal i ng system conprising a ring pull oPCT/BPI005/005136

filmseal, such as is illustrated in Figure 1C, and/or

a flud dellver tube through which material can
Figaire, d ) SEGWE oy 2 rﬁ‘é’”ﬂ%ﬁkﬂffh}’?hé? Qupay R pf‘?Wd@Gg‘W theelid (2) that may be

rotéfedNel pbviek ém%peﬁmgenSﬁmeﬂyl lnbuga asndmrhow @AaPdpdnthg may be
as is Illustrated in Fig and

n In
Proyiftdniyr MeaRd af ﬁé’ﬁivet(ﬁe”@é)ﬁ%‘%ubﬁéf’ta %d %'%de?‘?m%??ﬂ' prigge 1C shows
holv@ pdrfidulaspehing (A¥day Be rd(/ﬁiedeHeTnf&ﬁpl@ﬂfﬁ@anﬁ?ﬁhll e
contai ner, preferably sterilised, my be enclosed in a
hernetlcally seal ed bag or envel ope to reduce the risk
Fitfre 4DYnaWs %W &%o@[Hp%cet(QuéFﬁﬁs a 1) BRgaPbe %BH@In@BQ\mWa cap and
conveniently materi al that provides
the)PRANING FBHDE afovme %@ﬁheuwhm dahyered nd fesurgg 4p e top of the
bal (B By rétefibR lof ﬂ%déa%téﬁarban/'beo&ﬁ'ﬁp?r&&@ \M@m ﬁ‘l'e%'i/erotﬁy Fn@gns of a cap
present invention consists of flexib ag or ‘pouch
lid &’h glug agd sapariedde e pqalt@néﬂrdJS@ ttyarﬁmoaal Oé Fhepcamldccﬁ plug.
enabl es the bag or pouch to be hernetically attached
to the rimof the lid. The rimof the lid ua% be
Figires 24 afd ¥Btshows dhelelder (ae\erigfitad comaingadl g nanireturn valve or
seélrt@% hud %g}m&ggdq&wl@n&fwélﬁ]@ wppilggl‘er WZaAPQiHSe‘ lt%sccﬁlabé&mekawihe holder.
Hoawert ﬁeurq A rRlpwe dhergiteurgierentiak E@r@hﬂana't weidaq% Which attaches the
ba@ccﬁcﬂo@blﬁ‘% [ h@l@erf 4 &nldan Fﬁ%‘h% A el RRUbF 6&&0(5) is welded to the
rform In addition, or alternatively the bag or
hO&@U@H may have been sealed to the rimof the Iid by
wel di ng without the requirenment of the band or clip.
Where the is sealed to the lid it is preferred
In Figsire 2A tf@ecwgaam@ds shpwediypiestsatby the meaweuebaﬁ/ﬁ@éwh@y may also
cohB3f tﬂ@?lﬁldeeIn‘}J}? tuHed('11 &nd |h'F5P%Lﬁé‘JQBQhérﬁlmH dEh%r}bﬁl%eQﬁ 1) is collapsed
pouch rmay be réead sea ed To the lid by ultrasonic
anﬁé@ﬁP%@”W?ﬁ@ﬂﬁﬁéﬁh@NBe§a@(@@ pouch may be of any size
according to the use to which the container is to be
put. For exanple where the container is to be used as

Figurely BAkansy3Bothows therflexibism §ag 191 Ingreh (b¢) ibiapd endhaitached to the
holéfet. U"fﬁe Wel&é&eerQPSf fe p%%t‘? By B@%Pﬂdyrbé Bﬁaﬁﬂﬂa@%%t ftﬁer ffustration in

I's at | east , preferab
Figlse 8AsaAws Up?éﬁ ftq*feh%ﬁgleeenl nunpeerMl&hrtB@J m%tﬁd t%%lloalrth? container
a 4 I
o R T RS e FRE RS Rl Ro i Paiicsio'fie;
ot her uses and situations the capacity may vary. The

Flgeﬁ%u &?HJQE SRsORoWP HRY 'c@ﬁ@m‘%tolf‘ Ff?éhré% €8h Ye fe?r\’oa/EBQ’rom the

e contents. The bag pouch may

impervigny begeitPhped fr&&cban@awavme@ Iﬁmg I@UI ke lged tpn@é,wlthout touching or
ﬂ%gﬁggqug atihBéndiseuthBicdll ch the container is to be
© and tﬂﬁ CbgdltIOHSBFB which it is to be subjected.
It is preferred that the bag or pouch be nmade of a
FigUre Sﬂ%h%%téré eEEBiB&édi PersiRHE Bf {he c%nt%meYéT@F Fuédrb Al £Hd 3B.
exanpl e of polyol efines such as pol yet hyl ene or
pol ypr opyl ene or pol yester such as polyethylene
Figuee BRRSH t4iALE hL RS HREE RE ORI
lé yprugpgﬂegﬁgwqg? Eg'l' %‘?ef er?éeégs a?he fIF@a may be | am nar
and may be provided with surface coatings if required
Fl%ﬁ’é 7t hfsbllé?e% ‘?Ia{’\’P dtrggurFé&Hb?é 86y bstik At \QHIEh cbf} HeSused for
referable t or pouch i’s transgaren
warmig qrmom‘memogtamm abé its éententstiba g filim §ae imatenad isopftached to
thé@&én(ﬁl g§‘?lld%?ra HOVh 4d d\%lbn tl’{\g hﬁéﬂgns%f the 'véé%éﬁédo@é} 2 are collapsible
to the use tents are
bupemce qrecte@ apg §H>eq3thefoeby é@lttleﬂsamtalnheca;rar@sbfrorp mﬁ:ﬂ@p@éthe warmer to
wi thstand tenperatures up to 100 C and nmay be provided
wWth a tenperature indicator. The circunference of the
bag or pouch at its open-end nust be such that it can
be fitted around the perineter of the cover and can be
heId tlghtly to the perlneter of the cover by nmeans of

o o o w .
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cover by replacing the plug. In this way the remaining

contents of the container may be secured if a feed
waelo®s/10m80 use all the contents. It is al so posSRCDER200H005136

recol | apse the teat withouttotouching it thus retaining

a substantially sterile environment. In a furth

hegHyaan fherRonianss. A ERpaival, Be ik gagedgerurqsiaila bl hgtieystand can

bel iR t@r&tmeqfayytbmrepcérﬂahéﬁ dfght.t he conpression of the
teat as the plug is engaged with the cover. As a

further prefernment a stop is provided to ensure that

Frétﬁ@ PEHEs Sn BRISEROVIMN D d hrefdrRY&ontdhdrive th,fﬁivé@tﬂ)n comprising a
extent and is prevented from over engrHa enment whi ch

bagqireuele §13)t 2 haldga (idg éo whichiie pagimay rigtigaiix sealed a teat (15)

wHIEPRE] BBREcHER I the'HRider Bl @ﬁ?agﬁﬁd:‘a Bép’\"’lﬁ;%h@lﬁ@H&geﬂ I'Iﬂug (17) can
inner ring of the cover so that an audib

bepppplige can s thentopceiv e ¢ap s sempress the tr%atom éhw@eﬂ Htats not in use.

RS =F Qf‘ﬂ%@'p‘ﬁlgoo @7Piheh h@legﬁéetﬁe R rdrulsby Tﬁ@ $ReRA(14) 'rha@r be provided

referred di ment the contalner of the present
withng gingi B! m&php\ye)stcaswﬁpe rrpewrepwﬁpmogrtngma Huywhich can be
RRVE I MbWRRS B8diteY RS tb% ihiRG28E M@ hetbagOVer
resystem Wﬁﬁ conprrsesn bag ' Qfﬁkr to wﬁic t he bag
or pouch is secured and a cap whi ch may be renovably

« H t .
Frgtggﬁ%te%a‘té*‘ . efBc MRLHSEoN Qr?ovﬁﬁé) h%ﬂ/dth'eht%af‘@téjerha)ﬁ%ﬁn(?aﬁlgpsed by

e C&;)SGCUYGS t he base of teat 'Wt

plapsmest offfie Rlvg é17) Apia e %apsti 6) aed frigsse 8b shays Wavdhe teat may be
plddetite i Br AElbPronthvbliifin hggcap Lo depress the teal
I'n the cover system Inthis way the teat may be

coIIapsed or brought into use by introducing or

Fi?@rb@"ﬁa %d“ﬂfﬁ QLo'rkgthel &iétidr YF i EorRTRed (SFBtHé sEH&nQ@ fi8&tration of
provid an opening device to allow th

Flglﬁﬁ@@l@ﬁtﬂﬁbn of materials to within the bag or pouch

Qur preferred opening device conprises a ring pull

t hat na be integrally noulded with the holder. In a

Treupellsesiblenfiad; patainem @scons giaEplensly MeaY.uSeR bi isedato ease the
Oirtich 4 EisyARd i |
prpagée@ =i Corls : r‘PE)t; &ﬁﬁa ligeéugdt -sggocs%g )éSr ﬁn%aatsfgr Pgerg g\ﬁtg are {raveling.

Theegaitriare mavrh@ mtrcttpéed @wer/tae meunt@eorrfgor@ venrding eackines and the flat
palckéd ﬂgrdcéﬂrﬁé}hé}eéar{rﬁﬁtraﬁll ”?’1'6[21{ Rtk 'Bf rb! rn?eatégrle@e@/pEéj lof coffees,

security purposes a or warm ng e content

mides ansk sugATs vhieh camthave do ofdipilig \g@tpprari@@ﬂ DY ROUFeg manua"y or
in8tdny foRas lﬁ?#ﬁrngf VRREhR! nHERI A val a§ea,? Iﬂ’f‘éjcontents the container
contalners the 1 nvention. Accor Y, I or
majs be shaker entsdimad rto rai. Bay dewe @b flui, delwerybgrgednasp@ecwﬁed The
mﬁtﬁ@@@é %f@r@fg%‘é phipdnS acddiatio g &)‘n@n?é gﬁfﬁe | fside or with a
conpact space savi ng or use
Slr@@'ﬁtta/lsrﬁ@f dovinward presewsnttee nep-retyrm Yﬁ"tﬁacm e ra\@raed to release the
cogfe'n&!" Ble Y@ﬁ%e%eeﬁ&f b tﬁf-:"n%h (5¥tuFrP(/aIVé’HQ?\u§i?étl99ﬁr‘?? rg’ﬁ%% 1A, 1B and

abi es e sterilise rior acki

1cathelJ|qu|dewrll ﬁagqeﬂle@ngoragerpanq Sﬁllagpervru,a@man rssue and due to
[
B s e ma 2 B A BTRETBos by molding s
shepetifpl astic fil msuch as a pol yethyl ene or a
pol ypropyl ene filmin order to preserve the sterility
of the container and optionally to provide protection
In a@éarms thattrequite etteme bgad registagedawah g beiling water.dhe tamperproof
h n
bep B iortie By of FE e chzpd B 66 RPB Sy buming or injury to
thcmz@ler imAadnarney simigr béh@imaetr@uiatlhg sleew tsad fionpaprsicups.
sterility protected. The ready for use contai ners nay
be supplied in packages of several containers for
exanpl e as a six or eight contai ner package useful for
picnics or holidays. In use the container may be
renoved fromthe packagi ng and the desired contents
i ntroduced into the container either through the
non-return valve or by renoval of the seal. The
contarner mnth |ts contents may then be transported
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at its thickness of use is able to conpletely recover

its original shape and form from conpression,
waeonwsaoteBna, flat pack, fanfold, stack, bend oPCT/BPHD5/005136

Thi s conprehensive flexibillity sinultaneously

mai ntai ns the in &%rit of the cont

! I stlm
Altaaiagi} b containernaf the pepitent Invertigxive eeﬁﬁa?{ uﬁ%m relation

to bbtHesIRS bEBids ¥AYH YbEnhg Jmare(v‘ﬁﬁé)ﬂma? beiused W%ﬁeﬂ’ﬁbﬂ c\/th@mb%«s where
nmass roductlon nmet hods, Convenj ent |

by
Sp?‘@c%ﬁ‘i‘t‘%l dngle Ysg @Bdidispessility pre reauied. F %%e@&bo'%?;heﬁdﬂ%be used

to Fﬁo%féﬂefllqutdlﬁ%ulﬂl@@s IR iR ﬁ#lﬂﬂagﬁoﬁratﬁﬁ@,' in(teReNsue Jd6Misp8de travel or
(non-return val ve) optionally a

BirpRfip eprSOOFINGI (5HRP o0 LieareatPta)e AGisse SUsh ¢ g9epvalking  and

m@lﬁ@alﬁ@ri‘ngnaw wrtﬁeﬁéﬁa&lblaaéf m@)’c&@ﬁél@lbnﬂ@d RioHthiners U8 is for the
bag or pouch is preferab Ig extruded and seal ed at one

traemprwt%fa%mﬂdn@ortsemmrq mgeicines for Beitakan @fally apd in veterinary

apBR%ﬂbr‘TQ W'hBFeDa Vﬂ?é%atsbl%d( NAbYHR)of HRAERSI rﬁﬁ&d b8 Yladedl iH rtﬂe sterilized
val ve or seal can be. Alternatively, if pre-neasured

coniatiies whiht Bay then e Bat pasked ape eapily %ter@@aa%tfarﬁppﬁ?d pgor to use.

Th@I &)tnfdnlﬂ#tlé %%oséé"plabﬁsofrgtéﬁﬁgp&lédﬁém%r arﬁcﬁﬁ‘fézyllk@a@ﬁmg the correct fluid
formula, then th ag or pouch nmy be left o en "and

defivry §ebg sechuns i bﬂUﬁ*é aétél?hfﬁ?ﬂ’feqf mg%ef@h exp@ple; fheehser can apply
pre-@%ﬁrevﬁi/ ‘éﬁu@ézn?geﬁf{e MBI olBY oP Bah %fhcih'eolﬂleﬁ%h%% ﬁfﬁlch can be

val ve 'or seal frommaterials such as nedical

apgke&d@ f@p desised gHERRe. pb's pelBmelrislow gar, Be sanireligd hyethe amount of

pré&dsBRs 6 tHé tbag nihBe <peest el (ﬁ)enh@ecré%ﬁ yahkendnsSretU?f Nalve, see
sterilised and vacuum packed to avoi d contani nation

Figstreo i At 3)‘3@@6 1CThéd%<Pr\?éy disingetie apRrapriater Brdrdglivenpiibe, liquid can

fllquﬁéij%a!C bé’éﬁe@%n%ér%ﬂd%:ﬂ%? @kl ddposkl of P Uhibnbsway ﬁ%'éé'nﬁbllng, for
and recover rapidly. Elastoners may be suitable or it

exg@plegsingggapiasdar alaltsifet i ¢ rubber. Alternatively in
anot her formthe non-return valve may be made fromthe
same or simlar material as the non-return val ve
hol der as can the seal illustrated in Figure 1C. In a
further enbodi nent the valve nmay be such that when it
is attached, it may be rotated toprovide an opening to
the inside of the bag or a seal as shown in Figure 1A
The seal (opening device) shown in Figure 1C may cone
in the formof a thin filmor simlar material as the
hol der which can be renoved or pierced. This is
particularly useful if the container is pre-filled
prior to use. In Figure 1D, seal (opening device) has
been renoved, as shown in Figure 1C, to provide an
opening to the inside of the bag. To replace the sea
function of the variable cover sealing system the
fluid delivery tube, cap/lid and/or plug as shown in
Figures 10A and B configuration can provide a seal to
the contents of the bag or an opening that provides
access thereto by rotation, replacenent or renoval
therefor r We prefer that the side walls or bag of the
bag or pouch are either extruded and seam ess or thin
film we also prefer that they have a thickness of
from25 nmmto 150 mm nore preferably 40 nmto 110 nmm
nost preferably of approximately 100 mm These wal
t hi cknesses ensure the coll apsible, resurrectible and
fl exi ble nature of the bag or pouch. W have al so
found that at this thickness the walls are strong
enough and are non-elastic on inflation. The val ve
hol der is preferably non-flexible and when assenbli ng
the container, the non return valve can be inserted
into the valve holder which, in turn, is inserted into
the extruded or thin filmmterial pouch or bag
allowing the non-elastic nature of the material to
nmoul d around t he shape of the val ve hol der providing
an air tight seal which may be secured by a band or
clip, or a meld Alternatlvely, t he non-return val ve

e . g, o o Y o —
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renoved, for instance, the ring pull (which in
addition to the seal has been preventing the teat from

wenwagoiego Wit h the hol der). The bag or pouch nMegI/EPm®NS/005136

be filled to the desired on2pre-neasured |level wth

c cgﬁgen l'iquid which may include other pre-m xed

nts. Typically, by way of exanple, for feeding a
baby the bag woul d have a nmeasured anount of mlk
powder .i nsi de w ed water to be added as th

PP ok Ut PARASGt VNS e ng AETolded SRniEine SR NG 8 TRYBISHagr pouch

r eplhafpstiday atthdhHedne! £1eéaled eVErT HHddfurtAsr BovidBe withdart BBening to
nout hp |ece will be secured to the hol der due to

t he
{1 eBPIE Hitd280 ctedl (RUCHoAR ApPeReetiva e 10 AR fgaling of the
ar ogpfkainee nore rigid material shape of the holder. A
seal will be created once the nouthpiece is in the
correct position which can be indicated to the user by

.an audbihifef bb&fdlﬂ%giéléiﬁﬂw ihYwhithend hén Qét%ﬁ" 9§Iv@’sss%| may be

in this position uid delivery tube/
nmec hRYeraad ot qliow mﬁteflﬁlemst@a@@@"%ﬁpm Qrintrgdysed dﬂ’fPé‘?ﬁ gontainer by

May ohB@R nffe SNAK fllowhld teéifflquedt xed and/or sinply |eft
in desired conditions until consunption of contents is

requi ridd, ste nengsiuen valve maehenisshsatpt i on is required

the lig seaé fIG‘BBﬂe%r&ﬁJ\bﬁrﬁQmer BRpRENE Thedch 14RRA valve or
renoval of th e nout hpiece resurrects itself to

t he shiibe r©mpyakefitheaen reﬁlfrﬂé’?w@se a seal may be
re-established by positioning the lid over the
nmout hpi ece and rotating the |id whil st

- dowAve éRiIpRTECsRiding tp ﬁil%lmfwt Flaim Bmcé?'ﬁé%ﬂ“\‘tﬁd Rrige to flat packing.

present invention, a replaceable plug situated within
the cap/lidis used al | owing the cap/lid to remain in
e’ge rRree’dingy Claias rapglosegh ém hermetically
rem¥gdd dackddgingstrated in Figure 10A and B. This
enabl es the container(s) described to be used at a
| ater date preventing contam nation and/or rel ease of

: Con%eéﬂrﬁalnérrbchgﬂdﬁ'lgef%ﬁﬂ bfrﬁ@tpr&fedH@eClbméeéHn%@ﬂng Bihﬁﬁ&lble bag or

is no need to touch the nouthpiecé by hand therefo

pr ePEREN AR S wanarate woverdid A drad which ﬁ@am%ffﬁ’pbﬁﬁz @r pouch to be
oNC @eaRétaRfakdthed ROMli9Br thelcBhera seal which strong

enough to prevent |eakage. If the container cones
pre-filled with liquid, in this enbodi nent, renoval of

. the A édMgaiRsH éccbr%lr%ttbldnyro?%lhgq t@@cér@%tlﬁ@k%f é‘ﬁéﬁﬁl@ Ha8'br pouch

be secured as described. If the contents
conlaaijﬁéepﬁ@é%iCQ\@rFf@t%\M@@e%Fogéﬁﬁred t he shape of the
val ve holder can allow the filled bag or pouch to be
imersed in water without the water touching the

- mouthNéiBeIoRCePIdinG D @y eisithe rereding Giaims B Wiichiéng yolume of the

pr egsrtsineBwhBe irSitshfidted Jor@fis bR eBR¥bRIALSeH nand
contents. It is preferable when changing the

tenperature of the contents of the container to have

. ONe AGdonRE Rkofdity BRAY PP CRERS QEIB/G% Wehi NHE BIuFleF the container

pul | conbi nation Sealin stem of the container in
the“@éﬁmb@5@ﬂ@?ﬂﬂﬁﬁ”ﬁﬁt%ﬁﬁg he¥. enbodi ment of the
present invention, if the seal itself cannot create an
opening to the |nS|de of the container then the

. moufisingairgridogprdingelp ian of theusecesirgiGlainas Hewhigh thetlepg or pouch is

r evﬁ'f B Jf '%echér‘?rﬂipldcs%‘ﬁ{%ée?fé; gJa_cfH 5@8! Rfer ﬁiﬁ?ﬁ?@kérﬁﬁ@%f polyolefins

eit puncturing t ure 1C,

seasumsa&w dolygthyvieagy ob emiynf@mer@d oro polwst@rr aach ngs applyethylene
ope [ ation or applying a
omﬁ%g@gﬁ%égﬁgEPQBGRTﬁ%g&g ?ﬁgﬁgﬁ nout hpi ece forcing

the flexible non return val ve back as shown in Figure

1B. It is preferred that no resins or adhesives are

used in the assenbly or manufacture of the container
ensuring that the integrity of the contents of the

contai ner is maintained. A vacuum can be created

mnthln t he contalner t hen sterlllsed and vacuum

a . e e . o o -—r
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contai ner and their nethod of assenbly (i ncluding
nmout hpi ece and |id in Figure 5B). Figure 1A shows how a

wmorvsnetssr n val ve (1) may be provided on the |PdI/ERY005/005136
that may be rotated to proudde an openi ng. Sinilarly

gure 1B shows how an openin e. provi ded :
0.me aﬁscoa‘faligr};r\agpq;gmgég apy, 8{) t% gqega o‘?lapgsd in % theybag or pouch is
depﬁgﬁﬁgdynFlgure 1C shows how a partlcular openi ng
(1) may be provided when enploying a ring pull (4).
Fi gure 1D shows how a nout hpi ece (such as a teat) (5)

11.canAk@neidr acaedingité BnRof @B préstdingeciap®iniehicraiheliig or pouch is
provi ded and the nout hpj ece delivered and secured to

t heSY&hafthe rentsals 3{%)('319% rotation of the cap and can
be conpressed within the cover by neans of a cap lid
or plug and converted to the p03|t|on for u
12,y enPegntalier ereording o ARY 6f theiRigcedingfulrises lﬁwfaﬁuth?é)ag or pouch is
shoprovides wihl e mdkampium@indidagrsont ai ner (7) with a
non-return valve or seal (8), the bag or pouch is not
visible in Figure 2A since it is coll apsed bel ow t he

13.hol ﬂ%ntdmfau@drd.ﬁ wbﬁv’%aahé rp@éf@dmaecngmfsqﬁ WhitheRé sile walls of the

band and/ or wel attaches the bag or pouch
to PAGORRAUEEErS ?ﬁh%ﬁdtrFW@W%%%@'BQ@ or pouch
(5) is welded to the holder (7). In Figure 2A the
contai ner is showed protected by the |nperV|ous
14.( 10 GRATaiNEr #aSOTEING 4o aBn PEiNA Preredingdrlaimsdn iwhighythe ﬁlﬁ’g yalls of the
11) pa@er hauchir@veé 8 tRiBkidas of frin5qeh ky/ e30/p ﬂhUbe (11)is
col | apsed and tenporarily secured Mﬁthln the cap (12).
Figures 3A and 3B shows the flexible bag or pouch (12)
151 nf hado%ﬁau@é?%c%lﬂﬁ@ﬁ%%rﬁ/%fttﬁ@ pRebdiRg Cidife iMlHithdthedsiibn of the
t he pouch or % of any shape but the
i |1 gaver defings tl"'ﬁ F’F'Eﬁﬁ’r‘@'”@ﬁ@ shows that a hol e has been
punched through the nmaterial to allow the contalner to
be hung. Alternatively or in addition the flap
16.pr o gentginee@cerdipgatoe any ¢fr th. pFﬂC@@J‘F@sCL@N‘%Hﬂ“‘KB can withstand
shoysmhestutdiauegnioptdier of Figure 2B can be renpved
fromthe 1 npervious bag (10) and filled and warmed and
can be laid to rest wi thout touching or otherw se
7C°nha%rﬁ§|hepgcéd?’§m§%t QrW ®F @he @r@é&dﬁ‘t@éleﬁmg iR BvRER the cover is
exploded versions of the containers of Figure 3A and
3B. syifigignily woid to pevidgrtrenghanchiBteghin tath%.corntamséwhen it contains
s hapRehdrfeuldr R G esswiitidl iSdekigneust rat.es a flat packed
resurrectabl e baby bottle stand which can be used for
warm ng or cooling the container and its contents if a
18t hip édnltafhé}a&cﬁﬁﬂrﬁj ’toabla'irﬁ 12 |h3\/ﬂh&dtﬁeocd\)é? .sSFr@aS o?%olypropylene
illustrated. In this design the sid
war ﬁ’é’WVe@@&rWI%‘ﬁé?O%'W'&fiﬁsmBP%rslS’uPO'dﬁ‘E“-deér ect ed and
filled the baby bottle/container can rest fromthe top
of the warner toheat/warmthe contents. Alternatively,
19¢ he Afqoatainss @caerdingdo ani of His| wetading Gty b whicha ﬂearﬁ%éery tube
usegaﬁgegﬁgyeghe baby bottle/ container upright.
Fi gure 8 shows an expl oded view of a preferred
cont ai ner of the invention conprising a bag or pouch
20( 13Nn cd’illtalﬁérdé‘dcoﬂf@ tdh Sny VB ﬁ*n'é brEedif) CTERYis € which the fluid delivery
hernetically sealed a teat (15) which nmay be secured
to tube imgInathmigceengagi ng a cap (16) with the hol der.
Plug (17) can be applied on to the top of the cap to
conpress the teat (15) when it is not in use. Renoval
21 of Ah@ormll]@f aacpyding, &n apy |06 4ke Hrededing Alpinso eoRfaiBINg TIPTE-Measured
hola§§ may be provided with a ring pull (not
to seal the bag or pouch prior to use and which
can be renoved to allow the desired contents to be
i ntroduced into the bag. Figure 9a is a schematic
illustration showi ng how the teat (15) nay be
col | apsed by placenent of the plug (17) onto the cap
(16) and Figure 9b shows how the teat may be pl aced
ready for use by reanaI of t he plug Flgures 10a and

o oy o " o ey o "
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to bottles for babies and young children they may be
used in a variety of other uses where space saving,
warevgheresse and di sposability are required. FoPCEEP2UDH/@S5136
they may be used to provide4liquids such as drinks in
n1I|ta erations, (#n travel u&@ as in space travel
[ ieh

.0
220r & Ftaper accprdlladp G ALinwh PagrGasHee dpgredignts comprise
act ipnde SyRIBCHadis, copdidli MgePradd, MUt HdNe efariidss. A

further exanple of the coIIapS|bIe fluid containers

use is for the transport, storage and consunption of

23medi/CidaRRiHep dRofdee o QTlain 21286 Glainy @be A the pre-measured
appl.ications where a pre-neasured anmount of materi al

may "Eﬂé"e‘ﬁip'&téé%milhp?‘ﬁ%erst erilized container which may
then be flat packed and easily stored and transported
prior to use. The container is also capable of storing
240 | sAC%‘"f"ﬂ?rsaC&ﬁ'Eﬂ’"tng@ Glaige! ouslaim Z?H%WB@PF'&PFGFW%WVM ingredient
del ijy gjuid, toille paEh as a brush attachment or sponge,
for exanple, Phe user can apply pressure by squeezing
the flexible pouch or bag with the filled contents
25Whi wcmnaeac%em.dgqe difint ﬂﬁmd/ﬂﬁérf n@ namaf.sa@t@nnsEB@vater
volunetric flow can be controlled by the anount of
pressure on the bag and the size of the opening
26¢" eeﬂ; ghtaMert 5&0Fb%q {oBAryf ot tN@F?'é%edlﬁQ €ldims Lﬂr&ﬁdéd%ntﬁg temperature
and 1C. Additi onal using the appropriate fluid
del iRk ube, |i qui d can fill the flat packed
cont ai ner and either be disposed of or taken away for

nplin for exanple urine sanples fo
27anaIA/§‘P aiperpaagrding jo amaef }5’3&{%%?%@@5?%Goﬁﬁ'ﬂﬁ’@rmed‘cmes to be

f ol dgebncsratyai ner conprising a flexible bag or pouch
hernetical I'y attached to a seal ed cover and further

provided with an opening to enable filling and seal
28suchy é@ntﬁn@roébnﬁA&FsH{gna ¥a M?pé&h%bﬁcaﬂ?%él@& tc% hol¥r said holder
cont ai ner contai ner according tooCdaimlin

whi dginchadaped fefeleapaply roageswit an%%la [5aidr eane FRgINing a delivery
al | oMedmBhRh fr th® BRtePIPSt {H%dbéd 8MpBlicH %h& Q@HE REIdENESNtaining a
the container by one or nore of the foll ow ng
tec rﬁealq'we@ecfwﬂ'%Bﬁrﬁf@ﬁ]b%%?wc@alvh@ ey g Exepsad Ryeremoval of the
1) c@pfdndi ol tb\dRbw rhatBRal® & hé int@daEedvitPtRObdy0or fifich wherein
non return valve or iii) renoval of the non return
val ee camay be seplagaddp thakelderta gravidedha dalivenomeehanism 2
which is sterilised prior to flat packing. 4. A
cont ai ner, according to any of the preceding C ains

29 nclAos@daingr arspiding te &llpipn Seig| whictpthedgliyany meshanism is a teat.
cont ai ner according to any of the preceding d ai rrs
conS|st|ng of a flexible bag or pouch and a separa
30e ov ¥ CoHaingr @)%ﬁ%d'WﬂQ:ﬁlaéﬁa?@I @<Clatre 28 4 Whichpb Dbl is @r%@'ed which
herﬁ‘ﬁéy@}éléésébly%ﬁﬁ ot\ﬁitﬁﬁ‘n%cra mof the cover. 6. A
contai'ner according to any of aims 1 to 5 consisting
of a flexible bag or pouch and a separate cover that

31ar e Abiigiet 98&%’1 8 1o Glaify 9@04 Whréﬁfthécicﬂifg %rﬂsretséb@mé teat when
of the preceding ains in which the vol'une of
contaRPlirst angheleapes thedeatder ugeavhandt inremovret ween 50 and
300 mM. 8. A container according to any of Clains 1 to
6 in which the volunme of the container when in its

32 nf 1Aaceaingl agqosding tq ams ef €laims 2§ to &1owhareindbe sealing mechanism
acc ' ; f the preceding lainms in which the
bag%’gﬁipggﬁ: nleé;&rjrlgde of a thernoplastic material such
as a polynmer filmfor exanple of poI yol efins such as
ol ;

33FJ WEﬂ}f{a@ﬁga%{@%%ﬁéﬁg%ﬁt %ﬁobﬁmr go ptgut yﬁleﬁr{glr?fn%rba%sls engageable
t er éyﬂhtt @ halder in@ manr@cﬁ maéusn@#reatif@mﬂvw meghamigmdn piage-
preceding Cains in which the bag or pouch is
transparent. 11. A container according to any of the
preceding Clainms in which the bag or pouch is such
that the contents are visible. 12. A contai ner
according to any of the preceding Cains in which the
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18. A container according to Cdaim17 in which the

cover i s made of pol ypropyl ene, ethyl ene/ propyl ene
w@opselyiser s rubbers or pol yam des. 19. A cont aPCEEP2005/005136

according to any of the prdgeding Clains in which a

fluid delivery tube can be attached 20. A contai ner

according to any of the preceding Clains in which the

34f | uimgéiﬁéuhyreamotdnkgftd %laﬁin BB g/nicﬁqrée cgp Is eyagesbiaiwitdrthe holder
accor to any of the precedin aj cont ai nj n
or o BRIBSHTISCRS 4 ATPHANEESASSI0: EbnPiaVKER Chogs iy 1@ Gontrol the
J aigntedt fo wilchheCdaptrhay R¥ endaigad wittholdedr edi ent s
conpri se powder, syrup, paste, cordial, dried food,
liquid and/or granules. 23. A container according to

350 aiATpdckhg®cofdamin® & lurdlity\bf fidt paliRePESHtaME”sUcRErding to any of the
ingredients is mlk powder. 24. A container according
to OreFSH"e HBHMB ai m 22 in which the pre-neasured
ingredient is liquid, oil or paint. 25. A container

according to Caim?24 in which the liq
3Bst ert PRLEEC RSEYFINGR. C'ﬂ%%@%@lﬂ@?a"x&eaw'mﬁg% o ApPrefolders for
t he yps MRoRGIfdrel M8 provided with a tenperature
indicator. 27. A container according to any of the
preceding O aims containing nedicines to be taken
370r alA Yackd§e aéct@IRG & ORIM 86 MketsHh b HoldirGs @cEIIaE
hernetically sealed to a hol der said hol der elng
adapted to rel easably engage with a cap, said cap

3800nt'lﬂlienuéwo1aa dRhtatifir YacaBrelitgiosany ef Cldifs Cotd 8Btisr fe preparation
the ba pouch and said hol der containing a sealing .

neci?@ﬁ%ﬁ?'?%ﬁmﬁ'ﬁgof)wwﬂwgﬁch whi ch may be exposed by
renoval of the cap and broken to allow materials to be
|ntroduced mnth t he bag or pouch wherein the cap

e rT@ﬁI wcegf PWQ”W%FO?Q?QW'Q%%PBWW&'@'H@ Z‘JIéPl%F’ythe disposal of
mec hghidsMuiged. A container according to Caim28 in

whi ch the delivery nechanismis a teat. 30. A

contai ner according to Caim28 or daim?29 in which a

40P! UgrheSugy Qf”ad@&htémércacmn@% rShe@s abloy 3£ AgagRdcadtlil of liquid
the cap 1. A container according to Caim30 in

whléﬁ”P#@fﬁWGﬁn@Bﬁ%FEgg%s the teat when applied and
rel eases the teat for use when it is renoved. 32. A
container according to any of Clains 28 to 3 1 wherein
t he sealing nmechani smconprises a ring pull. 33. A
contai ner according to any of Clains 28 to 32 wherein
the cap is engageable with the holder in a manner that
secures the delivery nmechanismin place.34. A

contai ner according to Caim33 in which the cap is
engageable with the hol der by neans of a screw thread
and stops are provided on the holder to control the
extent to which the cap may be engaged w th hol der.

35. A package containing a plurality of flat packed
contai ners according to any of the preceding clains.
36. A package according to Caim35 additionally
containing one or nore holders for the filled

contai ners. 37. A package according to Caim 36
wherein the holder is collapsed. 38. The use of a
contai ner according to any of Clains 1 to 34 for the
preparati on and/ or consunption of liquids/ fluids. 39.
The use of a container according to any of Clains 1 to
34 in the disposal of liquids/fluids. 40. The use of a
contai ner according to Clains 1 to 34 for the capture
of liquid sanples and/or transportation.



