,-.1012345e3evBW?JIKANOUGUTV7( ~alot ~ ~C~lId ~Cuw ~ol daoai GXZd =26 MAY! 2082
30 sat Bol or; ae acp uI ) saseasrp .relnost:norp.reo .ro aunww ~ ~0~eunw, ~ui ;0
mat una~ ay wQu99/29669 . sl Sruo~-ue i 0~daoai GXZd se anc~oa~PCIEEYsdNBY a~w
o~ al qgl tsap- aq pl non~ aZ oz 'sal ~t ool Eday pug (sI | ao ppor Ed) sllao ~uroE
~nt~s sa~3our~utax " (~) sllao 8utluasa~#-ua8nut' uo pampol oslE are
S. roadaoat Lde "(sa~~(ootl| dw-C ) 8u~ppags upaal as-~ Pug (slla~ ~s~w)
uot| ~I nu~~ap " (slla~ lurl Bos~tw sa8eqdosoun) uopEUZSO, Ilao ~uErB puu
(Zi1-~) =ji-ur=naha-m o asBalasamANPANERORRIY dg‘wésdsoqdua aut souaps

. zEl nor ~. red ut "~ sapt-~oalonu .relnllaoelilxar I o~da~ai LXzZd atp 30
uot ~enr| od (g pug , ~ si sa~~C~orI dw~t| puE sllao | suw " saBEydoi osw

"~Cl | e~3i oads "ssa~osd aunuzmt ~~fi oWtuure~y ay ur panjonut ag o~ unnou-~
asocp ~I aB. r el Thesprasent invantion relatentordamantans slerivatives, d procesy fontbeir
paZU~- puEBrl ~ sr BQXnM & ‘B‘Kll daoa..r. ZZd se unnou-~ g snoi_nai d) | o~ daoa|
Lxzd ay. | . Preparatign, phaamacsutici compasitionsLantaining themya °F°Sé£°prJEP3(fH’G| 9|

vy v, i RehicbmeRfiEns M neit KERBarsor Y™ | P\ 36 7 on (LLsi f"*'

sqd ' wayJ pue Adﬁﬂinthnéﬁérw&&ved QAknoWh &l Jhe FQlk V\E froWﬁUS—R—3U78'9‘O72asserotonm
S~ rsaBIt tre.ro siooqitlut gwapa puE uota~urwkE~ut s~ . L89Z) S oN 08

‘1 0A ('t r Lighibjtotss cﬂoom Cham. Abio(1574), éfod;r&ﬂ INOTS (BG83 &m) asamfbmrxmmnaﬁti ‘ederda Sf |

pus. " suor | PG S ABERSBul OB ot B 1L £ vt LT and iy Ao

i S i o pos o e g A o

~N-', LNdYVVbL. 64, 18811 (ZSE B~ m¢m~Ab@9(9625)6&'oﬂ\wmzs (1@316v) and PetMh¥didd02 WO
99/29660 PCT/ SE98/ 02189 3 group substituted by an am no)
(di ) O - Co- dPRY), Afi Ne)23, A2 #E&7é#%( ) not phol i nyl ) pi per| di nyl or pyrrol [ d| nyI

Jont bt Cor ¢ PoREABIRHHCERr YorBABERY RR0EnSE PazSfe ey fich A B0k dalbd'iBF
S substi tugm,{lﬂé fgogaeht &Ewwery%feew &nhlgemmegeq%m qun\de&ﬁfn thE

branched (cycl o) al noieties in a dial kylam no,

di cycl oal ktmaﬂmmdrydm:hdmlpimaﬂm specnﬂcﬂyyc nexetdphlages, nssaells aid lyenghogyesip may
be the sane or different. \Wen represents a gr 2. a' NHCH2, the
group i5 off it B) efictiyasian of e ?43@ @ﬁ%@h%?%%%@@?ﬂ%%% dn garugelar y

attached to,the a roup
should io 5d€ aﬂa%fj’éﬁ%%ﬂ% dgéﬁa{eagﬁo g{r%‘rgl]cageh%fﬁpfgﬁgﬁ’lﬁ @ lﬁg ElXscfgt em

cont ai ni ng o%n%h&kgtrﬁad?éﬁlﬁrgeﬁkﬁﬁbgﬂl%Eﬂﬁddég%ﬁ’fiﬂl&iér{ (‘ﬂ%f‘eel@ﬁﬁﬂﬁﬁ-s@l&ct%&” phur.
The term"in an oortho position™ defines the ring position on the phenyl
ring of R mddmgl(b/rmhoamm)t H“-d(ﬂm@eppus Are ajso located lonantiges-prepentiagicdds | i nki ng
group to R e.g.) as illustrated.in t eforHJ bel ow where the asterisks
define t he(AW)t kgragggqygqs@ﬁahvary acinar cells (parotid cells) and hepatocytes.

20 It would be desirable to make compounds effective as P2X7 receptor antagonists for
use in the treatment of inflarnmatory, immune or cardiovascular diseases, in the aetiologies

of which the P2X7 receptor may play a role.
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O*~# N+ HB ~s Sinilarly) nmeta and para positions in the phenyl eréodaYR002
are defined relative to the point of attachnent of the am de |inking group
to R and arwoiwdeétted in the above formula by the synmbol s +PEFYEE8/02189
respectively. Preferably, R represents a phenyl, benzothiazolyl) indoiyl,

i ndazol yl, purinyl, pyridyl) 20 pyrimdinyl or thiophenyl group) each of

whi ch may be optionally substituted by one, twd) three or four substituents
i ndependently sel ected froma hal ogen atom (e.g. fI uori ne) chlorine)

brom ne or iodin C dr.oxy. ro hal o- C 1- CG- al kyl
(e.g. trif Igﬁ%"}poﬂ@%[ﬁ@ e)d)aoy %aa&%l é? bg%aﬂ( é{%}‘ Né%ﬁoﬁ“ﬁ’ prpenidinyl Y
C3- Cg- cycl .cl opropyl, cycl obutyl, cycl opentyl orcycl ohexyl),
3- to 8- Qﬁl ?*é“ﬁ‘ﬂg%’ﬁ% yl (e. g 6 MAY 2002 WD 99/ 29660
PCTI SE98/ Obl&%hamoenﬁdzﬂly)ac&bmbmsalﬂﬁ soivhtqRtheesd€h | ndependently represent a
hydrogen atomor a C 1-C4-alkyl (e.g. nethyl, ethyl, propyl or butyl) or

- 06- cycl oal kyn tl(eecqgltexwahs;péwsm spefificpuomn maless pihgrwispindiatsde an akkyl

conpounds of . the inv

(B0 Noehy udtbfers BY FRYL BBk 4 iBsricugpueraun may.be lingar ar branched Entgsmore
g 3 (ﬁyg rA(r)nch Dl hARY AR ¥ RIS Ynind, mc@xr&aﬂdy%’aﬁna dtaliy fi§48E- 1- acet an
N- ( 2- Chl or m&}emallay{zimdoyubmh&nsgmupahw Ueﬂmrsaml:m@(ﬂamtd &hen D represents a

(2,4,5- Trlnetaé_ﬁhen xr|c clo[3.3.1.13" '] decane- 1- acet am de, ~o
5- NEt ho>sy0tnl VA p))th¢ Brap |16f’§er3tatfd|ssch Y’é&@&ﬁéyaﬂ’e@&lﬁ%wmm is

N-
N- (
Egg | ndol )ﬂt,)ex :%%F% %thquarﬁ%x%yl] %’égé %q%ggr?xg 8 %eterocyg&'l group should

3-
151 (3 NN, B pafoRBg ik ad S zb‘r‘?%f"’%ﬁéﬁyﬁkg*?f;@%"%‘ GES Ty oname. 1

~s acet am deDecﬂagi(ﬂxl’otmhﬂtmgcxd@)(ygbn or sulphur. The term "in an ortho position" deﬁnes the ring
(5-Indazolyl)-tricyclo[3.3.1 ] decane- 1- acet am de, N
( 6- | ndazol \ROpitiopjoBHag H[egmmig 9_f3R V‘Fﬁ%‘@: b?r?éiJafe%‘@tt%P‘é!@[ ofnpttachment of the armde

ST AL Y RO Rl et A o

4- Met hyl - 3L kie Egggngn-(t ricyclo[3.3.1.1s"' ~] dec 1-yl )et hyl ] am no] phenoxy- acet
ic acid) hydrochloride salt, N (

1- Met hyl - 1Hi ndol - 5-yl) - trlcyclo[3 3. 1.

Di met hyl am no) et hyl - 1H-|nd05yl) trlcy 3
5-[[1-Oxo-2-(tricyclo[3.3.1.13" "] dec- 1 yl
acid) a 1) I-dinethylethyl ester)
N-(3-(2-Chloropyridyl))-tricyclo[3.3.
{3-(N, N-D net hyl am no) net hyl - 1H-1i
tam de) N

(4- Met hoxy- 2- met hyl phenyl ) -tricycl
N- ( 2- Chl or 0- 5- net hoxyphenyl ) -tri
N- (4- Hydr oxy- 2- net hyl phenyl ) ~ri .
6 MAY 2002 WO 991 29660 PCT/ SE98/ 02189 7

N-(3-(3-( '\ng’ﬁgﬂlaﬂg.z;ﬂhﬁ%@ P&ggﬂ%hs r thE pRYA el R abd defined Mlative 1b-thSpdiheisican

l.acetamde) N (1-(N/N
] decane- 1- acet am de,
: o] -1H i ndol e-1-acetic

13 7]|'dlecane 1-acet ani de, N
A) tricyclo[3.3.1.13" '] decane-1-ace

18 ]decane 1- acet ani de)
. 13 ] decane- 1- acet am de) 30
I '] decane- | -acetam de, -

e-1 acetam de rochl ori
N- (5- (3- { N, artabhriexrit of tieendnnidg finking Igeoup toR and anel ipdieargd in the iabyed fonBub by the' ' ] d
scane- 1 symbols + and # respectively.
Preferably, R represents a phenyl, benzothiazolyl, indolyl, indazolyl, purinyl, pyridyl,
20  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,-Cg-alkyl (e.g.

trifluoromethyl), -N(R")-C(=0)-R%, -C(O)NR’R*, -NR°R®, C3-Cg-cycloalkyl (e.g.

cyclopropyl, cyclobutyl, cyclopentyl or cyclohexyl), 3- to 8-membered heterocycly! (e.g.



acet am de) hydrochloride, s = 6 MAY 2002
N- (5- Met hoxy- 2- net hyl phenyl )-tricycl o[ 3. 3. 1. 13' 7] decanyl oxy- 1-acetam de, N
(5- Met hoxy-womer#ssPphenyl ) - (3-brono-tricycl o[ 3. 3. 1. 13' ' | decaR€EYSE®EAsAN de

N—(5 Met hoxy- 2- met hyl phenyl ) - (2-oxa-tri cyscl 0[ 3.3.1.13" '] decane) - 1- acet am de

(5 I\/Et hoxy- 2-r ~et hyl phenyl) 2- (trlcyclo[3 3.1.13 ]decan 1- am no) acet ani de,

5-Di met h f
2B i SR K AR el el Rt ey b

N (3,

N (3,

N- (3, 5-Di Mﬁcxwwg)memvbymmmommbatyn] ateGaby-cgotyalkylaesy oydleifentyl or
(3,5-Bis-(3-am nopropyl oxy) phenyl ) ~ri cycl 0[3 3.1.13" '] decane- 1- acet am de, N
(2,4,5-Tri reyclopexsibasoup- tri cycl o( 3. 3. 1.1 3' ' ] decanyl oxy- 1- acet ani de,

N- ( 5- Hydr oxy- 2- en ri.cycl o ] decanyl oxy- 1- acet am de, -~s
N-(5-(2- (N-IVEt r#mfé‘tm\éﬂ Pﬁé’l’%ﬁ?}?)f W“p‘ﬂ%@?)ﬂl cyclo[3.3.1.13 '] decane-1
acet am de, 1§-&idyRo[3.

Met hyl am no t y - -rret ylp senyl XOI‘[I gylc {dec%‘]EI gwuiuéiebanyl oxy-1

acet am de) M(3-(3-(Aminopropyloxy)- 2—methylphenyl)-mcyclo[3 3.1.1%"\decane- l -acetamide,
(5-(3- (N Met hyl am no~r opyl oxy) - 2- met hyl phenyl ) ~ri cycl o[ 3. 3. 1. 13" 7] decanyl oX

y-1 zo acethysfesbloriged

N-(3,5-Di h 2-neth | 71d - tam de. Th
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N-(1-Methyl-1H-indol-5-yl)-tricyclo[3.3.1.1*7]decane-1-acetamide,
N-(1-(N,N-Dimethylamino)ethyl-1H-indo-5-y!)-tricyclo[3.3.1.1>"decane- 1 -acetamide,
5-[[1-Oxo-2-(tricyclo[3.3.1.1*7)dec-1-yl)ethyl}amino]- 1H-indole-1-acetic acid,
35 1,1-dimethylethyl ester,
N-(3-(2-Chloropyridyl))-tricyclo[3.3.1. 13‘7]dccane- I-acetamide,
N-(3-(N,N-Dimethylamino)methyl-1H-indo-5-yl)-tricyclo[3.3.1.1*"]decane- 1 -acetamide,
N-(4-Methoxy-2-methylphenyl)-tricyclo[3.3.1. 1*71decane-1-acetamide,
N-(2-Chloro-5-methoxyphenyl)-tricyclo{3.3.1. 1*7}decane-1-acetamide,

13.7

30 N-(4-Hydroxy-2-methylphenyl)tricycio[3.3.1.17"]decane- | -acetamide,
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m snoa~el ueNpE-@HY, MDiaisarylaminapsapydoey)s2 -mesipriploaipd)triaydoB. HB1 70d&andl] . | Jd
099671 66 OM zOQZ ~| dW 9 - 6 MAY 2002 WD 99I 29660 PCTI SE98/ 02189 11 b) N
(2- Met hyl - Gamldﬁm%‘éﬂh}qf)dﬂtrl cycl o[ 3.3.1.13" '] decane- 1- acet ani de To a

sol ution of ne repared as described in a)
above in’ ace{1 @?ﬁ?g\% 2 m_ea[% %?n)@\gnc&'&%&g F ﬁﬁgﬁﬁg '?(aﬁcat%qeﬁ') and

6- am no- 2mehtygl IR&B-Bromd- t 7 rred at

anbient te Wa%%% ﬁéﬂ%k%&éﬁ& ?3 reor%ejlﬂ%fcg?[glﬂgg vﬂsile'zé%M:(rgtqh%//gl3 acg% ate. The
organi c phaNe(SVMethblasm methipiptieny )-(2-dka-trieychof@r3ok it fdecanecli-steranddwat er

dried over magnesi um sul phate (MS04) and final,l y concentrated under

reduced pr eNs@rMethoxyiz methyiphenyl-¢-Grisysiolhd. ok~ Megan-l camipplagetamidey g

I\/bltlngp0| C.io Cl. it 3ésk I\/R(CDCI3)88;15(1
H d), 7.84 (3151 é‘m ffiox Mot yc%%fg)jzlg ]‘%‘éle a%“‘?“‘i‘?(zH s), 2.00 (3H,
s), L1.73( N2(|3QS lﬂh @[@h&lﬁ)-ﬂrﬁyﬁoﬁ .3.1.13")decane-1-acetamide,

(3-(3- (Am nopr opyl oxy) henyi )-tr| cycio[3.3.1. 13 ~] decane- 1- acet am
de, hydrochNe(BLileu@eﬂaoiyﬁhbﬁylblrmyh!ﬂ[3ézloU’f ddachoppkytl eacetamide,nl ) was added to
a solution of N

met hyl phenyM3 tsr%ﬁy@r@moer.omylféwp}’a@ébﬂéwflo&%étlahi ecars-hdgetynidex anpl e 26),

1570 g U MR I B BRR LT Ypteahpidty FlthuBn 21| BOOSPII e
t enper at ur eM@%&%&?JMcﬁﬁyP@hBﬁﬁ)&@scl@ws Aner pleeshyiodle -abadmigRd pressure.

The resi due was puri col'um chr omat ogr aphy over si IJca el uti ng with
di chl or asret Magde(2- (I\éMo;lhylaanMfa'lQ&’)fLZ mesidphenyh-tfigyclolde3. pdr |]¢qcen|e-by HPLC
over a Dynanax coI um1 usi a Waters Prep 4000 eluting with iso-hexane :
et hyl acet a@%"t%“?‘ ) ydroghy °‘84¢\7e the M tsunobu reaction product (0.34 g)

e 2 TR e i P 1 o

acetarmde
N-(5-(3-(N-Methylamino)propyloxy)-2-methylphenyl)<ricyclo{3.3.1. 1*"1decanyloxy-1-

20 acetamide, and
N-(3,5-Dihydroxy-2-methylphenyl)+ricyclo(3.3.1.

The present invention further provides a process for the preparation of a compound

1>7Jdecane-acetamide.

of formula (I) as defined above which comprises reacting a compound of general formula

o

N

A

D

ey
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(2,4,5-Trinmethyl phenyl)-tricyclo[3.3.1.13 ']decane-1-acetam de O N H

PCT/ SE98/ sVBY¥%8par ed according to the method of Exanple |HHT/E8(47189

1- adamant aneacetyl chloride s (0.2 g) angl 2,4,5-trinmethyianiline (0.13 g)

to give the title conpound as a white solid (0.042 g). Melting point: 158 C
M5 (APCI +ve) 312 (MtH)+ io 1H NWVR (DMSO-d6) 8 9.00 ( 1 H, s), 7.08 ( |

s), 6.94 ( 1 H s). 2.14 (6H) s), 2.10 (3H) s)) 2.04 (2H, s)) 1.98 (3H, s))

| .75 ( 12H, mpdeompuadSofthe present invention are advantageous in that they possess

(5- Met hoxy- 2- et hyl phenyl )-tricyclo[3.3.1.13""']decane-1-acetamde O- ON H

~s Pr epar ephanmacniagica) activith eTheyt are dheseforscindisated|as phamesecuticalsfesusainghe et y |

O L . it RS BN TR S s, B el
s . R BBy TR AR R 00

(2H) M9 powel disease, Crohn’s disease, ulcerative colitis, atherosclerosis, growth and metastases of

malignant cells, myocardial ischaemia, myoblastic leukaemia, diabetes, Alzheimer’s
disease, osteoporosis, burn injury, stroke, varicose veins and meningitis.

Accordingly, the present invention provides a compound of formula (I), or a
pharmaceutically acceptable salt or solvate thereof, as hereinbefore defined for use in

10 therapy.

In another aspect, the invention provides the use of a compound of formula (I), or a
pharmaceutically acceptable salt or solvate thereof, as hereinbefore defined in the
manufacture of a medicament for use in therapy.

The invention further provides a method of effecting immunosuppression (e.g. in the

s treatment of rheumnatoid arthritis, irritable bowel disease, atherosclerosis or psoriasis)
which comprises administering a therapeutically effective amount of a compound of
formula (I), or a pharmaceutically acceptable salt or solvate thereof, as hereinbefore
defined to a patient.

For the above-mentioned therapeutic uses the dosage administered will, of course,

20  vary with the compound employed, the mode of administration, the treatment desired and
the disorder indicated.

The compounds of formula (I) and pharmaceutically acceptable salts and solvates
thereof may be used on their own but will generally be administered in the form of a
pharmaceutical composition in which the formula (I) compound/salt/solvate (active

s ingredient) is in association with a pharmaceutically acceptable adjuvant, diluent or carrier.
Depending on the mode of administration, the pharmaceutical composition will preferably
comprise from 0.05 to 99 %w (per cent by weight), more preferably from 0.10 to 70 %w,
of active ingredient, and, from 1 to 99.95 %w, more preferably from 30 to 99.90 %w, of a
pharmaceutically acceptable adjuvant, diluent or carrier, all percentages by weight being

30 based on total composition.



7.16 ( 1 H) dd), 6.35 ( 1 H) t)) 2.04 (2H, s)) 1.94 (3H, s), 1.70-1-BOMAY 2002
12H, m s Exanple 8

N- (2, 3- Di nWOP22680 ndol yl )-tricycl o[ 3. 3. 1. 13" ' ] decane- 1- acet5HiS¥88/02189 / N N
\ H To a sol-ution of 1-adanmantaneacetic gcid (0.30 g) in dichloronethane
(10 mM) were added 4-di net hyl am nopyridine (0.19 g) and

1- (3-di nmet hyl anunopropyl )-3 io ethyl carbodiimdc hydrochloride (0.30 g).

The reaction mxture was stirred for 0.5 hour before addition of

S- ani no- 2 p3- diNves-Viéthyidé-bentdthzolyl)-tridyicld[3.3d . i iddcaRéL 1 CRetdmidrd over ni ght

at anbient tenperature. The next day the reaction m xture was washed wth
di | ut e hydr ocHloor sadutinni of, | -gdamantaneacasyli abdgrider (Ostg)preparebal descrsbddpina e
duce essure to_ |l eave a

Na2S04) " and fjnal | ted und
Fost due.  BPYE nCREiRBIFIBH 10 AL s padhd Breifamipe (0.2 Y vt smincod aphy.

| uti t d
whi te ol TP pHBe ko AITER Tt 2T IARERS RN TR dntjeft ERPRANIESE" /0
(20 M) 2 oh D05 (3t o) s o (s B Phass jpfuin dnthedSii |- 00
S s), -
(12H, m dlmt@mhmmw;?%@em@ve&m@m szhate (MgSO4) and ﬁnally
(5-1ndazolyl)-tricycl.o é t aicet anm de \' \NN
PCT/ SE98/ §98¢spupted igd 3‘&" rPd?%ﬁlj %'8 gﬂ‘f‘? ﬁé‘f ﬁ&&“@P“@%WB"? sgfid ¢0r H-’nz)

1- adamant aneacetyl chloride s (0.1 g) and 5-am noi ndazole (0.067 g} to give
the title conpound as a white solid (0.12 g). Melting point: 265 C M5 (APCI
+ve) 310 (N##ltihg pdid:NVR CDIVISO d6) 8 12.93 (1H, s)) 9.73 (IH) s), 8.12 (1H
s), 7.99 &H, s% ~0 7. (2H, m) 2.04 (2H, s), 194(3H) s)) 1.70-1.50
(12H, W) BafpP iﬂe)l\@“(ldM'Y@azolyl) tricyclo[3.3.1.13 '] decane- 1- acet ani de

" adamant anébtM (CRARHE 3030 F 88l L RRATERAS 24 LT ) #2335 ve the

title CO”@%U‘@I—E%),%.WIQH,W' id (0.064 g). Ml t| ng point: 245

Example 2
ts  N-(3-(3-(Aminopropyloxy)-2-methylphenyl)-tricyclo[3.3.1.1*"|decane-1-acetamide,

hydrochloride
0]
S ;N 07 " NH,
H

Diethy! azodicarboxylate (1.0 ml) was added to a solution of N-(3-hydroxy-2-

methylphenyl)-tricyclo{3.3.1. 17]decane-1-acetamide (0.408 g, Example 26), tert-butyl N-
20  (3-hydroxypropyl)xarbamate (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)
25 to give the Mitsunobu reaction product (0.34 g) which was dissolved in methanol (10 mi).

A solution of hydrogen chioride (generated by slow addition of acetyl chloride (12 ml) to



MS (APCI +ve) 310 (M+H)+ Zo 1 H NVR (DMBO-d6) 8 12.84 ( 1 H, s)) 9.87B(MAY 2002

H s)) 816 (I H s), 7.94 ( 1 H s ), 7.62 ( 1 H d), 7.5 ( 1 Hdd),

2.04 (2H, §)o9skobed (3H) s), 1.70-1.50 ( 12H m w WO 991 29660seb8/055a P! €

13 N(1HIndol -4-y!)-tricyclo[3.3.1.13 '] decane-1-acetanide O N H H PCT/ S

E98/ 02189 Prepared according to the nmethdd of Exanple |b) from

1- adamant aneacetyl chloride (0.074 g) and 4-am noi ndol e hydrochl ori de

(0. 059 g) to give the title conmpound as a white solid (0.068 g). Melting

p0| nt : -213 C (APCI +ve) 309 (MFH)+ io 1 H NWR (DVSO-d6) 8 | 1.07 ( 1
s), 3Exampl s)) 7.53 (1 H d), 7.27 ( 1 H t)) 7.12 ( 1 H d)) 6.99

1 613 8H)1 15323 ?Iga)% Q‘rr}g}')\ﬁﬁfe %Q]@lcs'ngb §)1 1 i]d%éax(é@acé&hu&e 68 (6H, d))

4- Met hyl -3-[[1-oxo-2-(tricyclo[3.3.1.13" '] ded-1-y!)ethyl]am no] phenoxy- acet
ic acid, is hydrochloride salt HO-O "Od "' N 6 a solution of

N- ( 5- Hydr oxy- 2- net hyl phenyl ) ~tricycl o[ 3 '] decane- 1-acetam de from
Exanmple 12 (0.20 g) was added pot assigmegf byrate (0.106g) and et hyl
bronpacetate (0.3ml). The reaction mijxtute wgs stirred and heated at 80C
for 24 hours. Once cooled, xo the rf®@ ion mxture was diluted wth ethyl
acetate and washed with saturat ed ne. The organi c phase was separ at ed)
dri ed over magnesi um sul phate (My# oy-/And evapor at ed - 6 MAY 2002 WO

99/ 29660 PCT/ SE98/02189 21 1H NWVR (DMSO-d6) 8 8.58 (1H, d)) 8.04 (1H) dd),
7.65 (1H, d))Prep&ed aadardiag to Grensethodipf Baymps. mfx(oaﬂ) adimarrpneacetyl chloride

So ut i o 048wt Sartpettnadnifils 0 i e hafile sompowd o BhitesRId (10
m) was (0,042 g).

Melting point: 158 °C
MS (APCI +ve) 312 (M+H)"

10 'HNMR (DMSO-dg) 8 9.00 (1H. s), 7.08 (1H, s), 6.94 (1H, s). 2.14 (6H, s), 2.10 (3H, 5),
2.04 (2H, s), 1.98 (3H, s), 1.75 (12H, m)

Example 5

N-(S-Methoxy-Z-methylphenyl)-tricyclo[3.3.1.13'7]decane-l-acetamide

O/

Iz

Prepared according to the method of Example 1b) from 1-adamantaneacety! chloride
(0.2 g) and 5-methoxy-2-methylaniline (0.13 g) to give the title compound as a white solid
(0.043 g).

20  Melting point: 147 °C
MS (APCI +ve) 314 (M+H)"



added 10% pal | adi um on carbon (0.023 g) and resulting suspension sti rri28AY 2002
under 4 bar pressure of hydrogen for 0.75 h before filtering off the

cat al yst angooengeatrati on at reduced pressure. The resul ti ngcrsebgiomrsoas
condensed wi th | -adamant neacetyl chloride (0.10 g) according to the nethod
of Exanple 1 b) to give the title conpounty as a white ~o solid (0.11 Q).
Melting point: 183-184 C M5 (APCI +ve) 323 (MtH)+ 1H NVR (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
(1H dd), ?A@FEWgyg,ogz(m,aHg*zH, s)) 1.94 (3H) s)) 1.75-1.50 (12H, m.
Exanpl e 16 1 I-{N, N

Di met hyl ami” ppNMRDMSO-dg®16.99 (1 Hf $)i 98¢ (D 3)37.85 18H, )dre8(EH Im@cet ami de zo
a) 1-(N, N-Di net hyl am no) et hyl -5-vitro-1Hindol e Prepared according to the
met hod of BExEnilts dd5#£)3Y (1dhths-2dMt (28, shdl % B8, 811 7. 7)) 1.50d12H,m} hyl ani noet hyl
chl oride hydrochloride (0.21 g) to | eave sub-title conmpound as an

orange/ brown solid (0.24 g). zs 1 HNW (DVMsO-d~,) b 856 ( 1 H d), 8.02 (

1 H dd 7 d, 7.61 ( 1 H d), 6.74 ( 1 H dd), 4.35 (2 ,
H) ) t%)x)al’}ﬁi? H) d) ( ) ( ) (2H) 1)

2.62 (2H, (6H) s). - 6 MAY 2002 WD 99/ 29660 23 PCT/ SE98/ 02189
b) N-22,37Dimeth I-S-indolyl)-tricyclo{3.3.1.1>"}decane-1-acetamide _ _
5-[[1-Oxo-2-(tricyclo[3.3.1.13 "]dec-1-yl)ethyl]gm no]-1Hindole-1-acetic

acid, 1,1-dinethylethyl ester Prepargsl accegfFthngNt o the met hod of Exanple

- di pyethyl et hyl ester (0.29 Q)

and 1-adamant aneacetyl chloride (0.20 g~ TSgrvefythe s title conmpound as a

white solid (0.24 g). Melting point]: 199 C M5 (ARCI +ve) 423 (MtH)+ 1 H NWR

(DVBO-d6) 8 9.56 ( 1 H) s)) 7.86 dH, d)) 7.27 ( 1 H d)) 7.22 (2H, m,

6.38 ( 1 H d) ~0 4.94 (2H) 5s) (2H, s)) 1.94 (3H, s)) |.65 ( 12H
A

m) 1.41 (9H) s). Exanple 18
N-(3-(2-Chloropyridyl))-tricycl’™o[ 373.1. 13" '] decane-1l-acetamde O~ \~ NiN
Cl ~s Prepared according to the nethod of Exanple |b) from

1- adamant aneac ko3 SURHAT ‘Pfdb'a‘é%’?@jﬁneé?ﬁifczaﬁ%@oﬁg)anéiﬁﬁhl*ﬁfﬁmeﬂﬂﬂﬂélQlLlD31 g) to
give the t 'v&elree a&ge%pﬁgﬁgctﬁﬁaﬁim&{ﬁﬁin%%]lg gS an? Y-(g)dimethylaminopropyl)-3-

10 ethylcarbodiimide hydrochloride (0.30 g). The reaction mixture was stirred for 0.5 hour
before addition of 5-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 (Na;SO4) and finally
concentrated under reduced pressure to leave a residue. Purification of the residue by silica

15 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)"

20 lH NMR (DMSO-dg) 6 10.50 (1H, s), 9.46 (1H, s), 7.67 (1H, s}, 7.08 (2H, m),
2.28 (3H, 5), 2.03 (3H, s), 1.99 (2H, s), 1.94 (3H, s), 1.70-1.50 (12H, m)



Melting point: 135-136 C Zo M5 (APCI +ve) 305 (M+tH)~ 1 H NWR ( DMBO- dgg WAY 2002
9.51 ( 1 H, 8.22 ( 1 H dd), 815 ( 1 H dd), 7.4 ( 1 H dd)) 2.20 (2H
s), 1.98 (M9é7966& 60 ( 12H, m -~ 6 MAY 2002 WO 99/ 29660POF/SES&2p8% 20
PCT/ SE98/ 02189 N 17

(4- Met hoxy- 2- et hyl phenyl )-tricyclo[3.3.1.13" '] decane-1-acetamde ON H
Prepared according to the nethod of Exanple 1 b) from 1-adamant aneacetyl
chloride s (2.0g) and 4-nethoxy-2-nethylaniline ( 1.29 g) to give the title
conmpound a$Wbuo solid ( 1.37 g) I\/EI ti ng poi nt: 156-157 C M5 (APCl +ve)
314 (MtH) + ~0 1 H NWR ( DIVBOdQ) 49 I s)) 7.15 ( 1 H d), 6.80 ( 1
H d), 6.7 N-(3-Ingjazelyl)-tricyclg[33.1.1) ]de_caae-leae;amme 2.05 (2H) s)) 1.95 (3H)

s), 1.60 ( 12H, m Exanple 21 N

(2- Chl or o- S- et hoxyphenyl ) -tricycl 0[3 3 1. 13 ' ] decane- 1- acet am de ~s

QM 1- adanmant aneacet yl
>1& g) to give the title
poiNit : 122-123 C MS ( APCI
29660 27 Exzh-hrpl e 23 PCT/ SE98/ 02189

chloride (2.0g) and 2-chl oro-5-neth i 1.

Prepared according to the method of Example 1b) from [-adamantaneacetyi chioride

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)"

'H NMR (DMSO-dg) 8 12.93 (1H, 5), 9.73 (1H, 5), 8.12 (1H, 5), 7.99 (1H, 5),
10 7.40 (2H, m), 2.04 (2H, ), 1.94 (3H, s), 1.70-1.50 (12H, m)

Example 11
N-(6-Indazolyl)-tricyclo[3.3.1.1>7]decane-1-acetamide

O
IDe
/
N
H

N
H

15 Prepared according to the method of Example 1b) from 1-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)"

20 HNMR (DMSO-dg) § 12.84 (1H, s), 9.87 (1H, s), 8.16 (1H, s), 7.94 (1H, s),
7.62 (1H, d), 7.05 (1H dd), 2.04 (2H, s), 1.94 (3H, 5), 1.70-1.50 (12H, m)



N ( 3- Hydr oxymet hyl - 2- met hyl phenyt)-tricycl o[ 3. 3. 1. 13' ~] decane- 1- acet B déAY02002
N CH Prepared according to the nethod of Exanple |Ib) from

1- adamant apese@bsdo chl oride s (2.0g) and 3-am no- 2- et hyl berstytisedkapiae!  (

1.29 g). Silica gel chromatography, eluting with 5% ethyl acetate in

di chl oronet hane gave the title conpound &2 a white solid (0.80 g). Melting

poi nt: 205-206 C M5 (A PCl +ve) 314 (MtH)+ io 1 H NVR (DMBO-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,8)) 1yﬁguﬁﬂi) )) I .60 ( 12H, m Exanple 24 N

(5- Met hoxy="2= MS 3-nitrophenyl)-tricyclo[3.3.1.13" ~Jdecane- 1-acetam de O
i's Prepareg. g{dj,i.a%q;.ﬁ-ié%[ggt'nW]gécaﬁgqnpéaaﬂﬁ@ from 1- adamant aneacet yl
chloride (2.0g) and 5-nmnet hoxy-2-nethyl-4-nifroaniline ( 1.71 g). Silica gel

chromat ography, eluting with iso-hexa@e/ di | ether ( 1:1 ), gave the
title conpound as a yellow solid ( 1.40 @ Q Melting point: 141-142 C M5

(APCI +ve) 359 (M+H) + - 6 MAY 20@2 V@QQ 9 29 Melting point: 211 C
M5 (APCI +ve) 300 (M+H)+ PCT/ SE98/ 89'1 H¥WWR (DVBO- d6) 8 9.28 ( 1 H)
bs), 9.04 ( 1 H bs)) 6.91 ( 1 H, 6.8 ( 1 H d, 6.6 ( 1 H d), 2.05
(2H, s), 1.98 (3H, S) 1.94 (3H, b .6 (12H, m Exanple 27 N

(2-Methyl -5-(1-pyrrotidinenethyl)p )-tricyclo[3.3.L13" '] decane-1-acet at

ni de, hydrochloride cNNHio To a solution of N

(5- Hydr oxymet pypardd BEHIINE A6 el chethb@ BEERIBPR. 15) Hdm 1 despnfadeac&§t ailhAg: from
Exanple 25) ( 1.0 g) in acetonitrile was added triphenyl phosphi he (0.939)
and carbon(Ct@rglanddiainpindoRdlydradhdoride(Ot0591E) no givatie tiescarhpoundchs atwhite

anbi ent tenperature for 24 hours and evaporated under reduced pressure. The
resi due wasPlidyPiOPB &% by silica gel chromatography eluting with

i so- hexane/ di ethyl ether to give a white solid. A portion

Melting point: 211-213 °C
MS (APCI +ve) 309 (M+H)"

10 'HNMR (DMSO-dg) § 11.07 (1H, s), 9.35 (1H, 5), 7.53 (1H, d), 7.27 (1H, t), 7.12 (1H, d),
6.99 (1H, t), 6.66 (1H, s), 2.19 (2H, s), 1.94 (3H, s), 1.68 (6H, d), 1.68-1.58 (6H, m).

Example 14
4-Methyl-3-[[1-0x0-2-(tricyclo[3.3.1.1*"]dec-1-yl)ethyl]amino]phenoxy-acetic acid,

15 hydrochloride salt
HO

T

<N

o

To a solution of N-(5-Hydroxy-2-methylphenyl)+ricyclo{3.3.1.1*7]decane- 1-acetamide
from Example 12 (0.20 g) was added potassium carbonate (0.106g) and ethyl bromoacetate
(0.3ml). The reaction mixture was stirred and heated at 80°C for 24 hours. Once cooled,

20  the reaction mixture was diluted with ethyl acetate and washed with saturated brine. The

organic phase was separated, dried over magnesium sulphate (MgSOy) and evaporated



~s (0.1g) of the solid was dissolved in acetonitrile (3ml) and treat et 6uli¥, 2002
pyrrolidine (0.2nml). The reaction mxture was stirred and heated at 80C for

24 hours. Gpesaswbed, the reaction mixture was diluted wthpeiR¥bs@set ate
and washed with saturated brine. The orgapjc phase was separated, dried

over magnesi um sul phate (MyS04), treated alth a solution of hydr ogen

chloride in diethyl ether ( 1 m of 1.0M) and evaporated under Zo reduced
pressure to |l eave a residue which was triturated with iso-hexane to give

the title copRame 1teds @l day Lt i int: 214-215 C
VB (ARG v AR DREG SepS bR 804 1H, Q5 RS TP BF B 31
Mel ting poi6iTs (12D 4dR B8 WEsL.APCl +ve) 320 (MrH)+ PCT/ SE98/0z189 1 H NVR

(DMBO-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 n) S Exanple 30 N
|

L MR PR Rl i o e

N-( 3- r oxy- L / ] ~~ =1-ace de. from
Eeampl 626 (0. Seog ORIl et sriroRagcem Sp 081 A9 e L1 hues
(0.196g) andddd (% palladiomtdnydarbany (0613 giane rbsmkﬁn:g:siiﬂsgédsﬂﬁ. s&i@re%ﬁaém gqe
reaction mxture was stirred and heated at 80C for 24 hours. After cooling,
the react i dtessurgtofhgdiggen fon Qi1 %k bofors fiketing offche catalystradd wasdeadatibd i Wat er .

o 2 S B o A e e T

Supercri ti qali0lgh icdrdihe THQRKRANY ERAMBIeALIIALNEHe e dribull o0 bV v

sol ution of diethylamhe in nethano superTritical carbon 8?8)&'%‘8 on a
Cyano cwol unnlid el pure product was di ssol ved in dichloronmethane, treated
with 1.0M sol ution of hydrogen chloride in diethyl ether and evaporated
under reduced pressure to leave the title conpound as a zo white solid.

0.010 Lng poi Nt 105,106 C M5 { APCI 397 (MH) + for free base. 1
R (s OB eBRE 3-R C S ) Te or (1 1) ) 681 ( 1

H o d), 4.30462APCI }ve)3233MHY4H, m),3.10 (2H m), 2.05 {6H, s), 1.95 (6H,
m, 1.60 ([ 12H, m_ - 6 MAY 2002 WO 99/ 29660
H NMR (DMSO-dg) § 9.55 (1H, s), 7.87 (1H, d), 7.32 (1H, d), 7.26 (1H, d),

15 7.23(1H, dd), 6.34 (1H, dd), 3.75 (3H, s), 2.04 (2H, 5), 1.94 (3H, s5), 1.75-1.50 (12H, m).

Example 16
N-(1-(N,N-Dimethylamino)ethyl-1H-indo-5-yl)-tricyclo{3.3.1.1*"]decane-1-acetamide

\N/

r
&

20 a) 1-(N,N-Dimethylamino)ethyl-S-nitro-1LH-indole
Prepared according to the method of Example 15a) from 5-nitroindole (0.217 g) and
dimethylaminoethy! chloride hydrochloride (0.21 g) to leave sub-title compound as an

orange/brown solid (0.24 g).

25 'H NMR (DMSO-dg) b 8.56 (1H, d), 8.02 (1H, dd), 7.71 (1H, d), 7.61 (IH, d),
6.74 (1H, dd), 4.35 (2H, t), 2.62 (2H, t), 2.17 (6H, 5).



33 Exanpl e 32 PCT/ SE98/ 02189 N _ Y 2002
(2- Met hyl - 3- (2- (1nor phol i no~t hyl oxy) phenyl )-tricyclo[3.3.1.13" "] decan% %
acet am de, whyswo6dol ori de O O ~ N H CN O Prepared accordi ng trecTiSBssoashod of
Exanpl e 30 from N-(3- Hydroxy-2

net hyl phenyl )-tricycl o[ 3.3.1. 13" ' ] decane23l- acet ani de (0.064g) and N

(2-chl oroet hyl ) norpholine hydrochloride (0.075g) to give the title

conmpound as a white solid. (0.024g}. Melting point: 195-197 Cio M5 (APC

1R &) PGl 2 ety bR YRS Rind ot ézc“%tmc)q,)? =

4.10-3.0 (g i%emyletﬂyl(@térZH s), 2.07 (3H) s)) I .95 (3H) s), 1.60 12H,
i s Exanp

(2- Met hyl - 3 (Ere()zireqbacpmrdxdg tu)tlletrmhmd(qt)lﬁ:mmg{b)15b)ﬁrmylc‘5-mit80-3H1in&81'e'-ﬂ-%ﬁane- 1

acetam de, hydrochloride OO~ N H N U Prepared accordi ng to the method of

Exanpl e 30ac|1 .dm ﬂ!f'@@h% bg@&crgo 28 g) and 1-adamantaneacetyl chloride (0.20 g) to give the

nmet hyl phe tL%?%éO%éﬁﬁée)[r‘%ﬁtﬁéo#aﬁq 4 an_e 1-acet anmi de (0.060g) and

N- ( 2- chil or orlde(0.074g) to give the title
conpound as a white solid (0.036gq). - 6 MAY 2002 WD 991 29660 35 Exanpl e
35 PC T/ SE98/ 02189 N

{ 5- { 3- ( 2- NVinitigrpeirty 1 ¥2iChoet hyl )i ndol yl ))-tricycl o[ 3. 3. 1. 13' ' ] decane- 1- acet

am de, hyqrachl ! 38 423 vt
'H NMR (DMSO-dg) & 9.56 (1H, 5), 7.86 (1H, d), 7.27 (1H, d), 7.22 (2H, m), 6.38 (1H, d),
1o 494 (2H, s), 2.04 (2H, s), 1.94 (3H, 5), 1.65 (12H, m), 1.41 (9H, s).

Example 18
N-(3-(2-Chloropyridyl))-tricyclo[3.3.1.13'7]decane-l-acetamide
0] I N
N~ N

HCl

s Prepared according to the method of Example 1b) 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

20 MS (APCI +ve) 305 (M+H)"
'H NMR (DMSO-dg) §9.51 (1H, 5), 8.22 (1H, dd), 8.15 (1H, dd), 7.4 (1H, dd),
2.20 (2H, s), 1.98 (3H, s), 1.60 (12H, m)



s Prepared according to the nethod of Exanple |b) from 1-adanant aneageMAY 2002
chloride (0.040g) and 5-am no- 3-(2-di net hyl am noet hyl hndol e di hydrochl ori de
(0.18 g). wWopeneddti cal Fl uid chromat ography using a gradi eBCTSESS/902089 of
0.1 %vlv solution of diethylamne in ngthanol and supercritical carbon

di oxi de on a Cyano col unm gave the purg%Sroduct whi ch was di ssolved in

di chl oronet hane, treated with 1. 0M solution of io hydrogen chloride in

di et hyl ether and evaporated under reduced pressure to |leave the title
conpound §§UR kﬁ yellow solid. (0.031 g). Melting point: 145-147 C M5
(APCI +ve?§‘ ? H+ for free base ~s 1 HNWR (DV5O-db) S 10.89 ( 1 H) s))
9.58 (1 - @Metﬂo:&EZ-(mékhyﬁ)hdl)yl)-?naﬁclé[m 1> Udpdane-Lacétathigk d)) 7.12 ( 1
H dd), 3.33 (2H m) 3.05 (2H) 5 (6H, 2s)) 2.03 (2H) s)) 1.95 (3H
s)) 1.60 ( 12H, m T 6 MAY 20 2 /2 60 37 PCT/ SE98/ 02189 Exanpl e 37
N ( 3- Met hoxy- 2- met hyl phenyl ) -tricycl 8 '] decane- 1-acetamide ON ~ O
H D et hyl azodi carboxylate (0.20 nl) s I-added to a solution of

N- ( 3- hydr oxy- 2met hyl phenyl ) -tricycl o[ 3. 3. 1. ] decane- 1- acet am de (0.20 g,
Exanpl e 26), nethanol (0.10 m) and triphen osphine (0.41 g) in toluene
( 10 M) and tetrahydrofuran (5 m). After rs stirring at room
tenperature further triphenyl phosphine (0 20 and di et hyl

di b | h | d f h
The 1 eact s on Prearet istdie o e AREH EXling f@i‘o Bd-fiodatnescnd Shigsde >
residue pys bg zﬁﬁl @M\cﬁidxfy@amg ?laﬁﬂlr@"(ﬂCZ%)QS EARMMNe ﬁhé‘t:bﬂ oWMd &2 a white solid

di chl or onet h et hyl “aceta to give the title conpound as a

col ourl es$1.3®|gb.d (0.20 g). Melting point: 173-175 C M5 (A PCl +ve) 314
(M-H) + i s 1 HNW (CDA3) 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, !

N (2- Met h?@@ﬁgb&ﬁq% 1gazol o~t hyl oxy) phenyl)-tricycl o[ 3. 3. 1.13" '] decane- 1-
acet anmi de ME WQ%)NIZQNQ}thyI azodi carboxyl ate (0.060 ml) was added to a
sol ution qgf

N- ( 3- hydr oHyNMibfmlyﬂS@aé@y& 9.0t ¢liRyse) BEB(B1d)16.80 i cdn6-71(18: ddmFi T8 H, 6),100
g, Exanpl e2220 33H L (205 L s)’ 1 9?(?{9103) 9 (?2 9660 39 PC f/ SE98/ Oz 189

Example 21
N-(2-Chloro-5-methoxyphenyl)-tricyclo[3.3.1.13'7]decane-l-acetamide

@J@

Prepared according to the method of Example 1b) from 1-adamantaneacetyl chloride

s

(2.0g) and 2-chloro-5-methoxyaniline (1.49 g) to give the title compound as a white solid

(0.60 g).

20 Melting point: 122-123 °C
MS (APCI +ve) 334 (M+H)"



di chl oronet hane then dichloronethane : ethyl acetate (9:1 ) to give #&lgeMAY 2002
title conpound as a colourless solid (0.469 g). Melting point: 212-215 C s
M5 (APCI +v¥P 9823660\ikH) + | H NVR (DMVSO-d6) 8 8.97 (1 H) s), PETEEONS9 s)
2.21 (3H, s), 2.10 (6H, s), 2.06 (2H, s)),4.95 (3H s), 1.8-1.5 (12H m).
Exanple 40 ~0o N

(5-(3- Ami nopr opyl oxy) - 2- met hyl phenyl )-tricyclo[3.3.1.13" '] decane-1-acetam d
e, hydrochloride O-NH2 p N H Prepared according to the nmethod of Exanple 2
usi ng di et m*ana?l@(j;;car boxylate ( 1.0S rnl), N

(5- hydr oxy- 2- net hyl phenyl ) ~ricycl 0o(3.3.1.13" '] decane- 1- acetam de (0. S06 Q)

i s Exanpl e N#}-Hydnoxymethyl-2xmethyighenyRytricyeld[3.3/bE ideeage-1-deetaghidend

tri phenyl phosphine ( 1.75 g) to give e title conpound as a yellow solid
(0.21 g). Melting point: 145 C (dec. (ARCI +ve) 357 (MHO +H)+ Zo 1 H
NVR (DMSO-d6) b 9.05 ( 1 H s)) 7. 7.15-7.05 (2H, m) 6.66 ( 1
H dd)) 3.99 (2H, t), 2.94 (2H) t)X.,2.-{13 s), 2.10 (2H) s), 2.05-1.9
(SH, m, 1.75-1.5S ( 12H) m. eofny 2002 9I 29660 41 PCT/ SE98/ 02189

MS (A PCl +ve) 371 (M HC +H) + 1H NVR ( DVMBO: ‘. 9.05 (1H) s)) 8.76 (2H)
bs), 7.15-7.05 (2H) m), 6.66 (1H dd), 3.99 X2f]\t)) 3.1-2.95 (2H, )

5)
2.6-2.5 (3H, m), 2.13 (3H s), 2.10 (2H s),l 2.0 (2H m) 1.94 (3H m,
1.75-1.55 (12

N6- (Tri cycl e[ %r@n%éﬁgwg’fxfﬁgg i&‘?em@g%@%%{ 94 5rxarapie &) fomdvadamantanearesybehderidst i on
G chi o aor BYRLANE S amifd 2t kR AT KRBTS0k 2 Sih £ Byl erithy, elytine

m xture sti med%aézrmg&m& MBRARIMHENAY gavelthe HEE B6RPSRIUCAT WRftd §id70.80 g).
reduced pressure. e resulting

Melting point: 205-206 °C
MS (APCI +ve) 314 (M+H)"

10 'HNMR (DMSO-dg) §9.16 (1H, s), 7.20-7.05 (3H, m), 5.07 (1H, bs), 4.47 (2H. s),
2.09 (2H, s), 2.08 (3H,s), 1.95 (3H, ), 1.60 (12H, m)

Example 24
N-(5-Methoxy-2-methyl-3-nitrophenyl)-tricyclo[3.3.1.1*"]decane-1-acetamide
o 97
o

Iz

Prepared according to the method of Example 1b) from 1-adamantaneacetyl chloride
(2.0g) and S-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).

20  Melting point: 141-142 °C
MS (APCI +ve) 359 (M+H)"



4-ni trophenol ester was used wi thout further purification. To a suspegsidnh 2002
of the 4-nitrophenol ester (0.209 g)) adenine (0.09 g) in

di met hyl suMhS3%8% ( 1 .4 nl) was added triethylanine (0.19 RATYSE98G2189
reaction mixture is heated to 90 C for 2,glays before cooling to room
tenperature. Reaction m xture was poured into agueous sodi um

hydr ogencar bonate sol ution and extracted with ethyl acetate. Organic

extracts conbi ned, washed with water (x 3), brine) dried (Na2S04) and

concent r at Méltiig poistu2bb°Qr essure. Trituration of the residue wth isohexane
and et her Ieft t he product as+a pale yellow solid (0.036 g). 20 Melting

poi nt : 309MS8 (AR HvedBOQ MeH) +ve) 312  (MHH)+ 1 H NVR (DVBO-d6) S 12.10 ( |
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seen uor ~azay . Mod retrdfiBhide (Il%).aﬂ{e%!x&%\@ﬁmxmg was stirred at ambient temperature

for 24 hours and evaporated under reduced pressure. The residue was purified by silica gel
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chromatography eluting with iso-hexane/diethyl ether to give a white solid. A portion

15 (0.1g) of the solid was dissolved in acetonitrile (3ml) and treated with pyrrolidine (0.2ml).
The reaction mixture was stirred and heated at 80°C 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 (MgSOy), treated with a
solution of hydrogen chloride in diethyl ether (1ml of 1.0M ) and evaporated under

20  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.



681 z(Q 86~S/,LQd 09967/ 66 OM zOQZz J.'dW9 - 6 MAY 2002 WO 99/ 29660 g4RAY 20062
Exanpl e 45 PCT/ SE98/ 02189 N (5-(3-(N, N

D net hyl anwmoodopeeedy| oxy) - 2- met hyl pheny! ) -tricycl o[ 3. 3. 1. 1e] (RxT43E98/02189
acetam de, hydrochloride O-N~ | s Caesi uiqcarbonate (1 .31 g was added
to a suspension of N (3-hydroxy-2

nmet hyi phenyl ) ~ricyclo[ 3. 3. 1. 13" '] decane-1-acetam de (0.473 g) Exanple 26)

in acetonitrile (35 n) and the m xture heated at 80C for 5 m nutes. After

cool i ng tqvﬁmggmgbﬁm@ngq;sol id N, N-di net hyl - 3-chl or opropyl am ne (0.274
g) was added ahd the reaction heated at reflux overnight. The reaction was

concent r atM8 (Aﬁdiéﬂ-vc)emﬂ:(éﬁm essure and the residue io partitioned between
di chl oromalt hane 100 100 The organic | ayer was dried
over anhyditb &)‘am'gd}@ﬁ:?géy\ﬁﬁ)b 9%’%&1{&% 23r{éBnta8-88 (Lddd), r educed
pressure. rigfi by col um chromat ography over silica
el uting vmztﬂ?@rl'ﬁﬁ g%éﬁgéggﬁﬁaﬁﬁl - triethylamne (95:4:1 ) to give a
yel low,gum This was dissolved in nethanol ( 10 m) and treated with an
excess of ethereal hydrogen chloride is (1M 5 equivalents). The sol ution
was concerExanpied 30nder reduced pressure to give a gumthat was stirred for

2 days in ethergélzo m) to give a solid which was |solatecdi, by fcltration
(0. 588 g) .N&Methyl- 3@é}-msol(dknﬂe}hmlpw)pbeqyl}ﬂtmlq[mm fiddcage10. 33 ( 1

H bs), 9.21 10 (1 H t)) 6,94 ( 1 H d), 6.78 ( 1 H d),
4.04 %ZH 5“&’3‘%15’%“?"?%“ (2 79 (6?—3 d)) 2.(2-2. | %ZH) n'))(2.08 (2)H)
s)) 2.05 (3H, s), 1.95(3H, s)) 1.75- (1260 M. - s MAY zao2 WO
99/ 29660 47 PCT/ SE98/ 02189 Exanpl e 4

(5- Met hoxy- 2- et hyl phenyl ) - ( 3- brorr;?trl ycﬁo[B 3.1.13" "] decane- 1- acet am de

~00
O

10 To a solution of N-(3-Hydroxy-2-methylphenyl)ricyclo(3.3.1.1>7Jdecane- 1-acetamide
from Example 26 (0.060g), in acetonitrile (3ml), was added caesium carbonate (0.196g)
and N-(2-chloroethyl)-pyrrolidine hydrochloride (0.068g). The reaction mixture was
stirred and heated at 80°C for 24 hours. After cooling, the reaction mixture was diluted
with ethyl acetate and washed with water. The organic phase was dried over magnesium

15 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 diethy! ether and evaporated under reduced pressure to leave the title compound as a

20  white solid. (0.010g)

Melting point: 105-106 °C

MS (APCI +ve) 397 (M+H)" for free base.

'H NMR (DMSO-dg) §9.22 (1H, s), 7.12 (1H, 1), 6.97 (1H, d), 6.81 (1H. d), 4.30 (2H., 1),
25 3.60 (4H, m),3.10 (2H, m), 2.05 (6H, s), 1.95 (6H, m), 1.60 (12H, m)



4 2002

IMA
(0.123 g) in dichioronmethane (5 mM) was added oxalyl chloride (0.5 m "z‘a
resul ting MRARYI%HP ni xture heated to reflux tenperature for PEBFR e
concentration at reduced pressure. Residy ? was di ssol ved in dichl oronet hane
(5 mM) and a m xture of 5-methoxy-2-nethylaniline (0.062 g) and
triethylamne (0.2 m) in dichloronmethane (2 mM) was added dropw se and
reaction mxture stirred at roomtenperature for 18 hr before being poured
into dil ut Exhimple82and extracted with diethyl ether. O ganic extracts
conmbi ned, washed with water, 15% NaOH sol ution, brine, dried (Na2S04) and
concent r at é/d(theltbﬂv%(:’a(kmth?hmktlu@ﬂﬁphw&mm%matﬁ ¥ldecané-dave the
title conpound a i‘\{yﬂ I|d (0.07 g). Melting point: 133 C ~s M5 (APCI
+ve) 392/39%‘%@5 y§irog ¢DMBO-db) 8 9.13 (| H, s), 7.09 ( 1 H d))
7.05 ( 1 H d)) 6.66 ( 1 H dd), 3.70 £8M s)p 2.28-2.13 (I IH m) 2.18
(2H) s)) 1.68-1.55 (6H m). - sl\/aY {
pressure and the residue was then digssofyvetNT nNdi chl oronmet hane (5 m ). This
sol ution was then added over 1 minufle to a ol ugi
5- met hoxy-2-nethylaniline (69 ng) in dichlor o
triethylamne ( 1 mM) at roomte ature for i nutes. The reaction
m xture was diluted with dichl orpnetjhane to 6and t hen washed with
aqueous hydrochloric acid (2M 3 ). The organi c phase was dried over
anhydr ous magnesi um sul phate, filtered and concentrated under reduced
pressur The thd meth | er silica
el uti ng?vvl th glfe?%{égk%%@ﬁagﬁg t hen glaébﬁﬁ%r tmg@he?&?% ) to give,
after tri tureﬂtyllpm:n\yd)tthcydmﬁtiekahe}demc-dLacuuahm&s(ﬁs@ﬂ(]gﬁiaxﬁcDNQE dloroetylyel ti ng
poi nt: 108-109.5 C M5 (APCI +ve)7 316 {MrH+ 1 H NVR (DVMSO-d6) 8 9. 12 1
s)) 7.39 (mprpholigp hytﬁroeslo(ldg Q0738 toal*@lthe title comgaynd as p@hite s0lid. (B8342)3. 69
3H, s), 2.37 (2H, s), 2.15-2.05 (2H, m, 2.13 (3H, s)) 1-9-1.55 ( 10H m.
i s Exanple 49
N (5- Met hongn%IPé,hytlpbquh): 2-(tricyclo[3.3.1.13" '] decan- 1- am no) acet am de
H H\N-N O, O a) 5- Met hoxy- 2-net hyl phenyl ) - 2-chl oroacet am de To a sol ution
of 5-meb hoMs (&‘\H@Ihyd)ddﬁl( )( foofregbasgnd triethylamine { 15.5 ml) in ~o

i opwi s anf THE (26Sgkad) & k6 QL oo 2RLH it 5 BBLE ol @Seméi o

opi Se. FeSii
i el or omoPianett B A5kteR, B 18, ROYIAS hibietaty 2 RIHCH 3RO P 4 e

(Na2S04) ar)cdsoqwgeﬂ,t)rated to give a brown solid that was trlturated W th
di ethyl ether to | eave the sub-title conpound as a beige solid (5.7 g). ?s
Melting point: 89-91 C

N HBr'~ To a solution of 3-bronpadamantane acetic acid (CN 17768- 3435

lane (5 m) and

15 Example 33
N-(2-Methyl-3-(2-(1-piperidino)ethyloxy)phenyl)-tricyclo{3.3.1.1*"]decane-1-

S

Prepared according to the method of Example 30 from N-(3-Hydroxy-2-

acetamide, hydrochloride

20 methylphenyl)-tricyclo[3.3. 1.1>7)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 20D2 WO 991 29660 51 PCT/ SE98/ 02189 1 H NVR (DMSO-d6) 8 9.69 € gly k‘(ZﬂUZ
S)) 6. 86 (2H) d)) 6.18 ( 1 H t)) 3.70 (6H) s), 2.02 (2H) s)) 1.93 (3H,
1.68- |.57 wq@ﬁ%qq-) Exanpl e 51 PCT/SE98/02189

N (3, 5Di hydr oxyphenyl )-tricycl o[ 3. 3. 1. 13" 33 decane- 1-acetamide OHON ~ OH H
To a solution of N

(3, 5-di net hoxyphenyl )-tricyclo[3.3.1.13" "]decane-1-acetamde (2.22 g) in

di chl oronet hane (200 m) at -78 C was added boron tribromde (60 mM of a 1M
sol ution i nggiahledysonet hane). Cool ing bath was renpved and reaction stirred
at room~ o tenperature for 3 days. Reaction was quenched by addition of
ice (230 g)N-(84B&2-N;N-dimethylaiminoethsl)indobyl))aticyclo[3:811y1 Rieeimd-e-acé@nidk,)
added and the organjc |ayer separated, dried |MySQOg.) and concentrated. The
resi due vvashmmﬁhlpédeby col uim chromat ography over silica eluting 5%

et hanol in dichloronethanc to give the I'eave a white solid (1.95 g). A
portion of this was recrystallised from¢ot ethyl acetate to |eave the
title conpound as an ~s off white solid) Melting point: 239-242 C M5 (APCl
+ve) 302 (MrH)+ 1H NVR (DVBO-d6) b 9, (1 H s), 9.09 (2H s)) 6.55 (2H)
d)) 5.87 ( 1 H t)) 1.99 (2H, s), 20 (8H) s), 1.69-1.56 (12H m. -
6 MAY 2002 WO 991 29660 53 PCT/ S E98/0 Exanple 54 N

(2,4,5-Trinmethyl phenyl)-tricyclo[3.3.1.13'H# Jcanyl oxy-1-acetam de H O-N |
O/ The title conpound was prepared as in Ie 46 from
2,4,5-trinmethylaniline s (0.30 g) and 1-ada \,,n\ | oxyacetic acid (0.38 g, CA
1966) 65, 2149a) as a colourless solid (0.41 Melting point: 138-140 C

N SXP o ( reppelblojaing o (A FEC e )‘ﬁﬁ?mﬁ? abariggtyntery oafride *
1.65-1.55 (@'@40@') and 5-amino-3-(2-dimethylaminoethyl)indole dihydrochloride (0.18 g).

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 gave the
pure product which was dissolved in dichloromethane, treated with 1.0M solution of
10 hydrogen chloride in diethyl ether and evaporated under reduced pressure to leave the title

compound as a pale yellow solid. (0.031g).

Melting point: 145-147 °C
MS (APCI +ve) 380 (M+H)" for free base

s 'H NMR (DMSO-dg) 5 10.89 (1H, s), 9.58 (1H, s), 7.95 (1H, d), 7.25 (1H, dd),
7.15 (1H, d), 7.12 (1H, 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)



Exanpl e 55 N - 6 MAY 2002
(5- Fwdroxy 2- met hyl phenyl )-tricycl o[ 3.3.1. 13" '] decanyl oxy-1- acet am de FM‘N
[O~- 1 /| OHWOMR?6Ayl chloride (5 M) was added to 1-adamant PCESESeRIBL
acid (2.00 g, CA 1966) 65) 2149a) and th%Preactlon heated at reflux for 5
m nutes. The excess thionyl chloride was fenoved by concentrati on under
reduced pressure and the residue was then dissolved in dichloronethane ( 10
m). This solution was t hen added over 5 nunutes to a solution of zo
2- met hyl - ani | ine hydrochloride ( 1.00 g J. Chem Soc. Perkin Trans.
2) 1972, 5 |n dlchloronethane (20 M) and triethylamne ( 10 ) at 0 C
The sol uti wz(mmdrmzmhdthmem)mmlbms Qﬂm]ﬂeéﬁlﬁl’-lﬂ-bblétﬁnﬁd@) after 30
m nutes stirring) was concentrated - 2002 WO 991 29660
PCTI SE98/ 02189 55 tert-butyl N (2-hydr xye| ) - N- et hyl carbamate ( 1.04 Q)
i - aapd t he solution recooled in
arb-nyﬁadipiperidine ( 1.39 g) and

i ce/water before addition of 1) 1'(azodi
stir inice/water for 10 mi nutes themat roomtenperature overnight. The
reaction m xture was diluted with i exane (50 m) and s filtered. The
resi due was washed with ether ( 10and t he conbi ned organics
concentrated under reduced pressure 2 residue was purified by colum
chr omat ograph\a/mover silica eluti % with iso-hexane : et hyl acetate (7:3)
and further ¢ethyleazodigarbekylats (BROoRRWRSradged toy salutier ofo%-(Bhydroxy-24i t h

i ch s LBaPtRe et bE deranintj ety (4 fo & bt Beh sl
et hanol (a0 i &t FRRSHIAERE 01 ) iRk PO pckarileduls @

| atter sol Wfiepn h@nds siiéing Sacbmasmpeitature durtiier tosteny BEDSIHMe 020 Orand diHyIS -
The reaction was then concentrated under reduced pressure and then

triturat ed agpdieareexydate (0. 1@ml}rwyrequ¢ed @n«éthq solwsionctiprsd fier 2souwss| The reassorsol i d

0. 35 Mel t t A PCl + 357 f

base 161 hdiRERAStEh ey Rgn desk urdke Fedics gRsblie iy i Ehiade futfed by ufiga seil

1H, d . 2.15
ESH, si‘," > b ajzt%ras ?"hit.'{l"&sl‘Z ‘(‘é%ﬁ"‘é%‘?’mfg‘?ﬁ“"l ! %c%'zfgﬁﬁ e 1)%0%% éﬁt‘l’ldg 57 N
(5- (2- ( N- Mebhipband 509 edlwyiesx y9lid2(026 gy | phenyl ) -tri cycl o[ 3. 3. 1. 13 '] decanyl o
xy-1 acetam de

Melting point: 173-175 °C
MS (APCI +ve) 314 (M+H)"

15 'HNMR (CDCls) & 7.48 (1H, d), 7.16 (1H, 1), 6.86 (1H, bs), 6.69 (1H, d), 3.82 (3H, s),
2.13 (5H, s), 2.00 (3H, s), 1.75-1.6 (12H, m).

Example 38
N-(2-Methyl-3-(2-(l-imidazolo)ethyloxy)phenyl) -tricyclo[3.3.1.1%"]decane-1-acetamide

20
Diethyl azodicarboxylate (0.060 ml) was added to a solution of N-(3-hydroxy-2-

methylphenyl)-tricyclof3.3.1.1*"1decane-1-acetamide (0.100 g, Example 26), 1-(2-



~N~ H-~s a) N
(5- Hydr oxy- 2- net hyl phenyl )-tricycl o[ 3.3.1. 13" '] decanyl oxy- 1- acet anid@ MAY 2002
Thi onyl chlwodeie®66® nl) was added to 1-adamantyl oxyacetic acpdr/Resa2isy) CA
1966, 65, 2149a) and the reaction heated gt reflux for 5 mnutes. The
excess thionyl chloride was 6 MAY 203 WO 991 29660 57 PCT/ SE98/ 02189 1H
NVR (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, g srdHthes Hich . : do- ( : 58 N
(5-(3-(N Ng%w;(l)lgoafntﬂéplo) pr opy’zcoio;()?@%@rﬁ}g% hgtl)n%gecr?;% égt F)ﬁgfgﬁotflg.hg?ﬂ@é%%a%yl o]
Xxy-1 acet atoloridss €5lid (0.46%(g). | O-NH Prepared using the method described in
Exanple 56 fromten-butyl N (3 io hydroxypropyl)-Nnethyl carbamate ( 1.01
g, J. Og. Chem, 1988, 53( 10)) 2229) and
N- { 5hydr ox = met hyl [yt p~tricyclo[3.3.1.13" "] decanyl oxy-1-acetam de
(1.00 g, Egé%ﬁﬁgeptog%) Epf(;aé#v% the title conmpound as a col ourless solid (0.50
g). Melii ng{mp@[:+vk5312.@q+g)'(dec.) ~s M5 (APCI +ve) 387 (M HC +H) + 1H NWR
(DVMBO-d6) p 8.91 (2H, bs), 8.82 (1H) s)) 7.49 (1H d)) 7.13 (1H) d), 6.67 (
1 H dd)) HOMRIBMSP)derdBOTAH, s1.)6.8B(2B s}, 221 L, ), 10 (68, 5% 2(CBH2H, ),
2.15 (3H, sg 2.13 (3H) 31)7)1{ 2.06 (2H, quintet)) 1.78 (6H, d), 1.65-1.55
(6H, ). zbS%3HWel.8d.5 (12H, m).
N- (3, 5- Di hydr oxy- 2- met hyl phenyl )-tricycl o[ 3. 3. 1. 13" '] decane- acet am de OH
- 6 MAY 2002 W O 991 29660

Example 40

10 N-(S-(S-Aminopropyloxy)-2-methylphenyl)-tricyclo[3.3.1.13'7]decane-1-acetamide,
hydrochloride

Prepared according to the method of Example 2 using diethyl azodicarboxylate (1.05
ml), N-(5-hydroxy-2-methylphenyl)ricyclo[3.3.1. I”]dccane- 1-acetamide (0.506 g,
15 Example 12), tert-butyl N-(3-hydroxypropyl)carbamate (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-HCI+H)"

»  'HNMR (DMSO-dg) 9.05 (1H, s), 7.91 (3H, bs), 7.15-7.05 (2H, m), 6.66 (1H, dd),
3.99 (2H, t), 2.94 (2H, 1), 2.13 (3H, s), 2.10 (2H, s), 2.05-1.9 (5H, m), 1.75-1.55 (12H, m).



59 PCT/ SE98102189 agoni st) and pyridoxal 5-phosphate (a P2X~ receptgdoMAY 2002
ant agoni st) were used separately in the test as controls. Fromthe readings
obt ai ned, av@YLBET i gure was cal cul ated for each test conpourai/stdsiosisbi gure
bei ng the negative | ogarithmof the concentration of test conpound
necessary to reduce the bbATP agoni st activi ty by SO% Each of the
conpounds of Exanples 1 to 59 denonstrated antagoni st activity, having a

pl Cgp figure > 4.50. 6 MAY 2002 WD 99/ 29660 61 PCT/ SE98/ 02189 group
substi t ut egqPYAPOT #v8)RY1 (MOHCEHH)C6- al kyl ami no, i midazolyl, norpholinyl)

pi peridinyl, or pyrrolidinyl group; yr a pharmaceutically acceptable salt or
sol vate t heHENBR @OMSOAdg) Grbaf (I, a3, EOTEI(2H) bsR 7c157.05 12HWhS 6661 ALy, esent s
a group CH2. 3. A compound according to claim1l or claim2, wherein B

r epr esent s 3@9HZHs Bgdh-2230H. M), A%Q)g]@ﬂnm).a?cbbﬁ’di,rsg 2 10 @H, sprie1-6f0 Qtgimgs 1
to 3, wherei r epr t royp io CHzZ, OCH2 or NHCH2. 5. A conpound
accordi ng ﬁc?g'a(%[ e{a25qé§a(ﬁlﬂg lel‘to 4, wherein R represents a phenyl)
benzot hfazol yl) indolyl) indazolyl) purinyi, pyridyl or thiophenyl group)
each of which nay be optionally substituted by one) two or three

substi t uenExamplegndent |y sel ected froma a hal ogen atom or a hydroxyl)
nitro or C|-C4-al kox%/‘car:,ponyl group, or a Cl-C4-alkyl or C 1-C4-al koxy
groap opt i MallinjcyslabdBil:1t Kecane-brpeeyDademineubst i t uent s i ndependent |y

sel ected froma hal ogen atom or an anino) xyl) hydroxyl) d -C4-al koxy,
(di)C 1-A4-al kyl am no) C1-Cq, - al koxycgr bony! , |1 m dazol yl , norpholinyl)

pi peridi nyl or pytrolidinyl group. 20 ound of fornmula (I) as
defined in claim1) or a pharmaceutjcally a ci[_)}\ﬂ-lbl e salt or solvate

t hereof) being: N N=

(2- Met hyl - 6- benzot hi azol yl ) -tricy|
(3-(3-(AmM nopropyl oxy} - 2- net hyl ph
de, 2s hydrochl oride)

N- (2- Chl orophenyl)-tricycl 0j 3.3.1. 13" '] decane- 1- acet am de,

(5 bt hoxy- 2- TR Ay i Pk Piohide RRRERIRRE AERLAM £
(2, 3-Dijyret B&éhﬂ?&wéhllmé (35 :gm;w%alad@d 4-nldophkHSIc@NR9 _]ga 25@ E@aghgﬁ mggﬂ%séizm%t

B3.1.13"]decane-1-acetatnide, N

o

-tricycloj3.3.1.1'""]decane- 1-acet am

N- (5-1ndol yl)~ricycl o] '] decane- 1- acet am

991 29660 63odtTentpeddRX0B Y hivbefore concentration at reduced pressure. The resulting

{2- Met hyl - 3- (2- (1- nor phol i no~t hy| oxy) phenyl )-tricycio(3.3.1.13"']decane-I-a
cet am de) HW?@E‘WF‘B‘(?S%,W” used without further purification.

To a suspension of the 4-nitrophenol ester (0.209 g), adenine (0.09 g) in

dimethylsulphoxide (1.4 ml) was added triethylamine (0.19 ml) and reaction mixture

15 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 (N2,SO4) 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)"
'H NMR (DMSO-dg) 8 12.10 (1H, s), 11.06 (1H, s), 8.61 (1H, s), 8.40 (1H, s),
2.29 (2H, s), 1.92 (3H, s), 1.66 (6H, d), 1.60 (6H, m).



N (2- Met hyl - 3- (2-( -6 MAY 2002
1- pi peridi no) et hyl oxy) phenyl )-tricycl o[ 3.3.1. 13" '] decane- 1- acet am de)

hydr ochl ory,gg9/20460 PCT/SE98/02189

(2- Met hyl -5-( 1- nor phol i nonet hyl ) phenyl )-tricycl o[ 3.3.1.13" '] decane- 1- acet am
i de) hydrochl ori de, 43

N-(5-(3-(2-N, N-di net hyl am noet hyl )indolyl))-tncyclo[3.3.1.13" '] decane-1-ace
tam de) hydrochl ori de, Met hyI 4- rret hyl -3-[]

1-oxo-2-(tricyclo(3.3.1.13 J eﬁl Q/I)eth | ] am nolthlophene 210
car boxyl at @orq\;emp rature for 1 hour. The reaction was concentrated under reduced pressure and

E‘;’ N'Vg: E;f‘y € %‘?E%‘J% %?’8&; ﬁy“ﬁégl“? “%eségﬂlﬁ nr°#g§t§%(r§e[d3 @aﬁgb’a‘mﬁgagcane | - ac

et am de) NedeBorfhtef( 100 'nﬂ?hrm’dhﬁﬁl%ﬁ)fhéthhﬂd @00/t 3TRe drghiic phadie®aderida gkt am de,

( 5h( g Amh lnmpgmpmlnomyphﬂs fdtered pidsaoptyntrated aidef Sedhicdd pRssurel ecgine ait oflqe Syl de
?\I— (% EO:;( I\)glg*lvhé’%qﬁﬂlséﬂKYﬁ%)'bﬁ“Gbl)?FM?}?a‘? (HRl) i2pd srgthylamineci2anby & @lqnqeof ] dec

B e oyl ST M apnered rom ystomgnapot i 050 ) sntony
E g ?39{ &ethde%mafchwr&hanxﬁé ¢strail) oyl aald@d ® the latter koIRGAA @nd uRCARIxAe d8edO N
Met hyl ami nau)rmpgmpocyt)uéfonﬁthqu@ heyiejctian wiscdibited with dickilorphettane ( 100 ml)

acet am de, drochl ori d N

Di n?t hy anm%%ﬁ ABYPR %3 “h‘él ?@eaﬁ%\f«mffﬁl?lf)%e?l&l[(% 59 ﬂﬁéthfpa@@aﬁeouf

acet a O

pagtel it ﬁ'@%%%@% gdthm hydrogen carbpnaie, (5 mi). The organis phase was dried |

SF (5- Met hoe;%r AniRirbyY MbgRYun {Ulptt Tteked awcddnéemﬁazéd vrdler }ame@dlsaesslnéc et am
e,

N- ( 5- Met hoXlye @sidee hias phafigd by columnchromaipgraphy ogerlsiliat elyng with) - 1- acet ami de

N- ( 5- Vet hotibisramsthgnchehiirhlosmetians iyl acerar (8:1) iy bvs e Ul Pormpatndiaai de
) N(SSQ IJTE% &,y4)~)r|cy0|o[33113 ] decan- 1- acet am de) N

(3, 5- D hydroxyphenyl) ~ricyclo[ 3.3.1.13 ]decan | -acet am de) 30

N- (3, 51D net hoxyphenyl ) -tricycl 0[3 3.1.13" "] decanyl oxy- 1- acet ani de) g 01
| sweto 30 auo Cue mlpawt eto se " 3oaiag~ a~enjos ~o0 rtes al ge~daooe

~| t eonnaoeMeltingpaing &0 @‘P *@t nuuo3 30 punodwoo a 30 ~unowe ant; ~a~-~a

rctteonnad U of ~uual sturwpe sasudwoo got uM
uot ssai ddngﬁfmweﬁﬁﬁﬂ‘ﬁ% pog~au~ d y | ~Cdeiatp uT asn Q3 mau~e~t pam

a 30 ai ru~bgnpar (EMSG’M&JS@‘O@(IH’%P%I%W@ &ﬁﬂmld)pﬁw 10, $3€3.76-03H,ap
a~ent os S al ge~da~~e ~Ctt eot ~naoeu. ueqd (I') el nuuo3 30 punodwo~

a 30 asn 'ZOV (2H, s)st.Qd¢fH s, bddH1SmARH, 81). ~uauneaa| aql ut asn io3 g o~ |
sweto 30 auo due ut pawmteto se “3oasatp a~entos ~0 ~~es aj qe~daooe

~Ctt eothmoeu~eud a ao (1) el nu.uo3 30 punodwo d ' | | ~Cdeiau~ ut asn ao3
g o~ | svvrgé g o] Sue ut pawt ei o se s ~oai a~ aaenjos ~0 | Pes at gel daooe
~CI | eot| na & (1) ejnu~03 30 punodwo~ d ~pt vauieo io mantip

“auennCpe QRN fethilaifd)p u R-mdthylphenyl)-tHc s (310137 Jas@nbirt;  ut
pau~ap se Néécﬁ.dl ﬁ a~ e%j 0S SO GgIL)ZO/ 86~ ﬂ LJ{JI 099%?%‘/i 66 OM toot ~yyy g ;

acetamide, hydrochloride

25 Dry dichloromethane (40 ml), triphenylphosphine (3.28 g), imidazole (1.05 g) and
iodine (3.85 g) were combined in that order. A solution of tert-butyl N-(3-hydroxypropyl)-
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Medi cal Chem stry, Volune 15, No 1{) 1- 72, U.L. Narayanan) "Adamantyl
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(31.10.90), conpounds 109 and TN I nternati ona{) Fil e CAPLUS) CAPLUS
accessi onl-5, 7-10, 12no. 1975:5 ) Docunent no. 83:192744, Kr eut zber ger,
A et al: "Antiviral agents. 4. tically substituted carbonic acid

am destructure in potentially vitustatic conpounds"”; Arznei m - Forsch.

(1975)) 25(7)) 994-70.1 ur rr tiucunt:nt~ arc liSted tn the cununuauon of
130 (:.%~ Sec‘peiWREC b&ﬁ?‘&ﬂﬁﬁ&i.‘”ﬁﬁ Qéec@mwnw%qf%&ﬁhma%u n

| at er docu i 2.2 t 13 MGechid-GL [ jal | N me ol
GucyT. on:  ERDABAVDIACIA D, 1 Yool T rBlanRBRto 113 4 WRaRBC28in sceoniyif o
and not m 3fnfl)iant thmixtuiecheappdiat 8600 fdnk mieek. tAfter@olaAR: robheeMpBRnELe OF
t heun unee-, dgﬁ t he tnmenuon(~: he : oarucul ar reletancc'l ' en:c- axu.-nent
bu: ounl ah&elibN Nodimgthydr3-¢eropropydamined0{274/g) wag gddrgt and thereagtion heatedodt
parucu, ar rele.~~ce; t clai.med nventon czlnao: ~¢' 1, ~ duri~rte:tt which
ot b ow EROUEGHEn e Eeg e ConceRalef! et sfusehnuerhina 6 fesidio.
"_e congdepgthibed E@f%ﬁ?di@ﬂlok&ﬁ&héﬁ&(tl%%) WHE Wateh 1 ARBTEHe orSanic 1258 was
alone:::c.” : ~ .abti,h t-t~ =~~,1~at.;|l~"_..:e o~ a.~ut~c- .7.a_~=,

, I at - spcaalriedaesranhgdiroepsainan sulphitedfiltered ahd obngeatrfiet/uaderreduced eeskiie.

cl ai med nvenaon ca.iao: acCU~1T~'1: retcmrmg to an oral dicclocvre, use.

e. ~. ~uhi uodheresidugsyaspyrtisd b¥ golusnn ehremptogaaphyrpveesitigy eluting withnen t he
aoctunen: tapans conbi i 0 re,a. ker such docupents, such
compi naa: nf oé%@ﬁ[.%ﬂ%': %%mﬁ %Eeé@ngq‘g{e (tggélt Rgo:gé‘fec%’éeg@ﬁva@@' q:gﬁ Wica:c Ar
later thangiRudgePMh@HEnd Q1R mPirORealed Wit ahRxEAS ofEthbREl BAFbgdnYcHiGH R
claimed "St" ducunmem nenocr ci~ the S~T.e oatcnt fam | yDat’e of the actu.tl

c. onpl esiun(1¥1, § beuivalents ) dfhemodutionewmascdoDaensraséd umden nggluoéd pdessure ta giveaigamal
search report3 p M AR. 19994 March 9Q\ante and rttntiirt~ addrcas_of tile
11 \ ~\ ut hokhat @@s gtirred fog %wwﬁ%ﬁamﬁa giversglid ahiah was isjated by filtration
STOCKHOLP, (OS?%@ g GQustavssonl acstnmlc \o + 4G 8 6(i6 02 861 el cphonc \u.
r 4b 8 7827 "1 u- 1'Cl 1SA 210 (second ahect) (July 1942) - 6 MAY
2002 | NTERNATI ONAL SEARCH REPORT ~ ~nterra;;onal applieauon t~o. I~I"'/SE
98/ 02189 Box | (bsenatloru where certain clains were found uruearchabl e
(Cont | nt i aMYARET +YadB3 MFHLItEY sheet) 73is international search report
has not bee i d, i r 0 rt.ain, el al u raA.rticie

1702) (8 1 oR NHE EhSEia S {ESEHRE o8} oA G 7 Mgk b BTN 881 ° o1 e
to subject i [ed at LAl t$HH S hQy 4 ¢ 7.4 rely:
daimi13 rgﬁg?zfs{’ ?gt“éﬁ 32%96‘3{%32% ?gfgmng,nzﬁ%gt Iﬂ?% %%rﬁa@yg’r H‘&’nil'g%p%’osz’y by
surgery or 2/o (BHesapws(Iisg 13B5-1J55((12H) m)Never t hel ess, a search has been
executed for this claim The search has been based on the alleged effects
of the compounds. 2. ~ Clains hos.: bcrause they relate to parts of 111C
th: G .M atl0:~l application that do not conply v.~i:h th: prescribed
tequiret'lcnts to sue:: an extent that no neaningft:|l inte.:.attona! search
un be carried out, specifically: 3. ~ Cains h'os.: because t~ev are
dependent clairas and are no: drafted in accordance with the seco~= :rd
thud sentences of Rile 6 :(a) Box Il CQbservatiorts where unJty of Invention
Ls lachdng (Contlnuatlon o! Iteal 2 oC first sheet) r~is International
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The present invention relates to adamantane derivatives) a process foB MAY 2002
their preparation, pharnmaceutical conpositions containing them a process

for prepark\gggt geoS Pharmaceutical conpositions, and their yseysedsiohgsapy.
Adamant ane ‘derivatives are known in the art) e.g. fromUS-A-3,789, 072 as
serotonin inhibitors) from Chem Abs. ( 4P74), Vol. 80, No.S (268? 1 n) as

i nfl ammati on and edema i nhibitors or anal gesics, from Chem Abs. ( |975))

Vol . 82, No. | (3853j) and Chem Abs. ( 1977)) Vol. 86) No.17 ( 120855e) as
antiviral agents, and also from Chem Abs. ( I 968), io Vol. 69, No. |
(2562h)) Qhgamplkoy ( 1975), Vol. 82, No.3 ( 16510v) and Tetrahedron (

1988), 44, No. 23) 7234-7242. The P2X~ receptorégr yl ously known as P2Z

r ecept or ) , NeliMethoxy=2-methyiebenys(3- bermeieiayapl3.3.4. 15 1decane-loacetamide ety of
cell types, largely those known to be involvegyin the inllammatory/inmune
process, specifically) macrophages, mast cells]and |ynphocytes is (T and

B). Activation of the P2X~ receptor by egtragé
particul ar adenosi ne triphosphate, |eadsito
(LL-1(3) and giant cell formation (nacrdph¥ge

degranul ation (mast cells) and L-selec

receptors are also |located on antige
‘ ot| d cells) and hepatocytes. zo It
-"' ttive as Y2X~ receptor antagonists

keratinocytes, salivary acinar celnéf

woul d be desirable to nake conpounds

for use in the treatnent of inflammtory, inmune or cardiovascul ar

di seases) in TH8a saRtibe b Fibesmoeddantuncdne taberidRibid (CNATP683442Y0. mz@g)m role. In
accordance with the present invention) there is therefore provided a
corrpounsd odlichloremetharfed5 ml) aapaddedronal chloride)(0-5 miyrand sesulting: repction ml?““"e ~~

gr ;)l:pnCI:Z B"ratésnmd\%/}é@gﬁ;??%re 2%5? é?gﬁ?“ﬁg%&&WB\ég%dgFeﬁF%S‘gﬁe%‘?sb ®e. g.

fl
" i, SR B Rt s, B PSRt o

(0.062 g) and triethylamine (0.2 ml) in dichloromethane (2 ml) was added dropwxsc and

ul ar nucleotides) in

rel ease of inter(eukin-1(3
mcroglial cells),

n Bheddi ng (I ynphocytes). P2X~
gsenting cells (APQ),

reaction mixture stirred at room temperature for 18 hr before being poured into dilute HCI
10 and extracted with diethyl ether. Organic extracts combined, washed with water, 15%
NaOH solution, brine, dried (NaSO4) 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: 133 °C

ls  MS (APCI +ve) 392/394 (M+H)"
'H NMR (DMSO0-dg) 8 9.13 (1H, 5), 7.09 (1H, d), 7.05 (1H, d), 6.66 (1H, dd),
3.70 (3H, 5), 2.28-2.13 (11H, m), 2.18 (2H, 5), 1.68-1.55 (6H, m).



s Rrepresents a phenyl) benzothiazolyl, indolyl, indazolyl, purinyl.g MAY 2002
pyridyl, pyrimdinyl or thiophenyl group, each of which may be optionally
subst i t ut edyly or nore substituents independently sel ect f

hal ogen at om _os’rggg&gyano, car boxyl, hydroxyl, nitro) halo-C ~$266{E§%?9)
-N(Rt )-(=0-R2) -C(ONR3R4, -NRSR~) C34Cg-cycloalkyl) 3- to 8-menbered
het erocycl yl ) C3-Cg-cycl oal kyl oxy, Cl-C~-al kyl carbonyl) phenoxy, ~o benzyl,
C t-C6-al kylthio) phenylthio, Ci-GC6-al koxycarbonyl, C t-C6-alkyl sul phinyl
or Ct-C6-al kyl sul phonyl group, or a Cl-C6-al kyl or Cl-C6-al koxy group

opti onal | y peasbereiahd tinckebiduenas menmselv@ubﬁaichmaﬁﬁtﬂaﬂéi@pwenﬁé Xolﬁt‘?&ﬁ&lﬁad
froma hal ogen atom or an am no, carboxyl, hydroxyl, Ct-C6-alkoxy

(di) Cl - C6- shdnyddded aeer Ioningde i keptytiomr efchriethaxyi Henetyfdnilimo(Gohng) iny |

i peridinyl_. rrolidinyl graup:,~s Rl represents a hydrogen atomor a
R b al kdichiorbietang [ MbLaR R lamind Fomibss rasm temperators o 2Qimmipites, The
C3-Cg-cycl 4 : R4 in endent .y .represent
a h?g i oé on ?%{cgéfe grﬁitgl'ﬁéy_ Cg@.gg? ylltﬁga'rlct@pg%ﬁéaﬁg lt(g §§ E’% ané&@%wa%ieg ﬁvx ueous
provi sos t hglrceRlotic)aci@M,A0irfl) CiRe ofpahc phase aPdtisd SV ainh?&%uﬂrﬂgﬁe%id?ﬂt

represent a phenyl, orthocarboxyphenyl, ortho-nitrophenyl,

or t ho- ani neplpbary/ filtesed Ard conesntrtedintdes ceduged pressire, Theetekivihe has plirifiéd by

par a- phenoxyphenyl group, ,and (i.i. en A is.CH2, Bis Br and Dis CH2,

then R doe§gﬁ‘6‘1“ é@ﬁ&é@%“&ﬁ%‘&‘ﬁ@%‘b‘&%ﬁ orgmstiiane them dichlosomethapren A

is CH2, B i A I g—@gﬁ& t ERitRRi Q0 t . yl group)

and (iv) mﬁglﬁﬁg@{)gt%‘%’ t| S CIE%t or léﬁé%lc-)gé‘gﬁg oﬁﬁlﬁfeggg(ﬂf@m;&esé}bsti tuted

phenyl group, the substituent or substituents present do not conprise) in

an ortho position) a C--C--al koxy groan substituted by an ami no,

(di) C -te~- Mediing peintd 081 i9%PaXol yi , 30 nor phol i nyl) pi peridinyl or

pyrrolidin s Rl A ALt ~ Cel | r maz PCl/ St 98/ U1l d~;, - 6
Kes RECP 518 Ay

MAY 2002 2 a pharmaceutically acceptable salt or solvate
thereof . | AptMRIRCADMST-d)S 9.02 (HLAYENLO BREG)! 7.08%1AN), UFIQ3H, ghyher wi se

i ndicated, an alkyl s io substituent or alkyl noiety Tn a substituent group
may be |inad9 @H, bs)aBGRSH, sk2.3M@Hye), &,15-205 (2H cmd,) 221 Ky3H, 5, 16011635 (10HAm).
di al kyl am no) di cycl oal kyl am no, di al kyl am do or dicycl oal kyl am do
substituent group may be the same or different. When D represents a group
OCH2 or NHEE@P? hg group is orientated such that the oxygen or nitrogen
atom i s’ di [be ?tached to the adamantyl group. A 3- to 8-nenbered

het er ocycl W-(ﬂWﬁoy&hQHﬁé’th?ﬁ)Héﬂﬂ%&%ﬂ@?cl&ﬂﬂ&"’]ﬁ@cﬁ-1-%Eﬁhbfac@ﬁhﬁ&@CyC' i c
ring systemcontaining a single heteroatom sel ected fromnitrogen) oxygen
or sul phur. The term"in an ortho position deflines the ring position on
the phenyl ring of R which is adja Nt of attachnent of the
am de linking group to R) e.g.) as | the formul a bel ow where
the asterisks define the "ortho post < N+ HBis Simlarly,
neta and para positions in the phe group R are defined relative to the
poi nt of attachnment of the am de I groypCto R and are indicated in

t he above formula by the synbols + respectively. Preferably) R
represents a phenyl, benzothiazolyl) indolyl, indazolyl, purinyl, pyridyl,
pyri m di nylyy onv_{dLvRtRexy.D-1féBYbheRPT2-lorddicetanti@y be optional Iy
substituted by one, two) three or four substituents independently sel ected
from a hal ogeToat suhution af. S-methoxy+2emethglaniliner(7:162,g) land wiethy lamineodSdaphl)an  a

R T M W e LSO AN 08

the ice bath removed. The resulting reaction mixture was stirred for 45 min before being

iy
| usitr at §
nord:

poured into dil HCI and extracted with dichloromethane. Organic extracts were combined,
washed with water, dried (N23504) 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).

25

Melting point: 89-91 °C



cycl opropyl) cyclobutyl, cyclopentyl or cyclohexyl), 3- to 8-nenber e.ds MAY 2002
het erocyclyl (e.g. ~~~" ~~LcE'f A ~l|~:" 1 16Jc t'"~1/Jt /tS/ULI(S7 - Ag
MAY 2002 2W® 9929660 1999 60 CLAIMS 1. A conpound of general fP&TREYS/0DI8O-N-R H
B (I) s wherein A represents a group CHZSIor an oxygen atom B represents a
hydrogen or hal ogen atom D represents a group CH2, OCH2, NHCH2 or CH2CH2;
R represents a phenyl, benzothiazolyl) indolyl, indazolyl, purinyl,

pyridyl, g%/.;i m di nyl or thiophenyl group) each of which may be optionally
subst i t ut el NMRPMSO-dg)y & 9B Hi, BUSEES(2HR d) sleperianty, 7.5 a
hal ogen at om or g cyan-lca)l)BI car b(t:)(xyl , Mhydr(oxyl ;) Vi tggfﬁﬂj%b@%&gg::ﬁ@m}
-N(R1) - C( =93 &H, 5),(63-NSFRA2H; WIRSR6, C3- Cg- cycl oal kyl) 3- to 8-nenbered

het er ocycl yl , C3-Cg-cycl oal kyl oxy, C 1-C6-al kyl carbonyl) phenoxy) benzyl, C
1- C6- al kyl t hi o, phenylthio, C 1-C6-al koxycarbonyl) C t-C6-al kyl sul phinyl or
C~- C6- al k#‘%ﬁ%%yl group, or a C~-C6-al kyl or Ci1-C6-al koxy group

optional | tituted by one or nore substituents independently

sel ected f hp&@@h@ﬁ tFicy@o(3a311.0%7 oxyl, Ct-C6-al koxy,
(di)cC1- %-jgﬂﬁf‘%ﬂr‘??no, ~- C%‘?gal k%xy[c?:}oongfliﬁn?hqégé%‘?%& mor phol i nyl)

pi peridinyl or pyrrolidinyl group; R ~ reprljesents a hydrogen atomor a C ~
- C6-al kyl or C3-Cg-cycl oal kyl group; & rgpresents a C~-C6-al kyl or

C3- Cg-cycl oal kyl group; and xo R3) Rz >apd R6 each independently
represent a hydrogen atomor a C-- -aI‘I_VryI or @3- Cg-cycl oal kyl group; with
the provisos that (i) when Ais C Bis Hand Dis CH2, then R does not
represent a phenyl, orthocarboxyp @‘ ) ortho-nitrophcnyl,

ort ho-am nophcnyl, ortho is (dinet ‘V‘Q i noet hyl ) phenyl , met hyl phenyl or

par a- phenoxyphenyl group, and AA~t~YrJD SI | EET

To a solution of N-(3,5-dimethoxyphenyl)-tricyclo[3.3.1. 13'7]decane-l-acetamide

(2.22 g) in dichloromethane (200 ml) at -78 °C was added boron tribromide (60 ml of a {M
solution in dichloromethane). Cooling bath was removed and reaction stirred at room

10 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
(MgS04) and concentrated. The residue was purified by column chromatography over
silica eluting 5% ethanol in dichloromethane to give the leave a white solid (1.95 g). A
portion of this was recrystallised from hot ethyl acetate to leave the title compound as an

15 off-white solid.

Melting point: 239-242 °C

MS (APCI +ve) 302 (M+H)"

'H NMR (DMS0-dg) §9.42 (1H, 5), 9.09 (2H, s), 6.55 (2H, d), 5.87 (1H, t), 1.99 (2H, s),
20 192 (3H, s), 1.69-1.56 (12H, m).



1" 1JJ.: 61 tu~~~~y~/uclay 2 3 -12- 1999 6 MAY 2002 (ii) when A iS%AYBZUUZ
is Br and Dis CH2, then R does not represent an orthocarboxyphenyl group,
and (iii) witeseBeéos CH2, B is Hand Dis CHZCH2, then R doedigdessepisesent
a phenyl group, and s (iv) when Ais CH2, Dis CH2 or CH2CH2 and R
represents a substituted phenyl group, tA2 substituent or substituents
present do not conprise, in an ortho position, a O -C6-al koxy group
substituted by an am no, (di)d -C6-al kyl am no, im dazolyl, norpholinyl,

pi peri di nyt or Pey%ol i dinyl group; or a pharmaceutically acceptable salt or
sol vat e t h&F2@P: 2. A compound according to claim1, wherein A

repr esent sag  Yidirveth jge I _elaj .or claim 2,
wherein B Irvg(g?{e'gs)gﬁ%s ayh%epgggﬁfﬂgggﬁéisq ﬁrdq%éér’%ogngkggéggdi ng to any one
of claims 1 to 3, wherein D represents aHrou CH2) OCH2 or NHCH2. 5. A

conpound according to any one of ctﬁfhﬁra wherain R represents a
phenyl , benzot hi azolyl) indolyl, indazdlyl) i nyl, pyridyl or thiophenyl
group, each of which may 20 be opitroqalQ@y tut ed by one) two or three
substituents i ndependently sel ect

nttro or Cl-C4-al koxycarbonyl grdg
optionally substituted by one or p~ubstituents i ndependently sel ected
froma hal ogen atom or an am no) carboxyl) hydroxyl) Cl-C4-al koxy)

(di)&t-C4-al k ' = (A My Ly, < DI Li.nyl,

pi peridinyl o?i‘?@%g‘?"r‘@‘fnﬁ \H% %?%ﬁ%w@@%még%ggﬁ %‘f4'5f {glgnnﬁF @axen?x}‘e as

?ﬁfl negs | B(Q@i@gmnh, 1 QdamaRiyRixyacsi¢tacii0l38 ACTRRY6RI63, 3PIda) & a SQbNALS solid
ereof, being:

N- (2- Met hy[O0.€F penzot | tiazolyl)-tricyclo[~i.a.1l.13""']decane-1-acctamcle,

'~ ~~.C-~D st li;.~T 11wWJl~i~m~nlUi a~23-~2- 1999 6 MY

Z002 62

N-(3-(3- (A ' ag~get hyl phenyl )-tricyclo(3.3.1.13"i]decane-1-aceta

T o,y clr SR L 25812802

N- (2- Chi or M&ABC) +ve) B2 ¢CMa{D. 3. 1. 13" ' ] decane- 1- acet am de,

2,4,5-Tgimet hyl phenyl )-tric ‘'] decane- 1- acet am de,

clo[3.3.1.13
! Vet ot SO P18 1€ VL S A (15 2), 558 (1B GhrAOOORE B o e,

5

2, 3-Di net.h yl)-tJi [3.3. ' ecane-| - acet am de,

5 | ndoIrT§12)'Zh E@cﬂ%[‘é{%%%ﬁ @%-@%}ﬁég&f etan de,

2,3-Dimethyl -5-indolyl)-tricyclo[3.3.1.13 '] decane- 1-acet am de,

5- (3-N, N- Di et hyl am nopr opoxy) - 2- met hyl phenyl ] -tricycl o[ 3. 3. 1. 13" '] decan
i 0 aceExampbe SHhydrochl oride, N-(5-Indazolyl)-tricyclo[3.3.1. |

] decane- | -acetam de, N-(6-1ndazolyl)-trigcyclo[3.3.1.13""

ecane- 1- Ac&-Hidrexy-2ymeshylpheayd)-tricysld(3d. bk ¢ dJecanyloxy-1-acetamide

tricyclo[3.3.1.13" '] deeane- 1-acet ani de, |J}l-( H I ndol -4-yl)-tricyclo

[3.3.1.13 '] decane- 1-acetam de) is 4-Mt hw- 3-

| -ox0-2-(tricyclo(3.3.1.13 7]dec- |&¥1)4drhyl]

hydrochl ori de salt, o)

1
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<
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z272777%
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o] phenoxy-aceti c acid)

OH

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 minutes to a solution of

20  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



N-( 1-Methyl-1 Hindol-5-yl)-tricyclo[3.3.1.13' 7] decane- 1- acet ani de= BNAY 2002
1- (N, N-Di net hyl am no) et hyl - |

H i ndo- 5- yMQ $%29680c| o[ 3. 3. 1. 13' 7] decane- 1- acet ani de, 5-[[  PCT/SE98/02189

1- Oxo-2-(tricyclo[3.3.1.13 7] dec-1-yl)et hg/l ] am no] - 1Hi ndol e- 1- acetic aci d)
20 1, 1-di met hyl et hyl ester) 5
N-(3-(2-Chloropyridyl))-tricyclo[3.3.1.13" 7] decane- 1- acet am de,

N-(3- (N, N-Di et hyl am no) net hyl -1

Hindo-5-yl)-tric . 3. '\ ldecane- 1- ac ide, .. . :

N (4 Mot hoser AT PRy YDA B ke an e Th 801l nd wiburyiphasphipe L3S mi
N-(2-Chl orQ-5- ; i lialida/w . {ddi6SPsEr.1~.acet am de, xs
N- (4- Hydr o§’§éﬁ%¥?ﬁgﬁgﬁ§l:[%n?ﬁogﬁl lg%%./&atle? 11)?3‘%33 gdecane- 1[’%1cet am de)

N- ( 3- Hydr opy 88t irpbny)dipipeidipt e11y39) g)tand atic irojcd/water. 681 0V inftateswhen bt roderet am

i de, N-(5-Methoxy-2-nethyl-3-nitrophenyl)-tricyclo[3.3. | .13 7]decane- |
- acet am i deemperature overnight. The reaction mixturé was diluted with iso-hexane (50 m!) and

N ( 5- Hyd hyl - 2- net hy| ~tri 3a3: L. 13' 7 -1 t am de,
N (3- i oRet e Fepem A VEne i1 66 s cdheRERBeade ™ T
'25'2“;'_ '( 2 }ﬁg@%r;ﬁ?%t%q %mder tedac¥d pfesﬂlré! ThUrésiduetﬁas]plﬁ'iféd‘b%/?e'ohjﬁx%? ght.@%atogﬁam\(
| - pyrrol i dowenssidaylytingenii jsothekanec] athyd. Bethteld:3)bnd Center purified dyicdmmn

hydr ochl ori de, N-(2-Chl oro-5-hydroxyphenyl)-tricyclo[3.3. | .

. 13' ' ] decashkromatagearhiyiayer siNez eittng Wathglighilatameshansh eﬁgyl)acsﬁarec@él)dp givp the |

3' '] decane- 1-acget an - - 3-( 2- ( .

- pyrrol | dFOHEEL RORSH SRy Fhtdiasel e g mechanpl. | Qumbs fh sqluon oy dresen
hydr ochj or ;f@ride (generated by slow addition of acetyl chloride (10 ml) to methanol (15 ml) at 0°C
N- ( 5- Met hoxynet hy% - 2-met hyl phenyl )-tricyclo[ 3.3.1.13" ' Jdecane- |

- acet an de CARE 2-Widey Bxotirfitic) was then added to the latter solution and the reaction stirred at
1- hol i t hyl h | )-trj lo[3.3.1,.13"']d -1- i de,

B D e vpapeen e Toe S b g YeheRb st o AR el 20D Bssur
1- pi peri di no) et hyl. ox h =t {d I " - 2 l- o

hydr bohl or Fﬂ%ﬁw&ﬁya}\{}é{’@ﬁ}é@eﬂ{dﬂﬁﬁ RS- ihte D mpolfig AEo1baGE L6 {F3s g).
- nor phol i nomet hyl ) phenyl )-tricyclo[3.3.1.1"""]decane- | -acetam de)
hydr ochl ori de,

N- ( 5- (35 ( 2 Meltihglpomt: HPBLRD1I6et hyl )i ndol yl ))-tricycl o[ 3. 3. 1. 13' ' | decane- 1- ac

tamd s _hyd hl qQr,i t-hyl. 4- et hyl - 3-
i- g)To- g) (t iﬂ%i}%‘g@f@’%r:'}fﬁqzy* d -frff’)brrlaﬁeeet Kyl JaH no] t hi ophene-2 car boxyl at e,
N- ( 3- Met hox i | 7 34 | - t am de,
M E v hSI W{ﬁ%‘?ﬂ%w 9.06 (11EY5) ©68 (Flbs) 7.8 (IHlgyanez (1H, @cet am de

1-i m daz, olgopoeti By Hay w)1ITheHY b)) 34r3.2y AHD[ ), 2.611. (BH, ‘sl QekSaBEE, b), 2kt @M, df, zo
N-(2,4,6-Trinmethyl phenyl)-tricyclo[3.3.1.13" ' Jdecane- 1- acet ani i de,

N- ( 5- ( 3- AniliSpBtny), APy .35 (Ehymphenyl ) -tricycl o[ 3.3.1. |

3' '] decane- 1- acet am de, hydrochl ori de,
N- (5- (32 (N- Met hyl ani no) pr opyl oxy) - 2- net hyl phenyl )-tricycl o[ 3.3.1. 13" '] decan
e-1 acet am'lﬂ%@g?qochl oride) zs
N6- (Tricyclo(3.%3. 1. 13' ' Jdecane- 1- acet yl ) adeni ne,
N- (3, 5- Di mey-lpsuei(R-Methlydmpinoyethyloky)-2méthfhhigngl) dsicydlddch hd>decatylonydt,
N- (3- (3- (N-Met hyl am no) pr opyl oxy) - 2- net hyl phenyl )-tricycl o[ 3.3.1. 13" '] decan
e- 1 acet anmagetaniidelr ochl ori de,
N-(5-(3-(N, NI ~iinctl~yl:~iino)hropyl oxy -2{ntthyl Phcnyl)-tricyclo[3.a
l.1"""]~lccal~r 1 so acetami de, hygq ! ~ ~~ ~?"-0r7 Ss-~E~-1'
T
O\/\N/
H

s a) N-(5-Hydroxy-2-methylpheny!)-tricyclof3.3.1.1*"]decanyloxy-1-acetamide
Thiony! 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 thiony! chloride was
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N- (5- Met hoxy- 2- net hyl phenyl )-tricycl o[ 3. 3. 1. 13" '] decanyl oxy- 1- acet am de)

N- (5- Met hoxwosorméeny | phenyl ) - (3-bromo-tricyclo[ 3. 3. 1. 13" ' JdeepgA®rodnAgst am
de) N (5-Met hoxy- 2-net hyl

phenyl )-(2-oxa-tricyclo[3.3.1.13" '] decane)- 1- acet am de)

N- (5- Met hoxy- 2- net hyl phenyl )-2-(tricycl o[3. 3. 1. 13" ' Jdecan- 1- am no) acet am de
, N-(3,5-Di net hoxyphenyl)-tricyclo[3.3. 1. |3 'Jdecan-1-acetani de,

N (3, 5-Di tr]rédr oxyphenyl)-tricyclo[3.3.1.13" '] decan- 1- acet am de,

N- (3, 5- Di MEHTIMRIDMBO-d4)8 2.9 (28 3053, 8.84 81 | YT smyilroay- 1.18¢ e ady, de,

N- (3, 5-Bi s- (3-am nopr opyl oxy) phenyl )-tricyclo[3.3.1.13" '] decane-1-acet am de
) N-(2, 4, 56THi (8t ddr],ﬁkﬂ&ﬁm.)t),t&)izw,@[).ﬁ.m QH1R'2.60d@8ERny RA7Y3H; e et ami de, i0
N ( 5- Hydr oxy- 2- et hyl_ph l,)-trJ | 0] 3.3.1.13" " Jdecanyl oxy- 1- acet am de,

N (5-(2-( I\Lzh}é"t(ﬁ§7ll~ %Xr@)(g%gic}x%'fégr@&"h?‘l)-phenyl )-tricyclo[3.3.1.13 '] decane
-1 acetam de) hydrochl ori de,

N (5-(2- (N- Met hyl am no) et hyl oxy) - 2- net hyl phenyl )-tricyclo[3.3. |

. 13" ' ] decampkamiile §8acet am de, is

N- (5-(3- (N- Met hyl am no) pr opyl oxy) - 2- et hyl phenyl )-tricycl o[ 3.3.1.13" '] decan
yl oxy- 1 ac-(r(3eY-Methytamino)propyloxy)-2-methylphenyl)-tricyclof3.3.1.1*"]decanyloxy-1-

N (3, 5- Di hydroxy- 2- met hyl phenyl )-tricyclo[ 3.3.1. 13" '] decane-acetamde. 7. A
process f ot % eparation of a compound of fornula (1) as defined in
claim21 which conprises reacting a co d of general fornula O 25 wherein
L represents a | eaving group and AR Ixare as defined in formula (1))
wi th a conpound of general formnul H2, wherein Ris as defined in
formula (1); and optionally forng ficeutigal |y acceptabl e salt or
solvate thereof. ~~~rac~n ~akE-r ~l i Sty L~U=NAYy 2 3 -12- 1999 a MAY
~pp~ 65 8. A pharnmaceutical conp on conprising a conpound of formula
(1)) or a pharmaceutically acceptable salt or solvate thereof) as clained
in any one of ' ' b i | pp{? ﬁ.yt'__lly

accept abl e adjpﬁ%yglﬁét?su%? %g%%édc%@%%reﬁﬁinoéskayﬁlgsgpg(@s 0 1ﬂtﬂlfljel preparation
of a phar magetskysepyhvprdiyidaptarae ¢1.1 gpHl Org. Cherh. Ml 833UB3CI0) CIDPIY b N-(5-

m xi ng a conpound of formula (1)) or a pharnmaceutically acceptable salt or
sol vat e t héydwoky-2ametwiphsan)ineyain)3 dnlel oldesnnlony-1-aceramidg (1100, Example 55)

pharmaceutical |y accept abl e .adj uvant, diluent. or carrier. io 10. A conpound
of formula® EBVF){%‘?“ ¢ ?{BP%E‘Seaataiceg‘?‘ﬁfVS%%%@&@a58|gé- salt or solvate thereof,

Melting point: 151-154 °C (dec.)
ts  MS (APCI +ve) 387 (M-HCI+H)"
'H NMR (DMSO-dg) 5 8.91 (2H, bs), 8.82 (1H, 5), 7.49 (1H, d), 7.13 (1H, d),
6.67 (1H, dd), 4.04 (2H, s), 4.01(2H, 1), 3.03 (2H, quintet), 2.55 (3H, 1), 2.15 (3H, s),
2.13 (3H, s), 2.06 (2H, quintet), 1.78 (6H, d), 1.65-1.55 (6H, m).

20 Example 59
N-(3,5-Dihydroxy-2-methylphenyl)-tricyclo[3.3.1.13'7]decane-acetamide
OH

0O



as clainmed in any one of clains 1 to 6 for use in therapy. 11. A cegpMAndl2
of fornmula (1), or a pharnmaceutically acceptable salt or sol vate thereof,
as cl ai med woyonmmgeone of clains 1 to 6 for use in the treat neOl/SES8/02189
rheumatoid arthritis. ~s 12. Use of a coppound of formula (1), or a
pharmaceutically acceptable salt or solvgge thereof, as clainmed in any one
of clains 1 to 6 in the manufacture of a nedicanent for use in therapy. zo
13. A nethod of effecting inmmnosuppression which conprises adm nistering

to a patie B R ﬁitf: t5 an@bofis WO LS < miae | a
(1), or a %¥§$%L |CBFFQQE ptag §§F§£gr sgﬁggtéﬁthereof Fiﬁ%@d
in any onegefest Iagatémmls tm—ofn thé ]:éadlngs dbtained, @' gECs figure »&sl\ﬂﬁlﬁumﬂaﬂfor each test
REPLACEMENT SHEET 6 MAY 20Gl 2 wherein A represents a group CH2 or an

oxygen at ocompoundpthésigirs baingythie negative logasitluy of thet epnc¢niragionfof teast ¢ompound

chl orine, iodine and esp br om ne, e ts rou 2, OCH2,
NHCH2 or CRERESERTY foreg ‘FE hsélrﬁszfga?‘éh?f’t@! %yC%% E?&\ﬁéﬁ&gc’@p&’%ﬁf esents a
phenyl , i mdinyl
e e "%gsﬁ'aﬁ?%‘% SR PR I Y I 2 23010 O or

nore substituents independently selected froma hal ogen atom or a cyano,
carboxyl, hydroxyl, nitro, halo-Cl-C6-al kyl, -N(Rl)-C(=0-R2, -C(O NR3R4,
-NRSR6, C3-Cg-cycloal kyl, 3- to 8-nenbered heterocyclyl,

C3- Cg- cycl oal kyl oxy, C 1-C6-al kyl carbonyl, phenox~r, 10 benzyl, C

1- C6- al kyl t hi o, phenylthio, C 1-C6-al koxycarbonyl, C 1-C6-al kyl sul phinyl or
C 1- C6- al kyl sul phonyl group, or a C 1-C6-al kyl or C 1-C6-al koxy group
optionally substituted by one or nore substituents independently sel ected
froma hal ogen atom or an am no, carboxyl, hydroxyl, C 1-C6-al koxy, (di)C
1- C6- al kyl am no, C 1-C6-al koxycarbonyl, im dazolyl, norpholinyl,

pi peridinyl or pyrrolidinyl group; 15 Rl represents a hydrogen atomor a
Cl- C6-al kyl or C3-Cg-cycl oal kyl group; R~ represents a C 1-C6-al kyl or

C3- Cg-cycl oal kyl group; and R3, R4, R5 and R6 each independently represent
a hydrogen atomor a C 1-C6-al kyl or C3-Cg-cycloal kyl group; wth the
provisos that 20 (i) when Ais CH2, Bis Hand Dis CH2, then R does not
represent a phenyl, orthocarboxyphenyl, ortho-nitrophenyl,

ort ho- am nophenyl, ortho(di nmet hyl am noet hyl ) phenyl, ortho-hydroxyphenol,
ort ho- (3-chl or opr opoxy) phenyl , met hyl phenyl or para-phenoxyphenyl group,
and (ii) when Ais CH2, Bis Br and Dis CH2, then R does not represent an
ort ho25 carboxyphenyl group, and (iii) when Ais CH2, Bis Hand Dis
CH2CH2, then R does not represent a phenyl group, and (iv) when Ais CH2, D
is CH2 or CH2CH2 and R represents a substituted phenyl group, the
substituent or substituents present do not conprise, in an ortho position,
a 30 C 1-C6-al koxy group substituted by an am no, (di)C ~-C6-al kyl an no,

i m dazol yl, - 6 MAY 200_2 REPLACEMENT SHEET , - 6 MAY 2pp2



3 norpholinyl, piperidinyl or pyrrolidinyl group; or a pharnaceutical Iﬁ/
acceptable salt or solvate thereof. In the context of the present = 6 MAy 2002
speci fi cat i wp992946&ss ot herwi se indicated, an al kyl substitueat/sess/ahsoy!
noiety in a substituent group may be linear or branched. Furthernore, 5 the
(cyclo)al kyl nmoieties in a dialkylam no, icycloal kyl am no, dial kyl am do or
di cycl oal kyl am do substituent group may be the sanme or different. Wien D
represents a group OCH2 or NHCH2, the group is orientated such that the
oxygen or ry tit<d By n £hindCidh J i hﬁ@azg i O8Rer AT
to 8-mme|§ggﬁﬁﬁ§ei?gr ocyclyyl gr oupws)‘r?c}ﬁ‘%‘%ag(zﬁﬁwggrlstoo g?,giﬁﬂ ahhgﬂ’ gﬁ:legﬁigﬂ C
het er ocycl igr pytmolidinybgreapcont ai ni ng a single heteroatom 10 sel ected from

ni trogen, oxygen or sulphur. The term"in an ortho position"” defines the
ring posit i Rbarmacsuticatiy\accentaiie salt or sahyashthereofidj acent to the point of
attachnment of the amde linking group to R, e.g., as illustrated in the
formul a bel ow where the asterisks define the "ortho position": O*~ ~# r'\N
\ + H B;15 i miA 8smpourndBicomditth ®AmPP S HdraR S | oup R are
defined rel ative toMt he poi n?%of attachrrerrlt H%fc?#g@ﬁ%ﬁ%@@p}ﬁ ng group to R
and are indicated in the above fornula by the synbols + and # respectively.
Preferably, R represents a phenyl, benzothjazolyl, indolyl, indazolyl,
purinyl, pyidyh COBRRYNd LeRdingdP claimobAHFIm &r wigseindd capresentata hydrogep doem.
optionally substituted by one, two, 20 three or four substituents

i ndependently selected froma hal ogen atom (e.g. fluorine, chlorine,

brom ne or 4, 0diQgdmPsurid &e¥cidthe 0N s witkrhi -~ C6-al kyl
(e.qg. trifl uorometrﬁgtls) , -N R~)g- ( :8%$fcm§gﬁélﬁmral&%§%é£ngagrg?p

C3- Cg- cipcl cHixyOCHa. o ppropyl, cyclobutyl, cyclopentyl or cycl ohexyl),
3- to 8-nenbered heterocyclyl (e.g. 6 MAY 2002 REPLACEMENT SHEET 6 NMAY
200_ 60 CLAIMS 1. A conpound of formula O~-N~R D H'A B wherein A

represents OXY. . sent.s hydr ogen or

hal ogen at of‘n q‘f?@g&g%rag%?@&én%sﬁg%agéggﬂaﬁﬁg?%ﬂ,’erﬂﬁ(@iﬁe%ﬁe ?CEIIQPVI_R
represents yanpdtRiYdlyl, RRIBI] MGEZN1Y puriny? gyl of (ARPROAM |zrouh CAThYf wikh hily!
pyrim di nyl or thiophenyl group, each of which may be optionally

subst i t ut ecdetoptionalyosubstimtedhynnei tweeor threersdbpismaenindgpendemtty seledteédfrom a

hal ogen g o B b1 i o B ke DSy o G B o
C-C4-alkoxy group optionally substituted by one or two substituents independently
selected from a halogen atom or an amino, carboxyl, hydroxyl, C;-C4-alkoxy,
(di)C{-Cs-alkylamino, C;-C4-alkoxycarbonyl, imidazolyl, morpholinyl, piperidinyl or
pyrrolidiny! 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[3.3.1.1 3‘7]deczme- 1-acetamide,
N-(3-(3-(Aminopropyloxy)-2-methylphenyl)ricyclo(3.3.1.1*"]decane- 1 -acetamide,

25 hydrochloride,
N-(2-Chlorophenyl)-tricyclo[3.3.1. 137)decane-1-acetamide,
N-(2,4,5-Trimethylphenyl)-tricyclo[3.3.1.1>7]decane-1-acetamide,
N-(5-Methoxy-2-methylphenyl)-tricyclo[3.3.1. 1>7]decane- 1-acetamide,
N-(2,3-Dimethylphenyl)-tricyclo3.3.1.1%")decane-1-acetamide,

3 N-(5-Indolyl)-tricyclo[3.3.1.1*"]decane- 1-acetamide,



10 3- to 8-nenbered heterocyclyl, C3-Cg-cycloal kyl oxy, C - 6 MAY 2002
| - C6- al kyl car baon phenoxy, benzyl, C 1-C6-al kylthio, phenylthio,

1- C6- al koxy\‘,’ & %{WP C 1- C6-al kyl sul phi nyl or C 1-C6-al kyl suPEH&E8/0238%Dup,

or a C 1-C6-al kyl or C 1-C6-al koxy group (?_ptr onal Iy substituted by one or
nore substituents independently selected froma hal ogen atomor an am no,

car boxyl, hydroxyl, C 1-C6-al koxy, (di)C 1-C6-al kylam no, 15 C

1- C6- al koxycar bonyl, i m dazolyl, norpholinyl, pi perl di nyl or pyrrolidinyl
group; Rl rlé-mmmls‘s(ﬂhlyqugmhne lox C I3 W kyl
group; R2 repr esents a C 1-C6-al k{/eldmor yglgh%@c?d ky?qgﬁgﬁﬁeq % %‘k‘l%
RS and R6 dwérpch endently represent a hydrogen atom or a C 1-C6-al kyl or

REPLACEVENT G e S bRl UE ORERIR idieioes . b Yoeranmd -setamigne

then R doeg aggch{oe;agesent a phenyl, orthocarboxyphenyl, ortho-ni trophenyl
ort ho-am nogheny or t ho(di net hyl ami noet hyl ) phenyl , ortho-hydroxyphenyl ,
ort ho- ('3- chv-(2- Wﬂm@m}mqulmomeﬂmbwydmwlom a: 1%@%91*15‘6&4“%0%,
and 5 (ii) when Ais CH2, Bis Br and Dis CH2, then R does not represent
an ortho CMB&GQ{WQMI group, and (iii) when Ais CH2, Bis Hand Dis

TSI A e T R e RN G L

subst it uenthy@fochlepidkl t uents present do not conprise, in an ortho position,
a C 1-C6-al koxy group substituted by an am no, (di)C 1-C6-al kyl am no,

i mi dazol yl Methylphaietiny43;[[ piope2-@iicycio[313. pyt lddci- Dy Dythy Darathdjth@iphene-2-
pharmaceutically acceptable salt or solvate thereof. 15 2. A conpound

accor di fig t°8oOK¥kI% 1, wherein A represents a group CH2 or an oxygen atonm B
represents r 0 pr,esents a gro CH2, OCH2,
NHCH2 or Clqgéjépﬂwg& %%haﬂiﬂ*ﬁéﬁ%p%&ﬁ A&rﬁa&%iﬁﬁ?& olyl, indazolyl,
purinyl, pwW-iHNethyy3-(25% 1dimihzol)e R HRAGH ey EB: 1 A Ty be
opti onal |y SltJbStI t)gt edd one or)c mgr ems!ﬁ%s??t uce)%tds? I ndgagéég‘ﬁﬁm Sel'ected
froma hal d‘ge2146{'h1mﬁhyl@ha35dhm¢yhlp(ﬁr 3Ayl* detarmes}- aétadrmd@,l C6- al kyl ,
-N(R1)-C(= C( O NR3R4, cycl oal ky] , 3- to 8- rrenbered

het er ocycl (5 @SA@“‘PNEPH%X@? 85?3’5'1@51‘3@6(18}’949{]3@& ﬂ)oﬂ%cmwﬂeﬁ\ﬁ‘-e%ynd%enzyl C
~- C6- al ‘gl thPElQF F@Eyl thi o, C 1-C6-al koxycarbonyl, C 1-C6-alkyl sul phi nyl or
25 C 1- sul ph'onyl group, or a C ~-C6-al kyI or C 1-C6-al koxy group
optionally Nsrsns-m M&ldylbbﬁ@)@‘o@ilo@f-@-n@é!bﬂbhé Yélagepméi%ééa\ﬁeae' ect ed
froma hal ogen atomor an am no, carboxyl, hydroxy C6-al koxy, C

~- C6- al koxypcetamideyhydroghlaade! vyl , nor phoI i nyI pi peridinyl or pyrrolidinyl

group; Rl sent ¥ en atom a Cl- C6- al kyl or C3-Cg-cycl oal kyl
group; 30 hﬁt‘fﬁ' Z?\?éhi d{ée dspings. cg- cyci oal kyl group; and 6

MAY 2002 R ;M&Y 3, S each
|ndependent y repr ese?ﬂéﬁ;ﬁﬁ‘g n at 025323%: &%A% %&ﬂaﬁod ©
C3- Cg- cycl da(k3- (Ml\wmylaﬁﬁrtdprbbyﬂlopypmmﬁylbhatyl)-mcycloﬁ 3.1.1*")decane-1-
acetamide, hydrochloride,

N-(5-(3-(N,N-Dimethylamino)propyloxy)-2-methylphenyi)ricyclo[3.3.1.1*7]decane-1-
acetamide, hydrochloride,
N-(5-Methoxy-2-methylphenyl)<tricycio[3.3.1. 13'7]decanyloxy~ 1-acetamide,

35 N-(5-Methoxy-2-methylphenyl)-(3-bromo-tricyclo{3.3.1.1*" Jdecane)-1-acetamide,
N-(5-Methoxy-2-methyiphenyl)-(2-oxa-tricyclo{3.3.1. l”]decane)- 1-acetamide,
N-(5-Methoxy-2-methylphenyl)-2-(tricycio[3.3.1. 1*"]decan-1-amino)acetamide,
N-(3,5-Dimethoxyphenyl)-ricyclo(3.3.1.1%"}decan- | -acetamide,
N-(3,5-Dihydroxyphenyl)-ricyclo[3.3.1. 1>")decan- 1-acetamide,

30  N-(3,5-Dimethoxyphenyl)-tricyclo{3.3.1. 13'7]decanyloxy- 1-acetamide,



(i) when Ais CH2, Bis Hand Dis CH2, then R does not represent a R'EM%zooz
5 ortho-nitrophenyl, ortho-am nophenyl, ortho-hydroxyphenyl,

ort ho- ( 3- ciy@veBsepoxy) phenyl , met hyl phenyl or para- phenoxyphenstosas Hop,
and (ii) when Ais CH2, Bis Hand Dis CH2CH2, then R does not represent a
phenyl group, and (iii) when Ais CH2, DA5s CH2 or CH2CH2 and R represents
a substituted phenyl group, 10 the substituent or substituents present do
not conprise, in an ortho position, a C t-C6-al koxy group substituted by an
am no, imdazolyl, norpholinyl, piperidinyl or pyrrolidinyl gr.ouP. 3. A
conpound a®E selyatagharee P%ﬁi‘?ﬁ“fdé?aHﬁPW@?‘%'(Q%Wthad}h&@EWgcd Ygr oup CH2.
15 4. A conpound, ac i e of clainms 1 to 3, wherein B
representsa CoRY }eoﬁééﬁeg\t'or@f%ugg.&m%bound according to any one of clains 1
to 4, wherein D represents a group 20 CH2, OCH2 or NHCH2. 6. A conpound
according to claim1, wherein R represents a phenyl, benzothi azolyl,

i ndol yl , i n0aza\ yémpgundi of\formyly (1) .dod a plrarmhcampicelhy kcogpmble, sak ac bolohtewhéredt, may
be optionally substituted Ogy one tgo or three substituents independently
sel ect ed f Bd@aEMehinANY PS5 FIaRS 350 § fACusednyeraRy-tro or C

1- C4- al koxycar bonyl group, or a C ~-C4-al kyl or C 1-C4-al koxy group
optionally substituted by one or two substituents independently sel ected
froma hal qgen Qt@pSUndaT RIS (1) Cor DsharinacdyidaIRK ¥dcepl@bik sEH vR5HO¥E thdrele) C
1- C4- al kyl am no, C 1-C4-al koxycarbonyl, im dazolyl, norpholinyl,

pi peri di nylas ohimgd inodnydineydf clatrosih to 6 for yseNnthGORmMRER ADBEMENGISIfETis- g MAY
2002 63 7. A compound of fornmula (I) as defined in claiml, or a
pharmaceutically acceptable salt or solvate thereof, being: N

( 2- Met hy| - 6-benzqt bi ; X 1 acel ani de.
(3-(3- (%\m' ﬁ%pr g}p5§|°g>?y m Pr%a‘% {%f;ﬂc’%’gir?&&ft’f ?i‘p@%ag%@&%ﬁ?f%iéqpi’ab‘i’egg?n%_sfp)aﬁ&eet ani
e, 5 hydr ggdibe¥; hel@laimiéd in any one of claims 1 to 6 in the manufacture of a medicament for use

d
(2- Chl orophenyl )-tricyclo[3.3.1.13" '] decane- 1-acet am de, N

(2, 4, 5-Tri netheydgyhenyl )-tricycl o[ 3. 3. 1. 13" ' ] decane- 1- acet am de, N
(

(

5- Met hoxy- 2- net hyl phenyl )-tricyclo[3.3.1.13" '] decane-1-acetam de, N
2, 3-Di et hyl phenyl )-tricyclo[3.3.1.13" '] decane-1-acetam de, 10 N

(5-Indol yl )xtri = 1- i : et

N (2. 3 D) iy & MR G Stcdek i HREABar s ATE AT dmprises adminiseripg 1o
[5-(3-NsN patient a therapeutically effective amount of a compound of formula (), or a

D met hyl am nopr opoxy) - 2- net hyl phenyl ]l-tri cyclo[3.3.1.13" '] decane-1

acet am de, mmmhqiwhycp@geggable salt or solvate thereof, as claimed in any one of claims 1 to 6.
(5-1'ndazolyl)-tricyclo[3.3.1.13" '] decane-1-acetam de, 15 N
(6-1ndazolyl)-tricyclo[3.3.1.13" '] decane-1-acetam de, N

(5- Hydr oxy- 2- net hyl phenyl )-tricyclo[3.3.1. 13" '] decane- 1-acetam de, N (1H
I ndol -4-yl)-tricyclo[3.3.1.13" '] decane- 1- acet am de,

4- Met hyl -3-[[1-oxo-2-(tricyclo[3.3.1.13" 7] dec-1-yl)et hyl ] am no] phenoxy- acet
ic acid, hydrochloride salt, 20 N (1-Methyl-1H

i ndol -5-yl)-tricyclo[3.3.1.13 ']decane-1-acetamde, N (1-(N N

D net hyl am no) et hyl - 1H i ndo-5-yl)-tricyclo[3.3.1.13" '] decane- 1-acet ani de,
S-[[1-Oxo-2-(tricyclo[3.3.1.13 "] dec-1-yl)ethyl]am no]-1Hindol e-1-acetic
acid,



1,1-dinethylethyl ester, N - 6 MAY 2002
(3-(2-Chloropyridyl))-tricyclo[3.3.1.13""]decane-1-acetam de, 25 N (3-(N N

Di net hyl am no) net hyl - 1Hi ndo-5-yl)-tricycl o[ 3.3.1.13" '] decane-1-acet am de,

N (4- I\/Ethwlgg eSEARCH REFORT3- 3. 1. 13' ' | ORGATL ooe, N
(2-Chl oro- 5- net oz‘%ﬁg%yl) tricyclo[3.3.1.13 7] decgzﬁm L%Tag?:pghcg&r;ﬁléle N
(4- Hydr oxy- 2- net hyl phenyl )-tricyclo[3.3.1.13" ']d¢ Sk %L BEL8G, de, N

( 3- Hy|dr.oxxyvsei oW 1@~ metshgliphenyl )y wtri cycl o] 3. 3. 1. 13' 7| decane- 1- acet am de; |30

N
PC6 3/25 C07D 209/04 70 231/54 D 277/ 21722 :
(5- Vet Ao 2 g&éﬁ)’ﬂ AT I é/#ﬁyﬁémc[% e (il e 1R EAHEH - acet ani de
- g wmécoaas) AR INis Bl B oot 0 s MBI 20 B G sobliC
Hylds. oxyne depnlrc2iemet hyl phenyl ) -tricycl o[ 3. 3. 1. 13" ' ] decane- 1- acet am de, |N

( 3- Hyd%QPﬁMﬁ' d%Eumtahh)Q|s@rbﬁd1MJss)t‘matlJnisﬁLYrE}oﬁbgva-b)?)clajslﬁgaac;n's;ndagane' 1-acetam de, N

- Met hyl - 5- (1-pyrrolidinenet hyl)phenyl)-tricyclo[3.3.1.13""']decane-1-acgta
m de, | B§C:0€0MCor CQD, N
(2- Ol 1k Rremu NI QY MRNEA Y n)riudh GdcEM GO 18 thedexidm thad suc BEGMEr L ReET @Jﬁelg@mrc“ﬁ
(2- Chl oro-4-hydroxyphenyl )-tricyclo[3.3.1.13" '] decane-1-acetam de, N
( 2- Mett REIDKIET 2O g1anses Gisi $AANB) et hyl oxy) phenyl )-tricycl o[ 3.3. 1. 13" '] decand
-acet aﬂ& Q)ﬁlc d«DMQJcQ&QLL&Eng gm lnlN“VllOnA‘ scarch (name of data basc and where practicac.c, scarch terms used)
(5- Met hoxynet hyl - 2- et hyl phenyl )-tricycl o[ 3. .13' "] decane- 1- acet ani de, {10

e

14

-1

(2- Mett I@Xg okt f,&__— (1- rmrphol [ no) et hyl oxy) phenyl )-tricyclo[3.3.1.13" '] decane1-
acet aJv uroctt

(2- M mb&»;? 15T CONIRERLD FAPERELEYANS nhenyl )t ricycl o[ 3.3, 1. 13" | decaned 1-

acet an¢ad¢eon rlﬂ{u@ﬁkﬁd@fuhldﬁ ,w1d1\|ind|cauon where appropriate, of the relevant passaqes Relevant to claim No.

(2-Mme h"' 51 —nerpholi-roret-hyb-pheryr—tr-eyelof-3-—3—1-13" ] decan am
i de, 15 hydrcnhdmlroa] ¢, Mddical Chem1stry, Volume 15 No 11, 1-13

(5-(3F(2-N, N-di néﬁi%l Wrki. nb&nabignani, n 'H’@Iazm)t)’l ti’mady@s @FS 3. 1. 13 '] decane- 1- aget
ani de} hydr gchl oi o0 inet hylamangpeepy/ nnamanilide"

1- oxo| 2- (trilcycl Bpge 3180 SF’ang]e]@ZI yl) et hyI ] ami no] t hi ophene- 2 car boxyl at &,
20 N [ 3- Met roxy 2-met hyl phenyl ) -tricycl o[ 3.3. 1. 13" '] decane-[1-acet am de, N
(2- Mef hyl - 34{(2- (1-i m dazol o) et hyl oxy) phenyl ) -tri cycl o[ 3.3.1 13" '] decane- 1-a

cetam ge. N|(g $3850651 FERYOMRNBRKD Ikdavd @oc! lrg. p; 1- 13' " ] decang-ig gget ami de,

N _ 31 October 1990 (31.10.90), campounds 109 and 128 _
(5- (3t Am nop\ropyl oxy) - 2- net hyl phenyl)-tricyclo[3.3.1.13""] dLecane- 1- acet arh d

e, hygrochlaride, 25 N (5-(3-(N --
Met hy| am no){pr opyl oxy) - 2- et hyl phenyl )-tricycl o[ 3.3.1.13" '] decane-1
acet afrixde, hysitNodht@matiznaNGF( Te iCaRAISo[ RAPBUY .atBedgdidecane- 1- pcat-§|)-aderd ne
N (3, b- Di netjhoxyng- nd7hyE9gHenylgcumentcpe| B3LR7A413" " ] decane} 1- acet am de, |N
(3- (3t (N Kreutzberger, A. et al: "Ant1v1ral agents

Met hy| ami no)|pr op W@@}twaz”m e ‘§e , 13" '] decane-1 30
acet afi de, ydrocz n pot 1 Q SHEET

rzneim. orsch

_T

m 1 urthier documents are listed it the conunuauon of Box €. Sce patent famiiv annex.
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- g MAY 2002 65 N (5-(3-(N, N

Di met hyl am no) pr opyl oxy) - 2- et hyl| phenyl ) tricyclo[3.3.1.13" '] decane-1

(5- Met hoxy- 2- et hyl phenyl ) - trlcyclo[3 3 1 13" '] de

(5- Met

acet am de, hprERNATIONAL SEARCH RE Emerra tional applicauon No. q W
e

hoxy- 2- net hyl phenyl )-(3-brono-tricycl o[ 3. 3.

, 5 N
(5- Me
N

(5- Mef
N (3,5
(3,5-pi
(3, 5-
(3, 5-

(5-Hy
(5- (24
aceta
Met hyl

acet am de
(5-(3-

cl ai md b&.ﬁ)ﬁq).]iels S'Q&pd‘ne&l@hxl‘nﬂgd ac nbm?qnaum@afncg.emefcadcmt armﬂs&:chs JLRLB 6(~(| J )
REPLA ~ vy

and A, Bp Ién@bﬂ"’a‘Pe‘ her delp P‘d@d""Ph“ ‘l"ﬁ%"ﬁrﬁﬂl’&‘"(‘ﬁl“y" of {4t h°f£“¢f<bmbound of gener aI
f or mul

In R TS as defined TI formita ard
opti or%l“%"f“&?ﬁﬁ“@’“é“sﬁhmg“ REUFT e I1‘?“”%1‘&’88’5?&‘15’13%“%}:3?‘?’“8?‘ ‘é%\)’ﬂ)‘ét e thereof|.
9. A pharnmaceutical conposi t| on conprising a conpound of forrmula (I), or
phar ngceutical |y acceptable salt or solvate thereof, as clainmed in any 0
of clgims 1 to 7

Thxs xmcmanoml surch repon hasnotbeen established inrespectof cerain clzxms undjr Anticie 17(2}-(:) for the [olSou ing reasons:

hoxy- 2- met hyl phenyl )-2-(tricyclo[3.3.1.13 decan am no

E@etnh&xy @hddyl )-tricyclo[3.3.1.13"" de(;an 1-acetam de, N
PR HRENTR ] B0l R (Pefte TP I eqBires toPgsaarcheichy s Auibat e taitivde, N

Dl ”BGIBH?(VJDF@QMJ th-d héthyEbfatedintent ot Sie hlides anyimybolly $¢ esuggender,by10 N

%Jd]p&,qnygl Ld LG o‘?[zk?e c%nilpogtﬁc'ls' ] decanyl oxy- 1- acet anmi de, N

1rox
th I am no) et hyI oxy) 2 rret hyI phenyl )-tricyclo[3.3.1.13" '] deca

rclo arls o cxn.:... uo-.a 1 non at da,not “l"' r requi suph
am noggLBSﬁa nfmftn ¥1:B Q@yh RGNV NN A el T R

1. D As all required additional search fees wers timely paid by the applicant, this snizitonal search repornt cavers zll
searchable claimns.

2. D Asallsearchable claims couldbe searched withauteifort justifying an additional fee, t2:5 Authority did notinvite payizer:
of any additional fee.

3. D As only some of the required additional sesrch fees were t:ely paid by the appl.czz', 121s intemational sesrea rece=
covers only taose clairas for which f2es were paid, speaificelly clains Nes.:

< D No required sddinonal search fees were umeiy paid by 122 zpshcant. Consequeniiy, i251nternational searez repa-
restricted (o 1hs 1avention fitmennionsd 1n (=2 clarms; itis coversd by claims Nes -

Remark on Protest D The additional search {2es were accompanzed by the applizz=’s protest

No protest accompanied the payrment of additional search lzes

P

anyl Ro:i_(/)é%éa %g tam de,
4 1-acet am de
BoxI  Qbservations where certain claims were found unsearchable (Continuation of ltem 1 of first sheeti d
3 = = - — e1

am qe,

N5 ? ; tﬁéaggkmemwmwavehsaysk)aieatcﬁmel deR eRechtedfor lmbe&mefﬂesamm am de,

pheny -tricyclo[3.3.'1. 13" ' ] decanyl oxy- 1 acet am de, T
ne-1

- 6 MAY 2002

(N- Met hyl am no) pr opyl oxy) - 2- et hyl phenyl )-tricycl o[ 3. 3. 1. 13" '] decany!l

oxy-lacetam de, or N

(3, 5-Di hydroxy- 2-net hyl phenyl )-tricycl o[ 3.3.1.13" '] decane-acet am de. 20

procegs. mctapghgreparati on of a conpound of fornula (1) as defined in
wh

A

1

Form PCT/ISA210 (continuation of {irst sheet (1)) (July 1992)



= R A Ay ¢

in association with a pharmaceutically acceptabl e adjuvant, dil uent~ 8rMAY 2002
carrier. 10. A process for the preparation of a phar rraceutl 9a3 ~¢P ition
as claimed in claim9 10 which conprises m xing a conpound of fornula (1),

or a pharmaceutically acceptable salt or solvate thereof, as defined in any
one of clainms 1 to 7 with a pharmaceutically acceptable adj uvant, dil uent

or carrier. 11. A conpound of fornmula (1), or a pharnaceutically acceptable
salt or solvate thereof, 15 as clﬁbrm_(' MPOYNPpsof clains 1 to 7 for use
in therapy. 12. A conpound of formula RD or a pﬁar maceuti cal |y acceptabl e
salt or solvate thereof, as clained in any one of claims 1 to 7 for use in
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inflammatory/immune process, specifically, macrophages, mast cells and lymphocytes

15 (T and B). Activation of the P2X- receptor by extraceliular nucleotides, in particular
adenosine triphosphate, leads to the release of interleukin-1p (IL-1P) and giant cell
formation (macrophages/microglial cells), degranulation (mast cells) and L-selectin
shedding (lymphocytes). P2X7 receptors are also located on antigen-presenting cells
(APC), keratinocytes, salivary acinar cells (parotid cells) and hepatocytes.

20 It would be desirable to make compounds effective as P2X7 receptor antagonists for
use in the treatment of inflammatory, immune or cardiovascular diseases, in the aetiologies
of which the P2X7 receptor may play a role.

In accordance with the present invention, there is therefore provided a compound of

general formula
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Similarly, meta and para positions in the phenyl group R are defined relative to the point of
15 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 thiopheny! group, each of which may be optionally substituted by one, two,
three or four substituents independently selected from a halogen atom (e.g. fluorine,

20  chlorine, bromine or iodine) or a cyano, carboxyl, hydroxyl, nitro, halo-C;-Cg-alkyl (e.g.
trifluoromethyl), -N(Rl)-C(=O)-R2, -C(O)NR3R4, -NR5R6, C3-Cg-cycloalkyl (e.g.
cyclopropyl, cyclobutyl, cyclopentyl or cyclohexyl), 3- to 8-membered heterocyclyl (e.g.
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s wherein A represents a group CHj or an oiygen atom;
B represents a hydrogen or halogen atom;
D represents a group CHy, OCH;, NHCHy or CH,CHjy;
R represents a phenyl, benzothiazolyl, indolyl, indazolyl, purinyl, pyridyl, pyrimidiny! or
thiophenyl group, each of which may be optionally substituted by one or more substituents

to  independently selected from a halogen atom or a cyano, carboxyl, hydroxyl, nitro,
halo-C1-Cg-alkyl, -NR')-C(=0)-R%, -C(ONR®R?, -NR°R®, C3-Cg-cycloalkyl,
3- to 8-membered heterocyclyl, C3-Cg-cycloalkyloxy, Cj-Cg-alkylcarbonyl, phenoxy,
benzyl, C;-Cg-alkylthio, phenylthio, Cy-Cg-alkoxycarbonyl, C{-Cg-alkylsulphinyl or
C,-Cg-alkylsulphonyl group, or a Cj-Cg-alkyl or C;-Cg-alkoxy group optionally

15 substituted by one or more substituents independently selected from a halogen atom or an
amino, carboxyl, hydroxyl, Cy-Cg-alkoxy, (di)Cy-Cg-alkylamino,
C-Cg-alkoxycarbonyl, imidazolyl, morpholinyl, piperidinyl or pyrrolidinyl group;
Rl represents a hydrogen atom or a C-Cg-alkyl or C3-Cg-cycloalky! group;
R represents a C-Cg-alkyl or C3-Cg-cycloalkyl group; and

20 R3, R4, R5 and R6 each independently represent a hydrogen atom or a C{-Cg-alkyl or
C3-Cg-cycloalkyl group,
with the provisos that
(i) when A is CHy, Bis H and D is CHj, then R does not represent a phenyl, ortho-
carboxyphenyl, ortho-nitrophenyl, ortho-aminophenyl, ortho-

25 (dimethylaminoethyl)phenyl, methylphenyl or para-phenoxyphenyl group, and

AMENDED SHEET



100l i |/ S . )
30" 109%&' ()-9, 1. #10% ()-(.4.7. A ... "?nbCAKSH10%& ()-!; FF floO/&'“é)-‘ (EF $40%%7
& ()-  YGLOY%&' ()-s109% ()-1s10%& ()-..B/ Mc/|//dEnbCAKSI$109& ()3 rritZ139ed {
F- 109& ()- YL109& ()-"109%& ()-f 109%& ()- / = 6 MAY 2002
00X0] 0a0d0”?2MbCAKS010%&' () - ! yL' 10%@@®& (§1 ! Q/L' 10%& () - FUF10%& () -
FL$F109%& ()-F 109 ()-d001141MLNLOLP1aSE7Ak 10 10 10! S83 109%& () - S83
109& () - Yf 5109& () - Y3m' 109& ()-1S 109 ()- P1[1glj 1y111aBSE7AK
10910% & ()-910% & ().-#L10% & ()-10% & ()-L10% & ()-!
(1096G8 () - PRy ixciasB7nBr poh B ek B2 ( yhenddflops mpt repregent ag:oftho x L1098 () -
F 310047& (). glot@‘&')ﬁ) - /B34>5Y555bCSE7AK 10, - 10% & ()-1 -
109& () -1 S) “AB9AREY B84 R () -

#10% & () - ; 1 Wis THEY, d O] ,
ify 10%\/}%‘) ( fﬁ%g%\ﬁn (81? ?C%?ﬁﬁfﬁlog&('@?%ﬁfdheﬂ& does not represent a phenyl group,
10t 110% & ( prd(6666777t 7} A2bCAK 101098 & () - G100 ()- | f 109/ () -

#109%V&' ()-!PS10% & . ()-z! SL10%CECE& ()-Zt7778%$8[ 8] 8dBbCAK,

10! | L$g(1%)W&(‘() When ’Id%k‘?( P @I({%M%‘égqgm ﬁ)regfe%m 3 Spbstitwieg,phenyl greap39L 99

T K ORI AR At —

LOMGH 109! ) lgHARAHY dobo A ) am shH6! )0 LCLORM) i ARRGSyr; 1OMe: -1
. morpholinyl, piperidinyl or pyrrolidinyl group;

or a pharmaceutically acceptable salt or solvate thereof.

2. A compound according to claim 1, wherein A represents a group CHj.
3. A compound according to claim 1 or claim 2, wherein B represents a hydrogen atom.

15 4. A compound according to any one of claims 1 to 3, wherein D represents a group

CH,, OCH; or NHCH,.

5. A compound according to any one of claims 1 to 4, wherzin R represents a phenyl,

benzothiazolyl, indolyl, indazolyl, purinyl, pyridyl or thiophenyl group, each of which may
20  be optionally substituted by one, two or three substituents independently selected from a

halogen atom or a hydroxyl, nitro or C;-C4-alkoxycarbonyl group, or a Cj-Cy4-alkyl or

C-Cs-alkoxy group optionally substituted by one or two substituents independently

selected from a halogen atom or an amino, carboxyl, hydroxyl, C;-Cs-alkoxy,

(di)C-C4-alkylamino, C;-Cg4-alkoxycarbonyl, imidazolyl, morpholinyl, piperidinyl or
25 pyrrolidinyl group.

6. A compound of formula (I) as defined in claim 1, or a pharmaceutically acceptable
salt or solvate thereof, being:

N-(2-Mcthyl-6-benzothiazolyl)-tricyclo[3.3.1.1 3'7]d<:canc- I-acctamide,
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10M L010% &x( - SFx10% & ()-SR 71090 &' () -\ #10% & £ ) - 37 .

21006 & () -V GHGHAR ol B BBt I(S 31 1 decane- - scetamice,

10" L' 10% & gydrochl®fde&’ () -y8, 10% & ()-Zy5 10% & ()-3 10% & ()- 1 10% & ()-
CCCCCC; DSDxY: 2A 1 10 F3 :10%&' ()-3
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FRFAFaFFGG} N2 45-Trimethylphenyl)-tricyclo[3.3.1.17"]decane- 1 -acetamide,

10, MLOVE ()t 4075 (he BNy P TNkl PLAQ AR O - messLo% ()
N-(2,3-Dimethylphenyl)-tricyclo[3.3.1. 1>7]decane-1-acetamide,
N-(5-Indolyl)-tricyclo[3.3.1.1>"]decane- 1 -acetamide,
N-(2,3-Dimethyl-5-indolyl)-tricyclo{3.3.1. 13‘7]decane-1-acetamide,

N-[5-(3-N,N-Dimethylaminopropoxy)-2-methylphenyl]-tricyclo[3.3.1.1*’

]decane-1-
10 acetamide, hydrochloride,
N-(5-Indazolyl)-tricyclo[3.3.1. l”]decane- |-acetamide,
N-(6-Indazolyl)-tricyclo{3.3.1. 13'7]decane- l-acetamide,

N-(5-Hydroxy-2-methylphenyl)-tricyclo[3.3.1.1*7

]decane-1-acetamide,
N-(1H-Indol-4-yl)-tricyclo[3.3.1.1>"]decane-1-acetamide,

15 4-Methyl-3-[[1-0x0-2-(tricyclo[3.3.1. 1*"1dec-1 -yl)ethylJamino]phenoxy-acetic acid,
hydrochloride salt,
N-(1-Methyl-1H-indol-5-yl)-tricyclo[3.3.1.1>"|decane-1-acetamide,
N-(1-(N,N-Dimethylamino)ethyl- 1 H-indo-5-yl)-tricyclo[3.3.1.1*"]decane- 1 -acetamide,
5-[[1-Oxo0-2-(tricyclo[3.3.1.1>"]dec-1-yl)ethyl]amino]- | H-indole- 1-acetic acid,

20 1,1-dimethylethyl ester,

N-(3-(2-Chloropyridyl))-tricyclo[3.3.1.1 3 ‘7]decane- l-acetamide,
N-(3-(N,N-Dimethylamino)methyl- 1 H-indo-5-yl)-tricyclo[3.3.1. 1>"\decane- 1-acetamide,
N-(4-Methoxy-2-methylphenyl)-tricyclo[3.3.1. 1>7)decane-1-acetamide,
N-(2-Chloro-5-methoxyphenyl)-tricyclo[3.3.1. 1>"1decane-1-acetamide,

25 N-(4-Hydroxy-2-methylphenyl)-tricyclo[3.3.1. 1*"]decane-1-acetamide,
N-(3-Hydroxymethyl-2-methylphenyl)-tricyclo[3.3.1. 1>"1decane-1-acetamide,
N-(5-Methoxy-2-methyl-3-nitrophenyl)-tricyclo[3.3.1.1*"]decane-1-acetamide,
N-(5-Hydroxymethyl-2-methylphenyl)-tricyclo[3.3.1.1%"]decane- 1 -acetamide,
N-(3-Hydroxy-2-methylphenyl)-tricyclo[3.3.1.1 3T}decane-1-acetamide,
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N-(2-Chloro-5-hydroxyphenyl)-tricyclo[3.3.1. 1>7]decane-1-acetamide,
N-(2-Chloro-4-hydroxyphenyl)-tricyclo[3.3.1. 17]decane- 1 -acetamide,
5 N-(2-Methyl-3-(2-(1-pyrrolidino)ethyloxy)phenyl)-tricyclo{3.3.1.1 37decane-1 -acetamide,
hydrochloride,

1 3'7]decane- 1-acetamide,

N-(5-Methoxymethyl-2-methylphenyl)-tricyclo[3.3.1.
N-(2-Methyl-3-(2-(1-morpholino)ethyloxy)phenyl)-tricyclo[3.3.1. l”]decane- l-acetamide,
hydrochloride,

10 N-(2-Methyl-3-(2-( l-piperidino)ethyloxy)p.henyl)-tricyclo[3.3. l. 13'7]decane- 1-acetamide,
hydrochloride,

N-(2-Methyl-5-(1-morpholinomethyl)phenyl)-tricyclo[3.3.1.1*7

]decane-|-acetamide,
hydrochloride,
N-(5-(3-(2-N, N-dimethylaminoethyl)indolyl))-tricyclo[3.3.1. 13‘7]decane- l-acetamide,
ts  hydrochloride,
Methyl 4-methyl-3-[[ 1-oxo-2-(tricyclo[3.3.1.1*"1dec-1-yl)ethyl Jamino]thiophene-2-
carboxylate,
N-(3-Methoxy-2-methylphenyl)-tricyclo[3.3.1. l”]decane- 1-acetamide,
N-(2-Methyl-3-(2-(1-imidazolo)ethyloxy)phenyl)-tricyclo{3.3.1.1 3'7]decane- l-acetamide,
20 N-(2,4,6-Trimethylphenyl)-tricyclo[3.3.1. l”]decane-l-acetamide,
N-(5-(3-Aminopropyloxy)-2-methylphenyl)-tricyclo[3.3.1.1 37)decane-1-acetamide,
hydrochloride,

13'7]decane- 1-

N-(5-(3-(N-Methylamino)propyloxy)-2-methylphenyl)-tricyclo[3.3.1.
acetamide, hydrochloride,
25 N6-(Tricyclo[3.3.1. 1 "ldecane-1 -acetyl)adenine,

1>"1decane-1-acetamide,

N-(3,5-Dimethoxy-2-methylphenyl)-tricyclo[3.3.1.
N-(3-(3-(N-Methylamino)propyloxy)-2-methylphenyl)-tricyclo[3.3.1.1 37decane-1-
acetamide, hydrochloride,
N-(5-(3-(N,N-Dimethylamino)propyloxy)-2-methylphenyl)-tricyclo[3.3 1.1 decanc 1

30 acetamide, hydrochloride,
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N-(3,5-D|hydroxyphenyl) -tricyclo[3.3.1.1%7)decan-1-acetamide,
N-(3,5-Dimethoxyphenyl)-tricyclo[3.3.1. 13'7]decanyloxy- 1-acetamide,

13.7

N-(3,5-Bis-(3-aminopropyloxy)phenyl)-tricyclo[3.3.1.17"]decane- 1-acetamide,

N-(2,4,5-Trimethylphenyl)-tricyclo{3.3.1 .\l 3'7]decanyloxy- | -acetamide,

10 N—(S-Hydroxy-2-methylphenyl)-tricyclo[3.f&.1.13'7

Jdecanyloxy-1-acetamide,
N-(5-(2-(N-Methylamino)ethyloxy)-2-methylphenyl)-tricyclo{3.3.1.1>"]decane-1-
acetamide, hydrochloride,
N-(5-(2-(N-Methylamino)ethyloxy)-2-methylpheny!)-tricyclo[3.3.1.1 3'7]decanyloxy- l-
acetamide,

15 N-(5-(3-(N-Methylamino)propyloxy)-2-methylphenyl)-tricyclo[3.3.1.1 3'7]decanyloxy- 1-

acetamide, or

N-(3,5-Dihydroxy-2-methyiphenyl)-tricyclo(3.3.1. 137]decane-acetamide.

7. A process for the preparation of a compound of formula (I) as defined in claim 1

20  which comprises reacting a compound of general formula
/U\L

A

()
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-NHj, wherein R is as defined in formula (I); and
optionally forming a pharmaceutically acceptable salt or solvate thereof.

25
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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.

10 10. A compound of formula (I), or a phafmaceutically 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.

12.  Use of acompound 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.

20 13. A method of effecting immunosuppression which comprises administering to a
patient a therapeutically effective amount of a compound of formula (), or a

pharmaceutically acceptable salt or solvate thereof, as claimed in any one of claims I to 6.
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RgSgTgUgbgngagguV7A 1 10#910%& () - 109%& () - 109%& ()-L' 109%& ()- 10MM 10MV
1I0MM | 7T 10%wWE' () - ggh/ hhhhaBuV7A 1 10#1 109&' ()-10%& ()-13"10%& ()-|
109%& ()-!l1 10%4]1& ()-1 @109 ()-hiii#ii"jp[<uV7IA 1 10y' z#10%&' ()-!IL$
"10%&R' ()-'3 109%& ()--!'3 10%&' ()--110%& ()-y-#10%&' ()-3"jcjjjj VKWkXKkYkdYNCA
1 10 10 10 1021 "109%& ()-f/"10%& ()-ZI, 10%& ()-1I,
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10! &S, s10%&' () -!XS, s10%& ()-10% & ()- 10% & ()- 10% & ()-"10% & () -
| ngmnndgm atom (e.g. fluorine, chlorine, iodine and especially bromine);

D represents a group CH, OCHj,, NHCH; or CH,CHp, in particular a group CHj,

OCH; or NHCHpy;

S  Rrepresents 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,

1
halo-C|-Cg-alkyl, -N(R)-C(=0)-R%, -CCONR’R?, -NR’R®, C;-Cg-cycloalkyl,
3- to 8-membered heterocyclyl, C3-Cg-cycloalkyloxy, Ci-Cg-alkylcarbonyl, phenoxy,
10  benzyl, Ci-Cg-alkylthio, phenylthio, C|-Cg-alkoxycarbonyl, C-Cg-alkylsulphinyl or
C-Cg-alkylsulphonyl group, ora C|-Cg-alkyl or C;-Cg-alkoxy group optionally
substituted by one or more substituents independently selected from a halogen atom or an
amino, carboxyl, hydroxyl, C;-Cg-alkoxy, (di)C;-Cg-alkylamino,
C,-Cg-alkoxycarbonyl, imidazolyl, morpholinyl, piperidinyl or pyrrolidinyl group;
15 R1 represents a hydrogen atom or a C{-Cg-alkyl or C3-Cg-cycloalkyl group;
R2 represents a C-Cg-alkyl or C3-Cg-cycloalkyl group; and
R3, R4, R5 and R6 each independently represent a hydrogen atom or a C-Cg-alkyl or
C3-Cg-cycloalkyl group;
with the provisos that -
20 (i) when A is CH, BisH and D is CHj, then R does not represent a phenyl, ortho-
carboxyphenyl, ortho-nitrophenyl, ortho-aminophenyl, ortho-
(dimethylaminoethyl)phenyl, ortho-hydroxyphenol, ortho-(3-chldropropoxy)phenyl,
methylphenyl or para-phenoxyphenyl group, and
(i1) when A is CHp, Bis Br and D is CHj, then R does not represent an ortho-
25  carboxyphenyl group, and
(i1i) when A is CHp, Bis H and D is CHpCH,, then R does not represent a phenyl group,
and
(iv) when A is CH,, D is CHp or CH,CHj; and R represents a substituted phenyl group,
the substituent or substituents present do not comprise, in an ortho position, a

30 C;-Cg-alkoxy group substituted by an amino, (di)C|-Cg-alkylamino, imidazolyl,
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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 OCH» or NHCH3, 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/*@#
+
N
D H *
A

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,
pyrimidiny! 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[-Cg-alkyl (e.g.
trifluoromethyl), -N(R')-C(=0)-R%, -C(ONR’R?, -NR’R®, C3-Cg-cycloalkyl (e.g.
cyclopropyl, cyclobutyl, cyclopenty! or cyclohexyl), 3- to 8-membered heterocyclyl (e.g.
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1. A compound of formula
0
/[k ~R
N
P H

A

@
wherein A—represents a group CHj or an oxygen atom;
B represents a hydrogen or halogen atom;

5 Drepresents a group CHy, OCHy, NHCH; or CH,CHj;

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-Cg-alkyl, -N(R)-C(=0)-R%, -C(ONR’R®, -NR’R®, C3-Cg-cycloalkyl,

10  3-to 8-membered heterocyclyl, C3-Cg-cycloalkyloxy, Ci-Cg-alkylcarbonyl, phenoxy,
benzyl, C;-Cg-alkylthio, phenylthio, C;-Cg-alkoxycarbonyl, C|-Cg-alkylsulphinyl or
C-Cg-alkylsulphonyl group, or a C;-Cg-alkyl or C;-Cg-alkoxy group optionally
substituted by one or more substituents independently selected from a halogen atom or an
amino, carboxyl, hydroxyl, C-Cg-alkoxy, (di)C|-Cg-alkylamino,

15  C;-Cg-alkoxycarbonyl, imidazolyl, morpholinyl, piperidinyl or pyrrolidinyl group;

R1 represents a hydrogen atom or a C|-Cg-alkyl or C3-Cg-cycloalky! group;

R2 represents a C}-Cg-alkyl or C3-Cg-cycloalkyl group; and

R3, R4, R5 and R6 each independently represent a hydrogen atom or a C{-Cg-alkyl or
C3-Cg-cycloalkyl group;

20  with the provisos that
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carboxyphenyl, ortho-nitrophenyl, ortho-aminophenyl, ortho-
(dimethylaminoethyl)phenyl, ortho-hydroxyphenyl, ortho-(3-chloropropoxy)phenyl,
methylphenyl or para-phenoxyphenyl group, and

5 (i) when A is CHp, Bis Br and D is CHj, then R does not represent an ortho-
carboxyphenyl group, and
(iii) when A is CHp, Bis H and D is CH,CHj, then R does not represent a phenyl group,
and
(iv) when A is CHp, D is CHy or CHCHj and R represents a substituted phenyl group,

10  the substituent or substituents present do not comprise, in an ortho position, a

C-Cg-alkoxy group substituted by an amino, (di)C;-Cg-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 CHj or an oxygen atom,;
B represents a hydrogen or halogen atom;
D represents a group CHp, OCH;, NHCH; or CHCHj;
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-C;-Cg-alkyl, -NR")-C(=0)-R%, -CONR'R?, -NR°R®, C3-Cg-cycloalkyl,
3- to 8-membered heterocyclyl, C3-Cg-cycloalkyloxy, C-Cg-alkylcarbonyl, phenoxy,
benzyl, C|-Cg-alkylthio, phenylthio, C;-Cg-alkoxycarbonyl, C;-Cg-alkylsulphinyl or
25 C;-Cg-alkylsulphonyl group, or a C|-Cg-alkyl or C;-Cg-alkoxy group optionally
substituted by one or more substituents independently selected from a halogen atom or an
amino, carboxyl, hydroxyl, C-Cg-alkoxy, C-Cg-alkoxycarbonyl, imidazolyl,
morpholinyl, piperidinyl or pyrrolidinyl group;
Rl represents a hydrogen atom or a C-Cg-alkyl or C3-Cg-cycloalkyl group;
30 R2 represents a C|-Cg-alkyl or C3-Cg-cycloalkyl group; and
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w1th the provisos that

(i) when A is CHy, Bis H and D is CHj, then R does not represent a phenyl,
5 ortho-nitrophenyl, ortho-aminophenyl, ortho-hydroxyphenyl,
ortho-(3-chloropropoxy)phenyl, methylpheny! or para-phenoxyphenyl group, and
(i1) when A is CHy, Bis H and D is CH,CHj, then R does not represent a phenyl group,
and
(iii) when A is CHy, D is CHy or CH;CHj and R represents a substituted phenyl group,
10  the substituent or substituents present do not comprise, in an ortho position, a ~

C-Cg-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 CH.
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 CHj;, OCH; or NHCHjy.

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 ahydroxyl, nitro or C|-C4-alkoxycarbonyl group, or a C-Cy4-alkyl or C;-C4-alkoxy
group optionally substituted by one or two substituents independently selected from a
halogen atom or an amino, carboxyl, hydroxyl, C;-C4-alkoxy, (di)C;-Cy-alkylamino,
C-C4-alkoxycarbonyl, imidazolyl, morpholinyl, piperidinyl or pyrrolidiny! group.
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10: 1- 10% & 1) - | A gempoundiqfiformula (I) as defined in claim 1, or a pharmaceutically acceptable

l @0% g& ()sfa'l't]oQ%lUge(tQérgcgtp%i%:( )-"10% & ()-"10% & ()-"10% & () - >%BbCA
N-(2-Methyl-6-benzothiazolyl)-tricyclo[3.3.1.1>"]decane-1 -acetamide,
N-(3-(3-(Aminopropyloxy)-2-methylphenyl)-tricyclo[3.3.1.1° '7]decane- 1-acetamide,

5  hydrochloride,
N-(2-Chlorophenyl)-tricyclo[3.3.1.1>7]decane-1-acetamide,
N-(2,4,5-Trimethylphenyl)-tricyclo[3.3.1.1>"]decane-1-acetamide,
N-(5-Methoxy-2-methylphenyl)-tricyclo[3.3.1.1%7]decane-1-acetamide,
N-(2,3-Dimethylphenyl)-tricyclo{3.3.1.1*"]decane- 1 -acetamide,

10  N-(5-Indolyl)-tricyclo[3.3.1.1>7]decane-1-acetamide,
N-(2,3-Dimethyl-5-indolyl)-tricyclo[3.3.1.1%7]decane-1-acetamide,
N-[5-(3-N,N-Dimethylaminopropoxy)-2-methylphenyl]-tricyclo[3.3.1.1*7]decane-1-
acetamide, hydrochloride,

N-(5-Indazolyl)-tricyclo[3.3.1. 1>7]decane-1-acetamide,

15  N-(6-Indazolyl)-tricyclo[3.3.1. 1>7]decane-1-acetamide,
N-(5-Hydroxy-2-methylphenyl)-tricyclo[3.3.1. 1*7]decane-1-acetamide,
N-(1H-Indol-4-yl)-tricyclo[3.3.1. 1>7]decane- 1-acetamide,
4-Methyl-3-[[1-0x0-2-(tricyclo[3.3.1. 1>7)dec-1 -yl)ethyl]amino]phenoxy-acetic acid,
hydrochloride salt,

20  N-(1-Methyl-1H-indol-5-yl)-tricyclo[3.3.1.1>7]decane- 1-acetamide,
N-(1-(N,N-Dimethylamino)ethyl- 1 H-indo-5-yl)-tricyclo[3.3.1. 1° ‘7]decane- l-acetar;ide,
5-[[1-Oxo0-2-(tricyclo[3.3.1. 1>"]dec-1-yl)ethyl]amino]-1H-indole- 1-acetic acid,
1,1-dimethylethyl ester,
N-(3-(2-Chloropyridyl))-tricyclo[3.3.1.1%"]decane-1-acetamide,

25  N-(3-(N,N-Dimethylamino)methyl-1H-indo-5-yl)-tricyclo[3.3.1.1>"|decane- 1 -acetamide,
N-(4-Methoxy-2-methylphenyl)-tricyclo[3.3.1. 1>7]decane-1-acetamide,
N-(2-Chloro-5-methoxyphenyl)-tricyclo[3.3.1. 1’7]decane-1-acetamide,
N-(4-Hydroxy-2-methylphenyl)-tricyclo[3.3.1. 1>7]decane-1-acetamide,
N-(3-Hydroxymethyl-2-methylphenyl)-tricyclo{3.3.1. 1>"1decane-1-acetamide,

30  N-(5-Methoxy-2-methyl-3-nitrophenyl)-tricyclo[3.3.1. 1>7]decane-1-acetamide,
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