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99/29660 PCT/SE98/02189 3 group substituted by an amino)
(di)Cl-C6-alkylamino) imidazolyl) motpholinyl) piperidinyl or pyrrolidinyI
group; or a pharmaceutically acceptable salt or solvate thereof. In the
context of the present specification, unless otherwise indicated) an alkyl
s substituent or alkyl moiety in a substituent group may be linear or
branched. Furthermore, the (cyclo)alkyl moieties in a dialkylamino,
dicycloalkyiamino) dialkylamido or dicycloalkylamido substituent group may
be the same or different. When D represents a group OCH2 a' NHCH2, the
group is orientated such that the oxygen or nitrogen atom is directly
attached to the adamantyl group. A 3- to 8-membered heterocyclyl group
should io be understood to mean an aliphatic heterocyclic ring system
containing a single heteroatom selected from nitrogen, oxygen or sulphur.
The term "in an oortho position" defines the ring position on the phenyl
ring of R which is adjacent to the point of attachment of the amide linking
group to R, e.g.) as illustrated in the formula below where the asterisks
define the "ortho position": 



O *~ # N + H B ~s Similarly) meta and para positions in the phenyl group R
are defined relative to the point of attachment of the amide linking group
to R and are indicated in the above formula by the symbols + and #
respectively. Preferably, R represents a phenyl, benzothiazolyl) indoiyl,
indazolyl, purinyl, pyridyl) 2o pyrimidinyl or thiophenyl group) each of
which may be optionally substituted by one, two) three or four substituents
independently selected from a halogen atom (e.g. fluorine) chlorine)
bromine or iodine) or a cyano) carboxyl, hydroxyl, nitro) halo-C 1-C6-alkyl
(e.g. trifluoromethyl)) -N(R1)-C(=O)-R2, -C(O)NR3R4) -NRSR6)
C3-Cg-cycloalkyl (e.g. cyclopropyl, cyclobutyl, cyclopentyl orcyclohexyl),
3- to 8-membered heterocycly! (e.g.    6 MAY 2002 WO 99/29660
PCTISE98/OZ189 Preferably) R3, R4) RS and R6 each independently represent a
hydrogen atom or a C 1-C4-alkyl (e.g. methyl, ethyl, propyl or butyl) or
C3-C6-cycloalkyl (e.g. cyclopentyl or cyclohexyl) group. Preferred
compounds of the invention include:
N-(2-Methyl-6-benzothiazolyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(3-(3-(Aminopropyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetami
de, hydrochloride,
N-(2-Chlorophenyl)-tricyclo[3.3.1.13'']decane-1-acetamide)
N-(2,4,5-Trimethylphenyl}xricyclo[3.3.1.13'']decane-1-acetamide, ~o
N-(5-Methoxy-2-methylphenyl)~ricyclo[3.3.1.l3'']decane-1-acetamide,
N-(2,3-Dimethylphenyl)~ricyclo[3.3.1.13'')decane-1-acetamide)
N-(5-Indolyl)-tricyclo[3.3.1.13'']decane-1-acetamide,
N-(2,3-Dimethyl-5-indolyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
[5-(3-N,N-Dimethylaminopropoxy)-2-methylphenyl]xricyclo[3.3.1.13'']decane-1
~s acetamide) hydrochloride) N
(5-Indazolyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(6-Indazolyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(5-Hydroxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(IH-Indol-4-yl)-tricyclo[3.3.1.13'']decane-1-acetamide) Zo
4-Methyl-3-[[1-oxo-2-(tricyclo[3.3.1.1s'~]dec-1-yl)ethyl]amino]phenoxy-acet
ic acid) hydrochloride salt, N (
1-Methyl-1H-indol-5-yl)-tricyclo[3.3.I.13'']decane-1-acetamide) N (1-(N,N
Dimethylamino)ethyl-1H-indo-5-yl)-tricyclo(3.3.1.13'']decane-1-acetamide,
5-[[1-Oxo-2-(tricyclo[3.3.1.13'']dec-1-yl)ethyl]amino]-1H-indole-1-acetic
acid) a 1) I-dimethylethyl ester)
N-(3-(2-Chloropyridyl))-tricyclo[3.3.1.13'7]decane-1-acetamide, N
{3-(N,N-Dimethylamino)methyl-1H-indo-5-yl)-tricyclo[3.3.1.13'']decane-1-ace
tamide) N
(4-Methoxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide)
N-(2-Chloro-5-methoxyphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide) 3o
N-(4-Hydroxy-2-methylphenyl)~ricyclo[3.3. I .13'']decane- I -acetamide,   -
6 MAY 2002 WO 99I29660 PCT/SE98/02189 7
N-(3-(3-(N-Methylamino)propyloxy)-2-methyiphenyl)-tricyclo[3.3.1.13'7]decan
e-1 acetamide) hydrochloride)
N-(5-(3-{N,N-Dimethylamino)propyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']d
ecane-1 



acetamide) hydrochloride, s
N-(5-Methoxy-2-methylphenyl)-tricyclo[3.3.1.13'7]decanyloxy-1-acetamide, N
(5-Methoxy-2-methylphenyl)-(3-bromo-tricyclo[3.3.1.13'']decane)-1-acetamide
,
N-(5-Methoxy-2-methylphenyl)-(2-oxa-tricyclo[3.3.1.13'']decane)-1-acetamide
, N
(5-Methoxy-2-r~ethylphenyl)-2-(tricyclo[3.3.1.13'']decan-1-amino)acetamide,
N (3,5-Dimethoxyphenyi)-tricyclo[3.3.1.I3'7]decane-1-acetamide, io
N-(3,5-Dihydroxyphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide)
N-(3,5-Dimethoxyphenyl)-tricyclo[3.3.1.13'']decanyloxy-1-acetamide, N
(3,5-Bis-(3-aminopropyloxy)phenyl)~ricyclo[3.3.1.13'']decane-1-acetamide, N
(2,4,5-Trimethylphenyl)-tricyclo(3.3.1.l3'']decanyloxy-1-acetamide,
N-(5-Hydroxy-2-methylphenyl)~ricyclo[3.3.1.13'']decanyloxy-1-acetamide, ~s
N-(5-(2-(N-Methylamino~thyloxy)-2-methylphenyl)~ricyclo[3.3.1.13'']decane-1
acetamide, hydrochloride) N {5-(2-(N
Methylamino~thyloxy)-2-methylphenyl)xricyclo[3.3.1.13'']decanyloxy-1
acetamide) N
(5-(3-(N-Methylamino~ropyloxy)-2-methylphenyl)~ricyclo[3.3.1.13'7]decanylox
y-1 zo acetamide) and
N-(3,5-Dihydroxy-2-methylphenyl)-tricyclo[3.3.1.13'7]decane-acetamide. The
present invention further provides a process for the preparation of a
compound of formula (I) as defined above which comprises reacting a
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~uraq ~q~rann ~Cq sa~~auaoiad IIe `iaureo io luanlip `~u~nnfp$ alqmdaooE
~CIIEOtmaosm.rEyd ~ 30 `~!0 06'66 0~ 0 w~3 ~Eqwa3aJd avow `n~,~ S6'66 0~ I
woi; `pue `luarpa.~ur anr~oE 30 `M!o OL o~ OI'0 wol3 ~lqvaa3aid aiow
`(ly~iann I,q mao iad) M~ 66 0~ S0'0 woi3 asudwoo ~tlqEia;aid Ihnn
uotatsodwoo proimaoEU~yd aya `uOI~E.rlSrrlruspe;o apow aye uo ~utpuadaQ
iau.~o ao ~uaniip `~u~nnfpE aEqeadaooe ~Cl~otanao~cu~yd a yyn~ uoneroosse
ur sr (~uarpai~ui sz anoe) al~nEosn~s~punodwoo (I) elnuuo3 ay yorynn ur
uor~rsodwoo Ieorlnaoeuueyd a 3o uuo~ aye ur paia~srurwp~e aq ~tlplaua~ Lynn
mq unno nay; uo pasn aq hEw 3oa~ay~ salenlos pue s~Ies alqeadaooe
~Clprocanaouw~yd pue (I) elnuvo3 3o spunodwoo ays ~pamorput iap~ostp acp
pug pa.rrsap ~uawisa~ acp `uope~s~uiwp~ ~o apow acp 'pa~Coldwa punodwoo a~
pnn ~tren oz `asinoo 30 `IhM paialsrunupE a~~sop aye sasn orlnad~eia~
pauonuaw-anoqe ay io3 yuallEd E o~ paur3ap aio~aquraiaq se `~oaiayl a~t;
nlos io 1~s aEq~daoo>; ~Ip;o~naasu~qd E .~o `(~) elnwio3 3o punodwoo ~;o
aunouze anr~oa~a ~Clp;opnadi:.ratp a ~uualsruturpE sasudwoo yoiynn
(siseuosd .ro srsoaaloso~ayle `aseasrp Iannoq ajqE~uJr `snuy~.re piolEwnay~
3o maunEar~ s~ ayl ur ~8~a) uorssa.rddnsoununur ~urloa~3a ~o porpaw a
sapino~d iayurt~ uot~uanur ayZ vdEiayl ur asn .rod ~uau~orpaw ~ ~o
a~ruoE3nuew aye ur pau~ap aro3aqura.ray se `3oaaay~ a~Enjos .ro yes alqt;
adaooe r(I~opna~~ew.rsyd 



E .ro `(I) elnuuo3 ~o punodwoo a 3o asn ay1 sapino.rd uoouanur arp `aoadse
iayaoue uI ~Cde3ay o~ m asn ion paur~ap ago;aquraiay se `3oaiay~ amnlos so
yES alqeadaooe ~CIIEOtIna~Ew,rEyd E .ro `(I) elnuzso3 3o punodwoo a
sapinoid uonuanur luasa~d aye `~I~urp.roood ~srn~utuaw pue suian asoouen
`axo.~s `~.rn(ut wnq `srsorodoalso `aseasip s`iaunayz~ `sa~aqerp
`E~ruaexnal opse(qo~tw `erwaeyosr Ieipleoor~w `sllaa lut;u~r~w 3o sas~seiaw
puE ylnno.~ `srsoralosoiay~e `siailoo ant~t:laoln `aseasrp s`uyo~~ `as8asrp
Iannoq aiqeiuir `sr~uydauolruawoZ~ `xooys or~das `~Cenn.rte aql 3o
ssauanrsuodsauad~iq `Ewylse `snlmuuap ot~.raIIE `srseuosd `sr~uyyreoalso
`sr~ut~ pooleuinayi 3o uoyuanasd ao matumaJa aq~ ut asn Q03 sle~ynaoEUUr;yd
se pa~EOiput a.ro3aiaya an ~ayZ vCllnr~aE Ieoi~oloaEw~eyd ssassod rCaya Fey
m snoa~eluenpE aie uoiauanur ~uasaid aya;o spunodwo~ ays 6 68IZ0/86~Sl,IJd
0996ZI66 OM ZOOZ ~ldW 9    - 6 MAY 2002 WO 99I29660 PCTlSE98/02189 11 b) N
(2-Methyl-6-benzothiazolyl)-tricyclo[3.3.1.13'']decane-1-acetamide To a
solution of 1-adamantaneacetyl chloride (0.5 g) prepared as described in a)
above in acetonitrile ( 10 ml) was added triethylamine (0.38 ml) and
6-amino-2methylbenzothiazole (0.39 g). The reaction mixture was stirred at
ambient temperature for 1 hour before being diluted with ethyl acetate. The
organic phase was then washed with dilute hydrochloric acid and water,
dried over magnesium sulphate (MgS04) and finally concentrated under
reduced pressure to give the title compound as a white solid (0.12 g).
Melting point: 172 C io MS (APCI +ve) 341 (M+H)+ 1 H NMR (CDCl3) 8 8.45 ( 1
H, d), 7.84 ( 1 H, d), 7.19 (2H, m), 2.81 (3H, s), 2.13 (2H, s), 2.00 (3H,
s), 1.75 ( 12H) m) Example 2 is N
(3-(3-(Aminopropyloxy)-2-methylphenyi)-tricycio[3.3.1.13'~]decane-1-acetami
de, hydrochloride O ~ O~NHZ Diethyl azodicarboxylate ( 1.0 ml) was added to
a solution of N-(3-hydroxy-2
methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide (0.408 g) Example 26),
tert-butyl N Zo (3-hydroxypropylXubamate ( 1.11 g) and triphenylphosphine (
1.74 g) in tetrahydrofuran (5 ml). After stirring overnight at room
temperature the reaction mixture was concentrated under reduced pressure.
The residue was purified by column chromatography over silica eluting with
dichloromethane : ethyl acetate (9:1 ) and then further purified by HPLC
over a Dynamax column using a Waters Prep 4000 eluting with iso-hexane :
ethyl acetate (7:3) ~s to give the Mitsunobu reaction product (0.34 g)
which was dissolved in methanol ( 10 ml). A solution of hydrogen chloride
(generated by slow addition of acetyl chloride ( 12 ml) to 



- 6 MAY 2002 WO 99/29660 13 Example 4 N
(2,4,5-Trimethylphenyl)-tricyclo[3.3.1.13'']decane-I-acetamide O N H
PCT/SE98/82189 Prepared according to the method of Example lb) from
1-adamantaneacetyI chloride s (0.2 g) and 2,4,5-trimethyianiline (0.13 g)
to give the title compound as a white solid (0.042 g). Melting point: l58 C
MS (APCI +ve) 312 (M+H)+ io 1H NMR (DMSO-d6) 8 9.00 ( 1 H, s), 7.08 ( I H)
s), 6.94 ( 1 H, s). 2.14 (6H) s), 2.10 (3H) s)) 2.04 (2H, s)) 1.98 (3H, s))
l .75 ( 12H, m) Example 5 N
(5-Methoxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide O~ O N H
~s Prepared according to the method of Example lb) from 1-adamantaneacetyl
chloride (0.2 g) and 5-methoxy-2-methylaniline (0.13 g) to give the title
compound as a white solid (0.043 g). zo Melting point: 147 C MS (APCI +ve)
314 (M+H)+   6 MAY 2002 WO 99/29660 15 PCT/SE98/02189 MS (APCI +ve) 309
(M+H)+ 1H NMR (DMSO-d6) 8 10.95 (1H, s)) 9.51 (1H) s)) 7.85 (1H, s), 7.28
(2H) m)) 



7.16 ( 1 H) dd), 6.35 ( 1 H) t)) 2.04 (2H, s)) 1.94 (3H, s), 1.70-1.50 (
12H, m) s Example 8
N-(2,3-Dimethyi-5-indolyl)-tricyclo[3.3.1.13'']decane-1-acetamide H O / N N
\ H To a solution of 1-adamantaneacetic acid (0.30 g) in dichloromethane
(10 ml) were added 4-dimethylaminopyridine (0.19 g) and
1-(3-dimethylanunopropyl)-3 io ethylcarbodiimidc hydrochloride (0.30 g).
The reaction mixture was stirred for 0.5 hour before addition of
S-amino-2,3-dimethylindole (0.25 g). Stirring was then continued overnight
at ambient temperature. The next day the reaction mixture was washed with
dilute hydrochloric acid, water and brine) dried over sodium sulphate
(Na2S04) and finally concentrated under reduced pressure to leave a
residue. Purification of the residue by silica is gel chromatography,
eluting with 40% ethyl acetate in isohexanes) gave the title compound as a
white solid (0.14 g). Melting point: 234-235 C MS (APCI +ve) 337 (M+H)+ Zo
1 H NMR (DMS O-d6) b 10.50 ( 1 H, s)) 9.46 ( 1 H, s), 7.67 ( 1 H, s}, 7.08
(2H) m)) 2.28 (3H, s)) 2.03 (3H) s)) 1.99 (2H, s), 1.94 (3H, s), 1.70-1.50
(12H, m)   - 6 MAY 2002 WO 99/29660 17 Example 10 N
(5-Indazolyl)-tricyclo[3.3.1.13'']decane-1-acetamide O _H I \ \N N H
PCT/SE98/02189 Prepared according to the method of Example I b) from
1-adamantaneacetyl chloride s (0.1 g) and 5-aminoindazole (0.067 g} to give
the title compound as a white solid (0.12 g). Melting point: 265 C MS (APCI
+ve) 310 (M+H)~ 1H NMR (DMSO-d6) 8 12.93 (1H, s)) 9.73 (IH) s), 8.I2 (1H)
s), 7.99 (IH, s), ~0 7.40 (2H, m)) 2.04 (2H, s), 1.94 (3H) s)) 1.70-1.50
(12H, m) Example 11 N (6-Indazolyl)-tricyclo[3.3.1.13'']decane-1-acetamide
\ \N N ~ N H H i s Prepared according to the method of Example I b) from I
-adamantaneacetyl chloride (0.2 g) and 6-aminoindazole (0.13 g) to give the
title compound as a white solid (0.064 g). Melting point: 245 C 



MS (APCI +ve) 310 (M+H)+ Zo 1 H NMR (DMSO-d6) 8 12.84 ( 1 H, s)) 9.87 ( I
H) s)) 8.16 ( I H) s), 7.94 ( 1 H, s ), 7.62 ( 1 H, d), 7.D5 ( 1 H dd),
2.04 (2H, s), 1.94 (3H) s), 1.70-1.50 ( 12H, m)   w WO 99I29660 19 Example
13 N-(1H-Indol-4-y!)-tricyclo[3.3.1.13'']decane-1-acetamide O N H H PCT/S
E98/o2189 Prepared according to the method of Example lb) from
1-adamantaneacetyl chloride (0.074 g) and 4-aminoindole hydrochloride
(0.059 g) to give the title compound as a white solid (0.068 g). Melting
point: 211-213 C MS (APCI +ve) 309 (M+H)+ io 1 H NMR (DMSO-d6) 8 l 1.07 ( 1
H) s), 9.35 ( 1 H, s)) 7.53 ( 1 H) d), 7.27 ( 1 H, t)) 7.12 ( 1 H, d)) 6.99
( 1 H) t), 6.66 ( 1 H) s), 2.19 (2H) s), 1.94 (3H) s), 1.68 (6H, d))
1.68-1.58 (6H) m). Example 14
4-Methyl-3-[[1-oxo-2-(tricyclo[3.3.1.13'']dec-1-y!)ethyl]amino]phenoxy-acet
ic acid, is hydrochloride salt HO~O `O /' NH O To a solution of
N-(5-Hydroxy-2-methylphenyl)~tricyclo[3.3.1.13'']decane-1-acetamide from
Example 12 (0.20 g) was added potassium carbonate (0.106g) and ethyl
bromoacetate (0.3m1). The reaction mixture was stirred and heated at 80C
for 24 hours. Once cooled, xo the reaction mixture was diluted with ethyl
acetate and washed with saturated brine. The organic phase was separated)
dried over magnesium sulphate (MgS04) and evaporated   - 6 MAY 2002 WO
99/29660 PCT/SE98/02189 21 1H NMR (DMSO-d6) 8 8.58 (1H, d)) 8.04 (1H) dd),
7.65 (1H, d)) 7.61 (1H, d), 6.75 (1H) dd)) 3.88 (3H) s). b)
N-(1-Methyl-IH-indol-5-yl)-tricyclo[3.3.1.13f']decane-1-acetamide s To a
solution of 1-methyl-5-nitroindole from step a) (0.11 g) in ethanol ( 10
ml) was 



added 10% palladium on carbon (0.023 g) and resulting suspension stirred
under 4 bar pressure of hydrogen for 0.75 h before filtering off the
catalyst and concentration at reduced pressure. The resulting residue was
condensed with I -adamantneacetyl chloride (0.10 g) according to the method
of Example 1 b) to give the title compound as a white ~o solid (0.11 g).
Melting point: 183-184 C MS (APCI +ve) 323 (M+H)+ 1H NMR (DMSO-d~) 8 9.55
(1H, s)) 7.87 (1H, d), 7.32 (1H) d)) 7.26 (1H) d), is 7.23 (1H, dd), 6.34
(IH, dd), 3.75 (3H, s), 2.04 (2H, s)) 1.94 (3H) s)) 1.75-1.50 (12H, m).
Example 16 N (1-{N,N
Dimethylamino)ethyl-1H-indo-5-yl)-tricyclo[3.3.1.13'']decane-1-acetamide zo
a) 1-(N,N-Dimethylamino)ethyl-5-vitro-1H-indole Prepared according to the
method of Example 15a) from 5-nitroindole (0.217 g) and dimethylaminoethyl
chloride hydrochloride (0.21 g) to leave sub-title compound as an
orange/brown solid (0.24 g). zs 1 H NMR (DMSO-d~,) b 8.56 ( 1 H, d), 8.02 (
1 H) dd)) 7.71 ( 1 H) d), 7.61 ( 1 H, d), 6.74 ( 1 H, dd), 4.35 (2H) t),
2.62 (2H, t)) 2.17 (6H) s).    - 6 MAY 2002 WO 99/29660 23 PCT/SE98/02189
b)
5-[[1-Oxo-2-(tricyclo[3.3.1.13'']dec-1-yl)ethyl]amino]-1H-indole-1-acetic
acid, 1,1-dimethylethyl ester Prepared according to the method of Example
15b) from 5-vitro-1H-indole-1-acetic acid, 1,1-dimethylethyl ester (0.29 g)
and 1-adamantaneacetyl chloride (0.20 g) to give the s title compound as a
white solid (0.24 g). Melting point: 199 C MS (APCI +ve) 423 (M+H)+ 1 H NMR
(DMSO-d6) 8 9.56 ( 1 H) s)) 7.86 ( 1 H, d)) 7.27 ( 1 H, d)) 7.22 (2H, m),
6.38 ( 1 H, d)) ~0 4.94 (2H) s), 2.04 (2H, s)) 1.94 (3H, s)) l.65 ( 12H,
m)) 1.41 (9H) s). Example 18
N-(3-(2-Chloropyridyl))-tricyclo[3.3.1.13'']decane-1-acetamide O ~ \~ N iN
CI ~s Prepared according to the method of Example lb) from
1-adamantaneacetyl chloride (0.5g) and 2-chloro-3-aminopyridine (0.31 g) to
give the title compound as a white solid (0.27 g). 



Melting point: 135-136 C Zo MS (APCI +ve) 305 (M+H)~ 1 H NMR (DMSO-dg) 8
9.51 ( 1 H, s)) 8.22 ( 1 H, dd), 8.15 ( 1 H) dd), 7.4 ( 1 H) dd)) 2.20 (2H)
s), 1.98 (3H) s), 1.60 ( 12H, m)   -~ 6 MAY 2002 WO 99/29660 25 Example 20
PCT/SE98/02189 N
(4-Methoxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide O N H
Prepared according to the method of Example 1 b) from 1-adamantaneacetyl
chloride s (2.0g) and 4-methoxy-2-methylaniline ( 1.29 g) to give the title
compound as a white solid ( 1.37 g). Melting point: 156-157 C MS (APCI +ve)
314 (M+H)+ ~0 1 H NMR (DMSO-d6) 8 9.01 ( I H) s)) 7.15 ( 1 H, d), 6.80 ( 1
H, d), 6.7 ( 1 H) dd)) 3.7 (3H, s), 2.20 (3H) s), 2.05 (2H) s)) 1.95 (3H)
s), 1.60 ( 12H, m) Example 21 N
(2-Chloro-S-methoxyphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide ~s
Prepared according to the method of Example lb) from 1-adamantaneacetyl
chloride (2.0g) and 2-chloro-5-methoxyaniline ( 1.49 g) to give the title
compound as a white solid (0.60 g). 2o Melting point: 122-l23 C MS (APCI
+ve) 334 (M+H)+    - 6 MAY 20D2 WO 99I29660 27 Example 23 PCT/SE98/02189 



N (3-Hydroxymethyl-2-methylphenyt)-tricyclo[3.3.1.13'~]decane-1-acetamide O
N OH Prepared according to the method of Example lb) from
1-adamantaneacetyl chloride s (2.0g) and 3-amino-2-methylbenzyl alcohol (
1.29 g). Silica gel chromatography, eluting with 5% ethylacetate in
dichloromethane gave the title compound as a white solid (0.80 g). Melting
point: 205-206 C MS (A.PCI +ve) 314 (M+H)+ io 1 H NMR (DMSO-d6) b 9.16 ( 1
H) s)) 7.20-7.0~ (3H) m), 5.07 ( 1 H, bs)) 4.47 (2H, s), 2.09 (2H, s)) 2.08
(3H,s)) 1.95 (3H) s)) I .60 ( 12H, m) Example 24 N
(5-Methoxy-2-methyl-3-nitrophenyl)-tricyclo[3.3.1.13'~Jdecane-1-acetamide O
is Prepared according to the method of Example 1 b) from 1-adamantaneacetyl
chloride (2.0g) and 5-methoxy-2-methyl-4-nitroaniline ( 1.71 g). Silica gel
chromatography, eluting with iso-hexane/diethyl ether ( 1:1 ), gave the
title compound as a yellow solid ( 1.10 g). Zo Melting point: I4I-142 C MS
(APCI +ve) 359 (M+H)+    - 6 MAY 2002 WO 99/29660 29 Melting point: 211 C
MS (APCI +ve) 300 (M+H)+ PCT/SE98/02189 1 H NMR (DMSO- d6) 8 9.28 ( 1 H)
bs), 9.04 ( 1 H, bs)) 6.91 ( 1 H, t), 6.8 ( 1 H) d), 6.6 ( 1 H, d), 2.05
(2H, s), 1.98 (3H, S) 1.94 (3H, bs)) 1.6 (12H, m) Example 27 N
(2-Methyl-5-(1-pyrrotidinemethyl)phenyl)-tricyclo[3.3.L13'']decane-I-acetat
nide, hydrochloride cN N H io To a solution of N
(5-Hydroxymethyl-2-methylphenyl)~ricyclo[3.3.1.13'']decane-1 ~cetamide from
Example 25) ( 1.0 g) in acetonitrile was added triphenylphosphine (0.93g)
and carbon tetrabromide ( 1.2g). The reaction mixture was stirred at
ambient temperature for 24 hours and evaporated under reduced pressure. The
residue was purified by silica gel chromatography eluting with
iso-hexane/diethyl ether to give a white solid. A portion 



~s (0.1g) of the solid was dissolved in acetonitrile (3m1) and treated with
pyrrolidine (0.2m1). The reaction mixture was stirred and heated at 80C for
24 hours. Once cooled, the reaction mixture was diluted with ethyl acetate
and washed with saturated brine. The organic phase was separated, dried
over magnesium sulphate (MgS04), treated with a solution of hydrogen
chloride in diethyl ether ( 1 ml of 1.0M ) and evaporated under Zo reduced
pressure to leave a residue which was triturated with iso-hexane to give
the title compound as an off-white solid. (0.030g) Melting point: 214-215 C
MS (APCI +ve) 367 (M+H)+ for free base.   - 6 MAY 20D2 WO 99I29660 31
Melting point: 224-225 C MS (APCI +ve) 320 (M+H)+ PCT/SE98/oZ189 1 H NMR
(DMSO-d6) b 9.65 ( 1 H, s)) 9.09 ( 1 H) s), 7.23 (2H) m)) 6.55 ( 1 H, dd),
2.20 (2H, s)) 1.95 (3H, s)) 1.60 ( 12H, m) S Example 30 N
(2-Methyl-3-(2-(1-pyrrolidino~thyloxy)phenyl)-tricyclo[3.3.1.13'']decane-1
acetamide, hydrochloride O N H ~o To a soiution of
N-(3-Hydroxy-2-methylphenyl)-tricyclo[3.3.1.13~~]decane-1-acetanude from
Example 26 (0.060g)) in acetonitrile (3m1)) was added caesium carbonate
(0.196g) and N (2-chloroethyl)-pyrrolidine hydrochloride (0.068g). The
reaction mixture was stirred and heated at 80C for 24 hours. After cooling,
the reaction mixture was diluted with ethyl acetate and washed with water.
The organic phase was dried over magnesium r s sulphate and evaporated
under reduced pressure to leave a residue which was purified by
Supercritical Fluid Chromatography using a gradient elution of 0.1 % v/v
solution of diethylamine in methanol and supercritical carbon dioxide on a
Cyano column. The pure product was dissolved in dichloromethane, treated
with 1.0M solution of hydrogen chloride in diethyl ether and evaporated
under reduced pressure to leave the title compound as a zo white solid.
(0.010g) Melting point: 105-106 C MS {APCI +ve) 397 (M+H)+ for free base. 1
H NMR (DMS O-d6) b 9.22 ( 1 H, s)) 7.12 ( 1 H, t), 6.97 ( 1 H) d)) 6.81 ( 1
H, d), 4.30 (2H, t), ~s 3.60 (4H, m),3.10 (2H) m), 2.05 {6H, s), 1.95 (6H,
m), 1.60 ( 12H, m)   - 6 MAY 2002 WO 99/29660 



33 Example 32 PCT/SE98/02189 N
(2-Methyl-3-(2-(1morpholino~thyloxy)phenyl)-tricyclo[3.3.1.13'']decane-1
acetamide, hydrochloride O O ~ N H CN O Prepared according to the method of
Example 30 from N-(3-Hydroxy-2
methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide (0.064g) and N
(2-chloroethyl) morpholine hydrochloride (0.075g) to give the title
compound as a white solid. (0.024g}. Melting point: 195-197 C io MS (APCI
+ve) 413 (M+H)+ for free base. 1 H NMR (DMSO-d6) 8 11.36 ( 1 H) bs), 9.23 (
1 H, s)) 7.15 ( 1 H, t)) 6.99 ( 1 H, d)) 6.83 ( 1 H, d)) 4.42 (2H, t))
4.10-3.0 ( 12H) m), 2.08 (2H, s), 2.07 (3H) s)) I .95 (3H) s), 1.60 ( 12H,
m) i s Example 33 N
(2-Methyl-3-(2-(1-piperidino)ethyioxy)phenyl)-tricyclo[3.3.1.13'']decane-1
acetamide, hydrochloride O O ~ N H N U Prepared according to the method of
Example 30 from N (3-Hydroxy-2 Zo
methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide (0.060g) and
N-(2-chloroethyl) piperidine hydrochloride (0.074g) to give the title
compound as a white solid (0.036g).   - 6 MAY 2002 WO 99I29660 35 Example
35 PC'T/SE98/02189 N
{5-{3-(2-N,N-dimethylaminoethyl)indolyl))-tricyclo[3.3.1.13'']decane-1-acet
amide, hydrochloride 



s Prepared according to the method of Example lb) from 1-adamantaneacetyl
chloride (0.040g) and 5-amino-3-(2-dimethylaminoethylhndole dihydrochIoride
(0.18 g). Supercritical Fluid chromatography using a gradient elution of
0.1 % vlv solution of diethylamine in methanol and supercritical carbon
dioxide on a Cyano column gave the pure product which was dissolved in
dichloromethane, treated with 1.0M solution of io hydrogen chloride in
diethyl ether and evaporated under reduced pressure to leave the title
compound as a pale yellow solid. (0.031 g). Melting point: 145-147 C MS
(APCI +ve) 380 (M+H)+ for free base ~s 1 H NMR (DMSO-db) S 10.89 ( 1 H) s))
9.58 ( 1 H) s)) 7.95 ( 1 H) d), 7.25 ( 1 H) dd)) 7.15 ( 1 H, d)) 7.12 ( 1
H) dd), 3.33 (2H) m)) 3.05 (2H) m), 2.85 (6H, 2s)) 2.03 (2H) s)) 1.95 (3H)
s)) 1.60 ( 12H, m)    ` 6 MAY 2002 WO 99/29660 37 PCT/SE98/02189 Example 37
N (3-Methoxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide O N ~ O
H Diethyl azodicarboxylate (0.20 ml) was added to a solution of
N-(3-hydroxy-2methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide (0.20 g,
Example 26), methanol (0.10 ml) and triphenylphosphine (0.41 g) in toluene
( 10 ml) and tetrahydrofuran (5 ml). After 2 hours stirring at room
temperature further triphenylphosphine (0.20 g) and diethyl
azodicarboxylate (0.10 ml) were added and the solution stirred for 2 hours.
The reaction mixture was concentrated under reduced pressure and the
residue purified by silica gel ~o chromatography eluting with
dichloromethane : ethyl acetate (I9:1) to give the title compound as a
colourless solid (0.20 g). Melting point: 173-175 C MS (A.PCI +ve) 314
(M+H)+ i s 1 H NMR (CDCl3 ) 8 7.48 ( 1 H, d), 7.16 ( 1 H, t)) 6.86 ( 1 H)
bs), 6.69 ( 1 H) d), 3.82 (3 H, s)) 2.13 (SH) s)) 2.00 (3H, s)) 1.75-1.6
(12H, m). Example 38
N-(2-Methyl-3-(2-(1-imidazolo~thyloxy)phenyl)-tricyclo[3.3.1.13'']decane-1-
acetamide O N ~ O H N 20 Diethyl azodicarboxylate (0.060 ml) was added to a
solution of
N-(3-hydroxy-2methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide (0.100
g, Example 26), 1-(2   - 6 MAY 2002 WO 99/29660 39 PC'f/SE98/OZ 189 



dichloromethane then dichloromethane : ethyl acetate (9:1 ) to give the
title compound as a colourless solid (0.469 g). Melting point: 212-215 C s
MS (APCI +ve) 312 (M+H)+ I H NMR (DMSO-d6) 8 8.97 ( 1 H) s), 6.85 (2H, s),
2.21 (3H, s), 2.10 (6H, s), 2.06 (2H, s)) 1.95 (3H, s), 1.8-I.5 (12H, m).
Example 40 ~o N
(5-(3-Aminopropyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamid
e, hydrochloride O~NH2 p N H Prepared according to the method of Example 2
using diethyl azodicarboxylate ( 1.0S rnl), N
(5-hydroxy-2-methylphenyl)~ricyclo(3.3.1.13'']decane-1-acetamide (0.S06 g)
is Example 12), tert-butyl N (3-hydroxypropylkarbamate ( 1.15 g) and
triphenylphosphine ( 1.75 g) to give the title compound as a yellow solid
(0.21 g). Melting point: 145 C (dec.) MS (APCI +ve) 357 (M-HCl+H)+ Zo 1 H
NMR (DMSO-d6) b 9.05 ( 1 H, s)) 7.91 (3H) bs), 7.15-7.05 (2H, m)) 6.66 ( 1
H, dd)) 3.99 (2H, t), 2.94 (2H) t)) 2.13 (3H, s), 2.10 (2H) s), 2.05-1.9
(SH, m), 1.75-1.5S ( 12H) m).    6 MAY 20D2 WO 99I29660 41 PCT/SE98/02189
MS (A,PCI +ve) 371 (M-HCI+H)+ 1H NMR (DMSO-d6) b 9.05 (1H) s)) 8.76 (2H)
bs), 7.15-7.05 (2H) m), 6.66 (1H, dd), 3.99 (2H) t)) 3.l-2.95 (2H, m))
2.6-2.5 (3H, m), 2.13 (3H, s), 2.l0 (2H) s), 2.1-2.0 (2H, m)) 1.94 (3H, m),
1.75-1.55 (12H, m). s Example 42
N6-(Tricycle[3.3.1.13'']decane-1-acetyl)adenine O NON N ~ H N To a solution
of 1-adamantaneacetyl chloride from Example 1 a) (0.Z26 g) in io
dichloromethane (5 ml) was added 4-nitrophenol (0.149 g) and reaction
mixture stirred at room temperature for 1 hr before concentration at
reduced pressure. The resulting 



4-nitrophenol ester was used without further purification. To a suspension
of the 4-nitrophenol ester (0.209 g)) adenine (0.09 g) in
dimethylsulphoxide ( I .4 ml) was added triethylamine (0.19 ml) and
reaction mixture is heated to 90 C for 2 days before cooling to room
temperature. Reaction mixture was poured into aqueous sodium
hydrogencarbonate solution and extracted with ethyl acetate. Organic
extracts combined, washed with water (x 3), brine) dried (Na2S04) and
concentrated at reduced pressure. Trituration of the residue with isohexane
and ether left the product as a pale yellow solid (0.036 g). 20 Melting
point: 309 C (dec.) MS (APCI +ve) 312 (M+H)+ 1 H NMR (DMSO-d6) S 12.10 ( I
H) s), 11.06 ( 1 H) s), 8.61 { I H) s), 8.40 ( 1 H) s)) 2.29 (2H) s), 1.92
(3H) s), 1.66 (6H) d)) 1.60 (6H, m). zs   -(I~do.td~txorp~y-)-N I~nq-va~ ~o
uoi~nios d vapro ~ecp y pauiqwo~ a~am (~ S8') autpoa P~ (~ S0' i ) alo~Piwt
`(~ gZ') autqdsoydl~uaydm `(~.u 0~) auerpauro.rolyotp ~Q s~ ~N~O / N I O
apisolqaoap~q ~apnue~aata -I-au~ap[i`ET' .T`'lola~au;
-(i~naqd~~Cq~aw-Z-(~fxohdo~d(oucwel~Cq;ay~ N)-)-) N ~ a~dwex~ oz '(w `HZ I
) SS' I -SG' I `(s `H9) ti6' I `(s `HZ) LO'Z `(a `H) OL' `(s `H) 9G' `(P
`HI) 8'9 `(P `HI) I9'9 `(s `HI) 80'6 g (gP-OSY~T~ 2iYIIIvI Hj ,~(H+Y~I) tr~
(an+ I~d~') SY11 ~o OZ-i0Z :~u!od ~ut~Iay~ SI '(~ ~S'0) Pilos ssallnoioo ~
se punodwoo a[11 ayl anr~ o~ ( I :6I ) a~eaao~ I~Cq~a : auEtnawololyatp
uayl au~ylawosoiqa~p ylam ~utmla eoths lano ~yd>a~omwoJyo uwn[oo ~q pat~und
st;m anptsal ays ~a.rnssa.rd paonpal Japan pa~Enuaouoo pus pata~Ir~
`amydlns wntsauBEw snotp~yrre lano paup sem aseyd orut;~.ro ayZ ~(Iw pS)
amuoq~o ua~oip~y wnipos paat:Jru>'s ~o uotanlos of snoanbE ut' uay~ ([ru 0S
`WZ) Pfau orlolyao.tp~Cy snoanbE yaim paysem uot~nlos aqt puE (Iw 00I )
a~~aruoiolyaip yym pawnltp sem uot~oua.r ays ~sino~ Z .~o; atrus~adura~t
wool re pawns alnixnu arp pue uoianlos lalml ayl o~ pappg sem (Iw S)
aueyawo.rolyoip ur (apitolyo [~Caory~pu~ (~ pS'0) PIO's or~aosauEau~ru~pE-I
wol3 pa~t;.taua~) apuoly~ I/~aat:aus~uEUat'pe-I ~o uonnlos y ~(Iw Z)
aurwEI~Cyarl~ puE (Iw 0I ) auEyawolojyotp ut pan[osstp sem yorym (~ S'0) ho
u~ anr~ 01 alnssald paonpal Japan pamnuaouoo pue palallr,3 `a~gydlns
wntsau~Ew lano paup sem aseyd orue~.ro arlZ ~(Ittr p0I ) auey~amoloiq~ip
put; ([tu 00i ) al~uoqleo ua8oap~Cy tuntpos palt'anses 3o uot~nios snoanb~
u~ uaam;aq pauonr~d anpisal aye put: amssald paanpal Japan pa1>;.rauaauoa
seen uor~a~ai ay,l, Jnoy I l03 aaruEladwa~ wool ~ 



68I ZO/86~S/,LOd 0996Z/66 OM ZOOZ J.'dW 9   - 6 MAY 2002 WO 99/29660 45
Example 45 PCT/SE98/02189 N (5-(3-(N,N
Dimethylamino)propyloxy)-2-methylpheny!)-tricyclo[3.3.1.1e]decane-1
acetamide, hydrochloride O~N~ I s Caesium carbonate ( I .3 I g) was added
to a suspension of N (3-hydroxy-2
methyiphenyl)~ricyclo[3.3.1.13'']decane-1-acetamide (0.473 g) Example 26)
in acetonitrile (35 ml) and the mixture heated at 80C for 5 minutes. After
cooling to room temperature solid N,N-dimethyl-3-chloropropylamine (0.274
g) was added and the reaction heated at reflux overnight. The reaction was
concentrated under reduced pressure and the residue io partitioned between
dichloromethane { 100 ml) and water ( 100 ml). The organic layer was dried
over anhydrous sodium sulphate) filtered and concentrated under reduced
pressure. The residue was purified by column chromatography over silica
eluting with dichloromethane : ethanol : triethylamine (95:4:1 ) to give a
yellow gum. This was dissolved in methanol ( 10 mi) and treated with an
excess of ethereal hydrogen chloride is (1M) 5 equivalents). The solution
was concentrated under reduced pressure to give a gum that was stirred for
2 days in ether (20 ml) to give a solid which was isolated by fcltration
(0.588 g). MS (APCI +ve) 385 (M-HCl+H)+ 20 1 H NMR (DMSO-dE,) 8 10.33 ( 1
H, bs), 9.21 ( 1 H) s) ) 7.10 ( 1 H, t)) 6.94 ( 1 H, d), 6.78 ( 1 H, d),
4.04 (2H, t)) 3.3-3.1 (2H, m), 2.79 (6H, d)) 2.2-2. I (2H) m)) 2.08 (2H)
s)) 2.05 (3H, s), 1.95(3H, s)) 1.75-1.55 (12H) m).    - s MAY zao2 WO
99/29660 47 PCT/SE98/02189 Example 47 N
(5-Methoxy-2-methylphenyl)-(3-bromo-tricyclo[3.3.1.13'']decane-1-acetamide
~O O 



N H Br'~ To a solution of 3-bromoadamantane acetic acid (CN 17768-34-2)
(0.123 g) in dichioromethane (5 ml) was added oxalyl chloride (0.5 m!) and
resulting reaction mixture heated to reflux temperature for 2 hr before
concentration at reduced pressure. Residue was dissolved in dichloromethane
(5 ml) and a mixture of 5-methoxy-2-methylaniline (0.062 g) and
triethylamine (0.2 ml) in dichloromethane (2 ml) was added dropwise and
reaction mixture stirred at room temperature for 18 hr before being poured
into dilute HCl ~o and extracted with diethyl ether. Organic extracts
combined, washed with water, 15% NaOH solution, brine, dried (Na2S04) and
concentrated to leave a solid that was triturated with ether to leave the
title compound as a white solid (0.07 g). Melting point: l33 C ~s MS (APCI
+ve) 392/394 (M+H)+ 1 H NMR (DMSO-db) 8 9.13 ( I H, s), 7.09 ( 1 H, d))
7.05 ( 1 H) d)) 6.66 ( 1 H) dd), 3.70 (3H) s), 2.28-2.13 (I IH) m)) 2.18
(2H) s)) 1.68-1.55 (6H, m).   - s MaY Zoo2 WO 99I29660 49 PCTISE98/02189
pressure and the residue was then dissolved in dichloromethane (5 ml). This
solution was then added over 1 minute to a solution of
5-methoxy-2-methylaniline (69 mg) in dichloromethane (5 ml) and
triethylamine ( 1 ml) at room temperature for 20 minutes. The reaction
mixture was diluted with dichloromethane to 60 m1 and then washed with
aqueous hydrochloric acid (2M) 30 ml). The organic phase was dried over
anhydrous magnesium sulphate, filtered and concentrated under reduced
pressure. The residue was purified by column chromatography over silica
eluting with dichloromethane then dichloromethane ether ( I9:1 ) to give,
after trituration with iso-hexane) a colourless solid (0.05 g). ~o Melting
point: 108-109.5 C MS (APCI +ve) 316 {M+H)+ 1 H NMR (DMSO-d6) 8 9.12 ( 1 H)
s)) 7.39 ( 1 H, d), 7.08 ( 1 H, d), 6.61 ( 1 H, dd), 4.09 ( 1 H, bs), 3.69
3H, s), 2.37 (2H, s), 2.15-2.05 (2H, m), 2.13 (3H, s)) 1-9-1.55 ( 10H) m).
is Example 49
N-(5-Methoxy-2-methytphenyl)-2-(tricyclo[3.3.1.13'']decan-1-amino)acetamide
H HN~N O ,O a) N-{5-Methoxy-2-methylphenyl)-2-chloroacetamide To a solution
of 5-methoxy-2-methylaniline (7.62 g) and triethylamine { 15.5 ml) in ~o
dichloromethane ( 150 ml) at 0-5 C was added chloroacetyl chloride (5.0 ml)
dropwise and the ice bath removed. The resulting reaction mixture was
stirred for 45 min before being poured into dil HCl and extracted with
dichloromethane. Organic extracts were combined) washed with water) dried
(Na2S04) and concentrated to give a brown solid that was triturated with
diethyl ether to leave the sub-title compound as a beige solid (5.7 g). ?s
Melting point: 89-91 C   



- 6 MAY 20D2 WO 99I29660 51 PCT/SE98/02189 1 H NMR (DMSO-d6) 8 9.69 ( 1 H,
S)) 6.86 (2H) d)) 6.18 ( 1 H) t)) 3.70 (6H) s), 2.02 (2H) s)) 1.93 (3H, s))
1.68- l.57 ( 12H, m). Example 51
N-(3,5Dihydroxyphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide OH O N ~ OH H
To a solution of N
(3,5-dimethoxyphenyl)-tricyclo[3.3.1.l3'']decane-1-acetamide (2.22 g) in
dichloromethane (200 ml) at -78 C was added boron tribromide (60 ml of a 1M
solution in dichloromethane). Cooling bath was removed and reaction stirred
at room ~ o temperature for 3 days. Reaction was quenched by addition of
ice (230 g). After stirring vigorously for 30 min ethyl acetate (700 ml)
added and the organic layer separated, dried IMgSOq.) and concentrated. The
residue was purified by column chromatography over silica eluting 5%
ethanol in dichloromethanc to give the leave a white solid (I.95 g). A
portion of this was recrystallised from hot ethyl acetate to leave the
title compound as an ~s off white solid. Melting point: 239-242 C MS (APCI
+ve) 302 (M+H)+ 1H NMR (DMSO-d6) b 9.42 ( 1 H, s), 9.09 (2H) s)) 6.55 (2H)
d)) 5.87 ( 1 H) t)) 1.99 (2H, s), 20 1.92 (3H) s), 1.69-1.56 (12H) m).   -
6 MAY 2002 WO 99l29660 53 PCT/S E98/02189 Example 54 N
(2,4,5-Trimethylphenyl)-tricyclo[3.3.1.13''Jdecanyloxy-1-acetamide H O~N I
O / The title compound was prepared as in Example 46 from
2,4,5-trimethylaniline s (0.30 g) and 1-adamantyloxyacetic acid (0.38 g, CA
1966) 65, 2149a) as a colourless solid (0.41 g). Melting point: 138-140 C
MS (APCI +ve) 328 (M+H)+ io 1 H NMR (DMSO-dE,) 8 8.76 ( 1 H, s)) 7.42 ( 1
H, s)) 6.98 ( 1 H, s)) 4.00 (2H) s)) 2.2-2.1 (12H) m), 1.8-1.75 (6H) m),
1.65-1.55 (6H, m). 



Example 55 N
(5-Hydroxy-2-methylphenyl)-tricyclo[3.3.1.13'']decanyloxy-1-acetamide H ~N
[O~ I / OH ~s Thionyl chloride (5 ml) was added to 1-adamantyloxyacetic
acid (2.00 g, CA 1966) 65) 2149a) and the reaction heated at reflux for 5
minutes. The excess thionyl chloride was removed by concentration under
reduced pressure and the residue was then dissolved in dichloromethane ( 10
ml). This solution was then added over 5 nunutes to a solution of zo
2-methyl-5-hydroxyaniline hydrochloride ( 1.00 g J. Chem.Soc. Perkin Trans.
2) 1972, 539) in dichloromethane (20 ml) and triethylamine ( 10 ml) at 0 C.
The solution was then allowed to warm to room temperature and) after 30
minutes stirring) was concentrated   - 6 MAY 2002 WO 99I29660
PCTISE98/02189 55 tert-butyl N (2-hydroxyethyl)-N-methylcarbamate ( 1.04 g)
and tributylphosphine ( 1.35 ml) were added and the solution recooled in
ice/water before addition of 1) 1'(azodicarbonyl)dipiperidine ( 1.39 g) and
stir in ice/water for 10 minutes then at room temperature overnight. The
reaction mixture was diluted with iso-hexane (50 mI) and s filtered. The
residue was washed with ether ( 100 ml) and the combined organics
concentrated under reduced pressure. The residue was purified by column
chromatography over silica eluting with iso-hexane : ethyl acetate (7:3)
and further purified by column chromatography over silica eluting with
dichloromethane : ethyl acetate (9:1 ) to give the coupled product (0.57 g)
which was dissolved in methanol ( 10 ml). A solution of hydrogen io
chloride (generated by slow addition of acetyl chloride ( 10 ml) to
methanol ( 15 ml) at 0C CARE - Very Exothermic) was then added to the
latter solution and the reaction stirred at room temperature for 2 hours.
The reaction was then concentrated under reduced pressure and then
triturated with ether ( 100 ml) give the title compound as colourless solid
(0.35 g). is Melting point: l93-195 C MS (A.PCI +ve) 357 (M+H)+ as free
base 1H NMR (DMSO-d6) 8 9.06 (1H, s)) 8.91 (2H) bs)) 7.19 (1H, 6)) 7.12
(1H, d), 6.70 (1H, dd), 4.17 (2H, t), 3.4-3.25 (2H) m), 2.61 (3H) s), 2.15
(3H, s), 2.11 (2H) s), 1.95 (3H) s), 1.75-1.S5 (12H) m). 20 Example 57 N
(5-(2-(N-Methylamino)ethytoxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decanylo
xy-1 acetamide 



~N~ H ~s a) N
(5-Hydroxy-2-methylphenyl)-tricyclo[3.3.1.13'']decanyloxy-1-acetamide
Thionyl chloride (5 ml) was added to 1-adamantyloxyacetic acid (2.00 g) CA
1966, 65, 2149a) and the reaction heated at reflux for 5 minutes. The
excess thionyl chloride was     6 MAY 2002 WO 99I29660 57 PCT/SE98/02189 1H
NMR (DMSO-d6) 8 9.07 (2H) bs), 8.84 (1H, s), 7.57 (1H) d), 7.16 (1H, d),
6.71 ( 1 H, dd), 4.20(2H) t)) 4.05 (2H, s), 3.30 (2H, t), 2.60 (3H) t),
2.17 (3H, s), 2.13 (3H) s)) I.78 (6H) d), 1.65-1.55 (6H, m). s Example 58 N
(5-(3-(N-Methylamino)propytoxy)-2-methylphenyl)-tricyclo[3.3.L13'']decanylo
xy-1 acetamide H O^ 'N ~O( / I O~NH Prepared using the method described in
Example 56 from ten-butyl N-(3 io hydroxypropyl)-N-methylcarbamate ( 1.01
g, J. Org. Chem., 1988, 53( l0)) 2229) and
N-{5hydroxy-2-methylphenyl)-tricyclo[3.3.l.13'']decanyloxy-1-acetamide
(1.00 g, Example 55) to give the title compound as a colourless solid (0.50
g). Melting point: 151-154 C (dec.) ~s MS (APCI +ve) 387 (M-HCI+H)+ 1H NMR
(DMSO-d6) b 8.91 (2H, bs), 8.82 (1H) s)) 7.49 (1H, d)) 7.13 (1H) d), 6.67 (
1 H, dd)) 4.04 (2H) s)) 4.01 (2H, t), 3.03 (2H, quintet), 2.55 (3H, t))
2.15 (3H, s), 2.13 (3H) s)) 2.06 (2H, quintet)) 1.78 (6H, d), 1.65-1.55
(6H, m). zo Example 59
N-(3,5-Dihydroxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-acetamide OH
- 6 MAY 2002 W O 99I29660 



59 PCT/SE98102189 agonist) and pyridoxal 5-phosphate (a P2X~ receptor
antagonist) were used separately in the test as controls. From the readings
obtained, a pICSQ figure was calculated for each test compound, this figure
being the negative logarithm of the concentration of test compound
necessary to reduce the bbATP agonist activity by SO%. Each of the
compounds of Examples 1 to 59 demonstrated antagonist activity, having a
pICgp figure > 4.50.    6 MAY 2002 WO 99/29660 61 PCT/SE98/02189 group
substituted by an amino, (di)C 1-C6-alkylamino, imidazolyl, morpholinyl)
piperidinyi or pyrrolidinyl group; yr a pharmaceutically acceptable salt or
solvate thereof. s 2. A compound according to claim 1, wherein A represents
a group CH2. 3. A compound according to claim 1 or claim 2, wherein B
represents a hydrogen atom. 4. A compound according to any one of claims 1
to 3, wherein D represents a group io CHZ, OCH2 or NHCH2. 5. A compound
according to any one of claims 1 to 4, wherein R represents a phenyl)
benzothiazolyl) indolyl) indazolyl) purinyi, pyridyl or thiophenyl group)
each of which may be optionally substituted by one) two or three
substituents independently selected from a a halogen atom or a hydroxyl)
nitro or C I-C4-alkoxycarbonyl group, or a C1-C4-alkyl or C 1-C4-alkoxy
groap optionally substituted by one or two substituents independently
selected from a halogen atom or an amino) carboxyl) hydroxyl) Cl-C4-alkoxy,
(di)C 1-C4-alkylamino) C1-Cq,-alkoxycarbonyl, imidazolyl, morpholinyl)
piperidinyl or pytrolidinyl group. 20 6. A compound of formula (I) as
defined in claim 1) or a pharmaceutically acceptable salt or solvate
thereof) being: N
(2-Methyl-6-benzothiazolyl)-tricyclo[33.1.I3']decane-1-acetatnide, N
(3-(3-(Aminopropyloxy}-2-methylphenyl)-tricycloj3.3.1.1''']decane-1-acetami
de, 2s hydrochloride)
N-(2-Chlorophenyl)-tricycloj3.3.1.13'']decane-1-acetamide,
N-(2,4,5-Trimethylphenyl)-tricyclo[3.3.1.13'~)decane-1-acetamide, N
(5-Methoxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(2,3-Dimethylphenyl)-tricycloj3.3.1.13'7]decane-1-acetamide, 3o
N-(5-Indolyl)~ricyclo[3.3.1.13'']decane-1-acetamide,   ~ 6 MAY 2002 WO
99I29660 63 PCT/S~98/02189 N
{2-Methyl-3-(2-(1-morpholino~thyloxy)phenyl)-tricycio(3.3.I.13'']decane-I-a
cetamide) hydrochloride, 



N (2-Methyl-3-(2-(
1-piperidino)ethyloxy)phenyl)-tricyclo[3.3.1.13'']decane-1-acetamide)
hydrochloride, N
(2-Methyl-5-(1-morpholinomethyl)phenyl)-tricyclo[3.3.1.13'']decane-1-acetam
ide) hydrochloride,
N-(5-(3-(2-N,N-dimethylaminoethyl)indolyl))-tncyclo[3.3.1.13'']decane-1-ace
tamide) hydrochloride, Methyl 4-methyl-3-[[
1-oxo-2-(tricyclo(3.3.1.13'']dec-1-yl)ethyl]amino]thiophene-2 io
carboxylate, N
(3-Methoxy-2-methylphenyl)-tricycIo[3.3.1.13'~Jdecane-1-acetamide, N
(2-Methyl-3-(2-(1-imidazoio)ethyloxy)phenyl)~ricyclo[3.3.1.13'']decane-I-ac
etamide) N-(2,4,6-Trimethylphenyl)-tricyclo[3.3.1.13''] decane-1-acetamide,
N
(5-(3-Aminopropyloxy)-2-methylphenyl)~ricyclo[3.3.1.13'']decane-1-acetamide
) hydrochloride,
N-(5-(3-(N-IVIethylanvno)propyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']dec
ane-1 acetamide, hydrochloride,
N6-(Tricyclo[3.3.1.13'']decane-1-acetyl)adenine, N
(3,5-Dimethoxy-2-methylphenyl)-tzicyclo[3.3.1.13'']decane-1-acetamide) Zo N
(3-(3-{N
Methylamino)propyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1
acetamide, hydrochloride) N (5-{3-(N,N
Dimethylanuno)propyloxy)-2-methylphenyl)~ricyclo[3.3.1.13'7]decane-1
acetamide, hydrochloride) N
(5-Methoxy-2-methylphenyl)~ricyclo[3.3.1.13''Jdecanyloxy-1-acetamide, is
N-(5-Methoxy-2-methylphenyl)-(3-bromo-tricyclo(3.3.1.13'']decane)-1-acetami
de,
N-(5-Methoxy-2-methylphenyl)-(2-oxa-tricyclo(3.3.1.13'']decane)-1-acetamide
,
N-(5-Methoxy-2-methylphenyl)-2-(tricyclo[3.3.1.13'']decan-1-amino)acetamide
) N (3,5-Dimethoxyphenyl)~ricycio[3.3.1.13'']decan-1-acetamide) N
(3,5-Dihydroxyphenyl)~ricyclo[3.3.1.13'']decan-I-acetamide) 3o
N-(3,5-Dimethoxyphenyl)-tricyclo[3.3.1.13'']decanyloxy-1-acetamide)   g 01
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The present invention relates to adamantane derivatives) a process for
their preparation, pharmaceutical compositions containing them, a process
for preparing the s pharmaceutical compositions, and their use in therapy.
Adamantane derivatives are known in the art) e.g. from US-A-3,789,072 as
serotonin inhibitors) from Chem. Abs. ( 1974), Vol. 80, No.S (268? 1 m) as
inflammation and edema inhibitors or analgesics, from Chem. Abs. ( l975))
Vol. 82, No. I (3853j) and Chem. Abs. ( 1977)) Vol. 86) No.17 ( 120855e) as
antiviral agents, and also from Chem. Abs. ( I 968), io Vol. 69, No. l
(2562h)) Chem. Abs. ( 1975), Vol. 82, No.3 ( 16510v) and Tetrahedron (
1988), 44, No. 23) 7234-7242. The P2X~ receptor (previously known as P2Z
receptor), which is a ligand-gated ion channel) is present on a variety of
cell types, largely those known to be involved in the inllammatory/immune
process, specifically) macrophages, mast cells and lymphocytes is (T and
B). Activation of the P2X~ receptor by extracellular nucleotides) in
particular adenosine triphosphate, leads to the release of inter(eukin-1(3
(LL-1(3) and giant cell formation (macrophages/microglial cells),
degranulation (mast cells) and L-selectin shedding (lymphocytes). P2X~
receptors are also located on antigen-presenting cells (APC),
keratinocytes, salivary acinar cells (parotid cells) and hepatocytes. zo It
would be desirable to make compounds effective as Y2X~ receptor antagonists
for use in the treatment of inflammatory, immune or cardiovascular
diseases) in the aetiologies of which the P2X~ receptor may play a role. In
accordance with the present invention) there is therefore provided a
compound of general formula O ~N~R H B zs (I) ~ rp'n =~ ~~-:Cl r~ ~,_, ~~
r `~ n ~' `~ y ~ W `6 ~I~Af 2002 2 3 -12- 1999 2 wherein A represents a
group CH2 or an oxygen atom; B represents a hydrogen or halogen atom (e.g.
fluorine, chlorine, iodine and especially bromine); D represents a group
CH2, OCH2, NHCH2 or CH2CH2) in particular a group CH2, OCH2 or NHCH2; 



s R represents a phenyl) benzothiazolyl, indolyl, indazolyl, purinyl,
pyridyl, pyrimidinyl or thiophenyl group, each of which may be optionally
substituted by one or more substituents independently selected from a
halogen atom or a cyano, carboxyl, hydroxyl, nitro) halo-C ~ -C6-alkyl )
-N(R t )-C(=O)-R2) -C(O)NR3R4, -NRSR~) C3-Cg-cycloalkyl) 3- to 8-membered
heterocyclyl) C3-Cg-cycloalkyloxy, C1-C~-alkylcarbonyl) phenoxy, ~o benzyl,
C t-C6-alkylthio) phenylthio, C i-C6-alkoxycarbonyl, C t-C6-alkylsulphinyl
or Ct-C6-alkylsulphonyl group, or a C1-C6-alkyl or C1-C6-alkoxy group
optionally substituted by one or more substituents independently selected
from a halogen atom or an amino, carboxyl, hydroxyl, Ct-C6-alkoxy)
(di)CI-C6-alkylamino, Ct-C6-alkoxycarbonyl, imidazolyl, morpholinyl,
piperidinyl or pyrrolidinyl group; ~s R1 represents a hydrogen atom or a
Ct-C6-alkyl or C3-Cg-cycloalkyl group; R2 represents a Ct-C6-alkyl or
C3-Cg-cycloalkyl group; and R3, R4, RS and R6 each independently represent
a hydrogen atom or a C~-C6-alkyl or C3-Cg-cycloalkyl group; with the
provisos that zo (i) when A is CH2, B is H and D is CH2, then R does not
represent a phenyl, orthocarboxyphenyl, ortho-nitrophenyl,
ortho-aminophenyl) ortho(dimethylaminoethyl)phenyl, methylphenyl or
para-phenoxyphenyl group, and (ii) when A is CH2, B is Br and D is CH2,
then R does not represent an orthocarboxyphenyl group, and zs (iii) when A
is CH2, B is H and D is CHZCH2, then R does not represent a phenyl group)
and (iv) when A is CH2, D is CH2 or CH2CH2 and R represents a substituted
phenyl group, the substituent or substituents present do not comprise) in
an ortho position) a C~-C~-alkoxy groan substituted by an amino,
(di)CI-C~-alkyl amino, imidaxolyl, 3o morpholinyl) piperidinyl or
pyrrolidinyl group; h~~ullJ!_''~ Cell   r maz PCI/ St 9 8 / U 1 I d ~; - 6
MAY 2002 2 3 -12- 1999 3 or a pharmaceutically acceptable salt or solvate
thereof. In the context of the present specification) unless otherwise
indicated, an alkyl s io substituent or alkyl moiety in a substituent group
may be linear or branched. Furthermore, the (cyclo)alkyl moieties in a
dialkylamino) dicycloalkylamino, dialkylamido or dicycloalkylamido
substituent group may be the same or different. When D represents a group
OCH2 or NHCH~, the group is orientated such that the oxygen or nitrogen
atom is directly attached to the adamantyl group. A 3- to 8-membered
heterocyclyl group should be understood to mean an aliphatic heterocyclic
ring system containing a single heteroatom selected from nitrogen) oxygen
or sulphur. The term "in an ortho position" defines the ring position on
the phenyl ring of R which is adjacent to the point of attachment of the
amide linking group to R) e.g.) as illustrated in the formula below where
the asterisks define the "ortho position": O *~ # N + H B is Similarly,
meta and para positions in the phenyl group R are defined relative to the
point of attachment of the amide linking group to R and are indicated in
the above formula by the symbols + and # respectively. Preferably) R
represents a phenyl, benzothiazolyl) indolyl, indazolyl, purinyl, pyridyl,
pyrimidinyl or thiophenyl group, each of which may be optionally
substituted by one, two) three or four substituents independently selected
from a halogen atom (e.g. fluorine, zo chlorine, bromine or iodine) or a
cyano) carboxyl, hydroxyl, vitro, halo-C~-C6-alkyl (e.g. trifluoromethyl))
-N(Rl)-C(=O)-R2) -C(O)NR3R4) -NRSR6, C3-Cg-cycloalkyl (e.g. 



cyclopropyl) cyclobutyl, cyclopentyl or cyclohexyl), 3- to 8-membered
heterocyclyl (e.g. ~~~^ ~~LcE`f A.~ll~:"    1 l6Jc t'~I/Jt`/tS/ULI(S7 - 6
MAY 2002 2 3 -1 Z- 1999 60 CLAIMS 1. A compound of general formula O ~N~R H
B (I) s wherein A represents a group CH2 or an oxygen atom; B represents a
hydrogen or halogen atom; D represents a group CH2, OCH2, NHCH2 or CH2CH2;
R represents a phenyl, benzothiazolyl) indolyl, indazolyl, purinyl,
pyridyl, pyrimidinyl or thiophenyl group) each of which may be optionally
substituted by one or more substituents io independently selected from a
halogen atom or a cyano) carboxyl, hydroxyl) vitro) halo-C~-C6-alkyl,
-N(R1)-C(=O)-R2, -C(O)NR3R4, -NRSR6, C3-Cg-cycloalkyl) 3- to 8-membered
heterocyclyl, C3-Cg-cycloalkyloxy, C 1-C6-alkylcarbonyl) phenoxy) benzyl, C
1-C6-alkylthio, phenylthio, C 1-C6-alkoxycarbonyl) C t-C6-alkylsulphinyl or
C~-C6-alkylsulphonyl group, or a C~-C6-alkyl or C1-C6-alkoxy group
optionally is substituted by one or more substituents independently
selected from a halogen atom or an amino, carboxyl) hydroxyl, Ct-C6-alkoxy,
(di)C1-C6-alkylamino, C~-C6-alkoxycarbonyl) imidazolyl, morpholinyl)
piperidinyl or pyrrolidinyl group; R ~ represents a hydrogen atom or a C ~
-C6-alkyl or C3-Cg-cycloalkyl group; R2 represents a C~-C6-alkyl or
C3-Cg-cycloalkyl group; and xo R3) R~, RS and R6 each independently
represent a hydrogen atom or a C~-C6-alkyl or C3-Cg-cycloalkyl group; with
the provisos that (i) when A is CH2, B is H and D is CH2, then R does not
represent a phenyl, orthocarboxyphcnyl) ortho-nitrophcnyl,
ortho-aminophcnyl, ortho is (dimethylaminoethyl)phenyl, methylphenyl or
para-phenoxyphenyl group, and AA~t~;rJD SIIEET   



1' IJJ.: 61 tu~~~~y~/uclay 2 3 -12- 1999  6 MAY 2002 (ii) when A is CHZ) B
is Br and D is CH2, then R does not represent an orthocarboxyphenyl group,
and (iii) when A is CH2, B is H and D is CHZCH2, then R does not represent
a phenyl group, and s (iv) when A is CH2, D is CH2 or CH2CH2 and R
represents a substituted phenyl group, the substituent or substituents
present do not comprise, in an ortho position, a Cl-C6-alkoxy group
substituted by an amino, (di)Cl-C6-alkylamino, imidazolyl, morpholinyl,
piperidinyl or pyrrolidinyl group; or a pharmaceutically acceptable salt or
solvate thereof. io 2. A compound according to claim 1, wherein A
represents a group CH2. 3. A compound according to claim 1 or claim 2,
wherein B represents a hydrogen atom. ~s 4. A compound according to any one
of claims 1 to 3, wherein D represents a group CH2) OCH2 or NHCH2. 5. A
compound according to any one of claims 1 to 4, wherain R represents a
phenyl, benzothiazolyl) indolyl, indazolyl) purinyl, pyridyl or thiophenyl
group, each of which may 2o be optionally substituted by one) two or three
substituents independently selected from a halogen atom or a hydroxyl,
nttro or CI-C4-alkoxycarbonyl group, or a Ct-C4-alkyl or CI-C4-alkoxy group
optionally substituted by one or two substituents independently selected
from a halogen atom or an amino) carboxyl) hydroxyl) CI-C4-alkoxy)
(di)Ct-C4-alkylamino, Ct-C4-alkoxycarbonyl, imidazolyl, morpholinyl,
piperidinyl or is pyrrolidinyl group. 6. A compound of formula (I) as
defined in claim 1, or a pharmaceutically acceptable salt or solvate
thereof, being:
N-(2-Methyl-6-hcnzotltiazolyl)-tricyclo[~i.a.1.13'']decane-1-acctamicle,
'~,~~.C ~D St li;.~T   1 1uJ 1 ~.i~ m ~n 1 U~ i a ~ 2 3 -~ 2- 1999 _ 6 MAY
Z002 62
N-(3-(3-(Aminopropyloxy)-2-methylphenyl)-tricyclo(3.3.1.13'i]decane-1-aceta
mide, hydrochloride,
N-(2-Chlorophenyl)-tricyclo(3.3.1.13'']decane-1-acetamide,
N-(2,4,5-Trimethylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide,
N-(5-Methoxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide,
N-(2,3-Dimethylphenyl)-tricyclo[3.3. I.13'7]decane-I-acetamide,
N-(5-Indolyl)-tricyclo[3.3.1. I ~'7]decane-1-acetamide,
N-(2,3-Dimethyl-5-indolyl)-tricyclo[3.3.1.13'']decane-1-acetamide,
N-[5-(3-N,N-Dimethylaminopropoxy)-2-methylphenyl]-tricyclo[3.3.1.13'']decan
e-1 io acetamide, hydrochloride, N-(5-Indazolyl)-tricyclo[3.3.1. I
3'7]decane- I -acetamide, N-(6-Indazolyl)-tricyclo[3.3.1.13''
]decane-1-acetamide, N-(5-Hydroxy-2-methylphenyl
)-tricyclo[3.3.1.13'']deeane-1-acetamide, N-( 1 H-Indol-4-yl)-tricyclo
[3.3.1.13'']decane-1-acetamide) is 4-Methyl-3-[[
I-oxo-2-(tricyclo(3.3.1.13'7]dec- l-yl)ethyl]amino]phenoxy-acetic acid)
hydrochloride salt, 



N-( 1-Methyl-1 H-indol-5-yl)-tricyclo[3.3.1.13'7]decane-1-acetamide, N-(
1-(N,N-Dimethylamino)ethyl- I
H-indo-5-yl)-tricyclo[3.3.1.13'7]decane-1-acetamide, 5-[[
1-Oxo-2-(tricyclo[3.3.1.13'7]dec-I-yl)ethyl]amino]-1H-indole-1-acetic acid)
20 1,1-dimethylethyl ester)
N-(3-(2-Chloropyridyl))-tricyclo[3.3.1.13'7]decane-1-acetamide,
N-(3-(N,N-Dimethylamino)methyl-1
H-indo-5-yl)-tricyclo[3.3.1.13'']decane-1-acetamide,
N-(4-Methoxy-2-methylphenyl)-tricyclo[3.3.1.13'7]decane-1-acetamide)
N-(2-Chloro-5-methoxyphenyl)-tricyclo[3.3. I .13'7]decane-1-acetamide, xs
N-(4-Hydroxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide)
N-(3-Hydroxymethyl-2-methylphenyl)-tricyclo[3.3.1.13'7]decane- I -acetam
ide, N-(5-Methoxy-2-methyl-3-nitrophenyl)-tricyclo[3.3. I .13'7]decane- I
-acetam ide,
N-(5-Hydroxymethyl-2-methylphenyl)-tricyclo(3.3.1.13'7]decane-1-acetamide,
N-(3-Hydroxy-2-methylphenyl)-tricyclo[3.3.1.1F']decane-1-acetamide, !!;
il~~~~'i.1 ~~1~~   l I SJG W ~L ~ U I U L I t5 J 2 3 -12- 1999 63 - 6 MAY
2Q02 N-(2-Methyl-5-(
l-pyrrolidinemethyl)phenyl)-tricyclo[3.3.1.13''Jdecane-1-acetamide,
hydrochloride, N-(2-Chloro-5-hydroxyphenyl)-tricyclo[3.3. I
.13'']decane-I-acetamide, N-(2-Ch loro-4-hydroxyphenyl)-tricyclo[3.3.1. I
3'']decane-1-acetamide, s N-(2-Methyl-3-(2-(
1-pyrrolidino)ethyloxy)phenyl)-tricyclo[3.3. l.13'']decane-1-acetamide,
hydrochloride,
N-(5-Methoxymethyl-2-methylphenyl)-tricyclo[3.3.1.13''Jdecane- I
-acetamide, N-(2-Methyl-3-(2-(
1-morpholino)ethyloxy)phenyl)-tricyclo[3.3.1.13'']decane-1-acetamide,
hydrochloride, to N-(2-Methyl-3-(2-(
1-piperidino)ethyloxy)phenyl)-tricyclo[3.3.1.13'']decane-1-acetamide,
hydrochloride, N-(2-Methyl-5-( I
-morpholinomethyl)phenyl)-tricyclo[3.3.1.1''']decane- I -acetamide)
hydrochloride,
N-(5-(3-(2-N,N-dimethylaminoethyl)indolyl))-tricyclo[3.3.1.13'']decane-1-ac
etamide) Is hydrochloride, Methyl 4-methyl-3-[[
1-oxo-2-(tricyclo[3.3.1.13'']dec-1-yl)ethylJamino]thiophene-2 carboxylate,
N-(3-Methoxy-2-methylphenyl)-tricyclo[3.3.1. I 3'']decane- I -acetamide,
N-(2-Methyl-3-(2-(
1-imidaz,olo)ethyloxy)phenyl)-tricyclo[3.3.1.13''Jdecane-I-acetamide, zo
N-(2,4,6-Trimethylphenyl)-tricyclo[3.3.1.13''Jdecane-1-acetaniide,
N-(5-(3-Aminopropyloxy)-2-methylphenyl)-tricyclo[3.3.1. I
3'']decane-1-acetamide, hydrochloride,
N-(5-(3-(N-Methylamino)propyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decan
e-1 acetamide) hydrochloride) zs
N6-(Tricyclo(3.3.1.13''Jdecane-1-acetyl)adenine,
N-(3,5-Dimethoxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide,
N-(3-(3-(N-Methylamino)propyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decan
e-1 acetamide, hydrochloride,
N-(5-(3-(N,N-l~iinctl~yl:~iino)hropyloxy)-2-mcthylPhcnyl)-tricyclo[3.a
I.l''']~Iccal~r 1 so acetamide, hydrochloride, ~,~ ~ ~?'-0r7 Ss-~E~1'  
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N-(5-Methoxy-2-methylphenyl)-tricyclo[3.3.1.13'']decanyloxy-1-acetamide)
N-(5-Methoxy-2-methylphenyl)-(3-bromo-tricyclo[3.3.1.13''Jdecane)-1-acetami
de) N-(5-Methoxy-2-methyl
phenyl)-(2-oxa-tricyclo[3.3.1.13'']decane)-1-acetamide)
N-(5-Methoxy-2-methylphenyl)-2-(tricyclo[3.3.1.13''Jdecan-1-amino)acetamide
, N-(3,5-Dimethoxyphenyl)-tricyclo[3.3. 1. l3''Jdecan-1-acetamide,
N-(3,5-Dihydroxyphenyl)-tricyclo[3.3.1.13'']decan-1-acetamide,
N-(3,5-Dimethoxyphenyl)-tricyclo[3.3.1.13'']decanyloxy-1-acetamide,
N-(3,5-Bis-(3-aminopropyloxy)phenyl)-tricyclo[3.3.1.13'']decane-1-acetamide
) N-(2,4,5-Trimethylphenyl)-tricyclo[3.3.1.~13''Jdecanyloxy-1-acetamide, io
N-(5-Hydroxy-2-methylphenyl)-tricyclo[3.3.1.13''Jdecanyloxy-1-acetamide,
N-(5-(2-(N-Methylamino)ethyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decane
-1 acetamide) hydrochloride,
N-(5-(2-(N-Methylamino)ethyloxy)-2-methylphenyl)-tricyclo[3.3. I
.13'']decanyloxy-1 acetamide, is
N-(5-(3-(N-Methylamino)propyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decan
yloxy-1 acetamide, or 20
N-(3,5-Dihydroxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-acetamide. 7. A
process for the preparation of a compound of formula (I) as defined in
claim 1 which comprises reacting a compound of general formula O 25 wherein
L represents a leaving group and A) B and D are as defined in formula (I))
with a compound of general formula (III), R-NH2, wherein R is as defined in
formula (I); and optionally forming a pharmaceutically acceptable salt or
solvate thereof. ~~~rac~n ~aE~r    P~li 5ty~ i U~ my 2 3 -12- 1999 a MAY
~pp~ 65 8. A pharmaceutical composition comprising a compound of formula
(I)) or a pharmaceutically acceptable salt or solvate thereof) as claimed
in any one of claims 1 to 6 in association with a pharmaceutically
acceptable adjuvant, diluent or carrier. s 9. A process for the preparation
of a pharmaceutical composition as claimed in claim 8 which comprises
mixing a compound of formula (I)) or a pharmaceutically acceptable salt or
solvate thereof, as defined in any one of claims 1 to 6 with a
pharmaceutically acceptable adjuvant, diluent or carrier. io 10. A compound
of formula (I), or a pharmaceutically acceptable salt or solvate thereof, 



as claimed in any one of claims 1 to 6 for use in therapy. 11. A compound
of formula (I), or a pharmaceutically acceptable salt or solvate thereof,
as claimed in any one of claims 1 to 6 for use in the treatment of
rheumatoid arthritis. ~s 12. Use of a compound of formula (I), or a
pharmaceutically acceptable salt or solvate thereof, as claimed in any one
of claims 1 to 6 in the manufacture of a medicament for use in therapy. zo
13. A method of effecting immunosuppression which comprises administering
to a patient a therapeutically effective amount of a compound of formula
(1), or a pharmaceutically acceptable salt or solvate thereof, as claimed
in any one of claims 1 to 6. 11t~1~~'!'~~ :H!Ef-_'T   6 MAY 2002
REPLACEMENT SHEET 6 MAY 20G1 2 wherein A represents a group CH2 or an
oxygen atom; B represents a hydrogen or halogen atom (e.g. fluorine,
chlorine, iodine and especially bromine); D represents a group CH2, OCH2,
NHCH2 or CH2CH2, in particular a group CH2, OCH2 or NHCH2; 5 R represents a
phenyl, benzothiazolyl, indolyl, indazolyl, purinyl, pyridyl, pyrimidinyl
or thiophenyl group, each of which may be optionally substituted by one or
more substituents independently selected from a halogen atom or a cyano,
carboxyl, hydroxyl, nitro, halo-C1-C6-alkyl, -N(R1)-C(=O)-R2, -C(O)NR3R4,
-NRSR6, C3-Cg-cycloalkyl, 3- to 8-membered heterocyclyl,
C3-Cg-cycloalkyloxy, C 1-C6-alkylcarbonyl, phenox~r, 10 benzyl, C
1-C6-alkylthio, phenylthio, C 1-C6-alkoxycarbonyl, C 1-C6-alkylsulphinyl or
C 1-C6-alkylsulphonyl group, or a C 1-C6-alkyl or C 1-C6-alkoxy group
optionally substituted by one or more substituents independently selected
from a halogen atom or an amino, carboxyl, hydroxyl, C 1-C6-alkoxy, (di)C
1-C6-alkylamino, C 1-C6-alkoxycarbonyl, imidazolyl, morpholinyl,
piperidinyl or pyrrolidinyl group; 15 R1 represents a hydrogen atom or a
C1-C6-alkyl or C3-Cg-cycloalkyl group; R~ represents a C 1-C6-alkyl or
C3-Cg-cycloalkyl group; and R3, R4, R5 and R6 each independently represent
a hydrogen atom or a C 1-C6-alkyl or C3-Cg-cycloalkyl group; with the
provisos that 20 (i) when A is CH2, B is H and D is CH2, then R does not
represent a phenyl, orthocarboxyphenyl, ortho-nitrophenyl,
ortho-aminophenyl, ortho(dimethylaminoethyl)phenyl, ortho-hydroxyphenol,
ortho-(3-chloropropoxy)phenyl, methylphenyl or para-phenoxyphenyl group,
and (ii) when A is CH2, B is Br and D is CH2, then R does not represent an
ortho25 carboxyphenyl group, and (iii) when A is CH2, B is H and D is
CH2CH2, then R does not represent a phenyl group, and (iv) when A is CH2, D
is CH2 or CH2CH2 and R represents a substituted phenyl group, the
substituent or substituents present do not comprise, in an ortho position,
a 30 C 1-C6-alkoxy group substituted by an amino, (di)C ~-C6-alkylamino,
imidazolyl,   - 6 MAY 200_2 REPLACEMENT SHEET , - 6 MAY 2pp2 



3 morpholinyl, piperidinyl or pyrrolidinyl group; or a pharmaceutically
acceptable salt or solvate thereof. In the context of the present
specification, unless otherwise indicated, an alkyl substituent or alkyl
moiety in a substituent group may be linear or branched. Furthermore, 5 the
(cyclo)alkyl moieties in a dialkylamino, dicycloalkylamino, dialkylamido or
dicycloalkylamido substituent group may be the same or different. When D
represents a group OCH2 or NHCH2, the group is orientated such that the
oxygen or nitrogen atom is directly attached to the adamantyl group. A 3-
to 8-membered heterocyclyl group should be understood to mean an aliphatic
heterocyclic ring system containing a single heteroatom 10 selected from
nitrogen, oxygen or sulphur. The term "in an ortho position" defines the
ring position on the phenyl ring of R which is adjacent to the point of
attachment of the amide linking group to R, e.g., as illustrated in the
formula below where the asterisks define the "ortho position": O *~ ~# r'\N
\ + H B 15 Similarly, meta and para positions in the phenyl group R are
defined relative to the point of attachment of the amide linking group to R
and are indicated in the above formula by the symbols + and # respectively.
Preferably, R represents a phenyl, benzothiazolyl, indolyl, indazolyl,
purinyl, pyridyl, pyrimidinyl or thiophenyl group, each of which may be
optionally substituted by one, two, 20 three or four substituents
independently selected from a halogen atom (e.g. fluorine, chlorine,
bromine or iodine) or a cyano, carboxyl, hydroxyl, nitro, halo-C ~-C6-alkyl
(e.g. trifluoromethyl), -N(R~)-C(=O)-R2, -C(O)NR3R4, -NRSR6,
C3-Cg-cycloalkyl (e.g. cyclopropyl, cyclobutyl, cyclopentyl or cyclohexyl),
3- to 8-membered heterocyclyl (e.g.     6 MAY 2002 REPLACEMENT SHEET 6 MAY
200_ 60 CLAIMS 1. A compound of formula O ~N~R D H 'A B wherein A
represents a group CH2 or an oxygen atom; B represents a hydrogen or
halogen atom; (I) 5 D represents a group CH2, OCH2, NHCH2 or CH2CH2; R
represents a phenyl, benzothiazolyl, indolyl, indazolyl, purinyl, pyridyl,
pyrimidinyl or thiophenyl group, each of which may be optionally
substituted by one or more substituents independently selected from a
halogen atom or a cyano, carboxyl, hydroxyl, nitro, halo-C 1-C6-alkyl,
-N(R1)-C(=O)-R2, -C(O)NR3R4, -NRSR6, C3-Cg-cycloalkyl, 



10 3- to 8-membered heterocyclyl, C3-Cg-cycloalkyloxy, C
I-C6-alkylcarbonyl, phenoxy, benzyl, C 1-C6-alkylthio, phenylthio, C
1-C6-alkoxycarbonyl, C 1-C6-alkylsulphinyl or C 1-C6-alkylsulphonyl group,
or a C 1-C6-alkyl or C 1-C6-alkoxy group optionally substituted by one or
more substituents independently selected from a halogen atom or an amino,
carboxyl, hydroxyl, C 1-C6-alkoxy, (di)C 1-C6-alkylamino, 15 C
1-C6-alkoxycarbonyl, imidazolyl, morpholinyl, piperidinyl or pyrrolidinyl
group; R1 represents a hydrogen atom or a C1-C6-alkyl or C3-Cg-cycloalkyl
group; R2 represents a C 1-C6-alkyl or C3-Cg-cycloalkyl group; and R3, R4,
RS and R6 each independently represent a hydrogen atom or a C 1-C6-alkyl or
C3-Cg-cycloalkyl group; 20 with the provisos that   - 6 MAY 2002
REPLACEMENT SHEET - s MaY 2oa2 61 (i) when A is CH2, B is H and D is CH2,
then R does not represent a phenyl, orthocarboxyphenyl, ortho-nitrophenyl,
ortho-aminophenyl, ortho(dimethylaminoethyl)phenyl, ortho-hydroxyphenyl,
ortho-(3-chloropropoxy)phenyl, methylphenyl or para-phenoxyphenyl group,
and 5 (ii) when A is CH2, B is Br and D is CH2, then R does not represent
an ortho carboxyphenyl group, and (iii) when A is CH2, B is H and D is
CH2CHZ, then R does not represent a phenyl group, and (iv) when A is CH2, D
is CHZ or CH2CH2 and R represents a substituted phenyl group, 10 the
substituent or substituents present do not comprise, in an ortho position,
a C 1-C6-alkoxy group substituted by an amino, (di)C 1-C6-alkylamino,
imidazolyl, morpholinyl, piperidinyl or pyrrolidinyl group; or a
pharmaceutically acceptable salt or solvate thereof. 15 2. A compound
according to claim 1, wherein A represents a group CH2 or an oxygen atom; B
represents a hydrogen or halogen atom; D represents a group CH2, OCH2,
NHCH2 or CH2CH2; R represents a phenyl, benzothiazolyl, indolyl, indazolyl,
purinyl, pyridyl, pyrimidinyl or 20 thiophenyl group, each of which may be
optionally substituted by one or more substituents independently selected
from a halogen atom or a cyano, hydroxyl, nitro, halo-C1-C6-alkyl,
-N(R1)-C(=O)-R2, -C(O)NR3R4, -NRSR6, C3-Cg-cycloalkyl, 3- to 8-membered
heterocyclyl, C3-Cg-cycloalkyloxy, C 1-C6-alkylcarbonyl, phenoxy, benzyl, C
~-C6-alkylthio, phenylthio, C 1-C6-alkoxycarbonyl, C 1-C6-alkylsulphinyl or
25 C 1-C6-alkylsulphonyl group, or a C ~-C6-alkyl or C 1-C6-alkoxy group
optionally substituted by one or more substituents independently selected
from a halogen atom or an amino, carboxyl, hydroxyl, C 1-C6-alkoxy, C
~-C6-alkoxycarbonyl, imidazolyl, morpholinyl, piperidinyl or pyrrolidinyl
group; R1 represents a hydrogen atom or a C1-C6-alkyl or C3-Cg-cycloalkyl
group; 30 R2 represents a C ~-C6-alkyl or C3-Cg-cycloalkyl group; and    6
MAY 2002 REPLACEMENT SHEET fi MAY 200.. 62 R3, R4, RS-and R6 each
independently represent a hydrogen atom or a C ~-C6-alkyl or
C3-Cg-cycloalkyl group; with the provisos that 



(i) when A is CH2, B is H and D is CH2, then R does not represent a phenyl,
5 ortho-nitrophenyl, ortho-aminophenyl, ortho-hydroxyphenyl,
ortho-(3-chloropropoxy)phenyl, methylphenyl or para-phenoxyphenyl group,
and (ii) when A is CH2, B is H and D is CH2CH2, then R does not represent a
phenyl group, and (iii) when A is CH2, D is CH2 or CH2CH2 and R represents
a substituted phenyl group, 10 the substituent or substituents present do
not comprise, in an ortho position, a C t-C6-alkoxy group substituted by an
amino, imidazolyl, morpholinyl, piperidinyl or pyrrolidinyl group. 3. A
compound according to claim 1 or claim 2, wherein A represents a group CH2.
15 4. A compound according to any one of claims 1 to 3, wherein B
represents a hydrogen atom. 5. A compound according to any one of claims 1
to 4, wherein D represents a group 20 CH2, OCH2 or NHCH2. 6. A compound
according to claim 1, wherein R represents a phenyl, benzothiazolyl,
indolyl, indazolyl, purinyl, pyridyl or thiophenyl group, each of which may
be optionally substituted by one, two or three substituents independently
selected from a halogen atom or 25 a hydroxyl, vitro or C
1-C4-alkoxycarbonyl group, or a C ~-C4-alkyl or C 1-C4-alkoxy group
optionally substituted by one or two substituents independently selected
from a halogen atom or an amino, carboxyl, hydroxyl, C 1-C4-alkoxy, (di)C
1-C4-alkylamino, C 1-C4-alkoxycarbonyl, imidazolyl, morpholinyl,
piperidinyl or pyrrolidinyl group.   - g MAY 2002 REPLACEMENT SHEET - g MAY
2002 63 7. A compound of formula (I) as defined in claim 1, or a
pharmaceutically acceptable salt or solvate thereof, being: N
(2-Methyl-6-benzothiazolyl)-tricyclo[3.3.l.13'']decane-1-acetamide, N
(3-(3-(Aminopropyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetami
de, 5 hydrochloride, N
(2-Chlorophenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(2,4,5-Trimethylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(5-Methoxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(2,3-Dimethylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, 10 N
(5-Indolyl)-tricyclo(3.3.1.13'']decane-1-acetamide,
N-(2,3-Dimethyl-5-indolyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
[5-(3-N,N
Dimethylaminopropoxy)-2-methylphenyl]-tricyclo[3.3.1.13'']decane-1
acetamide, hydrochloride, N
(5-Indazolyl)-tricyclo[3.3.1.13'']decane-1-acetamide, 15 N
(6-Indazolyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(5-Hydroxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N (1H
Indol-4-yl)-tricyclo[3.3.1.13'']decane-1-acetamide,
4-Methyl-3-[[1-oxo-2-(tricyclo[3.3.1.13'7]dec-1-yl)ethyl]amino]phenoxy-acet
ic acid, hydrochloride salt, 20 N (1-Methyl-1H
indol-5-yl)-tricyclo[3.3.1.13'']decane-1-acetamide, N (1-(N,N
Dimethylamino)ethyl-1H indo-5-yl)-tricyclo[3.3.1.13'']decane-1-acetamide,
S-[[1-Oxo-2-(tricyclo[3.3.1.13'']dec-1-yl)ethyl]amino]-1H-indole-1-acetic
acid, 



1,1-dimethylethyl ester, N
(3-(2-Chloropyridyl))-tricyclo[3.3.1.13'']decane-1-acetamide, 25 N (3-(N,N
Dimethylamino)methyl-1H-indo-5-yl)-tricyclo[3.3.1.13'']decane-1-acetamide,
N (4-Methoxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(2-Chloro-5-methoxyphenyl)-tricyclo[3.3.1.13'7]decane-1-acetamide, N
(4-Hydroxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(3-Hydroxymethyl-2-methylphenyl)-tricyclo[3.3.1.13'7]decane-1-acetamide, 30
N
(5-Methoxy-2-methyl-3-nitrophenyl)-tricyclo[3.3.1.13'']decane-1-acetamide,
- g MAY 2002 REPLACEMENT' SH~E'> - 6 MAY 2002 64 N
(5-Hydroxymethyl-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(3-Hydroxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(2-Methyl-5-(1-pyrrolidinemethyl)phenyl)-tricyclo[3.3.1.13'']decane-1-aceta
mide, hydrochloride, N
(2-Chloro-5-hydroxyphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(2-Chloro-4-hydroxyphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(2-Methyl-3-(2-(1-pyrrolidino)ethyloxy)phenyl)-tricyclo[3.3.1.13'']decane-1
-acetamide, hydrochloride, N
(5-Methoxymethyl-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, 10
N
(2-Methyl-3-(2-(1-morpholino)ethyloxy)phenyl)-tricyclo[3.3.1.13'']decane-1-
acetamide, hydrochloride, N
(2-Methyl-3-(2-(1-piperidino)ethyloxy)phenyl)-tricyclo[3.3.1.13'']decane-1-
acetamide, hydrochloride, N
(2-Methyl-5-(1-morpholinomethyl)phenyl)-tricyclo[3.3.1.13'']decane-1-acetam
ide, 15 hydrochloride, N
(5-(3-(2-N,N-dimethylaminoethyl)indolyl))-tricyclo[3.3.1.13'']decane-1-acet
amide, hydrochloride, Methyl 4-methyl-3-[[
1-oxo-2-(tricyclo[3.3.1.13'']dec-1-yl)ethyl]amino]thiophene-2 carboxylate,
20 N (3-Methoxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide, N
(2-Methyl-3-(2-(1-imidazolo)ethyloxy)phenyl)-tricyclo[3.3.1.13'']decane-1-a
cetamide, N (2,4,6-Trimethylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamide,
N
(5-(3-Aminopropyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1-acetamid
e, hydrochloride, 25 N (5-(3-(N
Methylamino)propyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1
acetamide, hydrochloride, N6-(Tricyclo[3.3.1.13'']decane-1-acetyl)adenine,
N (3,5-Dimethoxy-2-methylphenyl)-tricyclo[3.3.l.13'']decane-1-acetamide, N
(3-(3-(N
Methylamino)propyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1 30
acetamide, hydrochloride,   - 6 MAY 2002 REPLACEMENT SHEET 



- g M AY 2002 65 N (5-(3-(N,N
Dimethylamino)propyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1
acetamide, hydrochloride, N
(5-Methoxy-2-methylphenyl)-tricyclo[3.3.1.13'']decanyloxy-1-acetamide, N
(5-Methoxy-2-methylphenyl)-(3-bromo-tricyclo[3.3.1.13'']decane)-1-acetamide
, 5 N
(5-Methoxy-2-methylphenyl)-(2-oxa-tricyclo[3.3.1.13'']decane)-1-acetamide,
N
(5-Methoxy-2-methylphenyl)-2-(tricyclo[3.3.1.13'']decan-1-amino)acetamide,
N (3,5-Dimethoxyphenyl)-tricyclo[3.3.1.13'']decan-1-acetamide, N
(3,5-Dihydroxyphenyl)-tricyclo[3.3.1.13''Jdecan-1-acetamide, N
(3,5-Dimethoxyphenyl)-tricyclo[3.3.1.13'']decanyloxy-1-acetamide, 10 N
(3,5-Bis ~3-aminopropyloxy)phenyl)-tricyclo[3.3.1.13'']decane-1-acetamide,
N (2,4,5-Trimethylphenyl)-tricyclo[3.3.1.1''']decanyloxy-1-acetamide, N
(5-Hydroxy-2-methylphenyl)-tricyclo[3.3.1.13'']decanyloxy-1-acetamide, N
(5-(2-(N Methylamino)ethyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decane-1
acetamide, hydrochloride, 15 N (5-(2-(N
Methylamino)ethyloxy)-2-methylphenyl)-tricyclo[3.3.1.l3'']decanyloxy-1
acetamide, N
(5-(3-(N-Methylamino)propyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'']decanyl
oxy-1acetamide, or N
(3,5-Dihydroxy-2-methylphenyl)-tricyclo[3.3.1.13'']decane-acetamide. 20 A
process for the preparation of a compound of formula (I) as defined in
claim which comprises reacting a compound of general formula O `L B (II)
REPLACEMENT SHEET 2002 - g MAY 2002 66 wherein L represents a leaving group
and A, B and D are as defined in formula (I), with a compound of general
formula (III), R-NH2, wherein R is as defined in formula (I); and
optionally forming a pharmaceutically acceptable salt or solvate thereof. 5
9. A pharmaceutical composition comprising a compound of formula (I), or a
pharmaceutically acceptable salt or solvate thereof, as claimed in any one
of claims 1 to 7 



in association with a pharmaceutically acceptable adjuvant, diluent or
carrier. 10. A process for the preparation of a pharmaceutical composition
as claimed in claim 9 10 which comprises mixing a compound of formula (I),
or a pharmaceutically acceptable salt or solvate thereof, as defined in any
one of claims 1 to 7 with a pharmaceutically acceptable adjuvant, diluent
or carrier. 11. A compound of formula (I), or a pharmaceutically acceptable
salt or solvate thereof, 15 as claimed in any one of claims 1 to 7 for use
in therapy. 12. A compound of formula (I), or a pharmaceutically acceptable
salt or solvate thereof, as claimed in any one of claims 1 to 7 for use in
the treatment of rheumatoid arthritis. 20 13. Use of a compound of formula
(I), or a pharmaceutically acceptable salt or solvate thereof, as claimed
in any one of claims 1 to 7 in the manufacture of a medicament for use in
treating rheumatoid arthritis. 14. Use of a compound of formula (I), or a
pharmaceutically acceptable salt or solvate 25 thereof, as claimed in any
one of claims 1 to 7 in the manufacture of a medicament for use in treating
irritable bowel disease. 15. Use of a compound of formula (I), or a
pharmaceutically acceptable salt or solvate thereof, as claimed in any one
of claims 1 to 7 in the manufacture of a medicament for use 30 in treating
atherosclerosis.   REPLACEMENT SHEET 202 - g MAY 2002 67 16. Use of a
compound of formula (I), or a pharmaceutically acceptable salt or solvate
thereof, as claimed in any one of claims 1 to 7 in the manufacture of a
medicament for use in treating psoriasis. .A{2.A.A[r.A[.A
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