Anti-Inflammatory Agents The invention relates to the

use of 3-am nocaprol actam derivatives for preparing a
wore@somment i-ntended to prevent or treat infl aP@EGBRYS/003133

di sorders. Inflammtion is an inportant conponent of

physi ol ogi cal host defence. InC{easineg, however, it

is clear that tenporally or spatially inappropriate

i nflammat ory responses play a part in a w de range of

di seases, including those with an obvi ous | eukocyte

conponent (such aAnsi:lnflammatdiydesents ast hma or

at heroscl erosis) but also in diseases that have not

traditionally been considered to invol ve | eukocytes

(such as osteoporosis or Al zheiner's di sease). The

chenoki nes are a_|large fam of signalling nolecules
The,inyeniendrigisy tPothlen‘ﬂ%r P%é%no@%?‘%ﬁnh @ valjues, for preparing a

medio@hért adteatiddno hegehtiritegt inBukatyd$ disoaddrd. cki ng both in
physi ol ogi cal and pat hol ogi cal condltlons VVth nor e

o oh b e AR 0L X RRIR PR R, dhorcasingty,
howeven nmple@nﬂld%wmppsallb@r aphtiadly sndppudpriay mﬂamtnatmg lespbmses play

Pkt TR LBEL G0 A5 BOANSEHERR oy
suq}yﬁspﬁgp@ngp% caseip \Retheia fgﬁog@)«“ﬁgw@xlpth 9 Int ch@eases that have

not CedEkh A8 f’o)ééﬂ eivnkidsreat tof |11|iﬁ$1v$1 166lQIcots PRACHTBRObQBdSRsis or
<Ah$%$5%50hes nmodul ating i nfl ammatory responses

ki ne receptor bl ockade. It has proved
di ffi cuI t to determ ne which chenokine receptor(s)
Thesttealolfitse arahlanget fachilyf pigndling mélecdgrewith bomelvaditd interleukin-

8 w%#cgfaﬂéﬁ:t%&y Iﬁl? TE'%[? géé%ﬁﬁlgﬁ]ﬁ llelgﬂg%{c r@&fﬁ&éhg ’boﬁl @gl}l}LsYological

dw&rﬁgwwé@gqhﬁgn& aWéféauwy thasfife éugm@rbs@rluttyémty rﬁzeeters inyyolved

in &Ienﬂikme ﬁgﬁﬂfiﬁﬁn the es(ry%{gﬂlghasgﬁ% %ﬁrsﬁé 1ﬁfon}_1g'§%r£ 'dér?stnysféc Bddress
e

teulftiies ﬂerorlglaﬁ}f I mvv%ﬁaum@aowws fenms F}t?rléﬁ’@ marrow, to

the phepindey,ndsn badki ﬂhﬁodghmtdiglam I}flhq:tﬂoﬁhoﬂgﬁnsr Qﬁﬁﬁﬂ‘i’%ﬁ thi®@ complexity

of G B ST B A S50 Pl B Pl o modutating
1nﬂNR5$tcgy Tespanges ﬂgougeqhmmkmd cppior blockade. It has proved difficult to

deté‘rn@@’v%m@gcﬂeﬂ%lhﬁe R-EEWS%O ¥ inhibited 9 produce Perapeutlc benefit

DLys-. TO- , are collective

in o g TR 4 iseeer um

More recently, a family of agents which block signalling by a wide range of chemokines
simultaneously has been described: Reckless et al., Biochem J. (1999) 340:803-811. The
first such agent, a peptide termed “Peptide 37, was found to inhibit leukocyte migration
induced by 5 different chemokines, while leaving migration in response to other
chemoattractants (such as fMLP or TGF-beta) unaltered. This peptide, and its analogs
such as NR58-3.14.3 (i.e. Sequence ID No.1 c(DCys—DGln—DIIe-DTrp DLys-DGln-
DLys-DPro-DAsp-DLeu-DCys)-NH,), are collectively termed “Broad Spectrum
Chemokine Inhibitors” (BSCIs). Grainger et al., Biochem. Pharm. 65 (2003) 1027-1034
have subsequently shown BSClIs to have potentially useful anti-inflammatory activity in a
range of animal models ‘of diseases. Interestingly, simultaneous blockade of multiple
chemokines is not apparently associated with acute or chronic toxicity, suggesting this
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Chenoki ne I nhibitors" (BSCls). Gainger et al.,
Bi ochem Pharm 65 (2003) 1027-1034 have subsequently

weh@n1dBSCl s-t o have potentially useful PCT/GB2005/003133
anti-inflamuatory activity in a range of ani mal nodels
of diseases. Interestingly, sinmyltaneous bl ockade of

mul ti pl e.chenokjines is not, apparently associated with, .
aopfitshaRey bk Bt vesasyi B deRBame e, snpnaapnp b Redications
withemsil BGRAS 4 To/ ¢ &0 baSWAK TéucWBide-Spfeets.docappr oach may

be a useful strategy for devel opi ng new

iogP hSHETTRY YA oRh 083! ISP 4 TS o
usepaptivele sThendarp apitoicapensiveviat synthesisa cind devalRggti gy anfivourable

phaﬁﬁ%cdlkﬂ{eti*éearﬁpbﬁdi‘ﬁihccf@ﬁaxﬁﬁsepﬂoge%ﬂgh’.?-ell*‘og‘?&éémay'ié? NR5$-8.14.3 is not

Xpensi, to synt hegi se and ) vel .
oralfy, ol abis andih glerrg SernBopL P epa g %a%&fmﬁﬂoé of less than 30
mirptesdiet itGvedous iguaispl e, NRS58-3.14.3 is not orally :

bi oavai l able and is cleared fromblood plasma with a

' ' I ] es after . .
Tord Beoall B R8s Boon 5l RO et V) 2o B4 B whighretein the
anthisdamatsgy dopastissdé peptide nandeNR H8-8plal B bubhaveritnipodved
chafRtedisics 8 uahid pHaRhAR RSO _rBirsﬂg%’ Sdrids 68 géﬁ&%%ﬁﬁlbg?h%e been
and NR58- 3. 14.,3? but have i nproved charg eristics for
devgloech SOPFA T AV AmEer Piapgs hlf-Tires thap SOR35F3 s piandhich are
conéiﬂaﬁabgfscﬁ@a?& thepiihaiaeetoppdly, s deriled siliteR: ANy aBRYES of the
lLasma.hal f-1.i yes thg\n !f\IYRR?%S 14. 3 and whic dar.e 1l non-
perfUASTR 0P pipict B PR TR e i RShalfi g ik small non
peptidicasitiuetirest which mtain tlwdieneficiyl mopdriied of thé otipmalsiptideles
has been carried out to identify the key
B R s s SR
retaisdthe anti-yejagomaeryopgsiesodhe pentidgs dncfediag 4 p-amino and 16-
ami&b{tll»tylt dééﬁlta{ﬁyescﬂfiﬂﬁé a{lﬁetl(l)iﬂ%fohtﬁﬁbiﬁé, a@%@paé_radfang@&?ﬂsubsﬁmted 3-
retalne i - a operti :
o g BERISS. RAGtaR Hro oV A BERL D TRy 0: WO
99/ tE968\eatliWesI034207h¢ /Al khthesdconapuunts ae,broal-wetiuashemokine
i AORS B MRSl e o FEAARANG s astsgang gymummber of
themhagebaerodewarid Wock eeute olEmmatigafinthese conpounds ar e
br oad- spectrum chenoki ne i nhi bitors which retain

Theiﬁbﬁ%'téﬁ;t hd QI&KivE Qﬂtheibeé&?oﬁhﬁdf%b og:(@g&?g@-%noﬁﬁd a
nunpber. Q ave . peen,. s . u .. .
aani PR Rie GRS P FPRL i Srerpy O Bhnindiel Bigraian ip ity with
an EIDg € Saknidomeleer viaghdr Spudes (revidbd- thit-te ainoglutarimide ring was
susceptible to enzymatic ring opening in serum. Consequently, for some applications (for

example, where the inflammation under treatment is chronic, such as in autoimmune
diseases) these compounds may not have optimal properties, and a more stable compound
with similar anti-inflammatory properties may be superior.

As an approach to identifying such stable anlogs, various derivatives of (S)- 3-(undec-10-
enoyl)-aminoglutarimide have been tested for their stability in serum. One such
derivative, the ' 6-deoxo analog (S)-3-(undec-10-enoyl)-tetrahydropyridin-2-one, is
completely stable in human serum for at least 7 days at 37°C, but has considerably
reduced potency compared with the parental molecule.
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am nogl utarimde (NR58,4), which inhibited

chenoki ne-i nduced mgration in vitro with an ED50 of
wons/oHasever, further studies reveal ed that tPer/GB2005/003133

am noglutarimde ring was susceptible to enzymatic

ring opening in serum Consequegtly, for sonme

appli cations (for. exa e, eré the inflammtion
Amifledeiyaigs g rﬁ-amgloemqg#fe{nmgw&hﬂa@dy rPestitdichapghdn the art. For
exalhpleases) these conmpounds may not have opti nal

properties, and a nore stable conmpound wth simlar

anti -4 r g d eni or.. As_an .
appr 2B FEPGE RGN B0 LRy Bt Bipgpgflom amice
de@@tyvgsawhv@@ e a(ng)ie a;t;cyg sidd sbaingnay contain from 2 to 30 carbon atoms.
TheRUWpo AL IRE B&&{%ﬁd%%d%%ﬁ-g@@gﬁ\%agéﬁﬁd for their

stability in seru e such deri Ive, the 6-deoxo

anal (S)-3-(un -10-enoyl.) -t et r ahydr opyri.di n- 2- one,, .

is cgﬂ%u@%@t YNt ggﬁéajzg% fﬁ%ﬁsﬁ%@?s SEMHHRGESRICa Conigales pomprising a
card&ymcﬂcu&7&ﬁpldwhto hﬁ&umﬁﬁlﬁbﬁe?fab I(?tameﬂagalz \ ttle PALIEAL Ywherein said
C e t.h, t he parent mol ecyul.e, .. F: ien : .
ARGt i PR B, SR\ BGH Sl it g micde eyl side
chate mayagonteds upfto 34aparmocaipme| Bowever vatterglentadye fsetisclosed only

' [ : : anese patent

for%@%@g@ aﬁdtnale%ogﬁﬁe 7138@_9{1_6% Ehsieln egrsva G

application No. 08 escri -am nocapr ol act am
am de_derjvatives vvherg%gn t he am de al kyl side chain ]
may cCOhEdcls by Wisiss ot o Gtysedrh GRmansiastionnEsRsyeknipguBarchiatry

and) BeRaBere(19PR )0 1¢(BL4)] 185-169) digdbsk iaN@ridg 8N B umikleapril&fdm amide
der[i\xpa‘tivg 395, 282 descri bes tbmmnogg%l C Colabltglﬁt es lact d

CEMSFY si n§P A caf PP noP88S e COlprify-12e-caprolactam  an
3-dedewinadidoelPL af caprabrdamnEyat cvrephatt erd presetat & nvigi ahly an in
iR RAEET, Galabe: & FraBrgacapr ol actam am de

erivative el n e am de al kyl side chain may

contain up to 34 carbon _atons. However, a therapeutic
In ptherj worgs s houghqsang ylipdramide desivplivest 85 hmmingeaprelgetam have
certdiiely | eeh AnBGnaiAl Be He dovVadthal haacfiéal e Mas \Webi$ Yefkibed for
3. al.. ‘%ERGZ%}?r ch C%\g}rﬁ_jm cations in Psychol ogy, Psychiatry

Y BRICARTBT 2K Valivasa_ 4) . 153-159) di scl oses a

series of 3-am nocaprol actam am de derivatives, and
Theimomentmnh erevidesh daneei db- Dlcomparapr of agémaml afidmula (I), or a

pha3mdCGREANAR gﬁtﬁﬁ'e's@l’t g%i%(ﬁi % i&lﬁé"i)/rieﬁ}gﬁg% §? gﬁﬁyﬂg&e@] igtended to

=

au

present e as(? avi ng y an
treafiipftammatarst diserdgiivo ef f ect .

H O
_N
X NH

wherein

X is —CO-Y~(RY), or SO,-Y-(RY),;
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In other words, though sone al kyl am de derivatives of

3-am nocapr ol actam have certainly been known in the
wa@eaos/onasact ual pharmaceuti cal use has been deBCT/GBe@s/003133

for 3-am nocaprol actam am de derivatives. The

i nvention provides the use of a conpound of genera

formul a or_ a rraceutl ca M y acceptabl e salt
Y i rcé(SIPaﬁ%’{) o1 Rl Y ﬁ‘aﬁl SPh (Feh fspary pdampasiyl, pAayH@Eemethyl,
b1cydobcrtglat:yctlﬁﬁdxgm@él@pmpgll gotgler: (1) wherein Xis

COY-Rl)nor S2-Y-(R1),,; F:\dient
S\ 4774 \ SP 746. WO01. Spec. docY is a

cyc %EAPYIOFPBg%CIE%g%ﬁOH&oup (such as an

adanantyl adamant anenet hyl , bi cycl ooctyl, cycl ohexy

cachy & oisr tidgpengentlip)selesicd om dydtogan kemyh dkyl, haloalkyl ‘alkoxy,

halﬁﬂkb!fsy Qﬂl&ﬁ&flk %ﬂk%/hyﬂ&oéll?ylaﬁﬂﬁ)hra&al S 1 Ebd]%) @{}Q&E‘H s (for example
a ggte rom é%rotgeg or _an al oal kyl , oqu 8

of pdp atomith © 20 Rgrhon aW%Pﬁ?Itaﬁer@fmt@ﬁ% 10 to

carboii atoz3, eandaen latdaﬂ}bn( dtoms cxfapte 19kaboh Atodik, GAMRAGH 18 carbon

ato%{ 05@513,[ 17%6}$8238%83[b0n atons, of 9 to 20 carbon

arbon atons, of 12 to 18 carbon
atoms of 13 to 18 carbon atons, of 14 to 18 carbon
or eachke is mﬂen@ld@mlmelmdo’@wneﬂmrm)chlm, teamb, iRdo,ily/droxy, oxyalkyl,

amirdd %ﬂ%gﬁ@t blyalﬁﬁb&m@@ di@mabjyuor o, chioro, brom,

i odo, hydroxy, oxyal Kyl, amino, ami noal kyl or

am nodi al kyl radical; and n is any integer froml
D i A 8HeEeh remy heontki Tor e onaSBat imuebed subsitutions

perpsssibis sh kHeecyolo-ghoap &ycl o-group Y. Alternatively Rl may
be selected froma peptido radical, for exanple having

Altteﬁlg?%é%t}g %eléjclt&d Egllnet I gj%ldl) Irncﬁ g %05 el hi‘)a’lre glﬁxlfgtfaorﬁ 1to4

or exa
pemmqmo%psjhnl@ tegetbyr, byrp@t@a Pobmls @omamplqa@ peptidorradicalf of 1 to

4 abdi® £APFRI@eHam ring is asynmetric and consequently,
the conmpounds according to the present invention have

ossi bl e enant ic forms,
The carbgn atom at pos1t€fl 5 or}E}rle caprolactam ring is asymmetric and consequently,

the compounds according to the present invention have two possible enantiomeric forms,
that is, the “R” and “S” configurations. The present invention encompasses the two
enantiomeric forms and all combinations of these forms, including the racemic “RS”
mixtures. With a view to simplicity, when no specific configuration is shown in the
structural formulae, it should be understood that the two enantiomeric forms and their
mixtures are represented.

Preferably, the compounds of general formula (I) or pharmaceutically acceptable salts
thereof used according to this aspect of the invention will be compounds of general
formula (I°)

@)
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that is, the "R' and "S" configurations. The present
i nvention enconpasses the two enantioneric forns and
Ww@Pbdosooithi nat i ons of these forms, including theCTaBewws003133
"RS" mixtures. Wth a viewto sinplicity, when no
specific configuration is shomnsin the structura
hf o%{% it should be t)mderst o0d that the two
Whegs 8%@&5@11?8]3%1115@8 P r mixtures are represented.
Preferably, the conpounds of general formula (1) or
Prefirablya deutompdungs anfceptestl| Pronlat §) tdretl@oforutbel pharmaceutically

acc@%ﬁﬂ"e%ldgsg Wtqﬁ bterkllléh Ql‘fé rifg of \/g 4 BV eoh@ibhiNithd bR angles at the

Al eI e m%%%é%iﬁe 1505 BoRE b alphy carbon is

cititR st thee- ﬁﬁ)nr(ﬁﬁlzﬁi\)%go e abidé@aridugh of abthy,1-pdsftion (relative to the
oun ral fornula (I) or (1'), or their
&%ﬁ%&é‘ ?‘9’ acceptable salts, will be such that
the ring or rlngs of Y constrain the bond angl es at
Any lsebstittyentR taap b atsub:ttéugssémty mrmySSIbéQ pesiteaty @il theiring or rings of
thesc@%loh%ﬁ%ﬁ%q’ bﬂlgga?%culyﬁ? is @ ‘t&r@ot‘é@ﬁﬁ@ fhe ihPe go'hrlﬁélu@és &)lﬁﬁ)ounds

Ive car bony

in whqsbéhfe aé}pha(qaeb il bOthoparh@f the |C1Y@19 FEPPan S flgely Pubstltuted The
defQoP bF ( Enédx'r%%éés WBhipotdSf theinFesitskith He BlbsatutRAYi.c. R' =

ermssib osi.t.i on on the
by igae) GRaRRYS of Hhey BRtin Bt poossubi o S i gpt hydrogen
and he B)na&ﬂlﬁlsmnuitﬂpiﬁ suthetstutionpiceu atieast twaRi' groupk are' it iydrogen and

%wbone is both part of the cyclo group and is itself

{l)Jt ed. The definition of (Rl)n enconpasses

conpounds of the invention with no substitution (i.
Thi1 inviyiimo dse) | previdpo uplsmadentind CAMRALIIONT GORPIIFEEo " active
1ng§é’(ﬁ§ﬁt' b WolpBuhd -of- %eﬁcl,ra'l So@ila YR AE Phaffdcéuticaly ac@dphble salt

[ so nultl ple s I tuti east
the@@@&?a@ 2% eéstn)@@ W%?g@%caiﬂﬂ&g?ﬁpmbée ng}t@}lﬁ)“%ﬁ@m
i nvention al so provi des pharnggceutical conpositions
conprising, as active |ngHed| t, a conpound of
general formula (1), or.-aNpha ceutically acceptable
salt thereof, and at | dast pne pNHr maceut i cal |y
accept abl e exci pient and/or{ carriler: (1)

@

wherein
X is -CO-Y-(R"), or SO,-Y-(RY),;

Y is a cycloalkyl or polycyloalkyl group (such as an adamantyl, adamantanemethyl,
bicyclooctyl, cyclohexyl, cyclopropyl group);

or is a cycloalkenyl or polycycloalkenyl group;

each R! is independently selected from hydrogen or an alkyl, haloalkyl, alkoxy,
haloalkoxy, alkenyl, alkynyl or alkylamino radical of 1 to 20 carbon atoms (for example
of 5 to 20 carbon atoms, of 8 to 20 carbon atoms, of 9 to 20 carbon atoms, of 10 to 18
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wherein Xis -COY-(R 1)n or S2-Y-(R1)n; Y is a
cycl oal kyl or pol ycyl oal kyl group (such as an
wadaranilyt , adanmant anenet hyl, bicycl ooctyl, cyrtDbE82005/003133
cycl opropyl group); or is a cycloal kenyl or
pol ycycl oal kenyl group; each Rl _is independently

el ected from hydrqgen or an IQyI hal oal kyl , _al koxy,
Cafﬁ?ﬂ 8%%509% ,184P %érﬁﬂqb%naa}t%%ﬂf ﬁ# toy L& GiRAR pépTEsa 9 d4 tooﬁé carbon
atofinst of P0todldr dagsonadt@n®); (f or exanple of 5 to 20 carbon

atons, of 8 to 20 carbon atons, of 9 to 20 carbon

AT i et byl lomrc 345 T bromgdedpfyrons. oxyaly

amipog Aginogtky] or aminedialikat radicatitands, of 13 to 18 car bon
atons, of 14 to 18 carbon atons, of 13 to 17 carbon

n Bt &iflhte@h £86h1 RS m$ WS RENFeME! YaSRhSE ehbler P substitutions

fl.ugr.o, chl or?, br ogr(o, i odo, hydroxy, oxyal kyl, am no,
pmﬁﬂ?ﬁ%ﬁPR§WeQ¥°9ﬁﬁpﬁB iral kyl radical; and n is any

integer froml1l to m where mis the maxi num nunber of
Altebtivély R iromsbepsdlevigisfrirhen waptitib eadiyal) for grauple Yaving from 1 to 4

i I 0 ept i .

perfih ek ftty ShtodThed iy REaRUEROER GG RuER bhfip rdical of 11t
4 appineeadidresidug®ed t oget her by peptide bonds (for exanple

a peptido radical of 1 to 4 amno acid residues).

PrefRir@B10r afel dompdiade efpentRslsiophuBes R lphb@fdthifeally )acBéptable salts

har maceuti cal | cceptabl e saJis thereof used
the’%&?disa‘? AGCYHIE st%%%sﬁg&‘ft %ffe thehléw?wwnwﬁg Reviorpoygds of general
formotp@Ynds of general fornula (F) ) wherein X has the

same meani ng as above. By pharnmaceutically acceptable

salt is neant in particular tig addition salts of

I norgani c acids such as dr oghl ori de, hydrobrom de,

hydr oi odi de, sulphatetxﬁhéa rﬁgiphosphate and

nitrate or of organic acidg such acetate, nul eate,

fumarate, tartrate, succinate, citjrate, lactate

nmet hanesul phonat e, p-tol uenesul pAonate, pal noate and

st ear at e.

@)
wherein X has the same meaning as above.

By pharmaceutically acceptable salt is meant in particular the addition salts of inorganic
acids such as hydrochloride, hydrobromide, hydroiodide, sulphate, phosphate,
diphosphate and nitrate or of organic acids such as acetate, maleate, fumarate, tartrate,
succinate, citrate, lactate, methanesulphonate, p-toluenesulphonate, palmoate and stearate.
Also within the scope of the present invention, when they can be used, are the salts
formed from bases such as sodium or potassium hydroxide. For other examples of
pharmaceutically acceptable salts, reference can be made to "Salt selection ‘for basic
drugs", Int. J. Pharm. (1986), 33, 201-217.

The pharmaceutical composition can be in the form of a solid, for example powders,
granules, tablets, gelatin capsules, liposomes or suppositories. Appropriate solid supports
can be, for example, calcium phosphate, magnesium stearate, talc, sugars, lactose,

dextrin, starch, gelatin, cellulose, methyl cellulose, sodium carboxymethy! cellulose,
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Also within the scope of the present invention, when

they can be used, are the salts forned from bases such
W@3g00s00i1em or pot assi um hydroxi de. For ot her eRenpBe®s/003133

of pharnmaceutically acceptable salts, reference can be

made to "Salt selection for baspc drugs", Int. J.

Phar 86), .33, 201-217. The'pharmaceut | cal .
POlX%‘H%@%FE’ﬁ%H@ A V- i%t}lﬁ%@ww‘feoPhaén%wéﬂbf arceptRbig sxgipients
andpovaderiess will B8khesn td thbbedkslledgaltiat arh capsul es,

| i posomes or suppositories. Appropriate solid supports

a6 X 0. C e. _nmagnesi ym .
Th BRrnfoatial BB Bon ALY RISRENOERion 2@ ZPRiT presented in
liqujé fierm, Hor exaimple, selitions ehylsiens) $usbesions sodjmps. Appropriate liquid

BHY XY BR BY U8 ordanicGb .
Sy AR G LGP ke VB such as elycarol or alygols as well

as INGIF HKIVECSaHOVARERE PERRQERONSpIBYEHES at e phar maceut i cal |y
accept abl e exci pients and/or carriers will be known to
Thé Imosmticskilsd pdvides thapaunds addealis hlesremag geh&al formula (1)
conpositions according to the invention can al so be
presented in liquid formyforQexanple, solutions,
emul si ons, suspensi ons OINSyr Appropriate liquid
supports can be, for eXanp [gr, organic solvents
such as glycerol or glycol [l as their
m xtures, in varying propo / in water. The
i nvention al so provides conp s and salts thereof of
general formula (1) (1) wherein Xis -COY-(R1),, or
S2-Y-(R1),,; Yis a cycIOﬁg yl or polycyl oal kyl group
(such as an adamantyl, adamant anenethyl, bicycl ooctyl,
cycl ohexyl, cyclopropyl group); or is a cycloal kenyl
Wh@%“bolycycloalkenyl group; each Rl is independently
sel ected from hydrogen or an al kyl, hal oal kyl, al koxy,
X ifraCoay KBXy or 80kang’) ; al kynyl or al kyl ani no radi cal of
1 to 20 carbon atons (for exanple of 5 to 20 carbon

t 0 of 9 to 20. Ggarhon
Y 21080t of BoRbRASNAALE M o &, L8 .
bicyalenatyl, exclaigxyb cygdoprapy@giost)ons, of 14 to 18 carbon

atons, of 13 to 17 carbon atons);

or is a cycloalkenyl or polycycloalkenyl group;

each R' is independently selected from hydrogen or an alkyl, haloalkyl, alkoxy,
haloalkoxy, alkenyl, alkynyl or alkylamino radical of 1 to 20 carbon atoms (for example
of 5 to 20 carbon atoms, of 8 to 20 carbon atoms, of 9 to 20 carbon atoms, of 10 to 18
carbon atoms, of 12 to 18 carbon atoms, of 13 to 18 carbon atoms, of 14 to 18 carbon
atoms, of 13 to 17 carbon atoms); ‘

or each R' is independently selected from fluoro, chloro, bromo, iodo, hydroxy, oxyalkyl,
amino, aminoalkyl or aminodialkyl radical; and

n is any integer from 1 to m, where m is the maximum number of substitutions
permissible on the cyclo-group Y.
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or each Rl is independently selected fromfl uoro,
chl oro, brono, iodo, hydroxy, oxyal kyl, am no,
wa@pionoadlky|! or am nodi al kyl radical; and n i s BEOGB2005/003133
integer froml to m where mis the maxi num nunber of
substitutions perm ssible on th cyclo group Y.
\ SCRAS\ 47746\ SP
Alte%&ggeléﬂ ik Etle RERfL S&iHla s dromplsrhing from 1 to 4
pepglxt mptetieatinked togkther By pemide Hoads (i@r Ex0ipld a p@gﬁdo radical of 1 to

tles |'i nked together by peptide bonds
4 Hoéé%i(genp €’a peptido radical of 1 to 4 amno acid

residues). Preferably, the conpounds of general
Preferably) the(qomnenndspf seneral femtula Boraelis Htienf used advosding to this

asRefsTehe Rivediith Wﬂyﬁé‘édn‘i}:g?uﬁﬁé of RBecEPIRAUNAG ) Of gener al
formula (F) wher ei has the sane neahi’ng as above.
Preferably, the conmpounds of ggneral forrula (1) or
(P) when usedintheinv tio or their salts, wll
be such that the ring '%n f Y constrain the bond
angl es at the al phacar on t] entially
tetrahedral (i.e. sp3 hybri/d bond§). In particular,
preferred conpounds of genexal fofnula (T) or (P) and
their salts according to any ect of the present
invention are selected fromthe group consisting of: -
(<S) - 3- (Cycl ohexanecar bonyl {l&m no- capr ol act an -

(S)S- (1 '-nmethyl cycl ohexanecar bonyl ) an no- capr ol act am
where{rf’j(h% &1@@%%2&%%1]&1’1 aS%BS&%r bonyt yam no- capfr ol act am -
trans pelfﬁy lI'cyc ohexane-

t yam no- caprol actam -
Pre%g@lﬂ ‘%Fg:o%pg}lgql%g%g@le@é iemala (1) or (I’) w(hen used in the invention, or
theirGalty) aviytl easiich Ghet WY Hh@ 61 s of X &ns@raﬁl\ the bond angles at the alpha-

carb(zrg%%; eg%e%%e ﬁ%‘ﬁ’géﬁ{é{a&%t Wéﬁ“@gﬂakl am no- capr ol act am

; (>S)-3-(3" -chloro-|I
In Parb@émmmmﬁanf gemecd forodude (Buor (F) and their salts according

to a'{ny peet bthe ?resgé %}gf on.are selected from the & gropp {x&mstmg of:

arrant anecar am no-caprol acta
.Sl?% SCRAS\ 47746\ SPECS\ 47746. WO01 . Spec. doc- (5)-3 -(3
- (S)- é} yelopexangparhan mq_—-caprolactam

- adarmnt anecar bonyt yam no- capr ol act am
- (8)-3~(1’-methylcyclohexanecarbonyl)amino-caprolactam;

- (5)-3-(Cyclohex-1’-enecarbonyl)amino-caprolactam;

- (S)-3 -(tran's-4’—pentylcyclohexane-l—carbonyl)amino-caprolactam;

- (5)-3 —(4’-j)entyl[Z,2,2]bicyclo—octane—1—carbonyl)amino—caprolac‘tam;
- (5)-3-(1’-Adamantanecarbonyl)amino-caprolactam;
~(5)-3-(1’-Adamantanylmethanecarbonyl)amino-caprolactam;

- (5)-3-(3’-chloro-1’-adamantanecarbonyl)amino-caprolactam;

- (8)-3-(3’,5’-Dimethyl-1’-adamantanecarbonyl)amino-caprolactam;
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and the salts thereof. The nost preferred conmpound is
(S) -3-(r -Adamant anecar bonyl ) am no- capr ol act am and
w@ adobm1d18er eof . The i nvention al so provi des theCT/GB2005/003133
sul f onam de anal ogues of the exenplified conpounds:
i.e. the sul f onyl - am no- capr ol agt am equi val ents of the
% npounds. As nentioned in’the discussion of
(S§T3| rs a? t Tametwl-1 cadamaniansrahpnydlenieo-garplpsiinves of 3-
am no caprol actam nay be known as conpounds per se
and thBealgithéreof S not presently known that any. have been
described as such as pharnmaceutical conpositions or
use in.,a l t ext
Th% %{/oes ek I,1]-red CdmLPd)gnd i S%S%L A‘(ia rl‘rg] ; %teg%rl}( EP —):%péérlggtam and
saltsiteredlf as defined, wherein the conpound is in
hydrated or sol vat ed form The am de derivatives of

The iR AT ARb Pr @ﬁ&&%@%ﬁ%ﬁﬁ&qa high18 gRdsCoff thR CkbR ?ﬁggcil compounds:

are r [atively inex sive to syn
Le. &g? ﬂﬁf%@weomf iy eneifgleRts ,9? tisrsacponmoands. ¢ hey
are stable in human serum and consequently have
As exegiohethin rhhahmeﬁ&ﬁi pétptior ant abevet icasgin taley aafide dsrddtatiyes of 3-

ammn O%é%lic?apm 483 onSasts oMncﬁ%t ﬁg g(tié’(él%%giﬁ fspneo? %)fel's'gr]lﬂy known

ne|n b|t0r3|nV| Fro w-t N
that asebavieieey desasibed e sethersaptianuacshiaend sompasitiant er, for mesgical use
A Stlind o RRY ePhtedd ef fective anti-inflammatory
n agenlt S in vi VO%I nejr?tzdent nodel s of inflammation; their
adm ni.stration i s not_associated with an nlflcat .
The, aeation keides campopaisy GemRosens gy ysep ﬁ%&@ﬁge/%efgwg wherein

thersexipoBhd ishie hadetedios selfvhedformlaken t oget her, these
properties suggest that am de derivatives of

T IR A 37 A SOES 80, AL b LLATREAL Y one Sl They

I'ons W a es over revi ous esc
arecl@irqmglbfd@eXpmsmrtp@wn&mﬁsq, msmgefapﬂet synihesis trchées provided herein;

thely TREOMERBN, BimbDSeRlR SAH cbﬁb‘é@%‘t@ Mhave® %Xée'ﬂeﬁth ‘foharmagokmetlc

rows on o - am nocapr ol t.am nol et wi th Sli

Proé’ﬁléﬁeﬁ %mrﬁg)r%lf}eblewa#ﬁbl@ %Wwe/laghé@ wptent Pw&é spgstrum chemokine
1nh§lﬁfd>$§ trﬁwnrot\hﬁh QQMIeﬁngélaﬁwﬁ dvBenai- ﬂﬁ@l&@ﬁ@@lﬁbnﬁkfatﬁib@nts they

h|s nvention
Rt T SRREOE opBeinaRalstnde uir oh 1o rodeet ggpdets of
mfkahmnatmn( th&artddanmaﬂrkt;dn @mmiotl eﬁoaatedlmw argusiguifiamtceste. toxicity at
the doses necessary to achieve a maximal therapeutic effect. Taken together, these

)

properties suggest that amide derivatives of 3-aminocaprolactam represent anti-
inflammatory medications with advantages over previously described compounds.

In comparison to the prior art the improvement of the present invention lies in the
provision of the 3-aminocaprolactam moiety with a side chain having one or more
alkyl/alkenyl rings to constrain the bond angles at the alpha carbon of the side chain.
Compounds of this invention are sighiﬁcantly superior to compounds with linear alleyl
chains (whether alkyl amides or alkyl sulfonamides).

Prior art peptides (such as NR58-3.14.3) have the disadvantages that: (a) they are
expensive and require solid phase synthesis (at least for the longer ones) and (b) they
clear very quickly via the kidneys and (c) they are generally less potent.

F:\Client Docs\SCRAS\47746\SPECS\47746.WOQ01.Spec.doc



Prior art peptides (such as NR58-3.14.3) have the

di sadvantages that: (a) they are expensive and require
wa@ollbd1qhase synthesis (at |east for the | ongePCDOB2)05/003133

and (b) they clear very quickly via the kidneys and

(c) they are generally less potent. F:\dient

Docs\ SCRAS\ 47746\ SPECS\ 47746. 1 . Spec. docThe, pri or
Thegprior 2 #BgPEUETTHtfeare gPeaps Rek eafﬁ@ﬂu&kb’aYlé dbgykidagysyand more

potetit BUN ek iddnBY shodnslefaBbEc fBiaRL. BUT they do not show
nmet abol i c stablllty The i nprovenent described here,

t he amn prol a are. chea ot cle red b
T, Y SO TR B BRI i Bloggy pisgiesp, mof clcifed by the
kidmeyt zald @lverc adoke/pateretbirel. ardelso mibitabglicallyt $talslei nventi on,
inflannatory di sorders intended to be prevented or

Accto&ﬁﬁ% Ft)lﬁy ﬁd%ﬁtl&rpqﬂﬂ [hqﬁt ?{/ dﬂ;%g}gera ntérfélreg% Be ﬁée\,ve‘ﬂfed(f Pireated

armaceut’j ca accept e sa
e rompernds efzgened g gher & ﬁ“e@ied’élﬁ@ﬂ%@u@%ﬂ%’a?}cﬁm@ﬂe salts
theﬂebﬁmraﬁha%beeaﬁcalna@@pésﬂmxﬁ b @hditlenit@t2 Rbitaindt GhdALARE active
for exanple such as nultiple sclerosis;
Qg? PB?“Q?@H@@@rS i ncl udi ng stroke, coronary artery
di seases, nyocardi al infarction, unstable angina
pect autosnmahhéisersed, dorosiampir suchgs uiultiple sclerosig; |
Behcet's syndrone, giant cell arteritis, polynyalgia
rheu e t u
syndrgggnéegpd\%agc |§1t%| gn&u(gﬁ%n# %&E % pur %rdé%a%& Sxﬁyocardle‘tl
infagtigis aRnstEle egina \Heptars; r#h@écfscl?ﬁoseﬁ e ypichtif.onN, . gBeheet's

syntFnRs lslAn &lﬁ%ﬂﬁ@ ﬂﬂyﬁ?ﬂfia&ﬂéﬂrﬁ&d&f Wkt 'S ranitdbiatbslg Churg-

Str0 eyRdasine ViR Bops ot itotdls prBgel o el ik,

oSt eopor osi s; (Iom1bone m neral density); t unor
gr owviral irfectivat @i thphcdtion; teigs ;infecgars dueatrs pt aeplication of viruses

S OB, S ol oty BagE) SMIELIRTn 03O o

lentiyiresh el evated TNF-a | evel ;

asthma;

osteoporosis; (low bone mineral density);
tumor growth;

rheumatoid arthritis;

organ transplant rejection and/or delayed graft or organ function, e.g. in renal
transplant patients;

a disorder characterised by an elevated TNF-a. level;
psoriasis;
skin wounds;

disorders caused by intracellular parasites such as malaria or tuberculosis;
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psori asis; skin wounds; disorders caused by
intracel lul ar parasites such as malaria or

w0 advencaibnsi s; F:\Cient PCT/GB2005/003133
Docs\ SCRAS\ 47746\ SPECS\ 47746. W01 . Spec. docal | er gi es;
or Al zhei ner's disease. Accordifg to this invention
further inflammtory disorders*include: ALS; fibrosis
(paralieggipsiory pul monary fibrosis, but not linited to
fibrosis in the lung); the formation of adhesions
( par Aleinddrisydidedsd he peritoneum and pel vi c regi on)
antigen i nduced recall response inmmune response

Accaléﬁxggr 3%/&%%?}%%%&%% %nnmg# 81%&‘1%,&?8{’ é%:s Ug‘rje r the

di sorders characterized by eIevated TNFa | evel s. Were
| egally; permi ssible, the invention also provides a
nmet hod of treatnment, anelioration or prophylaxis of

the ¥R leﬁmﬁﬁpumwnammregxy ik seelsqitéd pclibrdsingm tha lung);
adverse inflamatory reaction to any agent) by the

ggg]u a}es g l ST, 8]Eﬁ§bdp até%eﬁﬁ%@a{l}{ g}ﬂ[hg }qgﬁtoae melg{%eglon)

cl ai med hereln Adnmi ni stration of a nmedi canment
accountigep ihdudetheecalhvespoissn can be carried out by
topical, oral, parenteral route, by intranuscular

i nj e? | %ﬂer bGnse g@r@gmnni strati on dose envi saged for
|canen acco ing to the |nvent|on is conprised

betmeen 0.1 ng endi o e of
Thetere oAt BHiSILNES BUCBIABEROFHY SCHIPRR oF FLREPONY Pigrdess or
dissrasReUAdscAcdIgN@dted TNFllavelsl ) or (F) can be

prepared usi ng the processes descri bed hereafter.

P f f
Wity TRt REBisHb R e “va%%ﬁoﬁie?a‘;ﬁogﬁ%%% Lt () tatment
amelamaﬁm pr prpheldxie agithy spoptomsi ¢fgpn: b %ﬂy dingape Gacluding an
2dvSRURA L AmbREy PEEEAN Sty deBfk) bf thd'SdrBfnistration to a patient of an anti-

inflammatory amount of a compound, composition or medicament as claimed herein.

Administration of a medicament according to the invention can be carried out by topical,

oral, parenteral route, by intramuscular injection, etc.

The administration dose envisaged for a medicament according to the invention is
comprised between 0.1 mg and 10 g depending on the type of active compound used.

According to the invention, the compounds of general formula (X) or (I’) can be prepared

using the processes described hereafter.

Preparation of the compounds of general formula (I) or (I

All the compounds of general formula (I’) or (I’) can be prepared easily according to
general methods known to the person skilled in the art.

Nevertheless, the following preferred synthetic route is proposed:
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Neverthel ess, the follow ng preferred synthetic route
is proposed: F:\dient
WS BARAS\ 47746\ SPECS\ 47746. W00 1. Spec. docDi Bgr/aBr@®s/003133
The reaction shown in Diagram 1l nmay be carried out,
for exanple, in chloroformor ?ichl or onet hane. The
nost preferred reaction solvent©is dichl oronethape.
The aboveQeaction is prefer ableaI carrjed outl i ne{]he

pr edghce a base, for RX4FPELNa2&BYTpeN

reacti Orr mayNHe carri bent tjrﬁ‘ger t ur eNH
(about /25 C) \or nore generally at a tenemturle between
20 and R0 C./DEFI NI TIONS The term "about™ ref 0 an

i nterval ound the considered value. As used in this
pat ent application, "about X' nmeans an interval from X
m nus 10% of X to X pl usDi¥amfl X, and preferably an
interval fromX mnus 5% of X to X plus 5% of X The
use .of nuner i a [ ® I Rk ] i $n chloroform or
Thet Resfin SRR it 9y B bid SRR Tok Ridudfle, T chlore
dichltremietheant Tlormastiprefaaed fegetian soheatisidchipromethapfe range
and all the conbinations of upper and lower limt
The WHRR! Ral¥idd i ptdtgably Oasest o8(C ap eheOprebiite Pive basearige example
Hence, for exanple, the range of 1 to 20 carbon atons
Naz@ﬁ)@cifi ed in respect of (inter alia) formula |l is
intended to include all integers between 4 and 20 and
TheahBove Weadtivngeay dfe eaddl canisi avahientenipersppe (akawy 250¢e ror more
nu g{@d' i xplicitly or not. As
genﬁfggg%%}eemr%g&fg%etﬁérm éé%in%ﬁcg ng" is to be read as
nmeani ng both conprising and consi sting of.
DEEENEEKONSt |y, where the invention relates to a
"pharmaceuti cal conposition conprising as active
The fReh €db@R? refersG6 AR MiBEal Arbiugd the congiddred yaliis. Antseddethis patent

0 _cover, both, conpositions dn i ofher | 0
ok R BPRS Trapobe it CLET i XrEChREor Bl Xoing 10% of X
andomefetably aminterofl foore Xaminus &% ofKdoXepivs 8% afef.i ned. The
term"peptidic noieties" used herein is intended to

Thd & 46§ dliGedcl %a%p% By él%@ BLBHiEh by 1RGRIE MnBbRILOEAP to include
eni e am no acl esl| dues; . . . cqr
Witgjn the scope of the invention all individual integers within the range and all the

combinations of upper and lower limit numbers within the broadest scope of the given
range. Hence, for example, the range of 1 to 20 carbon atoms specified in respect of
(inter alia) formula I is intended to include all integers between 4 and 20 and all sub-
ranges of each combination of upper and lower numbers, whether exemplified explicitly

or not.

As used herein, the term “comprising” is to be read as meaning both comprising and
consisting of.  Consequently, where the invention relates to a “pharmaceutical
composition comprising as active ingredient” a compound, this terminology is intended
to cover both compositions in which other active ingredients may be present and also

compositions which consist only of one active ingredient as defined.

The term “peptidic moieties” used herein is intended to include the following 20

naturally-occurring proteogenic amino acid residues:
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F:\dient Docs\ SCRAS\ 47746\ SPECS\ 47746. W00

1. Spec. docModi fi ed and unusual am no acid residues, as
wowlok/oadspept i do-mi nmetics, are al so i ntended tBPCDHEB2005/003133

enconpassed within the definition of "peptidic

noi eties”. Unless otherw se defjned, all the technica

and scientific terns used here ve the sane neani ng

as that usually un
inthe field to wh
Simlarly, all the
all the patents an
here are incorpora
| egal |y perm ssi bl

Docs\ SCRAS\ 47746\ S

foll ow ng exanpl es
illustrate the abo
be considered to |
FIGURES Figure 1 s
exanpl es of conpou
EXAMPLES General p
starting conpounds
() ~3-am no-caprol a
5- car boxyl at es of

wer e synt hesi sed a
al ., J.
al, J Med. Chem (
(5} 3- (Cycl ohexane
- 3-am no-caprol a

O g. Chem|
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erstood Jﬁ\/
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ci alist
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eferences ent
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\I‘J4 an

t ed byCM@y of

r ef abysgige (Wh

er e

T—CTT

SECS, 4596, W

o Lsetie At The

are piggent
ve procedure

~Q;1hfbnﬁﬁ%ec'idt.°

should in

no way

mi t tﬁéesco

DePbmndﬂ@ﬁnmven

tion.

TOWS l bIIC
5y

nds ac din

o (R Rent]

fot
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i on.

rocedurggsf or
The h\/dr och

t he sysidiesi s

| orides_of (IQ\

of the
and

ct am aHE th

a)

-

hy dﬁ@ewm ol i

H’Rf;@/ d S
ccording to

Sy=3-a
iteratu

%ﬂécf.

di ne-

—tcapr ol act am

Boyl e et

(1979 euad,

- Q 2E1EN\

1. 007\ A0
RV A4
M#am

ho é%ﬂ%fﬁrgm am

4841- I;stczne Rezl er et

Ie 1:
18)

J.JCII7

car bon

am hydpgn pyr
(J'% mol \

[ ol | AkfRagincar b

_wat er

oxylate 2

(5 mml) and Na2
added to a solutio

h of CQ@Dohe

kanecaﬂb©h9¢ ch

(25 m))

wer e
loride (5

mmol ) in dichloron
tenperature and th
The organic | ayer

phase was extracte
x 25 m). The conbj
Na2CC3 and reduced
by recrystallisati
| actam (540 ng, 45

l lldlled O I
e reactlon Wi

TR

S stirre

l)

12 hours.

was thamgsep
wi-th—addit

ar at edArgfidnd he

ohal

ned orSfénl c

et

| ayer ssﬁﬂ?"e dr

aqueous

dichloronet hane (2

i ed over

in va |
on trOWlEPQA

ne r q\as

/[ _hexane to

purified
ive the

b9 m plal(Et

OAc / h¥zbmes)

180-181

0C [a] (c

Trp Tryptophan

Tyr

Tyrosine

Modified and unusual amino acid residues, as well as peptido-mimetics, are also intended
to be encompassed within the definition of “peptidic moieties™.

Unless otherwise defined, all the technical and scientific terms used here have the same
meaning as that usually understood by an ordinary specialist in the field to which this
invention belongs. Similarly, all the publications, patent applications, all the patents and
all other references mentioned here are incorporated by way of reference (where legally
permissible).
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1, CHA 3) +42.0; V1 x 3294 (NH), 1668, 1614 (CO, 1537
(NH); dH (500 MHz, CDC13) 6.89 (IH d, J 5.5 CHN),
wo2®é/0{d1is2 br s, CH2NH), 4.48 (1H, dd, J 11, 6PCTZERR{)05/003133
3.30-3.17 (2H, m CH2NH), 2.11 (IH, tt, J 11.5, 3.5,
(CH2)CHCO) 2.01 (1H, br d, J 13 Iactam rlng 8:?3
1.92 (IH, m Iactamrln d-/é 70 m
The afe’?% mﬁs&e presgpied lmrsi lilug@atg t@@ amq prpgedures and
shoaydh &xn Gy bd cohéidbredQo (it th*érsccb'pe dfaﬁé B;Refitidyd CH x2 +
cyhex CH x2) and 1.23-1.15 (3H, m cyhex CHc 3); dc
, CDA3) 175.9, 175.3 (CO, 51.8 (NHCHCO),
CH), 42.1, 31.7, 29.6, 29.4, 28.9, 27.9, 25.7
(le 25.6 (CH2) ; mz (Mr CL3H22N2Q2 requires
Fignog! slggusghe plyanicd aogctupxefqxamples of SympBeyrids according to the
inventi®t hyl cycl ohexanecar bonyl ) am no- capr ol act am
(S, 8) - 3-anm no-caprol actam
rolidine-5-carboxylate 2 (5 mmmol) and Na2CQO3
in water (25 m) were added to a solution of
| - met hyl cycl ohexanecar bonyl chloride (5 mmol) in
Gedéerchprocedret ianke §@havis)of dte saatingrbmpempRr at ure and t he
reaction was stirred for 12 hours. The organi c layer

Thg\@?g% S p?‘fa{{gsf}? g'WT&a%peé ocext r%‘g? é’?ﬂghdme"

- ﬁylétféuq | 693 avd ¢hShBwminerarsolagtam »Bravisynthepired according to
liteGariitel (REBS/1GRNKIC J. ay;%r THORS B199D), e, qg@f 4&@?@@%1&@ al., J. Med.

red The resi due was purif
Ch?’@c@é@ﬂaflﬁl?’égg%&s ¥rom Et OAc / hexaneto gl ve the
| actam (540 nmg, 43%; mp. (EtOCAc / hexanes) 168-169

Exampldk (8)-3:(CoHEhSaneedbonyjpminalcR8hictaadl (NH)

st dmigs e 5B et ap SR T o 0,

nln‘(ljidh n yagq (25 rgl) werg addpdHjo aFoBios. cﬁ@q(ck}hexmec@b@m\ﬂ) ghloride (5

mni’olpﬂa diéttoroiettthne @2511%1) elt%frﬁa?éh‘t Fdrbrdttide and ﬂ?eSre%ctﬁ)% Wt Stirred for
tamri.n yhex x2), 1.85-1.73 (2H

12 F‘gl&l‘tG aﬁk}er qrﬁgu@%yfﬁyas %egéeg_arq@ (]@dr-lt CrRAUEIHS Phageyvas ezi)tracted with

additidbal ﬂlc&&)réﬁbﬂlaﬁkf @ 25:eilpmHel M@i&@rgﬁm@ﬂbﬁéﬁs Grr& died over

N% a%fi?f%%e \%ngboﬁiecrﬁ% Séyggpgﬁ@%e{:ryﬁgﬂgzﬁ@ from EtOAc /

hexgnato giva sheylactam. (540 mam, 45%; B,p. 2BIQAC Hex@neQHBD; 1826C4 (o T (c =

C
L, CH B8 203 E%W%’; MG a 8RR 5, 500 Mz
@3 G -1, CESRBC A ol it (AU o4 (Wil dd, 7 11, 6,
}1 g33erﬂ kR AN, 11 ﬁlH /115,35, ?CH CHCO), 201 (1H, br
6, f18

196t rrrlr?g bgil) nFQ? lcﬁraglxy actam r(Ing E}—rﬁ 87 1. 70'\?6H m, lactam
ring CH %2 + cyhex CH x4), 1.66-1.59 (1H, m cyhex CH), 1.47-1.30 (4H, br m, lactam
ring CH %2 + cyhex CH x2) and 1.23-1.15 (3H, m, cyhex CH x3); d¢ (125 MHz, CDCl,)
175.9, 175.3 (CO), 51.8 (NHCHCO), 45.2 (CH), 42.1, 31.7, 29.6, 29.4, 28.9, 27.9, 25.7
(x2), 25.6 (CH,); m/z (M" C3H,,N, 0, requires 238.16813) 238.16768.

FI

E

Example 2: (S)-3-(1’-methylcyclohexanecarbonyl)amino-caprolactam:

(S.5)-3-amino-caprolactam hydro-pyrrolidine-5-carboxylate 2 (5 mmol) and Na,CO, (15
mmol) in water (25 ml) were added to a solution of 1-methylcyclohexanecarbonyl
chloride (5 mmol) in dichloromethane (25 ml) at ambient temperature and the reaction

was stirred for 12 hours. The organic layer was then separated and the aqueous phase was
F:\Client Docs\SCRAS\47746\SPECS\47746.WO01.Spec.doc



mmol) in water (25 n) were added to a solution of

cycl ohex-1-ene-I-carbonyl chloride (5 mmol) in
waoelc@hloorienet hane (25 m) at anbi ent tenperat urBCEOB2G6068603133

reaction was stirred for 12 hours. The organic |ayer

was then separated and the aqueous phase was extracted

W th additional .djchloronet ane15(2 x. 25 m). The .
Xt b el et @ e 0. S0 pombbebarighis layers were
driedectuer &k, CO, \uae weducdh én Hasiod TheWasidid!ivak ipafiby by recrystallisation

s e e

°C;dels eat 1(eHEl }3339@@/@‘ B389, 324121674, NEjS (A@KA501 (NH);
o EHSIEDE g RIS B s o
11, (444 L DN 305 16 42 B4m, CRUNFGA.01 (182 br &, 513, llagiam ring CH),
1.9CHIY) (3B 18 2nSarhSrif @ BH M cy&ER M x29. 13@51.-7%32%1% ﬁ I%Brtam ring CH

2
ST gt A R T ORI e 0n O BT

CHOH),and . 1853- 123 §3K 2k, cphdxaCHarB) 5001 26HEZ2EDCL,) 886.911600 (CO),

A0y s Gl Shabisio | Bip BBy A4 . s
22.3/72) (EBR); 3z (W5 Co,H, 6D, gequiey 252.33378) L6HEE)23.132. 8
(CH=Q 52.1 (NHCHCO), 42.1, 31.6, 28.9, 27.9, 25.3,

Exd#ft Q,l?,s 2(4- -, 6l@eg@g%hg%6?glbﬁm%ﬁg{}%%ﬂzeqm res
(5. Grisingitoy {;}}40639’& PS5 R ST i s Bl P N 0 (15
mmol), inSyat8r @3 mD)-wapadiartoamsolution of cyclohex-1-ene-1-carbonyl chloride
s BT RO EE: PSS ey iy it
for Athhonrspdhe praspis leyexwasctbien acpoatyd awhitoriqueousehamoivhs bxtracted
wiﬂiae&kieﬁﬁr@&méﬁﬁm&%g )x 3% Zraﬂ?*rﬁytcoﬁggrﬂ%& I Afﬁ@la[%% W08 dried
reaction was_stirre or 1 10Urs. e or nic ayer
ovedtt HeAnd ephiced &t veste- tlhe ragitecowss prabed W geeystalisatin from
EtOMd Mhexdlésttb @ival the :wdfélﬂ (PNEgaBEY;2n p. @éomc)/-hemges) 151-152 °C;
141N I | ayer; r r NC A0 .
o 1f TR I TG IR vk TR R LS TP (e 81 ovam:
(506" MITE,i @REL) 7.12 (1H, d, J 5, CHNH), 6.67 (1H, qn, J 1.5, CH=C), 6.52I (1H, brs,
\ 47746\ SPECS\ 447 . rec ¢
CHgﬁE)l?gn Trom ’E(?dg&? ﬁ’r%(é%?aﬁé @gﬁ%g‘?ﬁg&l gg&i’n ((Eé;\}ﬁb‘rgi,éo"z‘”
(2H5 309 CHp=Ch 21684 00@H, [my €H=CAZHT 397 B4, br dyJds, lactam ring
- 151 , 11 ' d % -
cr—x?@.@osﬁ.@gl?%lf, ﬁ’lzgact%iﬁgl?ﬂ%@?), 1 854174 Qﬁg?@, ﬁc&ﬁ’pﬁ% ’.’13 1.68

_ 7 ,
1.6%,%13 cyhey Zél-{ ,@),5I.%&;52J(2ﬁ%2yng @}gﬁ@%&@&.ﬁ (2H, br m,
lact8m28n@ CED xQRH5, (M25Qv2MNCDR1LP874.99061.3HCO)! MB34.0i (@B=L, 132.8
(CHLD), 52.1 (NHCHCO), 42.1, 31.6, 28.9, 27.9, 25.3, 24.0, 22.1, 21.5 (CH,); m/z (M*

C,5H,oN,0, requires 236.15248) 236.15208.

Example 4: (S)-3-(trans-4’-pentylcyclohexane-1-carbonyl)amino-caprolactam:

(:5,5)-3-amino-caprolactam hydro-pyrrolidine-5-carboxylate 2 (7 mmol) and Na,CO, (21
mmol) in water (25 ml) were added to a solution of trans-4-pentylcyclohexane-1-
carbonyl chloride (6 mmol) in dichloromethane (25 ml) at ambient temperature and the
reaction was stirred for 12 hours. The organic layer was then separated and the aqueous
phase was extracted with additional dichloromethane (2 x 25 ml). The combined organic
layers were dried over Na,CO; and reduced in vacuo. The residue was purified by
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+ (CH2)2CHCO, 1.88-1.72 (6H, m ring CH + chain CH2 x
4), 1.45-1.28 (4H, br m ring CH + chain C 2 x2 +

w@b@on1ds CH2) 3), 1.27-1.07 (9H, br m ring CHET/GCB2ad08/003133
CH2 x8) and 0.90-0.79 (5H m chain CH + CH3); dc (125
MHz, CDC 3) 176.0, 175.3 (CO, .8 (NHCHCO), 45.4

REWILIONEERCONE EVC AR XA
°Csalnd 14 =01,( CHE),) +622; (i cOlSHRENATE), 1600y 1656 @UD, 24BBENH); 5,
4 I :
(SENIHE PRI ESFBIE ks, CHNIN, €.87:6.70 (18, Bty G 84 (1L
ddfiapfrldla aék arm, NID), S%Mﬁ&ftapiﬁﬂﬁﬁﬂ}amos-l.Q? (3H, br m, ring CH x2
a3 L |
* (HOPOHRON 2188 R, SRR ety Cor % ATDAR BRI, br m, ring
CHsg |°13%1P<§$an<2 rrathal GEKENOy 23 neX AL trambong CEE filcbpindeH, *8)
and @tgmﬂpto(sx{,ixﬂ, didliaﬁlf@HI @mﬁ;aﬁge(l{zgMH}:)cggg?gr?@.?,gﬁﬁgu$CO), 51.8
re a 1.0 S | .
RN A 4l DGR B e L R S pa2 e 38dusl . 296,
29.Hha8E, vitis9,e 261506 (GHLN and di4.0 of@d,);dingh| @IOCBINMNG, ( &quires

conmbi ned organic |ayers were dried over
sofagBsginarie

reduced in vacuo. The residue was purified
by recrystallisation fromEt OAc / hexane to give the

Expmpledn (DeB(diprentyiih2.2ihigyclorontaned-cachorjyd) apuing-capra@pm:
(S, Zﬁa@mé)ﬁ%éggﬁhﬁ%éﬁ%éﬁ&ihglgrcail{a)&;}jatel?Zgj.ffs Q%Q}éﬂ&léf&lmgcq
(166%\I %c&) 85 @%’(%IWG:@ gq :to g_sghm’()n ﬁﬁ’tr%%-]:)pnj_}j}c’:y}_(%of@g(ane—l—
carlhdiyiHrhlogida (4.3.nidol) 2Hdichlor&Ghiethide (2310 al aBBiehRidmpdfanife and the
rea%tgﬁgwégr_lst%i@d‘] fo% 'lgjﬁoi:lﬁs;i%%gz 28E§H qﬁxbar Eg}:&\;v[%%] ﬁl@%@gﬁﬁ%&tid ébc? B‘gﬂ:,_'f’)queous
phase W exiragjedCith 2dditiohali HOBEERHRGe X2 )25 m1)2Fhé 2binbined organic
J 1,19~ - :
o $8pbesd OSB3 4G G i
fecla/étafliﬁﬂtsowﬁ?m Eﬁg%j hexepeo givepthe lpetay (864 g, GNHOHDQ)., 195-196
°C;421:0(c #41, (ZH(CG;)G)ZSJSQMQ;]@G 3G04¢ 3254(3&}17), 1871, 68263(2?%6), (158) (NH);
30, 4 .(C , , , .
o, R W 2%, Rl bt Foirow, 4.
(1H334, 76203)5, I4NBR3527-3B5a@H, en,GCf[QﬁSBI), 3.40-1.88 (2H, br m, ring CH
. o _

2 MR RIBD AR T8 i copgpc iy 1
1.3 reringroH) 3 h chiain &ICH 8161y 6d i @Hideekts.b7,68CH,CH;), 1.19-
1.0% @M im0 7Rt FACAgaInNt 3608 (B, cehbay kflfo.82 B!, idk,): 5,
(125 MHz, CDCL,) 1774, 176.1 (CO), 51.9 (NHCHCO), 42.0, 41.2 (CH,), 39.0 (C quat),
32.7, 31.6, 30.6 (x3) (CH,), 304 (C quat), 28.9, 28.8 (x3), 27.9, 23.3, 22.6 (CH,) and
14.0 (CH,); m/z (M" CyH,,N,0, requires 334.26203) 334.26352.

Example 6: (S)-3-(1’-Adamantanecarbonyl)amino-caprolactam:

(S)-3-amino-caprolactam hydrochloride 2 (1 mmol) and Na,CO, (3 mmol) in water (15
ml) were added to a solution of 1-adamantanecarbonyl chloride (I mmol) in
dichloromethane (15 ml) at ambient temperature and the reaction was stirred for 2 hours.
The organic layer was then separated and the aqueous phase was extracted with additional
dichloromethane (2 % 25 ml). The combined organic layers were dried over Na,CO, and
reduced in vacuo. The residue was recrystallised from CH,Cl, / hexanes to give (S)-3-(1’-
adamantanecarbonyl)amino-caprolactam (171 mg, 59%); m.p. 256-258 °C; [« T* (¢ = 1,
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di chl oronet hane (15 nml) at anbient tenperature and the

reaction was stirred for 2 hours. The organic |ayer
wor®eihan2 separ at ed and t he aqueous phase was BXI/GBE106M03133

with additional dichloromethane (2 x 25 m). The

conmbi ned organic |layers were dr d over Na2CO3 and

C}@édczgds,' D VacH %49?335{92‘&%}% f6 3&5 0L8s 305 RES, 51 B0 M,
CDEHYTE0R amﬁmvbcﬂgy}}mﬁj 6670 bt QQMH)ZLZIW@H BQOY11, 5.5, 1.5,

CHR, S 87 (o v RN DG U 8 & T EHg' 3) * adamantane

CH)2H96-1.75 (8Fmm, B4 Ting GH593 <Nidpmanae CHLEA67X GO, br 150534.5, 3 x
da&ﬁﬂf%ane@hﬁgqosé\@ﬁ &gl }14 3 53 aélhhrggnde éﬁzﬁ') And g‘ig'q) » @H, m, 2

< Y 5 G253 m—f 9 (@O GHHCBIER) 43 25(CHN),
40.51 (MCCAYH39. 03(3x>< 6 5l 399 @{7&1&&%@3@) 231X7 28.9, 28.0

SRR O TN

29k tiHant ane CHH) and 1. 47 1.32 (2H, m 2 x ring CH); dc
(125 MHz5 CDCl 3) 177.2, 175.9 (CO, 51.9 (NHCHCO),

Exﬁglpge’f C@N) cﬁz%‘é;’“s% e’%ﬁ%xgec%?’b%@é%ugg %ngk}@gﬁm

(ﬁr%w@mcapgéaqwélysér@hioaléa&dﬁtram@ 1) andNa,C (1 Txmaly ipwater (50
mly Q@Y a@ﬁedZ@la%QﬁﬁbonZ&h%@a&ﬂamMaﬁeZarb&@l -dBtdrdde (4 mmol) in
d1ch]§¢da nt a@l)gp t ha car %gﬁ{%qx Q%h %a‘;:]gsg%%re% ) -2 hours.
Thd\a2aiis 1(152]62 Wamhe)n sepam&ti and (}E:(hqﬂbdus\mﬁ& weedratied avith additional
dlcﬁﬁlrﬁétﬁ&e {20%|5§§§mggo%?é€@ ﬁf %ﬁfcqg\g%% W%E%: &)rwdd oveg %IaQSO and
redpeqfyeracue. eTmsndheWaemys@ﬁihwds&@n iBtPéd /frexar tocives(S)-3-(1'-
adaﬂﬁt&&ﬁﬁ&h&ne{cﬁ%%ﬁyl‘}‘ﬁﬁm&@gﬁ %it.%ﬁ{ ﬁgﬁ% eghﬁoﬁlq lﬁ@ﬂ% ( Ip give
BRSNS e s S T M Sp R hpe e
3409@255340@13)1 1r68dunﬁd (Oﬂ))VBSBlQC(NH'ﬁh8 (SE)QIMHQ ;%‘; 6.82 (1H, d, J5.5,

g TS ST, FARIE b onPLE S AREh, 3253 14

H, eny YELAH)L s’Zem’r {HONbEOACI A D Gidv EDWhiN7el .86 (S ahs (B8H + 3 x

ada@%gﬁa%@ﬁ%f?ﬁ CShe! fﬁ%g%%%h T by e b a7 12

adagantane G VHEL), G- B4 €88 9 Kademargars @Hz)@mmmw B2772H, m, C4
H HC-omy .5 52551\4@'2@%)4174589 ((ddtan A80), 1}70'1 %mﬁldelc@) 52.0

CH2NH) 5 2. 04 (1 br
FEHED) %ﬁ &{%@73?568@ t SRS Ehh. 24230 NCHY, 557 (3 x CH,
adamantane), 32.7 (Cquat adamantane), 31.7 (C-4), 28.8 (C-6), 28.6 (3 x CH adamantane),
28.5 (C-5); m/z (M" C,3H,3N,O, requires 304.2151) 304.21430.

Example 8: (S)-3-(3’-chloro-1’-adamantanecarbonyl)amino-caprolactam:

(:S)-3-amino-caprolactam hydrochloride 2 (3 mmol) and Na,CO, (9 mmol) in water (15
ml) were added to a solution of 3-chloro-1-adamantanecarbonyl chloride (3 mmol) in
dichloromethane (15 ml) at ambient temperature and the reaction was stirred for 12 hours.
The organic layer was then separated and the aqueous phase was extracted with additional
dichloromethane (2 % 25 ml). The combined organic layers were dried over Na,CO, and
reduced in vacuo. The residue was recrystallised from EtOAc / Hexane to give (S)-3-(3’-
chloro-1’-adamantanecarbonyl)amino-caprolactam (621 mg, 64%); m.p. 204-206 °C; [a ]
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adamantane CH + CH2CO, 1.84-1.72 (2H m C5 H + C6

H, 1.63 (3H, br d, J 12, adamantane 3 x CH2),
wa2@6/0161524 (9H, m 9 x adanmant ane CH2) and 1. 4F€WGBZ005/003133

(2H5m G4 H+ CG6 H); dc (125 MHz5 CDO 3) 175.9

(lactam CO), 170.1 (am de COS5 .0 (NHCHCO), 51.4

42.0 (NCH2), 36.7
9% B roatier 3 YA Te 67 TA10 LRG). 1588 OVET); 5, (500
MHKE£-ApCLP8.08 ((18; 6).J 538CEIN), 6.65H. wemrﬁraﬂeo:m}iﬁ) %.43 (1H, dd, J
113&%@4\% 3%}%@ @i%gm(%ﬁﬁf“é' 3L 213 ) antane CH), 2.20 (2H,
br g.gylagiapizne €I)02.62-2.03dEhantedameatrboO)) 2024101~QEp | 2a¢ lactam
rink &), (05 f>7%gm jmlqhggﬁﬁquﬂﬁf? @id €21 681 8%oH, m, 2
ad%?f{ﬁ%l} b%ndsl BorlotId2H, aﬁéﬁfaﬁﬂ&ﬁé@a @ﬂrszHm GDiCébél@ﬁw 174.9
(conmnN4 (@culj shd §:mm{¢@p lag(el a6l (23 At eMamantane), 44.5 (CCO),

2GRN S TRl Sl St bl LS I ckiubgid @  on

adphadanc)yadl.8x 274c t(€H, ihtthmyddi/z i(viE] QR INO,0rethanre 125.1683)
323(1 m ). The conbined organic | ayers were dried over

and reduced in vacuo. The residue was
Erecrystalllsed fromEtQAc / Hexane to give (5)-3-(3' -

r(ShdadeAt-Rirmednyhd rpdymantageeaponybamam-¢a-olactpm: (S)-
3-dif0-capfoRctadD &Q@hl@x@ie E 1 ind§ah8 Na,Co, (3 mmol) in water (15 ml)

e Cﬁé\%\s%ﬁ“ﬂw?ﬁ it uesl SRt el ity smon i
dichl@@néthi)e (16 i) 208mbikkt teﬁ@@aﬁx}e Zn@fhe(rbzldtloﬂ whs Stifred for 12 hours.
Th%?%c&gye%tﬁéb&h%a‘?%r H}}?’_?quﬁ? s@h&ﬁﬂ?&s éxt%l?te(ig%'th ﬂdltlonal
dicklorerrethane @ne 261pD). Phe conilviped brgasic laypkassereadeedber Na,CO, and
redcdd2 17 - BBud. Hhe rr'lesﬁﬁa%gtl‘@é}gst?&ed %‘I(Q:% Hex3re (tggﬁ"én(ﬁ)% (3’,5°-

ctamring CH) 85-1 xr|
dlf%ﬁféﬁﬂntaéﬁ@a@&mq bogl)amizg-qaprqlagiym 1290 s m@pcw 158 °C;
[ Br(d =10.85CHCR) +0 @8 vy /o 322‘57 0%1&@-1)6,4)7@30(),112518'\(&%{) 84 (500 MHz,
4
oAb 05 € 0B S R, S8 N g1
5.5¢ 2 NEINBY, 3R0-376 32H 3, &, BEY, THR- Zalii‘aﬁ&htrﬁ,l’mi)imaﬁfhné CH), 2.04-
R e mmf#n#g@ﬁiﬁ‘@@%ﬁﬁ%ﬁ@%a&ﬁ%@ gB gy brs
Apilel.96 (Y0H, br m, 8 x adamantane CH + 2 x lactam ring CH)
1. 1)7 1209 (32H5m BidRiditle €I ?%?‘;'“E?‘Qm hC%:zggWﬂ%) QstCﬁH{ZO'CDGS)
GG PR Dl ERISHERE S0ACI AR 8L NeR) (O, Zanabtane, 424
(CCO), 42.1 (CH,N), 37.7 (CH, adamantane), 31.6 (CH, lactam), 31.0 (2 x CCH,), 30.4,
29.3 (CH,), 28.9 and 27.9 (CH, lactam); m/z (MH" C,H,N,0, requires 319.2386)
319.2372.

Example 10: (8)-3-(3°,5°,7°-Trimethyl-1’-adamantanecarbonyl)amino-caprolactam:
_ (8)-3-amino-caprolactam hydrochloride 2 (1 mmol) and Na,CO, (3 mmol) in water (15
ml) were added to a solution of 3,5,7-trimethyl-1-adamantanecarbonyl chloride (1 mmol)
in dichloromethane (15 ml) at ambient temperature and the reaction was stirred for 12
hours. The organic layer was then separated and the aqueous phase was extracted with
additional dichloromethane (2 x 25 ml). The combined organic layers were dried over
Na,CO, and reduced in vacuo. The residue was recrystallised from EtOAc / hexane to
F:\Client Docs\SCRAS\A7746\SPECS\47746.WO01.Spec.doc



were added to a solution of

3, 5-di net hyl - | - adamant anecar bonyl chloride (1 nmol) in
waoelc@hloorienet hane (15 m ) at anbi ent tenperat urBCEOB2606603133

reaction was stirred for 12 hours. The organic |ayer

was then separated and the aqu us phase was extracted

t I I t han x.25 m)
e P O 0O e 2 ) g me. 5690
m.p.dditdga °Cn[oaa§¢<ue 0. Clgst e waknr @377 s3z0 (NEBJ 1671623

(CORA3IF oty B, Y S0 WU LTI 06 (1B 81185 0a STV, 6 40: G bH G . br m,

CHaﬂH),e%% (1Hnddd, A67,-5154 .5 CHNE), 332=3.07 RH.GHOCA)NHEE. 63-1.92

(R Y € Tacﬁ%lgﬁ %@ﬁ)al %@41774((‘§Q)CH Né%ﬁg% gg) 5151%& %%'@H m, 2
X Tig (‘éﬁzrm; adamamw(e filiio 9@@3 JbrldL 18, B aglaxsant@m@gfﬂ , 1.04 (3H,
br &..8Q; 3 X lafdbkan8\CHBERNDO. 832(9i=12s23 QT )H, é’f 96176 8,

1768le0k 1 QERER, S0 s Bt 53Ty P L it kit i)

43 AdEEENS 400k (CH)N), 21813 ¥ QBH()1TH] (GH, hictah))3@OGMRITCHRNES.9, 27.9

© acta&&wzgﬁlih?”g s, eq@gé;ﬁ% dz%%%g%} 2. adcggag; ane

176. 9 176 0 51 9 (h&K}{I» 50.6, 45.2 (x2),
Pharmgcodq thapiedues : ention) , 42.1 (CH2N),

37.7 (CH2 adarrantane) 31 6 (CH2 Iactan) 31.0 (2 x
Inhi¥etibn of BITPA] ikfhcdd [cGkiddyie @fr&icand 27.9 (CH2 | actan);

n12 (I\/I—H C19H3 1IN2Q2 requires 319.2386) 319.2372.
y 10: (S) -3-(3" ,5 , 7' -Tr inmethyl-1 " -adanant
Ssa car'l%nyl)am no- capr ol act am (5) - 3-ani no- caprol actam

h drochloride 2 ( 1 nmol) and Na2CO3 (3 mmol) in water
Th@ @lqglc)al agihatyad decicangpaundodiithe owraft invention may be demonstrated

usisg §ny7 oftd BrHEJ gr 0 neﬁﬂl%ﬂ&ﬂﬂ ?s‘l@%%l@ﬁ%cg&%%ﬂt%ﬁ if vitro, including

ane

buttr&ﬁjé’évfétl it 80&4@ thmbpeapdirrigtedirswell prgatipnpssays, Hodargigarose

migiaBorPigaRi aad ldaer vivasisitharhapak 8t@thsahs DuUbE CRaH8eYSs
phase was extracted with additional dichloronmethane (2

ol P R Tt
chenmkinges t(laltinios etdhef clomdatt@amnts) ﬁ@%ﬂ\eelﬂ forfrat fliére mianswell assay
sys%ﬁéﬁ%@ﬁ%@é @Séﬁ%egt%#%7m R h RfEn 404014 inciple, this

-r-"ada anecar bonyl
assgy, pIs (ngWV() gm s sg@;@te by ) pomuympyrgurg@ Theye @moaitractant is
plaBedbin thdtokid} cd‘rﬁ alﬁneﬁﬂ aBIRTEs ard92tel Milhe uh

After @cu@ﬁ%%#or %P d6at %%5(? %p"gle_lgsrmme tow)ar(zs tge cfemoattractant and the

number of cells in the lower compartment is proportional to the chemoattractant activity

(relative to a series of controls).

This assay can be used with a range of different leukocyte populations. For example,
freshly prepared human peripheral blood leukocytes may used. Alternatively, leukocyte
subsets may be prepared, including polymorphonuclear cells or lymphocytes or
monocytes using methods well known to those skilled in the art such as density gradient
cenfrifugation or magnetic bead separations. Alternatively, immortal cell lines which
have been extensively validated as models of human peripheral blood leukocytes may be
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CH2NH), 4.46 (IH, ddd, J 1 I 5 5.5, 1.5, CHNH),
3.32-3.17 (2H, m CH2NH), 2.03-1.92 (2H, m 2 x lactam
WO 2ovg/oGHy2 1.86-1.74 (2H, m 2 x |actamring QQT/GB2005/003133
Al-1. 32 (84 m 2 x ring CH + 6 x adamantane CH) 1.06
(3H, br d, J 12, 3 x adamantane CHH), 1.04 (3H, br d,
J 12, 3 x. adamantane CHH) and 0283 (9H, s, 3 x CH3);
usefle inclusing, Pt natboyited to i"é{%,l calisgas@ eyl of gongeytai-emHept cells as
maddel &F iaB/eXT €31k, adamant ane), 44.6 (3 x CH2 adamant ane),
43.4 (CCO, 42.1 (CH2N), 31.8 (3 x CCH3), 31.7 (CH2

A0 0 PP 8542l ST bR A dTbition
of eiemrakinsoindygeedd bulsicytdymigtationea greoificctxempte is herebypeovidedn

Inhibition of MCP-1 induced | eukocyte mgration
Mbssayprinciple The biol ogical activity of the

compounds of the current invention nmay be denonstrated

usi n .of a broad range of functiqnal assays .of
Th JiaRoesi 51reg o oy St ok Pagtac by Vereebn desitersburg, MD,
USA.m ted to Boyden chanber and rel ated transwel |

m grati on assays, under-agarose mgration assays and

[ Lsuali ' C a n
Th?:t%%%ger%eio%eeég%p?& @%ﬁgmﬁé#) (rfaeeﬁ%'g?iar?ﬁi gpt"fdor‘fle(ﬁ plates
(Newsopeoby ME@3®.gr ati on in response to chenokines (but not

ot her chenpattractants) the 96-well format mcro

Ge%@?b‘}éﬁ@ledl sae SBMtidH 34 @idfbﬁarsearﬁ%migﬁwb@da@dﬁ@i sbur g,

USA) has been used. In princrple, this assay

onsists_of, two cha rs separated b por ous

¥a %‘ﬁzfﬁSB%ﬁ@ p@ﬁéﬁ‘?ﬁ%fﬁ?’ﬁcs?@ﬁ? (ggﬁlﬁyﬁ\gé%@@i n the | ower
conpartment and the cells are placed in the upper

MERQ npa3{helimethftthiazolsyb Y 3-diphbmyltefrapdivimobroatid § 7Crkleased

: t t he chenpattractant, and the nunber
ﬁofgjfeélg@]a Rg@ha 19[\-/‘%5?32

the wer conpartnent is proportional to
t he chenpattractant activity (relative to a series of
RPMEInkA8vgthoutrphenobredHy putehassd fioswdioma (Figme Rryd Shf
di fferent |eukocyte popul ations. For exanple, freshly

The merar eell e HRuRPehp Rl aultile00sl1dcabkOaeasedRY thsRbkocyte cell
ernatively, |eukocyte subsets may be prepared,

Al t
PorYl%i ng pol yror phonucl ear cells or | ynphocytes or
nmonocyt es usi ng nethods well known to those skilled in
Testpeoteea! such as density gradient

The following procedure is used for testing the invention compounds for MCP-1 induced
leukocyte migration:

First, the cell suspension to be placed in the upper compartment is prepared. The THP-1
cells are pelleted by centrifugation (770 x g; 4 mins) and washed with Geys Balanced Salt
Solution with Img/ml BSA (GBSS + BSA). This wash is then repeated, and the cells
repelleted before being resuspended in a small volume of GBSS + BSA for counting, for
example using a standard haemocytometer.

The volume of GBSS + BSA is then adjusted depending on the number of cells present so
that the cells are at final density of 4.45 x 10° cells per ml of GBSS + BSA. This ensures
that there are 100,000 THP-1 cells in each 25ul of the solution that will be placed in the

upper chamber of the plate.
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centrifugation or magnetic bead separations.

Alternatively, imortal cell |ines which have been
wezdioensilsel y val i dated as nodel s of human per i pOEGEBR005/003133

bl ood | eukocytes may be F:\d i ent

Docs\ SCRAS\ 47746\ SPECS\ 47746. % Spec. docused,

i?e udi.n but not |mt -1 cells asarmdel

ShBntes e ompound ’étltsc%ﬂf“é’ Té’smll?‘ﬂﬁtell\/[%? -Ininglaced gdgragon, it is
ne@éshdml.tgi‘praperrart@e ts epreild IThessuk nsidﬁeoﬁml ¥eBs at 4.45 x 10°
ceﬁ%ﬁl? 9{( Idﬁjégefc#] }%P@%}f& (stot Qerﬂoé | bl tf)l?(g grﬁjéa&t?qt ds added at an
apprepripledina Ohm@byttlm,aw aedpprivatae |vahm1ether tekamplwedtl 1uM in not

1o e t 0
0D KO 8 IS G YSBS pe eic
as APRIPRIALE fEelirioh Foiethen 1 %8P i3eddad telactkas gptoatrel
( Neur opr obe MP30). Ceys' Bal anced Salt Solution is
qut;rthh aﬁﬁdozftfr@cmnﬁl @MloﬁlsﬂogiﬁiplﬁcéWﬂlgﬁhe 15%15 Yo ﬁmfaﬁtqg prepared.

BRGNS SIS0 3 Bl corenyrien phespetmh This i
di\bd@hmﬂ)etwq sotpuasdhathe dell lsuﬂlmeﬁing_ImT() Bhe gfat ebiesipompound is added
to BP Nt fﬁlﬁg%ﬁfg ﬁ?#_{gn%?ﬁ%g ladﬁ&ftl 'tﬁl e BY{ ag’r?sgo(g%rﬁv%@g% B ther pot
an&sul%méu@@mf BEDr) By plugy s@bucbsas mromm@ ¢ygenatetibre than 1%

DMSOYisaddden. Testprotocol The foll owing procedure is
used for testing the invention conpounds for MCP- |

ukoc 0 Firs t he .
NGSETE 08 Uil Bl nei b s € Gresrtbraridiips of the toxt
coppepul Efd:ds T(h be'lfh-]EénI intoe hdcoumty Wh]@ﬁlelsﬁabﬁﬂmby thde final concentration of
el Wt
MG b he A Gt 10 ot AR B e S cots i
therypper ¢paeperingent-hen repeated, and the cells repelleted
bef ore bei ng resuspended in a snmall volune of GBSS +

OndSAhd @Een@dhﬁ?ddtaﬁﬁasofﬁbn@f@fnﬂ% Qow& HB11& afd 3BAA6Htios for the upper
chamabers ﬁXveobeen prepared, the migration chamber should be assembled. Place 29 pl
of the appropriate chemoattractant solution into the lower well of the chamber. Assays
should be performed with at least triplicate determinations of each condition. Once all
the lower chambers have been filled, apply the prous membrane to the chamber in
accordance with the manufacturér’s instructions. Finally, apply 25 pl of the appropriate
cell solution to each upper chamber. A plastic lid is placed over the entire apparatus to
prevent evaporation.

The assembled chamber is incubated at 37 °C, 5% CO,, for 2 hours. A suspension of
cells in GBSS + BSA is also incubated under identical conditions in a tube: these cells
will be used to construct a standard curve for determining the number of cells that have
migrated to the lower chamber under each condition.

At the end of the incubation, the liquid cell suspension is gently removed from the upper
chamber, and 20pl of ice-cold 20mM EDTA in PBS is added to the upper chamber, and
the apparatus is incubated at 4°C for 15 mins. This procedure causes any cells adhering
to the underside of the membrane to fall into the lower chamber.
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The vol unme of GBSS + BSA is then adjusted depending on
the nunber of cells present so that the cells are at

wo pevalorgdensity of 4.45 x 106 cells per m of GBSBGB2005/003133
BSA. This ensures that there are 100,000 THP-1 cells
in each 25m of the sol ution t%\t will be placed in

t he upper chanmber of th
AR Bersion 1ha GSPECSRATIY M“S&@Bé&*rc?%é‘f wgsh off the

EDPANSHEHER RAURY if Rmoved ability to inhibit MCP-I
induced mgration, it is necessary to prepare two lots

Theclfélitrﬁ‘gee;rl que Q gqn%y nf’ n&lg Of erTclz_IllP Ibe? %Jiegne%gh% (?H?)én &thhen be
detérntinddi tiyoa nuaber oftrasthodss 1nahxd1mg d;teca poupipeolabeliing wifhiorescent

or r%?i%%&ﬂ} rl%'éfk%& of fﬂr(ﬁ&thﬁgeﬁ {1%8051* D%g%alvﬁﬁé ﬁpel&gec B vRX@iTRkehe vital

dyeaM1dg u’aul of)|stm§ M Tardsgion gg,@dgp do\gagh oyedl tlcnlen (t)he plate is
1ncﬁaﬁga?éc§§cr 3a ﬁi@; gér?glg ‘hogd cth{fﬁfgewhlﬁﬁ rnni%ama)gdmeaafi@meg @vithin the
ctant sol.ut
cellg pcqperers| heetplviie (M 1| Blnah %ﬁ%@m@ﬁﬁt% OP‘E‘&' dt can be
qualfERed spestrephdtb@etricalycBSS + BSA to give a f| naI
concentration of 25 ng/m . This is divided into two

for
in AT e HARHTE s RREES Setrl i et BEcliRSided to
eachappeatichethben(11RH00Rd gnirgdoren Bn2-foldispralidslutines i GRSS + BSA,
thepc,%'ﬂrs ga?er %gél%i to‘éQl AYE quZSCa?S%tﬂﬁ By 1;‘_‘6}9 MFTVsﬁiUkCicgtatﬁgl added. The
{ e, than i s adde

stamqfﬂr@:c‘#rwapl%@ lwbah’»é a&ﬂgﬁ}dﬁdgﬂnwaﬁ‘ Dwg@%?s to be added

to make the addition of the text conpound needs to be
At tiakedqd onthis Aeobativh, thetlgmid &t alodfiih mgo‘tduieﬁrémrthb lower chambers,

C oncentr
R R e
bntﬂh}e Mm)@uf DMS@amtadéad to @@elOWhTeC]@ﬂﬂi%bﬁljét) tSPhl@tlﬁﬁtthe blue dye, and
abs% a[ﬁt:% 9€$9§ s def gnﬁr% hasife!d 56-@BM pad teaB@l. UrHeQbséiBhnce of each

been
pr epar ed, t he m ﬁr atfj ce[ﬂs i each

WeHhaﬁrb@\f 1r§mgllatﬁdbf@ the §@ﬁé@réo°urw toc st the, pumper

lovRERBEAL € chenpattractant solution into the | ower
wel | of the chanber. Assays should be perfornmed with

ThenEBa privhelid, GO o AT AL0E BherfAiR Nl Bumber of
cellshidapreadsednbefiowereompativenicinantisr where a0 M ERahwies \ﬂﬂ‘i/f}ﬁl from the

avég]agei ﬁﬁ’ﬂg%g)‘r‘ftggl?sﬁglatsreh&l%ﬂ HRCb R SomparRRddt YwheAPRIOP- 2 Sralbresent at
25ng/ml.

\

The impact of the test substance is calculated by comparing the MCP- 1-induced
migration which occurred in the presence or absence of various concentrations of the test
substance. Typically, the inhibition of migration is expressed as a percentage of the total
MCP-1 induced migration which was blocked by the presence of the compound. For
most compounds, a dose-response graph is constructed by determining the inhibition of
MCP-1 induced migration which occurs at a range of different compound concentrations
(typically ranging from 1nM to 1uM or higher in the case of poorly active compounds).
The inhibitory activity of each compound is then expressed as the concentration of
compound required to reduce the MCP-1-induced migration by 50% (the EDsy,
concentration).
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cell solution to each upper chanber. A plastic lid is

pl aced over the entire apparatus to prevent
wer@pot@ast on. The assenbl ed chanber is i ncubatrdl/aB2®%/003133

0C, 5% CO2, for 2 hours. A suspension of cells in GBSS

+ BSA is al so i ncubat ed under iggntical conditions in
R ube: these cells wll be used”to construct a

%¥&ndard curve for deternining the nunber of cells

that have migrated to the | ower chanber under each
TI’@&HH}PPP%%. ofgamples d g 8 ond fL A avere tagtsdtand were showini tquiade an ED;,
of d@Y pMspislsasiaithis tést gent |y renoved from the upper

chanber, and 20m of ice-cold 20rM EDTA in PBS is
Emddestldcavighe upper chanber, and the apparatus is

i ncubated at 4C for 15 mns. This procedure causes any

[ .to th [ th nb t

TS} SR criicsia O E e oo Rtk it he aminocsprolactam serie
caDbe sYIBIBRAB 47 A46inSREGHetheT he bitlbgical Specitg SoAfdiemnattiisslectivity.

i ncubation the filter is carefully flushed with GBSS +
THBSsd RsPARE A D Akl SEMC. ;

ﬁ%(ﬁ?@% et ar vty PRApha sk it BhMCR fpcuced

THEL spid migrstien cambndetermined wingthe tenswelbmigfetier assmed by

a nunber of nethods, including direct counting,

Fol teelplicadioni df ihd doa@ioR8ELs the pregéiﬁii@@@lﬁFﬂ 8s Eiﬁf-ﬁﬁlt’aﬁxlnﬁ)e[tory
| Ca we utl Se

the use of a vital dy T I

ot Ao tSpitss o 1655 thEpuil Sipnaoriicnpf e Gmgpwnd, Taher than

theadgestictroixéue hf theltvp eamdionteenor the ppleaRg-cnsntlongabat ed at
37 0OC for 1-2 hours during which tinme dehydrogenase
enzymes within the cells convert the soluble MIT to an
i nsol ubl e bl ue formazan product that can be quantified
spectrophotonetrically. In parallel, an 8-point
standard curve is set up. Starting with the nunber of
cell s added to each upper chanber (100, 000) and goi ng
down in 2-fold serial dilutions in GBSS + BSA, the
cells are added to a plate in 25 M, wth 3 m of MT
stock sol ution added. The standard curve plate is
i ncubated along side the mgration plate. At the end
of this incubation, the liquid is carefully renoved
fromthe | ower chanbers, taking care not to disturb
the precipitated fornmazan product. After allowing to
air dry briefly, 20m of DMSO is added to each | ower
chanber to solubilise the blue dye, and
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absorbance at 595nmis determ ned using a 96-well
pl ate reader. The absorbance of each well is then
w0 ndoeopaabat ed to the standard curve to esti mat BCT/B82005/003133
nunber of cells in each | ower chanber. The MCP-I
stinmulated mgration is determned by subtracting the
aver age nunber of cells that r dched t he | ower
conpartment in wells where no MCP-1 was added fromthe
Claiwsr age nunber of cells that reached the |ower
conpartment where MCP-1 was present at 25ng/m . The
1. Usepafta edmphigdt eb gesuiisfoamedn (B @ahplaahatutigally acceptable salt
cOo ring the MCP=l -j.n . arat | [ .
el R by b gieRRHERE LAY G0 Wl oBEANY Border.
of the test substance. Typicatiy, the inhibition of
mgration is expressed adia p@rcentage of the total
MCP-1 induced migrati oW ‘ bl ocked by the
presence of the conpound. conmpounds, a
dose-response graph i s cong d by determ ning the
i nhibition of MCP-1 induced grati on which occurs at
a range of different conpound concentrations
(typically ranging fromInMto | nMor higher in the
case of poorly active conpo&st). The inhibitory
activity of each conpound is then expressed as the
wheencentrati on of conpound required to reduce the
MCP- 1-i nduced migration by 50% (the ED50

}(%gggggéégﬁ&ﬁg%hgggé 'i$22746.WC01 . Spec. docResul ts The

conmpounds of exanples 1 to 8 and 10 were tested and
Y wereysheliyl s prdveyleatioEmsounf(sucboasnm efamentyl, jadampgtgnemethyl,

bi%@%%%ﬁg???féfgéﬁl &elobtphYerbig);(S) - and (R) - enantioners

t "menber s of the am nocaprol actarn
series can pe synt esiseg to determ ne whet her the
orwiaoq.‘/&gqa@%ﬂny RGO #'eHant i osel ectivity. The
dose-response curves for each of the conpounds as
cadtn R bist dfidepeddeMDP- deldcredu deeh Tigrdgenebt am glkslt, i bedoadlayl, alkoxy,
deteriin [ . ' [
alBUOEL AIRGRE LTS JRAEIATRIR A ot 5 2 (o AR (H0Esample
of 5rie &t ¢agborastomat oL § id [Zgncnﬁ)pgrapoms, of 9 to 20 carbon atoms, of 10 to 18

carbon atoms, of 12 to 18 carbon atoms, of 13 to 18 carbon atoms, of 14 to 18 carbon

atoms, of 13 to 17 carbon atoms);

or each R is independently selected from fluoro, chloro, bromo, iodo, hydroxy, oxyalkyl,

amino, aminoalkyl or aminodialkyl radical; and

n is any integer from 1 to m, where m is the maximum number of substitutions

permissible on the cyclo-group Y; or

alternatively R! is selected from a peptido radical having from 1 to 4 peptidic moieties
linked together by peptide bonds.

2. Use of a compound of formula (I’) or a pharmaceutically acceptable salt thereof, for

the preparation of a medicament intended to treat an inflammatory disorder:
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agents in vivo it is preferable to use the pure
(S)-enantionmer of the conpound, rather than the
WO awefnasin xture of the two enantioners or theP@UG82005/003133
(R -enantionmer. F:\Cient
Docs\ SCRAS\ 47746\ SPECS\ 47746. WOQ1 . Spec. docd ai ns 1.
Use of a conpound of general fq la (I) or a
pharmaceutically acceptabye saft thereof, for the
preparation of a medicanej infended to treat an
i nfl ammat ory di sorder: X imp s -COY-(R 1) or
S2-Y-(R1),,; Y is a cycloa kyl pol ycyl oal kyl group
(such as an adamantyl, ada thyl, bicycl ooctyl,
cycl ohexyl, cycl opropyl group); @r is a cycloal kenyl
or pol ycycl oal kenyl group; each Rl is independently
sel ected from hydrogen or a 2Iky|, hal oal kyl , al koxy,
hal oal koxy, al kenyl, al kynyl* or al kyl am no radi cal of
l1to 20 carbon atons (for exanple of 5 to 20 carbon
wherean& hasthesams meaning $abose.ons, of 9 to 20 carbon
atons, of 10 to 18 carbon atons, of 12 to 18 carbon

3. At pl‘rz&magfutgo%l :c@mf%sﬁaﬁ b@ﬁh}ﬁisﬁ’{?, aSOfa,ct% Ex%récﬁerﬁarabg&npound of

at ons or _each 'S

f"mﬂl p@%d@ﬁt F‘yP @ ﬁ}’oﬁ??qp Sﬂ@hltb?rsof b?%%at least one
phmnﬁmmnhyﬂyamypwbkyﬁkkmﬁﬁammbnaumaﬂ1noalkyI or

am nodi al kyl radical; and n is any integer from1l to

m where mis the maxi nunynunmiger of substitutions

perm ssible on the cycl o-groug| Y; or alternatively Rl

is selected froma pepﬂ(do QM having from1l to 4

peptidic noieties |inked t by peptide bonds. 2.

Use of a conpound of fornul or a

pharmaceutically acceptable thereof, for the

preparation of a nmedicanent intended to treat an

i nflammat ory di sorder: F: \Cghgnt

Docs\SCRAS\47746\SPECS\4774 W01 . Spec. doc(F) wherein
has the sanme neani ng as above.

where
X is =CO-Y~(R"), or SO,-Y-(R}),;

Y is a cycloalkyl or polycyloalkyl group (such as an adamantyl, adamantanemethyl,
bicyclooctyl, cyclohexyl, cyclopropyl group);

or is a cycloalkenyl or polycycloalkenyl group;

each R' is independently selected from hydrogen or an alkyl, haloalkyl, alkoxy,
haloalkoxy, alkenyl, alkynyl or alkylamino radical of 1 to 20 carbon atoms (for example
of 5 to 20 carbon atoms, of 8 to 20 carbon atoms, of 9 to 20 carbon atomé, of 10 to 18
carbon atoms, of 12 to 18 carbon atoms, of 13 to 18 carbon atoms, of 14 to 18 carbon
atoms, of 13 to 17 carbon atoms);

or each R' is independently selected from fluoro, chloro, bromo, iodo, hydroxy, oxyalkyl,
amino, aminoalkyl or aminodialkyl radical; and
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3. A pharmaceutical conposition conprising, as active

i ngredient, a conpound of formula (1) or a
w@b@smoeasut i cal |y acceptable salt thereof, andPEr/GBe@si03133

one pharmaceutically acceptabl e exci pi ent and/ or

carrier: (1) wherein X is -COYé R1),, or

S2-Y-(RL), ., Y.is a cycloal kyl=%r polycyl oal kyl group
0 ¥sfdh 1’5;.@8%@8%#@}% P, WhRS fBniSafhe nBRRIuD ke o@% fylystitutions
pemyisdivleexythe cyeysppdpwk group); or is a cycl oal kenyl

or pol ycycl oal kenyl group; each Rl is independently

11 e .an_al k haloal kyl , . al kaxy, . .
UGBS o R BT BB B ey T Bepthy moicties
linked ¢gpgether ay insntida bemds((forr exexzpiplacpaptids radicgOoft Artbdnamino acid
resff@gp, of 8 to 20 carbon atoms, of 9 to 20 carbon

atons, of 10 to 18 carbon atons, of 12 to 18 carbon
4 g: ns, oft.la%to 18b§arbon atons, of (14 to 18 carbon

: lﬁwgn, AGsPtGaly 1 AGCapiabie, FHTBRO S T hedmpIsing atiyepagredient, a compound
of i fotieplndEntdry as phetheshticalyn dcceile M Ah&reod)r W at least one

' yal.kyl . am no, .am noal kyl or

phdffiBend MY SRR RO il
Docs\ SCRAS\ 47746\ SPECS\ 47746. 1. Spec. docn is any
integer from1l to m wherkd miB the maxi mum nunber of
substitutions pernissibbdipn tlpe cycl o-group Y; or
alternatively Rl is sefect & fromm@ peptido radica
having from1l to 4 peptidid noieties |inked together
by peptide bonds (for exa ptido radical of 1
to 4 am no acid residues). har maceuti cal |l y
accept abl e conposition conprising active ingredient, a
compound of formula (F) or apharnaceutically
acceptabl e salt thereof, and ‘at | east one

WhFhar ce ticalh% accept abl e exci pient and/or carrier:

1 G PARCALEINRES 3P neani ng as above.

5. A compound of general formula (I):

wherein
Xis —CO-Y-(R"), or SO,-Y-[RY),;

Y is a cycloalkyl or polycyloalkyl group (such as an adamantyl, adamantanemethyl,
bicyclooctyl, cyclohexyl, cyclopropyl group);

or is a cycloalkenyl or polycycloalkenyl group;

each R' is independently selected from hydrogen or an alkyl, haloalkyl, alkoxy,

haloalkoxy, alkenyl, alkynyl or alkylamino radical of 1 to 20 carbon atoms (for example
F:\Client Docs\SCRAS\A7746\SPECS\47746.WO01.Spec.doc



5. A compound of general formula (I): (1) wherein X is

-COY-(R) nor SX2-Y-(R1l),,; Y is a cycloal kyl or
w@ologoydieal kyl group (such as an adamantyl, PCT/GB2005/003133

adanant anenet hyl, bicyclooctyl, cyclohexyl,

cyclopropyl group)' or is a cycloalkenyl or

cycl oal kenyl u each R¥% s jnd ndent |y
ofg phIc &tPon gt Al efpe%rb%a@m@yp 9ﬁ%§§§ﬂ%vp at%lwfylo fo 18
carh@‘l a@h{spw;lz ab ke I’tyifboni(?e]lctKMEI,ydf 19; }:(ﬁlg(yd\lrgﬁﬂl ARG 4dltoafd carbon
0 a or exanple F: i ent
%Rééﬁg\g Zbaioé%éCS\ 47746. WO 1. Spec. docof 5 to 20

carbon atons, of 8 to 20 carbon atons, of 9 to 20
or egh Fdns adepradenty sedectesl i@ dhobp shiramsomoyfiod® hydrag, oxyalkyl,

R 'Sp ar@odial ¢appon atons, of 14 to 18
amcar%9 ﬁ(g , ofoﬁ%ra%igcachp on atorrB) or each Rl is

|ndependent y sel ected fromflu ro, chloro, bromp
n i3 o3y, IHGEEE JRgm g aanw SCY Y gnqn%g}upg}”n er of substitutions
perfiisitsieoaltheydycloagioaply;; ogand n is any integer from1l to

m where mis the nmaxinmm nurrber of substitutions

er,Im bI 3 e r_akter vel
altep at1ve ye e?& écpﬁofx k)g%t rrg 1ca1 ﬁxengt,'n I%r%ngl ?r 3 & D %/cohc inowtles
nlg@ﬁbg@th@bymeetld%bon Snked t oget her by peptide bonds. 6.

A conpound of general formula (F): (T) wherein X has
6. ARBDBIRI HERALADIASUR b@g 7. Conpounds, conpositions

and uses of the conpounds of general formula (I) or

(F), or their pharmaceuticallyyacceptable salts,

according to any precedi m wherein the ring or

rings of Y constrain tge | es at the

al pha-carbon to be essenti Hahedral (i.e. sp3

hybrid bonds). 8. A use acgording\to claim1 or a

phar maceuti cal conposition ng toclaim3, or a

@)

wherein X has the same meaning as above.

7. Compounds, compositions and uses of the compounds of general formula (I) or (I’), or
their pharmaceutically acceptable salts, according to any preceding claim, wherein the
ring or rings of Y constrain the bond angles at the alpha-carbon to be essentially
tetrahedral (i.e. sp3 hybrid bonds).

8. A use according to claim 1 or a pharmaceutical composition according to claim 3, or a
compound according to claim 5, wherein the compound is selected from the group
consisting of:

- (S)-3-(Cyclohexanecarbonyl)amino-caprolactam;
- (5)-3-(1’-methylcyclohexanecarbonyl)amino-caprolactam;
- (S)-3-(Cyclohex-1’-enecarbonyl)amino-caprolactam;

- (8)-3-(trans-4’-pentylcyclohexane-1-carbonyl)amino-caprolactam;

F:\Client Docs\SCRAS\47746\SPECS\47746.WO01.Spec.doc



compound according to claim5, wherein the conpound is
sel ected fromthe group consisting of: -
W@ 200681418/ cl ohexanecar bonyl ) am no- capr ol act any PET/GB2005/003133
S)S- (I ' -methyl cycl ohexanecar bonyl ) am no- capr ol act am
- (6)-3-(Cycl ohex-1 ' - enecar bonyt yam no- capr ol act any -

(.{3? tp%ﬂliy?[%iép}cgﬁlptc}/ctar%cll carl ())(r%f %mllr_lcg: ga{pk%o act la?nam no-cap
Docs\ SCRAS\ 47746\ SPECS\ 47746. WO01. Spec. doc-

- (<G Adamanpancarbdiy Rpdhdbigyelactanct ane- | - car bonyl ) ani n
o-caprolactam - (<S)-3-(l

-(S')-Bgf‘gﬂ%%ﬁﬁﬁﬁﬁhﬁ%&ﬁ%&’a@% ARl RACh & - (S) - 3-(r

mant anyl net hanecar bonyl ) am no- capr of act am -

3-
JOX %L%rf&fﬂr%eeé%@ﬁm?aﬁhowm&%@%@&mm (S-3-(3
, 5" -Dinethyl -
(S)-:acmmmemn bxadgmgmmﬂaaaxboaydbmiao{caﬂplactam;
(5)-3-(3",5,7 -Trinethyl -1
_ondd t_e}?jﬁﬁ%[ [e1e)Y ] | f onyl
(%ngpﬁg@ﬁgs er e}g? ; agﬁlg‘%ﬂ%g?cgn%?e :) iﬁ{éag{eﬁ %g%é%# abl e
salts thereof. 9. A use according to claim1l or
ang elfanyt enplogugs theswadosi ti on according to claim3, or a
conpound according to claim5 wherein the conpound is
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11. A method of treatment, amelioration or prophylaxis of the symptoms of an
inflammatory disease (including an adverse inflammatory reaction to any agent) by the
administration to a patient of an anti-inflammatory amount of a compound, composition

or medicament as claimed in any of claims 1 to 9.

12. Compounds, compositions, and uses of the compounds of general formula (I) or (I’),
or their pharmaceutically acceptable salts, or a method of treatment according to any

preceding claim wherein the substituent R' is not a straight chain alkyl group.
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