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2- ETHOXY- 3- PHENYLPROPI ONI C ACI D DERI VATI VES FOR THE
wOoRMATIVEEYdE OF LIPID D SORDERS Field of the i npemiGB2m04/002619

The present invention relates to certain novel

3- phenyl - 2-aryl al kyl t hi opropionic acid derivatives,

2-ETHOXY Oz [HHEfeS&Resrdal preparkNGTsueh FoR e uTsrviNr bhelpID DISORDERS

the utility in treating clinical 5 conditions
FieldNgidinRshildpPi d di sorders (dyslipi dem as) whether or

not assocrated with insulin resistance and ot her

rranTlieastmnt mvsntafn rehes e tetrdd hoved $rptenyte?- anydn]]nﬁtlm_p:IiSplomc acid

r therapeutic us and to gharmac

dert BB LTSS B AT ARG EHL B GnG HR GF Wi n rating clnical
5 conliieas trchidinl %"ﬁpﬁ@is@?&kd @yﬁ&ﬁ’kﬂ%’rﬂﬁ@ WiGhet @ ﬁQt és){cﬂﬁatgd with insulin
di abetes nellitus, refers to a cluster of
resiptamger andtoslhar gpanifestetionsiof ¢hei metaboliv syadiosnes m:methpdhfor their
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e RERERA0AQR PRSP RAFT) G RERRLRNY ohlP?, 2

Backyicuigé béthe m&@ﬁlbhy dysl i pi daem a observed as
deranged |ipoprotein | evels typically characterised by
el elhstTaetakals sypdiome nejyding éypsi f Jiabgtespelditusi refors taspalppter of
LD i e
1 “ﬁfeg%g? ot el naintgc]%‘lh c]érg fggr}%ﬁ{cg%s{&la%g m@%’{ﬁ e%ﬁ¥P%gr [ ncf:ﬂXé aé possibly
wpazdﬁbmemnmﬁpudeﬂrnﬂdgpaﬂhmbﬁs@mnanwha&aﬁaﬁunqnﬂgﬂqﬁhﬁhua
i ndi vi dual s resj stance réf?a gre

I
obsed bbb e ipopro ela HF by EbAG ke by cfed VEDL (very low
|y
denﬁ%f ﬁﬁdgr(?%ﬁsgﬁféﬁgt rI(l)SﬁZquL 51‘%15%% %@{Fdﬁ%et g égj’glhl den31ty lipoprotein)
Cmmﬁmmﬁmmxﬂm#mémsdﬁhﬂw@@ﬂ condi tions cause up to 80@6of
al | ths | dicine there | enge
s ohReER sl S T oG Rkt bt Ol s gusSlin
resif@hdeaiih & attﬂsv ﬁ&i@aser@hab et ¢e@d1§y£1;%rafrﬁlomdu§ Hﬂtﬁmbﬁahty, notably
correct the dyslipidaem a which is considered
suffegng GomHay ipldin ré@n@pégmlgss I@Wp&ﬂhb@b%é@lmfrlb@w 9theroscleros1s
rrentl [ a universally accepted
rela V&%ﬁ&tmng %u%c%/ ?(S‘J/éef %é(aar%@sn .

I'agnoslI' s VVI ar macot her apeutic

I Ndh¢HhicaNBedidine t&r@ﬁ&mat@momﬁe Ilébﬂ 16 QREU4E eheGhsulin sensitivity in
formula A below OH O OS
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2-ethoxy-3-[4-(2-{4-methanesulfonyloxyphenyl }ethoxy)phenyl]propanoic acid, is disclosed
in PCT Publication Number W099/62872. This compound is reported to be a modulator of
peroxisome proliferator-activated receptors (PPAR, for a review of the PPARs see T.

M. Willson et al , ] Med Chem 2000, Vol 43, 527) and has combined PPARo/PPARY agonist



WD 2004/ 113276 PCT/ GB2004/ 002619 -2 activity
(Structure, 2001, Vol 9, 699, P. Cronet et al). This
weompounds i s effective in treating conditi onsPCT/GB2004/002619
associated with insulin resi,stance. Co-pending PCT
appl i cation hb PCT/ GB02/ 05 43 di scl oses a conpound of
formula AR \ S 0 CO2H S2CH3 5 B wherein R1
actIVitt&;ﬁ%@,(éWtesZQQﬂ Mow 9% 81 Gropet ﬁ‘fﬂ} okjis sempeimd 1é§ffe°t1"e in treating
t hereof as well as
con g?%%%ét |caﬂﬁngg@%é%§&%?% salts, prodrugs, solvates
and cr ySb-glehding Pmra@hcdtfmﬁrl‘&oﬂ’CTUGBGé%% fdiscloses a compound of
prepari ng such compounds, to their the utility in
formplaedt i ng clinical conditions including lipid
di sorders (dyslipiden as) whether or not associated
with insulin 1o resistance, to nmethods for th
t herapeutic use and to pharmaceutical conpd
cont ai ni ng the WO 02/100813 di scl oses t

conmpounds G 3 C%Vé R1 51 n which
Ar is as tuted or un ituted aromatic group; Q
isac&J bond, - CH2- ‘ qWis a

substi tjut ed or unsubstituteo al Kyl ene o 'a substituted

or unsgﬂ;tn{uted het er oal kyl ene |inking group from 2

to 10 atdns Jn | ength; the phenyl ring is optionally

substltuted with up to four Bsubstituents in addition
and W and Rl is inter alia -

5
CH2
whe@ﬂ[( f(semz):h&grco ,ﬂuo(cq;q) hiydrameys W?]@(ag pﬁg]%@p@rﬁar@ ragemates
e
theréfEprb M&Q%ﬂp@bhﬂngosucﬂ compdinds Ao ehdipthe uailior & tcefatlﬁg:’@l&mal
receptors. Surprisingly a sel ect %Frles of conP un %1

conditiansiael e MPiCirRrdati 1L RIdeTERFAFhe bpneEygpppegiated with nsulin

10 resﬁ?&%@&l Brfods¥Q &QQ%&;&%K@ u@%d@%ﬂ%a@%%?comﬁbsﬂlons containing
them.

WO 02/100813 discloses that compounds of formula C

Q._WwW
1

C
15 in which Ar is a substituted or unsubstituted aromatic group; Q is a covalent bond, -CHp- or
CH,-CH,- ; W is a substituted or unsubstituted alkylene or a substituted or unsubstituted
heteroalkylene linking group from 2 to 10 atoms in length; the phenyl ring is optionally
substituted with up to four substituents in addition to R; and W; and Ry is inter alia -(CHa)n-
CH(OR2)-(CHy)B or -(CH)=C(ORy) -(CHy)mE wherein E is inter alia COOR; ; Ry is H, an
20 aliphatic group etc.; Rs is H, an aliphatic group etc.; and n and m are independently 0, 1 or 2;
are modulators of PPAR receptors.
Surprisingly a select series of compounds has now been found which are dual

PPARo/PPARY modulators.
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Description of the invention The present invention

provi des a conpound of formula | Z 1 OC2H5 0 C02
WEaRTHB2Merein T represents 0, S or NR and WhBCEGB20R4/002619

represents a H a Cl. 6al kyl %roup or a phenyl 5

Cl. 6al kyl group and pharnace tically acceptable salts

thereof It will be appreciated by those skilled in
Desgrj t \d ounds of formula | contain an

op a t| n n exist as

engﬁg %ﬁé¥3‘§ﬁ1§ %g%egg%gegéwgi&gghﬁuﬁgescribed

later. It is expegtedTthat , of the

activity of the pounds~of T | OG$i,des in one

enanti omer: ei §

(+) or the © ntiomer. NBOsHWhi ch

are nore actlive in the assays V\,hl ch are descri bed

| ater are pr@gg"r'@d fornms of the present invention.

It will be understood that fkthe present invention

i nc udes al | re f this acti
whef Qi TgERE iy Ot PN P Bipns e P i B el S phenyl
Credlk it d#b6 @ andpiaPmbdeubcIfalcbéptitlé edlisRRdrasfe for the active
enanti oner.” The activé enantioners may be isolated b

se [I)fawléltbemppmcmtgtlgh@pge ﬂ@l&ed@;@ ghqﬁrétmyomomcgaf ifoymala Ycontain an

optliafl%rsatc lfelz cI: g t | o eﬂ‘%??l EFO t %{Sznélgﬁ%gﬁg V‘ﬂil %183(3 s%f?érgtgﬁ as

descAibb@ et It\iﬁd:&pe&tb@ thae hlo‘gﬁ ifafva Al TR Sctivity off ehenmagpolayds of formula
chiral synthesis _fromchiral_ starting materjals u(nSi
I residlos dip RCOFREDUPIOET Cifhar|theg or Hhe R enantiersi Qe di) 8F the (-) enantiomer.

The %ﬁéﬂﬁ%ﬁ%e??\%z Nl 'aréjﬁlofyacﬁ% ﬁnvt"ﬁk hSabd Fhi Wa}é"dﬁcﬁﬂﬂlcf 1Ber are preferred
reagen Ne term As used
fornsefchd pxeednlt tvehtiad, lﬁld\eﬂl hbamdeatood&hatahe piesent aIVban(yli includes all

20 acid group which ar onverted in a
mixfyesy dhip PP CRARATRST Wi OFIE SR HE Proge thgrapnic
mjxﬁlFe yiral 1s aQlse RPRir8RA R 238 BRAktivd &mti§fe:. " Pr odrug

so includes derivatives of the hydroxy substituent
( WA aRiver@memsrem snayygrignigtpd i sftmram of orpeeratecior exargple by

o BT St T B Pt
AD 256505doR c?t haternaMelysthe B&Iveléﬁhﬁtg)rmy glbﬁ nhdde ® hirhlt synthesis

is believed that nost of the activity 25 associ ated
frompichital tsﬂaeth@mtﬁugls uaddrsesditipanwhish vall Dpy¢auge ecemisation or

nt Q i.ch the prodrugs are
epnfiguatt oaty Aoy b enilagent "5, Pr out | he
et dahPgirodyal P’ awubdd i thib 8pectf@eibh irchides defivasieseoftae carboxylic
skilled in the art. Various prodrugs of carboxy and
acidrgremp whichiaee conyexipr inr mpEmg) particglar ﬁémaé\smé? (F@Fpoxylic acid

s L8 S YRR P P o B PO B o

hydioxy sdbstitwehy (mlh@gyl repi2sentdByd380)) wadeh ad cbyvelted N d demmal,

et _al. (Academ c Press, 1985); WD 2004/113276
partjsgdarlzpdnmeng e thy hydroxy group or a salt or conjugate thereof. It should be

understood that, whilst not being bound by theory, it is believed that most of the activity
associated with the prodrugs arises from the activity of the compound of formula I into which
the prodrugs are converted. Prodrugs can be prepared by routine methodology well within the
capabilities of someone skilled in the art. Various prodrugs of carboxy and hydroxy are
known in the art. For examples of such prodrug derivatives, see:

a) Design of Prodrugs, edited by H. Bundgaard, (Elsevier, 1985) and Methods in
Enzymology. 42: 309-396, edited by K. Widder, et al. (Academic Press, 1985);
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-4 b) A Textbook of Drug Design and Devel opnent,

edited by Krogsgaard-Larsen and H. Bundgaard, Chapt er
wW®G200Desi200 and Application of Prodrugs", by H PCT/GB2004/002619

Bundgaard p.113-191 (1991); ,c) H. Bundgaard Advanced

Drug Delivery Reviews, 8:1- 3@ (1992); 5 d) H

Bund%aard et al ., Journal of Pharmaceutical Sciences,

b) 77-A98extbadad)Drughesigajani Denglogipsnt, editesd by Kiogegaarhkasgen and
1984
.t R e 5T Rl ) AP HOKRAIT PHIRIES By o BB
pllesl9ar(s9911)e Just one type of pro dr ug of the parent
nol ecul e. in vivo drol ysabl e (or cl eavabl

©) es%ﬁ@ﬂg%r%e%ﬂy@a?ﬁal%wgt Vﬁm%vl%lwil)l?%él”@bm ains a
d) @@%dga{ar% tae?fzf" J*&iiﬂfa%ﬁ’% Wi ukiSal d gh@&ﬁ%ﬁ(w%s) . and

pharnace y accepta ester I's hydrolys
e) inN. ﬂ@khymmnabrcmm]mairmﬁhdy RoPr(tRB4ye t he parent acid

hol , Suitabl e pharnaceuti cal | tabl e
o512 S50 AQCHIBRES 1 A OB TSR By P FICRES or 5
f Ol 98 TRk PablETB: 1 XN BB typelok-piddrli@ BPHe PP iBYEcule. An in vivo
esters, for exanple, plvaloyloxynethyl pht hal i dyl

hydsdyseble (or @@vsbly): el Qf@wu@pmyf ﬂjlﬁ f@rm@e(lk fhat essitaips a carboxy or

a hyﬁ}roégysﬁég s,eﬁg?r EX%‘XRT on aceeél 1 e&% ésr%r x%l?ich is hydrolysed in
the Rufi®i (Slljla{nnrlllal330d9I k®@yRderE the ?&bﬁﬂﬁﬁ@ yi alc@t[dﬂ Suitable pharmaceutically
Cl- 6al koxycar bonyl oxyet hyl esters, for exanple

acceptapls $roSy KA cBORYY Bejusiery: rsalkamnﬁthyl eéteerfr, deTrsguRie, ieghoxymethyl;
16&@5-1?0%(}%}’%%&'6&@1‘8 f&? %or & gﬁoglF) :pﬂt‘fjgﬁ(yl%gterﬁn

I'n VI'vo ysabl e ava

Cs seyiquitng cabotifiexyi@nilktybestdr3, fot é}aﬁnpfl‘é) rltc@ncmwyltmdfomy}pxyethyl
13grou i ncl udes |norgan|c esters s chbss phosphat e

i9§Q g%w&m&@vh@t% I G<Bws arezl-bycl i ¢ esters) and
o BIALY LRI anf' ) R0 R IRL RLEARCIRAU IS M) 25 2

In vivo ester
1- mbtheak&hdmmytoathyle anchmap ae éwttmeki)aﬂ ROX yarjoxgugrosp in the compounds of

B
that QoR@I8 %tH zfgrélﬂ) Mbl\ﬁ@eﬁ)ﬂéifg%ﬁ%@@ SuR E@ﬁh(fsﬁﬁam: Bfers (including

gr oups ydr oxy 1 ncludée al kanoyl, benzoy
pho ﬂﬂner@dudrc&iyyhc eatets)sanidst-ae ylo gchliy? nihess andnela®8 compounds which as a

resu@&?éﬁelsﬁtcv%d{ }yd@}yggé %éﬁﬁbo n‘é‘ﬁalSc{o%vngtIC)\/g?veatlllk %arent y%?gxay group/s.
Exaﬁkgéég R g;mﬂygﬂ%g {M%r); ui\dh?cie‘%lat% X§ aﬂ%o gi ve

amat e an1noacety car boxyacet yl .

2,2- Einﬁmﬁpﬁ)pﬁﬁlymxbsheth@bgn Assetaetibe nf Dzy\I'zvo hﬂiroﬂgiea‘tﬂmasqtrhcfbmng groups
and plper zino i froma ri en ato V|a a
for h%kww ieplyde ke, gﬁepﬁ%vl@heaylaaety ubgRTGH bpKay] an

phex%g&?e%\d,l alkdRBarbOnPIREF il GIKGPERBIHAE é%ﬁerbb@laﬂd'}‘/l/c%fﬁah@?l haid
N-(didky laﬁHmieﬁqak)yN S safBanfolyl [((@thydrbalhfft@ﬂﬁ y ‘ﬂl)lhxwmm jmnd

e P R ERD e IR S o ke
fronté 5 ?S {g%ﬁfndg@h Rt VRAURAGEyRhe ERRpRS BRESNbr UNYEMIHUT tH@Wenzoyl ring.

A specific compound of the invention is:
(25)-2-ethoxy-3-[4-(2-{4-[(methylsulfonyl)oxy]phenoxy }ethyl)phenyl]propanoic acid
and pharmaceutically acceptable salts thereof.

It will also be understood that certain compounds of the present invention may exist in

solvated, for example hydrated, as well as unsolvated forms. It is to be understood that the
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sol vated, for exanple hydrated, as well as unsol vated
forms. It is to be understood that the WO 2004/ 113276
WOEMAEER2004/ 002619 -5 present invention enconpPeEsE82004/002619
all such solvated fornms. Cerst ai n conmpounds of the
present invention nmay exist” as tautonmers. It is to be
under st ood that the present invention enconpasses._ al
preseny diventon otaompasser ol seph @ﬂvatﬂdefemtqeé@m@mmua%%h%@sem
invefiiort 8y LAY RnBR Y1 R TRAE SR A Y B, EbAN
encofiplakied all stidietaGofeasinds may al so be prepared as
described for structurally related conpounds in the
Methads of pegparatighe reacti ons can be carried out according
tei%ﬁ% %ﬁﬂﬁ(; dap ég%%%%ﬁ%%%g %?&%%:édb%g)#{tj ch I%@lrcr)gvy Hogvever the
invepiic@pia medlimyted eathtsengethodsp ﬂm@onqbouﬁdsfmaymlbcabé prepdied &s d¢scribed
CH3 Il in which as . .
for s&#@wﬁgﬂwe&?m@aﬂ%ﬁa% Prfog aﬁeiﬁ%fegctéona 8t E%f?fﬁlﬁd out according

to st%cﬁi’tp ToBEARET RAXVbdcFibed MO ¥ XpedfriRiRal 38ctR@SCT i bed in
?andard text "Protective Goups in Oganic

Sy ﬁbnpgmsis of ZpmnulElmay ba ptepadd)bybyadting errempaund/pf formula I
with a de-protecting reagent. The protecting group nmay
15 al so be a resin, such as Wang resin or
2-chlorotrityl ch orlve resin. P otectlng groups nay
be renoved in ) ; h are wel |
known to those i
protecting gyoupsts where R iIcom koxy
group or an laryl al koxy group eg benzyloxy, such t hat
COR2 repres@fd£Hn ester. Sﬁch esters can be reacted
with a a de- protecting reagent e.g. a hydrolysing
in whigh it is ab prevéoualyplefingd e Rmepyeses peoteeiing gipug for earhpxylic
20 THE and water, at a tenperature in the range of nd
hydnoxn euEptas dgsovibed Bnibe sisadard fext SPralgcave Growuns i Hliganic Synthesis”, 2"
nula Il _are believed to be novel internedi ates. and

ditignd 59 O GroRe g e itha RGO SHeHE b QRProLCeting Eroup may
also 'b@\’ﬁ@éﬂl Ulch Wl gﬁ%ﬁl Qfa- f:l‘ﬂBfHﬁl ﬂdlohﬂle f"t\,dé‘hciaro-{edtlﬁ% g dﬁ?&’ may be

prepared acting a conp formul a
remcﬁx@dl in accordance to techniques which are well known to those skilled in the art. One

such protecting group is where R® represents Cisalkoxy group or an arylalkoxy group eg
benzyloxy, such that COR? represents an ester. Such esters can be reacted with a a de-
protecting reagent e.g. a hydrolysing agent, for example lithium hydroxide in a mixture of
THF and water, at a temperature in the range of 0-100°C to give compounds of formula L.

Compounds of formula II are believed to be novel intermediates and are claimed as
another aspect of the present invention.

Compounds of formula II in which T is O may be prepared by reacting a compound of

Ion
0

|
SO,CH,

formula 111



Ol SO2CH3 111 WD 2004/113276 PCT/ GB2004/ 002619 -6-
with a conpound of formula IV HO~ OC2H5 COR IV in
woish1RA i s a protected hydroxy group, for exeempG820@P002619
is benzyloxy or ethoxy, in the 5 presence of a
coupling agent, for exanple
cyanonet hyl enetri- N-butyl phosphorane. Conpounds of
withf peqrupoand of formpd Bh T is S or NR may be prepared by
anal ogous routes or by other nethods known to those
skilled in the art. For exanple when T is NR a primary

am ne conpri si ng HDe pe formula | may be forned
and then al kyl ated or red Qi ated to
produce a secondary or te amlpe of formula | as
required with optional |0 pProtec# deprtoection
steps as appropriate. Conpounds of fornmula Ill and IV
may be prepared by methods dggcribed in the Exanples

or by anal ogous net hods known to those skilled in the
in whidh R"Tlee peaagedihgiironf gions, fonvemtploR” rmjoexb@lo;grojr&t}mty, in the

fromtheir_reactiqn m Xxtures usi CoO, nt| na
5 preseReffiaiguBlin lingy ageph f@FRamp qnaawn?tﬁg’{eﬁ%tﬂgﬁt 11?# osphorane.
aPRYEGo8h&s & Bkmu 115@1 ANAGER Tqs 9L Nwmgggp g&gw gﬁ, B gous routes

invention in an alfternative and in so
orbyoﬂemuwﬁmdakannnnﬂnsy$ﬂm¢kmﬁhwmv&ﬁmakmnwp@dsséTmﬁﬁbspnnuwy

m@g&é}hﬁ%ﬁq%%{pe%%%f llprﬂg}ﬁ? ga Féﬂgﬁ 51 [0 qngﬁﬂ nnza%}(rjigtfgfi o re%uctlvely
a]kyﬂ)aﬁécf & p’f@@uc%ta s‘éb&ﬂd@fﬁﬁteﬁi‘aﬁgﬁnﬁle of REnMYET &l rbquiRddtveith optional

. chemcal transformations may be perfornmed upon
10 PTOtG¢thﬁ1€qnélﬁlﬁplit@ﬁcél@ﬁé'ﬁp%mse@mlpf@tﬁose associ ated 20

[ nbef pakti,cul ar n T
e s & b duRBary B Gl B g pesgrbeg o e
Exaﬂipﬁ% on &Y aﬁﬁagéus\&ihéthodsh@oﬁhab thode skilted ﬁfﬂhataﬁ reagents,
i nternmedi ates or_ products in a nmanner whi ch adversely
af fldgcgmppendsiod|the igyentiondngyehs iselated figay their reaction mixtures using

convehBh RGN ﬁf@% preparations 25 The conmpounds of the
I nventi on normal |y be adm ni stered via the oral,

15 paPersoes ditilled in the art will appreciate that, in order to obtain compounds of the

invention in an alternative and in some occasions, more convenient manner, the individual
process steps mentioned hereinbefore may be performed in different order, and/or the
individual reactions may be performed at different stage in the overall route (i.e. chemical
transformations may be performed upon different intermediates to those associated

20 hereinbefore with a particular reaction).

The expression “inert solvent” refers to a solvent which does not react with the starting
materials, reagents, intermediates or products in a manner which adversely affects the yield of
the desired product.

Pharmaceutical preparations

25 The compounds of the invention will normally be administered via the oral, parenteral,
intravenous, intramuscular, subcutaneous or in other injectable ways, buccal, rectal, vaginal,
transdermal and/or nasal route and/or via inhalation, in the form of pharmaceutical
preparations comprising a compound of the present invention or a pharmaceutically

acceptable salt, in a pharmaceutically acceptable dosage form. Depending upon the disorder
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I ntravenous, intranuscul ar, subcutaneous or in other

i nj ectabl e ways, buccal, rectal, vaginal, transdernal
wa@nainoi2nasal route and/or via inhalation, in PEEGBRI0AI002619

of pharmaceutical preparatipns conprising a conpound

of the present invention or a pharmaceutically

acceptable salt, in a pharmaceutically acceptabl e

and piisahe bedferﬁed[%@éh‘?ﬂw UgminipiEatipns e FepIppygitions may be
adm%@&é%&é@ gmgggé $B2004/ 002619 -7 and patient to be

he route of administration, the
coBpivsbld dahsdoveyofre camipdunids bétlednaintiva myt'}n@pelmmStreatment of

Sui tabl e daily daoses of he c of th ti.on
humpaps 3rp @pog 400 04 100 mizlkg frosh Weht, B E’Eﬁ%%fﬁélyé’r@ 15 g body weight.

0. @PQ%&@ﬁaﬁ@{siﬁ% P&%e\gjia&ﬁhlar %?gl% B3PLapsted %&ﬂnay be

ng/ kg body wei ght atlons are preferred
fornpdated oyinathioys kadyetesthose skalrsluih dw ashioghovidy dbges of the active

comy 0Bt P SRS SPOREE e B iy G 25
50m%amé){md03 to 500ng for exanple 1 ng, 3 ng, 5 no,

25my, 50nmg, 100 and 250ng. According to a
fuﬂch@dmepecfurtbtfr aspest phithe investion thereeis itsiprengdest dphagmgeeutical

fomgl(]_)#ﬁ) %‘% Iaﬁ%a 8f ﬁhﬁ%g%}?xr)% aog 'tl%n {éepn n%t)ggﬁwﬁlﬁﬁ%{cegﬂcatﬂgeacceptable
derliﬂétﬁ@@ﬂﬁfﬂoﬁ in d&ﬁ}&ﬁ%lwiﬁﬁpﬁahﬁﬁmﬁcaﬂ}ﬁhca@fhbﬁ udjavanits, liluents and/or

pharmaceutical |y acceptabl e adjuvants, diluents and/or
Cart€fr ri ers. Pharmacol ogi cal properties The pr esent

CORR. ds18dcaf 85 (1) are useful for the
proxr%i%am‘g—an#g}r&ﬁ atment is of clinical

COMie pieaars: caspoandatcfdomndtlin (1) atearseful farthd pm&phﬁdxis entl/oegleatment
sensitivity to

of C%@%&Placilaanwé@%e?ﬁ? lefvllfgl. %éﬁ'r%?z gg 5{%&?%@ Et SHsehS to imsutin
(msﬂﬁf @Qgﬂah&% 28 Qgse gﬁ)ed mJEQ&% cﬁéo‘rn‘iﬁr@ BllscCgRWnt d ds RSl lsyndrome).

not be limted to, general obesity,
T‘llewtrdmlmahecbndlta:(bmswﬂlyncladet, oni will tog pe ﬂmatq:gn@,rgeneral obesity, abdominal

I d
obeEae PR AR AR L Gt NS oE e S A the
dysliﬂ?&ééhhﬁ‘ cheRsdt&liHossy aﬁéhﬁl@%&h 'ﬁhﬂﬁ%’é‘is@ancé' Bifds ayshbmmma also

as the atherogenic l'ipoprotein profile

knowhas &@taelnaremmlwqm@temeﬂﬂy lélcwa@teﬁseﬂchy-m@ieff@ﬁy@@éted non-

d
estef@fc%){a)tt?lfalﬂ é’l ei}%vea:fe t e¥ \évﬁcrléélg}t? :fvgg}grrc}?ellﬁ %\i]gﬂ?&ig%%%h&e rich particles,
higH &¥&BIevdl) MW hiph Qaks} poprbERAHDIS] 1élve(lsl'lﬁlsécﬂite& lith 10W apoAl

associ ated with | ow aﬁoAM particle levels and hig
partisgsolerels andhighiAporhéevpisda Bisagessnospfamnall, demselow Qmslty lipoproteins
ins (LDL) particles, phenotype B. 25
(LDf_ﬁgiﬂtﬂés g&g]géﬁt he present invention are expected to
be Tlheebmbomﬂdstdf elat progenpatvestivinsare mliebtedanbe nexfulan treatedpatients
hyperIeHm dem as or_.vari ous degrees

HestHipiderafRg or b’%%‘t‘ﬁrdﬁﬁ’@?%ﬂ)f Tpertriglygerifezpias and
po Stg%/%l]lg}ag ﬁ%ﬂfpﬁcﬂﬁﬂg wthRE iRt SiRst RkdliRRG0hs sMfe MREMBAL sfndrome.

Treatment with the present compounds is expected to lower the cardiovascular
morbidity and mortality associated with atherosclerosis due to their antidyslipidaemic as well
as antiinflammatory properties. The cardiovascular disease conditions include macro-
angiopathies of various internal organs causing myocardial infarction, congestive heart
failure, cerebrovascular disease and peripheral arterial insufficiency of the lower extremities.

Because of their insulin sensitizing effect the compounds of formula I are also expected to
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Treatment with the present conmpounds is expected to

| ower the cardiovascular norbidity and nortality
wazs®eanirred with atheroscl erosis due to their PCT/GB2004/002619

antidyslipidaemc as well 3 as antiinflammatory

properties. The cardiovascul gf di sease conditions

i ncl ude macro angi opat hi es of various internal organs

preveaiuyi dedpyrihodevedimanent af wipe 2idigbetes diogeeimesabpdigrsyndrome and
.fall [ ovascul ar di s i . al, . . .
skl b o CPAABREL 5, ABA  85 LARRR s ssocincd wi
chroBeciayps g 1 factofeinrdiatiesas| mhdllithe 8&ih dszhdghiceb fa@giophihies causing renal
compounds of fornula | are al so expected to WD

diseasgoreiinalsbpmepend esirivml gaTeles discgsen! drlatvep Hmipe pryexped to be
r- i .. .

oo ShABEDk: e NP8 A1 AhaPR S5l kTSt A0Bh foptiions o

the chedievasputantystin ivbothet @rmot asopibied atithoinsul asssisiaates dikevpodlycystic

chroni.c hypergl ycaenia _in diahetes nmellitus such. as
VTSR, BRSSP AR oY SRS B nal
nem?ia%ﬂ@raﬁqg dREFdPNEER ks fg]ga %H @fivd hgtmﬁ,fAEﬁ&ﬂeP%fsease,

' s are expected to . el ayed. Furthernore the
ParkimnopGudistaseand eltipbefcldrodin t r eat nent of vari ous

OO e S LR S i
glucB&d KoS ki FaticAMuFBANS HOAN 1OpE2 dRBasE.ty, cancer and

states of " infl a'mmtor_%/ﬂsdi sease incl uding ) R
ne e greggeridpeantioa pavdénsdanethed ehirepingior greverfifig dyslpidemias, the

e o : , . . Par ki , i
o RFR P SR AR SO MR 55
admiffi&fidh of A\cenipbond &f forraxlpdesd &thahandlgparsiedlktly bmuman) in need
controlling glucose levels in patients suffering from
thergdfpe 2 di abetes. The present invention provides a
4 g ; . , slLiopi : .
ot e bR I i AR By of pRRERAR (rp 3 dbetes
compeising ¢liel aidin&lretia) oftamifacdiagnd e of adompowid et foomulef taa
co&oun,d of fgrrml a. l tg a mmal (particularly a
m RytichlapE @drman) fresdthiersiie present i nventi on
Pr @Y b ¢aeheR afRENAE pREsehliBAniBE pRIvids INEINel T doYBurd of formula I
di abetes conprising the adm nistration of an
as agfifdammiens amount of a conpound of fornula Ito a

ma I articularl .human) in.ne t hereof. In

F ok Adr B et VR e BB el s st d s e figrorma
in tHfmangrne brd nefdidelemtifor the trefnéf of i¥aHh ¢difedtice ahdloPmetabolic

further aspect the present invention provides the use
disogdersi conpound of forrmula | in the manufacture of a

di.c nt_for the treatnent of insulin resistance

@r}r}ﬁ%ﬁ%%r%@%%ol ic disorders. Conbination Therapy 25

Thahe eopomls oFfthd Meertiovaidy combinddewtl o thedhkpdutic agent that

_anot her therapeutic agent that .
is useful in the treatment of disorders associated with the development and progress of

atherosclerosis such as hypertension, hyperlipidaemias, dyslipidaemias, diabetes and obesity.
The compounds of the invention may be combined with another therapeutic agent that
decreases the ratio of LDL:HDL or an agent that causes a decrease in circulating levels of
LDL-cholesterol. In patients with diabetes mellitus the compounds of the invention may also
be combined with therapeutic agents used to treat complications related to micro-

angiopathies.
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is useful in the treatnment of disorders associated

with the devel opnment and progress of atherosclerosis
wGeowh/1eR7hypert ensi on, hyperli pi daem as, PCT/GB2004/002619

dysl i pi daem as, di abetes and,obesity. The conpounds

of the invention may be conb?hed wi t h anot her

therapeutic agent that decreases the ratio of LDL: HDL

or Taa cagependsted theciaveionanaydierusad alopgside pibar derapigs for the

vel f LDL: chal r,04. t.J - W L

weasfAEF oo PO R ST Dl Ol PR Bkl Dyppriagions.these
incladesSisigudvédecdid, fiecexeiriple hiRebApRUIPhahf@gentsd befeeming nsulin

treat conplications related to_m crQ- angiopathies.. WO
(synphistig /mspip pealpesyyscEpldn/0d o8 gutihyperghcesy g gregfividebinto

. . . . et ani _

prar B R B PR B 8 A IRy ARG oG aiphe

ghicdbid beetiekibandis iat &basswcioglitde ocomiglitch Ancmxamplenefseprandial glucose
i.ncl ude bj.guani de drugs, for exanple netformn,

regulpiains S7RAS Q" BYFBIHIS, insulin (synthetic insulin
N FhABYCRpeRBY {Her]}lvéi‘lﬁgn,gh@ |EO UnYoR %Iﬁluﬂ'clg E£8r %ﬁ)h@fl%ﬁ&?cically

are divided into 5 prandial glucose regulators an
accepkgbheasadfl theresf, ey deiadhiimistersd g assapiabcmwithe RIFARmodjahiag agent.

cqsi dase inhibitor is acarhose or | i bose. or
PPAR BPARBACE Seroliarpre bur S A5 imiietie SRR elohR P T eqmgpa ancror
delth SgdrRRASH phatHRc0licaNgtaeedptdbidiailts | BD1ARRL HRVat@sERGth 8lts or prodrugs
the invention, the conpound of formula I, or

a
thergafaBvitebia KT 4 Blalgha aadios gz agguipts, pisemacsticatyyacseptable salts,
r n n .
son 440 50 LS BEPERAI AA EERR P2 sp o
the ¢dripduads decAbdPARVA QiR IRTAWEY 0 aDeR, IVA/90r62820 1 WO 99/62872,
acceptable salts

agoni st, or pharnmaceuti cal |
WOSRY QAT LS WG 810 At4la WP 0407 AP OO4R000 GV B4/000095 0810
04/@62%%8 ekl 8?%% @%’?i o1, /BSER SO 03/051826, WO

har feceut’i cal acce salts,  solvates, solvates
02/0865844)MOHI/040132, Javied Chgm, 1996 82f 6641 Expeet Opinimoven Therapeutic

the art. T include _the co unds.descr.i bed in X
Patcyy 18 4075 R DIBEIIA (1 STPOBRAGESeadh Biscprernt Jeplipggions

1iste%%g%g2 &34\ 9H1ed 8Adm, MB0044 403 thhich e At iRQRFAGed Wein by
04/ 000295, WO 04/ 000294, WO ’'03/ 051822, WO 037 051821,

refeiaBc® Dag9a861y, 2 ARIMMIB 836 goidmaGRd08 8eltmagongt refers to muraglitazar

R PR 90 AR LY e,

NNR384), elokipratd, HenoFRIRE %ﬂﬁiw@cé,c%moim, dip@fiPedt€ Hioglitazone,
applications listed on page 634) and J Med Chem

rosigitatne A8 VIS0 ARG S ke CL09 2o 1301 00454 DIRE 4532, b -518674, LY-
r nce. [ I /

S18, S50 BE 0L SRR WD s BPal Tt AP EiRRoNo-s129,

KR296535183 (BvOGH 238 7 &K -6 S0 TAK-63% Pagicilaély RPAR alpha and/or
( MCC- 555 bal agl it azone (DRF-2593, NN\ 2344%,
ganEnapdinr glelia agemBrefsrsAp desaplitazar (2 @hogedl#6¢-d 4imethanesulphonyl-

oy Y B o QP sh R and OB RAAP Rese YR theror.
L Y1In 8dditioh ¥reQDhbitdibh 9T the@iVen®iond amy HAWsET iO@hjunction with a
su]fgl‘/ylgr%% ?olr6e’xall\r/1%fé_: éﬁfﬁ’epigélg gSth%r?élamide (glyburide), gliclazide, glipizide,
gliquidone, chloropropamide, tolbutamide, acetohexamide, glycopyramide, carbutamide,
glibonuride, glisoxepid, glybuthiazole, glibuzole, glyhexamide, glymidine, glypinamide,
phenbutamide, tolcylamide and tolazamide. Preferably the sulfonylurea is glimepiride or

glibenclamide (glyburide). More preferably the sulfonylurea is glimepiride. Therefore the
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25 KRP-101, R-483 (BML31258), TAK-559 or TAK-654.

Particularly a PPAR al pha and/or ganma and/or delta
waymaiis27¢ efers to tesaglitazar PCT/GB2004/002619

((S)-2-ethoxy-3-[4-(2-{4-met hgnesul phonyl -

oxyphenyl } et hoxy) phenyl ] propanoi ¢ acid) and

{Jeﬂrgar maceut i caI |y acceptable salts thereof. In addition
PreseRp Y e HAt P agmipigEation el ﬁtqomﬂ’oﬁ’é%%@e agféanq igvention in

oIS e Moty UL UG TR ot Toedoes of
the gthepéxd$tihg, therdiegfaraue weatmentcif Itypedt)dlatm«aﬂ abg, its associated
t ol but am. acet ohexanij. de, dl yco ram de, .
comipF R 0% CETF SOMGR LI ot GRS Tt By Freaasgng bodies for
exafipletHE PD@, arfll MEEKATHuEE in ﬂfeﬂ[‘aﬂi%enﬁcaolgﬁdﬂﬁlslﬁh@rﬁﬂtﬁe FDA. Alternatively
phenbut am de, t oI cyl am de and 1ol azam de. Preferably

smallpedasas fﬂ@I?i ;ble wseskasiastegli w‘etbe béngéitoderivgd ﬁwntble amrﬂtmatlon The
he sul f.on i s

b f
p1es(eg Y é'nu o n':}@g& bf & %égf{oﬁad %ﬁhﬁé}é%)e&tllgE 13658 cotibination with a

choEﬁfEfﬁZ@&ﬂdgoig%ﬁﬂ- The cBdefEREBIWering \e@ B th BferriCloU @Sis application
adm ni stratj on of a conmpound of the present invention

inclpde blé@ffﬁ idimitsd tquinhibige of VG610 Avisdactase (thydgpxy-3-methylglutaryl
corb AR ERAEO SRS 1B pGECRRISRLARL IR HSE Bl s om

the 2rodp abm.emgaxﬁ dtartvsstaainsba vasteh, cadapatia, aialhtaﬁ&tiw flivabratin,
those_known in the art and approved for use . .

1tav?%§tiﬂ é‘%"é‘?‘?“%dﬂ‘?"@étaF%rm@’Sé%E’én’b‘i"%gtﬁtHJe PF@AStQWHaII%WéStam ora

phaﬁﬁéé@ﬁitldaﬂy @e)?gb?e’@ﬁ g%f)@gmﬂ&' Bldish e gch}ﬁu %r EQ&Vate thffreof ora

Al t er nat smal I’ oses may e use resu
solvafe dftyectbe saf. iAt sarderlanvseatinf is amrvdstatmocmtl}i pmmacrtuﬁhaily acceptable salt,

solv%][. cglg%te Ioﬁ ﬁial s&ﬂ o? :q%g%d%g? h}%?qegrﬁ agrttjigu ar statm & atorvastatin

calcif k&b t&pﬁhcmgy?fe@am@%ﬁh is, meve%ao b%ﬁ@m&d Jvﬁwef{é dh@mical name
agents referre oin this applicafion "include but

(BE)-drlé- (ﬁdiuommrmdMﬂmprowl@rmmthylﬁﬁetMIMI)mumoi -ppEmidin-5-
rox nmet hyl gl utaryl Zo coenzyng uct ase
SRS HBIS SO PRSP R et BB FRRACE - BlogenginD-6-

1sopg§é)§ [?\fjfnlf i %W@ﬁb“t‘ha;ﬂ xﬁ‘{'b%xﬁ%g& @@gﬁﬁ% ﬂlﬁ’@ KA 5-ﬁmydroxyhept-

6-enidianAs | 8f & Pharhavasically fucepibleshiabt Solvdle ﬂ@ﬁéoﬁ,t drf solvate of such a
ni vastatin, pravastatin and sinvastatin,

sa tpﬂ@r%@ﬁ?@uﬂd FTA- é‘bﬂé@ioawaéﬂ)s@wppr@gb%dmthyy(@@aiylﬁnl;f@xyl)

sol.vate. of .suc

oG et v P a4 A58 nep 6w B G g1 SR o oo

sa1tp51e HEE@IE)%&& m@hbyeaﬁ%%t @%ﬁca‘éﬁhtl?ubléat%ﬂ NELER-ASHMAYE and in
such a salt or a prodrug thereof. A nore particul ar

BlO@ngamp and Medlicmal Shewistry, (OATLI5@\ 431444 Ahpvlptterstanis yow known
ferred statin | hovvever, a conpound with the

undgr LS genoric name. 1o stqz__a)s

[ 4 Th fhef proceaOaigioNMio, ﬁ‘[d £ FEHRYdstedol- lowermg agent” also includes
m&*thylél thyl'sul fonyl)-am no ]-pyrimdi
chempjcpl mpdidicyticgismef i Lonasdugassrihibiters; Sallch P&e%@s,mi@dmgs and

L enyI) 6- isopropyl -

met%h@ ‘ﬁ]ﬁf“t&lﬁ%ﬁv P%su onyl)-am no ]pyrim d| n-5-yl |

( 3RHE Presdnthnchntipd ratmyiitﬁ@des 2@ompennd 6f the ipteséntGhivedtion in

harmaceutical ly acceptable salt or solvate thereof,
combinagion sith- ‘tgle(ﬁt:ldsqyaﬁeséermgaqg@nt fgai@x%ﬂ]ﬁ(gg}q:gtlpol or cholestyramine or
cho%; A-[4- (4-fluorophenyl)-6-isopropyl-2-[nmethyl-(nmethy
u fonyl ) -
a mTﬁnc]pquntl invehition alsy li(l@Rs 5$))n@pﬁncﬂomnd poesyitaptenGor 0|

com%ma&on bvlt%nd it %ngracl)f% e H&‘ea‘:ll nge ac1g transport system (IBAT inhibitor).
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salts are disclosed in European Patent Application,

Publ i cati on No. EP-A-0521471, and in Bioorganic and
wor@MaINad Chem stry, (1997), 5(2), 437-444. TPCBEGB2004/002619

latter statin is now known _ under its generic nane

rosuvast atin. In the present pplication, the term

"chol esterol -1 oweri ng agent” al so i ncl udes chem cal
no divithla eppeungs ppsrssspgI Ry A inhebitpsy aetéviiyrrive bewy described, see for

instHER BhPRrERLEEs %e39r1§e%11ﬁ%03d%916 t@*&?b%/ﬁ %3 %bﬂﬁ%m WO

i've or 1 nac resent "1 nventi on-al's

94/24087 LW@S96’10521(8I8TJW@1 Q6/08484J av @@6816951 I WQeIT/33882] W@B/07749, WO
ination wit | e_aci yesterin

f
o3I EomVD dsdfos: Bis o8t Larh S oD P R oVl S5 fid8 i hdlsad00, wo
99/64A%0, PBSENO1dsRV RS DOR0BIS YbIRIXEES WOPHBRMDBAWRD 06)29?}37 WO

resent I nvention in conbination With an inhibitor o
01/34!5@0 i WEa00/37 888, WD A0MT7 3685 FoO 00861568V BAGEG3ThWED 068096, WO

o2 S ArGES K hr ke PRl ot AR g gorssrao, D

198Dssn, fesqymbed U§§@70‘1@B EI" pst @IB?@PHH@ ngnppueda% EP 549 967, EP
desctibed in WO O 5, WO 94/18183, WD 94/18184, WO

573 S4B 24 874 S%EQ’O?WSEPW 083, (Eﬂ%@ 12/10%’63’@6(821%% 1070703,

and Bl GRS on{ S aaSi it RorScpdpdty Y oddpRiihdesciig n lain 1

and YUY ©AEEQRxaB1e0 0o 12 81hor M€ BELA 2ferdB: 00/ 20393, VWO
00/ 20410, 00/ 20437, WO 01/ 34570, WO 00/ 35889, WO

00/ParisEBr clagses of BAAE guhiiyrs wmfm uggonchy BEeTY invapsion are

beng i B o 38 ek gE g st diadgml frorwo

00/05168@ W8, 9384384 k3d WWOBR/3BBR2 detbincdrporhfid herdn birkefbéfice. Other
EP 573 848, EP 624 593, EP 624 594, EP 624 595,

Sult@if« glgsseg of IB Apindbitasgare thiy b 2ehongothingepmys, Liderpihipgpmes and
1,5 B0 Afizp ks tmgﬁﬁlepgib&gfe ARR brfﬁAT%ﬂﬁbu&@géﬂhewnzgjl y

conp Bunds descr inclaiml and t na
benmthinghbhsepinear e i ncor porated herein by reference.

| Qe e eromd apesesin DA R iREbHEE sounl s RSB -5-
butﬁ%"aﬁﬂ”ﬁ dFB3E- 5%@1&1%,%@,%-@& 1 Rl SlaaEdiY 801 -1

WO 00/016 6/ 0848 nd WD 97/ 33882 are
gluqopyxan@mdmbmd abidr(EPr8cd\s 82T e Othee suitdBIhEFAT snhshiidratmckde one of:

1,1-§105S Beo A Re bl AT R spasl dpf carborymethyD)
carbhmpyRIRASA }f&ha)éﬁewﬁéhm@)f% ] @QE&MI‘@@'S%@%E&E&Z&Hmé BAT
inhibitors is thée 1, 2,5 bénzothi adi azepi nes.

1,14 dwﬁbgﬂﬂﬂ)ﬂtﬁﬁkpryb7ﬂmﬂngMS;ﬁNg{s{Rﬁ& ig- (¢28bd’xyr11nelthy1)10arbamoyl]—4-
I N 1t activit - et -
hydyoxy WW@SZ@ I‘YOZWW% ‘?ﬁtefqhaﬂspdf% nz0f ISy azep
4
1,1 Hﬁx@‘s\/é dfbﬁfyﬁ)Sfpht ggw Mfm@gwgm 9 ﬁgggl ( ERr-38:

her s | e I BAT 1 nhi'bitofs ude one of:
sulphoethyl)carbamoyl]methyl}ca:rbamoy]methoxy) -2,3.4,5-tetrahydro-1,5-benzothiazepine;

1,1-dioxo-3-butyl-3-ethyl-5-phenyl-7-methylthio-8-(N-{ (R)-1'-phenyl-1'-[N'-(2-
sulphoethyl)carbamoyl]methyl }carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine;
1,1-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N- { (R)-0-[N'-(2-sulphoethyl)carbamoyl]-4-
hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine;
1,1-dioxo-3-butyl-3-ethyl-5-phenyl-7-methylthio-8-(N-{ (R)-0-[N'-(2-sulphoethyl)
carbamoyl]-4-hydroxybenzyl }carbamoylmethoxy)-2,3,4,5-tetrahydro- 1,5-benzothiazepine;
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1, 1- di oxo- 3, 3-di butyl - 5- phenyl - 7-met hyl t hi 0- 8- (N- {
(R -1"-phenyl -1'-[ N -(carboxynet hyl) carbano

wQ kjoneiizgs } PCT/GB2004/002619
car banDyI nmet hoxy) - 2, 3, 4, 5- teﬂahydro 1, 5- benzot hi azepi
ne; d| oxo- 3, 3- di butyl 5-phenyl - 7- met hyl t hi 0- 8- (N

% Sﬁar boxynet hyl ) car barmyll%9 4- hydroxybenzyl
1,1 @é@tﬁa‘ﬁﬁyll-?rrét bi;p)lmlzyls’i metyithior &Yd (-2 [8-6&nzot hi azep

cartp RSy gy papd e ST iRRS ) el g TN ER o eprotbiasepine
1,1- sB)ons ,3-Bivanyls- ﬁhenyf Nmelty1thid B RNOgR - DMQQJ@alrmxyethyl)carbamoyl] 4-

[ Tret hyl } carbano

hydiyberaykydrbameymeaBhaxy)-2av: frtesrahyBrobb hzbentnithiaegpinee;
1,1-Bicped Qs ety phen gt tnea BT (R TR Brforopebty

car‘déhlo?ﬁ%éﬁékll hal%ﬁﬁ@?]ﬂﬂathoxy) 2,3,4,5-tetrahydro-1,5-benzothiazepine;
yhnét'hoxy)- 2, 3, 4, 5-t et rahydro- 1, 5-benZzot hi azepi ne;

1,1- moxeeﬁ Dilius): S-Idlehsal—%nﬁh}ﬂﬂnmww(l\’?{-(ﬁﬁamw{(b-lcar-bﬁx(/dthyl{carbamoyl]

RL‘}"’B%?E‘}IE% i SU| pﬁﬁﬁg%@?ﬁ%&ﬁg&‘% 'i’la?%eli“%‘?’r ahydro-1,5
1,1- di&%ﬂé@% Hibﬁéﬁ«% Lélﬁpylg -methylthjo- shaé/'nw (- %sumoetﬁlygcarbmyu 2-

ﬂuo{o’t(eR}yl?ea[rMmc(thﬂhbpﬁ)@thﬁ Detl ahydro-1,5-benzothiazepine;
roxy

car banpyl ] - 4-h
1,1 P A TR b pre s 5 e tvicbior Sy R - A-GRn Pk lramsir

cm%&?e%ﬁa%&%%%@ﬁ%@}{a@r@éﬂ%é%%g t%‘%?ydﬁo 1,5 bePKIC_)thJazepme;

1,14liokB)3;, Rd bt yl-52phedfl- b@xxeﬂeﬂﬂlyd -RGAF {QRW[J\]’ lQRmzzl-lhydroxy -
car banoyl met hoxy) - 2, -tetrahydro-1, 5- benzot hi azep

carhﬁ)éyethnl)c:@rw&bml kﬁaﬂt@mﬂyhaetb R *%ﬁrﬁéirﬂwdmlé @n@@ﬂnazepme;
11 ﬁlog oa)@g bu%}l 2GR0 PO M-S AN N AR)-1-[N"-(R)-(2-hydroxy-1-

carbbﬁyéthglmy&aﬂﬁiﬁpzcmdl%@etﬂyﬁC&B&ﬁ@ﬁy&h@ylﬂoaﬁaah@jym&tho@qep3 4.5-

I ne,
tetralwﬁtgcbﬁénebmtmazm hyl - 5- phenyl - 7- net hyl t hi 0- 8- (N- {

L BT SRR B TS it AR TR R s apigamoy
benkﬁ?aarbamoyhnethoyéy) -2,3, 4 5-tetrahydro-1,5-benzothiazepine;
di oxo- 3, 3 but -5-phenyl - 7- met hyl t hi o- 8- (N

1,1- @m)xoépwki-ztmhﬁmyﬁthme)w&hmw+ {p- [l\béfezlwxy)(methy{l)phoSPhoryl—
metii}%llg alk}lgjl rmo%l ][Ee f(cya}bam étgoxy%tf ?Q%dt%t?ahly’d?o lf%ng %tzgt S me;

11@10%0@ OHPERe ﬁ/gb'tlﬂfeﬁ%l—ﬁnféﬁﬁrm 0-8- ﬂz{@ﬁy&t(w 928- (N {

(2= sul phoet'hyl”) car banoyl ]
[(hyﬁlfmgfb(mmmd}ﬁhbqﬂlobﬁlﬁbwl heet heonoy)b2ny e abame y nastyakyg-213,8.5-

l,.az
tetr%y ﬁg né‘PlBﬁ?‘éﬂm% et hyl - 5- phenyl - 7- net hyl t hi 0- 8- (N
1,1-8idxR3, Ralthk ﬂs%heﬁgr hme’tﬁmuo % (N-{(R) -0-[N'-(2-methylthio-1-

carboxyeth ) car banoyl | benzy

carmwhyﬂ%drmm}bwzﬂ}@rmmemxw 34,5, Btrigdzol [H-benepthiazepine;
L,1- {iloeiﬁe)l%\ %ﬁwy (5F17hee121 ﬁﬁ%&?@}n& L %@ﬁﬁ chyBiedin)

P a4 o bpay g R 2t Faegdro-1.5-
benzatbiazdinel, 1- di oxo 3, 3-di butyl - 5- phenyl - 7- net hyl t hi o- 8-
L1 S BBy DLy YOk B Ry by ey
pho%%@?%wgéwxzo ?’ﬁr(&gepl ?/]l(lcaﬂiamolylmethoxy} -2,3,4,5-tetrahydro-1,5-

benzmihxax&pﬂﬂa— butyl - 3- et hyl - 5- phenyl - 7- net hyl t hi 0-8- (N {
a-[ N - (carboxynet hyl ) carbanoyl] benzyl }
car banoyhnet hoxy) - 2, 3, 4, 5-t etrahydro- 1, 5- benzot hi azepi
ne;



20
1, 1- di oxo- 3- butyl - 3- et hyl - 5- phenyl - 7- net hyl t hi 0- 8- (N-
W@ 2@4[1027¢ ( et hoxy) (et hyl ) phosphoryl - PCT/GB2004/002619
met hyl ) car banoyl ] benzyl }
car banoyhnet hoxy) - 2, 3, 4, 5-t'eHéhydr 0- 1, 5- benzot hi azepi

ne;
1,1-dipge @i DosibuBl-Hhehyl37-atetyllthip- SR r{yR)- - (R 1y 2-hiethy@sulphinyl-1-

BRI CE A ORI I T —

1,1- Hi%k&—@r%g%gf 131.5 %}eﬁﬁ%%gi&ﬁ@[mm@ﬁt[ﬁy 2- shulphoseth(yl)car{bamoyl] 4-

hydl(oRbea)zyll‘}k:arbﬁmnﬂnwylhdxh] -2:3,4,5- tetrahydro 1,5- benzothlazepme
| ) car banp nzy }car ba

5 1,1- 300 %ﬁ@;ﬂ{ i sjphgnge%%’rglqy AN R O TR N X v ity lthio-

ol T N T 15

benjotlaadiazapite) - 4- hydr oxybenzyl ] car banoyl net hoxy

1,1-diog0 oty T e e ?%Sér@f e<§ g-egrbopy2-(R)-

it R el S NP we PR Ty 12
10 benzoZhiddidzepitegt r ahydr o- 1, 5- benzot hi azepi ne;

11- 4080 gy BB 5 RN B Yl Pochy 61§1<N%{%§%9cf{w-e<ﬁ}-é=chw{2—

metlgﬁ%%) %)/céa?%}ar{ﬁ%y’l% - gﬁf&%ﬂ;@ﬁk@'&%&&#nb&ﬁnethoxy)-z 3,4,5-tetrahydro-1,2,5-

benz}oct]aadhampmmet hoxy) 2 3 4 5 tetrahydro 1 5- benzoth| azep

1,1- {110(‘@?)3 %d{omtyl éﬂl@HYb%E@ﬁWh)%§1(Néﬁ%§fﬁI[M((S}T%ﬁaﬂ%?%@ﬁil)I
15 carb:hﬁqggrﬁ %Wdr%ﬂ%ﬁﬁlca%oai&o@h%e&gﬁ)afygerOtea'al%Id’?(? (204 hi azep

benz’btﬁladiampme,% 3-di butyl 5- phenyl 7- met hyIth| o 8 (I\I-{(R)

11d 52}))@1 carboxly t hi o- et h¥V2 yl ]
@Xﬁ@eﬁr B Z@heny 7- methylthlo 8 -(N-{(R)-a-[N-((S)- 1 carboxypropyl)

caﬂ%ﬁqgggﬁeﬁﬁg&l 204 %l)me%ho%('yfl Q% 4 §! ttét{aaﬂygllroo]f éﬁzbeﬁzothladlazepme,

1,1- al,oi;o@ | PABS1-3= Byt JhneByihen g (V7-(RBOHN-t(8)-0-BrtoXyethyl)
- a- [N—((S)b 1- car boxy-

20 carbﬁ:ggyﬂkzwy]dggq gy etiny)- 2@54&@@%@@% benzothladlazepme,
114880 §%§Bﬁ§é& ﬁ@ Poeriyiid- S N AWA LM ()-calDxy-2-R)-

I
DI R DR,

benz hiarepiaehenzy |
1,145 R0 DAL R T epg}e 351' Foyitic-§ VA (Beitphoethylycarbamoyl]-4-
2 hydri(%%l?ﬁi_z?mm%m%o wﬁm&{m}dm @,slﬂehk&hﬁd{a&bplﬁe

N-((S) carboxy utyl) is carbanoyl]

1,1-dibxbryBeh- d»bygéﬁzghep@a? tmaﬂwmmeshw{m -2-[-aS51t et r ahydr o-

cartgi G R ey B R e A Ha e Parso e gy -3 fatpabydro-1.2,5-

benio@la&aiéﬂﬂe( S) 1-car boxypr opyl) carbanoyl ] benzyl
} car banoyl net hoxy) - 2, 3, 4, 5-tetrahydro-1, 2, 5- benzot hi ad
1,1-dmzediFrdibutyl-5-phenyl-7-methylthio-8-(N- { (R)-o-[N-((R)-1-carboxy-2-

30 methylthioethyl)carbamoyl]benzyl }carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-

benzothiadiazepine;
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1, 1- di oxo- 3, 3-di butyl - 5- phenyl - 7- net hyl t hi 0- 8- (N-{
(R-a-[N-((S)-1-carboxyethyl) 20
w@ a0obanyé | benzyl } car banoyl et hoxy) - 2, 3, 4, 5- t ePCEHEBLN03/002619
1, 2, 5-benzot hi adi azepi ne; 1
1 1-di oxo- 3, 3-di but yI - 5- pheryl
(R-a- [N((S)- 1 -carbox .-Z-ER)-
1,1-¢igx7-83ygibeiply H phem ety libia 8, (Y d SR beriyd (et A )-2-hgdugpxy-1-

5-t.etrahydro-1, 2. B- benzat.hi adi.azepi ne:
carb S Gl Ao By U A R BB g p e tetraydio-
1,2,4-Bmz8thidddzegmsyl phoet hyl ) car bamoyl | - 4- 25
hydr oxybenzyl } car bamoyhnet hoxy) - 2, 3, 4, 5-tetrahydro-1, 2
1,1-diBx 3 Frdibbtyhdpheesi Tnmethylthio-8-(N- { (R)-0-[N-((S)-1-carboxy-2-

ety SRSy oS BB b ey s s
benzofhidbisiepmybenzyl
} car banoyl net hoxy) - 2, 3, 4, 5-tetrahydro-1, 2,5

1,1-Diswe 6 hidibuitydSepfientst-T-methylthio-8-(V-{ (R)-0-[N-((S)-1-carboxypropy)

carvl S R O BRI I e Y51 6 B A
benZdetisbdeBineet hyl ) car banoyl | benzyl } car banoyl net hoxy) - 2, 3

,4,5-te rahydr 0-1, 2, 5- benzot hi adi azepi ne; WO
1,1-Rde4/313-8ibney - BatieGRR 0 0atigdhé 8- [ N-((R/S)-a- { N-[1-(R)-2-(S)-1-hydroxy-1-

(3,4-%J,g§yjdgcigx%ﬁén%@)%%c%%-ﬁ’%ﬂ]?@%@%}ﬁ%ﬁ%@g&{;{}%y'_ﬁcmb%ir%y&{}&héxy]-2,3,4,5-
tetraf frBOKY STHaMIORBARAPNE, | Propyl } car banoyl ] benzyl

}car banoyl nmet hoxy) - 2, 3,4,5-tetr ahydr o-
1,1-Mjoxp 33, hdivmiytl {5 pletinglz @phatley 1thio-8-(N-{ (R)-0-[N-(2-(S)-3-(R)-4-(R)-5-(R)-

2,3,%@%}%hfaﬁ?@rggﬁe%'yﬁg%rﬁ%@ilgﬂﬁg/ﬁ}c{x%%ty %Lr%%%&ﬁﬁe(tﬁgxyg—2,3,4,5-
tetraﬁ?&ﬂ&%i,@ﬁ%ﬁi&tﬁﬁ&iﬁ%ﬂ?ﬂ@' khenzyl

} car barmoyl net hoxy) - 2, 3, 4, 5-tetrahydro-1, 2, 5-
1,1-Dexp e, hidiui dDepliengt-7-methylthio-8-(N- { (R)-0-[N-(2-(S)-3-(R)-4-(R)-5-(R)-

2,3,%@%-gn?ﬁ%rgg%%kgﬁ%ﬁggﬂ%%%5caZbarrn% y%e&lgix%_—i?a&%-te{xahydro—

1,2,58E03MRMidzefmBy dr oxybenzyl
} car banoyl net hoxy) - 2, 3, 4, 5-tetrahydro-1, 2, 5-
or a pbarzwchitwdilpaeepiable saly, solvate, solvate of such a salt or a prodrug thereof.

)1 ’ ;Ac{%ﬂ?cﬁgg %%J %id?%;uiﬁlfu%l} h%ﬁ l_t |_o_¥ fh%eﬁr@/eln{ D&l (istJr%vided a
combatolirBateie Ao R (hE admidridialiok 8f APERGtive amount of a compound

} - 4- hydr oxybenzyl ) car banoyl net hoxy] - 2, 3, 4, 5-
of theefptralﬂy diras apharrBadgwiicadly r@pw@i@wﬂtﬂ golvate, solvate of such a salt or a

pro dh}%l Eh%e%ﬁ%@%?%@%& tg g etitﬁ%r: v?‘rl:ﬂf g?ﬂ%l:niags'd}ﬁ g]@’ Léc%tglbﬁ'dgllﬁént{or carrier,
withdhe sifhaitafedue YegtistiiaDosydeparute) dadihistiaion] oné-or ysbre 5§ the fadwing

} car banoyl et hoxy) - 2, 3,4, 5- 15
agentpgel @M1, 2, 5- benzot hi adi azepi ne; and

a C%‘%@Eb?ﬁ?z@ _e%%fﬂ;%ﬁ%@ﬁ@@g@ﬁﬁ?gﬁé{&&kﬂ@{h%'séffe@é}'énéed and

desc?ibdd & W(HOQBET2hyade OXink &2y Ippga il Bydime\il7|wigolz yile incorporated herein by
car banoyl net hoxy) - 2, 3, 4, 5-t et rahydr o-

refefpnee;s_penzot hi adi azepi ne;

a cholesterol absorption antagonist for example azetidinones such as SCH 58235 and those

~7-methyl thio-8- (N {

described in US 5,767,115 which are incorporated herein by reference;
a MTP (microsomal transfer protein) inhibitor for example those described in Science, 282,

751-54, 1998 which are incorporated herein by reference;
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or a pharmaceutically acceptable salt, solvate,

sol vate of such a salt or a prodrug thereof. 20
w@emendiang to an additional further aspect of PEEGB2004/002619

present invention there is _geQvided a conbination

treatnment conprising the admni strati on of an

ef fective ampunt of a conpaund e fornula

a nicpinie geid dgtivetire) PehdEgnion Fﬁ‘ele%?s |an cygbipation PfQéP%tf%f "d‘fample
mcot%ﬂ? Emg (&%%]%%aglgﬁnoyp%y&umer eof, optionally t oget her

utically acceptable diluent or carrier,
aphymbﬁtérolttﬁnpoumdlfbmmumst&mquentlaI or separate
ad ni stration one or nore of the follow ng 25 agents
probueilected from a CETP (chol esteryl ester transfer

an oBEOLE Flbly doRDHPckiple EiackAD! € those referenced jand
describéd in V\DOOp 38725 page 7 line 22 -

an anti-oleesity compaimdafor examade pdistat P h29,84%) apg s@trmmﬁ@@ 2,484,122

t )| absorption antagoni st for exanple
dljggtgezg'éﬁgﬁes such as SCH 58235 and those 30 descri bed

an aﬂtih ia@te’il,siv@%oﬂnkrrp (foﬁ? lBx@fysle iah @OF P QML Onelie] éhzlyme (ACE)

er ence; m crosonmal transfer protein
mhlhmeh,. i angiotensin 16 xeeapior antAgRIASt GEEMT PSERis hloéé@fe%@phaz@ﬁrenergw

oo %G 045024 RSARRPREIE NSl oy v

blocldrc@t addiréneddt tiielanty ahlcven clianadlbdodker, sh AT-1 dloeies a aaldretic, a
combi nat i gn products, for exanple, nicotinic acid
diuretigiog @ va50dilarpi nox and niceritrol ; a phytosterol
0 & S ARGIDle asRIQRHEE s WO EIBGAd BP 65635 ;
aC]flae{ﬁ{?a%%g%th g%e%#gﬁte O’rangreTal\S/l ean antlrli-obe5| ty
aspitignpound for exanple orlistat (EP 129, 748) and

si hut ram ne . ( 2,184 and US 4,929, 629); an
a MeJapin RORRERtr %ﬁﬂ%ﬁ&!ﬁﬁé 58 knpl e an angi ot ensi n
a PDRO Y Hifol-d enzyne (ACE) inhibitor, an angiotensin Il

receptor antagoni st, an andrenergic bl ocker, an al pha
modalathre nfamgﬂfcar réceploloiok exanple b&Ra Fg% E@ﬁ%{@d@%@@k@ r

or asﬁwgqu cg]iy g(f?gp?éh]%rsait soil aEne 59 d ttgl S hg?%%()?% T cﬂﬁé g{e‘feof

optidtlaf§ k&gethed RithTa ﬁhaﬁh@é‘é&ﬁéaﬂy&c&@h&ﬁl@ tilGent ar caiiew wta warar-blooded
a vasodilator; a CB 1 antagoni'st or inverse agoni st

amniaa;rsuelxma@na@eed@ﬁ svatberapertipEiRIme00 and EP 65635 ;

!arrtfcn %\%Eamp@ﬁﬁ a%rgﬁﬁc@ﬁl& QQCJ% P48 s (sWes solvate of

an agon ators of nucl ear
suchl RBEpE pfodieds t&f%fphﬁluldiﬁ@ acE¥RmeR¥RliteanehiBORal fxhased in

combination with a compound of formula I include but are not limited to, the following

compounds: alacepril, alatriopril, altiopril calcium, ancovenin, benazepril, benazepril
hydrochloride, benazeprilat, benzoylcaptopril, captopril, captopril-cysteine, captopril-
glutathione, ceranapril, ceranopril, ceronapril, cilazapril, cilazaprilat, delapril, delapril-diacid,
enalapril, enalaprilat, enapril, epicaptopril, foroxymithine, fosfenopril, fosenopril, fosenopril
sodium, fosinopril, fosinopril sodium, fosinoprilat, fosinoprilic acid, glycopril, hemorphin-4,
idrapril, imidapril, indolapril, indolaprilat, libenzapril, lisinopril, lyciumin A, Iyciumin B,
mixanpril, moexipril, moexiprilat, moveltipril, muracein A, muracein B, muracein C,
pentopril, perindopril, perindoprilat, pivalopril, pivopril, quinapril, quinapril hydrochloride,
quinaprilat, ramipril, ramiprilat, spirapril, spirapril hydrochloride, spiraprilat, spiropril,

spiropril hydrochloride, temocapril, temocapril hydrochloride, teprotide, trandolapril,
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or a pharmaceutically acceptable salt, solvate,
sol vate of such a salt or a prodrug thereof,
woepiiorrd y together with a pharmaceutically aPCEOB2aBH©02619
diluent or carrier to a warmbl ooded 20 animal, such
as man in need of such therapeutic treatnent.
Particular ACE inhibitors or pharnmaceutically

trandglspeift alibeprlh paticipsb zebicipslat zofspapa! #id zodepoprilyy Rrsfeged ACE

o r N To ' 4 ye apahd 4 8s il and
it 8P L0 A BEER ineRECr e DB B R PR B papit an
enaldpeilanLiMard prefecled deCh ithitsitoes fod tasdsi inithegetedent intvination are ramipril and
followi ng conpounds: alacepril, alatriopril,
ramigfiilet- opr i | cal cium ancovenin, benazepril, benazepril
25p YA GREBEdrdS IT BRASHERE, IphtmacBeiRaY e ptM ddts, solvates,
captopril, “captopril-cysteine, captopril-"glutathione,
solvatepBsahsalks orcepradiogs tHereof évrorse pr ¢dmbinaticareith g compound of formula
. cilazaprilat, .delapril, delapril-diaci enal, apr.i
Uil R ot i g rk R R A sy FRPREL fosaran,
valsdr@f] BRQR ], tash @SRACRMhikartdnQ$8 RERshitan. PAMicURly preferred angiotensin
fosinopril, fosinopril sodium fosinoprilat,
I anfageiistspr iphirgnageutitally heasoisblel derinatives pharepf4or usedp isrpresent
. imdapril, indolapri i ndo| ilat, libenzapril,
myeRtiof aﬁg ﬁ?x}qe’sarpaycainﬁr%a%c{eie’lﬁ ycéﬁle%%ﬁ’n. B, 30 nixanpril,
MOENdrford in dENItNR] Rhturd®tat tnvpitidn, e Bgeovidd a method for for
muracein B, nmuracein C, pentopril, perindopril, )
the typatiand opyiPE gt(i’laq;;q;@pggqsiaps’oc fe@(ﬂg icatiqms ﬁ%ﬁﬂa[ﬂ’n-blooded animal,
L papr LG8 whiH PRk, Amink AR b/said animal
such?ag rIr]irlL%f h]!éetea%g %)l?cﬁlg%%flt?ﬁ Sv%)hllgg% fa fs%%/ gdrrg%% e,sal animal an
effeddire aaduhi éfta comgiouap of formuldi, popphdrniageirtioelly accepieble salt, solvate,
tempcapril, tenocapril hydrachloride, tepr.ofide

solvaie Bhtshaplicr S BBE HIe1oDs o BT CHb S UL DR

admini SAH0h 3R dn fecH%é RARHE bf ofARk SHRE bbmp@idids Gbfiibk@in this
zotenopril and zotenoprilat. Preferred ACE inhibitors

combinatiats eedtiont trea paesecruticallyeascemable salt, sakviiss sdlyate of such a salt or a
ram prilat, lisinopril, enalapril and enalaprilat.

prodgig hespbf erred ACE inhibitors for uses in the present

| NYREEERE ikEaddRiBnAl fearu@O6F the dileRfibd, Wiere & froeitied & agthod of
angiotensin Il antagoni sts, pharmaceutically

treaténpdepedipidensia coaditiens v atveasm-bleedsdaamimals sughci naggy ingnegg of such

a odruags t hereof .for .use in i IO W
eSS ARAOS PSSR Sy bSO AR AR o g compound
of fdrRwleClD 6PH Phd fiac&RiReRp adckptable calfde bard, soivate lof xefhid salt or a prodrug

| osartan, val sartan, | esartan, tasosart an,

I r . . . . .
thergadimrisartangpuantqugntishar Earatepgdminisntion it e pieqtiyg amount of one
: i nsij | 1 ..ant. i . OF , i .
e 8 SO 000 g orP ARG MRzl et
salt, $6lvhty &51v4te bf atch acan de a prddang derkofandesart an
cilexetil. Therefore in_an additiqnal. feat.él

. f the .
i nVARIIEE, toraruther aspest 8/ ihe ARy eRLIRR B PEYVY cFa Phapceutical
com%&ﬁ&%ﬁﬂch%%nﬁ)}[iggs z?cdiihﬁ)tﬁ%fl SRRk L Br 2PRAGIBERRAlly acceptable salt,
onp m I h n

lcatirons“In a war ooded ani nal , sSuc as mn, .
solvite, sodexde of sushalsal peapreintg thkieofi andwpe pHehe other compounds described

i R COrSeT G P P TE e R FUBP g v ofbucha
salt g&%gfbfdﬁké Be8f, in 2 SBEMASEwith a8 phainYRERIQIly S6EdptadleSdilvenOdr carrier.

odrug thereof in sinultaneous, sequential or _
separcanding to a further aspect of the present invention there is provided a kit

comprising a compound of formula I, or a pharmaceutically acceptable salt, solvate, solvate of

such a salt or a prodrug thereof, and one of the other compounds described in this
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adm nistration wwth an effective anount of one the
ot her conpounds described in this conbination

w@emtila7e or a pharmaceutical ly acceptabl e sal PCT/GB2004/002619
sol vate, solvate of such a t or a prodrug thereof.

Therefore in an additional feature of the invention,

there is provided a nethod of 20 treating
comhipgEqT) sestl@nem ePhasmErqutisaldy acsertabla sa. tﬁpb'@%fe 8olugip ghpuch a salt or a

uc in need of such treatnent which
pmd%ucﬁ%ﬁ%ses adm nistering to said animal an effective

anuedrddi ta adamie weskct of the pregedtanvention tiere is provided a kit

pharmaceutically acceptable salt, solvate, solvate of
COMBYYRE-a salt or a prodrug thereof in sinultaneous,

8 p;gdﬁiﬁ'ﬁ*'f&{léﬁa? h&m?a@ [&'ﬁ b e RBldNaltNsohte, solvate of such
2)a % ctl\?e %rmuunt o%%one ¢ %’ erbcorfpgun%ls deessgrvﬁgeod suena
salt bmpmdmgahﬂsrbmmaiaﬁrst smd:tlo&ageﬁmm phar maceuti cal | y

acc ta 25 s Ivat vat.e of such a
b) O%ero ToP ’ffﬂjnli’oﬂﬂé‘ % gseri %dc%‘rtﬁ’ﬁ ﬁamk’BlaHO? SRR T ﬁé’B@E‘lac%‘*ucauy
accepliBlel AN S vaRe) s@)ﬂﬁtre%f IsSchPA it FF9hradiAb AMFBFemld £8bnd umt dosage

conposi tion whi conprises a conpound of fornula I,
fornpand phar maceutl cal I y acceptable salt, solvate,

.vate of .such, a.sal rodr the eof , and one
) cgifay st S5 EBrBTn Y Bl BpPaghd ol dfRGel, Sne one
seqkt@Ainglto A RHMIIBERULT a h)fdéelﬂ(iﬁ‘&mhaﬁ kiers &lprovided a kit

sol vate, solvate of such a 30 salt or a prodrug

comprigiRgiof , in association with a pharmaceutically

a) a gé%ﬁ@tnﬁg}f??lg%dlyf W a gn[haﬁ&[céﬁt?:rall}l] %@%ﬁj&: %ﬂb%og\\//eﬁ% esgfvtcltée(ff such a

resent | nven

salt &1 4 prodfuiFthérebf) P gatles M uthanhadeaticalllyacteptaiie diluent or carrier, in a
pharmaceutically acceptable salt, solvate, solvate of

fEStélaéﬁloéa%zf@lﬂnaor a prodrug thereof, and one of the other

b) o %%[ﬁ’ %%ﬁ%@é@éﬁ%ﬁ%&:b&lﬂeﬁ tﬂ@&%ﬁt%&%z&n or a pharmaceutically

17 co |nat|on section or a
acceptubtenmttpsdivata | sbivamad eptlabbadt wal prodwgltheed, insoievendeurgf dosage
such a salt or a prodrug thereof. According to a
forn; gpdher aspect of the present invention there is

©) c@{taﬁélqﬁéiana 8 dont £AAP 5418 FRG an® s@&bn@ a6 Fp et of formul a
, or a pharmaceutically acceptable salt, solvate,

s olAcatrdingfto snothenfeatmied of the invepriauithexs i p@ﬂ@i@ﬂ the wsezpf a compound

oo TRRE G A Bl Mo D SREN o

prodR@ RS Hnt GRAE bY thedftlie? RbABberds Aeboribe@ iy Bliconssthat®h&e@ion, or a
such a salt or a prodrug thereof; in a second unit

phaxm@@qg@allf eeqeptablecsalt oscdyaie oplvatens sushemsrlt 9Tcy Predine Aheipafgin the
d
b S RRemSSBp o SRS R4 TR PR ble orpe2
diabee@‘dilcﬂ j:33) as%o&ﬁbﬁed cOmPREAtRNNG a Ahrnd bloodpd unichad fsuéloambg

I, IA\%; a_ pharmaceut i cal I%/ accept abl gesgl t0 ldc,ec()llﬂ\{gltm% of 2 compound
s olAgseidings to ppetherfeature of the mventlon there is prov p
of the formula I, or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a
prodrug thereof, and one of the other compounds described in this combination section, or a
pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, in the
manufacture of a medicament for use in the treatment of hyperlipidaemic conditions in a
warm-blooded animal, such as man.

According to a further aspect of the present invention there is provided a combination

treatment comprising the administration of an effective amount of a compound of the formula
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salt or a prodrug thereof, together with a

phar maceutically acceptable diluent or carrier, in a
wa2okittrre unit dosage form b) one of the ot hePCT/GB2004/002619

conpounds described in this_gonbination section or a

pharmaceutically acceptable salt, solvate, solvate of

such a salt or a pro drug thereof, in a second unit

I, orchdgaceniigakly asprpteble sadinfelvaier sofvial ugh a selhpht AToRE!S thereof,
.saj ' d ! . '
opi3fl Ll IC, EERAAAEAREEALIE wdh DpeRr el gl e
simi&@edfs, sqaeitixd unstpanite ddminfsontiad of dn effectige amount of one of the other
pharmaceutically acceptable salt, solvate,. sol vate of
compeials deseziled g Ui CRIING SEHEFl Bt 3 PRHRCRILicRRY fgptable salt
solvRleN&NvAOBPANAISa B8R & Pir&l?ﬁjg fhBrebf] 'ozyt'SQcﬂEf' tB3dth@widegt 1 on,
or a pharnmaceuticalfy acteptable salt, solvate, .
phasmceetioallp BceprbleadiBrint orovarréer o o sauy-Hdmeied @himadlsuches man in need
¢ %ﬁf acture of a medicanent for use in the the
O SYGI QT ARTTC 5128 b0l i ¢ syndrone or type 2 25 di abetes
Exafpfsi ts associated conplications in a warm bl ooded

.. animl, such as man. According to another feature of .
H NMR andvenNMR modasvrsiestspyasey p@gcameﬁ@n@s\éar@m Mexesrp¥ iy Varian

the rddl a or.a [ | cal
Nl b PR g e oL TRRRHALEPH o RERSRL 3D, 400, 500
600 NI, @8dpectvidy, ang a0 PCtfReueridiar of gorpe)nds afe $50 Mg réspectively.
this conbinati on section, or_a pharmaceutically

Meaguicastisyese sade ondls dedtascalevat e of such a salt or a
prodr.u hereof ., in the 30 nuf ac e ' .
P o oY RS Sl pivaie A p R AR e B TR B AL tncerna
stanifrda war m bl ooded ani mal, such as man. According to a
further aspect of the present invention there is
b d a conbination treatnent conprising the
inis ' ef fecti ve amount of a conpound of
DM o BR8P Ta056 per cboo04s 002610 36
EtOdk a phathybeeitecal |y acceptable salt, solvate,
sol vate of such a salt, or a prodrug thereof,

DM§pt i onaly-diggbyHermamids a phar maceutical Iy accept abl e
THE | uent tQFanGa kifgh. W th the sinultaneous, sequential
or separate agm nistration of an effective anmount of

Me@Ne of wbsowmtrider conmpounds described in this
nbi nati on section, or a pharmaceutically acceptable
Meéﬁlt, 5P e sol vate of such a salt or a prodrug
TEA her eof i@RibaRat byigt ogether with a pharmaceutically
acceptable diluent or carrier to a warm bl ooded
triflggni mal , tfhedroagstican in need of such therapeutic
treatnment. Exanples  1H NMR and 13C NVR neasurenents
® perFBPHEYHERC A ar i an Mercury 300 or Varian 10
UNI TY plus 40Q4 500 or 600 spectroneters, operating at
1H frequenci el of 300, 400, 500 and 600 MHz,
respectivld.l,,y, nd at 13C frequencies of 75, 100, 125
and 150 MHz,-.jaspectively.

9-BBNis H
t triplet
S singlet

d doublet
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Measurenents were made on the delta scale (S). Unless
ot herwi se stated, chemcal shifts are given in ppm
wowaol/112e6 sol vent as internal standard. 15  PCT/GB2004/002619

Abbr evi ati ons DVSO di et hyl I fOXI de Et OQAc et hyl
acetate DVMF N, N-di met hyl f or] THE t et rahydr of uran
20 MeCN acetonitrile MeOH net hanol TFA

q trifluoroacefitateacid triflic trifluoroacetic NHOAC

anmoni um acef a tfl"t' B 25 9-BBNis Ht triplet s

singlet d doublfet” WO 2004/ 113276 PCT/ GB2004/ 002619

bs -19- g quartbioathsiigleti pl et bs broad singlet 5
Exanple 1 a) Ethyl
(2S)-2-ethoxy-3-(4-{[(trifluoronethyl)sulfonyl]oxy}phe

Exai¥le)Pr opanoate A cool ed solution of triflic anhydride
—ax%—ﬁ g, 4.39 mmol) in CH2C12 (13 nlL) was slowy

a) ad H]ﬂcﬂylt(@Sm-fEﬂinﬂyl-Zb(ﬂ {{ trifluioeornythyswlfor{yd] o%§ }ghengl) propanoate

A o S PR s R i SO A GHRChiGRL) s slowly
adde\ﬁqg %/ BRBi6R )of (&tﬁ;ﬁmgme‘to @1 7B.0)mrhbl) bAd gﬂ?yﬁlz%’)QQ&hdHy)3 od-

C under argon. Tereactlon m xturé was stirred

h}’dratcypheﬂﬁl)lﬁlopmo ate Spraparedhes desetihed iIMWRIY68ED (895 g0 mmol) in

o R S s S T B R BT e M e or L
and %9%@%@11 &ﬁ)l&‘f(‘O 9Nt aﬁ&eoﬁgKHSﬁﬁsa%ratedlﬁq{(ﬂ%ﬁs(l@f@@ af®Brine, dried
oveﬂ-ﬁazSOZaﬁ@evzaporaled—l;o glve the title compound as an oil (1.42 g, 96 %)

'H NMR (CDCL, 400 MHz): § 1.09 (t, 3H, J=7Hz), 1.18 (t, 3H, /=7 Hz),2.99 (d, 1 H,J
=8 Hz),3.00(d, 1H, J=5Hz),3.30(dq, 1 H,J=7 and 9 Hz), 3.60 (dq, 1 H, /=7 and 9
Hz), 3.97 (dd, 1 H, J =5 and 8 Hz), 4.13 (4, 2 H, J=7 Hz), 7.15 (dm, 2 H, J =9 Hz), 7.30
(dm, 2 H, J =9 Hz).

13C NMR (CDCls, 100 MHz,): 8 14.0, 14.8, 38.4, 60.8, 66.2, 79.4, 118.6 (q, ] = 320 Hz),
120.9, 131.1, 137.9, 148.3, 171.9

b) Ethyl (25)-2-ethoxy-3-(4-vinylphenyl)propanoate

m

Tributyl(vinyl)stannane (0.98 g, 3.1 mmol) was added to a mixture of
dichlorobis(triphenylphosphine)palladium(II) (95 mg, 0.13 mmol), LiC1 (0.57 g, 13.5 mmol),
and ethyl (25)-2-ethoxy-3-(4-{[(trifluoromethyl)sulfonylJoxy }phenyl)propanoate (1.00 g,
2.70 mmo]) in anhydrous DMF (20 mL) under argon. The reaction mixture was heated to
reflux overnight, cooled to room temperature, and poured into water. The aqueous phase was
extracted with ether and the combined organic extracts were washed with water and brine,
dried (MgSO,) and filtered, and the solvent was removed under reduced pressure. The crude
product was chromatographed over silica gel using a mixture of ethyl acetate and heptane
(20:1) as the mobile phase to afford the title compound (0.45 g, 67 %).

'H NMR (CDCl, 400 MHz): § 1.16 (t, 3H, J=7 Hz), 1.22 (t, 3 H, /=7 Hz), 3.00 (m, 2 H),
3.35(dq, 1 H, J=7 and 9 Hz), 3.60 (dq, 1 H, J =7 and 9 Hz), 4.00 (dd, 1 H, J =6 and 7 Hz),
4.17(q, 2 H,J=7Hz),5.20 (dd, 1 H, J= 11 and 1 Hz), 5.71 (dd, 1 H, J= 18 and 1 Hz), 6.69
(dd, 1H,J= 18 and 11 Hz), 7.20 (dm, 2 H, /= 8§ Hz), 7.33 (dm, 2 H, /=8 Hz).
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= 8 Hz), 3.00 (d, 1H, J =5 Hz), 3.30 (dg, 1H J =7
and 9 Hz), 3.60 (dq, 1H, J=7and9 15 Hz), 3.97 (dd,
wda jodaBrne 8Hz) ,4.13(q, 2H, J=7Hz) , 7. 15(dm 2H, J=B¢#§B2003002619
(dm 2 H, J 9 Hz). 13C NI\/?O(CDC13 100 MHz,): 8
140 14. 8, 384 60. 8, 66 79.4, 118.6 (q, J—320
" , 120.9, 131.1, 137.9, 148.3, 171.9 b) Eth
CM@@hhkﬁQ/MﬂZ()ﬁMﬁyl%ﬂéM Br% p6.R080-&, V3.3, 1261 129.5,135.9,
f i nyl)stannane (0.98 g, 3.1 mmvl) was added
136 oot Bl gt & o

0 dl Etﬁﬂ meﬁéﬂfdéFhequznmﬁmaydmymﬁidn?qpwﬁdﬂohteg 95 ny,

and

9- B]ilﬁg} 0 zmg@%é)ng]. gt g _SJM[sgkngpn e eney WS)adgqg tp@ns}ap}ad solution of
o SR LEEP T A Redo 7 49HBhy Wy o e

argofl] RiidhegetitAsnirant eds tired ok Rk meaelr apob tTringoby]editedN-oxide
roomtenperature, and poured into wat eix??éf-:g; agueous

dihygrses@. Qs SrbmEel) wet aldedarhherpgirags %lvelmght and

o S0 IS yta B0 15k 013509,

fﬂtelreénmd&drapmdted ijmué&jplpde@smas@unﬂih@by ﬂasiechrgmgwgmphy\é%hca
chro ra d over_ silica usi n ' xt. f
heptgR Y HoB i B TR @ bt B CopBoma a8 et &4 200

59 5 -
1Hh{1%§?f?ﬁlﬁggb%@k{ )?88 PodR ﬁ (7Q-Iéb 192 (\673}2@1 7ﬂz§lma4(t 2H,J=
7 HZ3 2‘99 (3m72 H)HZ% (CBI (D(H Um7 211(1‘9 HZ) %6(3@3151 (Hﬂd Nand 9 BIZ); 3.84 (m, 1

), 40ft 3 1L 6 ) AV 2 H T P, 791408 B 2 g frahey. Affam, 2 1,0

_gfgd, 1 H lelanlez) 5.71 (dd, 1 H J = 18 and
1¥z), 6.69 (dd, 1H,J= 18 and 11 Hz), 7.20 (dm 2 H,
B3C NMR 8CBE)s, 75 MER)( 3 i2H] I £81:3, 33\D60.8063.6,165180.1, 128.7, 129.4,
PCT/ GB2004/ 002619 - 20 13C NMR (CDC13, 100 MHz,): S

13514132661@2@ 39.0, 60.8, 66.2, 80.1, 113.3, 126.1,

( thﬁ}él_( 2 (2) %§ho§}3ﬁ[éﬁ%2 ?}@glrl%)t(l)l/ygglﬁi; I gﬁ)é%]?h%#xgggtggl){)henyl]

prolﬂnﬁaua(s O nmmol, 6 nL of a 0.5 Msolution in hexanes)
was added to stir.

B S b S AEPERRla eT g T L5
was add& SHolution of @Mlyir@@)-g%iﬁfxy ﬁ[ﬂ@llhycﬂfbﬁyétﬁﬁﬁﬂlbﬁ)ﬁ] -propanoate

m xture was stirréd f h under arg

(0.244 gn@ 9 hyivacd) ansd tha@heaym@hmeéulé@%(%ma - %3veppl) in THF

L ST -
The:zsél?('@ﬁt WS WBELEN I Fdaubed fessure. The crlide ?ﬂjoc{u@@@%unﬂed by flash

ered, and evaporated. The crude product was
chromuatogrghty (sitich) eptane/othyhracetaye 3iap themopdephase) affording 0.167 g (42
B e/eth‘%/l acetate 3:1) to give the title conpound
%) ofdhe e 69BPY s oi 1 (0.24 g, 62 %. 1H NMR (CDC13, 600

'H M@) (C]ﬁ:}} 460 MHz) 3. ﬁ 5B H 7 Hzﬂxz), 1 222t GtH, /3= HHz), 299 (m, 2 H),

3, 06( @qz H;LJH 7 Lgiz);?; 7104;;@ 1), |3|23)6 (dg, B, (35 anli Qﬁz)H)Z).élfd%nlngl 7 and 9
1z) #d1 @& B (40420 (m, 4 H), 6.89 (dm, 2 H), 7.18 (dm, 2 H), 7.19 (bs, 4 H).

130 NMR (CDCl, 75 MHz): 14.2, 15.0, 35.2, 36.9, 38.8, 60.7, 66.1, 69.0, 80.0, 115.3, 122.8,
128.6, 129.3, 135.2, 136.0, 142.4, 157.5, 172.2.

e) (25)-2-Ethoxy-3-[4-(2-{4-[ (methylsulfonyl)oxy]phenoxy }ethyl)phenyl]propanoic

acid



H,4.00(t, 2H, J=7Hz), 4. 17(q, 2H,J=7Hz) ,7.14(dm 2 H, J =

8 Hz), 7.19 (dm 2 H J =8Hz). 15 13C NMR (CDC13, 75
wOorm¥113876.4. 2, 15.1, 38.8, 38.9, 60.8, 63.6, G6GBCI{GB2004/002619

80.1, 128.7, 129.4, 135.1, ;36.6, 172.3. d) Ethyl

(28) 2- et hoxy 3-[4-(2-{4- [(rret hyl sulfonyl)oxy] phenoxy}

eth

Lith sty e 1 DRy W phEseh 6 Anguion efshy (29 sthory-3-[4-

' t
e R B by R R o s
THF/\pﬁtﬁpam @5 iﬁ?e T?@re(ﬁétb%nxﬁuﬁgvagmmﬁd Momt%gemm@hmght and 1
nmet hanesul f gna , 0. m in
M G2 v i GHC (IR e e S BB B g aqueons phase
s was BI1GEQ@ VA Sy Q¥ethdfeQfradifd BlrELHi8Ss with (81,89 iM @Hha¥@Separator. The

renoved under reduced pressure. The crude product was
combmedl br@dlckiyyefrd; aste evamm‘wdt "Blogr iwpidye (va$ punified by preparative HPLC to

e/ et hyl he nobi | e phase
g1veg§<$ Pﬁé‘sﬁ%?ﬂ@*iafé i@zgé%g%? Bt he Itltlg cgn')pound 'H
'H Nllbxﬁ (tﬁ}@iﬁ 506@&1M8h 08](t 137H(I= 73Hi)l; 286 gdd7 1|'H)J @ aaa 14 Hz), 2.96-
302Knt|z’s)H),3 121:@ 3(H) 337H1)1q, BHSJG 7(@1@9131@43 53 (&q?l Hnﬂ gand9Hz)

o258y 1 oA TGS 0l Pl )72

6H)7-19 (bs, 4 H. 13C NMR (CDC13, 75 MHz): 14.2, 15 0,
35.2, 36.9, 38 8, 60.7, 66.1, 69.0, 80.0, 115.
3C WMR 67D>30, 1008/1087): $28.3336.235. 2, 4018660, 7042825, 111575 §24.2,129.8,

130% §5725z 1%%7170%44% ][52 2( é7§3 [ (et hyl sul fonyl ) oxy] phenoxy}
| 4fs that thi
e AR ABALRE RG34, o
15 attached tg thamest aflthednalecwe by thtallon gedupe fareixample benzyl.

B l2.5 et hoxy- 3-[ 4-
—&%@@@h@"’ t hyl sul f onyl ) oxy] phenoxy}

et vk Lompovdsr q&aﬁe@t@n (Wb ted@d 1D thB&semyPtYsctibed in WO03/051821.
THE/ water 4:1 (5 nL). The reaction mxture was stirred

The gompowndstod fipranda Uhaveafidnity GPARersad PPARHEhe («‘Qmmzl)nd\mé formula I
d .. Th T ed
e S e T B SR Y B e

20 affuhﬁf" £8/drbeRS Mvivd Bt 2T comnpdhiadeal e Ravcal tetter &fectivity profile,
onbi ned organi c | ayers were evaporated. The residue
whmbalg eppactdd tedmpoveriie pixp skfeWe HPLC to gi ve the product
as a colorless oil (129 ng, 83 % . 1H NWR (CD30D, 500
MriziditiSn thd Boifipoundls lf tHe prestirt) invéht B 1(1ﬁi§dha\2b hhprd%d9DMPK (Drug

and 14 Hz), 2.96- 3.02 (m SQD 3.12 (s,
Metglondism and Phal':m@o]gmgtlcg pq,@pertlg, 9T eEynple Jmprqveé metg‘p@logstablhty in

vitroy oz_bl?awgbl%éy (c(?]mpognif alﬁo 1_1a‘§> %Ppréffeféo#zt%éty(%%/or & promising

25 toxiEdlo gical profile.
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13C NWR (CD3OD, 100 MHz): S 15.3, 36.2, 37.1, 40.1,
66.7, 70.3, 82.5, 116.5, 124.2, 129.8, 130.5, 137.5,
wa004/11321614. 3, 159.2, 178.2. The term a phenyl PCT/GB2004/002619
Cl-6al kyl group as used in thhs specification neans
that this group is 15 attached to the rest of the
nol ecul e by the al kyl group, for exanple benzyl.
Bi ol ogi cal activity The conpounds of the invention
CL§@¥S tested in the assays described in WO03/051821
onpounds of forrmula | have affinity PPARc and
PPARy. The conpounds of fornula | are selected
because aof their superior PPAR al pha/ gamma profile in
1. V%P?%pﬁﬁﬁfgﬁmwmﬂﬁir 20 affinity and/or better in vivo
efficacy. The coppounds al so have a better selectivity
profile, whic gxpectsd tO Xpve igcwvo safety.
In addition thounds of t @ i nvention may
have i nprov DVMRK(Drug  Met absl Emapd—~co_H
Phar macoki nefic) properties, for exanple inproved
met abol i ¢ st@@L,CHLy in vitro or bioavailability. The
conmpounds al so have an inproved solubility and/or a
wheP&iR égfégentgé 5Qx H\ﬁ@éﬂﬁg\kfﬁ&émﬂ( fgfi'és@nts Ve 2094 aﬂ(}%%ﬁp or a phenyl
PCT/ GB2004/ 002619 -22- CLA A compoun
Crehlliyhgroap bnd pleEmieeutizally @@Epiablseﬁlﬁ—&e@ower ein T
represents 0, S or NR and wherein R represents a H, a
Cl_6al kyl group or a phenyl Cl1_6al kyl group and

2. pha& BEESsIdCREMinR 6 SRiAP Iv@uc&ﬂlst(QSI iz%ﬂm& R[4-A-(4-
npound according to cl ai nl which

[(mithﬁﬁuléomﬁmwhsnw} ¢thylyphenylgpropanoic ackd.
[ (et hyl sul fonyl ) oxy] phenoxy} et hyl ) phenyl ] pr opanoi c
acid. 3. A pharmaceutical formnulation conprising a
3. conpphitthasesibiongulato t@iphisings corapordidaicerdingno claim 1 or to
adm xture with pharmaceutjcally acceptabl e _adjuvants,
claigy ] ReadnyixtFgy sh pharmepgptically P%ceatabk HERBY, dluepisandion garriers.
or preventing |ipid disorders (dyslipidem a) whether
or not associated with insulin resistance conprising
4. theh ﬁ[daﬂlcmll csfttreatmg)mr mtvatiog tipoiudisbrders (dydlipigetnin) vdediemod not

nL§ to a mammal, .i n_need .t hereof
resistance comprising the administration of a compound according to

assoc1atedo wit

claim 1 or to claim 2 to a mammal in need thereof.

5. The use of a compound according to claim 1 or to claim 2 in the manufacture of a
medicament for the treatment of lipid disorders (dyslipidemia) whether or not associated with

insulin resistance.

6. A method of treating or preventing type 2 diabetes comprising the administration of an
effective amount of a compound of formula I according to claim 1 or to claim 2 to a mammal

in need thereof.

7. A pharmaceutical composition comprising a compound as claimed in claim 1 or claim
2 combined with another therapeutic agent that is useful in the treatment of disorders
associated with the development and progress of atherosclerosis such as hypertension,

hyperlipidaemias, dyslipidaemias, diabetes and obesity.



5. The use of a conpound according to claiml or to

claim2 in the manufacture of a 20 nedi canent for the
woe@attnend of |ipid disorders (dyslipidem a) wWer/G8r008/002619

not associated with insulip,gesistance. 6. A nethod

of treating or preventing type 2 di abetes conpri sing

the adm nistration of an_ effective anpunt of a

8. corfpBINTESSIP PreprteA omprosad of frryla lpceprsling to clpimy locoampyising

Iemgm%%{% b fofRulafir Need thereof. 7. A pharnaceutica
cofposi tion conprising a conpound as clained in claim
1 or claim 2 conbined with another therapeutic agent
that is useful in thegtreatnent of disorders
associ ated wit * g
at heroscl erosi $
hyper i pi daeqi tysl i pi daem &
obesi ty. W0 @004/113276 PCT/ GB2007/ 00 Ct 8. A
process to [E® e a conpoumpd of fornula I according
to claim1 conpriding reacting a conpound of fornula

’ mwg)]%cclel\-f{ })Susliy de%sgn(g‘%ﬁgﬁgﬁ ng repr eelslﬂgr?ﬁ)srb%a})ﬂgo%} Elé}tllfdr{;ca%xy fic

hydrgry gporfrowitic adbexgtbéting rhagtnoxy group with a
de-protecting reagent. 9. A conpound of forrmula Il T
OC2H5 COR' 10 SQ2CH3 Il in which T is as described

9. inct@hmevhddneoid gpresents a protecting group for
carboxylic hydroxy group. 10. A prodrug of a compound
of formula | according to claim1 wherein the prodrug
is an 15 in vivQ hyd&olysable (or cleavable) ester of

t he carboxylicAdcrNdgro npou formul a
o ’/niiil/g Upvyﬁ\*ifijfj\\,/ﬁﬁ%gL
o] CORP

|
SO,CH, I

as hypert ¢

10
in which T is as described in claim 1 and RP represents a protecting group for carboxylic

hydroxy group.

10. A prodrug of a compound of formula I according to claim 1 wherein the prodrug is an
15 in vivo hydrolysable (or cleavable) ester of the carboxylic acid group in the compound of

formula (T).



