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PCT/ GB96/ 01052 ~_: .. FATTY ACI D ESTERS AS BI OQACTI VE
COMPOUNDS Field The speécification relates to the presentation of
bi oactives, in which termwe include a drug, essential nutrient or any
ot her conpound to be adm nistered to the human or anian\ body in therapy

or muai ntenance of heal th. In particular, the spBdlSf$grn ans rekgties
to the presentation of such bioactaves 'rRa CfBrmin i ch tp{gp%é‘fe}:rae
| i pophilic so that they can pass |lipid bariers in the tody rc‘aui‘fy, on to
the presentation of two bioaetives in the same nol ecule (where at | east one
of the bi oactives is a fatty acid or fatty alcohol), or to the
presentation of bioactives in a form which serves both ains and/or the

ai s of ready synthesis of such conpounds without a chiral centre. Froma
drug regul atory vi ewpoi j 3 Gk £at pdwa v hi [
presented as a single ol; 1 SRR AR * .
may al so be advantages in presenti ngckpepRTliacti ves in novel ways.
Those advant ages i nclude increased |1TpophiTicity, the additive effects of
two bi oactives which afbesop waten valvd piegs eSenated bos gftvesestaldcanhgrises
sonetinmes synergistic eff‘ega;s of such bioacti ves. e, invention

. . T
concerns the |inki ﬁ%}r&?mﬁ %% Piges ap _%Fét_eéftal I"é]é(§tp‘?fﬁe”b'f"5'§gfttb?/Exﬁeg‘aén
unsat urateds fatty aeelpibdt AUBR HRlLR Matd MsidPURE Urelar 3BRCGE [oHILh s
gem nal di oxo and gem nal am no 0xo eties considered 1 n detai ater
herein, to yield gémsiatlall with peieduddreflange Bersenghfiag suith saddbinterndl valveapiges. of
conpounds and t hei [r use in therapy and/or the mai nt enance of heal th.

Gem nal Tri part at e [RETERaSIdp08 ghaligtenes valye piece is instatled aitha Tegilisphparaonst er
t ual d f el i . ' fficiently. | ahi | Q: I t
ehsure b sutfroi enfreR ok P RER0G, Adlsrab s B R Hrtl v Bioes B

desi red bi oact i f@ftioer dQARAR theSrekdtaHctibAI TGS &d e tBe Rl Rulvyal
prodrugs the ester bond may be resistant to enzymatic attack for either

steric or Hl ectronpiece dasenpssitiote thayextonal velverpioems andi Bogsr pRItORS i &et 0 use
the gemnal triparta t yal . prodrug approach whereb . t he, hi oact.i ves
are linked via eit Hg&aﬁlgggf&#ﬁ%é{ﬁer&%o?gwo&g@eeﬁ %‘?ter&ﬁf %V%IX“SC?' %r?ﬁ’e?a /> Bor
\IQIC)T/Q ?4382?8?052 th.e first stage the spanner is rotated by the user to open thg intg;naa;tg?lé/,e o

bi oacti ve .car boxyl ptscacthis, thaydrbin tate b€ dheasvater boxsisesmalles, andythennial thdi oxo

| i nkage. As outlined ia Schege 1, the first step i:ﬂ ﬁghe h{drol sis of the
geminal dioxo  di 857°8f Sfagedhe JRARNET 1SS eRIIIMPRH R Y\ U3, F3at hway
1 or path 2, of ; bl oact | r: A0S M o
subsequen}t,\lﬁ?/ornnti (\)/%R,gfo é.:efl’lslg s%%?g%{?%f?o %dfég%%t%tgﬁng%{ééﬂrm aimcﬁ?

rapi dly dissoci at esfthe astetnalt valvdisied §teto dpeaané evtermihdalaa piecal Tedrgfibee, Wt h
ei ther pathway both bioactives are generated after only one enzymatic
hydrol ysi s reacti ofde drain rate hecome ere latgearBnthe two 11288 GRIIGE RICCESS H6r

si mul t aneously or r QXi Lul faneou i J rent

bi oactives. For exa(’@illl%gp%lcg%i r%z}%%ﬁ}:etc%len gf%‘%ﬁ%?rfyﬁay 5> %g{é&g%&&toé‘ge g)ggt%ﬁ.
unsaturated fatty acid as an ester/ether via a gem nal dioxo |inkage. As
outlined in Schene 2 elster hydrol ysis | eads to formation of the
unsaturated fatty g&?d and an unstabl e hem acetal derivative of the

bi oacti ve al cohol which rapidly splits into the free bioactive and an

al dehyde. [err] Rlerr], Rerr] =

Bi oactives, Rerr] = H Short Chain A kyl G.oup

Schene 1 WD 96/ 34855 -

PCT/ GB96/ 01052 3 [err]
Rlerr] = Unsaturated Fatty Acid, R err] = Bioactive, Rerr] = H Short
Chain Al kyl G oup Schene 2
Publ i shed Materi al The concepts of linking unsaturated fatty acids
to bioactives using the gem nal di oxo or gem nal am no oxo diester
approach such as di scussed above has received. no great attention in the
publ i shed patent and general literature with the exception of Terunmo K. K.

in EPA-0 222 155 which Tink 5-fluoro uracil to al pha linolenic acid,

di honThigamesaHbas BedncReptacaci d, or ei cosapent aenoi c acid through a group
-CH(R) - thyl etc as, inter alia, anti-cancer agents.

Li pid B Many drugs act at the cell nenbrane surface by
conbining W ce surface receptors, or alternatively are taken into
cells by specific transport systenms. However, there are many drugs which,
while they act within cells by nodifying one of many different functions
such as nucleic acid functions, the actions of intracellular enzynes, or

Y e » o




